RESEARCH ETHICS IN THE CONTEXT
OF A

DEVELOPING COUNTRY:

PERSPECTIVES FROM PAKISTAN

Aisha Y Malik

Green Templeton College

Thesis submitted for the degree of
Doctor of Philosophy

Hilary Term, 2013



Research ethics in the context of a developing

country: perspectives from Pakistan

Aisha Y Malik, Green Templeton College, D.Phil.

Hilary Term, 2013.

Abstract

The overarching rationale of research ethics gudais that
human participants should not be exploited whenrimrting to
the good of science and society. Two essentialisggs for this
are that human participants consent voluntarilyerafbeing
informed about a research trial and that benefits @sks are
distributed fairly. With the increasingly global gatice of
biomedical research, fulfilling these requisites eates
challenges in some contexts.

| examine the challenges of applying these ethiealiirements
when patients are enrolled into research trialRakistan, with
reference to the moral reasoning employed by rekees to
negotiate these challenges. Using insights obtaifredn

interviewing physicians conducting research andeptg in
tertiary-care hospitals, and from observing theerattions
between these physician-researchers and patienit® inontext
of research trial enrolment, | demonstrate howsth&o-cultural
environment in which research is carried out shalpegpractice
of ethics in important ways. | present the issueindébrmed

consent as the core challenge. | also examinentipdications
for research of the researchers’ view that theimary duty is

that of a physician.



The researchers determine the amount of informatimirents
receive about research, guided in this by theisseari duty and
influenced by their communication skills, time ctoasts and
patients’ education status. The process of decisiaking is

affected by such factors as the patients’ gendkrgcation level,
financial independence and the role of other actach as the
spouse, relatives and the researcher. Commonbmadecision
iIs reached after mutual consultation within the ifgmbut

sometimes patients may delegate or accept decisiaue by
the family, and occasionally the family’s interesinconsistent
with the best health interest of the patient. Thaises ethical
challenges. When recording consent, a written aunsge

obtained because sponsors and guidelines requirandt
researchers prefer it. This emphasis on a writtersent raises
ethical challenges with regard to the ethical pplecof respect
for persons. | also argue that following the ethmanciples of

justice and equity are essential to avoiding exalmn when
conducting research.

Complex issues arise when guidance and local n@asat
variance, or there is disagreement between locanscand
fundamental rights. Their resolution requires gensi to, and

awareness of, the context. Importantly, it is toexmitment of
those conducting research and at the interface patients that
determines the ethics of research. | concludeupholding the
spirit of the guidelines is more important than qadura

intransigence.
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Introduction

Biomedical research is integral to improving he&idine and its results
can save lives, as | know from personal experieAsean intern in a
government paediatric hospital in Pakistan, | g#dahundreds of
infants with acute diarrhoea using oral rehydratigsits (ORS),
without which infant mortality would have been veryigh.
Researchers went on to improve and introduce zind Bbw
osmolarity ORS which further improved treatmenttecaworking as
a registrar in haematology, | administered chenrathe and saw its
effects on improving prognosis for some patientser&dVit not for

research into new treatments these lives wouldhaot been saved.

In the development of a new or improved intervamtib is usually
necessary that its efficacy is tested on humangseit this stage “the
scientific merit of a project must be matched bg #thical merit of
the work” (Benatar 2002). Ethics has tempered na¢dgcactice and
medical research ever since medicine has beeniqadcbut there
have been instances when ethics was disregarded hantan
participants were exploited with fatal consequendé® experiments
conducted during World War Il are a reminder tliaspite guidelines
setting out key requirements for conducting redeant human
participants, fundamental principles of human sgid ethics can be
ignored or considered unnecessary. When humancipartis are
considered as “other” they may be stripped of ttetgetion afforded
by the established guidelines. Research must threréfe guided not

only by sound scientific principles but also by damental principles



of human dignity and ethics (Benatar and Singet02@&natar 2000;

Annas and Grodin 2008; Bhutta 2002).

There is rapid transnational movement of medicalvkedge and an
increasing amount of research is being conductéddas countries
by international collaborators and locally. The megsed aim of
funding organizations is to find affordable treamtsefor diseases
affecting the populations of low and middle-inconmntries, and to
improve their quality of life and well-being, as Wwas to expand
scientific knowledge (Gates-foundation 2012; MRC-UR012;

INDOX 2010; Wellcome-Trust 2012; EGE 2003). In doidi, the

growth of pharmaceutical sales is driving an unpdetited search for
human subjects, particularly in low and middle-ime countries

(Petryna 2005, 2009; Gitanjali 2011; Glickman e2&09).

To avoid exploitation of human participants, twopmntant ethical
considerations are: obtaining an informed consemfpatients to
enrol in researcland justice in distribution of benefits and burdens
(Emanuel, Wendler, and Grady 2000, 2008), includedt is fair
selection of research participants (Belmont 19T8als in developing
countries raise concerns about whether consentesnimgful when
obtained from patients with low literacy and poardarstanding of
medical research (Lynoe, Chowdhury, and Ekstrom12@hutta
2004 a; Macklin 2003 ; Hill et al. 2008). There afteo concerns about
meaningful consent where it is not given autonorhoiislvarez-
Castillo 2002; Ezeome and Marshall 2009; Gupta, |Gaxed Bhoi
2006) or is given as consequence of economic @ngr and

patients’ ignorance of their rights (Abbas 2007uih 2002). Patients



in developing countries are also at risk of explian from being
enrolled in research that has little or no bengfithemselves but
greater benefit to others (Sirinivasan and Loff @08Ivarez-Castillo
2002; Benatar and Singer 2010; Benatar 2000, 20@tklin 2003 ;
Igoumenidis and Zyga 2011). The guidelines were sicaned
“sufficiently vague to allow for virtually any metd of obtaining
consent”, such that the informed and voluntary etspéthat consent

was questionable (IJsselmuiden and Faden 1992:830).

Although research ethics guidelines have beenedhirs line with the
globalization of research, their application conés to create
challenges in developing countries. This has ledataebate on
whether the requirements stipulated in these guiekelare applicable
wherever research on human participants is conduiacklin

1999a) or need to be adapted to conform to theeztmtwhere
research is conducted (Chattopadhyay and DeVries2)20For

instance a standard requirement of these guidelséautonomous
decision-making” but fulfilling this requirement ishallenging in

many international settings, where cultural norreguire persons
considered more authoritative to make decisiond@malf of others
(Kass, Maman, and Atkinson 2005). An emphasis wnitéen consent
appears to reflect cultural insensitivity (Emanatlal. 2004), and as
such would be seen as a form of “ethical impemailiégBhutta 2001).

In either case a dogmatic approach to followingcstiguidelines and

(or) local norms can result in unethical practices.

This indicates the need for applying the requireseof ethics

guidelines in a manner that is culturally approjgritor the specific



research context but which is simultaneously ethid¢hat is, guided
by moral reasoning rather than arbitrarily intetpdefor pragmatic
ends (Benatar 2002; Schuklenk 2004) - such thateztralized

interpretation upholds the “true spirit” of resdarethics guidelines
(Bhutta 2002), while respecting local ethical val(€hattopadhyay
and DeVries 2008). However, local practice may aymot conform

to stated ethics requirements, and should be takeount of in ways
that protect participants from exploitation (Bhu2@01, 2002, 2004 a;
Benatar and Singer 2000; Benatar 2004; Tangwa 200d)s, “one

should respect practices within other cultures th@de no threat to
health and safety, but reject those that infringeuniversally agreed
human rights”(Benatar and Fleischer 2007 :620)emtise the ethical

merit of the research enterprise will be undermined

Since ethics guidelines do not land into a vacutimy must be
grounded in the lived reality of individuals (Clegadhyay and
DeVries 2012), therefore taking account of the ernin which the
guidelines will be applied is a moral requiremeBerjatar and Singer
2000). Such an approach entails an interpretaticethocs guidelines
that is empirically informed by an understandingladal norms and
practices, and the reasons that underpin them. Kpthe practical
realities of research in action would also fadiétalecisions about
which guidelines are relevant and applicable, or need of

amendments (Chan and Wendler 2010; Molyneux ansis(eei2008).

There is also a need for forming or redrafting &ffee local ethics
guidelines (Bhutta 2002). For example, the Indiau@il of Medical

Research (ICMR) has developed its own researclksthiidelines in



which twelve principles specifically suited to lbcaontext are
elaborated (ICMR 2006). In many contexts, howevbg current
understanding of indigenous ethical practice isesfipal (Fox and
Swazey 2008; Nie 2007; Hyder and Wali 2006; Bhat@@4 a) and
there are calls for empirical research to enhahee understanding

(Macer 1999; Veatch 2003).

The research presented in this thesis aims to ¢geowuch an
understanding from Pakistan. My thesis rests orethpirical findings
regarding informed consent and justice in reseanclhertiary-care
teaching hospitals of Lahore, Pakistan. While eroglirresearch on
these issues has been forthcoming from other dewejocountries,
research ethics has not been an area of focuskist&a (Hyder and

Nadeem 2001).

My objectives in this thesis are twofold. Firstséek to provide an
empirical understanding of the context of reseaprhctice by
describing the views, experiences and practiceseséarchers and
patients enrolled in research. This exploratiofiradigenous” practice
and the realities molding it fills a gap in the easch evidence,
because no such work has been conducted on physesaarchers
and patients enrolled in research, in Pakistanoi@kany presentation
and analysis of these local views, experiencespaactices seeks to
highlight the ethical issues that arise, to examimav these are
managed, to reflect on the implications and exantieerelationship

between research ethics guidance and local practice



| begin in Chapter 1 by examining the researchcetguidelines and
their evolution. My main emphasis here is on infedrconsent and
responsive research, two of the requisites for cimgi exploitation.
The chapter also reviews literature from developowuntries in
general and Pakistan in particular, to point to tleed for a better
understanding of local researchers’ and patients’sgectives on

research enrolment.

In Chapter 2, | discuss the methods | used in otdeobtain “a
respectful understanding of local categories, loeatatives and local
practices”(Kleinman 1999:79) of research enrolméty. main data
collection methods comprised interviews and obsewa of
researchers and patients at tertiary-care hospit8isice my
researcher-participants were clinical doctors whodeicted research
in addition to their clinical work, | refer to thethroughout this thesis
as physician-researchers. My patient-participamievthose who were
enrolled in research trials being conducted at time of my

interviews; | refer to them as patients.

In chapters 3-6, | present the findings of my datalysis. Concerns
regarding informed consent emerged as the predomisaue and
therefore constitute the main storyline of my teestell this story by
following the chronological stages through whichnsent was

obtained.

Chapter 3 describes some of the issues that afs: whysician-
researchers provide information to patients withiedh levels of

understanding. The chapter presents physicianyndssa’ views



about patients’ understanding of information antigods’ perceptions
of their understanding, supplemented by my obsemsatof the
interactions between the two. It also shows howowusr contextual
factors such as education, time available for cltasons, and
physician-researchers’ attitudes towards patiemf&rmation needs

affect the provision of information.

In Chapter 4, | examine the process of coming talegision,

describing physician-researchers’ and patientsivsien the various
types of decision making | identify. The chaptealgses the role of
the physician-researchers, of the family and ofdgemn the decision-
making process, and highlights the particular emges associated

with recruiting women into research trials.

In Chapter 5, | present findings, from the physieiasearchers’ and
patients’ viewpoints, related to the purpose ofaobhg a written

consent, and its implications in a population viav literacy.

In Chapter 6, | present two further themes thatrgetk as important
for the physician-researchers. One was the printdctheir role as
physicians, which for them raised the issue of sasjve research.
The other concerned challenges for them as physiqgi@esented by

variations in the local conception of patients’andmy.

In Chapter 7, | discuss the ethical issues idedtiin chapter 2-6, and
summarized in the concluding remarks of those @rapin the light
of comparative literature from developing countriesxd the

requirements of research ethics guidance



My concluding chapter presents a summary of my yamal This
confirms the view that an insistence on procedrgqlirement of the
guidelines can result in ethically untenable pradibut that adopting
locally acceptable practices can also be ethicallgblematic. |
suggest that incongruity between local practice tedrequirements
of the guidelines can be minimized if the guidediaee interpreted not
literally but so that the intention of the guidemis retained and their
spirit realized. This should be the broad aim oihgsempirically

informed understanding of context to interpret&tiguidance.



Chapter 1

Literature Review

This thesis examines some of the challenges inloewg country
contexts of applying international guidelines foe tethical conduct of
biomedical research on human subjects. On the fwdsigeldwork
with physician-researchers and patients involvedesearch trials in
Pakistan, | examine issues relating to two mainuireqnents for
conducting ethical research: the requirement thatvaduntary,
informed consent is obtained from research padmi® and the
requirement that research is responsive to théthaakds of patients

and populations from which research participanésdaawn.

In this chapter, | review the ethics guidance netptto informed
consent and conducting responsive research anentifig the key
challenges of implementing these requirements liage so far been
documented in the research ethics literature frowe developing
world, including Pakistan. | begin by introducirtgetmost influential
international ethics guidelines in use today and thternational
frameworks formulated to assist in the interpretatiof these
guidelines. The central section of the chapter draw this corpus of
guidelines and frameworks to present the core rements for
informed consent and responsive research and figantithe
challenges of implementing these requirements i developing
world. The final section examines the requiremefus ethical

research as stated in national guidelines formdlatePakistan and



reviews the literature on these requirements aatt tmplementation
in the context of the nascent field of researchcstin Pakistan. This
section demonstrates the need for a better undedista of the
circumstances in which patients are enrolled ir@search trials in
Pakistan so that the ethics guidance can be mfwetigely adapted to
local needs. It also establishes the context inclwHi present the

findings of my research.

1.1 International research ethics guidelines

Concerns for patients’ wellbeing and rights haveglbeen an integral
part of medical practice and health-care profesdsorhave been
bound by ethical codes and oaths since Hippocrdtesias not,
however, until the nineteenth century, when expental methods
were used with patients, that medical practice mmecaclearly
distinguished from experimentation (Vollmann and n@li 1996;
Jonsen 1998). The enthusiasm for experimentatiory rhave
advanced science but appalling stories of abusee weported,
resulting in the experimental spirit being tempeveth a “roughly

defined ethic” (Jonsen 1998:132).

The first ethical standard in the form of a Direetion Human
Experimentation was formulated in Prussia in 1906ll(nann and
Winau 1996; Fluss 2004). This forbade all non-thetdic
experimentation unless “the person concerned haseclackd
unequivocally that he consents to the intervention.the basis of a
proper explanation...” (Jonsen 1998:133). This gueéan

foreshadowed the present day requirements fornrddrconsent and



enumerates clear directives concerning the genésahnical and

ethical standards to which research should conform.

1.1.1 Nuremberg Code

The Nuremberg Trials at the end of World War Illuted “The
Doctors’ Trial” in which Nazi physicians who had nohicted
experiments on prisoners and ethnic and religiousornties were
prosecuted. Evidence at The Trial showed that Igagsicians had
blatantly violated the principle of “do no harm”espite the Reich
Minister of Interior's 1931 guidelines on innovaivtherapy and
scientific experimentation, which were more exteasithan the
subsequent Nuremberg Code and other declaratioakm@&hn and
Winau 1996; Jonsen 1998). The “Nazification” of necatlvalues had
resulted in researchers viewing their “experimestdijects as having

lives of lesser value” (Weindling 2008 :20).

The Trial ended in 1947 and the ensuing NurembergdeQGielineated
ten basic principles for ethically, morally and d#g sound
experimentation (Jonsen 2000; Brody 1998). Basegrorciples of
natural law and human rights that were believedhdwe universal
application, the Nuremberg Code is by far the miogluential

document underpinning present day internationatetyuidelines for
biomedical research involving human participantslaid down the
foundation for informed consent by asserting thtte*voluntary
consent of the human subjects is absolutely esdeiftiAnnas and
Grodin 2008:139; Shuster 1997). For a researchesubp be able to

exercise free power of choice they should haveicefit knowledge



and understanding of the research and its assdaiates such that he

or she can make an informed decision.

1.1.2 Declaration of Helsinki

In 1949, the newly formed World Medical Associati§qd/MA)

adopted the International Code of Medical EthidsisTcode aimed at
ensuring the independence of physicians to workighest possible
standards of ethical behaviour, serve humanityrars® the standard
of professional conduct (WMA 2008a). In 1964 the Wisldopted the
“Principles for those in Research and Experimeoétion human
subjects as a Declaration, known as the DeclaratibriHelsinki,

formerly passed as a resolution in 1954. The fafuke Declaration
was on the responsibilities of the physician-resdear and the
assessment of risks, following revelations thatcatherrors in the
conduct of experiments on human participants hadeased in
number and variety ( see Beecher 1966). The 197%bsioa

strengthened the protection for research parti¢gpand is considered

the classical text of the Declaration (Ashcroft 200

The Declaration provides a concise code of ethars physicians
involved in medical research and is widely accepigthe cornerstone
of ethical guidelines. It has become ingrained he international
culture of research ethics with several countriggloesing or
emulating the Declaration in their research gurtedi(Ashcroft 2008;

Fluss 2004; Lurie and Greco 2005; Brody 1998).

The Declaration endorses informed consent and thaugllows for

consultation with the family the decision to enraliust be made
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willingly by the research participant. It focuseas the responsibilities
of the physician-researcher and on the protectidnresearch
participants such that risks and harms are minichiaad benefits
enhanced. This focus is an attempt to avoid exgiloit; as Macklin
writes, “arguably, the entire declaration can bensas an attempt to
protect human subjects from exploitation” (Mack604:107). The
Declaration is a “living” rather than a static dowent, and is reviewed
and revised regularly (Williams 2008; Forster, Emegn and Grady

2001).

From 1996 — 2000, there was heated debate ovegnaptess 29 and
30, which are now revised as paragraphs 32 andn3tha 2008
version (WMA 2008), concerning the use of inertcplao for patients
in the control group of a trial and the provisioh the proven
intervention to trial participants, especially mals conducted in the
developing countries. The debate was essentiallyhenharms and
risks that trial participants are exposed to anchbe a moot point
following short regimen AZT (Azidothymidine) trialso prevent

mother to child transmission of HIV/AIDS in sub—%adn Africa.

The issue with the use of placebo as a controlweether the control
group should be given the “best proven” (ACTG-008)the “best
available” treatment, or rather — given that, agnany developing
countries, there was no available treatment- whetreecontrol group
should be given the more costly and established @OT6 treatment
or no treatment (the placebo) (see Ashcroft 2008tikvand Ghafoor
2012). In 1996, a clause permitting the use ofgilas in trials where

no proven diagnostic or therapeutic interventiorstsxwas introduced
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into the revision of the Declaration and retainedhe 2000 revision.
Then in 2002, following concerns that paragraph 281 been
variously interpreted (Macklin 2009), the WMA addedote that was
subsequently integrated into paragraph 29 clagfythe ethical

acceptability of placebo-controlled trials, evenpirioven therapy is
available, for “minor conditions” or “for compellgnand scientifically
sound methodological reasons”. Critics objected t thtnis

clarification’s appeal to scientific methodologyub expose patients
to “predictable serious or irreversible harm” (Maek009:3) and that
its subsequent integration into paragraph 29 pabhes way for

arbitrary interpretations, propelled by economiasiderations rather
than scientific methodology (Schuklenk 2000, 200#eminist

bioethicists too object that allowing placebo colsty and the
possibility that participants will be denied accasshe benefits of the
research after it has been completed, will “pergietuglobal health

inequalities” (Eckenwiler et al. 2008:166).

The issue of providing a proven intervention taltparticipants after
the trial is over arises from the ethical requiramef responsive
research, which entails that the trial is relevanthe health needs of
the local population, that participants are setb&rly on the basis of
their appropriateness to answer the research questind that there is
a ‘“reasonable likelihood” of that population bettefg from the
research (WMA 2008, [Paragraph 17]). One aspecthsf is that
research results should be translated into acdessdre for that
community (Benatar and Singer 2000 ). The Declamasipecifically

entitles patients enrolled in research to shareb#reefits - either the

14



proven intervention or other appropriate benefit&MA 2008,

[Paragraph 33]).

In the short term AZT trial, it was said that prdivig the established
treatment (ACTG-076) to the control group would betresponsive,
as ACTG-076 would not become the standard of carethe

developing world (Halsey et al. 1997; Crouch anda8r1998). The
trial was responsive in that the disease invegithatas a priority for
the local population and participants were seleetgpropriately, but
it is argued that accepting the local standardawécwhich in most
contexts was no treatment, when treatment coulchéde available,
knowingly failed to minimize the known risk of saus harms to the
women-participants (Levine 1998 ; Angell 1997; kuand Wolfe

1997)!

What the “responsiveness principle” entails carllostrated by two
contrasting trials, the Meningococcal Meningiticeae trials in sub-
Saharan Africa and th&adchiroli trial in India. The Meningococcal
Meningitis Vaccine trials were not “responsive”.tiWdugh a safe and
effective childhood vaccine against group A menoapzal
meningitis was developed, children in sub-Saharémc# were not
vaccinated against meningococcal meningitis, regulh an epidemic
of meningitis (Robbins et al. 1997). Converselg @adchiroli trial of

the effectiveness of Home-Based Neonatal Care (HBN@s

1 See also Annas and Grodin 1998; Michels and Rath&003; Schuklenk 1998.
Others argued that conducting placebo controlledstis better because it would
provide convincing evidence that the short regim&T is better than placebo and
validate its provision in the developing countri@éarmus and Satcher 1997;
Wendler, Emanuel, and Lie 2004; Resnik 1998).
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responsivé. The intervention was administered to all neonates

suspected of sepsis in the intervention villages anthe end of the
trial the researchers implemented this proven wetgron as standard
care in the intervention villages and in anothe® Astricts through

government development plans (Bang 2010).

The overarching theme of the Declaration is theegnty of the
physician to promote respect for all human subjeotbe responsible
for protecting their health and rights and to attpatients’ best
interest by conducting ethical research (WMA 20(QBaragraph
3,4,11 and 16]). That is, the integrity of a vigilanvestigator is

essential to conducting ethical research (Jonsea)$9

1.1.3 CIOMS guidelines

Since research activity has increased in develogiogntries, the
“application of ethical principles formulated in ethindustrialized
countries requires careful consideration and adiapta(ldanpaan-
Heikkila and Fluss 2008:168). Guidelines formulabgdthe Council
for International Organizations of Medical Scien¢€$OMS) aim to
advise how the ethical requirements set out inl®&s version of the
Declaration of Helsinki can be effectively appliedthe cultural and
socioeconomic conditions of low-resource count((€§OMS 2002;

Fluss 2004). The ethical principles underpinnin@R®IS guidance are

2 In the Gadchiroli trial, the community—based ttealorkers were trained to
manage birth asphyxia, low birth weight, diagnosd tteat sepsis with antibiotics,
which were oral Trimethoprim-Sulphamethoxazole artcamuscular injections of

Gentamicin, twice daily. This regimen resulted in6@% reduction in neonatal
mortality (Bang et al. 2005).

3 This echoes Henry K Beecher’s words: “the ethéqggdroach to experimentation in
man has several components...the first being inforomedent...[the second being]
the more reliable safeguard provided by the presefcan intelligent, informed,

conscientious, compassionate, responsible investigd8eecher 1966:1360).
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respect for persons, beneficence (stating thagpibscription of “do no
harm”, is sometimes expressed as “non-maleficeneaii justice. In
its preamble CIOMS obligates professionals with waldrole of
physician and researcher to “protect the rights ewmdtfare of the

patient-subject”(CIOMS 2002).

CIOMS details 21 guidelines relating to: ethicalstjfication;
scientific validity; ethical review; informed comnge procedures;
vulnerabilities of individuals and communities, liating women,
children and incapable patients; equity regardimglens and benefits;
reasonable availability; choice of control; safegiirag confidentiality
and obligations of external sponsors to providelthezmre (CIOMS
2002). CIOMS also provides commentary explaining terms and
scope of each guideline, underscoring the impegafior physician-
researchers to protect the rights and welfare dfepasubjects

(Idanpaan-Heikkila and Fluss 2008).

On consent, CIOMS emphasizes that obtaining infdreensent is a
process, not an event, and therefore adequatestimgd be set aside
for providing information (CIOMS 2002, [Guideling)4With regards
to the responsiveness principle, it urges reviewdrshe ethics of
research proposals to consider whether the reseasgfonds to the
health needs and priorities of the host countryO(@§ 2002,
[Guideline 3 and 10]) and whether the proven irgation is made
“reasonably available” to the local population (M6 2002,

[Guidelines 10 and 21]).

17



The CIOMS guidelines directly address the needrttept vulnerable
individuals (CIOMS 2002, [Guideline 13]). Vulneralgbeople include
the illiterate, the mentally disabled or cognitiw@hpaired, those with
life threatening illnesses, non-native languageakees, pregnant
women, nursing-home residents, employees prisonans/ersity
students and wards of state (Smith-Tyler 2007). TH@®MS also
includes women as vulnerable individuals becaus®me parts of the
world they are socially conditioned to submit tahewity (CIOMS
2002, [Guideline 16]). The commentary by CIOMS maatends that
such women consult or seek permission from husbdrttiey wish,
but states that “a strict requirement of authorratof spouse”
violates the principle of respect for persons (CI®RD02, [Guideline
16, commentary]), which is one of the core prinegpbn which the

guidelines are formulated.

In summary, present day research ethics guidetireghe outcome of
an evolutionary process triggered by the need tarp&m ethical
oversight by generating new or revised guidelinésr &ach scandal
of medical research in order to protect researdfests and avoid
exploitation (Emanuel et al. 2004; Levine 1988)otmed consent
and responsive research are both foundational ®sept day
guidelines. However, Annas and Grodin write thaibglization of
research may have made the realization of inforomatsent difficult
(Annas and Grodin 2008). Although the onus hasteshifrom the
researcher to participants for decision making,gineelines place the
responsibility on researchers to be mindful of tlodaligation towards

their patient-subjects (WMA 2008; CIOMS 2002). Bemaadds that



researchers be guided by moral reasoning whenpnetérg the
guidelines in different socio-cultural and econoroantexts (Benatar

2002).

1.2 International research ethics frameworks

In addition to research ethics guidelines, ethicameworks are an
important source of guidance. | will discuss twalsdrameworks:
The Belmont Report, which provides a “principledraidramework”
(Beauchamp 2008:149) and a framework developedrbgntel and
colleagues (Emanuel, Wendler, and Grady 2000), hvhifers

practical guidance for conducting and evaluatirigcat research.

1.2.1 Belmont Report

The Belmont Report, published in 1979 by the Natidbommission
for the protection of Human Subjects of Biomediaall Behavioral
Researchi, set out a framework of moral principles for cortig
ethical research known as the Belmont Principlés fbrmulation of
the Belmont Principles was catalyzed by the repmrtd972 of the
Tuskegee syphilis study, in which 412 illiteratedampoverished
African-American menhwith untreated syphilis, and unable to access
healthcare, had been observed for forty years agaimontrol group
of 204 disease-free men (Angell 1997). When thekégee study
began in 1932, there was no established treatmantsyphilis.
Penicillin as treatment for syphilis became avadaip 1944, but it

was not provided to these men, and their informedsent for

4 The Belmont Report was approved by the Natiomah@ission in June 1978 and
published in the Federal Register in April 19796kn 1998).

>Some write 399 black men ( Thomas and Quinn 19%i@e 1997; Fairchild and
Bayer 1999). It is also termed the “40 year deaditetv’ (Jones 2008).
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observing their disease progression was not olataifige study - and
its Guatemalan arfn- continued unchecked, the men being seen as
experimental subjects - as “clinical material, sak people”, even
though the Nuremberg Code had been written at tideoé the War

(Jones 2008:93).

1.2.1.i Belmont Principles

The National Commission conceived the principlesell below as
applicable regardless of time or place (Beaucha@b2Beauchamp
2005). The Commission presumed that “no responsiblearch
investigator could conduct research without refeeerto these
principles, and these principles form the corerof policy worthy of
the name ‘research ethics” (Beauchamp 2008:152¢ Belmont
Principles provide guidance for interpreting guides in varied socio-
economic and cultural settings as well as for eatathg any particular

research practice.

1.2.1 i.a Respect for persons

This principle includes two ethical convictions.rdtj to treat
individuals as autonomous agents, respect thesrnméd choices, and
not override or obstruct these choices unless thaym others.
Second, is to protect persons with diminished awton These
situations arise in circumstances where a persiks ldne capacity for
self-determination either because of illness or taledisability, or

where a person’s liberty is restricted (Belmont2®Buch people are

®n 2010, a researcher carrying out a study oriTtrekegee archive discovered an
arm of the Syphilis study which had been carrietimGuatemala. Between 1946 -
1948, the US Public Health Service infected Guatamarisoners, soldiers and
mental patients, with venereal diseases and treaddhe efficacy of penicillin in
treating those diseases (McNeil 2010).
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entitled to protection “by the consent of an autted third party
likely to appreciate their circumstances and whth ok after their
best interest” (Beauchamp 2008:151). The imperasitbat respect is
owed to all human beings by virtue of their intrtngsorth (Darwall

1977), regardless of their ability to act autonosipu

1.2.1 i.b Beneficence

This principle requires making efforts to secure thellbeing of
persons. The principle of beneficence encompassesbbgation to
“do no harm” to remove harm and to do good. In the context of
research, beneficence is understood as an obig&tiagefrain from
intentionally causing harm to research participarits minimize
possible harms, maximize possible benefits, and)ewprotecting

against risks of harms, being concerned aboutdke of substantial

benefits that might be gained from research (Betm&ii9).

1.2.1i c Justice

Justice is interpreted first as fair, equitable apgropriate treatment
in the light of what is owed to or “deserved” byethresearch
participants and reflects “fairness in distributioim other words, the
benefits and risks of research must be distribdgedy (Belmont
1979). There are several formulations for the jdstribution of
burdens and benefits, which identify substantiveopprties of
distribution. First, to each an equal share; sectmdach according to

individual need; third, to each according to indival effort; fourth, to

" Beauchamp and Childress separate the obligatiofddono harm” from the
principle of Beneficence and place it under thengigle of Non—maleficence
(Beauchamp and Childress 2001 :115).
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each according to societal contribution and fiftheach according to

merit (Belmont 19795.

Another aspect of justice in research is fair dedacof participants - a
requirement of the responsiveness principle. Rpatints should not be
selected because of their compromised positiomsy availability but
because the disease under study is relevant to #imeithey will be
among the beneficiaries of any subsequent appiicati that research
(Belmont 1979). Historically, socially vulnerableogps have borne
the burdens of research while the benefits hava bdiézed by the
society at large or by those who can afford thevg@mointervention
(Beauchamp 2008). Feminist ethicists draw attentmthe injustice
of “overrepresentation” in research trials of sogrups, and of
“underrepresentation” of other groups, observirgg the principle of

justice should “avoid both mistakes” (Sherwin 20054).

1.2.2 Emanuel and Colleagues’ framework

Emanuel and colleagues recently constructed a framkeof ethical
requirements for clinical research that is syntressi from codes,
declarations and relevant literature (Emanuel, Viancand Grady
2000). This framework elaborates seven ethical irements for
research with the aim of ensuring that researclicgzants are “not
merely used but are treated with respect while ttmtribute to the
social good” (Emanuel, Wendler, and Grady 2000:270Ihe

framework is not a formal ethics guidance but ibvyiles practical

8 In addition to these five formulations of justiBeauchamp and Childress add a
sixth: “to each according to free-market exchang@8auchamp and Childress
2001:228).



guidance on how the ethical principles discussedvabcan be
fulfiled and “help in ethical development, implenmation and

review” of research (Emanuel, Wendler, and Grady028702).

In 2004, Emanuel and colleagues wrote that “arcatlitamework for
research in developing countries must provide miv@n broad
principles” (Emanuel et al. 2004:930). To the seveguirements
elaborated in 2000, they added an eighth prinagblécollaborative
partnership”, and extended the requirement for pees for
participants” to include “respect for study comntigs” (Emanuel et

al. 2004)°

In order to fulfil these eight principles practigalidance is elaborated
through 31 benchmarks. The emphasis is on a cadeapproach to
the enrolment process reflecting local socio-ecanarircumstances
and sensitive to local culture and language, entgiin the true sense
of collaboration, partnership with local researsh@manuel et al.

2004).

To assess the social impact of the research, di@iushould include
a statement of who the beneficiaries will be and nall they benefit
(Emanuel et al. 2004). Emanuel and colleagues dxtespect for

participants to include respect for study commaesiti To enable

® Emanuel et al use the term “requirements” andnippies” interchangeably.

Referring in 2000 to “seven requirements” (Emanuélendler, and Grady

2000:2701), while in 2004 they refer to “7 prin@gl and add an “eighth principle”
(Emanuel et al. 2004:930).

% The principle of “respect for community” is elabted by Emanuel and Weijer,
who argue that community ought to be accorded mstatus for a number of
reasons, while at the same time arguing for ungfyah principles against oppressive
practices of any community (see Emanuel and Wape5:171-172).



responsive research the onus is on the communégdertain whether

the research meets their health needs.

In the requirement for collaborative partnershipneoof the
benchmarks is to “respect the community’s valuestuce, tradition
and social practices” (Emanuel et al. 2004 :931)t Especting a
community should not mean uncritical acceptancéoppressive or
coercive practices” (Emanuel et al. 2004:982because, some
cultural practices and community norms could pergiet oppression
and violate fundamental rights of some personsltiaguin serious
consequences for their health (Macklin 1999a, 2003 One
formulation of justice is distributive justice; aher is the elimination
of domination (Weijer 1999; Emanuel and Weijer 200%n which
case, “all the relevant values including respect foersons,
beneficence, justice, and respect for communitiesst be used in the

assessment of potential oppression” (Weijer andriti@a2000:1144).

1.3 Ethical requirements for conducting research

As a result of these developments since the Sebvdadd War, a
degree of consensus has been achieved such teatalesnust satisfy
several conditions, in order to be considered athiMost importantly
research should be scientifically valid, otherwiseis unethical,
because if valid and reliable data are not gengnatgearch will be of

no value (Emanuel et al. 2004).

1 Similarly, Benatar writes that it necessary toidwther uncritical acceptance of
the moral perspectives of all cultures as equadliidy or “rejecting them all as
invalid” (Benatar 2004:576).
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Although research is conducted to gain knowledgehvban be used
to improve healthcare and research participantsa arecessary means
to obtain that knowledge, participants are susbéptio harm and
exploitation (Grady 2006). Obtaining an informedwary consent,
apart from showing respect for persons, is one whyavoiding
exploitation, and the other is by avoiding unfair distribution of

burdens and benefits (Emanuel, Wendler, and Gra@g)2

In many parts of the world, poverty, illiteracyfractured health care
system and a lack or limited understanding of dtfienresearch
makes patients particularly vulnerable to expl®tatby conducting
research that is of no or little benefit to thetiggrants but of greater
benefit to others (Benatar 2001, 2000; Annas arutli@rl998; Glantz
et al. 1998; Emanuel et al. 2004). For conductiegearch in such
populations the guidelines, along with informed samt, place
particular emphasis on the responsiveness prinaigieh implies fair
subject selection and fair distribution of beneéitsl risks, during and

post-research (CIOMS 2002; WMA 2008).

In what follows | discuss the conditions that needoe fulfilled to
meet the ethical requirements of informed condeadgncing potential
benefits over risks, selecting participants faidgd providing the
proven intervention, or other benefits, at the dasion of the trial.
Alongside, | also draw on relevant literature frodeveloping
countries to identify the particular challenges stherequirements

present.
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1.3.1 Informed consent

One gives an informed consent to an interventioiarfd
perhaps only if) one is competent to act, receavéisorough
disclosure, comprehends the disclosure, acts \arilytand
consents to the intervention (Beauchamp and Clsiddre
2001:79).

A valid consent, then has three elements: “conserdt be informed,
voluntary and given by a competent person” (Brodd0&607).
Competence is an essential “presupposition or tondiof the
practice of obtaining informed consent” (Beauchaamal Childress
2001:80). Since adults are, in general, “presunoelet competent to
decide unless determined otherwise” (Brock 2008.630 detailed
discussion of competence is not relevant to my ystoelcause my
research participants were competent adults; hefecus on the

process of informed consent.

Extending from the Nuremberg Code the importancenédrmed
consent is closely related to the requirementrtbstarch participants,
“to the degree that they are capable, be givenojhyeortunity to
choose what shall or shall not happen to them”r(®eit 1979), and
their actions should not be subjected to contrglloonstraints by

others (Beauchamp and Childress 2001).

Informed consent has an information component andomasent
component. “The information component refers tocldsure of
information and comprehension of what is discloskgthe patient,
followed by the consent component, which “referboth a voluntary
decision and an authorization” by the patient tocped with the

intervention (Beauchamp and Childress 2001:79).
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There are two senses in which informed consent appe the
literature: in one sense — the ethical sense s @&n ‘autonomous
authorization” by the research participant, who after reflectaomd
careful thought authorizes the physician-researdbeinitiate the
intervention. In the second sense — the procedsgake - it is a
requirement dictated bytlfe social rules of conseimt institutions that
must obtain legally or institutionally valid conser’ for effective
authorization (Beauchamp and Childress 2001:78,asiph in
original). That is, informed consent is an ethiatd a legal
requirement for medical research (Brock 2008; Anaad Grodin

2008).

In what follows | will discuss the following elemtsn information,
comprehension, research participant’s voluntarysitat to enrol and

lastly the procedural requirement of documentirag ttonsent.
1.3.1.i Information and comprehension (or understdimg)

The Belmont Report (1979) examines three standafrdisformation
disclosure relating to practitioners, reasonablsges, and reasonable
volunteers-? The “practitioners’ standard” is a standard in evhthe
professional community’s customary practices deteemadequate

disclosure. The Belmont Report considers this igadee since

12 Beauchamp and Childress discuss the three standfidformation disclosure in
greater detail than the Belmont Report: the fitptpfessional practice” standard
(the reasonable doctor standard) as judged by #dical community which they
consider is of limited efficacy; the “reasonablergmm” standard, in which the
patient determines the information needed but wihiak conceptual and practical
difficulties; the “subjective standard”, which thegnsider is the morally preferable
standard but impractical (Beauchamp and Childré84 81-83).



research is conducted when a common understandgayding the

research intervention does not exist.

The “reasonable person” standard is where thenigis a reasonable
person) determines information disclosure and hetghysician. The
Belmont Report considers this insufficient sinces timformation
requirement of a person volunteering for researely differ from the

information requirement of a reasonable patientr{Bat 1979).

The “reasonable volunteer standard” is where thtareaaand amount
of information is enough to enable the person waenng for

research to know that the trial intervention istimei necessary for
their care, nor is it fully understood, so thatyttoan decide whether

they want to participate or not (Belmont 1979).

The Belmont Report requires that sufficient infotima about
“research procedures, their purposes, risks andigeted benefits,
alternative procedures (where therapy is involveatd a statement
offering the subject the opportunity to ask quesiand to withdraw
at any time from the research”, be given (BelmoS879). The
researcher is responsible for providing this infation and
ascertaining that the information has been undedstby the

participant (Beauchamp 2008).

The international research ethics guidelines hawmes additional
requirements to those in the Belmont Report. Thelsikla

Declaration requires that besides adequate infeomain the topics
specified by the Belmont report and listed in tihecpding paragraph,

the researcher should disclose possible conflittsiterest, funding
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sources, the researcher’s institutional affiliatipfany other relevant
aspects of the study” and should inform participahat they are free

to refuse or withdraw from the research (WMA 20B&ragraph 24]).

CIOMS requires all necessary information to be mles and is more
extensive than other guidelines in specifying 26ng including the
topics mentioned above and others such as fisesfitutional and
commercial interests of the researcher, the doeexpected benefits
to participants and post-trial access to the imetion (CIOMS 2002,

[Guidelines 4 and 5]).

Emanuel and colleagues write that research paaticgoshould receive
relevant and accurate information about the purp@secedures,
benefits, risks and alternatives to research, anthformed that their
confidentiality will be maintained, that they haaeright to refuse or
withdraw, that their well-being will be monitoredhdh they will be

informed of the research results (Emanuel, Wendied, Grady 2000;

Emanuel et al. 2004).

The informational requirement for informed consesguires not only
that information is provided but also that this oimhation is
comprehensible. The context and the manner in winiidimation is
communicated also affect patient’'s comprehensi@aA expression
of respect for that person, the information to vevigled must be
adapted to the person’s needs and capacity (Belh®r®). The
Helsinki Declaration requires that:

Special attention should be given to the specifformation

needs of individual potential subjects as well asthe
methods used to deliver information...ensuring thiag¢ t
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potential subject has understood the informatioi.(WMA
2008,[ Paragraph 24]).

CIOMS stipulates that oral or written informatios provided in the
language that suits the individual’'s level of ursdending and literacy,
providing them the opportunity to ask questions andwering them
honestly. The investigator is responsible for emgurthat the
participant has “adequately understood the infoionatand for
assessing comprehension of the research (CIOMS, 2G0&leline 4,
commentary]). Emanuel and colleagues add that nmdton should
be provided using local idioms and analogies thati@pants can
understand, and where necessary involving the camtynand family

(Emanuel et al. 2004).

Fulfilling all these requirements for informationegents challenges in
the developing world. A survey on information dasire to patients
in the USA and Nigeria enrolled in similar studst®wed that 99% of
US patients as compared to 72% of Nigerian patieet® told of the

study purpose (Marshall et al. 2006).

Patients receive information from researchers @sigmed persons)
and usually also receive written information coméal with, or in
addition to the consent form. Literature from tleeloping countries
shows that long jargon-filed consent forms give ryvelittle

information that is relevant to patients (Cresséi2). There is
evidence of irregularities and deficiencies in atiteg consent. Cohen
et al's review of 312 registered trials between£@007 shows that

informed consent was obtained in 58.6 % of thdstri@ohen et al.
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2009)* However, Devasenapathy et al write that them iisk that
complex information and consent protocols will smrhplicate the
logistic issues” that clinicians in the developingrld “will be driven
away from clinical research” (Devasenapathy, Siragit Prabhakaran

2009:298)

Much research from the developing world shows tlkeessity of
cultural sensitivity in obtaining informed conseanhd adapting
informed consent procedure to local contexin keeping with the
principles of respect for person and community (Eneh et al. 2004).
Cash (2006) and Bhutta (2004 a) write that “undedtconsent”
should replace informed consent so that researalefiesct on what
information is essential for participants to untemg before

consenting rather than merely conveying information

Researchers, evaluating a modified informed confeent to provide

culturally appropriate information about research South Africa,

conclude that modifying information provision indlway and using
the language of the trial participants enhancesistanding of the
proposed trial (Penn and Evans 2010). Others réjpattcollaborating
with local researchers to develop the consent deotuins also useful
(Miller et al. 2007). Vallely et al developed infoed consent
procedures after community consultation in Mwanzangania) for an
HIV prevention trial concluding, that an informednsent procedure

that continues throughout the trial is useful (ebllet al. 2010).

13 See also Sarojini et al 2011.

“ See also Lang et al 2011.

1> See Barry 1988; Christakis 1998; Barry and Molyn&892; Shaibu 2007; Creed-
Kanashiro et al.2005; Bull, Farsides, and Ayele201



Involving local experts in creating standards aodiglines that are in
tune with local ethical practices on the Africamtioent upholds the
principle of collaborative partnership (IJsselmumdend Faden 1992;

Fadare and Porteri 2010).

In vulnerable communities in India, where levels iliferacy and
poverty are high, cultural barriers and paternalism the part of
researchers has meant the practical applicatioth@fprinciple of
informed consent falls short of the requirementsthia guidelines.
Patra and Sleeboom-Faulkner conclude that this @@nlgn as a
consequence of researchers not understanding tpertemce of
informed consent or considering it an extra burdentheir limited
resources, including time. They emphasize the te¢ake more time
explaining the advantages and disadvantages atipating in a trial
to potential participants and to take the viewshoe who participate
in the decision-making procedure into account @atrd Sleeboom-

Faulkner 2009).

A number of studies show that it is necessary tprave procedures
for fulfilling the requirements of the guidelinesrfobtaining consent
from participants in the developing woritllt is generally considered
that a one-off meeting with the researcher is iingeht for
participants to comprehend research (Britz and R¢emp 2012). A
study from Chile reports that women, including fiberate women,

highly value being fully informed about the resémand efforts made

16 Andoh 2008; Anya 2003; Bhan, Majd and Adejum6&0Newton and Appiah-
Poku 2007; Rajaraman et al 2011; Van Loon and lggde 2009; Moodley, Pather
and Myer 2005; Préziosi et al. 1997; Nabulsi, Khalhd Makhoul 2011; Joubert et
al. 2003; Bento, Hardy, and Osis 2008; Chaissah 2011.
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to make the information understandable (Sanchezalet2001).
Another study from Haiti shows that three, 30-4Gwume information
sessions with a counsellor over 7-10 days sigmflgaimproved
participants’ comprehension (Fitzgerald et al. 200%ccording to
Miller et al (2007), and Woodsong and Karim (200pjoviding
information in private and comfortable settings amtlowing
participants to discuss and ask questions is usefuimproving
understanding. What this suggests in practice a$ filly informed
consent may not be achievable within the conssahthe real world
situations in which consent is obtained in manyetigving country

settings — this is something | explore in deptbrat this thesis.

Many writers note that literacy has an importanfedf on
understanding’ People who are illiterate are vulnerable and mequi
protection:
Those who are unable to protect their own inteflestause
they may have insufficient power, intelligence, eation,
resources, strength or other needed attributesoteqi their

interests, then means of protecting their rightd amlfare
must be strictly applied (CIOMS 2002, [Guideling)13

Researchers conducted an empirical study in Gharastertain if
women enrolled in a Vitamin A randomized contréhltwvere aware
that they could be receiving placebo. The resuimasthat women
with primary and secondary or higher education wlekeand 2 times
respectively more likely to know that not all calesucontain Vitamin

A than women with no education (Hill et al. 2008).

" Lynoe, Chowdhury, and Ekstrom 2001; Muthuswamy®2@reome and Marshall
2009; Kumar et al. 2012; Krosin et al. 2006; Manafimdegger, and ljsselmuiden
2007; Nienaber 2010; Patra and Sleeboom-Faulkn@®;2dystakidou et al. 2009.
Newton and Appiah-Poku 2007; Tindana, Kass, and €kwo 2006; Britz and
Roux-Kemp 2012; Zong 2008.
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A study from Thailand on patients receiving Intekm-2 shows that
73% joined the study voluntarily and 99% had a ganderstanding
of the information. Only one of these 141 particfzawas non-
literate, 39 had less than 12 years of educatioflevthe rest had
gualifications ranging from high school to professil level (Pace et
al. 2005). Younger and educated women were moetylt enrol in a
trial in Egypt and understood the consent form lga@boulghar

2011). Conversely Bhansali et al report from Intlat patient’s
educational status and economic background didinfletence their

comprehension of the information in the consenn(Bhansali et al.

2009).

Another factor highlighted in a considerable bodyiterature is that
patient’s unfamiliarity with, and difficulty in, wterstanding scientific
concepts influences their comprehension of rese&rdrhis may
dissuade researchers from disclosing all the inftion about
research to patients (Newton and Appiah-Poku 208@jne writers
consider that a lack of equivalent terminology $orentific terms in

the local language is a major hurdle, in obtainifigrmed consent’

1.3.1.ii Voluntariness

After information has been communicated, patientstigrough a
decision-making process. It is important that pgtnts consent

freely without coercion - that is without an ovérteat of harm - and

18 Kass, Maman, and Atkinson 2005; Sarkar et al. 28halil et al. 2007; Krosin et

al. 2006; Nienaber 2010; Banerjee and Baker 20d@ede 2009; Kamuya, Marsh,
and Molyneux 2011; Lema, Mbondo, and Kamau 2009stikidou et al. 2009;

Marshall 2008; Moodley, Pather, and Myer 2005; Bkenand Kessel 1984;
Dawson and Kass 2005; Macklin 2003; Sumathipatd. €010.

9 Molyneux, Peshu, and Marsh 2004; Dawson and Kag&;2Mystakidou et al.

2009; Adams et al. 2005.
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undue influence. The Belmont Report acknowledges ithmay be
impossible to demarcate the boundary between ipisigf persuasion
and undue influence (Belmont 1979). Undue influencaally,

constitutes:

. actions as manipulating a person’s choice thnotrge
controlling influence of a close relative and theseng to
withdraw health services to which an individual Jebu
otherwise be entitled (Belmont 1979).

Similarly the Helsinki Declaration requires that rggapation of
subjects in research is voluntary, consultationhwfamily or
community leaders is accepted, but no competentithehl can be
enrolled unless they freely agree (WMA 2008, [Peaph 22]).
CIOMS too, requires an individual who has considerthe
information to arrive at a decision without “coentj undue influence
or inducement, or intimidation” and also acknowlesighe borderline
between undue influence and justifiable persuasorague (CIOMS
2002, [Guideline 6]). It recognizes that in soméuwres permission is
required from “a community leader, a council ofexk] or another
designated authority” but while these customs rhastespected, such
permission should not substitute an individual infed consent
(CIOMS 2002, [Guideline 4, commentary]). Similarypbenchmark in
Emanuel et al's framework includes implementing pdementary
community and familial consent procedures wheretucaily

appropriate, but states that negotiating “sphefe®sent” is only to
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gain “permission to invite individuals to partictea and not a

substitute for an individual’s decision (Emanuehket2004:934§°

There has been much discussion of autonomous degisaking.
Childress writes that autonomy can be understoowvddk at two
levels: first-order autonomy would be where “demis about the
rightness or wrongness about particular modes aflect” are the
domain of the individual themselves (Childress 1290 That is, the
person themselvesill and act on that will. In keeping with this the

person may yield their first—-order autonomy ang:thi

Abdication of first-order autonomy appears to iweol
heteronomy, that is, rule by others. However, iperson
autonomously chooses to yield first- order decisitaking

to a professional ..., that person has exerciseat wiay be
called second-order autonomy.....in this case redpetheir

second-order autonomy is central, even though tfesit-

order choices are heteronomous (Childress 1990:13).

Hence second-order autonomy would be when the pearisooses to
delegate decision-making to others, either the iptays or the
family.?* Many studies from developing countries show thatsm
patients depend on the family or physician-reseaecto decide for

them?? In a survey from southwest Nigeria over 50% of déen

%0 See also Kass et al 2005.

% Beauchamp and Childress in defence of the univemalication of the principle
of respect for autonomy write that this form of amamy does not abandon or
supplant the commitment to respecting individuaistonomy; in fact this
recommendation accepts that the choice is stillpatent’'s. “Even if the patient
delegates the right to choose to others it is #i#l patient’s autonomous choice”
(Beauchamp and Childress 2001:62). Others, crittahe universal application of
the principle of respect for autonomy term this dacrobatics of
language”(Chattopadhyay and DeVries 2012:6).

22 Masiye et al. 2008; DeCosta et al. 2004; Yousw#fle2007; Barry and Molyneux
1992; Gitanjali et al. 2003; Molyneux, Peshu, andrsh 2004; Shaibu 2007;
Dawson and Kass 2005; Patra and Sleeboom-Faulld@9; Kumar et al. 2012;
Marshall et al. 2006; Molyneux et al. 2005; Gikongb al. 2008; Mumtaz and
Salway 2009; Marshall 2008; 2006; Xiaomei 2006;20R&shad, Phipps, and Haith-
Cooper 2004; Sariola and Simpson 2011; TindanasKaad Akweongo 2006;
Tekola et al. 2009; Marsh et al. 2011 .
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participants obtained permission from their huskaf@samor and
Kass 2012). Frimpong-Mansoh argues for a refornaratf informed
consent so that it reflects socially connectedtiarality, as that is the
reality of social life - in which people are naolated solitary
individuals (Frimpong-Mansoh 2008). Sherman et aterate the
importance of tailoring consent procedure to threucnstances of the
Peruvian Amazon community in which gender dynanaiod social
structure affect the consent procedure, as dodgtited flexibility of

the regulations’ requirements (Sherman et al. 2012)

However, relationality may affect person’s volumtass for enrolling
into trials. Interfamily and gendered relationshigBect women’s
participation in research. For example some womeani Indian trial
did not enrol because they were not in a posittomake independent
decision (Gitanjali et al. 20035.In a trial in Chile some women
withdrew because of “pressure from partners” (Sémclet al.
2001:407). Literature from Kenya (Ngare 2007), Nigé€¢Bhan, Majd,
and Adejumo 2006; Osamor and Kass 2012) and Ugébhdae,
Okello, and Kawuma 1996) shows that women refusecgazation if
their husbands do not permit. In a trial involvidigildren in Kenya,
mothers considered it the norm for the father tcidike hence in
expecting decisions about a child's participationresearch to be
made by the father, mothers are simply followingirthsocial
obligations (Kamuya, Marsh, and Molyneux 2011). @Gasely, a
collaborative randomized trial in India concluddsatf practical

constraints notwithstanding, a respectful appro&mha complete

% See also DeCosta et al 2004; Agrawal, Goel, ah@QB2.
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informed consent process can be achieved, leadinghdividual

decision-making and respect for the family (Gedleal. 2006; 2004).

Given that there is tension between respectindrdtstional “spheres
of consent”, to use Emanuel and colleagues’ tema, romoting
individual decision-making in patriarchal sociefiisere are calls for
researching ways to promote decision-making capdtikola et al.
2009). In her work on the Batswana people, Shaikperenced
incongruity between the “Western ethic” and thealazultural values
with respect to confidentiality as well as autonoamd realizes that
both autonomy and confidentiality were collectiaéhough confined

to the family (Shaibu 2007).

Consent guidelines rest on a “Western” standargrifacy, which
presuppose an individual identity, separate froat tf the family.
Yet, Monshi and Zieglmayer write that in the Srinkan context this
is only peripherally recognized where close andanahical family
relationships ensure the family makes a persoffésdecisions. By
adapting the consent method to the context endbéad to respect the
sense of privacy and the emotional needs of thaitigipants, better
(Monshi and Zieglmayer 2004). Another study from l@mka shows
that decision-making is not individualistic but féyrcentered and a
seamless integration of the international requirgmand local

practice is challenging (see Sariola and SimpsdriiR0

This raises the question whether individual deaisitaking, with all
its attendant requirements of privacy and confiddity, is workable

in some parts of the world. A study conducted irakdh showed that
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in cases of married women enrolled in research, 66Yesearchers
considered it is essential to consult the husb&mdsonsent (Hossain
et al. 2008). Similarly in rural India, although%4of trial participants
said that the decision to participate in a trialdobe their own, only

36.8% made the decision independently (DeCosth 2084).

Such findings have led some to argue that “autoriamiocal ethics
exists in the context of family or community rathlean an individual
(DeVries, Rott, and Paruchuri 2011; Xiaomei 200&ekn 2009).
Others, however, state that while extended familg @aommunity
leaders may act as an additional protective meshgnihey cannot
replace an individual informed consent that recegmian individual
person’s fundamental rights (Elsayed and Kass 2B@utta 2004 a,
2002). For this there are calls “to create averfioesulnerable people

to genuinely and meaningfully exercise their rightfreely decide”

(Alvarez-Castillo 2002:273* Voluntariness, and in turn, consent can

also be affected by patient’s ideas about how &codar research

project may or may not benefit thém.

1.3.1.iii Documenting consent

Whilst not usually highlighted as an ethical reqment of valid
consent. In the sense that informed consent is @cepural
requirement determined by institutional rules (Bdwmp and
Childress 2001), the guidance requires it to beidwmnted, preferably

in writing. Thus the Helsinki Declaration, as gealerule, requires

24 See also Nussbaum 2000;2008.

25 Molyneux, Peshu, and Marsh 2004; Kass, Mamad, Atkinson 2005; Lema,
Mbondo, and Kamau. 2009; Bhutta 2004; Shah et @lL02 Sanmukhani and
Tripathi 2011; Wazaify, Khalil, and Silverman 200Raiwo and Kass 2009; Krosin
et al. 2006; Lema 2009.
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consent to be expressed in writing and signed éy#rticipant. But if
consent cannot be “expressed in writing” then an*mwgitten consent
must be formally documented and witnessed” (WMA 00
Paragraph 24]; see also CIOMS 2002, [Guidelineofnraentary]).
However, CIOMS also requires that sponsors andsiigegtors must
obtain a signed form as evidence of informed canf@lOMS 2002,
[Guideline 6]). Conversely, a benchmark in Emanwl al’s
framework is that consent should be obtained inudully and
linguistically appropriate format and since obtaiwritten consent
may be culturally insensitive in some communitiesnt consent may
need to be obtained in some other, more culturalypropriate
manner, as long as it is voluntary and can be iedrifoy an

independent observer (Emanuel et al. 2004).

The literature on documenting consent in develogogntries shows
that it is important to be sensitive to non-litergiarticipants. Salaam
and Brown, who conducted research in Nigeria, adwesearchers to
be considerate to non-literate participants who matyunderstand the
requirement of written consent (Salaam and Browh220Hyder and
Wali, analysing components of a study on informedsent in the
developing world® report that researchers strongly believe in
obtaining informed consent from participants bguar for flexibility

in the process and documentation of consent (HgddrWali 2006).

Shakoor et al reiterate the same from Dhaka (Shadaa. 2009).

8 The National Bioethics Advisory Commission (NBA@mmissioned this
study.
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In a questionnaire survey from Nigeria on the apisiand attitudes of
surgeons towards informed consent, 68.4% of susgemnsider
consent to be of medico-legal importance while %.6onsider it
important for satisfying the surgeon’s consciendde authors
conclude that the process of obtaining consent gegend acquiring
a patient’s signature on the form and is also godpnity for doctors
to convey concern for the well being of the pati¢lmabor and
Omonzejele 2009). A study from Ethiopia, reportstba need for
developing informed consent from the local cultupsrspective,
though participants supported the concept of inemtmaonsent, most
did not favour written consent (Tekola et al. 20099netheless, most
trials in the developing countries report obtainmgtten consent from
trial participants (see Mukkannavar et al. 2012n&adji et al. 2012,

Akhtar et al. 2013).

In short, time constraints, local socio-culturada@conomic factors
including poverty, illiteracy, patriarchny and lackf scientific
knowledge all affect the provision and understagdh information,

decision-making and documentation of consent.

1.3.2 Assessing Risks and Benefits

The assessment of risks and benefits is a muléstgiivity of
identifying and then assessing risks. The aim isioimize risks to
participants or assess whether benefits are serfitico outweigh risks,
consistent with a sound study design (Wendler arntleiM2008;
Brody 1998). Beneficence guides this assessmerin(@¢ 1979).

The wide spectrum of assessment includes risk ofsipal,
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psychological, social and economical harms and cibreesponding

benefits (Belmont 1979; Emanuel and Miller 2001).

The Helsinki Declaration, in keeping with its ailrat “the well-being
of the individual research subject must take prened over all other
interests”, mandates that risks and burdens tantieidual and the
community be carefully assessed (WMA 2008, [Pardy&and 18]).
CIOMS also requires potential benefits and risksbéo reasonably
balanced, and that the benefit from the interventudl be at least as
advantageous as any available alternative (CIOM® 2{Guideline
8]). Emanuel and colleagues advise that risksdovidual participants
be minimized and potential benefits maximized (EvenWendler,
and Grady 2000) but “if potential risks outweigh nbéts to
participants, the social value must justify theis&s” and vulnerable
populations must be protected (Emanuel et al. ZB#:. This
assessment of social value should be guided by Inmreesoning

(Benatar 2002).

An example of granting an ethical sanction to regeavhere social
benefit may outweigh risks is the development of tRotavirus
vaccine. The use of this vaccine was halted inlhiged States due to
childhood deaths from bowel intussusceptions. Butdeveloping
countries the benefits to the paediatric populaf@noutweigh the
risks; the 1 in 10,000 deaths by intussusceptiatw&igh the number
of deaths by acute diarrhoea, hence the benefitsaotine may

outweigh risks for children in developing countr{&éeijer 2000).
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The debate on the use of placebo for a control @isuessentially
about the harms that the control group will suffedenied standard
treatment. Literature from the developing world whahat although
the use of placebo is restricted, especially irddens where “serious
harm” is anticipated (WMA 2008, [Paragraph 32]) tkeue remains
unsettled, resulting in contentious interpretatiohgparagraph 32 of
the Helsinki Declaration (Macklin 2012; Malik andh&oor 2012).
An example is the trial on Risperidone conductebhdha in which the
control group was given placebo. Patel, from thagiple that “no
participant must be harmed”, argues that the cbgi@up in a trial
must receive what is usual treatment in the cir¢cantes (Patel
2006). The researchers, acknowledging that anteféetreatment for
acute mania is available, validated the use ofgilacon grounds of
“scientific methodology” (Mudur 2006). Patel askkether depriving
patients of standard treatment when they have dittom that may
make them agitated and even psychotic is ethidalhable (Patel

2006)%’

Benatar writes that the scientific merit of resbamtust be met by the
ethical merit of the enterprise (Benatar 2002)view of this Bang et
al, in the Gadchiroli trial, selected thirty—nine villagés as the

intervention area and “compared” it with villagebere government

health-care services were administered and recoraethlity records

“'This raised concerns about adequate safeguardsrenthat patients’ interests are
protected (Tharyan 2006).

“*The Society for Education, Action and Researcham@unity Health (SEARCH)

had an ongoing child health programme area (theviB®ges) and also a non-
programme area where only demographic surveillamges done. The non-
programme area was served by the government hasdtiservices. For the HBNC
trial these areas were selected as "interventiow' '&ontrol" areas respectively.
They were not selected anew for the sake of anrewmpat (Bang 2010).
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in these non-intervention villagé$No “controls” were recruited from
the intervention villages, nor were neonates olezkras “controls”
from the comparison villages, because it would h@&een both
ethically wrong and practically difficult to obserthe neonates in the
control villages for morbidities without interveignin view of the
risks involved, all neonates suspected of sepsithénintervention
villages were administered the intervention regiraad children who
did not respond to the HBNC regime were referredh® nearby

hospital for available treatment (Bang et al. 2ap5

1.3.3 Selecting participants fairly

There is broad agreement that justice and equitwldhguide the
selection of participants, both at the social ahdndividual levels.
Fairness demands that researchers should not q@ikéentially
beneficial research to some participants and riglsgarch to others
(Belmont 1979), and this contravenes the respones& principle.
Groups or individuals who are unable to conserglyreas a result of
their socioeconomic conditions or their illnessp@dd be protected
against the danger of being involved in researahithof no benefit to
them. Participants should be selected on their cgpjateness to
answer the research question and expediency shooldbe a
motivating factor in enrolling underprivileged gpmi(Belmont 1979).
An important benchmark for Emanuel and colleaguss that
participants are selected to ensure valid sciendbe-disease or

“problem” is of significance to the population apdtients are not

This area was a demographic surveillance area wBemg et al recorded
childbirths and deaths, usually a few weeks towa meonths after the event had
occurred (Bang 2010).
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selected because of their “social subjugation” (Rneh et al.
2004:933). Likewise, excluding patients for expedieis also unjust
as it violates another aspect of justice, which“far access to
research” (Beauchamp and Childress 2001:227 emphasis imalig

see also Sherwin 2005).

CIOMS requires the same protection for vulneral@espns including
women, but also states that denying research paticn to women
deprives them, as a class, of the benefits of neewledge gained
from research (CIOMS 2002, [Guideline 13 and 18h)e Helsinki

Declaration states that disadvantaged and vulrerglopulations
should be enrolled only if the research is resp@nso their health
needs and it is likely that they will benefit frotine research (WMA
2008, [Paragraph 17]). Socially vulnerable popaladi should not be
“used” but, equally importantly, “populations thatare

underrepresented in medical research should bede\appropriate
access to participation in research” (WMA 2008,rfigsaph 5]; see

also CIOMS 2002,[ Guideline 12]).

Literature from the developing countries raises ceons that the
number of ethical misdemeanours is increasing @asitimber of trials
increases (Mudur 2001; Sarojini et al. 2011). A HanPapilloma-
Virus vaccine project was conducted on a vulnergddpulation in
India where the stipulation that “everyone shalsisiefrom research
on tribal population, unless of specific benefit ttem” [sic] was

violated® In addition, in many instances consent was obtafnem

%0 Committee report on the HPV vaccine project seejBaet al 2011.
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hostel wardens or headmasters on behalf of studant@shram

paathshalas(residential schools) (Sarojini et al. 20£1).

In 1996, the Trovan drug trial was conducted in &gMigeria),
during the meningitis epidemic that occurred aftbe earlier
recommendations for meningitis vaccination, witk traccine trialed
in sub-Saharan Africa, were disregarded. The epcafforded a trial
site for expediting the approval of Trovan by theo& and Drug
Administration (FDA) (Stephens 2000). The trialsed concerns
about exploiting a vulnerable population who, baeaof illiteracy,
poverty, and desperation for treatment, were unsirat they were
consenting to. Apart from raising concerns abouestjonable
consent, children who were not responding to Troware not given
the available effective antibiotics, resulting imetdeaths of eleven

children and several who became deaf, blind or |@whacklin 2003

).32

Mudur writes of how patients in the developing cni@s can be used
as ‘guinea pigs’ with reference to a cancer drugt thas used on
human participants in India without first being tegb in animals
(Mudur 2001); this raised concerns at John Hopkims,university of
the researcher who “collaborated” with an Indianrgerpart (Baggla

and Cassus 2001).

%1 See also Srinivasan 2011.

%2 The ill-effects of the Trovan trial left lingeringpubts in the community as to the
intentions of the pharmaceutical companies. Theeefon 2003, the residents of
Kano refused to have their children vaccinated dolio, fearing it was a plot to
harm the children (Murray 2007).



1.3.4 At the conclusion of the trial

Ethical issues also arise in relation to the resjmilities of
researchers to participants and research commaiaitithe end of the
research trial. Justice and beneficence tend teepeonsiderations in
this debate, which is ongoing, over social justied whether
researchers and sponsors owe more than a minimuof gkligations
to the participants and community (IJsselmuideal €2010; Semplici
2012; Benatar and Singer 2000). The practical egptin of this is
through one aspect of the responsiveness princyplech entitles
patient-participants to post-trial provision of theoven intervention
(WMA 2008,[ Paragraph 33]). CIOMS adds that “theemention or
product, or knowledge generated, will be made masly available
for the benefit of that population”, determined aoase-by-case basis
(CIOMS 2002, [Guideline 10}}. Of the 26 information items to be
provided to participants one requires specifyingethibr, when and
how the proven intervention will be provided to tmapants and
whether they will be expected to pay (CIOMS 200Ruideline 5 at

12)).

The Belmont Report requires the advantages of thevep
intervention to be provided to all, not only to skeowho can afford
them, and that research should not be conductgmtople unlikely to
benefit from the subsequent applications of theeash (Belmont
1979). To do otherwise raises the spectre of etgtion (Cleaton-

Jones 1997; Wilmshurst 1997; Macklin 2004; Ben2@dr1, 2000).

% See also Guideline 21 (CIOMS 2002).
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Some argue that responsiveness has a broader swp@roviding
the proven intervention. It requires a “fair levef benefits, taking
into account how much, and not just what, parteshe transaction
receive (Setouhy et al. 2004). This includes reallenavailability of
the proven interventionf “affirmed by the countries themselves”

(Countries 2002§*

Emanuel and colleagues, realizing that “very littdn generate more
resentment, mistrust, and sense of exploitation thdair distribution
of the benefits of collaboration,” emphasize thedc& enhance the
social value of research with the collaboratingmens (Emanuel et al.
2004:932). One of the benchmarks is that parti¢gpaand
communities receive benefits from the conduct asdilts of research
through measures such as product development, hhesistem
improvement, dissemination of knowledge and longiteesearch
collaboration (Emanuel et al. 2004). As a mark espect for the
participants, plans ought to be made regardinggyaaihts’ care when
the trial is over; these may require “creativetsiyges” by researchers
for providing access to treatment (Emanuel, Wendéerd Grady

2008:131).

Literature from the developing world shows that sweable
availability in its “narrowest definition” indicaseaccess to the proven
intervention when the trial is over (Bhutta 20081L1But Cohen et
al’'s review of 312 trials registered between 202807 shows that

almost no trial (99%) mentioned post-trial provisiof the proven

3 See also Setouhy et al 2004; London 2005, 2008ap€gesin and Wendler 2006;
Emanuel 2008.
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intervention (Cohen et al. 2009). Bhutta recommametgotiations by
the research community on behalf of the impovedshend
disenfranchised patients in developing countrigsbfinging about a

change in local health-care (Bhutta 2002).

Some argue that although it is neither researchiesgonsibility, nor
in their power, to compensate for national healtbvigsion, they can
act as a catalyst for change (Cash 2006; Singh)28hlexample was
the Gadchiroli trial which introduced the proven intervention BIRC
— as standard care in the intervention villages #mwdugh the
government in the other villages (Bang 2010). Arottxample is the
Multidrug resistant TB (MDR-TB) trial conducted loganda: Singh
writes that this trial was responsive as it redaedica disease relevant
to the community, initiated a treatment programorettie participants
and inspired MDR-TB treatment policy reform in Udan(Singh
2011). Trials conducted in Gambia on the Haemophihfluenza
(Hib) vaccine, which led to a marked reduction irb HMeningitis
(Adegbola et al. 1999), and on the Hepatitis B wae¢Group 1989),
are other examples of collaboration between thal ldtinistry of
Health and sponsors that ensured effective vaccimese made

available to the population beyond the trial pesig8hutta 2002).

Devasenapathy, Singh et al from India urge sporsogdsresearchers
to assure minimum guarantees to research partisipegarding
“respect for the dignity of all participants, doingsearch on diseases
that commonly affect the community, obtaining meaghil informed
consent, translating evidence into accessible @md avoiding

exploitation” (Devasenapathy, Singh, and Prabhaka2809:299).
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Sastry, McGoon et al also consider it importancémduct trials in
communities where the proven drug will be made lakée (Sastry,
McGoon, and Gibbs 2010). Thatte and Bavdekar wingé conducting
research on issues irrelevant to local needs ahadgféo ensure post-
trial access only increases the cynicism of loagypations towards
international research, so these issues need tadiéed efficiently

(Thatte and Bavdekar 2008).

1.4 National guidelines and literature from Pakista

Up to now | have examined research ethics guidahagé is not
specific to any geographic location and revieweadrditure from
developing countries in general. Now | summarize twief sets of
research ethics guidelines, one formulated by thkisBan Medical
and Dental Council (PMDC) and the other by the &aki Medical
Research Council (PMRC). The PMDC was establishetP62, as a
regulatory and registration authority for medicalagiitioners in
Pakistan (PMDC 2001). The PMRC is an autonomousgrozgtion
constituted by the Government of Pakistan in 1968 the “mandate
to promote, organize and coordinate medical rekearcPakistan”
(PMRC 2004 a). | also review existing literature @search ethics

from Pakistan.

1.4.1 National research ethics guidelines from Pastian

The research ethics guidelines of the PMDC exigiaas of the broad
code of ethics for physicians, first written in 89&nd since revised in
1974 and 2001. The PMDC code requires a physidamphold the

ethical principles of medical practice i.e. autoypimeneficence, non-



maleficence, and justice (PMDC 2001, [9.2]). Theegrch ethics
section of this code consists of eight paragrapiastiae last paragraph

refers to the Helsinki Declaration stating (see éqgix J):

The PMDC supports the resolutions and draws attertt
the Declaration of Helsinki adopted by the™18Vorld
Medical Assembly and revised by the™8vorld Medical
Assembly (PMDC 2001, [20.8]).

The PMRC established the National Bioethics CongriNBC) in
2004, comprising a Clinical Ethics Committee anBesearch Ethics
Committee (REC). The remit of the REC is to reviell research
projects involving human subjects. It requires aeskers to follow 14
general principles for the purpose of review (PMRG004 see

Appendix K ).

The PMDC requires researchers to provide adequédemation to
the participant about the aims, methods and amngnpiat hazards and
discomfort of the research (PMDC 2001, [20.2]). réquires a
favourable balance between potential harms andfikerne patients
(PMDC 2001, [20.0]). These requirements are simoathe Helsinki
Declaration (WMA 2008, [Paragraph 24]) and CIOMSO0Q2,

[Guidelines 4 and 5]) although the latter are nelaborate.

The NBC of the PMRC elaborates fourteen “esserit@isnformed
consent (see Appendix K). The guidance to resees¢besubmission

of protocols for review states:

The human subjects in the project must participaliengly,
having been informed about the research. Pleasederall
information that is likely to affect the personespective of
age, gender, or literacy level of the subjects... FVR004,
[4.0]).
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The information to participants should include tparpose of
research, procedure, risks, including psychologacal social, and the
duration of research. In addition it requires trestearch participants
be informed of financial burdens that may be inedroy them and the
benefits accrued to participants and society (PMERID4). The
guidance also requires that participants shoulthfsemed “as to the
availability of the product after discontinuatioh tbe study’(PMRC

2004, [4.4])

The PMRC (2004) and the PMDC (2001) both requirat tthe
“human subject” should participate in the resegmaect “willingly”.
Since the PMDC code addresses physicians, it irssthe physician’s
obligation towards patients and states that refiessphrticipate should

not affect the care of a patient (PMDC 2001, [20.7]

The PMDC writes that it is “essential” to obtainwaitten consent
from patients enrolled in research (PMDC 2001, 2P0.while the
PMRC requires that the consent document is clearliten and/or
orally explained so as to be understandable toestshjusing local
language wherever applicable, and “scientific, técdl or medical

terms must be plainly defined” (PMRC 2004, [4.14]).

To meet the requirements of responsive researcRMH2C states that
the findings from the research must be of sufficiamportance
(PMDC 2001, [20.0]), while the PMRC requires thesearcher to
share the benefits of research with the particgpand society. It also
requires researchers to advise participants ifirtervention will be

available at the end of the trial and whether it b free or available
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at what cost (PMRC 2004, [4.4]). Like the PMDC, tRMRC
guidance requires compliance with the principlestiod Helsinki

Declaration (PMRC 2004, [9]).

1.4.2 Literature from Pakistan

1.4.2.i Informed consent

The literature from Pakistan on informed consemseis of the
reflections and experiences of physician-ethiciatgl surveys on

obtaining informed consent in clinical practice.

Bhutta, a physician-ethicist from Karachi, writdgatt understanding
the nature of research is difficult in a populatieith low literacy and
recommends that relevant information should bergivea manner
that facilitates the understanding of research helghs dispel any
“therapeutic misconception” (Bhutta 2004 a:774).aKhwrites that a
problem in Pakistan is that patients often do n@stjon the purpose
and benefits of research (Khan 2008). Amir et gbréng a survey
conducted in Islamabad show that 98% of 200 patiemtsurgical
practice acknowledged that consent was obtained fitem before
surgery, and though only 40.5% (81) understood ittiermation,
93.5% (187) patients were satisfied with the preces informed

consent (Amir, Rabbani, and Parvez 2009).

A study, from Lahore used survey and observatidiagh to compare
the clinical practice of obtaining informed consénta private and a
public hospital. It showed that the practice ofadtihg informed
consent was better in the private hospital comptaryete public. The

survey on 93 patients from each site showed thatrnred consent
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was obtained from 47.8% of private hospital patsemtd from 9.7%
of public hospital patients. The observations oé tpractice of
informed consent show that in public hospitals infed consent was
not taken from 90.3% patients or improperly takeonf 6.5%

patients. In the private hospital, informed consgas not taken from
53.3% patients or improperly taken from 45.7% pasgHumayun et

al. 2008).

Jafarey and Farooqui, physician-ethicists from Klaraused in-depth
interviews, informal discussions and focus grolgrdssions to report
clinicians’ perceptions of informed consent in wal practice and
highlight important issues, such as the role of fdmaily and time

constraints. However, they also draw attentionh® rieed to include
patients’ views in any future study, especiallyegards to the role of
various players in the processes relating to cdnaed decision-

making (Jafarey and Farooqui 2005).

Jafarey conducted an expanded form of intervievesed

guestionnaire survey in Karachi, of the views a gublic about the
process of informed consent and decision making riesearch
participation. This study raised several importasties. Many (39 %
of 337) participants questioned the necessity ‘@iraper” i.e. written,

signed documentation of consent. 53% of the padrus felt that to
enrol women, it is better to approach them throtlgh husband or
father and in case of a conflict of opinion witle tkamily, they valued
the male participants’ opinion more highly than tweman’s. A

limitation cited by the author was that it did mpybbe deeply for the

reasons behind these responses (see Jafarey Z106¢. the study
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respondents had not participated in a research t@ findings
illustrate the participants’ theoretical views lid not reflect actual

experience of consent and decision making.

Both the PMDC and the international guidelines nexja written and
signed consent form (PMDC 2001, [20.2]; CIOMS 200ZMA
2008), which some physicians in Pakistan endorsepoRing a
national survey on obtaining informed consent fadiological
examination, Haq et al write that informed consentedico-legal
importance is under-practiced and consent is ntatioéd in a formal
way — i.e. in writing, as it should be (Hag et 2003). By contrast,
Bhutta writes that an insistence on a written imfed consent in an

illiterate population is insensitive (Bhutta 2001).

1.4.2.ii Decision making

Moazzam, a physician-ethicist, writes about hereegnce as a
paediatric surgeon in Karachi on how decisions fdmnical
interventions are made either by the family orghegeon, sometimes
both (Moazzam 2000). This is reiterated by Aslamakt(Aslam,
Aftab, and Janjua 2005) and that in many cases @f1200 patients)
the relative signs the consent form (Amir, Rabbang Parvez 2009).
Khan concurs, stating that “it is common to get timsent form
signed from the head of the family” along with stgtthat physicians
and researchers accept this form of consent bethegdelong to the
same culture (Khan 2008:83). Moazzam and Zamantifgdea
“moral” clash between “transcendental medical geltuand local
family beliefs in clinical practice (Moazzam and niZan 2003).

According to Bhutta (2004 a), obtaining a trulyamhed consent is
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especially difficult when the procedure is not anformity with local
cultural norms and realities; Upwall and Hashwaavéh the same

opinion (Upwall and Hashwani 2001).

Ethicists from Pakistan exhort researchers andic@ims to act
virtuously and be vigilant of their duty to obtantruly informed and
meaningful consent, given that patients in Pakjséanin other South
Asian societies, are vulnerable to exploitation thupoverty, illiteracy
and ignorance (Jafarey and Moazam 2010a; Jafa@®, 2003; Khan
2008). Along with Sheikh (2008) and Bhutta (200)ese authors
recommend enhancing local capacity for ethical fores, because,
Khan writes, local researchers “have no concept regearch

ethics”(Khan 2008:83).

1.4.2.iii Trial responsibilities

Bhutta raises some specific issues of communityigiaation, prior
agreements for benefits of research to the locauladion and the
standard of care. He emphasizes that the underbaieg-economic
inequities need to be addressed and argues thatdhdard of care
should be context dependent so as to facilitatallpcrelevant
research (Bhutta 2002, 2004 b). Khan too emphasimesieed for a
standard that is locally available, which may b#edént from the
international standard (Khan 2006). However, theD@Mcode states
that placebo control should not be used if equelfgctive standard

therapies exist (PMDC 2001, [20.0]).

In view of the fact that drug trials are on theerigx Pakistan,

Moazzam writes that researchers should have agssense of moral
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responsibility towards their research participaatsl safeguard the
interest of their patients by ensuring that thevprointervention is
provided to enrolled patients at the conclusiorhef trial (Moazzam
2006, 2012). Although drug trials by pharmaceuticampanies are
necessary, it is important to achieve a balancevd®st industrial
policy and health policy, such that trials are msive to the health
care needs of the people in developing countrideikB 2006).
However, missing from the literature from Pakistarany discussion
of responsive research from the viewpoint of patgarticipants and

researchers.

1.4.3 The need for empirical research and analysi®n

research ethics in Pakistan.

My review of the literature suggests that whilstrth has been much
discussion of the ethical aspects of researchwiihcome settings,
very little work has been carried out on researtttice in Pakistan.
This is important because Pakistan is increasirdgggoming the
location for international medical research and decause, as the
literature review above suggests, the interpretaticand
implementation of international research ethics unegnents in
particular contexts inevitably presents unique leimgies. The
requirement of informed consent, for example, playsdifferently in
important ways in different places — even if thesanevitably also
much in common across low income settings. Whilstknhas been
done in many other settings, very little attenti@s as yet been given

by researchers and policy makers to research ephadice (Hyder
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and Nadeem 2001) or to the views and practicesasfet who conduct

research and those enrolled in research in thesRaksetting.

Given the challenges of applying the ethical resments of
international guidance in developing countries, tBhargues that in a
vulnerable population, such as in Pakistan, theigdesand
implementation of the consent process should beedaout by “a
knowledgeable and sympathetic researcher’, who has‘ull
understanding of the local issues” (Bhutta 2004 &).7This suggests
the need for high quality empirical research t@inf such work, and
to enable the development of a guidance systemdlsitiuated in and

suited to the local culture (Chattopadhyay and De3/2008).

Against this background my study aims to providechsuan
understanding of the local issues by exploringviesvs, experiences
and practices of those at the interface with p&fpamticipants. These
are the physician-researchers who conduct reséaath It is equally
important to know the views of patients enrolledtirese research
trials. | use the international guidelines as ariséa to “home in” on
local practices in order to reach a critical, catial interpretation of
the ethical requirements (Chan and Wendler 201QjttBh2002),
without attenuating the moral imperatives (Bhutf202 a; Benatar

2004; Benatar and Singer 2000; Tangwa 2004).
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Chapter 2

Research Design

In this chapter, | discuss the design and conddcthe research
undertaken for this study. | begin by outlining megearch questions
and rationale for the chosen method of data cadlect then describe
the tools used for data collection and the chabsngf entering the
field. As | shall show, some of the difficultiesekperienced with
access to research sites and participants, andabitining consent
from patient informants, revealed unevenness iallgterpretations
of international research ethics guidelines, and sash proved
consistent with the central themes of the analysthis thesis of the
relationship between local practices and intermafiguidelines. The
final sections discuss the processes of data tmlileand analysis and
reflect on the significance of the methodologichaltenges for the
central themes of this thesis. | present my amalg$ithe research

findings across the subsequent four chapters.

The aim of this project was to examine the chaksngf applying
ethical requirements elaborated in the internatignadance literature
for research when patients are recruited to rebdaials in Pakistan.
Initially | chose to focus on the views, experien@nd practices of
doctors who recruit patients into research trialsthe academic
research environment of tertiary-care hospitalsahore. | refer to my
interviewed doctors as physician-researchers (HiRhe text. Since

patients featured centrally in the narrated expess of these
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physician-researchers, | expanded my study to decpatients already
enrolled or about to be enrolled in these trialy. tdsearch focussed

on the following questions:

1. What are the ethical issues that arise for ghasiresearchers when

enrolling patients into research?

2. Why do these issues arise? Does the socio-aliamd economic

environment have an effect?
3. How do physician-researchers manage these Bsues

4. How in practice do physician-researchers marsagk understand

the boundary between research and clinical préttice

5. What is the patients’ perspective on issuesedaisy physician-

researchers regarding enrolment and research trial?

6. What is the relationship between internatiorialcal requirement

and local environment?

2.1 Choosing methods of data collection

In order to answer these questions, it was negessahoose methods
that would enable an understanding of “ethics itioat (TenHave

and Lelie 1998:269). My aim was not to test a hlgpsis using the
experimental method of large-scale survey from Wwhie the manner
of quantitative sociological research, a deductwrclusion is drawn
(Burns and Grove 2005; Greenhalgh 2006; Mays angk Pi®99).

Rather, my aim was to obtain a nuanced understgradithe contours

of local practice and meaning surrounding the eneolt of patients
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into research trials. As Chan and Wendler havergbde “sensitivity
to context influences both how individuals oughtatt and how their
actions ought to be evaluated” (Chan and WendI@DZB). To reach
such an understanding required a method that woodckimize
sensitivity to the contexts in which people act aadluate their
actions (Gordon et al. 2011). It was precisely ¢hgscial contexts in
which ethical actions and reasoning are shaped Ithaished to
delineate. Only by understanding these contextst igossible to
reflect on the extent to which normatively derivetthical principles
are applicable as practical ethics without furtheontextual

interpretation (Gordon and Levin 2008).

| therefore chose to use in-depth interviews anseplations, which
are the most common sources of qualitative datd,tanuse “text-
based, interactive [and] flexible] methods” of ictlue analysis to
interpret these data (Avis 2005:14). While quaktat research
findings reflect the particular and unique quaditief real life
situations (Koenig, Black, and Crawley 2003) andnncd be
generalized; they can be extended to other simitaumstances and
derive their strength in their validity, which che ensured in several

ways (Holloway 2005; Hammersley and Atkinson 2007c)

2.2 Preparatory to field entry

As a practicing doctor who had previously only coctéd quantitative
biomedical research, | needed training in qualieatsocial science
methods prior to entering the field. | studied b&dks on qualitative
research methods (Jacoby and Siminoff 2008; Crés2@d7 c;

Holloway 2005; Hammersley and Atkinson 2007). loatdétended an
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intensive training workshop in qualitative reseanshthodology and
interviewing skills in Oxford, offered by what isow the Health

Experiences Research Group.

2.2.1 Tools for data collection

2.2.1.i Interviews

| developed a broad list of questions, with asgedigorompts, in a
“topic guide” or “interview guide” after discussiomwith my
supervisors and reviewing relevant literature (Ghed¢gh 2006:168;
Sankar and Jones 2008:119). My open-ended questiotially
defined a topic for my interviewees to elaboratgiora way intended
to reveal their own frameworks of meanings (Britt®95). The guide
was designed to elicit similar information from aiterviewees while
capturing each interviewee’s unique perspective &nkar and Jones

2008).

| developed two interview guides, one in Englishr fehysician-
researchers and one translated into Urdu for pati@kppendices A
and B). | amended the interview guide for physigiesearchers after
conducting pilot interviews in Pakistan. | foundathwhen | asked
physician-researchers if they ever felt a patiemt®misent was not
valid, they answered defensively: “We take writtemsent”; or, “We
do not do anything without consent”, as if they teat | was judging
them. So | changed the question to, “What issues arhen obtaining
consent from patients?” | also found that whenkiedsabout “ethical

dilemmas”, these physician-researchers did not kwbat | meant by
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“‘dilemmas” so | changed the question to “What ethic

problems/issues arise during research trials”?

In fact, refinement of the interview schedule wasontinue beyond
my preparation for the field. | discuss this hareorder to show that
my main data collection was a flexible and dynaioigl. As noted,
my aim was to explore in depth my intervieweescpetions of issues
that raise ethical concerns, and for this | hadsehaa semi-structured
approach. During the main data gathering stags, dpproach gave
me the flexibility to compare across already-cortgddanterviews and
identify themes that warranted further exploratam ideas emerged
from my experience in the field and from my prehaiy analytic
reflections on the data (Hammersley and Atkinso®72). This
visiting back and forth between my questions anatwhy data were
telling me helped me to proceed with a sharperdadfunquiry, as is

recommended (Srivastava and Hopwood 2009).

| engaged with the data from the beginning by fistg to the audio-
recorded interviews on the day they were recoridéuken these raised
new topics and questions | added these to thevieterguide and
discussed these topics with subsequent interviewetdey did not
raise them spontaneously themselves. For examplenw asked
questions about the necessity of obtaining patieadssent to trial
participation, physician-researchers’ articulatedirt conceptions of
patient autonomy. As a result, | added the follywuestions to the
interview guide: “Why do you (P-R) want to take sent from

patients?” and, “What is your (P-R) concept of igat) autonomy”?
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During the analysis of the initial interviews witphysician-
researchers, certain themes emerged that also niedraxploring
with patients, so | modified the interview guider fpatients to
accommodate these. For example, initially | askattepts (in Urdu):
“Were you, yourself willing to take part in theal?” Then, after | had
listened to physician-researchers narrating thepbexity of patients’
decision-making process, | realised | needed tbgfarther patients’
perspective on decision making. | made some madifins to the
guestions and, to get a broader perspective, Inelqgzhthe number of
topics to be discussed. The revised guide inclugigestions about
patients’ understanding of research, about invglviathers in
decision-making, and on whether consent shoulchberiting. | was
fortunate to be able to re-interview, using the ihed interview
guide, eight patients whom | had interviewed esrlie obtain their

perspective on the additional topics.

2.2.1.ii Observations

Observations help in overcoming any discrepancywéet what
people say and what they do. They may make exmciimplicit
practice or behaviour that participants may be w@arawof, in a natural
setting (Mays and Pope 1995). The typology of olzens runs the
gamut of complete participant to complete obsernwdh participant-
as-observer and observer-as-participant betweetwthéHammersley
and Atkinson 2007b). | intended to be primarily abserver, and
prepared for this role by negotiating with physici@searchers a way
of being able to observe their consultations withtignts, with

patients’ consent. | paid attention, from the tipagients were called
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into the room, to how patients were greeted, totidreor not there
were others besides myself, the patient and theigln-researcher in
the room, how and when research was discussed tHewhysician-
researchers interacted with patients, and whether patient was

accompanied and their consent was recorded.

2.2.2 Ethics approval

| obtained ethics approval in the U.K. from the \nsity of Oxford’s
Research Ethics Committee (MSD/IDREC) in Septen2#38, the
same month in which | had submitted by ethics apgibn (Ref:
MSD/IDREC/C1/2008/72). | obtained ethics approval Pakistan
from the National Bioethics Commission (NBC) in Batber 2009,
more than a year after submitting my applicationef(RNo.4-
87/09/NBC-19? RDC/3912). | had not expected the@am@ from the
NBC to take so long, or that it would require mertake a payment of
ten thousand Pakistan rupees as fee for the raweptiocess. It is
reported that financial constraints limit the owgns activity of
research councils (Thomas 2011), and CIOMS statetsiical review
committees may receive money for the activity ofFiewing
protocols”(CIOMS 2002, [Guideline 2]), but | hadderstood this to
refer only to biomedical research protocols. Iniaoll to the NBC
approval, | had also to obtain local ethics apprataeach of the
individual research sites from which | enrollede&sh participants,

as | describe below (2.4 Field entry).
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2.3 Selecting research sites and participants

2.3.1 Selecting sites

| conducted my research at tertiary-care teachogpitals in Lahore,
the capital of the province of Punjab. | chose Leahfor practical
reasons that facilitated data collection. Firsthdr@ offers large pool
and variety of research sites connected with then nmaedical
institutions. Three universities that oversee madieducation are
located in Lahore: the University of the Punjab jugnsity of Health
Sciences and the King Edward Medical Universityd a&ix of the
eight hospitals that | chose as research sites aeagemic links with
these universities. Second, logistic support waailave to me in
Lahore. Third, my professional experience with tefothe selected

sites facilitated my access.

Another advantage of choosing Lahore is that mbshe physician-
authors, and the published surveys, are from Karaotthis is a study
of perspectives of physician-researchers and pgaiemnicipants from

another major city of Pakistan.

| found that although it is important to plan ahdahd setting and
actors in research, it is equally important to haviéexible approach,
as other researchers have also noted (Gordon awnth 12008;

Creswell 2007 b; Sharkey and Larsen 2005). My rebeaites
included sites A, B, C, D and E, which were govesgntrrun hospitals
attached to institutions that train physicians, aitds F and G, which
were trust hospitals where research and postgmdtraining is

conducted (Appendix F). Pakistan Medical ReseaminCil (PMRC)
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centres (H) were functioning as research cells lintle major

government-run hospitals of Pakistan and were ptesesites A, B
and C. | also approached another institute of naédiciences (S) but,
after three meetings and five months of email ermgka, my project

was not approved there.

2.3.2 Selecting patrticipants

Trials evaluating a medical intervention, usuallgrag, are the most
common from of research taking place in Pakistangktam 2006).
Initially, in order to locate ongoing trials in Rstan | visited the
clinical trials registry at http://clinicaltrialsoy. From this | identified
four ongoing trials that were actively recruitingatignts in the

hospitals of Lahore. These were Phase lll, addaod,Phase |V trials.

| conducted multisite research in order to obtaifigent data and to
represent a cross-section of physician-researclaad patients.
Although | had selected my research sites befoterieg the field,
once in the field | renegotiated some of them dytime initial phase
of data collection. There were only two physiciasearchers at site C
conducting the collaborative trial 1 had identifiés@m the clinical
trials registry, so | approached physician-reseangchat site A
conducting the same trial. Again, there were onlp tphysician-
researchers conducting this trial, and my accesgatients was
restricted. | was initially allowed to interview érobserve patients’

enrolment into the trial, but was later denied asce

I then approached other sites of research trialsgbeonducted in

Lahore. Some of these were listed in the clinicalld registry, and
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some were not, but all were evaluating either aatbeutic and /or a
diagnostic intervention. Some of the physician-aesieers |
interviewed introduced me to other physician-reseanrs conducting
research trials. This form of purposeful samplicglled snowball
sampling or chain referral, in which the initialrpeipants identify
other potential research participants, is a wdthldshed method in

gualitative research (see Creswell 2007 b; SankdJanes 2008).

| kept an open mind about the number of participaatbe included,
because in a qualitative research project ther® isard and fast rule
and considerable variation in sample size. A comiti@me is that
this depends on when data saturation is reachédslbeen suggested
that an initial sample of ten cases followed bythaothree cases is
necessary to see if any new theme is generated Raker and
Edwards 2012). Guest et al (2006) report reachatgration after
twelve out of sixty interviews. | continued integwing physician-
researchers and patients until no new theme wasdattd my data.
This theoretical saturation is an established mmacin qualitative
research (Creswell 2007 a; Sankar and Jones 200&ddition |
obtained copies of the consent booklets/forms ef rdsearch trials

being conducted in these hospitals.
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2.4 Field entry

2.4.1 Local ethics approval

Each of the individual institutions from which myesearch
participants would be enrolled had its own requieata for granting
ethics approval, even though CIOMS requires thstbadard uniform
review process be applied by all committees in anty (CIOMS

2002, [Guideline 2]). The process of gaining acaasthese different

sites was very uneven, ranging from approval, tayde to refusal.

Ethics clearance was straightforward at some sikethree hospitals
(sites A, D and E) | met the chairpersons of regeaethics
committees, who upon submission of my researchopobtand the
NBC approval letter gave me permission within akved sites B, G
and H, the NBC approval letter was all that wasedskor. Some
hospitals (sites C and F) required that | preseptpmoject to the

Institutional Review Board (IRB).

Delays were common at some sites. At site C, tH& dRairman, an
eminent physician, questioned me about how | wdpobve my null
hypothesis and about the number of participantsilll rgcruit to
achieve statistically significant results. Afterifdge asked repeatedly
about a null hypothesis, | replied that my null bggesis is that the
socio-cultural and economic environment does ntgcafethics. To
the question of sample size, | responded that as possible to
commit to a sample size at this stage and | wiliticme to enroll
participants until the data yields no new issuedterA some

discussions, | was informed that my research raigesthical issues
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but my null hypothesis is incorrect and | shoultedaine the number
of participants. | was also asked to submit my Sjanaire” to the
committee for approval. Such a request is routng,| was wary of
submitting my topic guide, thinking that if poteadtiinterviewees
viewed it then their interview responses would laplontaneity, and
that problems might arise if in interviews we diseed “unscheduled”
topics that might arise in the conversation. Noeletss, | was advised
to submit the topic guide and was granted ethipsaal for a year, at

the end of which | was to reapply for an extension.

At site F, my research was approved after more thayear of
negotiations. Initially, the ethics committee hadted that | should
have a supervisor from their institution. | repligtht | already had
academic supervisors, suggested instead that senmemit oversee
my research, and received no reply. A year lategsubmitted my
research proposal with a request and all relevapes — which were
then not distributed to the ethics committee membeand presented
my work at the scientific research committee. |ereed ethics
approval on condition that | present at an IRB meetoo, which |

did some months later.

Finally, at one site, (S) | was advised, after ¢hneeetings and five
email exchanges my project required, for objectjvia minimum of
three observers separately recording their findiraggl my project

was not approved.
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2.4.2 Permission from gatekeepers

Apart from obtaining formal ethics approval frometlRBs, it was
necessary to obtain permission from other “gatefesipat every
institution from which | was to enrol participantBhus | met Chief
Executive Officers and relevant Heads of Departsié@dme declined
saying that there is no ongoing research in thepadment; others
introduced me to physician-researchers in theiagegent. | also met
with the Principal Investigators (PI) of trialstesl in the clinical
registry and made contact with one hospital whehad previously
worked. | used my contacts with physicians at othespitals to
physician-researchers conducting trials whom | dowlvite to be

interviewed.

| was dependent in turn on physician-researchemnduwaiing trials for
access to patients enrolled in or about to be recrunto trials. |
joined physician-researchers when they conductedr thutpatient
clinics, during which they consulted patients abeither treatment or
the research trial. The physician-researchers doyggtients’
permission for me to observe the interaction betwedysician-
researchers and patient during clinics and for aniaterview patients
at some other time, in the hospital or elsewherke Thospital
administration knew that | would be conducting otaagons as well
as interviews, and this was mentioned in the cdnfeems | provided

to participants.

At sites A and C, | was initially allowed to inteew and observe

patients’ enrolment into the trial at these sitezbserved Pts.U, T and
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G) but my access was eventually blocked by nontlgetekeepers
when | was told that the pharmaceutical companylaoting the trial
barred anyone from interviewing “its” patients. BEerthe local
physician-researchers would not act without seekiegnission from

the collaborators.

2.5 Gathering and storing data
Data were gathered in April 2009, from December2)July 2010,

and then in December 2010.

2.5.1 Obtaining consent

Before starting the interviews | informed all intewees of the
purpose of the interviews, about data storage amdidentiality. |
maintain this confidentiality in this thesis by eaing to individual
patients (Pt.) and physician researchers (P-R) tynaber (Appendix

Q).

At the time of completing my ethics approval formor fOxford’s
MSD/IDREC, | had committed to obtaining written sent from my
participants. | had prepared consent forms in Ehgfor physician
researchers (Appendix A) and in Urdu for patie®tppendix B). |
explained to participants that signed consent wgaired to show that

they understood the purpose of the interview.

However, in practice obtaining written consent tedadifficulties
with some research participants. In the first plabere was the issue
of allowing sufficient time for a consent, oral written, to be fully

informed. Occasionally, | asked patient-particiganho would



otherwise have been excluded from my project te tdle consent
form home and ask someone to read and explain wasitwritten in
it. We then arranged an interview by telephoneafdater date. More
problematic, though, for some patients, was thetanatf signed

consent.

Physician-researchers and educated patients iblarieead the
consent form, asked a few questions, and signalfith non-literate
patients, | read out the information, or asked #wmEompanying
relative to read it out. Then | asked the patienagk their relative to
write the patient's name and sign the form, if fregient agreed to
participate. Some patients and accompanying relatwanted me to
write the patient’s name on the form, which theomepanying relative

countersigned.

Some women wanted their husbands to read and sigheir behalf,
mostly because they were non-literate. On just aseasion, | asked
three unaccompanied women who could not sign tiemes if they
would allow me to photograph them instead. My timgkwas that a
photograph would be “proof” of my interaction withese women,
and that it could be inferred from their allowingento photograph
them that they had also agreed, voluntarily, toirterviewed. The
women consented to be photographed, but only, slaéy because |

am a female.

2.5.2 Conducting interviews

| interviewed 40 physician-researchers and 41 pa&tieOf the 40

physician—researchers, 17 were women and 23 menth©®f41l
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patients, 12 were men and 29 were women. The tnglsiterviewees
were associated with were Phase lll, add-on, aciordgrol or Phase

IV drug and diagnostic trials.

The time available for interviewing physician-resdeers was limited
by the physician-researchers’ clinical respongibgi and sometimes
patients or colleagues requiring immediate attenticerrupted the
interview. At these times, | would write down imnnetely what the
interviewee had been saying, and this helped ebhksh the
connection in the thought process when the interviesumed.
Sometimes | was unable to complete the interviewnae sitting, and
had to arrange for continuing the interview at aenmonvenient time
and place; before restarting the interview, | wofanhiliarize myself
with the previously recorded interview. The natafehese interviews
was such | was able to develop on points that eededyring the
interview and explore them in detail. This “itevatiapproach”, in
which | attended closely to the responses of rebeparticipants,
enhanced the richness and diversity of data (seerBalgh 2006).
Two physician-researchers declined to be interviewBno others
wanted to take the interview guide home, lackingeti for an
interview; one of them wrote her answers on thectgpide and the
other sent short answers via email, but | excludssd data in my

analysis.

Conducting interviews with patients was sometimémllenging
because initially they answered in monosyllablesvery briefly,
followed by a long pause. To overcome this | woctt with them

until they relaxed and then we commenced the irgervThey were
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also more reticent when interviewed at the hosphah elsewhere.
This was partly because they were keen to returtheotowns and
villages they had come from after their consultaiolt was also in
part, an ecological effect of the hospital enviremt the presence of
physician-researchers affected patients’ respottsesy questions. It
helped then to conduct the interview at a differdation, as |

discuss in the next section.

One physician-researcher and twelve patients weemfortable
with being recorded, so | wrote down their respgnS®metime into
their interviews the physician-researcher and ohethe patients
allowed me to turn on the recorder. Interviews wghysician-
researchers lasted 30-90 minutes. Interviews wdtiepts initially
lasted 20 minutes, but after | redesigned my tgpicle they lasted

30-45 minutes.

2.5.2.i Interview location

Interviews with the physician-researchers were ootet! in different
locations within the hospitals. If the intervieweas a senior
physician-researcher who was usually the PI ortribk | invariably
conducted the interview in their office, sometimaier initially
having to postpone or reschedule the interview. Tihierview
locations for junior physician-researchers were eangcattered. |
wanted to conduct the interview in a quiet placesrghwe would not
be disturbed during the interview but finding swlplace was not
easy, though not as difficult as looking for a pla interview

patients. Occasionally, | would interview physici@searchers in the
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doctors’ office — a room next to the inpatient wardvhich was an
office for doctors who were on duty; at the timetlo¢ interview the
other doctors would leave the room allowing me tmduct the
interview (at site E and once at sites C and D)otAger times, | used a
vacant examination room in outpatients (at siteBBand G) or, more
frequently, an empty side room by the wards (ass, C, D, and E).
At site F, where the doctors were the clinical agsk officers with an
office, | was able to interview them in their officthough only one
interviewee (the officer-in-charge) had a separaibicle the other

two interviewees shared the office.

As regards interview locations for patients, firglispace in a busy
hospital was even more challenging. | conductednitial interviews
in the outpatient waiting area (most commonly itesiB, D and
sometimes site E) and for this | would go at a timleen, from
experience, | realized that mostly trial patients, patients enrolled in
that particular clinical trial would be present.dasionally | could use
an empty examination room (when available in sBe€£, D) in the
outpatients department. At site (E) | was at tiraks® allowed the use
of the doctor’s office or an empty “lecture roomdrFone of the sites

(H at site B), an empty laboratory served as theriiew location.

As the interviews with patients progressed, | mli that patients
were giving short answers to questions about @iniesearch and
informed consent when interviewed within the hadpeivironment. |
decided to try to interview as many patients assipbs outside the
hospital setting, or at least a place away fromcihresultation rooms.

From then on, | telephoned patients with whom | lexd@hanged
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contact details at our first meeting, to arrangtalio with them at their
homes or at some other time in the hospital. Ise¢hgrcumstances
most patients talked more openly. Three patientsecto my office
for the interview; one of them (from site A, wharg permission to
interview patients was subsequently withdrawn)t fissught prior

permission to talk to me from their physician-reshar.

2.5.2.ii Data storage and transcription

| transferred all interview recordings to a compute the day they
were recorded. After transferring them, | listetedeach interview,
dated it and labeled it with a pseudonym, whichtéd replaced with a
number for the interviewee. To prevent loss of tdgnof the

interviewees during the analysis, | kept separatelyst of names,
pseudonyms, and numbers. Every week | copied allddta into a
portable hard drive. | stored the written scripté the eleven

interviews with patients that were not recorded frle.

Interview transcription took longer than plannedd avas complex. |
was unable to find a competent transcriber untérathe interviews
were complete. | discontinued with one of the fdtanscribers
engaged initially because of her poor transcripaod | retyped her
transcripts because large portions of the intersies@re missing. Two
transcribers worked on interviews that were mastlinglish and one
transcribed interviews that were a mostly in  migtur
Urdu/Punjabi/English. Very few interviews had bestirely in either
Urdu or entirely in English, with the result theartscription was time

consuming because some sentences were typed innRdmda and
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some in English. The software available to thedcabers was either
in Urdu (Nastlique script) or English and Roman Urdu transliteration
for them was challenging, especially when the laggs switched

mid-sentence.

| translated all the interviews or interview port#oin Urdu into
English myself because a translation by someone whs not
engaged in the interview is likely to miss someghaf essence. | had
not realized how difficult this would be. The tratesation was not
just unfamiliar to me but had been done by trabscs untrained in
any system of Roman Urdu transliteration. Oftelmad to return to the
audio recordings to understand the Roman Urdu woedause of the
inconsistencies in the symbols that had been useckpresent the

sounds of the Urdu language.

2.5.3 Observations

Conducting systematic observations at differentphals created
varied challenges. At one site F the researchésddo patients in a
separate room, where only the patient, the reseasnid myself were
present; once we used an office where other rdsesfficers were
working but not involved in the consultation. AtesiE we used the
physician’s office. At site C, | observed consutias, in the out-
patient clinic, between a female physician-researcand female
patients, with their accompanying relatives, at clhino other
physician was present, and in which the relatifvmale, was asked to

leave the room if the patient was to be examinatkss a curtain was
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drawn around the examination bed. Another consottatwas

observed in the doctor’s office.

At sites B and D the consultation was usually cateld in the
outpatients department, with other physicians anthetimes, patients
present. At least two doctors shared an outpatiensultation room,
sitting facing each other. Patients were calledynthe naib gasid
(peon) and seated so that patients’ backs wererdswaach other.
After greeting the patient, the physician-researchaisually
introduced me, by name, and saying that | am aareker, and asked
if they consented to my presence. The language wsadUrdu or
Punjabi, depending on the patient. None of theep&iobjected to my

presence and | did not interfere in the consultatio

| maintained a field diary in which | kept notesmf observations of
physician-researcher and patient interactions. ghoovert research
poses fewer ethical dilemmas, this may be offsetth®y group or
individuals reacting to being observed and moddyiheir behaviour
(Mays and Pope 1995). To minimize this | was disckghen noting
the observations. As | was present for a relatil@ehyg period of time,
| receded into the background and found it reldyiwasy to observe,
though | was screened from viewing physical exationa of patients

when the physician drew the curtain around the exaton bed.

| realized early in my fieldwork that although thehysician-
researchers had my contact number to inform me @hemnsultation
was booked for enrolling a prospective patienty tt@metimes did not

contact me beforehand. | knew that patients weteuted from the
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outpatient clinics - and occasionally from inpateenr- and that
particular physician-researchers held their speofitpatient clinics
on particular days, so | decided to “hang aroundtlese days, when
enrolled patients were called for follow-up. AtesiE, for example,
Tuesdays were for local research, Wednesdays andrsddny

afternoons were for international trials. At sitetkle days were Friday
and Saturday. At site F, | would “hang around” owriday and on

Wednesday and Thursday mornings.

2.6 Data Analysis Procedure

Though analysis was ongoing while data were cal&cthe formal
data analysis was carried out at the end of dalaction, after all

interviews were transcribed. Qualitative analysbBes on inductive
reasoning to interpret and structure meanings dérifrom data
(Thorne 2000). Data analysis begins with prepaaimg) organizing the
data, followed by reorganizing the data by “redgtin into thematic

categories through a process of coding and conagnise codes into
broader themes (Creswell 2007 c; Holloway 2005h& Goals of the
reduction phase are to (1) reduce the amount ofdater to that which
is relevant to answering the research questio23)break the data
(both transcripts and memos) into more managedidends and
thematic segments; and (3) reorganize the datacategories in a
way that addresses the research question(s)” (Formaad

Damschroder 2008:48).

My supervisors, in Pakistan and the United Kingdaguided me
during data collection phase and during the amaly3io further

prepare myself for analyzing the data, | attendédaday course on
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analyzing qualitative interviews held in Oxford, datwo one-day
training sessions on using NVivo 8, one before datkection and one

after some interviews had been transcribed.

2.6.1 Interview data

2.6.1.i. Code manual

The strength of qualitative research lies in intetipg the data. Using
a software programme for managing data analysis heaye the
advantage, according to Pope and Mays, of seenmrage’ technical”
and making it relatively easy to coding large amsuof data and
create code reports, but it does not do the intémpon and “all too
often that creative turn is missing” (Pope and M2§89 :738). | used
NVivo 8 initially but was more comfortable and fetiore engaged
with data when | analysed it manually and so satarned to doing
manual analysis. This also meant | could contirmuanalyse my data

in a resource-constrained setting where the softwias unavailable.

| listened to the audio recordings and read thenstmapts

simultaneously. This was necessary, initially teahthe accuracy of
the transcripts and develop a sense of the intenaed, as noted, to
understand the Roman Urdu transliteration. Datdyaisawas an

iterative process and required careful attentioiterAthe initial stage,
| re-read the transcripts, and listened to thendtngs and highlighted,
by changing the font color, passages in the trgstscthat provided

answers related to the interview topics.
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On subsequent readings of and listening to therviews, |
highlighted more passages that added to or elasbran passages
highlighted previously. Then | read these highlgghtpassages and
translated them into English, again listening te tkecordings if
necessary. While | encountered a response that siaflar to
responses by other interviewees, regardless of, siie my

observations, | inserted a comment as a memo.

| read the translated passages from the transcripting emergent
themes as they arose in the margins of each pasBsgasing this
open coding, based on thematic categories, | wées tabdevelop a
code manual, which | used to code the rest ofrtterviews. When an
interview transcript was coded | wrote the intevwee’'s pseudonym
and the relevant page number of the transcriptatoing the coded
passage in the respective column of the code mafbal facilitated
retrieval of the relevant passage from the trapsanihen, later, |

produced code reports.

After developing the code manual, | connected waridghematic
categories and a framework emerged. The code mamazs
reanalyzed and dominant themes were identified as) rthemes,
which became the “parent code” and the intercomaettiemes in the
columns became “sub-codes”. Later, if new themesrgad when
more transcripts were coded, | added these themnd® tcode manual
as sub-codes, either under the existing parent, ¢bdditted into the
framework, or as a new code. | went back to qudry early
interviews using these new sub-codes. After amadysabout ten

physician-researcher interviews and the same nurobgratients’
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interviews, | felt | had reached data saturatidms ts consistent with
the findings of Guest et al (2006). In another rgpseven of ten
(70%) themes were evident within the first fiveeiview transcripts,
with the next four transcripts adding another t&206%) and the next
five interviews adding only one (10%) new themetiiela et al.

2011).

2.6.1.ii Code reports

Once the code manual was formed and the codes nsediethe next
stage was to reduce the data into code reportss Wais time-
consuming. From the code manual, for each pareid,@code report
was generated which consisted of the parent codewan-codes. | did
this by picking out, from the columns of the sulales, participant’s
pseudonym and the page number of their interviemstript, and
opening the transcript at that page. Then usingrddmft Word, |

copied and pasted sections of the highlighted trgpisthat reflected
that sub-code, into a document. Code reports weoduged as a
work- in- progress. By shifting the relevant pagsaffom five or six
coded interviews, at a time, to the respective cegert, | was able to
reorganize the data systematically and it was ivelgt easy to

recognize patterns.

Coding categories were not static. If, when | réfagl code reports,
new themes emerged within an already designated®dd and it was
apparent that there are distinctions between thee themes, then |

separated them. The new theme became another debarm was
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used for coding subsequent transcripts. | contiregeting during the

writing up process as well.

2.6.2 Observation data

| read my observations on the interaction betwedtysigian-

researchers and patients, and noted the emergamgetior themes. |
also used the themes listed in the code manualeoiterview data to
analyze the observations. | coded the observatidat in a manner
similar to the coding of the interview data, makiegnnections
between the sub-codes. When a similar theme frorothan

observation was noticed | wrote a memo to remind(see Sharkey

and Larsen 2005).

Concluding remarks

In this section | reflect on some of the implicasoof my methods for
the findings of my thesis. | focus in particular my positioning in the
field and my experiences with accessing researdes sand

participants, and obtaining consent.

As a Pakistani, Urdu-speaking female who had tchared previously
worked as a medical doctor in Lahore | was conmewith the culture
of my research participants in general and the iplaysresearchers in
particular. This also has its limitations. It wascassary for me to
develop a critical awareness of my environmentavoid making
assumptions, and to try to treat the familiar Bgtti as
“anthropologically strange”. Though | was of thengaethnic origin as
my research participants, studying bioethics atostgraduate level

had sensitized me to the actions and behaviours Itmaight not
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otherwise have considered ethically problematiceitthan writes:
“were ethnographers better prepared in ethicaloreag they would
be in a nearly ideal situation to project local alassues into global
ethical deliberations and vice versa” (Kleinman 299). A positive
aspect of my ethnic connection with my researctigpants was that
we have languages in common; | spoke Urdu or Hmgisth

physician-researchers, and Urdu and Punjabi anctsmes English

with patients, which helped in ease of communicatio

| was aware of the ethical implications of beinttoduced to patients
by physician-researchers. This may have influenpadients to
consent to my research. | was conducting research hospital
setting, so patients may also have perceived ngareb to be part of
the normal work of a hospital. | was also espegialvare, with
patients, of my role in the construction of knowged as being the
medium through whom the narrative unfolds (Finl®02, Sharkey
and Larsen 2005). While this raised opportunities rhe, without
necessarily benefitting patients, | was aware thavas offering
patients the opportunity to talk, and some femal#@epts said that
talking about the emotional stresses they expegeemitiring the trial

was helpful.

My identity as a researcher did not necessarilylifaie access to
some research sites or physician-researchers, oweVwo

physician-researchers were concerned that | mighmnbnitoring the
ethical conduct of their research. Although | reasd them that my

research aimed to obtain an understanding of theessand processes
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involved in trial recruitment, and all informationvould be

confidential, one of them declined to participate.

The difficulties | experienced in accessing sitéso arelate more
broadly to the main theme of this research. My eomdn this project
was to detail the relationship between local ethjmactices and
guidelines for research involving human subjects.phrticular, |
wished to identify points where local practice deépafrom
international guidelines, and to explore the reasfam this and the
implications for ethical practice. When | enterele tfield, |
experienced a striking lack of uniformity in ethieview procedures,
which directly impacted my own access to researiths sand
participants. This was despite CIOMS that requaresandard review
process to be applied by all committees in a cqu@OMS 2002,

[Guideline 2]).

Accessibility can be a problem in any research anoler, and not just
at the initial phase of the research but throughlbeiresearch process;
after gaining access, it is important to maintdie spontaneous flow
of information (Gordon and Levin 2008; Hammerslaeyl atkinson
2007a). As stated earlier the dynamics in the fesldsed me to alter
my participant sample. Had | only followed one abbrative drug
trial, in which | interviewed four physician-resehers, and to be told
that access is withdrawn after interviewing two igras and
conducting three observations, | would have haerg limited data
set. My preparation for fieldwork and my social nention in the
field helped me pursue access to new research $&yesontacting

physician-researchers on other trials earmarked fiee clinical trials
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registry, while | was negotiating access or waitiog permissions at
other sites. This “judgemental” sampling helped negyotiate the
unpredictability of access and take up the avaslabésearch

opportunities (Wallace 2005).

My research was the first employing qualitative moels to be
conducted at most of these hospitals. The IRB mesnieeiewing my
project were mostly clinicians accustomed to reungmclinical trials,
and assessed my project on those grounds. Koedigaieagues also
found that medical professionals are familiar watnical trials but
lack knowledge about qualitative research and nadriiem consider
gualitative research is not really scientific (KagnBlack, and

Crawley 2003).

The difficulties | encountered in obtaining writteansents from some
patients introduce a central theme of this thesibjch is the
relationship between international ethics guidediaad local practices
in processes of obtaining informed consent. Thouglad received
oral consent from all participants, | was acutelyage that in my
application for ethics approval to Oxford and tee tNBC, | had
committed to obtaining written consents. Two loiédBs also wanted
written consents. Desiring to fulfill this obligati had compelled me,
on one occasion that | did not repeat, to find pajs'proof” of my
interaction with non-literate interviewees by takiphotographs. This
was despite the fact that a photograph does natndewt consent, and
despite the cultural resistance to taking photdgsagf women within
apurdahobserving (covering the face with a veil) sociegcause this

risks their being viewed by unrelated men. Thisident illustrates
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how ethical (procedural) commitments have implmagi “for the way
one acts in the field. Even though the likelihoddethical review
committees checking up on compliance is remote,stiedow that
their formality and quasi-legalism cast is longini®son 2011:382).
But, as this incident also shows, following ethicaduirements to the
letter rather than in spirit may deny some parénig’ access to
research, and may thus result in skewed findingsmay be
appropriate to consider alternative strategies eepkng with local
socio-cultural practice and with the spirit ratltean the letter of
international guidelines. This theme is developddough the
empirical presentation of my findings, beginningtie next chapter
with an exploration of issues in providing infornoat to patients

about a research trial prior to obtaining their swzmt.
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Chapter 3

Information and Understanding

A requirement of research ethics guidelines andriaf sponsors is
that physician-researchers obtain patients’ conpent to enrolling
them in a trial. For this, as the information come@ot requires that
patients must be provided with information abowg thal that they
can understand and use to reach a decision. Fordbesent to be
regarded as “valid”, patients should receive “adeeuinformation,
and should achieve an “adequate” understanding béfore reaching
a decision of their own volition (WMA 2008; CIOMS0@2). No
consensus exists about the adequacy of informatemd
understanding. However, at the very least, patishtaild know their
diagnosis and prognosis, the nature of interventibe purpose and
duration of research, alternatives, the risks iwed] and anticipated

benefits (Belmont 1979).

In this chapter | present my analysis of issueatedl to this initial
phase of the consent process. Written informatibaut particular
research trials is available to patients from thesent booklet, which
the physician-researchers refer to as the consemt, {as the consent
form on which to obtain signatures is at the endth® consent
booklet) but the main sources of trial informatiare the physician-

researchers themselves.

| show that the provision and understanding ofrimfation at the time

of recruitment is influenced by variation in pat&runderstanding of
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research and the time constraints under which playsresearchers
work. Physician-researchers attempt to overcomsetlthallenges in
ways that raise ethical concerns that | highlighthee end of this
chapter. First | present physician-researchersspsatives, followed

by patients’ views, and | include my observatioasppropriate.

3.1 Physician-researchers’ perspectives on informain and
understanding

3.1.1Variations in understanding

All physician-researchers talked about the chalsngf providing
information to a patient population with varied éév of
understanding. In their views, some patients haveoar level of
understanding of their disease and of research,vamte patients
should decide whether or not to enrol in reseanghysician-

researchers may have considerable influence omldaision:

You cannot explain everything to everybody; theoinfed
part varies from patient to patient. They may hawderstood
it at their level. It is difficult; you have to adjt [information]
accordingly. 1t is still left to the patient to dde, but it
becomes more of a persuasion, but this is becdusie t
understanding is so [poor] (Int.P-R1).

To enroll in research, patients must know whatrthae in research
will be. The presumption is that patients may ldlbk concept of
research. For one physician-researcher, to unaersesearch meant
appreciating not that the patient will benefit Itioat the patientnay

benefit:

Concept of research in this part of world [is lacki people
don’t know what research actually means. Reseavels dot
necessarily mean gaining things. Research coulch nfig@u
take one [medicine] then you can take [an] otheentyou
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compare the results and may be help out the p¢patent]
(Int.P-R30).

3.1.1.i “Education” and “understanding”

If patients are educated and understand Englisis,aasyto talk to
them because, as | observed, although consultaa@geslace in Urdu
the medical terminology is English. And if patiemte familiar with
science, theiunderstandings better and the physician-researchers do
not have to explain scientific terms. Some physigisearchers
consider doctors and engineers to be better atrstagheling scientific

concepts:

In my opinion, there is a direct relationship [beém
education and understanding]. [Those] who are ddsgated
require more explanation. The ones who have better
education level as - | also have such people, dneno
patients was PhD, when | started explaining [tah,hhe
grasped everything quickly (Int.P-R39).

There are some patients who would understand theegd -

| mean it's always easier to work with patients whave
some idea of what research is. Like, if | have tepawho,
you know, is possibly teaching in LUMS [Lahore Usiisity

of Management Sciences], what more could | ask for?
mean, he would know. People, you know who are yeall
enlightened by education are, you know, the kingh@bple
that are easier to talk to (Int.P-R19).

Most physician-researchers believe that patientgleustanding of
research and their role in it is a function of eatian. Education in
turn makes patients more likely to be active pgréiots in research
who will inform the physician-researcher about ange effects, as
required by the trial protocol. This frequently lignces which
patients are recruited into research:

Comprehension level on the part of the patientisable, we

try and find and get patients who are understanding
[understand], they are educated, they can readcdhsent
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form and then sign. They can really understandethede
effects are related to the drug, so active padicym [from
patient] is required (Int.P-R9).

One requirement of active participation is thatigges ask questions
about the trial. Educated patients, especially géhagith some
knowledge of science, ask pertinent questions. lis physician-
researcher, conducting a diagnostic test usingoaative material,

commented:

I think the only query, and that also is asked byoated
patients, is because we inject them with the radiaigy, so
sometimes they want to know how hazardous is thdhe
patient as well as to the attendant (Int.P-R22).

| observed that physician-researchers were morponssve and
forthcoming with information, especially scientifisformation, when
talking to patients who were educated and had kexgé of science,
or had educated relatives with them. They wouldcuis the
mechanism of action of the trial or the diagnostiervention, using
scientific terminology without hesitation, activelynvolving the
patients during discussion. With Pt. U, for examme physician-
researcher said‘yeh medicine agp K body mein aik chemical,
Phospholipase [Alhay uss perct karti hay aur usay kum karhay
[this medicine acts on a chemical, phospholipaseyour body and
lowers its level]. After reading the consent forsome patients asked
the meanings of certain terms or seemed worried. #ked: “what if
this one [medicine] reacts with the other medidim&t | am taking”;
others expressed concerns about the side effecktsasuwhat would
happen if a particular side effect occurs and tliege unable to reach

a hospital in time. The physician-researcher woaltswer such



queries, and explain that evidence from the maniema who have
taken this drug in this multicentre trial and frearlier trials (Phase |
and Il), is that X or Y percentage of patients Berieom this therapy.

With non-literate patients, however, physician-egsbers discussed
trial methodology either briefly or not at all, esk an educated

relative accompanied the patient.

| observed that though most patients had their épglp educated
patients were meticulous and organized, keepingrdsc of the
disease, its diagnosis and treatment in a chromabgrder. For
example one patient had his file from 1999 and farofrom 2000.
Such patients followed the progress of their diseasl attend follow-

up appointments.

When patients received information about the irgeton, they ask
the physician-researcher for time to think, espbciait was a drug
trial, some then declined enrolment. But if theemention was non-
invasive involving for example diagnostic equipment single (one-
off) blood test, | noticed that most patients redgss of their literacy
status asked for the physician-researcher's adwaod usually

complied.

In most physician-researchers’ experience, nonaliéepatients do not
indulge in detailed discussion. Their main inteliesib get treatment,

which, in a research trial, will be free:

Most of our patients cannot afford the chemotherapg
price of chemotherapy. And they are happy, one arathe
other they are getting at least something, anythinink
what we enrol in Pakistan, 90% are from a lowerigoc
economic status. Hardly, | guess, 10% to 15% akptt are
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from a higher socio-economic status. This was oltiar trial
| told you about that | spent some six months oth \@e had
screened about 200 patients at least, and | thimlobthose
200, about 10 patients either declined informedseanh or
they didn’t show up at all (Int.P-R16).

| observed that when giving information to a patiebout a trial in
which there were four arms (treatment regimens)phgsician-
researcher (P-R13) stated that patient’s datahbeilsent abroad and
fed into a computer, which will choose the regimmaot, the physician-

researcher, and the patient accepted this exptemati

We have nothing to do with it. We say that thatwik input
the data into the computer and whatever the compeits us
regarding the tablet or injection or may be botle, will go
for that (Int.P-R13).

A problem physician-researchers highlighted witln-titerate patients
was that they do not understand the importanceotbdwing the
required protocol or attending the follow-up visdaed this creates

problems with the data:

llliteracy is an advantage on one side but a disathge on
the other — the patient stops taking antibiotic thays after
his fever has settled. So there are compliancelgm Once
the patient has enrolled, we have to follow thetguol of the
study. We cannot, like let the patient do whateverlikes
(Int.P-R16).

Non-compliance is a problem with non-literate patsein general, so

this influences which patients are preferred faoément:

We [take] mostly semiliterate, you see if totalliterate then
reason being you have compliance problem. [Non-
compliance] is more common when women are enrdhed
trial because either their comprehension [regardasgarch]

is low as most are illiterate and also their infbito come

for follow up visits because they are dependenther men

for finances and transport, they are less contetédht.P-
R9).
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Though most physician-researchers recounted prableof

understanding with non-literate patients, Afealso narrated
encountering non-literate patients who understda research trial
they were in, adding that this was because a playsresearcher had
set aside sufficient time to achieve that, as waslion the physician-

researcher’s ability to communicate with them:

When you have time, perhaps it is easy to make patient
understand — again like | said we need to commtmioall. |

have seen completely illiterate people really ustierd the
concept of research really well...(Int.P-R19).

In another interviewee’s experience, some patiépisk up clues
from conversations” (Int.P-R26) between the physiaiesearcher and
the relative accompanying the patient. | observedralar process in
a consultant's (P-R26) office when an elderly, emtic female
patient, in Pushtoon dress, was sitting on the exation bed while
her son, standing beside her, was discussing hsask and its
prognosis with the physician-researcher. The meweased in Urdu,
which was not the patient's mother tongue but thHe/sgian-
researcher was convinced that although the patdogs not

understand Urdu, she realized that she has cancer.

3.1.1.ii Research is an “experiment”

Although understanding is better if a patient isi@ded and has
scientific knowledge, if not, and even if the patiés literate, then to

make “them understand is difficult”:

We have this problem [of understanding] with theugr [of
patients] that is educated to some extent but dioeyot know

% P-Rs.15,18,19,20,23,24,26,29,30.
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about medical terms and they don’t have any medical
knowledge, so | have more problems with them (HRIB).

Patients’ main worry, according to one physiciasesgcher (P-R15),
is whether the research being conducted was “exeatal work” and
that therefore “thistajarbati kam [experimental work]” will affect

them adversely and further compromise their health.

Seven physician-researchers (P-Rs 2,11,14,16,P% P ported that
whenever preliminary clinical data from ongoinglsiwere available,
they informed potential trial participants that thedicine being tested
has already been used and has benefited sometpaflérey added
that even when patients are given a full explanatabout the

importance of a particular trial they are likelylie sceptical that the
physician-researchers are conducting trials foir tben benefit and

viewing patients as guinea pigs. They might stateekample, “You

are involved in experimenting on us, we don’t negderiments”. So
while it is easy to talk to literate patients thary tend to focus on the

negative aspects of research:

Q. Why do you think that is?

They take it adajarba (experiment) on them, as if this is
something wrong and it will cause them harm. Theaipk
about harms more than benefits | mean side efféuds, by
the way are the effects of almost every drug likeisea,
vomiting, diarrhoea and things like that. So thegkl at the
negative aspect (Int.P-R2).

The uneducated do not ask many questions; somefimes
come up with the situation where you explain eveng to
the patient and the patient is educated and serisitsband
and yet they refuse. You know sometimes, | havét dath
cases where | had explained everything and dekpadwing
that this trial, this drug is going to give the bét they had
refused (Int.P-R14).
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Q: Why [did they refuse]?

Probably again, just because that misconceptioh dkay
this doctor is going to experiment and we will rgdin
anything out of it, you know (Int.P-R14).

| observed one physician-researcher (P-R2) attegppd correct this
misconception by informing his patient, “This istexperimentation.
Experimentation has already been done. Now thatdhig has been

found to be useful they want to do this researcpatrents.”

In an attempt to clarify the purpose of clinicalals, physician-

researchers also at times tell patients that thdiaimmes such as
Panadol, which patients take routinely is only kaldée because it was
tested on patients; the research process is the saem if the current

trial drug is a more complicated one.

Most of them they do think that okay they are just

experimenting. So it is physician’s duty to explamthem
that okay, you have failed on everything else, okay this
[trial] is the next available treatment and here thie benefits
and the risks. Let's say if she [patient] is goitog get a
medicine which is very expensive, which has shovoerefit
in a certain treatment, okay, then, you know obsipuf, if
an injection costs around one lakh [100,000 PakiBtapees]
or something, okay, so which is very difficult t@anage even
for a mediocre, and you explain [to] her, okay ywa going
to get this treatment free and it will do this bimneit will
increase your life expectancy (Int.P-R14).

According to one physician-researcher there aréamces when a
patient who “is bent upon being stubborn aboutgrasping anything
told to them then they will just not make the effftar understand; this
is not related to their literacy status”(Int.P-R18nhother interviewee
was however, of the view that “no matter how goodryexplanation
is, If they do not have the basic understandingy tican never

understand” (Int.P-R1).
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3.1.2 Patients are overwhelmed

In the physician-researchers’ view patients attegdhese hospitals
generally lack knowledge of allopathic medicine. eOphysician-
researcher (P-R26) said that educated patientsare aware of their
disease because they have “access to, for examplenternet” but
account for no more than “five or ten percent [afignts], generally
ninety percent are those who do not know” and gvotetailed
information to uneducated patients “overwhelms”nthand creates
confusion. Therefore it is better to give “littlet lof information to
digest” (Int.P-R20).

The more you talk in detail to people the more altyuhey

get confused about it because they do not have the

background knowledge of medicine, necessary tahsifiugh
the information. | tell them bit by bit (Int.P-R6).

According to this physician-researcher, each p8si€iperception of
their disease is variable and intertwined with itlseicial, cultural and
economic issues” (Int.P-R6). Non-literate patieaspecially rely on
their physician-researcher to make a decision deggr trial

participation, and do not ask many questions.

At times they say ‘we don’t even want to know alist. At
times we need to make compromises according to the
scenario in which we are, we tell in easy termsj koow.
They [patients] need some more time to absorb whate
have told them (Int.P-R18).

Some physician-researchers aware of the benefitesearch may
persuade their patients to enrol. One physiciaeareber (P-R30) said
this might entail telling patients that they wik lbaking less medicine

or that their disease will improve if they enroltive trial.
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If we tell the patient everything, everything redjag the
trial, the medicine, the side effects then patierdy get
afraid. [The] patient cannot judge benefits venssiks, so in

my experience, if a patient comes to know each and
everything, they, most of them push themselvesetoydand
they won't get themselves enrolled in the resediohP-
R13).

Another physician-researcher was of the opiniont thaughall the
details cannot be given in a short span of timégast the major risks

should be communicated:

Another thing which | have observed that some piigss do
not explain the risks, you know, in detail, okay,l $hink that
is wrong and, especially, you know, even if you am
telling them about all the side effects, you shaenglain the
major risks, hazards to their health, you know,ythde

getting (Int.P-R.14).

Most physician-researchers said that they taildormation about

research according to their patient’s circumstances

We feel if told in very straightforward words thaiu are in a
trial and this is test drug or test something ttrety may
reject it outright. But that does not happen if pleotake
consent in an indirect manner rather than being deect
(Int.P-R17).

| observed that most literate patients, who reaé tonsent
form/booklet, were concerned about side effects iy curtail their
daily activities. The physician-researchers woukhlain and allay
these fears; but the patients insisted that, afthahey understood,
they should talk to their family or a friend (whs & doctor).
Physician-researchers considered this helpful # telative the
patients talk to is familiar with medical reseatult were concerned
that patients seeking advice from people unfamiliath medical

research might not enrol.
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3.1.3 Time constraints

Physician-researchers say it takes time to commtmictrial

information to patients. Sometimes patients doastitquestions at the
initial consultation but return later with querié$aving an open door
policy for providing information about the risks cabenefits, and
allaying apprehensions about a trial might be hlgfhey thought it
would not be necessary to be present in person,tteatdtelephone
contact might be sufficient as long as the physicesearcher is

accessible.

Physician-researchers reported that their workiogditions exert a
powerful restraint over the conduct of researchPAR6 said, there is
time, manpower and economic constraints and thiéset aesearch; it
is necessary to reduce the clinical responsibiidyconduct good
research. Most stated that accessibility is a magsue in a busy
general hospital where, in addition to conductiegearch, physician-
researchers look after “indoor” patients (inpasgnand providing
consultation to “outdoor” patients (outpatientshese on average they
saw thirty-forty patients daily, and were part bé ton-call team too.
The system is not streamlined: outpatient clinies rzot pre-booked,
so doctors must see all patients who attend andegistered on the
same day. These physician-researchers reportedthtbgt work in
conditions of financial and temporal paucity. | ebsd one
physician-researcher gave consultation to four esgige patients in a

span of twenty minutes. And a direct consequendaaif of time is
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the inability to have detailed discussions withigras about research
participation:
There is not enough time, we are not able to dieentproper
time, it makes [me] feel guilty, and that is be@uwge are
overburdened. We call our research patients af2ejnton]
as before that we are busy with ward patients anmdward

round. We try to see the research patients qui¢kiyP-
R29).

“Shortness of time, increased workload and decckasanpower”
(Int.P-R13), leaves physician-researcher with neetio counsel their
patients regarding their disease and the “new nregliitrial drug]”,

and some physician-researchers are cognizantof thi

Here in the government hospital, there is too miocid of
patients and | don’t have enough time to counsahthAnd |
think that’s a very important phase of our trainthgt we are
lacking here, in Pakistan, especially in the gorent sector,
is that we do not counsel the patients the way haulsg
(Int.P-R16).

Two physician-researchers (P-Rs.13,19) describemthan type of
time constraint: the “narrow window” for researchr@ment. This
leaves insufficient time for patients, especially patients who have
been referred from other physicians, to discussttia¢ with their
family and then return with a decision. “Ore@atient starts treatment
they're usually are no longer eligible for clinid¢ahls” (Int.P-R19), so
if a patient is to be enrolled in the trial, thesnsent is imminent. In

fact many times it is obtained at the first coresiin:

In case we have time, we have time to enrol themmgwe
them the form that go and read it and then comwittpyour
decision and if we do not have as much time, wdagxjto]
them and get their consent right there (Int.P-R13).

Q: Right there?
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Well, every protocol has some limitations, and koow that
there is a time like if you have to enter in thiady. This

much is the time, after this test, after this teghin 15 days
or within 3 weeks you have to get enrolled andygeir first

medicine but if patient is coming from far-flungear or she
is staying somewhere in Lahore and her family isame
other city far away, she won't go there. So we V\iki¢ to get
it [consent form] signed right there. She has tpedel and
she has to trust the doctor for this.

Q: And do they?
Absolutely, these people believe a lot in docttms P-R13).

Some physician-researchers devised a schedulesit &% “smooth
conduct of research and their clinical work”. Quig/sician-researcher
(P-R2) would book appointments with research p#tid¢ar his “off
duty” days, to allow time to discuss the trial.
So our attitude is a bit different, | give them tjpats] more
time, if | spend 5 minutes with each of my outdoor
[outpatients clinic] patients then with my reseapaiients |
spend at least 30 minutes. Then my telephone comtacber

is also given which |, or for that matter any doaioes not
give to any of the outdoor [outpatient] patient.(faR2).

Three physician-researchers (P-Rs15,18,19) at mstgution worked
as research officers liaising between patients @ngicians with the
primary function of counselling patients for resgarThey were able
to have detailed discussion with patients and speraverage “two to
three hours with their patient”. This, they sayingortant so that the
“explanation of their research is so clear thatghgent herself wants

to come into the trial” (Int.P-R15).

Three other physician-researchers (P-Rs13,14,1dessked this time
constraint problem by dividing their day into twarfs. In the morning

they would do clinical work, in the afternoon thepuld do research
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work and one (P-R37) would ask his trial particiigato come in the
evening.
| usually explain by either drawing on paper omgsstories.
And take 40-45 minutes discussing with the patigmd

spouse] so that there is no ambiguity regardingdtiug and
options available to the patient (Int.P-R14).

A lot of time is “wasted in arranging the logistiag most
[government] hospitals...ideally, there should bespattment to take
care of counseling patients, collecting and comgilcase notes and
their results” (Int.P-R26). | observed that thisygitian-researcher
found it stressful conducting a trial and an ougudt clinic
simultaneously and he complained that he is untbl@o justice to

either.

3.1.4 Physician-researchers are pragmatic

Some physician-researchers, who said they would“waste time”
explaining everything about the trial to patientsoasaid that when
they are convinced that the patient will benefiteyt simply tell
patients that this trial is good and will benefitet patient. They
emphasized that this approach is not based on is&liamftentions but
is necessary to expedite consent. | observed thatpatient being
given information about a Phase IV trial was infednthat this
medicine gave “good” results and is being useddad; the patient
was not told that this trial's purpose was to obsethe long term

effects of the trial medicine.

When confident that an intervention will be effgetieven when

patients have not assimilated the information phgeiresearchers
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“guide” patients towards enrolment. “[I would] detely guide them
that this [intervention] is better for you. We tity guide them as we
get [mostly] illiterate patients” (Int.P-R38). ThHeeracy status of

patients affects how information is provided:

We should give the facts especially if patients edacated.
But if | feel the patient needs to be convincedaose the
understanding level is not so much. I think in tee¢nario,
maybe, | would try to convince the patient thatl ibe

beneficial for the patient, not from my study’s ipoof view

let me get that clear (Int.P-R22).

The trial protocol is followed in all cases, butthveducated patients
the protocol is explained which is not the casehwibn-literate

patients:

When we come across an educated or literate pensoido
what has to be done but we have to explain to phagent
[also]; on the contrary when we come across aterndie
person, or very poor guy, at times we do explairjtiiem]
but at times, they are not interested in that [@xation] or
they don’t understand what we say (Int.P-R16).

| observed that educated patients usually askestigns and wanted,
and received, more information. Physician-reseascivelcomed such

discussion and interaction as they then feel timphtient is not being

forced to enrol:

At times we do enjoy that counseling. Because wee hHa
explain each and everything, they understand alniosbt
50%- sorry 100%, more than 60-70% they understar a
then they discuss. And this is a good thing andchkwhi
probably keeps our conscience clear as well thathaee
been explaining each and every step of the tredttoethe

patient and we aren’'t enforcing treatment on théepa
(Int.P-R16).

Another physician-researcher reassured patientenpyhasizing the

necessity of research:
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Doctors have to work continuously on improving the
medicine and although it has shown beneficial tesmore
data is [sic] needed...they have tried it [the tdalg] on
5000 patients in clinical research, we need motiemis, and
just to, you know, validate the data. So, thougis i& study
but it's going to give you this benefit, you kno®o this is
what | tell them that okay they have opened, yoavkn52
centres in developing countries and now this is} koow a
very expensive [medicine] and is just a gift foruydyoul]
won't be able to purchase it yourself (Int.P-R14).

The pragmatism is considered “necessary” in thigeod and is based
on physician-researchers’ confidence in the triglamed benefits,

which | explore in Chapter 6.

3.1.5 Communicating information

According to the physician-researchers it is imgattto consider not
only how much and what information they give to pagients but also
how they communicate that information. For therasttiis integral to
the relationship with their patients. As one phigsieresearcher said
“People still relate to the concept of doctorshesrthealers and would

believe whatever is told to them” (Int.P-R19).

Enhance trust: Effective communication requires that patients feel

comfortable and are not apprehensive:

It is just that they have to feel comfortable witfe fact] that
| am not trying to give them something which isrgpto hurt
them it just might help them ,you know. So thatapt has
to be very clear and it has to be conveyed to #dtemt that
this is not any guinea pig surgery or any guingggpocedure
that we are trying to do (Int.P-R30).

Besides making patients feel comfortable, it isadlgumportant that
patients’ trust in the physician-researcher is ta@med so that, “they

know that you're not going to use them as guines-pand the
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patient’s wellbeing is important” (P-R19). This gtican be enhanced
if the physician-researcher talks to patients angidtechnical terms,

in simple layman terminology™:

I'll just make a drawing and I'll explain her thakay this is
like, this is a cell, okay, so if this drug is ggito act on this
receptor, so just imagine that a person is standaigin the
cell, half out, this drug is going to act on thiger side on the
head and then, you know, is just like a bolus ofifthat you
are taking the food in, it goes, you know, into te#l and,
you know, does all the functions. Keeping in mihdttmost
of our patients, you know, I'm dealing with are nwell
educated, so you have to, you know; bring yourdelfn at
their level (Int.P-R14).

Information in phases: Physician-researchers believe that giving

information to their patient over a period of timseetter:

If I am planning to enrol a patient in my trialkdi after 3
months, | will talk to them 3 months prior. So ettime the
enrolment time, you know, approaches they [are]allxgu
prepared (Int.P-R14).

The most important thing and | think the gist oistlwhole
thing, is that the patient should get each andyedetail of
the study, which is not possible in our setup. Evéth
literate [patients], because at times the scopgbeofrial is so
big that you cannot explain each and every bit..y@ohave
to split it into parts and you have to tell therapsby step or
when the situation arises you have to guide therordingly
(Int.P-R16).

Patience and physician-researcherinterviewees consider that
patience(sabar) is an important virtue. The physician-researcher’s
attitude to his or her patients impacts on theimownication. Most
patients seeking medical advice at these hostalson-literate and
unable to express themselves freely. It is impadrtan

[To] build a good rapport with patients so that e

comfortable. Whatever we are going to do with him o
whatever he is going to experience in the nexinssaths or



one year he must be knowing and should be comiertaith
that (Int.P-R31).

One physician-researcher (P-R5) felt it is paradyl important to be
patient and empathize with patients: “High rankedtdrs” tend to be
dismissive and condescending, saying such thingd am telling
you, otherwise go away and consult someone elde8.tBought this
as “the biggest problem”. Another said, if the “twctalks to them
[patients] nicely, and counsels them, then theisedse related
problems are reduced by fifty percent” (P-R13)thi information is
explained with patience and there is enough timen tmost patients
understand it, irrespective of their literacy ssatu
It is important to be empathic to patients and takes [to
explain].If we have fair communication skills, irhigh you
are able to communicate to the patient that whigttitat you
want to do, whatever level of education, they dasprand
are supportive. People are afraid of interventigesnple are

afraid of the unknown because of maybe the thirddyohe
fact that there is so much uncertainty around ¢RE.

Communication through relatives! observed that patients who had
relatives in the medical profession usually broutitit person with
them to the hospital to discuss their disease whth physician-
researcher, and when trial enrolment was mentiomexyld want

these relatives to discuss the trial with the ptigsiresearcher.

If the patient has a relative who is in the mediaat, if he
comes and meets us then we can explain to him,ifamel
asks our opinion then we can tell them and theyl wil
understand and then they tell their patient (IRE3).

Physician-researchers tended to encourage noatétgpatients to
bring an educated relative or acquaintance to theirsultations,

finding this helpful. Although, one physician-resgeer (P-R10) noted
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this may cause delay initially, she said in theglomn it is better as the

patient is more compliant.

| observed that ease of conversing with the eddcatdative
invariably resulted in a continuous dialogue betwde relative and
the physician-researcher that was interrupted whign the physician-
researcher wanted specific information about symgto or
medications. In case of most elderly patients ormew, the
accompanying relative reported these details aadp#tients did not

seem to mind that consultations about them tookepteetweermthers.

Sometimes patients who were eager to start thewaee encouraged

to talk to other patients in the trial, before corttimg:

[1] try to get them in touch with the patient wh® in this
[trial].It helps a lot when they share their expages. When
someone who has taken the medicine talks to them iths
understood better by the patients. | think threfoor patients

| have done like this and | have seen that theynaoee
comfortable than patients who just come and take th
medicine and get the details from us. There amaaoy tiny
things which they can share which we can’t telinth@nt.P-
R31).

On the other hand, in the experience of anothesiplan-researcher
(P-R19), if a patient has “decided to enroll” theasthing — no amount
of discussion - will change their mind. Affordabyliof treatment tilts

the balance “in favor of research”.

| also observed that patients come to these hésgiiam different
regions of Punjab and from other regions of thentgu This meant
that sometimes patients spoke a dialect or langddfgeent from that

spoken by the physician-researcher. In these ¢hseaccompanying
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relative, usually the husband or son, facilitatesmmunication by

acting as an interpreter and was often involvetthéndecision making.

If they [patients] are Punjabi speaking and if yalk in Urdu
[even then] they will not understand. The questioes not
even arise that any of them would understand argli$n
And if you feel that they are not able to grasgntlyou ask
the patient that if they have an attendant. Modthgy do
have someone who is educated or at least has dulig ia

understanding [Urdu] (Int.P-R22).

There is also some language barrier in our sociiglyt. And
there are few cases when like there was a Pathashtd
speaking, right, so we have to decide how we shaoold
explain this person, so we bring somebody who knows
[Pushto and Urdu], then we explain to him,[the $tator] he
explains to the patient (Int.P-R36).

| observed some interactions between patients ahgsigan-
researchers, where patients could speak neithar klsdEnglish. Ten
of these patients were Punjabi speakers and twenpat— one from
Khyber-Pakhtunkhwa accompanied by her son, and froen
Baluchistan province accompanied by her husbandkesgPushto,
though the patient from Baluchistan was able toewstdnd and speak
some Urdu. Both these accompanying relatives sflo&at Urdu, and
the husband of the Baluchi patient also spoke BEhgBoth the men
conversed with the physician-researcher and acsednt@rpreters.
Similarly in case of Punjabi speaking patients, nudghe discussion
was conducted in Urdu and English with the accomipanrelative,
who would interpret the concepts that physiciareaeshers were

explaining.

Gender and communication: Six physician-researchers (P-
R26,29,34,35,39,40), felt that an important factmfluencing
communication is the gender of the physician-resear and the
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patient. If both are of the same gender, especiallsase of women,

then patients are more at ease when discussingdisease.

One remarked that it is important to “be sensitvéhe customs and
practices” that are prevalent in the society owmesliin; “if women do
not wish to talk to male doctors then provisiongltuo be made for
them to talk to lady doctors. Otherwise in my exgace women will
not talk [to men]” (Int.P-R35). Another said thexee instances when
“they [women] don’t want to be treated by men [dos}; they prefer
that some female should attend them” (Int.P-R26)s Bpplies both

in the conduct of research and in clinical practice

If for example there is some [research] on gynamgoal
aspect then in that case we are mindful and havdeonale
colleagues deal with patients and we do not tatkadly [to
women] (Int.P-R29).

| observed that at three sites (B, C, and E) theaggology/obstetrics
outpatient departments did not allow men accompangieir wives
to enter the clinics. Men were required to waitstig in the main
reception; a notice pertaining to this was affixedhe wall next to the

entrance to the clinic.

3.2 Patients’ perspectives on information and undetanding

3.2.1 Understanding of research

The international guidelines state that for pasiermonsent to be
“valid”, patients must understand “adequately” thiormation about
that research. Most educated patients are cleardbaarch is toest

new medicines and that these medicineght treat their disease. As
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one said: “It is research in which they will betieg a new drug, if it

is not me then it can be useful for somebody éfgeRt.6).

| observed that educated patients understood HEnglisd some
understood the scientific terminology. They wereowledgeable
about their disease and the treatment they hadvescéo date. For
instance, one of these patients discussed his séisedth the
physician-researcher in detail and was aware of dliese of his

condition:

If my ITP [Immune Thrombocytopenic Purpura] does no
improve then he [doctor] will remove thdli [spleen]. You
see it [spleen] is eating my platelets. He [doctolfl me of
this research. By using this medicine maybe theespmay
not have to be removed and the disease may implrdwae
come because my doctor said that it will be berafit am
thinking that if this medicine benefits me, | dotr@ave to
have the spleen removed (Int.Pt.12).

However, when | interviewed him and another edutatgient, Pt. 14
soon after they were given information by the pbigsi-researcher
regarding research, both were initially skepticat ahesitant. One

said:

You see they [pharmaceutical companies] from thestWe
come to poor countries; they experiment on us aedpeople
as guinea pigs... But then this research is by thEAA
[International Atomic Energy Agency], so it must tediable
(Int.Pt.14).

When the physician-researcher explained the paiebgnefits and

minimal risks of this trial the patient agreed tod:

| do understand all that you [physician-researcheg]telling
me, [the test] is under study, it is not used iy aospital.
This [test] will help in the diagnosis of my probie You
[physician—researcher] are the doctor and | thiaknlin safe
hands (Int.Pt.14).



This patient was an engineer with a good graspcanse and its
terminology. Although he understood the trial, haswapprehensive
and wanted reassurance from the physician-resaaabbet the safety
of the trial's safety. When | talked to him latemd discussed his

initial reservations about the trial, he stated:

| have benefitted [from the trial]. | know that withey were
doing was like an investigative report, to colledata,
whether that machine is useful or not... | know tladt
medicines that come into the market do so aftengh&ested
and if they find that some medicine is not good Hioman
beings then they withdraw it too. There is conskffirt to
improve. | think if the test was dangerous then doetor
would have told [me]. No harm was done and | thimét it
(test) will be beneficial forkhalk-e-Khud [mankind]
(Int.Pt.14).

The other educated patient (Pt.12) had also read“lbinhochure”
(consent booklet) and was aware that the trial omeeliacts on the
bone marrow. But, he said, “My marrow is producpigtelets, it is
the problem with my spleen which is eating theme ¢id not enrol
because in his view the trial drug was not goinghtdp him:
“Experiments will go on, my body is tired, | do natant be the

gurbant ka bakia [sacrificial lamb]”.

Patients who had previous experience of trials, laad benefitted,
considered medical research as a means of findimgvbether the
new medicine is effective in treating their disea$kat is, tibbr
tehgqg [medical research]” is a scientific study to she effects of
new medicines and that it will “hopefully treat ¢thdisease]”

(Int.Pt.4).

| was told that this is researcteligqg) on a new drug that
may help in decreasing the chances of heart attatke
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doctors told me that | am eligible for this trial. | was then
given a consent form to read and after readingust signed
it there and then and handed the paper to the dddbov that
it is benefitting me, | am worried that if | leatlee medicine
then there will be ill effects (Int.Pt.3).

Many other patients, especially the non-literateespnconsidered
research to be “new medicine that is good,” aspatient put it: “My

[doctor] said that when some new medicine comdheémmarket so it
is for the good of the people, so in this they expent on you, and in

this no loss will come to you” (Int.Pt.25).

Most non-literate patients did not know that thegrevin a trial, or
else considered they were enrolled as a way oingetiew treatment
that will cure them of their disease. As one patgaid: “No, | have
not understood it is [research] (Int. Pt.31), {hédient’s husband, who
was educated and accompanied her on all her \asited:
This science, this technology is progress. The Iprob that
we [patients] have cannot be solved without thigdroal]
research. They [physician-researcher] said thatriedicine
is for this disease. It is to finish this [disease]that it does
not recur... If you use it then you will benefit thghu
temporarily you will have to bear [the side efféciswill be

upsetting, but it is better that you use it, youl wienefit
(Int.Pt.31’s Husband).

There were others who enrolled not only for thendenefit but also

that research will benefit other patients too:

There are two reasons for me to come for this rebed
asked the doctor if it will benefit me and for teeke of
insani humdard (sympathy for fellow humans) that was on
my mind too (Int.Pt.26).

My observations of consultations between patiemtd physician-
researchers showed that after narrating their sym@t non-literate

female patients accompanied by their husbands,dveay very little.
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Throughout the consultation, the conversation albibet patient’s
disease, its treatment and investigations took eplaetween the
husband and the physician-researcher. Later, whesked such
women about the information they had received, lhstize husbands

replied. For example:

The doctorszhib told us that this medicine has been checked

at many places [through many steps] and is now, hieie
good medicine. And yes, this medicine has bendfitte too
(Int.Pt.2’s Husband).

When | asked another female patient (Pt.11) if shd understood
what had been explained to her about the reseahghsaid she had
not, but her husband said he did, adding: “Researth find causes
and treatments for diseases. We want to know ifgéree is there, it

will be good for her sisters [to know]” (Int.Pt.5lhusband).

In one instance, however, | interviewed a nonditer couple
(Pts.24,28) and the husband, aware of his disbaskeealized that his
disease can be transmitted to his wife. When hipakites C was
confirmed, he had his wife’s test done as well aheén the test result
showed she was affected, he brought her to theitabsp be enrolled

in the trial.

| observed that sometimes patients were eager ad tte new
medicine. As soon as they had narrated their symptthey would
ask when they could start the medicine. The phgsicesearcher
informed them of the side-effects, the durationtteé trial and the
importance of following the protocol carefully. @tlwise, P-R31 said

if patients do not take the medicine as prescribdtie protocol or do
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not attend the follow up clinics to check the pexy of their disease,
the medicine that the patient has already takemasted and this is

wrong, given the financial constraints.

| have been told all about it. It is a new treatfam the
disease. [It is a] new medicine that they haveadisred and
they want to see now on patients. My slides wene alroad
to see if this medicine will work for me. They [dors] told
us [patient and husband] the various stages ofrdament
and | am following them (Int.Pt.15).

Patients enrolled in a genetics research underst@odesearch was to
discover the cause of their condition. Three ofséhepatients
(Pts.7,8,13) had some knowledge of science and awege that the
research is to study the connection between, asaide “genes and
disease”. They were receptive to the informatiomved and
realized that their participation will benefit othpatients with their
condition. “I know that it will not benefit me but there is some
benefit to anyone, any human being then there i®ason why not do

it” (Int.Pt.13).

This research is to know about why the diseasercetwand
what it is that caused it. | know what genes mediss
research is to find the connection between them tted
disease (Int.Pt.8).

Similarly, a woman narrating her family’s experiersaid that she and

her sisters had volunteered for this research Isecau

This will benefit others a lot. Obviously when ydo this
research on us you will come to know something, wail
convey to others that do it this way. For this cgad have
said we are always ready, day or night wheneveddtutors
require (Int.Pt.17).
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3.2.2 How much information patients want about resarch

The amount of information patients wanted was w@eiaAt one end
of the spectrum, three patients, (Pts.1,9,22) wramtead to join
research, considered detailed information unnecgsssing, “when

death has to come none can stop it” (Int.Pt.22).

What is there to know, | have tried everything avas told
that this is good medicine. | am not afraid; | sayhem that
we will see what happens. What is the use of wogyiow?
| always say we will see what happens (Int.Pt.1).

To some extent | want to know but not all the dstavhat
will I do with the [details]? | was given a pamphjeonsent
form] to read and | was told that 19% died butitiza doctor
sahib that iskismet[fate].l know that this is an experiment
and | said to him that we are all in an experimiefiight,
death has to come, | am not afraid of it (Int.RPt.9)

Five others (Pts.7,8,12-14) however, wanted motaildeThese were
patients who had some knowledge of science, knewe rabout the
trial, read up on the trial from the consent botfdem or, if they

were computer-literate, had used the internet.
| have always liked medicine; | myself did not gatoi
medicine. But | have an interest in it. Ever simdeve had
this problem then especially | do read up on ittalct when |
had it then | read all on the [inter]net, because doctors
don’'t have so much time to tell all. So, | read ahat it

[disease] is, how it occurs, what are the stagémtuws the
gradation (Int.Pt.13).

| observed this patient’s consultation. She wantede information
and had an interactive session. She was a qualieadher who
understood the medical terminology and was famwidh terms like
DNA [Deoxyribose nucleic acid], BRCA1 and BRCAZ2 gast Cancer
type | and Il susceptibility proteins], becauses skated “l read about

it, therefore | have some idea”. She understood dbenection
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between genes and her disease and was keen ttelstsardone for her
children. Other educated patients were also aweteparticipating in

their particular trial might make a difference beir disease.

| know that the medicine has been tested on aniavadsin
the initial phases on some patients. They neeceéoitson
many patients to know how good it is. The doctod $here
is no comparable medicine in the market; if theseno
benefit there is no loss [to me] too (Int.Pt.6).

It is important for me to know about this trial lasnderstand
and | know about my disease. The new drug acth@mhdone
marrow but my marrow is producing platelets it et
problem with my spleen which is eating them. | hesad the
brochure so | don't think this medicine will beriefne

(Int.Pt.12).

In a consultation | observed between a physiciaeascher and an
educated patient who was an electrical engineemymntachnical
terms, which were in English, were used with easkinvtheir spoken
Urdu sentences. When explaining the procedure, pghgsician-
researcher said;ap ko technetium 99%a tika dein gaye aur kuch
intervalskay baadgamma cameraeypictureslein gay [you will be
given an injection of Technetium 99 and at regutdervals the

gamma camera will take pictures [record images]”.

However, some patients, mostly the non-literatespiéd not know
whether they were even in a trial. One patien2@tsaid it does not
matter whether she is in a trial or not, so longh&smedicine cures

her, because she could not afford treatment otlservwinother said:

No, | don’t know [about research]. | understand thaill be
cured of this cancer. The treatment is very expensi have
been told it is one to one and a quarter lakhs2B.400
Pakistani Rupees]. The doctathib said that your problem
[disease] is very advanced. You will need a lotnafdicines
and you have to tolerate them. Then my husband ‘saiid
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hay [alright] we will do as they [doctors] say’ analso said
thik hay(Int.Pt.18).

Another couple (Pt.2 and husband) reiterated teaailise they could
not afford treatment and this medicine seemed @i so they

decided for the wife to enrol, and she has beeefitt

| observed that while non-literate patients werear@w of their
diagnosis, if they had accompanying educated velatithen the
relative was more aware of the patient's diseaséd @Batment
regimen than the patient, as for example the husbéft.15 had his
wife’s medical file since 2005. Three other huslsafaf Pts.5,11,31)
had more information about their wives’ diagnostists and treatment
history than the patients themselves. One of thess, Pt.31's

husband, knew his wife’s biopsy report:

Her biopsy showed that it was HER-2/neu-3 positi&gha
Khan Hospital [in Karachifid one of the tests and it was
HER-2/neu-3 positive and so the doctor sent us &edesaid
to take these blocks [tissue biopsy] with us. Tleeks were
also sent abroad so that the test can be perforamed
confirmed then the medicine will be given (Int.Rts3
husband).

Some non-literate patients recalled being infornagdut the trial
medicine’s side effects and considered that infionasatisfactory:
“We were told all. They [physician-researcher] stidt deafness can

occur, eyes too can be affected” (Int.Pt.2).

Enough information was given. We were told to takeain
precautions, what you have to refrain from, keeg th
medicine in a cool place; not in the fridge; nai tong in the
sun (Pt.2's husband).

When doctorszhib told me about it, he explained to me what
this [disease] is and how this medicine will tr¢atl don’t
know a lot but | know it is new and can affect mé bwant
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to start. You see my mother died because of italdtreancer]
(Int.Pt.23).

Another patient stated that although the physicesearcher had
informed him that the side effects were anxietyefeand vomiting,
he had benefitted from talking to his brother-imtlevho was already
taking the medicine. The brother-in-law helped Hoa “mentally
prepared for the side effects and at times betaljpee-empt them and

modify his regime accordingly” (Int.Pt.22).

3.2.3 Availability of physician—researcher

Patients stated that whenever they required adboet their disease
most physician-researchers were helpful. Patiewid the contact
telephone numbers of the physician-researcherskaed that when
they had to take any medicine other than the tiiab they should
contact the physician-researcher. “I have been w@btmll my doctor
sahib whenever | was unwell. He had said that if youayet disease

as cold etc. call me before taking any medicinat.At.1).

Patients felt confident that the physician-researcivas available,
either in person or over the phone. They felt thaly will be taken

care of and even given priority, in a busy hospital

When | would be unwell they had given their telepdo
number that if you require anything, any advicentibentact

us. They have all been very nice to us. Before thustor
szhib there was another one, he has looked after me very
well, with concern and if ever | need to ask | cbudall
(Int.Pt.2).

Some patients also appreciated that physician+#@ses working in

these hospitals had restricted amounts of timedmsultation and so
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they came prepared with questions. One patient3Psaid “I write
all my questions on a paper’ - a strategy that sdipr, and the

physician-researcher finds it convenient too.

3.2.4 Gender of physician-researcher

Five female patients (Pts.8,29,31,T and G.) raidedissue of the
availability of same gender physician-research@isese women
found discussing their disease with lady-doctoss/esnd two of them
were highly critical when seen by male doctors. @agent (Pt.29)
only came to this hospital (site C) because a fensalrgeon was
available and did not want to be operated on by aenuoctor.
Another patient came to a hospital (site F) thigkihe physician-
researcher “is a female surgeon”; had she knowvag not “I would
not have joined it [trial], this should be told tbe patient in the

beginning” (Int.Pt.8).

3.2.5 Attitude of physician-researcher

Most patients said their physician-researchersfua towards them
influenced their decision to enrol in the trial. Maoecounted that they
have come across generally “good doctors”. Theyrexigte a
physician-researcher who realizes patient’s fir@nkimitations and
wants to help, otherwise patients who “do not hiénat much money.
We could not do all this treatment ourselves” @hR3), and makes
patients “feel cared for, it encourages me to cwei with the

treatment” (Int.Pt.4).

Doctor szhib explained about this disease by drawing on a
piece of paper. He said that this disease is lijarasim
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[germ]. The new medicine hits on the head of thesng |
even asked him questions after reading the pamfgdetent
form]. The patient needs a sympathetic person &edis
happy (Int.Pt.9).

| was explained the disease by the dos&tnib with the help
of an example that paindu [villager] can understand so |
know what | have. ... Yes they told me that | adlve fever,
weakness and vomiting and | did have vomiting once
twice but it is the pain...I have talked to him [pltyan-
researcher] and he has told my son the medicineitfor
(Int.Pt.19).

The empathy and concern shown by the physiciarareser at times
seems to oblige patients to continue with the mesefor this reason,

despite certain problems:

You know how good doctors are at talking; everytimgo

with the idea of withdrawing from research he coces me
and so [l continue]... | would not mind coming indreently

but as | told you earlier, | have no one to accamyp@e to

the hospital so | have to request someone from the
neighbourhood to take me to the hospital. But yoovk how

the doctorsahib is, in the end he convinces me and | cannot
then say no (Int.Pt.26).

Another patient (Pt.4) narrated that after taking trial medicine for
more than a year there was no improvement, anichastshe wanted
to withdraw but the physician-researcher encourdggdo continue.

Now she felt she has benefitted.

Some patients also said that their physician-rebearhad advised
them about making life-style adjustments in ordecdpe better with

their illness and the side effects of the medicine.

[l was] counseled that it is important to stay husym doing
a job, so that the mind stays occupied and not yvtwo
much about this problem [disease] (Int.Pt.21).

| do a job on Hall road. They [physician-researshbrad said
that keep yourself busy. | have been taking tl@atment for
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5 months now and not taken leave because of tbislgm. |
am regular with my work and in the evening when my
children come back from tuition | keep myself busith
them (Int.Pt.20).

A few patients gave details of their experiencethwhe medical
profession. Pt.26 said she had a “soft corner'tliose who work for
the betterment of humanity, realizing, too, tharéhis an occasional

physician who does not deserve that respect, htntbst do.

| have always met doctors who are good. The doitor
Sialkot was the first one | went to after discomgrithe
nodule who advised me to go straight to the holspita
Lahore. She [doctor] did not do any surgery; [shelld

have, to make money.... | think the doctor shouldphel
decide, the patient is already under tension arkesds help
(Int.Pt.8).

There were however, patients who were criticaletain physicians.
Two patients (Pts.1 and 36) said they had “unimsgirdoctors who
did not provide satisfactory answers to their goest so they stopped
asking questions and did not follow any of thestractions. As there
was no guarantee that this “unfriendly doctor” wbobt be on duty at
the follow up, one patient eventually decided notréturn to the
hospital. When called repeatedly for her follow @md upon the
insistence of her family, she revisited the hos$pgital was “pleasantly
surprised to find a new and very friendly docsahib”. She went on
to say:
The first doctor | went to was velkaura (unfriendly). But
this doctorsahib is very nice and tries to explain all to me. |
cannot speak Urdu but he is still patient with in&ways do
what | am told. | can call him anytime and if thesenything

wrong with me, he always advises me. | am gladvel@me
here (Int.Pt.1).
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Concluding remarks

My analysis shows that patients have diverse utmwisigs of
research in general and of their roles within acdjgetrial. A number
of external factors influence the amount and marmienformation
provision. The outstanding factors are: patientduaation, limited
time available to physician-researchers to comnaiaiénformation
about research and physician-researcher’s attittmlgards the

information needs of patients.

Most physician-researchers perceive a correlatietwéen patients’
understanding of research and their level of edoicat observed that
most of the educated patients enrolled in trialdeustood the research
and its implications for their disease. They wererenlikely to be
aware that the outcome of research is uncertaiay Hioped that the
trial medicine would prove beneficial to them aatleast, would not
harm them. Their awareness of their disease madencmication
with physician-researchers easier and more infggctas these
patients would ask questions and had often alsessed trial
information from other sources. Some educated mgtieended to be
more skeptical of the trial being offered. Patiemiko declined
enrolment were educated patients from the higherossconomic

strata.

Non-literate patients, by contrast, are disadvadag being unable to
read printed information about the trial. They alenost entirely
dependent on the physician-researchers for the atmaoa quality of

information that they receive about a trial priorenrolling in it. Time
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for communicating information about research isreonger, in very

short supply in these hospitals, as | have shown.

Physician-researchers try to overcome the chalkefgdimited time
and patients’ low levels of education and undeditam by adopting
communication strategies that, in their view, suflie local
circumstances. When physician-researchers are dsonifi that a
particular trial will benefit their patients, thegct strategically,
knowing that time is in short supply, and will ‘f@i” the information
to what they perceive as the patient’s level ofarstanding. As a
result, there is quite a variation in the amountirdbrmation that

patients receive.

Besides accommodating variation in patients’ urtdedings, this
tailoring of information also serves to facilitatepositive attitude in
the patient towards the trial and encourage oruaeles the patient to
enrol, where the physician-researcher considers tii be in the
patient’s therapeutic interest. | return in Chapteto reflect on the
ethical implications of this, but wish to emphadeze the local moral
dimensions of this process, as articulated strobglypoth physician-
researches and by patients. This is that patiemss and rely on their
physician-researchers, and the physician-resea@reraware of this

trust and respect.

Partly in consequence of receiving “tailored” infation, | found it
common for non-literate patients to lack a cleadarstanding that
being in a trial is not the same as being presdrébb&eatment. Indeed,

some non-literate patients enrolled in trials sektoebe unaware that
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they were even in a trial, and when informed thmtytwere, they
showed no particular concern, for they equatedal“triwith

“treatment”. This raises an ethical issue of coviogi trial as therapy.
They knew the duration of the trial, which for thewas treatment,
and were aware of the possible side effects ofditug they were
taking. They also seemed satisfied with the amainnformation

they had received. The physician-researchers atssidered this
amount of information sufficient for these patienfss | show in
Chapter 6, the ethical dimensions of physicianaegsers’ practice
are dictated by two equally important factors -rtldeity towards the

patient and the context in which research is cotedlic
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Chapter 4

Decision Making

After the information about a trial has been comioated the consent
component of informed consent ensues in which asidecmaking
process follows before patients consent, or decfoen enrolling in a
trial. A criterion for valid consent, in additiolo receiving adequate
information and achieving an adequate understandimgluntariness.
Although the research ethics guidelines allow fonsultations with
the family they require that patient's decision dorol should be
determined voluntarily by the patient, him or hérg&/MA 2008, [
Paragraph 22]; CIOMS 2002, [Guideline 4]). Literaturom the
developing world shows that there is variance betwethe
requirements of the guidelines and praxis, regardiecision making.

Autonomy is usually exercised through the familyg &or researcher.

In this chapter | present my analysis of issueatedl to decision
making — the second process of consent - in thal loontext. |

highlight the many “spheres” involved in the deaisimaking process.
There are two types of decision-makers that my yamalof data
shows: there are those who rely on others-physigaearchers and
family (in this case gender has an influence)-ahentthere are
patients who identify themselves as independersideemakers. The
decision-making process is a complex interplay dfysician-

researchers, patients and their family, and isuérfted by such

external factors as patients’ dependency on thelyfaemd patients’
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reliance on the physician-researchers’ knowledgeadnility. | present
physician-researchers’ perspectives first, followdy patients’
perspectives. Where relevant, | integrate my oladems of these

processes.

4.1 Physician-researchers’ perspectives on decisiomaking
The analysis of the physician-researchers’ persmeoh the decision-
making process shows that at time it creates aiggie for physician-

researchers.

4.1.1 Reliance on physician-researchers

In physician-researchers’ experience most pat&skgheir physicians
for advice or to tell them what they (physicianeashers) would do
in similar circumstances. If the relationship betwehe patient and
physician-researcher is good then a trust developsthe basis of
which the patient requests, or may implicitly autbhe the physician-
researcher to decide for him or her. According t@ anterviewee,
patients who have been treated by the same phiysiesearcher for
15-20 years would “totally rely on us [the physrci@searcher] and

trust us to advise them”. This, she continuedpispmoblematic:

If the relationship between the researcher andestibs
strong and the subject [patient] is confident fie &bility of
the doctor], then | don’t think so there is anylgem. You
see | know them and they know me. | have treatethtand
their family for the last 16 years, which is a lofighe in
which they will know what type of person | am (PHR23).

Given their lack of medical knowledge, most pasebelieve it is the
physician, based on their expertise and knowledd® can guide

them best. This reliance is more manifest if pasieare not literate.
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Many patients accord God-like respect to doctossprae interviewee
said, “Doctor is all in all after God”. From theewpoint of most
physician-researchers, this trust and respect cangsothe reliance of
patients on doctors. Patients trust not only tipdiysicians but also
certain hospitals, because, “patients get such goadd at this
hospital,” said P-R18. There are times when, “[yoalld tell they
have not really understood [about the research], amthey are my
patients and trust develops and they would thendsayor szhib we

will do as you say” (Int.P-R25).

Certain socio-economic factors are key in influagcipatients’
reliance on physician-researchers to decide fomtloe help them
decide, chiefly, patient’s literacy and economiatgs. Whereas non-
literate patients want their physician-researchierslecide for them,
educated and affluent patients may ask their plasiesearcher’s
opinion but usually want to know their options befdhey ask for

advice:

The educated people [patients], [the] majority loér will
want to know their options and they want to knowatviou
think. But at the end of the day they will decidelee family.
But unfortunately a majority of the uneducated maority,
not all, - after the discussion say, ‘Doctahib what do you
think? Whatever you say, we’ll go along with itt(P+R20).

Physician-researchers considered non-literate rgatieto be
undemanding, to only want the physician-researtheto whatever
she or he can tweat the patient, whereas rich patients, who can afford
to pay for medicines, are more demanding. Howeregavernment
hospitals the patients are mostly poor and, as $9R&ted: “they are

so simple they will do exactly as [they are] told.”

128



We have to take [the socio-economic status] into
consideration and that is the most important thifmu know,

| think if the patient cannot afford any particukaeatment
and you are left with the only option of enrolmentthe
study, then | think you should explain [it] to thmatient
(Int.P-R14).

In the physician-researchers’ experience, patiee¢k advice not only
about the disease under investigation but abouerothnedical
conditions too — conditions which they (or a relaji may have.
Indeed, considering that a physician’s role israat the sick, they
expect the physician-researchers to give generdicaleadvice, and if

that is not forthcoming they may distrust the phigsi-researcher:

| mean, they know | am a doctor. Now, | have coniih \a
purpose. | need to take some [blood] samples, aach Ideal
with [other] medical problems; if we do not advigeem,
patients may think, ‘What kind of doctors are tleyare they
even doctors? Maybe they are not’ (Int.P-R25).

4.1.1.i Varied responses by physician-researchers

According to the interviewees, patients believe gitign-researchers
know what is important for patients’ health andsémuld be able to
advise and that to expect patients to explore radirtoptions and
decide themselves, as the practice in “foreign tgsi is an
unnecessary burden. As one physician-researcheer‘gdiny burden a
patient with multiple choices without being fortmemg with
suggestions?” She went on:
Nowadays, in America andbahir kay mulkounmein [in
foreign countries] the trend is to give 10 opticarsd then
[patient] is told; ‘Now you decide’. | think thissia very
wrong approach. | mean, as a physician you shoed b
knowing [know] what is most important for the patieYou
should give your input as well, instead of placihg options
in front of the patient - this is an option, sathss and so is
this, which one do you want to do? Patient doeshagt any

idea; she is already in a miserable condition. 8she go
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home and check on the [inter]net? What should sifeYtbu
should of course tell her the options, but whahes best for
the patient, you should tell (Int.P-R15).

An inexperienced physician-researcher who has tigcgraduated is
often initially overwhelmed by this sudden respbilgy to decide for

the patient. However:

As time goes by, you learn to take that responsitahd you
take decisions. You broaden your shoulders a ltiilanore
than they used to be and you say, ‘Yes this istrifecause
the patient will many-a-times, more than fifty pemt of the
time will say, ‘Doctorsahib you just do what you want, we
rely on you’ (Int.P-R6).

Some physician-researchers narrated that the awedtip and the
confidence between them and the patient deepetisi@agasses, and
the more they discuss the research with them. €kectation of
reliance then becomes a matter of routine for mysiresearchers.
An important concern for them is to avoid makingréwg [medical]
decisions”, lest irreparable damage to patient'salthe occurs.
Therefore, physician-researchers in effect perfamrisk-benefit

analysis before advising:

[This is] a difficult situation because they truse and rely
[on me] so | need to be sure. You are all in ajl yourself] |
may place myself in the [patient’s] place. | them lzack to
the drug and read up on the information providedthoy
company so as not to miss any point regarding tbe s
effects; | do not go blindly into it [trial] (Int4AR2).

Definitely if the patient is unable to decide thémuess, we
should consider ourselves in place of that patat decide
and think what should be done... because, if | dind any
problem with the trial - | guess, [in] these tridigere is at
least minimum 10% benefit which the patient is goio get
anyway, minimum lets suppose - so if he is unabldecide
or if she is unable to decide then probably we parsuade
him in that way (Int.P-R16).
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Six physician-researchers (P-Rs11,19,27,28,30,3dWweler, only
provideinformationregarding the trial and let the patient decideuabo
enrolment:
| only tell them that this is a trial and the betse&ind risks.
Our job is only to tell them [about the trial] andt what to
decide. | say go and discuss with your family amehtcome
and tell me. The decision is theirs... | ihakethem join then
it is possible that they will not come again andpdout. |

don’'t want to be in that position, where | deciade them
(Int.P-R27).

| observed that some physician-researchers explisiay to the
patients that it is difficult for them to give adei without being
partial. They explained the advantages and disddgas of the
research and asked patients to take time to disetisgheir families.
They gave their contact numbers to the patientse @hysician-
researcher said that after providing the facts,ubeally asks his
patients to go home and think about it, discush e family. But he
acknowledged that there are times when patientddiborce you to
take decision”. Nonetheless he considered thatisgradpatient home
to think is better, for if there is “even 50% ofvolvement from the
patient that helps in patients being more committethe trial” (Int.P-

R31).

4.1.2 Reliance on family

The family exerts an overwhelming influence on di-making.
According to most physician-researchers, it is cammpractice for
patients to follow the advice of the elders of taenily. In one

research trial about “20-30% participated in resieabecause the
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elders of the family were doing so, and this is own in Pakistan”

(Int.P-R23):
In some [instances], | felt, you see our commumstynot
educated especially women, that although | havéaexed it
all to her and she is agreeing, she has not realtierstood,
despite this, she is consenting and giving her clsample.
At that time, | think she [the patient] participsiieecause the
rest of the family members were taking part inrdmearch. It
was just that personal commitment [from her] wakilag —

it was more because ‘others are doing it so | &b’ (Int.P-
R25).

There are many instances, | was told, when patieotsult family
members and a joint decision is reached. It isciipfor patients,
especially women or elderly patients, to be acconguh by a
member(s) of their family. | observed that the pa(s) accompanying
the patient usually starts asking questions andairesn actively
involved throughout the consultation, unless théepa is a young
educated man or woman, in which case they were mteeactive. It
is rare even for a patient who attends these radsmtone to make a
decision alone. Most times, patients insist on pietming other
members of the family who are not present at thesglbation and

explaining to them what the physician-researcherdagd, because:
The majority of the patients, as | had already t@d, they
are dependent on their families or they are not litkerate.
They don’t understand their disease very wellhgy thave to

involve, you know, other persons from their famllie their
husbands or other family members (Int.P-R14).

4.1.2. i Effects of family influences

Physician-researchers considered that reliancéefamily has some
advantages in decision making. In circumstancegevtiee patient is

under stress, the emotional support from a relasverucial, and at
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that time it is may be easier for the physiciareagsher to talk to a
caring relative than to the patient. In keepinghwtihis, physician-

researchers usually take the family into confidence

What | have felt is that [patients’] families aremied. When
patients get their medicine and are having problgmsside
effects], so sometimes they [relatives] do come askl us
that how the treatment is going. ‘Will our patieyet better’
and stuff like this. They care about [the pati€ht}.P-R31).

Dependence on the family can be crucial, accortbnipe physician-
researchers, if a patient has received a diagrbsis can have a
devastating effect on the patient such that theg gp the will to fight
and get better. As one said, cancer is one suelasks that receiving a
diagnosis the patienthdth pzon chor dayd hay [gives up]” (Int.P-
R13). In these circumstances it is important thes tamily gives

patients the emotional support.

Reliance on the family is also beneficial if patgerare undecided
about whether or not to enrol in research. Theectimes when an

educated family member can help the patient unaiedst

Sometimes patients are double minded whether theyld
[enroll in a trial] or not. Then they consult thealatives who
are close to them...the benefit is that discussidpshelear
their mind (Int.P-R27).

Since the prevalent cultural expectation is that tamily will be
involved in decision making, physician-researcheosisider it is
necessary to counsel not only the patient but ‘gtee] two or three

persons” who are with the patient:

You have to know that people who are sitting wité patient
are going to be involved in the decision making.y®o're
usually counselling all of them at a time, not jtiet patient.
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But you, | mean, | do tend to tell them that theisien is
with the patient and that he or she needs to kndatvis
involved. And it's usually — mostly the concerntbé family
is that, you know, they want to decide what's biestthe
patient. It's not like they're going to refuse the@nt based
on their, their liking or disliking. They want what best for
the patient (Int.P-R19).

Indeed, according to most physician-researchersplpein “our”
society like to have long consultations and anvimdial making a

decision by him/herself is not the norm:

Our people in general are very dependent on edwr.oAn
individual taking a decision in any frame of life difficult

for them, men or women. They take combined, joint
decisions, believe in joint families, so that’s thay it's done
and you have to accept it (Int.P-R6).

In this “joint family” system it is usually the heaf the family who
takes decisions, as P-R39 said, “He considerssitight — even after
retirement he wants to be in-charge of everythilgbstly it is the
decision of the father that prevails. Undoubtediy,the physician-
researchers’ view, men have the main decision-ngalpower. |
observed that often women accompany patients tdoyben patients

are asked for their consent, these patients cotigiitmale relatives:

Exactly this is how it is, ultimately the decisitras to be
done by the man, females don't decide. Even ifefcample
she is the patient’s wife, she will ask his [patignfather,
brother- a male relative will decide (Int.P-R12).

This family-centric consultation not only operatesesearch but also
in clinical practice where although most times Wiend, it can
sometimes cause treatment delays. According to inteviewee,
“even for routine procedures too patients usuabyinto discuss with
their family” and the chosen option is usually wha family wants,

and so:
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Sometimes it gets frustrating because we know wghaght
for the patient but they come back and say ‘mydaitoes
not agree’. It is very frustrating. So decision mngkin our
setup, in our culture is a lot different. It's notade by
individuals; it's made by families (Int.P-R24).

4.1.3 Gender of the patient

The influence of the family is more prominent ire ttase of women,
who, | observed, were usually accompanied. Of thenty-eight
female patients | interviewed, only five (Pt.7,2331,35) were
unaccompanied, although initially three of them hdwmken
accompanied until they became accustomed to cotoitige hospital
alone. Invariably, husbands (occasionally the nreitnéaw)

accompanied married women to the hospital and umedarwomen

came with their mothers.

Frequently, the accompanying husbands made desigiegarding
married women’s enrolment in research, although edmnes only
after first talking to their wives. This is attedtéo by a physician-

researcher:
[A] study | have done in which males were also udeld —
that was a study of hepatitis. So, it's like fififty. Women
are always or 90% of the time they are accompardatifor
men 50% of the time they are not and 50% they're

accompanied. Men are usually making the decisiongheir
own. They don’'t need a second opinion (Int.P-R18).

4.1.3.1 Effect of women'’s education

Education level, according to the interviewees|uirices whether
women make their own decisions or allow, or expettters to decide

for them:
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| would again say that [with] those who are edudats a
little bit different. If they’re coming from unedated
backgrounds, unfortunately it's usually the famiy the
husband which is running the show. But see in alurce,
there’s a male dominance, fortunately or unfortatyat
[such] that most of the decisions are made by tladem
member. We here [in this hospital] make sure tiat, we do
talk to the patient one-on-one, in person and argxplain.
Whether they really understand or comprehend tioatson?
How much is their will or how much is their famity’ So,
yes, | mean, that's always a problem (Int.P-R20).

There are however, some exceptions, said a phgsiesearcher, if
the woman is educated, even if her socioeconomicistis low then

she will usually determine herself.

On the other hand, while illiteracy may be one oeawhy a woman
does not decide independently, some physician—igs®sa contend
that even educated women are sometimes unable ke thair own
decision, even though they know that with particwWlanditions it is

important to seek medical treatment early for aessful outcome:

| have noticed one very interesting fact about, kowow,
sometimes it doesn’'t matter if a patient believescertain
norms or practices but she will follow because symy
know, she will be forced to follow those norms. &g as
women from higher class are concerned, mostly lsecthey
are relatively more educated, they are more awérthe
consequences. They have more access to the medig, s
mean they usually come early and most of them they
understand what is happening with them, okay. Blltlisere

is, there is a minor percentage who in spite ohdpeiducated
will follow similar norms and cultural practices{lP-R14).

According to the physician-researchers, most némwiemen involve
their husbands (or mothers-in-law) in decision-mgkiThe reasons
for this in a few cases, as P-R10 said, maybe lsani emotional,

because, “the husband will mind™:



[Women] who are educated and they are working clhey

understand better and they just want [the treafinent
usually 60-70% are willing to do this [research]t about a
quarter or 30% want to ask [because of] things thia, ‘My

husband will mind these things’, so, then they wiantsk
them [husbands] otherwise most of them they unaedst
most of them (Int.P-R10).

4.1.3.ii Dimensions of dependency

Age, marital status and financial independence aféect women’s
decision making. The reluctance to decide withakireg the husband
is, according to this physician-researcher, natlgdttributable to low

literacy and finances:

She will say that let her husband come... it's a male
dominant society; it's a straight forward thing..ig also
economic, | think to some [extent] it is social amot just
economic, social brought up. It's nagainstthe women ...
their decision making is always an issue and [&bjam,
they are less decisive, it is rather easier wita than...
(Int.P-R34).

Nonetheless, financial dependence is an imporganof for women to
let men decide. The husband (or father) has tofagnd arrange the
medication, the transport and her lodging (if tleg from another
city).Patients may be helped financially througBaitulnvl
(Zakat/Islamic charity fund) — however, in most casesat tls

insufficient.

Financial factor is the most important. Even if theal]
medicine is free, then for their stay, food, tréngl all this,
who will pay [for] that woman, who is a housewifhe
cannot pay because twenty to twenty-five thousanpeles]
is the cost ... she cannot arrange for that monew Blee is
looking at them [her father or husband] does heysayor no,
will he bring this medicine for me or not, rightt,hie says yes
then it is [okay]; then she will sign, but if heeaonot then
she will not sign too...We also send patientsBaitulmal
[Zakat fund]... Also she depends on them because she has a
relation with them, trust on her husband or heept that
you cannot have on anyone else (Int.P-R13).
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Whereas [in] the developed world everybody hasrthei
insurance and you know treatment is no problemhbt it is
different - here it is ultimately the husband wisogoing to
afford ... because most of the patients who comestare
from lower or middle social economic class are deeat on
their husbands (Int.P-R14).

| observed that when most women patients were caliéo the
consultation room their husbands accompanied thesnwaere more
actively involved in discussion with the physicieesearcher than the
women patients themselves. The husbands not omsigused the
treatment options but also were able to discussstmeptoms. At
times a husband translated for the physician-rekear if his wife’'s
mother tongue was different from the physician-aesieer’s first
language. These husbands knew their wives’ medicsbry and
knew the treatments they were taking and had puslyotaken. |
observed one where after detailing the historyhef patient’s illness
and writing the advice in the patient’s file, thbypician-researcher
explained the protocol to the husband realizing tha husband had
understood his wife’s disease better than his wKé&hough the
husband was keen for his wife to be treated, héicatkp desired that
she be “treated by medicine only and not an op@ratiAppreciating
that the husband will make the final decision thgsician-researcher
therefore entered into discussion of the non-safgrersus surgical

options with him rather than the wife.

Those patients who come [to a government hospéed]
middle, lower middle [class] people and mostly tlaeg not
that educated. They [women] are the ones who staye
house, they are not working ladies. Generally tticude is
that they ask because they depend for their firmoocetheir
husbands... for everything they are dependent, spttiek
that this is okay [to ask] (Int.P-R28).
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Thus women, mostly want to consent to research aftéy consulting

their husbands and obtaining the husband’s peromssi

These patients, most of them are dependent on their
husbands; [it] is the husband who is going to dffdine
treatment, not the patient. Women who are marriady
usually take time to think about it and discussthwinheir
husbands], but women who are unmarried they tadetime

[in deciding]. But, [yes] they do go home and dssu.
(Int.P-R14).

The degree of dependence dictates the extent aflviewment in

decision making. Elderly female patients, would alguwant to ask
their sons whether they should take” tHisazi [medicine]”. In these
circumstances, the discussions were again betwhensbns or
occasionally daughters and the physician-researcheatients
contributed to the extent of narrating their synmpsoand listening, at
times intently, to the dialogue between their sand the physician-
researchers when the treatment or research prowasldiscussed.
One physician-researcher (P-R25) stated that “soumi@men are so
simple that they will do as [they are] told and eequestion, even
though they do not understand the protocol of tla.t This is, she
said, because men have the decision-making power raale

dominance pervades society, so usually women deledecision

making to their men-folk.

Many a times, it happens because this is our @ldfomen
are unable to take decision. They will rely on then folk,
even if they [the men] are much younger but thel hie

tell you that ‘No, the man will come and decidedan fact
sometimes one feels terrible because of this geiibes
because myself being a woman but you forget youn ow
feministic views and end up asking the same quesijmt.P-
R6).
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The general trend among women, according to thesipiay-
researchers, is to consult the family before theynmit to “even

giving a blood sample [for the tests]” (Int.P-R10):
At times women are not accompanied by their [hudbhn
say because they are alone or they only have daeighter
with them, that reluctance [to decide] is ther@djathey say

that ‘we will ask our husband or father’ and if yhegree we
will come back (Int.P-R18).

| also observed in connection with research enrotntbat when
physician-researchers told patients that their spgutests were also
necessary for a particular research project, melesa elderly, who
were mostly unaccompanied, would readily agree hieirtwives’
absence to enroll their wives. But unaccompanieth&m were non-
committal, stating that they would have to askrtheisbands first and
if the husband agrees only then would their huskadoll in the

project.

All physician-researchers had observed these pattef women’s
decision making. There are women who do not makiepgandent
decisions, and there are women who will initiallaw to enroll but
want to discuss their enrolment with their husbabef®re making a

final decision:

There are some women who would, you know, who don’t
want to make a decision about options of treatnaomng
with research. | mean, for most of women that’s moach
information.... that is being asked of them. Soyth&nt
someone else to take on the decision-making rolenean,
they just feel overwhelmed and they want other fetp be
involved in the decision as well. You know, they it want
the responsibility to rest completely on them...But then
there are women who actually do feel that, they l[dovant
to discuss with their [husband] before they takdiral
decision but they do have an opinion. They do gwe their
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initial approval and say ‘I do agree to this buwént to
discuss this with my husband as well.” And, you Wnaehis
may be accompanied by the sentence that, ‘If heesg’ll
give you my consent’ (Int.P-R19).

Although it is more common for men to make decisiéor women,
physician-researchers also emphasized that thisbassd on men’s
concern for women’s wellbeing. A decision is reatladter mutual
consultation, in which, “women usually have rough@f6 say and the
man would have 60%”, but in keeping with social mey the man
conveys the decision to the physician-researchbei@vthe latter is a
man).
You see, although I've said that the men have airkmh
role in making a decision, but generally their dem is in
favour of their women rather than for any lucratpugposes
or any other advantages risking their women. Tiherothing
is that in our culture, generally, conversatiorb&ween the

two males. So they may have a say but that say is
communicated through [husbands] (Int.P-R17).

4.1.3 iii Implications for health and trial partigbation

Some physician-researchers talked about the distatyes of
women’s dependency on others. One of which is thateduces
women’s chances of being approached for enrolmnt trials that
are not gender specific. It involves extra work atithe when
physician—researchers have to explain everythinthéohusband or
father before asking them to allow the woman t@mknn such cases,
the husband may assent to his wife being enrolled physician-

researchers would rather avoid the extra work:

I think mostly men [are enrolled] than women. Mere a
mostly forthcoming, partly [because] they are mebind
they can get to hospital on time, and probably wotead to
have somebody available to [bring] them. Transpionas a
cost, at times drug companies do fund their visiis even
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then it is matter of [a] fair distance, it is matté [a] full one
day. Men try and find things to do while they amndhe city if
they are not from here [Lahore]. Women have difiere
requirements too and they are less contactabley Tiage
difficulty in complying, partly because you seechese the
literacy rate of women is less, the ability to cmwe and
explain to them is, is more difficult, and heretfait hospital]
they would want to have signed consent form, after
consulting the husband, that adds another dimengmhave
the husband come to the hospital. Or [for] the cdlotd say
[to the husband], ‘This [the name of the medicisejvhat
your wife is having’, and then to explain. All thisakes the
researcher uncomfortable (Int.P-R9).

Physician-researchers were of the opinion that worsigould pay
attention to their medical needs. In their expargewomen, especially
in the rural areas are either ignorant or, as nteviewee stated “they
don’t even care for their illness or treatment bgoator”. There is a
social element to this and that is that “femalesusthnot go out of the
house; she should stay at home and just do their thhmg, home
therapies” (Int.P-R10). This, staying at home omastraditional
“home” remediegdes ilgj) results in patients seeking medical advice

very late.

Many times patients seek alternative types of headlvice — such as
consulting traditional healers likbakms (practitioners ofunan:
(Greek) medicine) or solely going falum darid (spiritual healing)
and when these remedies fail then these patierdasén) come for
medical treatment, but sometimes “it is too lafEhiere are instances
in physician-researchers’ experience when femaiena ignore their

disease:

In our practice, we come across these, sort ofmaoor
practices- self proclaimed cultural values, okaynarms like
women going tdhakmsand, you know, or women not telling
their husbands or their families about, you knoWweirt
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[disease] .So, it is a very sort of complicateduéss.they
come too late, yes, when it's too late... they anedd to,
you know, do these practices [of resorting to aHéve
forms of therapy]. Sometimes women do understaatittiey
should come to a doctor but their family memberstpam
under a lot of stress. The pressure comes fromlyaamd
especially from the husbands that she should $eshakm
or dum dafid (Int.P-R14).

Many times women are deterred by family circumstanto seek
treatment. Te#l physician-researchers said it seemed as though
women feel guilty about being ill and do not waat kother their
husbands, who are already trying to make ends riéelse women
feel that the burden of their treatment will add ttee husband’s
financial stress. As one interviewee said, “in gutture, somehow
females are more docile [and] passive and do natt i@ create

unnecessary anxiety for their husbands” (Int.P-R17)

Some women also fear being abandoned by their hdstiafear the
negative reaction of in-laws if they learn of worsenlness. One
physician-researcher (P-R15) narrated the storg gbung woman
married for six months and recently diagnosed Wwrtast cancer. The
patient requested the physician-researcher nastmusk anything with
her husband as she felt it would have a negativeaatnon her

marriage, especially if he was expected to findreretreatment.

| observed a similar circumstance when a patierd tvd undergone
treatment said that she herself had financed kattrent (she was a
teacher) because her husband, himself not very aalld not afford

her treatment. In view of such experiences, phgsicesearchers

believe:

% p.Rs:10,12,14,15,16,17,25,26,29,28.
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[It] is necessary to change these norms or thesetipes —
and it can be done by raising awareness, by massatadn,
otherwise | don’t think so... But you see the ecoromi
reasons are there too. Husband would go for thepsre
treatments and alternatives and by the time theyec us it
[the disease] is really advanced. We ask them wtyydu
delay it and the husbands just look confused...aydvsa
have been showing them to this person or thaiiRt14).

There are also times, the physician-researcheis\shien the decision
made on her behalf is not the one that patient dvbiave made, but

she will not overturn her husband’s decision:

Many times | can tell that this is her husband’'sisien and
not the patient’s. Ultimately, you see, it is thettgn consent
and she goes for that [what the husband wants].eTisenot
much we can do. Even if we ask them that if youndbwant
the husband [around] we will counsel you [aloneg d@nen
you can give us the consent. They feel that byagpéeing
with the husband will ‘cause problems for us, amily life

will be disrupted’. And so they go for that decrsi¢int.P-
R28).

Similarly another physician-researcher reported:

Well, you know, like | have told you, that | hadnee across

a couple of times.... a situation where the patieabted to
take part, but the husband did not, just becausthdaght
that we are experimenting on her. That's the ,end
unfortunately You know, [you] cannot actually force them.
You know your duty is to explain to the patientagkhis is
right and this is wrong, and now it is entirely tgpher and it
does not matter if she is dependent on her husbafadl,
unfortunately it is just like that, you know (IntfeL4).

4.1.4 Independent decision making
Although the general social practice in Pakistanoermages family
decisions with mutual consultations, physician-aeskers did report

occasions when patients took independent decisibnese patients

were usually educated patients, mostly men, butes@ducated
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professional women, realizing the benefits of atipalar research,

decided independently:

Men are usually making the decisions on their oWney
don’'t need a second opinion. They [men] don’t haueh
fears. They are making their decisions. We arerttpone-to-
one discussion and they don’t have any fear, thera
difference...they arenore in a position of making decisions.
Also with women | knew certain women who were ededa
and, sort of, independent. They made their decssidmt.P-
R18).

Most physician-researchers hope that after theg paovided patients
with information about the trial and discussed vatd concerns with
them, the patients will understand the benefitshef trial and enrol.

However:

They [patients] have their own cultural, socialomamic
problems and feel restricted. Quite lot of the titmey will go
by what you want, many-a-times they will refuset théhat is
their prerogative (Int.P-R6).

| gave this [patient] a lot of my time and explainall the
benefits that he will get and | was sure that thal will
benefit him but then after two days he calls me saygk he
does not wish to enrol. What can | do... it's decision
(Int.P-R2).

According to other physician-researchers, patientggeneral and
women in particular need to reach their own undexinhg of the
significance of early treatment for their diseasg&hout relying on
others to decide. Sometimes, in clinical trialsré¢hés “a narrow
window” for research enrollment as a result of vkhicis necessary to
obtain a patient’s consent “there and then”, last opportunity for

research enrollment is lot.

37 See Chapter 3, section 3.1.3.
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Educated, professional/working women do make tbein decisions

but compose a minority of all women:

Approximately 10% women are very open in front loéit
husbands as well, and they take a decision righitoimt of
their husbands. | ask ‘would you like to ask ybusband’,
so she said ‘why should I, you know, it's my probleit is
for my benefit not his’ I mean there in their pnese they
[women] say this. So these are those women wholdeéral
(Int.P-R15).

However, physician-researchers vary in their vi@alssut how many

women are able to decide independently:

Well, | think again if the patient is literate, ghe can
understand, you know, the nature of her diseaseg thaink,
and | have seen these patients, you know, makimg th
decision without involving anyone else, even theisbands
for a particular treatment. Yeah, it's like betweg®40%
[of] women (Int.P-R14).

In another physician-researcher’s experience, acatdd 30% of all

women decide themselves:

Mostly it depends upon the social setup and theaten of

the patient. If the patient is educated and if evhe
socioeconomic status is not good then people [wdraen
there who can [decide]. But in majority of the casehere
women and people from low socioeconomic status ¢dme
guess, yes it [independent decision-making] isefa#d], |
guess very safe guess would be 70% do not [decide
themselves] (Int.P-R16).

In contrast, another physician-researcher condgctan trial on a
diagnostic intervention thinks that all her femalarticipants make

decisions without requiring their husband’s consent

You see, patients, even if they're from the lowdueated
class, they do realize that cardiac chest paionseshing not
to be taken lightly. You see? So | don't think tigsue has
ever arisen. As far as | have come across wometedile
themselves; they do not need to, you know, get sbra
formal permission from the husband (Int.P-R22).
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4.2 Patients’ perspectives on decision making

This section on patients’ views about how decisiaresreached adds
an extra dimension to the understanding of the exdnal and
relational nature of the decision-making processhbws that, with
rare exceptions, patients consider it important cansult their
physician-researcher, other physicians known tanthed sometimes
their primary physician. It is also usual for thémconsult members
of their family especially for women to consult thleusbands or, less

often, other close relatives.

4.2.1 Reliance on physician-researcher

Most patients were of the opinion that althoughsliould be the
patient’s decision to enrol, patients need theyspiian-researcher’s
help with decision-making. They said that their gibians know more
about medicine and the disease then they do amddstize physician-
researchers’ opinion that patients cannot decideeal They added
that they trust the physician-researcher to do whain patient’s
interest. There is an implicit assumption that,oag patient put it,
“Whatever the doctors do will be good for us.” Anet patient who

was accompanied by her niece, said:

It [should] be [the patient’s decision] but | dotnknow
[about medicine], | cannot read, so | have to mhywhat
they all [doctor and siblings] tell me. If the gatt is not clear
then she cannot decide. | think that we all nedg hden
[one is] not educated, it becomes difficult to decialone
(Int.Pt.1).
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When relatives accompanied patients | noted they tbo tended to
rely on the physician-researcher to decide aba#areh enrolment.
In these cases, the conversation was mostly bettheehusband and
the physician-researcher. The husband (or otheative) usually
agreed with the physician-researcher and then,nas(mon-literate)
husband said to his wifetHik hay[alright] we will do asdoctor ghib
says”. In another instance, the physician-reseaiofi@med a couple
that “there is more than seventy percent chang@wof[patient] being
saved. The disease has not spread at this poihiy Twere then
informed of an oncology trial; the husband (who vealsicated) felt
encouraged and he said to the physician-researdier,will come
back [after discussing it].” Another patient accanied by her father
said:
You see | had to discuss it with the doctor [phgsie
researcher] as he knows what is good [for me] dnd t
medicine but | also discussed it with my husbandamted to
take part but there was family planning to be odersd,
because | was told that when | am taking this nmedid

cannot get pregnant, so | had to discuss this iith [the
husband] (Int.Pt.4).

The father stated that they come from Gujarat fiss trug, and that
he did not mind bringing her, for “she is my onhjild you see and |

will do anything for her health”.

This reliance on the physician-researcher condgdtie trial is also
reliance that extends to others. Patients often tartheir primary
physician, who is different from the physician-r@sder conducting
the trial. One patient who had just been givenrmiation about a trial

drug for his condition informed me that he wouldaiiss the trial with
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his primary physician who knows his medical hist@yd so can
advise whether the trial drug will work or not. ®thpatients also

relied on “their doctor”, meaning their primary fghgian:

| discussed it with mydoctor shiba [primary physician]
because this doctor ghib [the physician-researcher
conducting the trial] said if you want to, thenktab her
[primary physician]. You see | trust her advicehe $s lady
doctor who treated me when | had my first heagckit| was
in a very bad state; | did not think | will make All through
the night she and the nurse were in the ICU [Inten€are
Unit] and | felt as though it was an angel who weere, she
was very sympathetic. | have great respect for ¥eu see
how can | not trust someone like that? She talledhis
doctor sazhib [physician-researcher] and then told me it
[participation in the trial] is okay. So | decidgtb enrol]
(Int.Pt.6).

There were also patients who wanted to discusarasesnrolment
with other doctors whom they knew and trusted. &wample, this

patient who was a dispenser, stated:
| asked others too, because | am a dispenser sow kome
doctors and | trust the doctefhib at my BHU [basic health

unit]. | discussed with him. He said why not try it it is
being done at Mayo Hospital, then it must be gdotdRt.3).

Patients reported that they have confidence indé@sions of their
physician-researchers or another physician, becausk physicians
(or physician-researchers) have more medical kroydethan their
patients:
No, it should be the doctor's decision: she has emor
knowledge about the disease and medicine, the dadtases

and of course it was my personal decision too m&elded to
be told what it is that | should do (Int.Pt.6).

In addition, patients consider physician—reseaschembe instruments

of healing and respect them for this:



In the whole society few people have been choseAllay
and given the knowledge to be able to help the spaimd
troubles of humanity. | know not all doctors aret mostly
they are good and those are really the people whavarthy
of respect (Int.Pt.26).

In addition [to my family], | always do as the doctasks
because | think that they have worked so hard tmoine
doctors so they have so much knowledge that theycaee
diseases and treat patients like me (Int.Pt.1).

4.2.2 Reliance on family

All interviewed patients remarked that they diseastheir disease, its
treatment and trial options with their families. ¥vbas a few stated
that they determined research enrolment for therasebnd then
discussed it with others, such as their husbamgnpaand sometimes
siblings, most decided after discussing with thmilg which for

married women usually meant the husband.

When an educated literate relative accompaniedlitemate patients,
invariably the physician-researcher would commumeicavith the

patient through them. In my observation the phgsigiesearcher
wrote details in the patient’s file, and then expa the trial protocol
to the accompanying relative. The physician-redearalso wrote the
names of tests and medicines, in English on a tadgpiescription slip
and handed it to the accompanying relative, wha tredayed this
information to the patient. In this way educatedcaamepanying

relatives acted as interpreters of medical inforomaand the technical
language in which it was described. Most non-lieerpatients felt
comfortable with this arrangement, because othenthey would be
unable to answer the many questions they were askexfollow the

protocol instructions. As one patient from a nearitipge said:
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| ask the doctor to explain to [accompanying brdthiee is
parha likha [literate]. | can't understand everything. They
then tell me in Punjabi. | never come alone to hbepital.
My brother and, at times, my husband accompany Buoé.
because he [husband] is a labourer and if he cahess he

misses alihari [the day’'s wages] and we can'’t afford that so

today my niece who works at INMOL [Institute of Near

Medicine and Oncology, Lahore] has come with me

(Int.Pt.1).

Most trial enrolment decisions are made byhnmi muslawarrat
(mutual consultation) between spouses and also woiitler family
members, though this observation was applicableeniorcase of
women than of men. When Pt.2 was asked if she Ismdissed about
trial participation with somebody before deciditggr husband, who

appeared worried and concerned, replied instead:

Yes, we discussed it with the elders. | discussedith my
mother and father-in-law and my elder brother. Werev
worried about her [patient’s] life, that this canshould be
cured, because at that time it was the only thimguwr minds
thatwe should get better no matter what the medicindlis.
of them said if it is good then you should go torHopefully
the medicine will cure (Pt.2’s husband].

Q: Your wife?
Husband: Yes yes, my wife.

Patients stated that it is always helpful to disctieir options with
family, especially those close to them. If a relatcomes with the
patient all the way from the village to the cityth® hospital, then this
shows that they are concerned about the patiergifare. In these
circumstances the advice given by the relativeorssiered important
and is valued:

Bohat zida faida hotz hay [it is very useful], you should

consult. The patient does not know so much. Therani
uncle of my husband with whom he [husband] disalissel
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he [uncle] really understood how serious it was addised
that treatment has to be taken, so | came (InfLpt.3

According to a few patients it is indeed very diffit to decide
because the patient knows so little about the desedut when
someone explains what can be done this helps ‘@mddose which
way to go”. This was similar to the experience régab by physician-
researchers, that when patients hear they havesccémey need help
and support from their families. Patients, who wdnto enrol but
were tentative about the decision, found that fasulpport gave them
the confidence that they are making the right deciby choosing to
enrol. A patient, accompanied by her sister, expldiher sister’s role
in her recent decision to enrol:
The patient should be told all the details...busitmportant
to discuss with the family as they will be concetnealways
discuss everything with my elder sister. She hanlibere
ever since our mother passed away. It was heridacsd |
followed it. | knew it was for the best. | decid&xlgo for the
operation because she [sister] encouraged me thintkinow

that if | had not come for the operation my cangeuld have
been worse (Int.Pt.8).

This patient, like other patients had tried altéentherapies, seeking
spiritual healing qum darid) and consultinghakms mainly to avoid

surgery’®

Sometimes decisions are made by the “head of timdyfa As this

patient explained:

In Pakistan the head of the family is the husbaral wife
must follow the husband. But sometime for big isslike
decisions about marriage or some other family sdike in
joint-family system we follow our elders. Like, lave an
elder brother, whom | consult. Not only consult, weél

38 See also section 4.1.3.jii.
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follow what he says about children’s education aratriage
issues. But it's not that it is by force — it i®tivay it is, like |
was told to bring my sister for research, she lwadsk her
husband. If he allows her then she will come otlh&wt’s up
to them (Int.Pt.37).

A week later, this patient’'s (Pt.37) sister came fer tests and,
following up on the comment made by her brothelieral asked and
she affirmed that she had obtained permission tnemhusband. She
added that sometimes “he sticks to his decisionitaisdvery difficult
to make him understand but | have learnt how td wéh it. If | want
to do something then | talk about it and sort @gare him and finally
bring him around to doing what | want”. Other womegported
similar forms of negotiations with their husbansiying that although
their husbands are the main decision-makers mamgstihey are not

unreasonable.
4.2.3 Gender and decision making

Most of the female patients | interviewed wereha bpinion that it is
important for them to consult their husband, ornrtiparents, if they
are unmarried. Although one reason, as stated abmelg female
patients consider it is essential to talk to theisbands or family is the
emotional suppoft they get, another reason is that one can get a
broader perspective. If the husband decides orshd$gide then the
decision-making process is easier for wives, eveudh there may
not be many options to choose from:

A person does nothing and goes into depressiortingdor

death to come. That [death] will come either walye Detter
option is that you go for the treatment, as | wagised. You

% See section 4.1.2.i.
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see then there is hope [for a cure]. | think itbetter and
necessary for family to help the patient. Like ids#he
patient is very disturbed, so this [advice] fronerth [the
family] is very useful, otherwise they may not gfor[
treatment] (Int.Pt.31).

Patients, especially female patients, like the igs-researchers
earlief®, also consider that financial dependency is a ifiigmt
factor: “you see the husband has to be consuldfter all he is the

one who bears the cost of everything; | do not’e@dm.Pt.1).

One of the patients (Pt. 4) with a disorder forathihe trial medicine
is a treatment told me that a woman in her neighimd in Gujarat
suffers from the same disorder, but is unable tolen the trial as her
husband cannot “afford to bring her to Lahore, e $ taking
whatever medicine is available from the local doctavoh ka karey

[what can she do]?”

Most patients were of the view that for all womeggardless of their
education level it is important to have a husbamatgseement to
enrolment. If a woman wants to act independent ef lusband’s

wishes, he may withdraw economic support. For examp

| discussed it with my husband, he had to suppat m
cannot do all this alone. | did make decisions bet
supported me. When it was time for operation | $ald not
want the breast to be removed completely, onlyttimeour.
Doctor sazhib said it will be a long process but he [the
husband] supported me. He looks after all my médntags.
You see, even if you are educated it is betterigouds with
your husband — they can see things in differemmtligfter all
he is your life partner. He has to look after young you and
take you, money has to be spent. If you don’t disand say
| wantto do this, then he’ll say ‘thego and do it [yourself]’
(Int.Pt.15).

40 See section 4.1.3.ii.

154



It is not only the financial support that is essdnas these women

lack independent means, but also emotional support:

It is necessary to consult the husband. If sheidpgtis
married then you should ask the husband; involve th
husband too. It is important as it gives you thefickence [to
deal with the disease]. | needed to consult withhmgband
for | needed the support and it is also that hethiasy also. |
am not much use now and | am completely dependehtro
(Int.Pt.9).

During my observation of Pt.15, the husband wa®erging of her
decision to enrol and take this medicine. He hadntamed a
meticulous file of his wife’s medical records amdatment schedule,

since 2005, the year of her diagnosis.

In my observation of another consultation | askedavite, whose
husband was also present. “Who usually makes desisin the
house? She replied, “He [does] and then informsfribe decision.”
To this her husband replied, “This is thievgj [tradition] in our
village”. Another patient was of the view that #rmhusband had not
given the permissiontay fair nalr karna [then | would not do it]”
(Int.Pt.23), but adding that her husband encourdgedo do what the

physician advises.

Non-literate women and those from other provincgged more on
their husbands. These patients are not fluent & UWhdu and the
accompanying relative interprets from their proah¢anguage. One
patient (Pt.11) said that she relies on her huslecantpletely. Earlier,
this patient had cancer of the colon for which sles operated in

Quetta, and her husband was with her throughout.
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The viewpoint of the physician-researchers, repbaigove’* was that
local gender norms are such that it is not a fyidior women to
attend to their ailments as soon as possible,qodatly in the villages,
although women living in cities too delay seekingditcal advice.
These interviewed patients too stated the samegane a number of
reasons that these such as there is no time, tedyuay with looking
after the house, kids and husbaidhenthey get a chance or feel
really sick then they come to the hospital-as osgept said: “this is

what we [Pakistani] women do:”

| did not pay much attention to it. First | did rtatk about it

to anyone.... then | talked to my husband and hel3bidke
you to the doctor. He took me to a lady doctor whbere in
Choublirj7 [a locality in Lahore], and she said this is not
something she can treat. At that time it [nodulepva bit big
and hard [in consistency] also. She said you shgoldo
INMOL. Then my husband took me to INMOL and they
made my [registration] card and the check-up thintexl
(Int.Pt.31).

There were patients who considered that the firedision about
enrolment and treatment should be made by patibotsas one said;
someone needs to advise as sometimes patients tdealize that
delay in seeking treatment can have serious coesegs. So they

need that support; patients cannot be left on their:

I needed some support and help. Help in the séasevhat |
am doing is right. It should be the patient’s diecisbut they
need help, as | could not come to terms with it tHead this
cancer and always asked, ‘whye’. My husband has been
very supportive. You see, sometimes we make mistake
was initially reluctant to accept that | have can¢eavent to
hakms [traditional healers] and also for homeopathis
was because | wanted to avoid operation. Then nspdmd
said we have to be serious and he brought me Batet was
late when | came here [site F] (Int.Pt.5).

4 See section 4.1.3iii.
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This patient then narrated how she could not gagheugh courage to
enter the outpatient clinic. This, she said wasbtam the fear that it
would turn out that she did indeed have cancers Tear was
compounded by the fact that her mother died of @garend she had
been advised not to go for surgery as “then thecerawill spread

faster”. But her husband insisted and brought t&iéiné hospital.

During one of my observations of an interactionwssn a female
patient (Pt.T) and a physician-researcher, therapanying husband
invariably provided the answers to the physiciasesgcher’'s
guestions about the disease or about whether tleewauld like to

know about the options for treatment includingltparticipation and
affording “good treatment”. When | asked the pé&tiwhy she did not
answer the physician’s questions, she replied, [tisband] knows
about my disease, so he can tell.” Later, thisepaijPt.T) told me that
her husband does not always make all the decislmrtssometimes
she does not want to be burdened by having to ndakesions as
“once when | had an ectopic pregnancy, | was iresepain when |
came to the hospital the doctwihib wanted to remove th&ubein”

[fallopian tubes]. My husband asked me and | s@d, as you feel

right.”.

4.2.4 Apparently independent decisions

Most patients were of the opinion that ultimatdig decision to enrol
must be made by the person who is ill. Althoughdgeision is rarely
reached independently, the patient’'s willingnesstdke the trial

medicine and follow the trial protocol is a neceggarerequisite to a
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successful trial. If the patient is not convincéaat the benefit of the

trial they will not adhere to the protocol:

Because, see if | were not in it because of my awcord
then as in the early days | felt terribly ill. [at] vomiting
and fever. | would have left the treatment themm in it
because it is myarirat [need] (Int.Pt.22).

Though a few patients said that they determinedetwoll by

themselves, | observed that they needed reassufandhis from

either the physician-researcher or the family. &ample, one patient
(Pt.14) said that it was his decision to enrolddrial to investigate a
diagnostic test to rule out acute coronary syndrotvecause he
understood the importance of undergoing this tésnithe physician-
researcher explained it to him. However, | obsertlet when the
physician-researcher was explaining the detailthefdiagnostic test,
Pt.14 was initially unsure and said to the physigesearcher, “You
are the doctor and | think I am in safe hands”. Tdtgsician-

researcher reassured him and then he consented.

Although educated patients wanted to know the Idetéhitheir disease
and possible treatments so that they could deternvimat to do, they
relied on their family for support to reinforce thdecision. As this

patient, who was a teacher with an interest innegesaid:

No, definitely it will be my decision; | am verydependent
in this. But it is also important that | discusgddnthink my
parents will be 100% willing for me to go for thigsearch.
They have a very positive thinking. | am also velgse with
my brother so | will talk to him too (Int.Pt.13).

Another patient said that it was her decision tamknshe was the one

who was ill, so the decision was hers too, thoughfident in the
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knowledge that her husband will support her. It \Wwas nature, she

said, to be independent:
| do not want to be dependent on any one, everormal
life. Others may ask me for help, but | try notask for help
from, or as little as possible, others. It is jost nature. You
won't believe me that when | was to have the syrgecame
myself, stayed in the hospital the night. | hadthi tests
done myself. There was no one with me. The nextl dayne
in at, 1 think, 9:00 am. | was admitted and at ®»m| was at
home. No one believed it that | had surgery donby Wake
a big issue of it... | am the one who is ill so if who has to

decide whether | want to do it or not. He has dolywpend
the money and so he should.

Q: What was his reaction?
A: He was willing — hundred percent (Int.Pt.17).

She (Pt.17) however, relied on her brother, who amasoncologist
abroad, for advice. In fact she said her treatnieritemote control
treatment”
When | came to know everything then | discussedyghimg
with my brothers; you see they are doctors tocefdeshd on
them a lot, to get some moral support and theyachise us
[she and her sisters] better. Obviously they cdh us
[beforehand] that now you have to do this and theslicine

is better. We [all the sisters] send all our repdd them
(Int.Pt.17).

Concluding remarks

The decision-making process is complex and infladnby socio-
cultural factors. The many “spheres of consentthe local context
include the family or husband and physician-redeas: All patients
rely on both their family and physician-researchéss decision
making, albeit for different reasons. Patients refy the physician-
researchers because of their knowledge of medamadetrust that the

physician-researcher will act in their best inter@atients rely on the
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relatives for emotional, financial and logisticalpport. This is based
on trust between the patient and their family. IMwaslim society, the
role of the husband (and family) is fundamentalthe process.
Permission from them, prior to enrolment, espegialicase of women

Is recommended, as | discuss in Chapter 7.

Regarding physician-researchers being asked taledor patients, |
have identified two responses. In one, the physicgsearchers
consider they should decide or help decide forrthatients, keeping
patient’s best interest in mind. They consider bardg patients with
information without advising them to be a “wrongoapach” which is
an excessively detached attitude that may underpatient’s trust in
them. There is then a conflict between these plarsiesearchers’
views and the ethical guidance that requires thatiggpants to

determine themselves.

In the other response, physician-researchers provwdormation

without advising patients, in their view participarshould decide
themselves. This view fails to appreciate thapatients needed help
and advice. There is then a conflict between ptiexpectations and

these physician-researchers’ values.

A joint decision reached after mutual consultat®@a common mode
of decision making. Patients’ reliance on the fgnidr emotional
support and, mainly in case of women, financialpgupis widespread
and appreciated by both the physician-researchetgatients. Even
the patients who claimed to be independent in ngaldecisions

discussed with their siblings, whom they relied mpo
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There are other dimensions of this dependencyrethees instances
when patients defer decision-making to the famigually the
husband, or decisions may be made by the husbaddpatients
accept them, either because they consider theigecis in their
health interest or they are obviating other riskshsas for example the
social harms that would ensue from not consultitigers (husband).
There are ethical implications of this dependeratytimes patients’
(women’s) health may be compromised. Another ingpion is that
women may not be preferred for trial enrolment lbiseahey are “less
contactable” and have “difficulty in complying” artden physician-
researchers have to explain to the husband, asdattis another

dimension.

Delegating decision making to others or acceptiegsions made by
others (husband) raises an ethical issue: whethgrhieteronomous
decision making is an exercise of women’s secou@oautonomy, or
Is it because that is the norm. | discuss this ager 7. Sometimes
these practices create a tension between physiesaarchers values
and local norms. If the decision is in the healtteiest of the patient
then physician-researchers accept it. If the deeistompromises
patient’s health then physician-researchers firad their duty towards

the patient is impeded by a norm that, in theivwireeds changing.
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Chapter 5

Documenting Consent

Once a decision to enrol in research is made atidnps consent to
research, this has to be communicated to physres@archers so that
they can proceed with the intervention. The deniseached is based
on the premise that it is an informed decision fridwing from that,
the consent given is an “informed consent”. Thegetao senses in
which informed consent exists. First, it is an auttation by a
patient, who has reached a decision voluntarily,atghysician-
researcher; a concept | analysed in the precediagter (Chapter 4).
In the second sense, where informed consent eagsés consequence
of the institutional or procedural rules, its do@ntation is required
(Beauchamp and Childress 2001). In order to mest dbcio-legal
requirement of consent, guidelines such as CIOM®BZ2[Guideline
4 and 6]) and Helsinki Declaration (WMA 2008, [Rguaph 24])
require that consent is formally documented, peddigr in writing.
Similarly PMDC (2001, [20.2]) mandates a writtenged/thumb
impression) consent. The requirement of a writtensent may be
culturally insensitive (Emanuel et al. 2004) and peesent challenges
for enrolling participants who cannot read and eyrias noted in

Chapter 1.

In this chapter | present my analysis of how cohsemeached and
indicated in the interactions between physiciaraeshers and

patients. | demonstrate that reaching consent is1ast cases done
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orally, or mainly through discussion, but is sugedrby written,

signed, consent. | also explore the practical ehgks for the
physician-researchers especially of the procedrgqlirement that
consent is formally documented in some way. | sthawdte that the
consent form to which physician-researchers regenot simply the
form that patients must sign to indicate conseut abooklet of about
15-20 pages, titled “patient informed consent fariedntaining both
information about the research and the consent &irthe end which
requires signatures of both, the participant angsighan-researcher.
The physician-researchers refer to this bookl¢ghasonsent form and
in my analysis | too refer to this booklet as thensent form. In

international trials, this consent form has twotiess, one in Urdu
and the other in English. The medical terminologythe translated
portion is in English, or at times transliteratdééhr local research,
however, the consent form is a single sheet of mpapéh the

information and requires signatures.

| begin by presenting physician-researchers’ vidallowed by the
patients’ perspective on reaching and documentimgent and where

relevant | incorporate my observations.

5.1 Physician-researchers’ perspectives on documang
consent

According to the physician-researchers, trust igsegral to the
interaction between them and their patients, adviiould mean that
an oral consent is acceptable and culturally appats in addition to
being easy to obtain, especially from non-litenaétients. However,

physician-researchers are also aware of the resldres and risks

163



attached to relying on oral consent, including thiéculties of its
documentation. They therefore prefer a writtergr(ed) consent

although this too presents challenges.

5.1.1 Oral consent

5.1.1.i Oral consent, trust and responsibility
One physician-research observed that throughouicalekistory an
oral consent has been the norm: “a verbal [orafiseat has always
been registered in history” (Int.P-R40). In thigwi the inherent trust
between physician-researcher and the patient isaneeld when
physician-researchers talk to their patients. Meeeoan oral consent
may be more appropriate when patients are unabtedd or write,
which is true of most patients attending these ialsp As P-R19
said, the means of obtaining consent should mateletnvironment in
which research is conducted. Obtaining an oral eoinss more
appropriate, even though it increases a physi@ararcher’s
responsibilities:
You do come across situations where the patiemataread,
cannot write, you will have to explain everythingdathat is
where, you know, a great responsibility lies on gtian’s
shoulder that he or she should explain, you knbe consent

form....or, as | said, at least the major risks teirthhealth
(Int.P-R14).

According to some physician-researchers, it is pnablem” in these
hospitals to get a written form signed by mosteyas, especially non-
literate patients (who affix their thumb impresgioor their relatives.

Such patients do not ask many questions, as | wdddoo, and they
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sign the form (or affix thumb impression) simply chase the
physician-researcher has asked them to sign:
llliterate patients will believe what we tell theamd they will
sign [affix thumb impression]; they [patients] wibllign
anything written on the paper, because of blingttrThen

the importance of the written form diminishes, d®yt
[patients] do not know what is written (Int.P-R29).

Similarly, another physician-researcher said th#hoagh an oral
consent is more convenient to administer, gettipgt#ent to sign (or
thumb impression) on a form is relatively easy taho went on to

contrast this situation with the situation in thest

So on a feasibility basis, | think the verbal [prabnsent is
more [feasible] for us ...I guess the main reason why
research is flourishing in underdeveloped countrgeshat
getting a signed informed consent in America, iat&, in
Canada, or anywhere in the developed countries|damifar
more difficult than here in Pakistan, or counttike Pakistan
(Int.P-R16).

This places the responsibility of getting an “infaad” consent on the
physician-researcher. He or she must provide “elbunjormation to
the patient. In reality, this does not always happsometimes maybe
| would tell them, and sometimes | don't, it allpg@ds upon me”
(Int.P-R39).
| ask if they [have] understood it. It is my respimlity, thik
hai [alright]. So | mean this is | think what | can .do
Otherwise, if | were to take the copy to him ang, sBo this
[signature], this is important,” then he will, dately, [do it].

Ninety-eight, ninety-nine percent will do as thectlw says
(Int.P-R26).

Trial sponsors and hospitals require a writtenneig consent from
participants. Some physician-researchers saidttiegt hand over the

consent form, which has the Urdu translation, ® platients and ask
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patients to read it, or have someone read it tomth&hile educated
patients then return the signed consent form, ierate patients
place their thumb impression instead of a signatarel a relative
signs as a witness to the thumbprint. In physicesearchers’
experience, sometimes patients who are despenateeédment, being
unable to afford mediciftéthis tilts the decision in favour of trial

enrolment- they sign the form without reading:
Even putting the consent form in front of him jaktes not
make the difference. He will not read it, he wilbtngo
through it, he will just sign it. Even if the patteis not
willing his colleagues, his brothers, his sistdris, siblings,
they are ready to sign it. So in the third worklthihk giving a
consent form to someone is just [for them] to sigit does

not mean anything. It does not mean anything tamthe
because they are so eager for the treatment [R18E).

5.1.1.ii Requesting a signature can cause suspicion

Four physician-researchers (P-Rs.15,21,26,35) cstédtat in their
experience, getting a signature, at times, raisspision. One said
that it creates hurdles for them because sometieegle do not want
to sign papers, and sometimes asking patientgtopgpers sends out
a negative message that perhaps the trial is rfetasad physician-
researchers do not want to take the responsilbdityt. So, according
to this physician-researcher, conducting localaege what would be

easy to administer in the form of an oral conseabimes difficult:

People say to us, ‘Why do you want me to sign?’uave
told me about the research. Is there somethingveisten on
this paper'? So something that can be done easitprhes
difficult and explanations have to be given (InRB5).

42 See Chapter 3, section 3.1.1.
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Another physician-researcher, conducting research psegnant
women also realized that many of the women wereoasxabout the

“confidentiality” phrase in her consent form:

They're usually confused, [about] two things: ose&hoosing
patients randomly frightens them since they are
primigravidas, they are very sensitive to anyththgt is
different from the routine and the other is signanfprm that
says Seegl-e-raz’ [confidential]. They say, ‘why is this
[phrase] in it ‘that the result will be confideritjaare there
legalities involved in this? (Int.P-R21).

5.1.1.iii Oral consent is difficult to record

According to all physician-researchers an oral eahscannot be
documented. So, one alternative, as noted abov#ais after the
physician-research provides the information, p&gesurrogate acts
as a “witness” to having received this informatiby,either signing or

affixing a thumb impression on the consent form.

However, | also observed one alternative strateggrwphysician-
researchers from H (at site C) were conducting calloesearch in
school children. The physician-researchers arrarigedsit a local
government school from where children were to beléd, on a day
when the children’s parents, mostly mothers, wolodd present to
collect their child’s examination results, so thide physician-
researchers could explain the research and digribonsent forms.
While one physician-researcher was explaining #ee=arch, another
physician-researcher started taking photographserAd couple of
pictures, one woman from the audience got up akddas'Why are
pictures being taken? | do not want my picture ndké few other

women joined her. At this the physician-resear@peiogized for not
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seeking permission to take photographs, and sagdwsbuld only
photograph women who agreed to be photographed.s8iuk she
thought this would not have been a cause for con@s she was a
woman, and she only wanted the photographs as fprimat

information was being provided to these women.

5.1.2 Written consent

Although physician-researchers considered an ocalsent more
practicable and “good enough”, they also consideraditten consent
to be essential, for reasons | discuss below. @frittonsent in this
context, however, often refers to rather more ttia signing of a
consent form. It is the information also. In théemational trials, as
stated above, the booklet has the information heddrm for patient-
participant’s signature and the signature of thgsjan-researcher
providing the information, at the end of this baaklin local research
the consent form is one page of information in Urthe national
language, with the medical terms usually in Engbshransliterated.
At the bottom of this consent form are required slgmatures of both

the patient-participant and the physician-researche

5.1.2 i Written consent is necessary.

Most physician-researchers considered that thereslamrtcomings to
obtainingonly an oral consent. One is that there is insuffictane to

provide all the information. In a written form alkks are given in
detail, while in a verbal discussion there is ulguaihly time to discuss

statistically significant risks:

168



Definitely in a verbal [oral] consent you cannopkxn each
and everything; in a written form everything isréne that is,
even like vomiting in 1% — the patient would thitiat, ‘1%
have vomiting’. We do explain but | think that mgst is the
major side effects that patients are mostly tolduabThis is
important because sometimes in the case of a seaidwerse
event [side effect] we have to admit the patienis af the
normal routine. So at the time the event happerns \a@
haven't disclosed it, it's very difficult for theagent. We
have to keep that in mind as well (Int.P-R.16).

Some physician-researchers thought that an adwantdghaving
written information is that because a written doeatwill be handed
over to the patient, the physician-researchers raoee likely to
explain everything orally too, and not cut backinformation. Also
giving written details assures patients that whas Ibeen told is

backed by the written word.

I've seen that it's easier to cut back on a loinddrmation if
you just have to fulfil the requirement of a verlaral]
consent. But if it's a paper that you also haveadad over to
a patient, you are automatically involved more ¥mow -
it's an automatic quality audit of your consentcBese then
you make sure that you tell them of all the infotiora that is
available on those papers. A patient might readesioimg
that you've not told him and get distressed (IIRED).

Another physician-researcher put it this way, sgyithat some
physician-researcher might “short-circuit” the pati by providing

such information as may be conducive to enrolmeite trial:

Basically, one of the main things is the informezhsent
form and unfortunately, the majority of our patem@tre not
educated and they don’t understand exactly whay'rihe
getting into. So we need to tell them in very sistpt
manner and ...l think, this is the main issue thatehe
sometimes, we just short-circuit them.

Q: What does ‘short-circuit’ mean?

I mean, that's what happens- sometimes it can hafz we
don’t explain [to] them...and we just tell very bhiefbout
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the study. So that’'s unethical — that’'s what I'iyirtg to say,
that we should not be doing that (Int.P-R20).

In other words written information is helpful inguiding details of
the trial by the physician-researchers to patieans, patients can read
it too. It can also be considered later, which nisy especially
important for patients whose trial enrolment wascdssed before

patient had time to absorb their diagnosis:

There’s the diagnosis of cancer and then theteeistage and
the implications of having that particular staged atie

prognosis, chemotherapy, the side effects of chieenapy —
the logistics of it all. And they really feel ovemelmed and |
think it often helps if you take consent in morearthone

sitting (Int.P-R19).

In these circumstances the patient may not wanittoch information

or may not be in a receptive frame of mind. Soatyrbe better to ask
them to take the form home and read it. This was ghactice |
observed, of some physician-researchers, espedladse who had
divided their time between the two the enterprise$inical work and
research work® They would ask patients to read the information in
the consent form. One physician—researcher, whadizireg that his
patient may benefit from enrolment in a trial wodlidcuss about the
trial in the initial consultations and also provitiem the consent form

to read and discuss:

What [I] usually do is give them [patients] the sent forms
in the very initial stages of the treatment you \Wkn¢l] tell

them, okay take your time and read it and then, kaow,
don’t sign it, just come back to me and if you hamey
guestions, any concerns, I'll be here to answer {latiP-
R14).

43 See chapter 3, section 3.1.3.
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Others are unable to find enough time in a busypitals where

physician-researchers are already stretched argl sh@ss:

Manpower shortage and time shortage both creatsséud
situation. The patients who are enrolled requirk the
“workup” to be done the same day and there are tmby
doctors who have to look after that, along wittoRimg after]
the patients in the ward (Int.P-R28).

Therefore this interviewee considered that, in éhescumstances,
providing a written form would give patients allethinformation,

which they can read, or have someone read to thefore signing.

Obtaining a written (signed) consent is also imgaiit according to
some physician-researchers, because people teflodget and so for

your own record it is important to have everythimgtten:

I think we should take written consent becauseetlaee lots
of other issues; memories are short. Personally iesearch
project | go for very clear cut proforma in Urdu,thv
explanation and everything and get it signed, far tecord
(Int.P-R34).

Many times, according to the physician-researcheetjents are
informed that it is important for them to read th&rmation in the
consent form, for it details the reason for conohgcthe trial and
guides the patient through the course of the &mal what is required

of them.

According to the physician-researchers a writteigngd) consent
from patients is a requirement of almost all reslegrotocols- local
and international research. These consent formgiaea to patients,

however:
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What happens is that we have a consent form .\We thiat
consent form to those who are educated and teth tioeread
it. If they want it in Urdu or if they want it in rglish,
whatever they can read (Int.P-R26).

The physician-researchers said that most patiesfgcially the non-
literate patients do not understand the informaitiotihe consent form,
which is very long and contains medical terminolag¥english. They
need help to understand it and relied on the plarsiesearcher to
explain it. Despite this physician-researcherd stihsidered that a
written consent is important:
It should be written, not verbal [oral]. For onentpit is a
proof, and then in your own research you can saiyybu did
get written consent. This is now a requirement your
dissertation. Written, yes written informed consehis is

because some doctors may not take consent antiaathey
have (Int.P-R11).

In physician-researchers’ experience, patients a&@metimes
suspicious about why they need to sign the féri®ne physician-
researcher said that in these cases she explaing Written consent is
necessary so that patients know that the physies@archer will not
proceed with the intervention unless the patieants them to. It
conveys to patients that their signatures are usitfpr the physician-
researcher’s safety:

Then there is the signature on the form, they thwiky are

they asking for our signatures?’ So now here wegaténg

them to sign, in a way we tell them the worth dditlconsent
— that we will only proceed fouagree (Int.P-R15).

Although patients are given the consent form talyeame patients do

not read it. Some only read if an adverse sideceffecurs, and then

4 See section 5.1.1.ii
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realize for the first time that the particular sigléect is mentioned in

the consent form:

Not all of them [read], because the ones who dd edaays
come back with some questions. Because, | mean, who
wouldn’'t have any questions after, you know - that
[technical] language. | usually ask them, ‘Did yead?’ And
they — some of them — tell me the truth that, ‘Ndjdn’t. |
believed whatever you told me’. But this [readirg] not
something that | can force and | mean, they prgbabl
wouldn’t [read]. There are some who wouldn’t retdriless
something goes wrong. And then they would readdt then
they would come back to me and sags‘mein to yeh bh
likh@ huz hai’[lt has this written in it!] And I'd tell them
that, ‘If you remember, | told you this... (Int.P-R19

While some literate patients read the informatas P-R19 also said,
another physician-researcher said it is unusuapébients to read all
the details, because “in our country people areimdhe habit of
reading [forms] whatever we tell them it is suféiet for them. But we
ensure that they read it, take it with them and eamxt day and

discuss” (Int.P-R15).

5.1.2.ii Oral and written consents are complementar

Most physician-researchers said that patients prefleysician-
researchers to talk to them about their disease,ttial and its
intended benefits, rather than to hand over thesenform to read
and sign. “Although it has to be a written consehgre has to be
some explanation to be done. You can'’t just puajpep in front of a

patient and ask him to sign” (Int.P-R17).

Since physician-researchers felt it is importangxplain the trial first
and give patients the consent form afterwards, wig both consent

processes are seen as complementing each other:
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| think both are equally important. They're kind @fhat do
you say they complement each other. My experieadéat
they [patients] do not read all that is written e paper.
They say ‘what is this tediously [detailed] longppe?’ They
want the doctor to interact with them and tell \aifg sort of
assure the patient (Int.P-R22).

Another physician-researcher emphasized that thgelothe duration
of the trial, the greater the necessity of a wmitt®nsent form with
information not only about the risks and benefitdé &lso about the

follow-up schedule that patients are required tlmva

| think first verbal [oral] and then written... Nopnit has to
be written, because you see, you have to docuntent t
description you have given, the patient has to gighhe has
been told about the relative risks and benefits, dhration,
the [follow-up] visits, particularly for an extensi project,
and then he or she signs [it] (Int.P-R9).

5.1.2.iii Written consent is for “legal safety”

A written (signed) form is also viewed as documgnividence that
information was provided to patients:
| think written consent is better. Written consémt one it
will be evidence that patient has gone through whmle
information, he has an idea. In verbal [oral] themay be
confusion as to what have you told and what he has
conceive[d], what was the outcome? [And] you coméhat
level and talk in Punjabi, tell them to take th@@a[consent]

and whoever is educated in your house, talk to them
(Int.P-R15)

As such a written and signed consent form provitegsal safety” for
the physician-researcher and/or the pharmaceutcahpany. A
consent form that is signed by the patient is “frdloat the contents
of the form were discussed with the patient. Thibecause there is an

acute fear of “being dragged” into court:

It [written consent] is so that the doctor can pobthimself,
so that tomorrow if the patient says ‘such and saching
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was not told to me’ he cannot then deny that it.Wés tell

everything verbally but it [written] is only for dtor’'s safety,
so thatkal ko court may na ghaseejfaye [they may not be
dragged into the court in future] (Int.P-R29).

| think consent can be either verbal [oral] or terit, as you
know, but I think it should be written. | think ias not been
given as much importance in our part of the woddtdas in
the developed countries because, | think, therep#teents
are more educated, okay, and then obviously tiseaefear of
law suits and so .... | think trends are changingstnad the
physicians, they take signed consent form (Int.B3)R1

Another physician-researcher considered a writtensent to be
essential even if a surrogate signs it. | obsemesl in the clinical
setting, especially for women patients undergoing
gynecological/obstetrics surgery. For example ifvaman has to
undergo an operation she will receive a verbal angtion and a
written consent for the operation will be obtairfesm her husband.
This is because, as one physician-researcher 4aithere is any
complication, any problem, patient’s signatures rawe valid [in this
case]” (Int.P-R38). Other physician-researcherseraie the legal
implications of written consent: “I think you seeghlity is always
there everywhere, so it has to be a written congehas | said it has

to be explained (Int.P-R17).

Although a written (signed) consent is problemaiid is difficult to

administer, nowadays in all research , local aterimational, in which
patients are enrolled , evidence is required théepts have received
all the information and joined the trial voluntgrilln addition, as P-
R15 said that signed consent form serves the parpban auditable

trail for trial sponsors and researchers.
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Physician-researchers said that though patienteeago trial
participation when this is discussed, then if atoward side effect
occurs, some patients may claim that the risks wetediscussed.
“Patients have short memories”, and “the way thiags nowadays,
[there is] a lot more awareness and with the mediging in, it is
better to write everything down” (Int.P-R31), ananld it over to the

patient or the accompanying relative:

The international trials always want it written, ape
definitely, because of the legal issues, so it\gtal part of
the thing [trial], taking an informed consent, htovtake it;
they don’t go into details. If you get a consentriosigned
then it is not a problem. If anything happens theteast the
form is there (Int.P-R16).

Another physician-researcher conducting local neteavas of the

same view:

| think it [consent] should be documented. Supptse
patient has got some other problem and supposiagays,
‘No it was that injection that has caused [the D} .... SO
to keep my side safe, | must write all the findimgsvn and
inform the patient and get the written permissibmwill be
safe if | have already taken that permission (HRI9).

P-R26 mentioned that sometimes a trial protocalireg that consent
is obtained in stages. For example | observed #wording to the
protocol for an International Atomic Energy Agen@jEA) trial, a

patient, was given an initial dose of radiationd avas then kept under
observation as an inpatient for three days, becatiske danger of
serious adverse effects after the initial dose. ite¢ocol requires the
physician-researcher to wait and observe aftemgithe initial dose,
which is standard treatment for all patients. Tlagigmt is given a

couple of days in which to reach a decision aboat énrolment. If

176



the patient tolerates the initial dose they will ibeited to have a
second, incremental, dose on a trial basis. Siniethe patient who
will undergo the procedure, their willingness isseastial for this

second step to be taken. If the side effect haari@et the patient then
they do not continue. Consent is taken only whetieps come for

the second dose, which may be 2-7 days later. @y, when the
patient comes for the second dose is the enrolmeguiest sent to the

data management centre. As the physician-reseaaddris patient:

We will ask again whether you are ready that weukho
repeat the second procedure this is where the obo$ehe

patient is required, that ‘okay, | tolerated it ivéind so you

should just continue with the second [dose]’. Heeshave to

see whether she has got any big problem [advefsetjeflue

to the first dose or not (Int.P-R26).

5.1.2.iv Written consent is tedious

Consent is a long tedious process. Four physi@aaarchers (P-Rs 6,
9, 18, and 23) said that as there is so much &xphkined, they, and
others in their opinion, prefer to enrol patienthoware educated.
Educated patients are not only easy to communiwéte they can

read the consent form, though not always witholj,Heefore signing

it. According to these physician-researchers, tla@echowever some
patients who cannot or do not give consent in mgitiand so not
enrolled in research. Although the consent formidoal research is in

Urdu, even so:

Some people are like, sometimes, because of their

educational level, they would not like to sign thaper,
because some of them can’'t even read Urdu, whidhds
only language available to us for the written comderm,
[so] whenever we make consent forms they are alvimys
Urdu so that they can read. But some of them tiheyiaable
to read and they don’t put their signature or putnib
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impression [on the form]. So, you see, you cannctude
them in the research (Int.P-R23).

Sponsors of international trials also require wnttsigned consent
form with the result that again patients, who amahle to sign would

not be enrolled in those trial:

There were certain trials in which it was a requieat for the
consent form to be signed and if the patient cowdtl sign
then he’s not eligible. We have done certain trialsvhich
this [requirement] was there. It becomes very difiti indeed.
Of course, that’s a tight inclusion criterion (PHR18).

| observed that some physician-researchers hadleshmoon-literate
patients in a collaborative trial, five (Pt.1,228,and 31) of whom |

interviewed.

Another physician-researcher also said that becthgs#ial sponsors
want a written signed consent, in his view enrgllaliterate or “semi-
literate” is better, because asking someone whmable to read what
is written on the form to sign it or, more apprapely to put their

thumb impression on it, is unethical:

It is a difficulty that is why we select people ware literate,
able to understand and read. It is difficult beeaifiyou have
an illiterate person, even if you have time it iarch to
explain, as the level of comprehension is lowerd Ahen
having them sign it [consent form] when they car&d the
papers, obviously you start being unethical (IlR®-

5.1.2 v Thumb impression and proxy signature

Physician-researchers said that relying solely mal consent is no
longer very common. If a patient is non-literaterttone alternative to
obtaining signatures on a consent form, is to abtai thumb
impression from the patient that is witnessed lhiyeaate person who

may be the patient’s relative. Another alternatigsefor a literate
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relative to sign as proxy, on behalf of the pati¢wibserved this in the
clinical practice for gynecology/obstetrics patgentNon-literate
patients cannot sign, so according to some physigaearchers their
representatives’ signatures are obtained:
Verbal [oral] is not very common, up to now | hawa taken
verbal [oral] consents. Usually we have been dewnidten.
So verbal [oral], — | don’t know why we have notnheoverbal
[oral]. Although we have been enrolling patientghMiow-

literacy, then patients put their thumb impressaomd it is
signed by the relative accompanying the patiertRHR18).

We explain verbally to those [patients] who are educated.
We tell them about the trial. They do understandylal, but
then some of themsign bl nahr kar saktayelcannot even
sign] then we ask the person accompanying themy the
numzinda [representative], like their son or whoever, tonsig
on the [patient’s] behalf and [we] take the patgerihumb
impression [on the form] (Int.P-R27).

5.1.2.vi Language of the consent form

The language of the consent form is another m#itdr according to
the interviewees, raises concerns. It is necedsaityit should be not
only in the local language but also simple and e@syead and
understand, preferably without the scientific wondkich are always
in English. A good consent form should explain dyrgnd concisely

about the trial.

| think again that make it very simplistic, numbmre and
consent should be taken in the same language al®dhk
language — the patient's language which he or she
understands (Int.P-R20).

This is not only in research; physicians face @amgroblems in their

clinical practice:

You see, there are so many spoken English worgmidsof
our daily, language patients usually understanchthigut you
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have technical words, yes, technical words arecditf then
you have to explain them in another way (Int.P-R9).

Even though the consent form has a translatedgmomti the national
language, Urdu, many technical terms are in Engiistransliterated.

The technical terms are incomprehensible to themiatherefore “the

language needs to be simplified for sometimes eleto not
understand what is written” (Int.P-R19). Not susprgly, it is difficult

for a patient too:

We have to explain the patients the informed consewe
do, and we give a copy of that informed consenth®

patient, but | think very few of the patients rehdse forms.

And if some do read those forms, | don't think theguld be
able to extract much out of that consent form P+R16).

One physician-researcher thought the institutioraview board

should rectify this situation in which even phyaitiresearchers, let

alone patients, find consent forms difficult todesand understand:

In fact at times the words in Urdu are more difficto

understand and | have seen them. They are verncudiff

indeed and | agree that the institutional revievardo(IRB)
should be very vigilant about it. The forms thameofrom
abroad [collaborative research], we advise thenBJ|Rut
hardly anything has happened so far. This is vetgresting
but we do inform them that the language is difficuRB

should be at least this much vigilant that theyudtheee the

informed consent to ascertain whether it can

comprehended or not. | mean that level of even Utdn we
comprehended it before we expect the patient tcsaol
think it can be done, we just need people and tongork on
this --- to make it simple according to the literdevel of the
people [patients](Int.P-R18).

Another problem said a physician-researcher isdkan if the form is
translated into Urdu (national language) therepatéents who cannot

read or understand Urdu because they speak offienat languages.
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This according to the physician-researcher is “ad bs having an

English consent form” (Int.P-R19).

5.2 Patients’ perspectives on documenting consent

Most patients considered it was essential to talkhe physician-
researcher about a trial before being asked fogidng a written
consent. For these patients, reaching an oral norisesed on their
trust in physician-researchers was a necessarytsvegrds consent
documentation. Nonetheless, most patients consicemrocumented,
written consent necessary as a supplement to araeat and to
protect physician-researchers. Patients also raisedissue of the

language of the consent form.

5.2.1 Oral consent and trust

The interviewed patients preferred that physicesearchers spend
time with them discussing and explaining the tritis, they said,
gives patients confidence that their health wilt be compromised

further, although it does require careful explaorati

It is very important that the doctor explain allthe patient as

my doctorszhib did. He explained by drawing and then when

| took the papers home, when | had the time | raad
understood some of it...I could not understand ali.it.9).

Non-literate patients considered a written consgiving printed

details of the trial to be of limited and at timasgligible value. These
patients said they rely on the physician-researdrean educated
relative to explain the trial to them. Although pHtients were of the
view that trust is the basis of the interactionwessn them and

physician-researchers, literate patients consideretitten consent to
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be important nonetheless, while non-literate p&tiesaid that, since
they cannot read or write, a written consent dagsnmatter, in any
case said one patient “it is a question of trustpekson’s word is

important”.

| cannot read or write, so it does not matter. Thpdysician-
researchers] gave us some papers and my husbamed sig
them | think or my brother, | think it was my husba
(Int.Pt.1).

Most non-literate patients did not remember theeatis of the written
form, although some remembered having had them lsgambmeone

else. The wife, in one couple, stated:

They [physician-researchers] did give us some Eajmetake
and read which he [husband] did. But now | do eoteémber
what it was. It was explained to us at that tima/e do not
have any [papers] now (Int.Pt.2).

This patient's husband added that, since his wdanhot read or
write”, he read and signed the consent form onbledialf, acting as a
surrogate. Three other non-literate patients (Bf83,38) could not
recall being given any papers to sign. For exanle&8 said that no
form was given to her, to sign or put her thumb nesgion on,
although she recalled that the physician-researtiagr explained
about the medicine. Another patient could not delsaing given any

form:

No, | don’t think so ... | don’t remember. All thatas said
was that on this date you will get a drip [medigiriehave
been coming and getting the drips, today was tee[thip]
(Int.Pt.18).

One patient recalled that a registration card wadearfor her, but that

she was given no “form” to sign, “No, | was not gvany form. | did
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not sign; they just give me the injections. | waseg a card’

(Int.Pt.23).

Whereas another non-literate couple said that wexg provided with
forms that they took them home, “Yes they gave hes forms and
explained, then our daughters who are educated arddexplained

what was on the forms” (Int.Pt.24).

| observed that in cases where both the patientl@éccompanying
relative are non-literate, they depend entirely the physician-
researcher to explain everything written in the ssm form.
Considering the time constraints, this means that the information

considered necessary by the physician-researcpeoveed.

Two patients reiterated that though a written cohsg obtained, a
trustworthy physician-researcher is more importéndn having
everything written down, because not all patieats i@ad and in these

cases written forms are unsuitable:

But you see it is only if you educated then you cead,
otherwise if the person is illiterate then all deg® on the
doctor... You [physician-researcher] can tell and endlem
join by just telling very little (Int.Pt.14).

Pt.6 also raised the issue of trust:

But you see it is a question of trust also. It rhaywritten but
what if the doctor does not do what is [written] tthve paper
(Int.Pt.6).

One non-literate patient (Pt.22) stated that bexieswanted to enrol
in the trial he put his thumb impression on thessm form even

before discussing the trial with anyone.
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5.2.2. Written consent

5.2.2.i Written consent is a necessary supplement

Most patients considered that it is best to follogv-a verbal
conversation with their physician-researcher byifga written form
of consent. Literate patients emphasized that “séone of paper
work”, detailing the research protocol in simpledaage, is useful
because then the patient is aware of what is gmngappen. Some
literate patients who understood their disease thadconsent form

for all its information (and visited the internet).

Patients also felt that a written consent is nergdsecause physician-
researchers are invariably in a hurry and many dime unable to
answer patients’ queries in a satisfactory manngnis was

particularly the concern of literate patients:

You see the doctors are very busy and sometimesl liliey
cannot tell all. In fact, they give the form and/,s&Go and
read it too. There will be questions you want tk &8 come
back and we will talk’ (Int.Pt.7).

Most literate patients considered that althoughspdign-researchers
should explain the trial protocol orally, a writteansent is important
as a reminder of what was discussed, because fsatiesy forget

some of the details of what was discussed in thieav@xchange:

First he should explain and then it [written] is paontant
because if | want to know something and even ifdbetor
told me but | have forgotten then it is better 4 yan read it.
Until the patient is not satisfied, they will notorne
(Int.Pt.15).
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The husband of Pt.15 accompanied her on all héststhe hospital,
carrying a file containing all her medically reldteapers since 2085
After consultation with the physician-researcherwanted to take the
consent booklet home to read and then discusshistivife. On their
next visit they brought the signed consent booki#t them. Likewise
another patient said, “It should be written. Bug tHoctor should
explain too as my doctor did and | could also cdmaek and ask
questions after reading the pamphlet [consent fang signing it”

(Int.Pt.9).

| observed variation in the practice of handingrabe consent form.
At site F, patients kept their own copy of the aamsorm. At sites A
B, D and E, patients were given the consent fornake home but
after signing it they were required to return itthe hospital for the

hospitals’ record.

Pt. 31 and her husband said they were given thgetdriorm that they
took home. The husband read it and discussed it avituncle of his
(upon whom both the husband and wife relied). Thebhnd then
narrated:
Then he [doctor] explained to me that this is howtrial]
will be. This is what the problem [disease] is dmadl disease
can be finished by this [medicine].... Take th@abcha
[booklet] and read it thoroughly and understandaigd if
there is any question then we will handle it. Senthread the

papers [booklet] and was then able to explaincalier [wife]
(Int. Pt. 31’s husband).

| observed that P-R2 gave the consent form to atiert saying fsko

acch tarha parh lein[read this carefully], if you want to read it now

> See above section 4.2.3 and Chapter 3 sectio?. 3.2.
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then fine, or you can take it home.” The patierddrg¢hrough it,
pausing at points to ask what the medical termsnime&ometimes,
however, physician-researchers do not hand ovecdhsent form to
the patient; this tends to occur with patient nefdrto them by
others!® where there are time constrains, and when theae'figrrow

window” for enrolment.

5.2.2.ii Written consent is for the safety of phgtsin-researcher

Most patients also stated that physician-reseaschefer a written

consent:

I want my doctor to tell me and explain and actutditalk to
me. But | think it is important for them [doctord have it
written. Because then they can say that all wag tolthe
patient, especially nowadays, doctors like to havall
written down and signed (Int.Pt.6).

Both are okay. You see if it is written the dodbas a proof.
Verbal [oral] is also okay, you see, it is a quastof trust. |
did sign the form [consent] at the hospital; | dot take any
[papers] home. Once | signed it [consent form],alsvgiven
the medicine (Int.Pt.4).

At site D, | observed that when Pt.14 was handedtmsent form, he
immediately inquired what it was for. When the phig-researcher
explained that the International Atomic Energy Aggerequires it, the
patient asked, “Why is this necessary?” Later, whietterviewed this

patient, |1 asked about this episode and whetherohsiders consent

should be written Pt.14 said:

It should be written if the patient is educateayduld prefer
that. But | remember when doctathiba gave me the paper,
the language on it did frighten me a little, yoie se had
something like ‘you are coming into this researoluwatarily’
and | felt that they [physician-researchers] aretaking any

6 See Chapter 3, section 3.1.3
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responsibility. Then | did ask the doctsihiba what is this
for? It looks something very legal. | felt that making me
sign this paper [consent form], if anything goesong
[during the trial] therl am responsible (Int.Pt.14).

5.2.2.iii Thumb impression and proxy signature

A few patients recalled being given consent formdake home, to
have read by a literate relative and to affix thiteumb impressions
before returning it to the hospital. These includad non-literate

couple mentioned earlir

We took them [consent forms] home awddli bachian nay
parh kay dussay s [our daughters read them and then
explained to us]Han ji, angoothay lagi see [Yes, we put
thumb impressions]. We both didan ji [yes] (Int.Pt.24 and
28).

Another non-literate patient from a nearby villdggd it read by his
son and then he put his thumb impression:
No, no, | did not signangootla laya s [I put my thumb

impression]. My son explained it [consent formjhte. He is
educated. He studies at the university here (LA9pt

5.2.2.iv Language of the consent form

Most patients were of the opinion that the languafi¢he consent
forms should be Urdu because that is the languags people can
read. However, some literate patients thought twaether the
language used in the consent forms is English dulvas irrelevant;
what mattered most was that it should be easy tiengtand, “ | can
read and write in English so it does not mattemfie if it is Urdu or

English, but it should be simple (Int.Pt.13).

47" See above section 5.2.1.
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People who can read English it is okay but how many

[people] can read it [English]? So it would be eeih Urdu
(Int.Pt.14).

Concluding remarks

Both physician-researchers and patients consideifdh the patient to
achieve an understanding of the research protondl r@ach an
informed decision about research participatiors ibetter to talk, it is
through talking about what is involved that patseewtll indicate their
consent to participate. Physician-researchers aatlents also
consider, however, that a written consent servesrabpurposes, and
so may be preferable. For example, it enhances, indicating the
physician-researcher’s respect for the patientssiten and signalling
that the intervention will only be used if the eati so chooses —
although this respect for the patient's authoraatican also be
conveyed orally. It may also assist in the provisiof verbal
information by serving as a “script” for physicieesearchers to
follow during their conversations with patients. Alse sponsors
require a written, signed consent, physician-redeas adhere to this
form of obtaining consent. Similarly in case of dbaesearch the
requirement by ethics committees of a written caobserges
physician-researchers to obtain a written consddénce all
interviewed physician-researchers irrespective betwer they were
conducting local or international research obtaiaedritten consent.
The outstanding purpose that a written consenteseim the view of
most interviewees is the “legal safety” it offerse physician-

researchers and sponsors (and the hospital).
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The mandatory requirement of a written signed fasmethically
problematic in two ways. Most of the patients atiag these
hospitals are non-literate. Moreover, most norrdite patients are
ready to sign a consent form because a physiceaareher, whom
they trust, has asked them to. There is a risk bér@mpromising
voluntariness where non-literate patients are agkadfix their thumb
impression on a form, which is at the end of tloskiet, the contents
of which they do not know. The pragmatic alternatstep, in local
practice, is to ask a surrogate to read and sigpatients’ behalf, but
this too risks compromising informed consent beeaabtaining a
signature from a surrogate or relatives is usuwedlgasy as obtaining a
thumb print from the patient. A patient’'s desire feeatment, in the
form of a medicine they need, when there is nordéfble non-trial
alternative medication available, tilts the balamcévour of research

enrolment so that patients will “sign anything”.

The second way that the mandatory requirementsajreed consent is
ethically problematic is that is can create a s$itmain which patients
who may benefit from research and may be willingetorol are
excluded from research if they cannot or do nottwansign their
names on a form (or affix thumb impressions). Agestn affecting
their self-determination, their social vulneralyiliespecially in case of
non-literate patients, may exclude this segmenh@fpopulation from
potentially beneficial research. The ethical isfig@e concerns the
requirement of fair selection of research partictpa and the

acceptability of excluding communities with low oo literacy from
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research because of their inability to conformhe tequirement of a

written consent, the contents of which the pateamnot read.

Physician-researchers’ recommendations regarding tonsent
process and design of consent forms are usefulged\they are taken
on board in the spirit of collaboration, which itsa an ethical

requirement.
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Chapter 6

Researcher as Physician

As data analysis progressed it became evidenttiigaprocesses of
information provision, decision making and docunvemtconsent
raised major concerns for physician-researchers| have shown
across Chapters 3, 4 and 5. In addition, my daédysis revealed two
further sets of issues of ethical concern reladhe conduct of
research trials in Pakistan. One arises from tloe tfzat physician-
researchers regard their primary role to be tha@hgkicians; the other

arises from the diverse forms in which patient aatay exists.

The fact that physician-researchers view themselggshysicians first
and foremost, directs their engagement with, atefest in, research.
This is not incompatible with international guideds, which require
research to be responsive to the needs of thenpgbepulation,

especially in case of disadvantaged populations AVKI008,

[Paragraph 17]), and entitles patients at the emi@h of the study to
have access to the proven intervention or to otiesrefits resulting
from the study (WMA 2008, [Paragraph 33]; CIOMS 200

[Guideline 10]).

The diverse forms in which patient autonomy excgistrasts starkly
with the concept of autonomy within internationtilies guidance that
is unequivocal in patients’ right to self-deterntioa (CIOMS 2002,[
Guideline 4 and 16]; WMA 2008, [Paragraph 11 angi),Z2and with

the concept of autonomy that physician-researdmemmselves would
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advocate or like to encourage in their patientsis,Th shall show,
raises dilemmas about patients’ ability to deteemiar themselves,
and the physician’s ability to protect patient ddehtiality by not

sharing information about that patient with otheople.

| present the physician-patient relationship adtb¥oit by exploring
the matter of research that physician-researcharsider responsive
to the local health needs, in it | also preseniep&t’ perspective on
the provision of proven intervention. | then exaenithe concept of
patient autonomy and within it, issues concerninthdvawal from

research and confidentiality.

6.1 Physician — patient relationship.

All physician-researchers considered their roleaaphysician has
primacy and the researcher-participant relationshipclipsed by it.
Even in cases where the relationship begins adetvaeen physician-
researcher and research participant, it metamogshosito a

physician-patient relationship:

Initially it starts [as] your doctor-research paigant
[relationship], then when patients come and tell ybout
their worries; tell you about their problems andeseffects,
then that relationship builds up. The care levekgyap
because you start feeling that okay this is myepatnow
when you have this feeling then you start ownirag fiatient
and definitely | think every follow-up increases uyo
[concern] (Int.P-R31).

Both go hand in hand. | think even as a researstiérthe
patient’s benefit should come first. It has to coffirst.
Otherwise you should not be doing medical researbat’s
how I feel (Int.P-R24).

According to these physician-researchers, theinitrg as physicians

instils a sense of duty towards patients. For thanmrgsearcher is
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someone who is aloof and not in touch with patieRt®29 thought,
“The researcher—participant is not a substantiakiomship; it has to
be a doctor-patient relationship”. If a patient,onf enrolled in a trial,
has problems unrelated to the trial, even therpthsician-researcher

should attend to that patient’s problems:

Patients call in the middle of the night, ‘doctathib | am
having this problem [symptom], what should | do%isT
happens many times during a trial, and then | Havas a
doctor, help him out and tell him what treatmenttaéie
(Int.P-R27).

Patients want to enrol in a trial because theyebelithat by doing so
they will benefit and have regular contact with gtessician. This is
not to say that enrolment in a trial is necessaryatcess to physicians

but that the frequency of consultations increases.

The physician-researchers viewed their role in aede as a
“temporary phase” in their career, as P-R2 putaitd the doctor-
patient relationship as a permanent relationship.thkis reason they
felt it was necessary for them to be convincechefutalue of the trial
before enrolling patients, in case the trial drugymvorsen patient’s
illness. Physician-researchers were also awarkeopotential damage
to the reputation of a physician-researcher that ba done by
conducting “bad” research. That is, research tkaharmful to a

patient’s health.

Doctor-patient relationship is important. That & [port of
goodwill of a doctor. That is the main reason that are a
doctor, it affects your reputation as well. Theegsh, the
research is more important for [the] doctor and filnire
patients. So if | do something that will endandes patient
then my reputation is also affected and your [as@es]
reputation is important (Int.P-R26).
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Physician-researchers also felt it was their residity to guide their
patient in following the research protocol to emstire patient obtains

the maximum benefit from participating in the triatherwise:

Patients may realize that these doctors are omgyasted in
their research and not our [patient’s] health. Thely not
show up for follow-up. So it is important to eduzahe
patient.... At the end of the day, [the] doctor-patie
relationship [is] going to be longer-lasting, thessearches
come and go. Patients usually come and tell ydat][ttwo
years ago, they participated in my research (IROp-

6.1.1 Physicians’ confidence in the trial

Although physician-researchers realize that rebetials are intended
to benefit future patients and “yes at times it rbaythat the patient
may not benefit directly” (Int.P-R1), the physicipatient relationship
directs physicians to conduct research that thelydenfident will also

benefit their patients.

Definitely, the doctor-patient role is much morepwntant
and that’s what my point was that, initially, whatas telling
you that, probably, in Phase Il trials, we are enor
comfortable. Because we know one way or the other t
efficacy of the drug has been tested before; irs@hhtrials
it's too early to say that whether this drug is mgpito
[benefit] or not. So, yes definitely, the doctotipat
relationship is much more important than a researphatient
relationship (Int.P-R16).

At the time of my interviews with them the physitieesearchers
were conducting Phase 1l and Phase IV trials. pHysician-

researchers considered it is essential that thegrstood the benefits
and more importantly, the side effects, of the nédmug because
patients rely on them and trust them to know whatytare doing.

Therefore:
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If the knowledge is sufficient that this mediciregood for
the patient, then we like to convince them that ghauld get
this medicine. We will then be partial that you slibgo for
this medicine, it is good for you, but if we do nioave
sufficient information, then it can be a problemt(P-R13).

One physician-researcher reiterated the importaoteknowing
everything about the new intervention for otherwiseomplete

information will be given to patients:

If you do not know yourself [about the trial], thgou are
delivering incomplete information to the patientow if the
patient consents then he is consenting on the bafsis
incomplete information. If all information regardirall the
side effects were given then he may have not coedeor
may withdraw his consent (Int.P-R15).

Physician-researchers felt they should be suretaamuaspects of a
trial, before confidently recruiting patients. Ejrghe physician-
researchers need to be well informed, as statedeababout the

benefits of the trial, indeed, they should havéistiaeal evidence.

If you are confident of a drug, of a new interventithat is
being tested, that it will benefit the patient dadtect my
convincing capability. It would get compromisedl ifound
myself not sure of the drug efficacy—so | need ® b
convinced first (Int.P-R15).

Second is the phase of the trial. These physi@ararchers are more
confident about Phase Il and Phase IV trials, wheme data about
the efficacy of the intervention are availdBleA physician-researcher,

talking about a Phase lll trial that he had coned@arlier, said:

“8 Phase | in which healthy volunteers (20-80) aelusr if for use in patients with
a particular disease (as cancer) then patientsthathparticular disease are enrolled,
to assess the safety, tolerability and pharmactikmeThis is followed by Phase II,
in which therapeutic efficacy and dose determimai® assessed on patients (20-
300), this phase is well-controlled and closely imwed. After preliminary
evidence of efficacy has been obtained then the dmnters Phase Il in which
patients in different clinical settings are enrdlte further evaluate its effectiveness
and safety. The number of patients in Phase klsrgoes up to several thousand.
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That study was good, just after six months we ctorienow

that this is the standard therapy now being predtill over
the world, not in the trials but in the clinicalggtice. So that
was a good study, patients benefitted and we wemghappy
to enrol patients in that study (Int.P-R16).

Similarly, another reiterated that the “confidenad€pends on the

phase of the trial:

Like, this is Phase IV trial; it's easier for meday that it's an
already marketed product — people are using ibadr the
world. | think it's the hardest for Phase Il becawsth Phase
Il all we really have is the safety data. So yowehéo tell
them that, ‘This is what we know so far, there e things
coming up all the time, I'll let you know if there'something
that serious or if there is something that we nteechodify’.
But then it becomes a little too much for them.@AR19).

Furthermore, these physician—researchers were ctabfe with an
“open-label” trial (unblended trials), one in whidhe physician-
researcher and patients know which drug is beirgl.usterviewees
also preferred “add-on” trials where the standéwetdpy is provided
to both arms of the trial with the test drug addedn the intervention

arm and placebo to the control group:

See whenever an investigator is doing a trial or stady;
first thing that should come to me is that | shoulld
confident that whatever I'm offering to the patienethical —
even if it is a randomized trial. The patient isngpto be
randomized to arm A or arm B, the first thing [lsaf] |
cannot go with a trial if I'm not convinced thatviag a
patient in both the arms is okay; we’'re not depigvthem of
anything. Without that no investigator can, you \wnao
with a trial, they cannot recruit patients (Int.R&}.

Physician-researchers mentioned that the reputatfothe hospital

where the trial is being conducted is another irtgrdr factor they

This is followed by Phase IV (which involves thesptaunch safety surveillance of
the drug) (see also Friedman, Furberg, and DeM38)1
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believe affects patients’ confidence in the tria. established hospital
that people trust to deliver good care would natpgedize its

reputation by conducting trials that are harmfuliteir patients.

We tell them that you have come to such a big pistaed]
setup. Do you think that we will do something tarhaour
patients’ health? Here (at this hospital) Phase [Ltoals are
not conducted. We conduct [Phase] Il or [Phasejrials in

which we have only to compare the efficacy. Theufds]

safety has been established, so then they [pdtiemigrstand
(Int.P-R15).

6.1.2 Responsive research

Physician-researchers, considering themselves phnaa physicians,
expressed clear views about what type of researcklévant to the
health needs of their patients. The trials conduetethe time of my
interviews of the physician-researchers in thedgatg-care hospitals

were both international collaborative and locallfi

The topics that physician-researchers elaborgted were: relevance
of research, care of research participants and-tpaktaccess to
proven interventions. As access to proven intergardffects patients

enrolled in these trials directly | present patséperspective too.

6.1.2 i Relevant research

Some physician-researchers felt that not enoughstrare being
conducted to meet the therapeutic needs of thdiera. They
observed that data on disease manifestations antherdisease-
modifying effects of drugs are from Western popolsd. These

physician-researchers questioned whether suchnfysdare applicable
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to their patient population, and recognized thatigenous” data are

required.

Some also considered it important to participateinternational
research, because, as P-R18 put it, “generalipgbivill only be
possible if the trial on varied patient populatidos the same disease

has been conducted at maximum number of sitedfereint settings.

Medicines being used in Pakistan usually have bested in the West
and not on Pakistani population. In P-R17's viewhilev the
pharmacological effects may be similar; it wouldl §ie necessary to
ascertain whether the dose is of optimal benefib¢al patients: “this
Is something that would only go in our benefit”. ¢reneral, new
medicines become available in Pakistan a few y&des than the
West and knowing this gives physician-researchegsreeral sense of
confidence about these drugs. It is still necessaryscertain the
optimal dose for local patients because:
We feel that dosages in the West because of so neasgns,
they're slightly higher than those [needed] overeheBut
generally | must say in the trials that we do overe, we do
start with European doses, and then depending hole -
results or the side effect profile or adverse eveate
behaving [we adjust the dose]. Generally, the ddbke-
European dose is not such that [it is] toxic for lust there
may be a little- we might be going a little overlbar let’s

say that, we may be getting the same results witled dose
(Int.P-R17).

The main issue with most international clinicaklsi conducted in
Pakistan, this physician-researcher said is, thgéhrisk benefit ratio
issue”. It is important then to be aware of thaseektigational New

Drug (IND) trials:
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This is the gross unfairness of those IND clinitals that
are being done. It's changing; it's not always sd k's
largely so. And this is- this is the area thatdlfeeeds to be
looked upon. It's something that will not be lookagdon by
the sponsoring companies. It's something we need/da
know; raise our voice against (Int.P-R19).

Physician-researchers therefore do not considerP-& 17 said,
running “just any trial”. They prefer well-structd trials with strict
oversight mechanisms such as, for example, thosetoned by the

“FDA [Food and Drug Administration] or other worddithorities”:

Sparingly, not very frequently, pharmaceutical camps
would ask us to hold a trial for them and genertilgse are
type of trials which would be scrutinized and whatle being
scrutinized by FDA or other world authorities arey're

pretty well structured (Int.P-R17).

In addition, P-R17 said, “we scrutinize the reskatocument” when
asked to conduct a trial. Discussing a trial invata for a drug called
glitazone, to be used in Type 2 Diabetes Mellitusatt a

pharmaceutical company brought to this hospitahded:

| remember we were asked to do, this was quitevaytEars
ago, | think Phase Il trials on one of these gliiaes. And
the one glitazone which couldn’t get through, weevasked
to do the trial and we, on preliminary investigap the
documents which were provided to us did show thaais it

causes liver problems. So | think that was theassud we
rejected that research project. And lo and behitldyas

rejected all over the world as well because ofdamme issue
(Int.P-R17).

A recent development in Pakistan is Contract Rebe@rganization
(CRO), which, according to P-Rs 9 and 19, acts asdalle-man. A
pharmaceutical company contacts a CRO that ideatii hospital
where the CRO may have previously conducted releand so has

liaison with the hospital. This creates a situatidmere the CRO tries
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to “be economical and spend only what is essetdiatn the trial,”

said P-R9.

Not that all types of trials are accepted,; trihlgttdo not “fit” into the
available biomedical technical environment of tlusgital cannot be
conducted as there is no infrastructure to fatditend monitor these
trials. This is an issue with some internationahichl trials, for

example Phase 1 trial:

I’'m not against doing Phase 1- | mean, | actualantvPhase
1 trials being done here. But then you have to hheekind
of, — we’re currently not doing any Phase | triaéxause we
don’t have that kind of infrastructure. (Int.P-R19)

A *“tedious” trial, that is a trial that involves @happlication of
technology, may also be rejected on this ground.example, P-R9
talked of a trial for a drug to be used in pulmgnhypertension. In
this trial the pulmonary artery pressure had tonbeasured, both
invasively and non-invasively. It was rejected & tgrounds that
“first, patients did not want the catheter and selcthe technology is
either not present in our hospital” (Int.P-R9), tre relevant
technology may either be too “scarce”, that isisiinot possible to
extend the technology required for regular patietds research
patients. Sometimes physician-researchers sugggstarmaceutical
company that they should invest in equipment anat tvould

subsequently become hospital property, but the emmpesponds by

saying “that the budget is limited” and so the pobjis rejected.

Although some physician-researchers consideredmportant to

participate in international collaborative reseaathers consider it
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more important to conduct “our own research, orases that afflict
our people”. Aware that research conducted abroaaly mot
necessarily represent infectious disease patterrBakistan, P-R23
was of the view that local physicians needlesslylofo the
recommendations they read in western medical patidics.
Therefore it is imperative to ascertain whetherghgbiotic sensitivity
patterns of local infections are similar to whafpirgvalent in “other

countries”:

| do not think so we have things which exist in esth
countries and they [tell] us well now there is Ghyalia and

community acquired pneumonia and so we should put

anybody [all patients] on clarithromycin; now theeze
penicillin resistant pneumococci and [we] shoulartstloing
this [other treatment]. | think this is not realiyue for my
country. And | think we have different sensitivipatterns
and we have different problems than other countfiesP-
R23).

Due to the lack of local research on wider scaleysians are
influenced by research results from the West, shigl physician-
researcher, and so prescribe these antimicrobias are not only
expensive but may result in the development ofstast strains,

which, according to her, “would be a big problem”.

The physician-researchers conducting local resetirehefore limit
themselves to research that provide answers thaifdyenefit to local

patients. The type of research they conduct isiswar:

Questions which arise during ward rounds to whiehden’t
have clear-cut answers. For example, we get aflqost-

operative fevers and we get fevers in the wardsh wit
apparently no known cause, you know PUO [pyrexia of

unknown origin]. And we have this issue, whetheesth
patients have liver-phase of malaria which keepsieg up
because of diminished immunity. So this is a hypsithand |
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would dish out- so | think, | feel that, on the wdothe
research results would be fairly beneficial dingctb the
patients (Int.P-R17).

All physician-researchers expressed the need teessldour national
burdens” as most essential. These include infestiiseases, cancers,

diabetes mellitus and cardiovascular diseases.

6.1.2 ii Care of patients

Physician-researchers were also concerned abowhwhedicine is
provided to patients, both in the control arm amel intervention arm
of a trial. If a pharmaceutical company compromisesproviding

standard treatment to the control arm then:

We refuse trial on these terms. | mean, we justniyg even
refused a clinical trial on this ground becausevas very
obvious that they were going to palliate the sympdut not
offer any treatment [in the control arm], so thecalngist
refused (Int.P-R19).

Another physician-researcher (P-R18) was of theniopithat trials
will not be rejected out rightly, it would be rewied to asses the risks
and benefits, what are the patients being depriggdand then

decided.

After assessing that the patient will benefit franrial and that the
company can provide the standard treatment, thepsi@an-

researchers would negotiate with them to provide shme to the
local, trial, patients. One physician-researchét g#zat she had found
that, in her experience, pharmaceutical compameslucting active
control trials do provide standard medicine to toamtrol arm even

when it is not available in Pakistan, because:

202



It's not something that they cannot [do]. It's jestmatter of
doing tough negotiation. And it's something thattlsuggest
themselves; it's not like they are, you know, ewibnsters
and not willing to do anything. It's, | mean, theyuld do
something as long as it's in their benefit (Int.RAR

If there is an established treatment for a dis¢lase it is imperative
that patients who are in the control group are jolex the established
treatment as an add-on. In some cases denyingngaato a patient
can cause serious harm such as for example, desgriggtokinase to

a patient with acute myocardial infarction:

You know that it has a mortality benefit; you canrum
another trial on it anymore with a placebo, ordepirin, you
can't say, it will be fifty patients on aspirin andt [give] to
fifty patients, it cannot be done (Int.P-R6).

| observed that the trials being conducted wereeeiactive-control
trials in which one group was given the standaedttnent for that
disease while patients in the intervention arm vggven the test drug,
or add-on trials in which a placebo was added ¢ostandard therapy
for that particular disease, while patients in th&ervention group
were given the test drug with standard therapys,Thccording to
physician-researchers, is acceptable as no pasidrging deprived of
treatment; “there is no negative aspect that wewatigholding any
drug. So that part at least satisfies you that g giving the best

possible medications to both groups” (Int.P-R1).

| have only done a placebo-controlled trial in abedy that
was on acute diarrhoea. So in acute diarrhoea tdrelard
treatment, as at is, was oral rehydration salts§{x#yht, and
assessment and feeding and things like that. So wieedid
that study and we used anti-secretory factor inespatients
and ORS in others so there was no ethical problémthat,
because normally if they had come in the hosptiaty
would have received the same [ORS] treatment (P:R23
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Q: Was ORS given to patients who were getting thie- a
secretory factor?

Yes, so one group was given ORS plus anti-secrdsmtpr
and the other only ORS (Int.P-R23).

6.1.2 iii Access to proven intervention

Physician-researchers also felt that it is vitattpatients recruited
into trials should have access to the proven iet@ion- as medicine
or tests- when the research was completed. Howeisvs varied as
to whether it should be free of charge or providedubsidized rates.
Some physician-researchers considered it necessarggotiate with

the pharmaceutical companies to give proven intgiwe free to the

patients, for, said P-R19, it is “not somethingytlage going to do for

us, we need to negotiate with them.”

Even if the medicines, once proven effective, available in the
market, their price is an important concern. P-R&f stated earlier
that three drugs were being used in a trial he wasducting
previously and within six months all three were raped and became
standard therapy for breast cancer patients atl theworld. This was
“a good thing” but the problem was the cost, it Wagond the reach

of patients visiting these hospitals:

Here in Pakistan, [these drugs] were too expensine;drug
cost about 40 lakh [Pakistani Rupees four millipe} year
and the other drug cost about two and a half |&dkistani
Rupees 200,000-250,000] per month, and we havivéatige
treatment for one year (Int.P-R16).

Another physician-researcher remarked that a in&drvention is

brought into the market and sold at the marketepric
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It [trial drug] is marketed like any other drug asdld at a
price that is, you know, the market price. | hae¢ tp see a
pharmaceutical company offering all the trial patise free
post-trial access to their treatment (Int.P-R19).

Other physician-researchers reiterated that the rnpdzeutical
company should provide the medicine but the priesmains an

unresolved issue:

Yes, it should be made available and the compars/ ha

promised that it will be made available. The onlyestion
which they are unable to answer at the moment ahohk it
is unfair to ask what the price would be because ghce
may be too high for the average user in our courttrgit
dilemma still remains (Int.P-R1).

A pharmaceutical company would have no “hesitaiforiaunching
that drug in the country, where the trial has beenducted, if the
intervention proves to be effective” (Int.P-R17)herl problem, this
physician-researcher recognized, is with the mmpigt Islamabad,
which has a lengthy registration process. Havind #as, even if it is
available the hospital cannot afford to buy the itiad and the price
is beyond the reach of the common man too. P-Riti7tlsa medicine

is so expensively priced is because of the coteofesearch trials:

Naturally the drugs on which the company spendsta |
during trials, their cost is not going to be haridyeach and
every individual” The pharmaceutical companies p&m
new molecules, they [pharmaceutical companies] have
spend a lot on R & D [research and developmentgpese
has already taken place. So partly they're justifie making
them expensive. And partly because in five or eiggur’s
time, their price will be gone [reduced] and theyé to earn
as much in those five or eight years (Int.P-R17).

According to one physician-researcher, although pharmaceutical
companies do not usually provide cost-free drugsytdo make

exceptions on “humanitarian grounds”:

205



The thing is that when you're doing a trial [on] taatic
[disease] most of your patients are not there amairug
finally does get approved. So it's less of a concehen
you're dealing with metastatic [disease] patiergsduse, you
know, practically you don’t have that many of thatipnts
that are [there] without treatment in the first qda(Int.P-
R19).

This physician-researcher added that although arnpdeutical
company may be interested in patients’ post-tuaVisal information,
once the drug is in the market, companies may saydre now not
actively intervening in that patient’s treatment, we don’t have an

obligation to provide for that treatment.”

A physician-researcher, who was a principal ingagtr in a trial that
showed a drug to be effective, reflected on hisnpry role as a

physician said he would negotiate with:

The company [to] subsidize it [the drug] for thdigats, who
have volunteered to participate in the study, dmehtit is
between the pharmaceutical company and patientddbior
only comes in when the patient have any specifablem
(Int.P-R9).

Narrating his experience concerning the availabift Gleeved?® P-R

16 added that initially the company provided thegdio the principal

investigator to be given to patients “and this wamfor two years”:
That was a very good example, | think; the drugclhis

found to be very helpful for those patients, theywd been
[given the drug]. | was really amazed that how failti-

national company can afford to give the drug in éwug

amounts to the patients, which is really very usefnd free.
But now they have made the availability of the deuguge
problem for the patient; and it is not free; thayé to pay for
that [though] on a subsidy basis (Int.P-R.16).

9 Used in patients with Chronic Myelogenous Leukaemi
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One physician-researcher suggested conducting éougontract
negotiations with pharmaceutical, because if a rphaeutical
company knows that a large number of patientsvallecruited from
a hospital, they would agree to a lot of thingst, Bigually “what most
investigators do not do are tougher negotiatiomgy tjust sign

whatever comes to them™:

Because, you know, that is not their domain. Sy then't
know what they can negotiate. And the pharmacdutica
companies tend to present a contract as somethimvgd in
stone, whereas it is not; it just takes a lot ddbrefto redraft
the whole thing. And it can be done. It is beingnele- even

in Pakistan and not just at Shaukat Khanum (Int1B)R

6.1.2 iv Time of negotiations

All physician-researchers felt it was necessaryntike interventions,
that have proven effective, available to patienisthey had different
views about when was the best time to negotiath puavisions. One
option was to negotiate at the time the contradbemg drawn up

between the sponsors of the trial and the hospital:

But | mean it's very, very hard to negotiate ontsutatters. |
mean, we have had a very hard time even negotiahAgial

patient benefits. | mean, getting trial drug is ro&nefit.

That's something that, you know, they'd like to jexd as a
benefit but that is not. And we, you know, we dopbasize
this fact. And that's something that- | mean th#edence
that I've felt in institutions that are experienced doing

contract negotiations — like this institute and Adthan also,
they give a really hard time to their sponsors wttery are
negotiating a contract, for the coverage that tlgegoing to
offer the patients (Int.P-R19).

Five physician-researchers (P-Rs 6,9,13,14 and Bayvever,
considered that it would be better to negotiatenupanclusion of the

trial, once the effectiveness of the interventias been established:
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[When you have] done the trial, and you have comevith,

the conclusion, once the conclusion is drawn, [beehthis
is directly related to the results that we achidhe, patient,
the company who did it, are willing to cooperatgast study
with the participants of the study, but they amsoahot sure,
we are also not sure, whether the drug is goingbdo
beneficial (Int.P-R9).

As stated earlier, local physician-researchersnatewell versed in
contract negotiations and so tend to accept whatthe sponsors

offer, because:

If we discuss with them before the trial begins toenpany
may not do the trial and take it elsewhere, [sogmwthe trial
is over then it should be [negotiated], to giventhigpatients]
drugs at subsidized rates. | think it should beulised with
the company (Int.P-R6).

According to one physician-researcher, it mightpossible for the
principal investigators to coordinate “a pressureug” to negotiate
post-trial provision, especially if the Pl has sfgant number of

patient-participants:

Say [to the drug company] that the drug is benalfiand
then [now] give it to patients at a lesser costeyllare not
going to give it free. But you see [this] is dilgctelated to
size of the study, [and] duration of the studythié duration
say is only six months, then the commitment ofdbmpany
[to the patients] is probably less, [because] tpegients] put
less effort. If it is two years trial study theretbommitments
on the part of the patients are substantial. Thsrea

relationship with the patient and therefore thepoap is

something [that develops]. ...the benefits oughtaalivectly

passed on to the patient (Int.P-R9).

6.1.2 v Patients’ perspective
All patients, likewise, expressed the desire fpraven intervention to
be made available to them and to other patientse dhe drug has

been found to be effective. And some, unsure ifrti@elicine will be
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available through the hospital, were willing to dujrom the market;

the price, however was a concern:

| would want the medicine to be available after tiie. | do

not know if they will though. But, if they are theémill buy

them [medicine] too, if | have to. It depends oa frice also.
Let us see what happens (Int.Pt.3).

Pt.4 was not responding to a trial drug and haddghbof withdrawing

from the trial therefore at that time she did natieetain the thought of
whether it should be brought into the market. Hosvewhen | spoke
to her a year and a half later (in March 2012) Ise responded to the
test drug and was now expecting that the drughbelimade available

to her and others like her, because in her opinion:

[Patients] follow every instruction of the doctar get good
results. So | think it should also come into therkea [for
patients] in Pakistan. The doctihib said he will try and get
it for us [patients]. When | was in the other tridde medicine
worked but when the trial finished they said thmltis
finished and they do not have it [drug] any more, ISdon’t
know. Doctorsahib said that he will ask the company to
make it available for the patients in research ibatid not
happen before [in the earlier trial] (Int.Pt.4).

After availability of the drug, affordability was major concern for
patients. All patients wanted the drugs to be “grdunto the market
at a price that we can afford” (Int.Pt.7). A patierarrating why he

enrolled into drug trial rather than undergo anrapen:

You see when | had my angiography in 2008 the messel
was blocked, and the doctor told me that | can have
angioplasty then | was told of this trial. | thoaghat | have
only just had a very bad episode of heart attackispgo for

an operation on the heart ---1 may not come ouu ¥ee the
fear is always there. Now [December 2010] they hdwee

an angiography and the main vessel is clear. $unk that
because the medicine works well it should be maddable

to the people and the cost should be accordingedtiying
power of people (Int.Pt.6).



Similar view was of Pt.4 who had benefitted frone tinial drug but
now in March 2013, was not taking the medicine las trial had
concluded. According to Pt.4 the physician-researgays they have
“talked to the company, but the company says timaesthe medicine
is in the market, it can be bought”. But Pt.4 saids available at
some medical stores but it is too expensive ananhot afford it as
one month’s supply of medicine costs 3 lakhs [Rakis Rupees
300,000] so what is the use of it coming into tharket”. Other
interviewed patients, enrolled in different trialkad similar
experiences with regards to expense. One pati¢@ljFsaid that her
husband took out a loan to purchase her initigattnent. Another
patient told me that someone she knew had to ngetgzeir home in

order to be able to pay for out of trial chemotipgra

The medicine should be within reach of patientshtiuld be
so cheap, so that all cancer patients can buythiowt having
to borrow money or sell their property. | know anseone
who has mortgaged their homes to buy medicineRi1®).

6.2 Patient Autonomy

Most physician-researchers’ were of the view thattiming consent
from the patient is important since it is the patie body that will be
affected by a trial drug, so the patient, himselherself should decide
whether to enrol in the trial or not. Most physici@esearchers
consider that they should act as an advisor, ngioga his/her
decision on patients. However, these physicianarebers
acknowledge a difference between theory and pec@ying that the
practice in these government hospitals, where mastin-literate

patients come, was very different because thereyemefew patients
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who, as a matter of right, would ask the physicesearcher for

details:

| have never seen a patient who says that okagéedrthis, |
want this or [how is] my treatment going. What am@u
[physician-researcher] doing?’ No one ever askedamg
question in these six months. They do ask me atheuside
effects [and] what should | do to get my treatmdhit no
patient actually comes up and you know force[s] tmeell
the details of [his] results and about the theriduay how it is
going (Int.P-R31).

6.2.1 Physician-researchers’ concept of patient anthomy

Most physician-researchers consider it is necedsanyform patients
about the benefits and risks of the trial and thgrao that they can
decide if somebody should intervene with the irdation- medication

or surgery:

So that | can ensure that the patient feels th&hkeis

empowered in his/her decision and that they doeél f
trapped or forced into a study and do not feelnakgvantage
of (Int.P-R24).

Physician-researchers felt that giving informatido patients
represented a new departure in medical consulat@mmmenting
that, in the past a physician would rarely, if e\dBscuss with patients

their treatment. Nowadays there is a change iattiteide:

When | look back about 25 years ago to today,nktinere is

a difference. [We] talk to the patients a lot mote.is
extremely important to define to a patient that iwkavrong

with them and then discuss their problems, discies
treatment and then also discuss what the possible
consequences are (Int.P-R6).

When | was young | used to give them my decisiansnow
| think we should let them make their own minds upas
enthusiastic then. Now 1 tell the patient and eseggest to
them but the decision is to come from them. Nowever say
‘do this’ | only advise (Int.P-R23).
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Most of the physician-researchers consider thatesthey have more
knowledge of the research trial and medicine thesir ppatients, then
the responsibility is on them to guide their paseand communicate
medical information to them in a manner that israppate for their

(patients’) level of understanding.

She [physician] should not force actually, it ididligely that
the physician’s knowledge is better than the pédiebut it
should not be imposed on the patient. Don’t sagt‘ttknow
better than you”; that is understood, the physidafinitely
knows [more], that is why the patient has come tw y
[physician] (Int.P-R10).

It is important for patients to understand whatodlimg in research
entails. Once the patient is given informationsieasier for them to
understand what is required of them to follow thet@col. Then again
although physician-researchers consider it importan patients to
know “what is going to happen to them” (Int.P-R1iRjs awareness is
dictated by the literacy status of the patient.

If [patient] knows, what the thing is, if he marha likha

[literate] and can understand, then he should baitky

autonomous to make a decision, right, if he doekndw

what it is, then it may be [difficult],[I]] mean, nmathing is
education, awareness ... (Int.P-R37).

The interviewees preferred to discuss the triahlie patient because
as P-R16 said, “it is the patient who is actualiyffexring,” and
whatever medicine that is given it is “the patiesio is going to suffer

the side effects”.

6.2.2 Autonomy and context

The physician-researchers considered that disaussibout treatment
and research should take place with the patientrdpuarted that in
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many instances the accompanying relatives parteiga these
discussions rather than the patient an experidmateig similar to my
observations (as described in Chapters 3 and &H26°-said that
sometimes relatives “transfer their patient frone tiwspital to another
if they realize that the policy at this hospitatastell everything to the
patient”. Then, at the transferred hospital, thejorm the new
physician why the patient has been transferred heck so would
request minimal disclosure of information to theatient. This is not
to say that the accompanying relatives are not exorecl for the
patient; on the contrary, it may be precisely totpct the patient from
mental distress or depression that relatives ptefevithhold medical
information. This is more likely to be the casehié patient has a life
threatening illness:
Autonomy here in societies like Pakistan, India kel here
family oriented societies. Sometimes family doeslabyou
give autonomy to patients... that is the biggestcathissue
you have. A family comes to you in certain cases| say,
‘leave it and don't tell them [patient]’, this ikdre, and that
happens when there are life threatening situatibkes

cancers and where they are not going to live mociydr
(Int.P-R5).

In social setup like Pakistan | think no patiendigonomous.
Their family matters a lot. Patient autonomy is thare at all
and even a patient can’'t take the treatment urdesgsuntil

their family is willing (Int.P-R31).

Some physician-researchers understand and accept lth these
circumstances the discussion is between the playsreisearcher and
the family, who then in their “own particular mamrell the patient”
(Int.P-R12).

We think we should tell [the patient], but [for]rtan reasons
we don’t. You see, we are living here; our roots laere, so



we don’t think that this is a big problem. We carderstand
our social norms and general things. We are folhgwthat,
and we feel this is may be good for certain pasidit.P-
R26).

Others too consider that families are supportive jamt decisions are
useful:
| think that if the whole family reaches a decisiten the
outcome is better. This way the patient is not ursteess. It

is not that autonomy is compromised but it is aticopfor
others to help their patient [in decision making}.P-R15).

| observed during ward rounds and consultationghe outpatient
clinics that physicians did not hesitate to discagsmtient’s care with
the accompanying relative, sometimes out of theihgalistance of

the patient.

However, P-R6 stated that although relatives contyn@guest that a
patient is not informed about a bad prognosis,sitnbnetheless
important for the patient to know, and thereforenform them in my

own way, bit by bit, not drop it like a bomb on e

According to seven physician-researchers, (P-RE%,53,24,30,33),
especially the female physician-researchers ambam,t exercising
autonomy, as these interviewed physician-reseaschederstood it,
was limited and does not pervade society. Thessiphp-researchers
represented a segment of population that is in myhand have to
adapt themselves to the prevailing norms:
You know, I'm a woman who is educated, who is wogki
[and] who is very independent. So, you know, the
background I'm reflecting may not be reflective tife
general population of this country. |1 do believe sglf-

determination. But this might not be true for mo$tmy
patients who might not relate to that sense of qreis
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freedom. People are used to having others decidéhém

and, you know, people are also used to making idesisor

other people. So you have to, you know, you oftanehto

work in that cultural context where you cannot josine as a
foreign authority and maybe impose something tlsatai
completely foreign concept to them (Int.P-R19).

Although these physician-researchers consider tatigave a right to
determine for themselves what to do regardingrmeat or enrolment,
instances recur in practice when the local soaaing are such that
others, particularly relatives, decide for patiefisis is especially true
of female and elderly patients. This can have agrmwering effect
on the physician-researchers’ values:
It happens all the time, | mean for example | attingj in this
chair, I am looking at you and you are the old wonaad
that’'s the son sitting over here... He [son] willl tdle story,
ammi [mother] is quiet, so | will talk to thammi, and [she]
will not reply. | will talk to the son, the son Witell me
everything, [and] then | will say | want to talk tbe mother
now, so it's my handling of the situation. | wouby and
large elicit some conversation from the woman.... Bes,

sometimes even | have to forget about my viewsgwne in
to what is happening (Int.P-R6).

Similarly, | observed in one instance that wheraaegmt was called in
for consultation prior to trial enrollment, her hasd accompanied
her. The patient complained of how her disease intasfering with

her daily chores, especially her inability to sar hamiz (prayers),

but her husband insisted that the condition was ageable. The
physician-researcher started to explain a test waat required as a
preliminary to trial enroliment; the husband askadan appointment
for the required test and ended the consultatiorthis instance the
physician-researcher was unable to examine thergatir proceed

with the consultation.
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Although Pt.13 and 17 determined for themselves,dascribed
earlier® though not without consulting their siblings, a/fphysician-
researchers were also of the view that a small earmbwomen make
their own decisiong! this is not the norm. Physician-researchers
reflected that the socio-cultural environment, ihich many of their
female patients live and were raised, has effelgtiveduced these
patients’ confidence to determine themselves whabt Such women
believe that men know best and defer decisionkaémt if a husband

agrees then so would his wife:

They don’t feel confident making the decision foernselves
alone, that is what | think, because we just paier@ them
so much that we don’t give them the confidence tihey can
make their own decisions. End of the day that ésstnucture
of the society that we have. But this is more ie tbwer
middle class, [where] women are usually housewitiesy
don’t work, they don’t go out of their houses, hemmeuch,
may be shopping only ... (Int.P-R5).

Other physician-researchers recounted experiemcesich they had
realized that their female patients felt that by agreeing with their
husband’s decision would cause problems for tfferm these
circumstances, the onus is on the physician-reseato ensure that
the decision made is in the patient’s best intefestich more than it
would be in the developed world, because a patientild know her
rights there” (Int.P-R19). Here, the physician-egsbers felt they
sometimes tread on fragile ground, for the husbamght feel
threatened that a concept of autonomy is beingledsin his wife or

daughter and that his status as a man who deadeld womenfolk

0 See section 4.2.4.

°1 See section 4.1.4.

2| described this in Chapter 4 from the physiciasearchers’ perspective in section
4.1.3 i and iii, and from the patients’ perspeciiveection 4.2.3.
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in his family is being undermined. In these circtemses, physician-
researchers learn to handle such situations talasreiating problems
for their patients, at times be conciliatory towsartie husband and
explain the need for examining the patient in gayabecause an
insistence on autonomy sometimes does not work foatéent’s

benefit.

Moreover, to try and enhance a female patient'ditabto be

autonomous is not possible because:

Your social norms are different from the West, your
economic conditions are different, [and] your key is
different. Your religion is different, everything idifferent,
that is why (Int.P-R34).

In the physician-researchers’ view it is necessaegping local norms
and practices in mind, to make policies that agiegble in the local

context:

Because you know they [patients] come from a aertai
background of values — should | impose my value of
autonomy on to them? | mean, this is something, that
know, | don’t really agree with. Morality is not reething
that is new to us. | mean, we do have our valuesnaorals
that we can adhere to. But when something becomes
something of a fad, you know, we just blindly impirand
promoting their [Western] values and we don’t ngdHink

for ourselves. And that's usually what leads tcemimas. |
mean, you can always achieve a balance. And thdiése |
think that we need to- we need to have policieswfown
(Int.P-R19).

Four physician-researchers (P-R22,23,25,30), rdedunnstances
when women did take charge of situations, sucloas$tance, when
women bring their children for treatment withoutitiveg for the man
of the house to accompany them or to give his E=ion. Five

(Pt.7,23,32,34,35) of the female patients discugselier too came to
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the hospital alone, though not initially. Threetltdm explained that in
the early days of their treatment they were accongoila one woman
was accompanied by her mother-in-law, and the other were

accompanied by their mothers. As stated earlieChapter 4 it was
only when they became familiar with the bus (or)veoute and the

hospital that they felt confident to travel by tresives?®

6.2.3 Confidentiality

An issue directly related to autonomy is that of fbhysician not
giving information about “their” patient to anyoredse. However,

maintaining confidentiality in the local contextviery challenging:

| think that is the confidentiality area becausealglines they
say that it is basically the patient’s decisionilusuhd unless
the patient is mentally, you know, incapacitatedt im our
setup even if the patient is, you know, mentallyaykshe
would again ask her husband (Int.P-R14).

| observed, as discussed earlier, that none op#tients objected to
the physician-researcher discussing details ofptteent’s disease or
the proposed trial with the accompanying relati@eme physician—
researchers explained that patients themselves lmapesitant to
speak to a physician in private. For instance, anamo patient is
usually unwilling to come into the consulting o#ficwithout the

husband and is more likely to be comfortable if inesband is present.

Similarly, | observed that when one physician-reseer asked a
female patient if she wants her husband to be ptedering the
consultation, the patient replied “it is okay [tbe husband to be here]

because when | have to come for the test, he wiglme. So | have

%3 | explored this in Chapter 4, section 4.1.3.
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to tell him why am | going to the hospital” Accongi to the
physician-researchers, this practice of women mglyion their
husbands to discuss their medical cases with playsic is not
restricted to a particular socioeconomic class atiemts, nor is it
related to the literacy level of patienfs. Instances where educated
women also ask physician-researchers to discuss thedical
condition and treatments with their husbands wexgated by this
physician-researcher:
There a few studies- | have done a study, | woathe that
study — but, you know, | wanted to have her alomretlie
discussion because that was a genetic study. Kigottia
cultural norms here | was reluctant to tell in fraf her
husband. Plus it's my ethical duty that, ‘see #@'ggenetic
study. And the disease you have it may have a genet
linkage. And it could be transmitted to your chédy your
daughters’. So | had to convince her that, ‘se@uld like to
maybe, we can have a one to one session’. Sothautvas

difficult because they were insisting that, ‘Whyt rask my
husband’ (Int.P-R18).

Contrary to this, in this physician-researcherw, maintaining
confidentiality is not a problem for male patien®sR18 went on to
state that men mostly attend their hospital appuents alone, similar
to my observations, and do not seem to have arar ‘& breach of
confidentiality”; when the physician — researchil& to them it is a

“one to one discussion”

Six physician-researchers (P-Rs26,29,34,35,39,4@re wof the
opinion that patients are more at ease when disgudiseir medical
problems with same gender physicians. This was maident in case

of female patients because, as P-R 26 said. “Ladiesur setting,

** See also Chapter 4, section 4.1.3.i.
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they don’'t want to be treated by men” and this usderstandable,
considering our society” (Int.P-R 35). Five femaleatients
(Pt.8,29,31,T and G) also said that they want tcattended to by

female physician3’

Maintaining confidentiality is a dilemma experiedcby physician-
researchers not only in their research but alsclimcal practice. P-
R36 narrated an incident that occurred when he waing in an
out-reach clinic (conducted away from the hosprtad rural area). He
was examining a young unmarried woman who was apaaiad by
her mother, and he saw signs of sexually transthidisease. He was
not sure what to do and felt that the patient was keen to talk,
perhaps because the mother was there and alsoppeblegaause he
was a male physician. He could not ask the mothdedve for she
would not have done so, because as he said itis$ fjot done here”
and there was no female physician during thatimtavho could have
spoken to the young woman in private. The histdrgymptoms was

sparse; all he could do was to:

Put her on treatment for [the disease], which | siaspecting
[and] she improved. Although | got the same cake that
[similar case], he was a male, it was very easynfer to
communicate with him | counselled him about hisedse
and he improved, but regarding this lady, | wasyver
confused, what to do and how to do that. | just fpert on
medicine and she improved. | just treated the diseflhe]
disease vanished and she [patient] also vanishe®@{R36).

Issues related to confidentiality were raised dteothospitals too.

Three physician-researchers (P-R23,24,25) condyctesearch to

%5 | explored this in Chapter 3, sections 3.1.5 a2d43
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establish the effectiveness of NESTRO®Tecounted how they had
to collect blood samples from the immediate faroflyhe patient with
thalassemia. The index patients’ families were \atpvely involved
in convincing other family members to participafe, they thought
this would benefit their relatives, who otherwiseuld not have had
the screening test done. In addition, the physioesearchers and a
genetic counselor would offer them advice. Whenaine to giving

the test results, the physician- researchers fanexthical challenge:

And [the] main ethical problem which we startedifigcwas,
when patients came back to ask us about the reSiisat
was [the] result [of] mkhalz’s [maternal aunt’s] son?’ They
wanted to know [the results] of the other relatieesl that
became a significant issue. We did not tell there, were
perplexed about how to do [deal] with that. What die is
eventually we called them in as [a] group, in onade... and
they chose whom to bring. They were then givenréseilts
individually [in private]. The understanding wasathwhat
ever will be discussed will be discussed here his toom],
and we left it to them to decide [whether to teHers or not].
We did not tell (Int.P-R24).

In the same research project, P-R25 said, some wdmen these
families, who were recently married and living wititlaws did not
consent to this test. They were concerned thatabiglts may become
known to their in-laws and worried that if the tessult is positive it
will have dire implications. It was only when thehysician-
researchers “guaranteed that the test results lvall confidential
between us [physician-researcher] and them [ppait] and there
was no way anyone would tell their in-laws, onlgrnhthe women

consented” (Int.P-R25). This is because:

% Naked Eye Single Tube Red Cell Osmotic FragiligsfTis a screening test for
Beta Thalassemia trait.
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In [a] country like [ours], it could happen verysédg that
males can control the things — and if the woman, $ahe’s
interested to have it, like, confidential it shoulot be told to
other members, it's out of her control. Becausessé@ much
dependant in a culture like ours, it is a dilemm@r [us]
(Int.P-R18).

6.2.4 Withdraw from research

Most physician-researchers consider that patiehtsild know that

they can withdraw from research at any stage gy thish to:

[The] thing is when you get informed consent froatignt
you have to you are morally bound, ethically botméell the
patient he or she is free to withdraw from thedgtproject
any time he or she may wish. That it is not a bimat,signing
a legal contract with the patient (Int.P-R9).

P-R27 said that when or if patients suffer from yangtom that
develops soon after being enrolled in a trial thée, patient must be
informed that it may be an effect of the new meticilt is then up to
the patient to continue or not with the trial. dtnecessary to inform
the patients because “in our society people doknotv their rights,

there is lack of education. They are not awaret.PhR27).

Most patients, when invited to enrol may “not oughtly deny
physicians’ request; worried that such a denial niawe bad
consequences”, P-R 26 explained that the patieghtnthink by not
agreeing with the physician-researcher they magtuijpe physician-

researcher.

There are varied reasons for attrition and the ncostmon is that
patients, especially women cannot come becausaeotlistance or
there is no one to accompany them or that the yadukes not permit

them to enrol. Most patients who withdraw from e¥sé do not
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discuss with or inform physician-researchers buhegi miss the
follow-up appointments or do not respond to teleghoalls. P-R27,
one of the physician-researchers who were of tee ¥hat physician-
researchers should only provide the information tdthe patient
decide® said that in order to minimize “dropouts” it issestial to
select those who “fulfill the inclusion criteria’nd are likely to

benefit, and decide themselves to take the treatrfen

If I decide for patients then they feel they hawejdin-but
after the first few follow up visits, if they arenhconvinced
[about the trial] they will just stop coming (IntfRR27).

According another physician-researcher, the isgugn-compliance
or “drop-out” has a negative effect on their resbkailhis is because
the finances allocated for research are very meaggeif patients do
not continue in the trial, then not only is thatuid wasted, but the
patient has not benefitted too” (Int.P-R31). Soytheually urge the

patients that:

If you think and plan to start then think propealyd stick to
[research protocol] because we do not have so finaaryces
to keep enrolling new patients. | think this is on@ant that a
patient should not drop-out and what | feel is thatways
tell the patient that this is a research projeid itot like other
out patients’ clinic being run. It would be a fadufor us ...a
big loss if you just go.... That also reflects likeynbe this
was a failure on our part that we are unable te ¢ne proper
understanding of the trial to patients (Int.P-R31).

| observed that P-R 31 explained the protocol eftttal, the time line
and the side effects of the drug, namely, weaknedseme nausea,
depression and inability to bear heat, to a pati€hbugh the patient

was eager to start the medicine, P-R31 asked hifgdadhome and

" This was explored in Chapter 4, section 4.1.1.i.
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think about it; once you start the treatment tties & commitment on
your part for six months. It would also be goodliscuss with others
before deciding; especially if you could talk tonsmne who is
already taking this medicine”. Another patient @sgped by saying
“no, | have already done so [that is consultedjvaint to start [the

treatment]” (Pt.25).

When | was conducting an interview with two othetipnts in the
same trial, they narrated that when they startegtettiwere many

patients who joined but now according to them é@rss:

For the last five months it is only us two [pat&gnitho come.
You see the person who gets these injections knbWwis
body can afford these injections or not. | mearbfems like
fever, vomiting and pains are not easy to toleaaig so some
may stop taking them [injections] (Int.Pt.21).

| observed that some patients know they can withdyet continued
in the trial despite no significant improvementtlie hope that, since
they have tried all other medicines and their cooi has not
improved, this medicine will help. They discussdd with the
physician-researcher, who encouraged them to amntiRor instance
Pt.4 was advised by P-R13 that since the triabisduration of two
years “so let us use this [medicine] for two yeamd then see”. Seven
months later | talked to her and she said thatd been a year now
(July 2011) and there is still no improvement irr bendition. She
was despondent but stated that the physician-idssar had
encouraged her to continue. She herself also wadatedntinue in the
hope that the drug may work. This hope was basedaeomxperience

of a previous trial where the medicine “worked tisenl am praying it
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will work now too” (Int.Pt.4). Her query at thisnte was “Do you
think the company will make some [medicine] for pkeodlike us [non-
responders]? It is such a big company, is theréome for patients
like us?” Then, she informed me (in March 2012t thfter one and a
half year into the trial she has responded to rilaé medicine and her
condition had improved. She attributes her “succesthe physician-
researcher’'s encouragement. She said that the grysesearcher
could have said “okay if you want then leave it[thial]”. Now, the
trial is over and when | talked to her (in MarchL3) and worried that
she is not taking the medicine and though the nmeglis available in

the market but she cannot afford to buy it.

Concluding remarks

Patients attending these hospitals are not awatteeafentittement to
information. Although the educated ask questionsl a@yet the

information, non-literate patients do not. Physierasearchers are
aware of the moral imperative of patients’ deteimgnthemselves

what is it they want regarding trial enrolment (arehtment).

Family-centric decision-making is the norm. Someysitian-

researchers accept these circumstances while @blenswledging its
usefulness, find it conflicts with their own valagself-determination.
There is dissonance between most physician-ressatotoncept of
autonomy and local practice. Physician-researchesssensitive to
their patients’ social constraints; they are cirspect and seek to
manoeuvre the situation in a way that is both coegt with their own

values and sensitive to local norms. Another egualportant issue is

that though most patients value family involveméntay undermine
225



their confidentiality. The prevalent norm of famigntric decision-
making creates a dilemma for the physician-resesascand they find
it difficult to uphold their duty to maintain theripacy and

confidentiality of their patients.

Physicians-researchers primary function stems fitbeir role as
physicians and the role of a researcher is eclipyat Their research
has to fit in with their primary function. So, phgisn-researchers
prefer research that provides answers to the hpadtiiems and from
which benefits accrue to patients otherwise condgciclinical

research is pointless from their perspective, tiésv is guided by
their duty towards patients. Most physician-resears prefer
conducting add—on Phase Il and Phase IV as nergaginrolled in
the trial is denied “treatment”. This raises anicgthissue — the
boundary between research trial and clinical careniclear. Why do
physician-researchers consider the trial as anrmrge that benefits
their patient? | recognize that this extrapolatesftheir clinical role
as physicians, where treating patients takes pymas | discuss in

Chapter 7.

Physician-researchers’ viewpoint is that reseatobulsl answer the
health problems of their patients. Though theyizeathat research
benefits future patients, they were keen to condesearch that
provides direct or indirect benefits to the enmblipatients, who

outside of the trial would not be able to afforgattment.

The relationship between the physician-researchard patients is

based on trust. In trials that last for two to éhgears this relationship
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deepens, and patients regard physician-resear@serheir doctor
szhib. In some physician-researchers view access to ptiogen

intervention also depends on the duration of tie &s in long-term
trials patients’ commitment is substantial. In aai, patients stated
that they followed the instructions of the physmci@searcher to get
“good results”. This raises an ethical issue: whetnd what is owed

to the patients.

All patients enroll in research primarily to benndfom the trial either
in the form of treatment or at the very least t@iave their condition.
For a few patients an adjunct reason was to heaipahnity, as | discuss
in Chapter 7. Hence all patients and physicianaeters want the
proven intervention to be made available by the riplageutical
company; though some were skeptical. Affordabilipf the

intervention, even if available, was another pramin concern.
Though physician-researchers had varied views abdgther the
intervention should be free or subsidized, mostep&t were willing

to buy it if priced so they (and others like theocan afford it. The
necessity of brokering a deal with the pharmaceltompany for
making the intervention available to the patient aensidered

important.
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Chapter 7

Discussion

This thesis set out to examine the challenges dfillihg the

requirements for the ethical conduct of researchuman participants
in developing countries, with particular referemodrial enrolment in
Pakistan. My focus was on the two central requirgsef ethics
guidelines, as discussed in Chapter 1: that ofimbta an informed,
voluntary consent from participants, and that afdigcting responsive
research. On the basis of data collected from vigess and
observations with physicians-researchers and patigwolved in
research trials in Lahore, | described across @napB-5 the
challenges of obtaining an informed, voluntary amolcumented
consent from patients. In Chapter 6, | also presknthysician-
researchers’ reflections on the challenges of mgdtie requirement
of patient autonomy in decision making, on theimary role as

physicians, and the issue of responsive research.

In this chapter, | discuss the ethical challengdsntified in my
empirical chapters and summarized in the concludiemmarks of
Chapters 3-6, in the light of findings from elsewéh@ the developing
world and the research ethics guidelines. | dravihenDeclaration of
Helsinki, primarily because, as stated in Chaptent Iforms the
cornerstone of most research ethics guidelines #ra local
guidelines- the PMDC and the PMRC refer to it. $oaldraw on

CIOMS since it provides guidance to research iretigoing countries,
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and on the Belmont principles, as they form thenftation of research
ethics guidelines. Occasionally a physician-researcefereed to the
Helsinki Declaration in connection with “add-on”ials but most
physician-researchers did not refer to the guiésliThese physician-
researchers stated that they obtain consent tol finié institutional

requirement of obtaining consent and so are “guitbgdhe sponsors.

In the light of these guidelines and my findingscdnsider the
challenges of obtaining an informed, voluntary, semt from patients
under three sections: information and understandiagision making;
and documenting consent, in the local context. ftheth and fifth

sections consider the ethical implications of pbigsi-researchers’
view that they are primarily physicians, and thettaraof responsive

research.

7.1 Information and understanding

The context in which information is given affectowh it is
understood, especially among “illiterate and disarchised
populations” (Bhutta 2004 a:773). In Chapter 3dntified patients’
educational status, the time available for commatmg trial
information and the attitudes of physician-researshtowards
patients’ information needs as important contextaetors that result
in variation of information provided and patientsiderstanding of the
research. In this section | discuss the implicatiohthese contextual
factors for the ethical requirements that patieateive adequate and

relevant trial information.
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7.1.1 Education

The fact that my patient-participants were a miedficated and non-
literate patients enrolled in clinical trials sugtge that trial
participation is not dictated by their literacytst as is also reported
from Bangladesh, India and MalawiHowever, numerous studies —
from South Africa, India, Bangladesh, Nigeria, Egypri Lanka,
Mexico and Thailand — report that patients’ edwratevel, scientific
literacy and prior exposure to medical researcHuémices their
understanding of research tridfs.lt is generally accepted that
educated patients have a better understanding villiédeacy and lack
of scientific concepts places patients at a disaige (Patra and
Sleeboom-Faulkner 2009; Dein and Bhui 2005; Lyr@eowdhury,
and Ekstrom 2001; Adobor 2011). Lack of educatisrassociated
with difficulties in understanding trial protocoleyen where they are
“fairly simple”, as reported in a study from Ind{&itanjali et al.

2003).

| found that educated patients were generally éasygommunicate
with and receptive to trial information. Those pats who had some
knowledge of science understood “researdehdiq) as a scientific
endeavour to establish the effectiveness of new igimed or
diagnostic interventions; they viewed medical resdegositively, for

its potential benefits. Yet some educated patieietsed the trial as an

%8 patients’ participation in trials is more likely be dictated by their health, stage of
disease and their economic circumstances, which mmealye trial participation the
only treatment option (Gitanjali et al. 2003; Lyn&@howdhury, and Ekstrom 2001;
Mfutso-Bengo et al. 2008).

* van Loon and Lindegger 2009; Kumar et al. 2012; dgjnChowdhury, and
Ekstrom 2001; Ezeome and Marshall 2009; RashadppBhiand Haith-Cooper
2004; Sariola and Simpson 2011; Pace et al. 208gas-Parada et al. 2006.
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experiment fgjarba) — as something scientists perform in a laboratory
on “guinea pigs® This concept is common amongst patients in such
varied contexts as the UK, India, Sri Lanka and yn&idrican-
American patients in the USE.Educated patients were also deterred
from enrolling by anxieties about the side-effeofsthe trial drug;
physician-researchers sought to dispel these apps&n<? In a
study from India, more literate than illiterate ipats refused trial
participation (75% versus 67%) (Gitanjali et al03}) whereas in a
study from Egypt educated women were easier tollehiam illiterate
women, who were suspicious of research (Aboulgh@il}®
Awareness and understanding of medical researchaddition to

education level, is strongly associated with youngge and social

class (Flory, Wendler, and Emanuel 2003).

Lack of education is not necessarily a complete taubs to

understanding (Bhansali et al. 2009) but infornratioay need to be
provided differently to be understood (Bhutta 2G04 Undoubtedly
education is not a measure of a person’s intelige(Luna 1993;

Newton and Appiah-Poku 2007).Intelligence is a global attribute
whereas enrolment in research requires specificenstahding of
scientific concepts (Frimpong-Mansoh 2008). A pers@ay be unable

to make medical decisions yet perfectly capablenaking decisions

%0 pt. 12 used the expression, “sacrificial lamb” gpter 3, section 3.2.1).
®1 In the study from Sri Lanka, a senior researchelained how patients may
consider themselves “guinea pigs” used by Westbarrpaceutical companies, see
Sariola and Simpson 2011. See also Corrigan 20Q@iuk2001; Corbie-Smith et al
1999.
%2 Chapter 3, section 3.1.1.
8 Another study from Pune (India) aimed at estinmtidlV incidence cited
illiteracy as an important correlate of lower comtpension of the consent process
(Joglekar et al. 2012). See also Hussain-Gamblas2004; Dein and Bhui 2005;
Hussain-Gambles, Atkin, and Leese 2006 .
% See also Jafarey and Farooqui 2005.
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related to other aspects of their life. The ethiesd practical
challenge for researchers, then, is to enable rgati®ith a limited
knowledge of scientific concepts and low levels ldéracy to
understand information about research, often alsosa language
barriers (Hill et al. 2008; Krosin et al. 2006; aka&fy 2003; Kumar et

al. 2012)%°

In Pakistan, English is the language used in méthaming. | found
that although consultations with patients take glaostly in Urdu, or
a regional language, medical terminology is usud&hglish and,
lacking equivalents in Urdu or the regional langeas difficult to

comprehend by most patients without a scientifickigeound — a

problem not unique to Pakist&hl found that patients’ understanding

can be improved if information and its communicatare tailored to
meet patients’ requirements. Patients’ understandnbetter when

physician-researchers make use of drawings, (asl4P-g&id)®’

analogies from daily lif8® or non-technical everyday language to

communicate information. | found that understandiscplso better
when information is communicated patiently (as PER3nhrough the
accompanying educated relatives (as P-R13) andvéngby same
gender physician-researchers - some female papeefsrred women

physician-researchers. Cognizant of these sen®8vislamic ethics

% In this regard, Flory and Emanuel writdower educational attainment...[is]
associated with lower understanding. Indeed, thgerdnces in understanding
between well-educated and less well-educated iddals outweigh any
improvement in understanding from the various irgations” employed to improve
understanding (Flory and Emanuel 2004: 1599). $&® laynoe, Chowdhury, and
Ekstrom 2001; Tindana, Kass, and Akweongo 2006naber 2010; Mystakidou et
al 2009.

% See Molyneux, Peshu, and Marsh 2004; Marshall 2006takidou et al 2009;
Boga et al 2011.

67 See Chapter 3, section 3.1.3 and 3.1.5; alsotedrhby Pt.9 in section 3.2.5.

% Also narrated by Pt.19 in Chapter 3, section 3.2.5
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prefers a Muslim patient to be seen by a physiofaine same gender
(Padela and Pozo 2011). It is better too if infaiorais not conveyed
all at once in one sitting but over a period ofdifas P-R16,19), an
observation supported by other studies (Sanchet €0015° and in
the ethics guidance (CIOMS 2002, Guideline 4]; Boe et al.

2004).
7.1.2 Time constraints

Effective communication, however, takes time, anbysgian-
researchers had limited time to provide informatitn patients
because of their heavy clinical commitmeftSome managed their
time efficiently but others struggled, welcominge tfespite provided
by educated relatives, or by patients not askingyngpestions. A few
physician-researchers felt guilty about having ffisient time to

explain information adequately to non-literate pats.

Fulfilling the CIOMS recommendation of discussimgehty-six items
of information with participants poses huge chajles (Bhutta 2004
a). Although adequate time and resources shouldebeaside for
informed consent procedures (CIOMS 2002, [Guidelide
commentary]), it is difficult to allocate extra oesces in these
hospitals. This indicates a need for alternativatsgies for time
management, such as used by a few physician-részarin my

study/* or for alternative provisions for communicatingoirmation,

%9 See also Bhutta 2004; Dein and Bhui 2005; Hyddr\afali 2006.

On average, the physician-researchers see 30+i@atlpatients daily. Similarly,
in India clinicians on average see 20-50 patieatly &nd physician-researchers are
not exempt from their clinical duties. See also fithand Bavdekar 2008; Prakash
and Muthusami 2011.

"L See Chapter 3, section 3.1.3.
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which might entail trial sponsors providing extesources, or, if this
Is not possible, involving other staff in teachimgspitals in talking to
patients about research (Patra and Sleeboom-Faul$®; Bhutta
2004 a; Malik 2011). My findings also support thew that patients
prefer a phased approach to the consent processng ghformation

"2 _ and with substantive interaction with the

“a little bit at a time
patient. Research from Tibet, Chile, Ghana, PeraitiHBrazil and
Gambid® supports this suggestion, which is congruent vethics

requirements (CIOMS 2002, [Guideline 4]).
7.1.3 How much information?

Guidelines require that adequate and relevant tnfdrmation is

provided to patients (WMA 2008, [Paragraph Z4]T.o authorize an
intervention, the patient should, at the minimumew their diagnosis,
prognosis, the nature and purpose of the intereenthe alternatives,
risks and benefits (Beauchamp and Childress 2@@dijents should
be able to ask questions and to withdraw from tie {Belmont

1979)"® My interviews with patients suggest that most krigir

diagnosis, duration of the trial, side effects lué intervention and its
purpose which they usually understood as a tredtfoetheir disease.
Patients knew they could leave the trial, but ptigsi-researchers
discouraged this, a few patients were, nonethelessyare they were

in a trial.

2 As practiced by P-Rs 6,14,15,19,26.

3 Miller et al 2007; Sanchez et al. 2001 ; Hill &t 2008; Creed-Kanashiro et al.
2005; Fitzgerald et al. 2002; Bento, Hardy and Q€i88; Yauba et al 2013 ; See
also Woodsong and Karim 2005.

" See also guideline 4 and 5 (CIOMS 2002); 20.2 (FMIDO1).

> See also guideline 4 (CIOMS 2002); Emanuel e2G04.
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This variation in patients’ awareness of the tigmlassociated with
patients’ educational status, time available formpmnicating
information, and the manner and amount of infororattonveyed. |
identified two approaches to information provisidine predominant
approach approximates to the “professional prasiaadard” and the
other approximates to the “reasonable person stdhdainformation
disclosure, as discussed in Chapter 1 (Belmont 19%&ording to
the first standard, physician-researchers, as é&gsbnal
practitioners” with the knowledge of the researdhlt decide what
information a patient needs. At a minimum, partcfs “usually
should understand at least what a ...researchervbsli@ patient or a
subject needs to understand in order to authonezentervention”
(Beauchamp and Childress 2001:88-89). Accordinigp¢osecond, the
patient, as a “reasonable person,” determines thwuat of
information necessary (Belmont 1979). | found that both
approaches to information provision, the amount irdbrmation

communicated varied.

7.1.3.i Physician-researcher determines informatiprovision

Most often the physician-researchers | observecerawbhed the
amount of information provided and they consideving full or

extensive information as unnecessary, especiallynom-literate
patients, patients who are skeptical of researct kacking an
understanding of science, and where there is tittie available. The
guidelines require paying attention to specificomfiation needs of
individual participants (WMA 2008, [ Paragraph 24Physician-

researchers felt that providing full informationedonot guarantee that
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patient will understand it all; in fact too muchfarmation may
overwhelm patients and create confusion. Assumira &cientific
information may be overwhelming (Beauchamp and d¢egds 2001),
some physician-researchers were pragmatic and woold‘waste
time” explaining everything to patients (especialhon-literate
patients)’® Imposing extensive information on some patientsy ma
indeed be counterproductive (Lynoe and Hoeyer 2008} it may
“short—circuit” reason (Beauchamp and Childress12@®), making it
necessary to limit the amount of information pd®d (Sreenivasan
2003; Helgesson, Ludviggsson, and Stolt 2005; Nevetod Appiah-

Poku 2007).

On the other hand, there were those physicianireses who
consider that “full disclosure” about the trial emices trust and
prepares patients psychologically, and emotionalfpr trial
participation. This “psychological autonomy” giveatients “some
control over their situation” (Cox 2002:3B)and serves a practical
purpose too: a well informed participant is ablefaow the trial
protocol better. Although in each case, the ethaiahensions of
information provision are set by the physician-eesber providing
information to the patient, a generalizationaoform of information

provision cannot be made.

® Similarly, physician-researchers may assume thatliterate patients are less
compliant because they do not understand the impcet of following the trial
protocol. However, patients may be unable to attémir appointments for other
reasons, such as having no one to accompany thermhawing domestic
responsibilities (Gul and Ali 2010; Murthy et al022; see Kleinman and Benson
2006 ). There is evidence that adherence to pristdsounrelated to the literacy
status (Naeem et al. 2010).

" See also Hussain-Gambles, Atkin, and Leese 20psteth, Korones, and Quill
2010.

"8 See also Manson 2010.
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The practices whereby physician-researchers, atheded by their
duty to patients, are pragmatic, for reasons dssdisibove and tailor
the information they give in order to “convince” ‘guide” patients to
enroll, raises ethical tensions where the accuamcyadequacy of the

information provided may be problematic.

Guidelines require that consent is not sought bwyjustified
deception, undue influence, or intimidation”, bag seen in Chapter
one, they also acknowledge that “the borderlinavbenh justifiable
persuasion and undue influence is imprecise” (CIONMB02,
[Guideline 6]; Belmont 1979) The guidance also acknowledges that
lengthy details of every aspect of the trial magmwhelm patients
(Emanuel et al. 2004), there is a need to credtalance, between
what and how much information is necessary forghtent to make
an informed decision without being manipulative making the

patient unduly anxious.

To manipulate information such that it places pdsiein harmful
situations, including *“withholding information, andnisleading
exaggeration of information” is ethically (and mityaobjectionable
(Beauchamp and Childress 2001:95). However, thesipiay-
researchers’ use of persuasion in enrolling paierss based on their
knowledge of the trial's benefit to patient§ and this use of the
“merit of reason” (rational persuasion) is not fueed on ethical
grounds (Beauchamp and Childress 2001:94). Physieisearchers’

moral values have an important bearing on theieradtions with

" See Chapter 1, section 1.3.1.ii.
8 | explore this in Chapter 4 section 4.1.1.i anéabr 6 section 6.1.1.
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patients — they do not explicitly decide for thpatients, but they do
attempt to convince patients and encourage themantoll, on the

premise that the trial will be beneficiét: ®

Sometimes physician-researchers phrase the infanmpositively, as
offering direct benefits to patiefitsor using more explicit idioms, for
instance, “no comparable medicine” or by referritgg the trial
medicine as a “gift” to the patiefit. Their intention is based on
beneficence, but it may alter patients’ perceptioh the trial
(Beauchamp and Childress 2001), since for patwhtsare unable to
purchase the medicine outside of trial the conadpa gift is very
appealing. Instances like these create the suspitiat patients are
being exploited as a means of obtaining data atheutrial medicine.
Sometimes individuals are placed in circumstant@s mmake them
vulnerable, because without enrolling in the trinére is a high
probability that their disease will progress. lesh circumstances, the
offer of free treatment, leaves patients withditthoice but to accept;
physician-researchers are not intentionally mauwitpeg when offering
trial participation to these patients (Beauchamg @hildress 2001;

Brock 2008).

On the other hand, it is ethically problematic pbwysician-researchers

to emphasize a trial medicine’s efficacy as a inegit already in use

8 Towards which as stated earlier, Jonsen writd®e #ssence of research is the
integrity and vigilance of the investigator” (19986).

8 This is explored in Chapter 3, section 3.1.4 ahdpfer 6, section 6.1.1.

8 CIOMS details the information to be provided tdigiats. One of the requirements
at number 10 is: ‘direct benefits, if any, expectied result to subjects from
participating in the research (CIOMS 2002, [Guieellb]).

% This is explored in Chapter 3, section 3.1.4 a3
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“abroad” &

(without explaining that the trial’'s purpose issimdy the
long-term effects of the medicine). Likewise, thgiromises to
negotiate with sponsors for post-trial provisiontioé trial drudg™® if it
proves effective also seem unwarranted, considetirag the vast
majority of trials (99% of 312 registered trialsp chot provide
information about post-trial provision of the proventervention
(Cohen et al. 2009). This then necessitates raigiagawareness of
physician-researchers to the moral imperative otiate information
(Emanuel, Wendler, and Grady 2080&lthough cautiously, because
“one can easily inflate this threat of control byampulation beyond

its actual significance in health care” (Beauchaamd Childress

2001:95).

7.1.3.ii Patients seeking information

Less often patients played a role in determining #mount of
information given, but these were usually literaa¢her than non-
literate patients. The guidance is that patientaikhbe provided the
opportunity to ask questions (CIOMS 2002, [Guidelird,

commentary]; Belmont 1979), and there is eviderie this aids
understanding (Miller et al. 2007). Literature frétakistan and South
Africa indicates that patients do not question pdige-researchers
about the purpose and benefits of research (Kh&8)2®r do so
rarely, despite being provided with opportunities ask questions
(Joubert et al. 2003). However, | found that soraéiepts, mostly

educated patients, or educated relatives of patieatho had

85 See Chapter 3, section 3.1.4.

86 See Chapter 6, section 6.1.2.v.

87 See also Jafarey 2002,2003; Jafarey and Far@06§5i; Khan 2008; Jafarey and
Moazzam 2010.
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background knowledge of the disease and had cedsuitternet
sources and read the consent booklet/form wereoment with, or
understood fully, the information provided by pltyan-researchers
and wanted more information. By contrast, non-diterpatients did
not ask questions and relied on the informationvided by the

physician-researcher.

| experienced a similar difference between educatetl uneducated
patients when obtaining their consent for partitgrain this study:
the educated patients consented after a brief sigmu of my
research, while the non-literate patients agreeplatticipate without
indulging in discussions. | found that younger edad patients are
also more involved in discussions, as Aboulgharl{20similarly
reports from Egypt® Rajaraman et al write of research participants in
India that asking questions is associated withrdag, perhaps
because, like my educated patient-participantgyralie people are
more aware and confident (Rajaraman et al. 281 Education and
awareness about the disease results in an interadiscussion
(Qidwai et al. 2013); and patients willing to agkestions are at less

risk of ethical violations (Adobor 2011).

Conversely, as stated earlier, most non-literatieepis do not ask
guestions. This may explain why some non-literaatiepts were
unaware they were in a trial. These patients doasktquestions for
reasons that might include fear of irritating theygician by asking

guestions (Kumar et al. 2012 ) or accepting thgsmmn-researchers

88 See also Lema 2009; Manafa and Lindegger aselfjgiden 2007..
89 Rajaraman et al's research was an observatstmdy on Tuberculosis in infants
in South India and consent was sought from parents.
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have unquestioning authority (Moazzam 2006). Alsben patients
are keen to get “treatment” they tend to disregafdrmation they
consider unnecessary (Hyder et al. 2004; Cox 20G#ping et al.
2010; Bergenmar, Johansson, and Wilking 2011). Aenpdausible
reason may be that they consider the informatiey thave received
already is sufficient. | found that all my patigurticipants were
satisfied with the information given to them regagdthe trials they
were enrolled in. A study from Islamabad, similangport in
connection with clinical practices, that althougilyo40.5% patients
(81 patients out of 200) understood the informatiegarding their
surgery, 93.5% (187) were satisfied with the infedhtonsent process
(Amir, Rabbani, and Parvez 2009). Another studyoreyp that in
Nigeria 15% of patients could not recall being taldout the study
purpose and 13% said that they were not told, thkoas note that
education was a significant predictor of patieggsorting or recalling

being told the purpose of the study (Marshall e2806).

Although information is provided to enable patietddecide if they
want to enrol in a trial , it sometimes happens paients do not want
more information to decide, as they have alreadydeel on the basis
of previous knowledge (Beauchamp and Childress 2001
encountered instances when patients had decidezhrm (or not)
before receiving details from the physician-researcand no amount

of information and persuasion would alter theirisien >

% Experiences of P-R1 and 18; see Chapter 3, se8tlbf.ii., also see Chapter 6,
section 6.2.4.
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Sometimes patients do not want much informatiomroenting “what

is there to know?”, or have a fatalistic acceptamicthe consequences
because “that i&ismet[fate]"*". It has been suggested that socially
conservative patients prefer less information (Xdwet al. 2007) and
trust their physician-researchers’ decisions. Iy aso be that people
who are ill are less able to understand complearmétion and may
consider it burdensome (O'Neill 2002, 2003; Comi@®03). Thus a
fully informed consent is difficult to achieve inll ainstances
(Verheggen and Wijmen 1996; Corrigan 2083hut from the “fact
that actions are nevéully informed .... , it does not follow that they
are never adequately informed ..... "(Beauchamp and Childress

2001:89, emphasis in original).

What is optimal information is not a settled issliee pendulum has
swung from providing minimal information towardsopiding too
much information — both strategies result in suimogk information
practices. “More information equals better ethicss an
oversimplification; the *“quantity, quality and foatting of
information” should vary according to the patiebyrfoe and Hoeyer

2005:737).

The ethical imperative is not to “use” the localpptation in a trial
that is of no or little benefit to them (Benatal0R02001; Benatar and
Singer 2010, 2000; Glantz et al. 1998; Macklin 2004y interviewed

patients considered they had benefitted from praaticipation.

1 See Chapter 3, section 3.2.2.

%2 Similarly, Freedman writes: “that "fully informezbnsent" is a goal which we can
never achieve, but toward which we must strive.otder to ensure that fully
informed consent has been given, it has seriousintsuggested that only medical
students or graduate students in the life scieaaght to be accepted as subjects for
experimentation” (Freedman 1975:33).
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7.2 Decision making

In this section | examine the ethical complexitssociated with the
requirement of autonomy in decision making, in tlght of the
patient's gender, literacy status, marital statusd afinancial
independence, and other actors such as the physesaarchers and
the family. In Chapter 4, | identified a conflicetween the ethical
requirement of autonomy and the fact that patienely on the
physician-researcher or family to decide, in effectploying second-
order autonomy, whereby the decision is delegatedise it is not the
individuals’ “own” decision but is made by otheresgs or determined
by other factors. In Chapter 6, | showed that ptigsiresearchers
think they should be encouraging “independent” sieai making not
just for itself, but also because this makes mgetine ethical
requirement of patient confidentiality easier, thessues were

particularly salient in the case of women.

In what follows, | first discuss reliance on theypitian-researcher
and suggest that while such reliance potentialjeumines autonomy,
to withdraw assistance undermines beneficence| amdicate how a
balance between beneficence and autonomy mightiiewved. | then
discuss reliance on the family. | examine the ethcomplexities of
the requirement to respect social and cultural exdst in which

dependence on the family — especially for womemfluences and
may even determine trial enrolment or non-enrolmant may

undermine patient confidentiality. | then indicatew it may be

possible to navigate a route that is in the besraést of the patient

while respecting their social embeddedness.
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7.2.1 Reliance on physician-researchers

Patients generally rely on the physician-reseaschier making
decisions, perceiving their own role in decisionking to be limited
and considering physician-researchers to be beliteed to decide as
other studies have also observed (Cox 2002; Deghexl. 1997).
Patients respect their physicians for their knogéednd because they
are considered instruments of healing, a belieihfoeced by
tradition®® The suffix szhib, a term used to show deference, is
automatically attached to doctor — “doctathib”; along with the

family, doctors play a pivotal role in making héaielated decisions.

Trust is integral to the physician-researcher aatiept relationship, as
indeed it should be (Manson and O'Neill 2007). Musients chose to
enrol because they considered the physician-rdseasgould only
advise enrolment if it would benefit thethA survey from Karachi
shows that 63% of 337 respondents considered Heareher to be a
patient’s benefactor (Jafarey 2006). Other stutieege also reported

on patient’s trust in the physician’s decision.

Physician-researchers reported that it is the iterate patients who

rely on them but my observations and patients’rinésvs show that

%t is commonplace for patients to refer to a pbigsi they consider good by saying
there isshifa (cure)in their hands. Al- Ruhawi in hiddab —Al Talib (Practical
ethics of the physician) writes: “The philosopheas only improve the soul but the
virtuous physician can improve both body and sotihiis placing the physician in a
privileged position (see Levy 1967:9).

°* Similarly literature from other developing coussialso shows that patients enrol
in trials because they consider that researchetddwanly advise enrolment if it is
in patient’s interest (Sirinivasan and Loff 2006;nbe, Chowdhury, and Ekstrom
2001; DeCosta et al. 2004; Molyneux, Peshu, ancsMa005; Falagas et al. 2009).
See also Patra and Sleeboom-Faulkner 2009; Matsale2608.

% See Jafarey and Farooqui 2005; Molyneux, Peshuwvemsh 2004; Agrawal,Goel
and Lal 2012; Atkinson et al 2007; Nabulsi, Khalild Makhoul 2011.
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most patients, irrespective of their literacy stately on physician-
researcher for help in deciding, although nonditerpatients were
more passive and rely solely on the physician-rebesa, and
accompanying relative§. Most physician-researchers were sensitive
to this unquestioning faith, realizing that patientack of medical
knowledge and the stress of their illness placemtin a predicament
where they need help and advice, and a detachadlatts unhelpful
(Davies and Elwyn 2008; Entwistle, Cribb, and Waft12). Most
therefore considered guiding and advising patiemtse important and
that giving information without offering advice as“wrong approach”

(Tauber 2003).

Yet there is a risk that physician-researchers taile advantage of
patient’s trust (de Melo-Martin and Ho 2008; Len@®2) and nudge
them into making choices the physician-researcheonisider

beneficial (Miller and Colloca 2011), or manipuldteem to choose
the “manipulator’'s [physician-researcher’s] conaaptof patient’s

good” (Brock 2008:610). However “the number of sueprobates is
small”, more noteworthy is the physician-researsheonception of

the trial as treatment for their patient (Appelba2®02:23).

A few physician-researchers thought they shouldy optovide
information about the trial, and that patients dacide themselve¥.

Such an approach is ethically “correct” in thatetnoves the danger

% There exist three broad roles that patients assomecision making. At one end
is the “active role” and at the extreme a “passwoie”, with an intermediate role
which is the “collaborative role” (Degner and Sloaf92). For other instances,
where patients rely on their attending physiciad amily to decide on their behalf
see Yousaf et al 2007; DelPozo and Fins 2008;i%xsian and Loff 2006; Corrigan
2003; Irabor and Omonzejele 2009.

" This was explored in Chapter 4, section 4.1.1.i.
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that a patient agrees to enrol because of the @hysiesearcher’s
influence and not voluntarily. But there is moraritone way of doing
the right thing in real life (Chattopadhyay and Die¢ 2012) and my
findings show that most patients need help to deb&tause they lack
confidence or because patients may not want to uredebed by
difficult decisions (Entwistle et al. 2010; O'Ne2003, 2002; Corrigan
2003). The dominant view among physician-reseaschas that not
advising patients is “unhelpful” and a “wrong apgeh”; they felt that
“compassionate” medical practice entails attendmthe medical and
emotional needs of individual patients, and theyusth advise, giving
reasoned arguments for their recommendations (@fedhyay and
DeVries 2012; Beauchamp and Childress 2001). Teéeximot affect

voluntariness.

The local preference, therefore, is for shared si@eimaking in
which physician-researchers help patients makecécehthus “an
approach that serves the patient best is probaidytlvat promotes a

harmonious marriage of beneficence and autonomy™hinC

2002:155)® Autonomy and beneficence can be viewed as beirg on

“sliding scale”, with autonomy at one end and bemeice at the
other®® During trial participation, the varying phases afpatient’s
disease and circumstances require varying degifelesneficence on
the part of the physician-researcher. When theephis unable, or

chooses not to make decisions, physician-reseachpovide

% Rodriguez-Osorio and Dominguez-Cherit write thaygicians should offer to
share the decision-making responsibility (Rodrig@esorio and Dominguez-Cherit
2008).

%1 borrow this concept from two sources: 1) fromiriples of Biomedical Ethics’
by Beauchamp and Childress where the sliding-sted¢egy is discussed in relation
to competence and complexity of information (Beausp and Childress 2001:74-
77) and 2) from clinical medicine in relation te&tbontrol of Diabetes Mellitus.
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treatment and care; when the patient can or chdoskedke decisions
then physician-researchers respect fislf the patient’'s chosen
option is at odds with their best health inter¢isen the physician-
researcher must discuss this with the patientnhgiveasons. If, and
when, the patient is again unable, or does not vitsimake decisions
then the physician-researcher takes charge agaia.pttient trusts
that if she needs help in making decisions whlebe provided it'**

Since physician-researchers have an ongoing oldigabwards the
research participant not just at the time of olmgrtonsent (Emanuel
et al. 2004), it is imperative that they protectigras’ best interest

when patients are unable to do so themselves (Belty9).
7.2.2 Reliance on the family

Patients in general and women in particular rely tbeir family.
Women, elderly and non-literate patients were ugustcompanied
by relatives and on whom they clearly relied. Titef#lects the reality
of social life in which individuals are embedded gomplex
interpersonal webs, which are a vital resourceni@aking decisions
(Turner 2009; Kleinman 1995; Westlund 2009). Toitimecision
making within person-centric rights denies the matf relationships

in which most persons are embedd¥d.

190 gSimilarly, Manson and O’Neill consider that unnesary paternalism is
unwarranted but that paternalism may be inelimi@ablcertain situations, however
that does not mean that when patients are capéfadeguate standard of consent
that paternalism need be reverted to (Manson aNeilD2007).

191 For example, when Pt.4 was not responding to riaé drug initially, she was
urged by the P-R to continue. Later, when she mdped to the drug, she was happy
that she had followed the P-R’s advice. See Ch&ptsection 6.2.4.

192 For instance in Indian and Chinese society, aividdal is deeply rooted in the
family and community and in the philosophical settsa wider universe (Rao 2011;
Renzong 2006). A report about consent procedures dommunity in India notes
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Pakistan is also a family-centered society andtjéamilies are a
norm. Typically, brothers and their wives and ctalulive under one
roof with their parents, so a household comprisge br three
generations. Persons usually define themselveslation to other
members of the family. Their social connectednessediated by the
family and the family plays a pivotal role in deoismaking
processe$? including health-related decisions. Decisions aften
made through consultations with family members eifethey are
residentially dispersed (Shaw 2000). Although aepatmay take the
final decision about trial enrolment, the decisisrgenerally a shared
task accomplished in concert and conversation witters (Barclay
2000). Mutual consultatiorbghnt muslawarat) is usual for reaching
decisions in the local context. The concept ofc¢dgsion and opinions
(slaa mashwaragaptures the consensus-based nature of the decision
making process”, that prevails in rural Punjabwimch an individual
acts “within the ideology of togetherness” (Mumtamd Salway
2009:1352). Moreover, when overwhelmed by illnessemts have a
reduced capacity to assimilate complex informa#ind “when feeling
lousy” patients will delegate decision making theas or seek their

advice (O'Neill 2003:4; 2002).

Patients usually entrust the family with decisioraking because
family relationships are, in principle, based up@s of affection and

care, and values of trust, interdependence andasity (Turoldo

that in these communities, “personhood is ofteringef by one’s family, caste,
village, or social group” (DeCosta et al. 2004).

193 This familial relationality is evident in other mmnunities too (Akabayashi and
Slingsby 2006; Lanre-Abass 2012; Shaibu 2007; FoimgpMansoh 2008; Gilbar
and Gilbar 2009; Ito, Tanida, and Turale 2010; Monand Zieglmayer 2004;
Xiaomei 2011; Khan 2011).
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2010). Xiaomei terms family-centered consent denisis “informed
consent with the support and aid of the family” 285)*** South
Asian patients in the UK also rely on educatedtneda and consider
it important to involve their family in decisiongissain-Gambles,

Atkin, and Leese 2006; Hussain-Gambles 208%).

Since respect for persons entails respecting anidugl’s culture and
values (Belmont 1979; Emanuel et al. 2004), phgsitesearchers
should respect the value that patients give to Ilfaimcare and
connectedness (Renzong 2006; NCoB 2682The guidelines allow
consultations with the family and negotiating “spg®e of consent”
provided that an individual participant’s freedom decide is not
compromised (WMA 2008, [Paragraph 22]; CIOMS 2(0@yideline
4,16]; Emanuel et al. 2004:934; PMDC 2001, [20.@jitonomous
decision-making and voluntary enrolment is congdea fundamental
standard of research ethics guidelines (Osamor Kaass 2012).
Insofar as a persaonills an action without being “under the control of
another’s influence” that person acts voluntariBeguchamp and

Childress 2001: 93" and a person acts autonomously if they act

1% see also Gilbar and Gilbar 2009.

105 A review of informed consent literature and fh#lications for minority
populations in the USA, also shows that “many miigopatients want to involve
different decision makers than most majority patesish to include, and more than
medical providers typically allow” (Matthew 20084)5 Another study shows that
many Korean-American and Mexican-American patientslied on their family
members to decide for them (Blackhall et al. 2001).

196 Although most cultures are conducive to a perswedl being, there are those
who argue that in some cultures the potential fidividuals to exercise their rights
or achieve full potential/ capabilities is restedt (Fagan 2004; Alvarez-Castillo
2002). See also Nussbaum 2000; Shaheed 1994.

197 Although there are other influences such as “detiitig disease, psychiatric
disorder and drug addiction which can diminish oidwoluntariness” (Beauchamp
and Childress 2001: 93), |, like Beauchamp anddtéds, consider the controlling
influence of others for the purpose of this disauss
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“intentionally”, with *“understanding” and “withoutcontrolling

influences” (Beauchamp and Childress 2001:59).

The assumption in the guidelines is that all pasiereed, want and
should have autonomous control over decisions.d&aliof autonomy
insofar as it is “beyond the reach of normal chogisas not
reasonable; in the “practical world” autonomous isiea making
requires substantial freedom from influences (angdbstntial
understanding) not a “complete absence of influeriBeauchamp
and Childress 2001: 59). Since patients as “perswasembodied,
social, and historical” (Childress 1990:13), mosttignts, as my
findings show want to involve other decision-makensd most
physician-researchers accept the family’s role astral to the
decision-making process. Even those few patientsp waid they
made their own decisions, reached their decisidtes @onsulting
their siblings; the decisions may be theirs, beytheeded the support
and confidence of relatives that the decisions veemeect. Hence |
contend medical decision-making is not an individpeoject for
patients in Pakistan, as indeed elsewhere, arghogion the family is
an essential support mechanism (Gilbar and Gille&92 Cox 2002;
Falagas et al. 2009; Banning et al. 208)n this case autonomy is

clearly relational as it is exercised through relahip with others.

Thus the family’s role in decision-making is imgort, unavoidable
and preferred. While engaging with the family ith®wever, essential

that physician-researchers encourage patients gegx their values

108 Family’s role in decision making is seen inestbultures too (Akabayashi
and Slingsby 2006; Turoldo 2010; Shaibu 2007; Cieth Fan 2010; Dein and
Bhui 2005; Ezeome and Marshall 2009; Renzong 2biéthew 2008).
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and involve them in decision-making. Patients tlitome more
active, collaborative participants rather than rnyepassive recipients
of decisions made by others (Hill et al. 2008). sTwiill help to
“engender equality, enable trust, and foster sotiglathese are

normative aspirations” (Emerson, Upshur, and Daao2102).

7.2.2.i Gender and family-based decision-making

Though mutual consultations are a common mode @si@ making,
deferring to others and accepting others’ decisitso occurs, and
such decisions are usually based on trust andebieedto benefit kin.
However, there is a fine line between deferringlec¢ision making to
others as a rational act and accepting decisiordenhby others in
passivity, which may wittingly or unknowingly causarms. Low
literacy, poverty and the female gender make pttigrotentially
vulnerable to such harms (Begum 2001; Srinivasahl2®010;

Macklin 2003 ; Garrafa et al. 2010).

Here | look more closely at the implications of fleenale gender on
decision making. Gender socialization sometimedricés choices
available to women and in it are decision-makingioces (Barclay
2000; McLeod and Sherwin 2000). The women patiemtgerviewed
did not feel forced into research and though mastisions were
reached after mutual consultations, some delegaiedaccepted
decisions made by the husband or family. When wosoemalized in
a patriarchal society “willingly” assume a “backasein the decision-
making process (Jafarey and Farooqui 2005:95)s ihat easy to
establish whether in this case decision deferredottzers is an

autonomous choice or whether a decision made bgrathout to
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which the patient agrees, are of their own will ifidgya, Marsh, and
Molyneux 2011; Bull and Lindegger 2019} Instances when deferral
Is an autonomous choice then, albeit heteronomibuynforms to
second-order autonomy; in the instance of simpljjodang the
cultural norm, the decision is heteronomous withoomforming to
second-order autonomy (Childress 1990). Likewisemen may also
defer or accept decisions of the family to obvedeial harms, such as
tensions in family, disharmony in marriage or fedrabandonment
(Ho 2006; Mackenzie 2008). Some physician-reseascheported
cases where women experienced such appreherioAssurvey
from Karachi reports that in the event of a comfb€ opinion about
research participation between research particspant their family,
74% of respondents felt that if the research padrs are men, then
their opinion has primacy, whereas only 53% feis thbout women
(Jafarey 2006). Although in respecting a persoaltuce, a physician-
researcher should respect the patient’s familgogs not follow that
“oppressive or coercive” practices of a communitgudd be accepted

(Emanuel et al. 2004: 932}

| also found that there exists a gender differeimcéhe practice of
obtaining permission from spouses. In a Muslim camity it is
generally preferred that women should obtain pesiois from their
husband (or family) before consenting to enrol nesearch trial (Afifi
2007b; Fadel 2010). This extends to her reprodeatmatters as well

(Arafa 2000) and to research enrollment by a pregn@man (IOMS

199 Thjs was explored in Chapter 4, section 4.1.34fdB.i.
110 5ee Chapter 4, section 4.1.3.iii.
1 see also Benatar 2004.
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2004; Fadel 2010). Although a husband’s permisdm#s not replace
the woman’s consent, it is a “sphere” which need$d negotiated.
The rationale is that it maintains a “stronger iadri
relationship”(IOMS 2004:233); in fact it may act as protective
mechanism against exploitation (Afifi 2007b). Sianilexperiences
have been reported from other settings too. IrKigyan context, for
example, women require the head of household’s igsiom, and a
woman who is willing to enrol will not do so withbsuch permission
as this would create family problems (Ngare 200Vpmen are more
likely to do this than men, although a few physicieesearchers
reported that many women did not obtain a formahyssion from
their husbands and three female patients said thay were
independent in deciding (Pt.13,16,17), secure @& khowledge that
their family will support their decisions. Likewise a breast cancer
study from Iran, no woman refused participationé'do the lack of
their husband’s permission”(Bhan, Majd, and Adeju2@06:39).
These instances support my earlier argument timatiés are usually
supportive. Nearly half of the married women inuavey of Nigerian
patients reported asking permission from their hosls before
enrolling in a study on hypertension (Marshall Et2806)!*? While
exceptions exist, obtaining permission from theblamsl is a norm in
many developing countries, and is accepted by CIO§802,

[Guideline 16]).

112 Another study from Nigeria shows that nearly oa#-t42%) of married women
received permission from their husbands, while odl% of men obtained
permission from their wives. These men would haegtigipated even if their
spouses had not permitted and two third of the wos®d the same (Osamor and
Kass 2012).
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In general | found that physician-researchers gecethe family’s
role in decision makingput their concept of autonomy is that trial
enrolment should be the patient’s decision, becthus@atient’s body
will bear the consequences of the intervention. tMpkysician-
researchers felt that they should inform and empgaéents in their
right to make an autonomous decision, but varietthémr views about
which patients are capable of independent decisgmrae considering

that non-literate patients cannot decide for théwvese

7.2.2.ii Gender, health needs and trial participaii

There were instances of ethical tension for phgsicesearchers when
a family’s decision was not in the patient’s instrdor example, when
patients, usually women, could not enrol in a poddlg beneficial
trial, or underwent ineffective treatment, or soutghatment late, not
because it washeir decision but because their ability (liberty) to
determine for themselves was restrictedin circumstances like
these, forgetting to ask the women affected byehesms whathey
think of such norms (Nussbaum 2000; Macklin 1992agan 2004),
and where this form of (heteronomous) decision-mgkdisregards
patients’ health interests (and rights), is unethiSimilar tensions are
seen in other cultural contexts too (Chukwunekale012; Fagan
2004; Gitanjali et al. 2003; Mullick and Serle 20X8anchez et al.
2001). In a study of breast cancer patients inanéinost women
following mastectomy felt that, had they been imeadl in decision
making they would have opted for breast conserm&i#grawal,

Goel, and Lal 2012:225). Being sensitive to andoeetul of an

113 5ee Chapter 4, section 4.1.3.iii and Chapter@ise6.2.2.
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individual's culture does not require uncriticalcaptance of norms
that compromise patients’ best interest and funddéaherights
(Emanuel et al. 2004; NCoB 2002 ; Benatar and €theis 2007,
Macklin 1999a; Benatar 2000). It is ethically imgtre to enhance
awareness of and sensitize physician-researchéng toeed to protect
patients where social marginalization, ignoranceplitipal
powerlessness, restricted resources and libertystign patients’

freedom to consent or decline conskEfit.

Financial constraints, high illiteracy and patrlaatnorms have been
implicated in the downplaying of women’s health cems (Agrawal,
Goel, and Lal 2012). Some physician-researchersleda that more
education and economic independence for women woettlice
women'’s dependency, as is consistent with argunteatseducation
contributes to empowering women in all areas ofrthi2 (Bento,
Hardy, and Osis 2008). A survey from Karachi shtivet respondents
with a higher level of education were least likedyinvolve either the

father or husband in decision-making (Jafarey 266)

The implication of women’s dependency for trial tgapation is that
women may not be selected as trial participantiessrthe trial relates
to a women-specific disease, because their cirames make non-

compliance more likely*® They may not be able to attend follow-up

114 See Emanuel et al 2004:933; Guidelines 13 andC1BNIS 2002) and Paragraph
5 of Helsinki Declaration (WMA 2008) and Belmontpget 1979.

115 Nevertheless, there are few instances when evecatstli women from higher
socio-economic strata follow the local norms (Ckapt, section 4.1.3.)). In a
patriarchal society certain norms are entrenchetdrsocial fabric and it is difficult
to be free of them (Shaheed 1986; Fikree and P28084; Jejeebhoy and Sathar
2001; Shaheed 1994).

118 |nterview P-R 9 in Chapter 4, section 4.1.3.iii.
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appointments, because there is no one to bringamapany them'’
A report from Nigeria states that some researclgdesdeliberately

exclude women from participating (Chukwuneke e2@ll 2).

Brody, raises two concerns: women may be excludewoh ftrial by
trial inclusion criteria and insufficient attentias paid to women’s
specific health needs (1998). | also found thatvearence, not
scientific or harm-based reasons, restricts womemslment into
research. This is unethical, as it denies patiantess to direct or
indirect potential benefits of research participat(Pace, Miller, and
Danis 2003; Emanuel, Wendler, and Grady 2000)idlates justice
that underpins the core ethical requirement of fealection of
participants and the stipulation offaifr access to researth
participation (Beauchamp and Childress 2001:227 phasis in
original; see Sherwin 200%%® It also has far reaching effects on the
validity of trial results because of gender basdtér@nces in drug

metabolism and toxicity (Schaefer et al. 2063).

| found that some female physician-researchers, wdr@ themselves
independent, and strongly committed to being saggte with the
contrast between their values and the socio-clltuwams prevalent

among their patients. Nonetheless, they are seasit the socio-

17 Of the twenty-eight women | interviewed, only fiveere unaccompanied, and
three of these women said they had been accompaniddthey became used to
coming to this hospital alone. One female patiPat’g) said that as no one from her
family was available to accompany her she asks somé her lane to accompany
her. See Chapter 4 section 4.1.3 and Chapter €o13é&c2.2.

118 See Paragraph 5, Declaration of Helsinki (WMA 20@Buideline 16, CIOMS
(2002).

119 Excluding women from trials can affect the gerieaddility of the results of that
intervention in women in the general populationisTiias led to recommendations
of introducing diversity (gender and ethnic) of ipats at the trial design stage
(Coakley et al. 2012)
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cultural environment of the segment of society taah their patient
population belongs and not wishing to create satskls and harms
for their patients, are circumspect and act ethjicalithin locally

acceptable norms. This is consistent with the reguent of Emanuel

et al's framework (2004) and the Belmont Reportiet 1979)%*

7.2.2 iii Confidentiality

Guidelines require that participantenfidentiality is maintained at all
times (WMA 2008, [Paragraph 11]; CIOMS 2002, [Gliike 18]).
Reiterating this, physician-researchers usuallyereakonscious effort
to protect patient confidentiality, but sometimesdf this difficult,

especially for female patients.

Women and non-literate patients are usually accomega by
relatives/husbands, who were usually educated asylfer physician-
researchers to talk to about the patient and pati@gcept the
accompanying relatives discussing matters with {beysician-
researcher. Just as autonomy is “shared” so isidmifality, albeit

within the confines of the family (Shaibu 2007).

It is also a cultural norm, in a patriarchal sogiébr women to

communicate their intention to a male physiciareaesher through

their husband¥' In a study of breast cancer patients in India,

“counseling by the surgeon for the type of surgerysually to the
husband as our society is patriarchal and womemeqonéntly

participate in the discussion regarding manageroérhbeir illness”

120 The Belmont Report states that respect for persegsires individuals with
restricted liberty ought to be helped but in a n&arthat does not create harms — in it
are social harms, (Belmont 1979), this is discusee@hapter 1, section 1.2.1. See
also Nuffield Council on Bioethics (NCoB) (NCoB Z060-53).

121p_R 17 in Chapter 4, section 4.1.3.ii.
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(Agrawal, Goel, and Lal 2012:223). In BangladesiQ%7 of
researchers considered it important to consulhtisband for consent

in case of married women (Hossain et al. 2068).

| found that physician-researchers struggle witkirtduty to maintain
confidentiality while accepting the role of the filymin the decision-
making process. They are aware of the moral imperaif self-
determination and equally aware of and sensitivdotal cultural

norms??3

Ethical tensions surround the disjunction betwe&sall norms and the
guidelines’ requirement of autonomous decision-mgkiSince the
ideal of autonomous decision-making is beyond #eaih of normal
choosers, most physician-researchers considethyatmechanism to
reduce this tension must be indigenous rather tfeaign”;*?* since

there is more than one way of doing the right thmthe real world, a
physician-researcher can act ethically but in d#fé ways depending
upon a patient’'s situation in specific socio-cuMurcontext

(Chattopadhyay and DeVries 2012). A route that mmelp reduce this
tension would be one that takes account of loctlesawhere the
social embeddedness of the patients is acceptdd alko recognizing
their moral significance as individuals (Parker 99Musschenga
2005). To avoid the abstraction of the guideliness then useful to

follow a middle ground (Benatar 2004), that appts patient’s

reliance, emotional (and otherwise) on the familyilev being

122 Similarly Irabor and Omonzejele write that cons@mbcedures for married
women in Nigeria are different from European piat{lrabor and Omonzejele
2009).

123 Explored in Chapter 6, sections 6.2.2 and 6.2.3.

124 See also Jafarey and Moazzam 2010b.
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attentive to patient’s interests and so simultasBoaccommodates

the family and engages the patient in the decisiaking process.

There are different types of decision-making preessut the shared
decision-making process is preferred by most ptsigiMuller-
Engelmann et al. 2013). Many models of shared aecimaking have
been proposed by for example Lidz et al (1988)Quill and Brody
(1996)*° and the four models by Emanuel and Emanuel (1992).
Employing Emanuel and Emanuel’'s deliberative preceand
incorporating the relationship-centered approacQuifl and Brody in
which the patient, her family (husband) and thesphign-researcher
engage in deliberations for an outcome that i©venhealth interest of

the patient. This approach will give the husbareldbnfidence that he

125 idz , Appelbaum and Meisel present two modelsifoplementing informed
consent \first is the “event model” where consentréated as a single event in the
treatment process and contrasting it is the “pmoesdel”’- in which the patient and
the physician enter into a dialogue. The authazermemend the latter as it is not just
a ritual disclosure of information but “in which thoparties engage in a continual
dialogue that we call mutual monitoring. This inwe$ ----understanding of the
illness, values----and of course, views of the atizges and the disadvantages of the
various treatment options” (Lidz, Appelbaum, andi$4&1988:1387).

126 Quill and Brody, reflecting upon the shift of meali care from paternalism to
“independent choice” claim that the latter has wm@anew problems that are as
serious as the former. They then recommend theéftiianced autonomy model” in
which the physician engages in a dialogue withpghtent and this is “relationship
centred” in which the family may also be includ€{ll and Brody 1996).

127 Emanuel and Emanuel present four models: ttaefpalistic model”, the
“interpretive, model”, the “deliberative model” anthe “informative model”
(Emanuel and Emanuel 1992). The “paternalistic fiodad the “informative
model” are at extreme ends of the spectrum; inftmer patient assents to the
physician’s determination of what the physicianuasss is in the patient’s best
interest, while in the latter the patient is praddall the information vis a vis her
disease, treatment options etc. the patient appateis her values to the treatment
options and the one that best meets her valuebasea. In this the patient is in
charge. Between these two are the other two motials:interpretive model” and
the “deliberative model”. The “interpretative motedquires the physician assists
the patients in elucidating their values and iredetning which therapy best meets
those values allowing the patient to ultimatelyidecThe “deliberative model”, the
one that Emanuel and Emanuel consider as an iieatiosely related to the
“interpretative model” however here the physiciang&ages in a process of
negotiating and attempts to persuade the patieadtpt the intervention that the
physician deems best to meet patient goals, ie.piysician is not a simple
information-provider as in the informative modelrna bystander trying to be
impartial as in the interpretive model, but a fdeor teacher trying to educate and
persuade the patient based on patient’s set oésdkmanuel and Emanuel 1992).
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is part of the decision-making process and theepaivill be able to
voice her preferences; “the ethical imperative her¢hat the well-
being of the patient is not jeopardized by others’

considerations”(Malik 2011:45).

7.3 Documenting consent

Once the decision to enroll is made the patienthaites the
physician-researcher to proceed. This authorizat@sndiscussed in
Chapter one, has an ethical aspect and a socibdspact; the socio-

legal requirement requires that consent is docuaakent

Physician-researchers consider that obtaining mméak consent is
important, because patients should know what tlaen lagreed to and
preferred a written consent although an oral cangerieasible. In
Chapter 5, | showed that though a written consepteferred, it raises
ethical issues. In this section | discuss the prakvalue of an oral
consent before discussing the ethical challengesgby obtaining a
written, signed, consent. However | discuss sonefuliaspects of
written information and indicate alternative methaaf documenting

consent.

7.3.1 Oral and written consent are complementary

An oral consent is more feasible in communities nehigeracy is low.
In Pakistan the literacy rate for men is 67% an&o4fdr women
(UNDP 2011). I found that patients also prefer dssing the trial
with physician-researchers, similar to the conuwereal style of
consent that other researchers have found in ltevatly settings

(Dawson and Kass 2005; Tekola et al. 2009).
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Nonetheless | found that physician-researchers lighte patients
prefer a written consent albeit preceded by an coakent. Thus an
oral and written consent complement each other,ptireted word
reinforces the spoken word. Women in studies frorazB (Bento,
Hardy, and Osis 2008) and Chile (Sanchez et all1P@Qpressed
similar views, and in a study from Bangladesh aomity (61%) of
physicians-researchers considered that consentldshi®i obtained

both orally and in writing (Hossain et al. 2008).

A survey conducted in Karachi on general public patients who had
no experience of trial participation, reports tha®% of 337
respondents were of the opinion that since the odgutient
relationship is based on trust, and so consent doegequire “proper
documentation” (Jafarey 2006:S 54). | found that migrviewees
likewise said that trust is important but, like {hieysician-researchers
most patients, especially the literate patientsplead in trials, want to
have everything in writing. Some non-literate patisehowever were
divided on this matter - to a few it did not mattene considered

written (signed) consent unnecessary.

7.3.2 Obtaining a written consent is felt to be mashatory

Most physician-researchers obtain a written conf@ntwo reasons.
First, because the sponsors and institutions maritjaand second it
affords legal safety. The institutional requiremeht written consent
is supported by research ethics guidelines (WMA82(@aragraph
24]; CIOMS 2002, [Guideline 4]). In fact, CIOMS ##a that it is the

sponsors’ and investigators’ duty to “as a genendd, obtain from
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each prospective subject a signed form as evideficanformed
consent”, it acts as surrogate evidence that thieermawas given
information regarding the trial (CIOMS 2002, [Guide 6]). The
PMDC code too states: “it is essential” to obtainvigten consent
from patients who are to be involved in clinicaals (PMDC 2001,

[20.2]).

Obtaining a written and signed consent form toilftife bureaucratic
requirement may overshadow the moral imperativeirgbrmed
consent. Merely obtaining a signature may also Qeated with
ethical practice (Jafarey and Farooqui 2005). Ois thiew the
procedural use of written consent forms in norndite communities
may be apparent evidence that “autonomy” is uphéld; these
patients may have no idea of what they have sigoedaffixed a
thumb impression) (Chattopadhyay and DeVries 20H)d so
informed consent is frequently seen as mere buraaydcTakahashi

et al. 2011).

On the other hand, physician-researcher may be eawlsat an
understoocconsent and not merely a signature on paper shmuttle
aim (Cash 2006; Bhutta 2004 a), but often timesaesers feel
compelled to obtain a signature on a consent fofinen the
preoccupation of obtaining a signature as “evidétmems over the
entire consent enterprise (Simpson 2011). My erpes in the field
echoes this (Chapter 2). Others, too, have strdggiéth the
expectation of “study funders and Western collatmwsa who required

detailed written information sheets and written foomation of
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consent” and to satisfy this requirement, obtaisgphed or thumb-

printed forms (Tekola et al. 2009:e 482).

The second, and the most frequently stated, relagdhe physician-
researcher and literate patients for obtainingittemr (signed) consent
is that it affords “legal safety” to researcherporssors and the
hospital. The interviewees, except for an occasigniaysician-
researcher, do not view it as an authorization ftben patient to the
physician-researcher; it is a necessary requiremubah one attends a
hospital. Though physician-researchers considenimby consent
“empowers” patients, a written (signed) consentaisbox-ticking
exercise focused more on offering legal protectton a trial’'s

organizer than actually protecting patients” (Cegs®012:16)-%

An occasional physician-researctféwas of the view that a written
and signed consent form also signals to the patentworth” of their
signature and denotes respect. In these instarices then an
“authorization” to the researcher to proceed witle tintervention
(Beauchamp and Childress 2001), which conforms \hén moral
imperative of respect for person (Emanuel, Wend&erd Grady

2000)*3°

However, obtaining an oral consent does not prectadpect; to show

respect does not require signatures. In fact mglirdgs show that

128 This shift from the trust-based doctor-patienatiehship to a law-based legal
model has been criticized (Dolgin 2010).

129 5ee Chapter 5, section 5.1.2.i.

13%Emanuel et al conflate respect for person and oé$peautonomy and write that
“informed consent embodies the need to respectopsrand their autonomous
decisions. To enrol individuals in clinical resdamithout their authorization is to
treat them merely as means to purposes and engisniag not endorse ...... “

(Emanuel, Wendler, and Grady 2000:2706).
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asking for a thumb impression from non-literateigrgs on a paper
the contents of which they do not know is unethitalf, however,

the physician-researcher ascertains that patiemigratand the trial
through discussions preceding the signature, thath khe ethical
requirement, an authorization from the patient, #mel socio-legal
requirement, as a safety mechanism for the physigsearcher are
met. This way both processes complement each athbstter and

spirit.

Patients in other developing countries also reatizat a signed
consent form serves essentially to protect physicésearchers and
sponsors3? For instance Nigerian patients consider signedtemi
consent “as a procedure that is only there to ptdtee hospital and

the doctors” (Ezeome and Marshall 2009:146).

The extensive detail given in the consent formngralication of its

legal implications-3* The fact, as my findings show, that the form on

which to sign and the information are bound togetag a single
booklet, conveys the message that, after readiegirtformation a
signature is required to affirm that the patiens head or been told
about it, especially where a signed consent formetarned to the
physician-researcher for their records. Van Lood kimdegger write

from South Africa that researchers termed the aundecument a

131 p_R9, Chapter 5, section 5.1.2.iv.

132 See Molyneux, Peshu and Marsh 2005; Dawson and R@85; Newton and
Appiah-Poku 2007; Molyneux et al 2005; Irabor anddadzejele 2009.

133 According to Muthuswamy the industry sponsoredsemn document usually
runs into 25 pages and the language is technieggrid the comprehension of even
educated patients (2013).
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“book”, which patients do not want; they preferlitlé thing” written

in simple language (Van Loon and Lindegger 2069 ).
7.3.3 Written consent is useful

My findings show that the written consent bookletrves as
information tool alsd®> Because of time constraints detailed
discussion of the trial is not possible in manytanses. It is ethically
valid to give the consent form that provides théormation to
patients, to read or have read to them. But, dpam the very few
patients who are educated and want such detatienpagenerally do
not read consent form, because the consent formgoarlong and

complex (Sharp 2004; Bento, Hardy, and Osis 26¥8).

| also found inconsistency in the practice of hagdover the consent
form to the patient, once it has been signed. &sehinstances the
consent form (booklet) cannot serve as an infoimnatool. A report
from Nigeria states, that patients in an antirgtedwrial did not have
a copy of the information form and so were not afderead the
information or have it read (Manafa, Lindegger, djgselmuiden
2007). The consent form would serve well as anrin&dion tool, if it
were separated into an information booklet (lepfieid a single sheet

of form for signatures. This way, the patient coltdep the

3 The median length of consent forms used in theofean organization for
research and treatment of cancer’s trials tripletivben 1995 and 2009 (see Cressey
2012). According to Muthuswamy the industry spoadoconsent document usually
runs into 25 pages and the language is techniegrid the comprehension of even
educated patients (2013).

135 See chapter 5. The consent form and the informatie bound together as one
booklet.

13 | ong, jargony forms mean that many patients hatiie lidea what they are
actually signing up to (see Cressey 2012).
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information booklet and return the signed consemimf to the

physician-researcher for their record.

An important purpose a written consent form setigethat it places
the physician-researcher on guard not to “shodudit or “cut

back™®’ on information. Thus, as researchers in a sureeyncented,
the written consent form acts as a script to bevad (Dawson and

Kass 2005).

A written, signed, consent form is also useful nstances when
patients suffer a side effect and an irate pat@ntelative accuses
physician-researchers of withholding informationheT physician-
researcher can say that the patient was awareeos$itte effect and
point to the consent form as evidence. So hereathentage of
binding together as one booklet the form for cohsand the
information regarding the trial is that if a patietaims being denied
information about the trial, the physician-researatan show both the
information under contention and patient’s signatun the same
consent booklet. Instances like these reinforcestiogo-legal function

of a written consent (Bhutta 2004 a).
7.3.4 Challenges to written consent

Asking patients who are unable to read what istamibn a document
to sign or affix their thumb impression is insein&tand unethical.
Krogstad et al concur with this (Krogstad et all@0and Emanuel et
al also query the appropriateness of written cansem population

where lliteracy is high (Emanuel et al. 2004). tamty, other

137 Stated by P-R 20 and 19, see Chapter 5, sectlod.5.
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researchers working in developing countries comsiglgtaining a
written consent to be “culturally insensitive” immme contexts (Kass

and Hyder 2001).

| found that a signed consent form is not evideofepatients’
understanding of the information provided, or ogithvoluntariness.
Researchers working in other developing countri@sehsimilar
views®® Patients, attending these hospitals sign or dffeir thumb
impression on the consent form, or their relatwéksign when asked
by physician-researchers, because patients tresh,tlor because a
signature will get them the medicine. Trustwortlstnés an attribute
that is encouraged in Islam, and trust is a vdtae pervades my data.
Generally patients in the local context believe tdec are their
benefactors and rarely question their motives,ep®nted by others
too (Jafarey 2006). A signed consent form is moresign of
physician—researcher’s authority and trustworttsrtégan a validation
of participant’s understanding (see Pollock 2012fpllows then that
if, obtaining a written signed consent is no evienf understanding
or voluntariness and it is unethical, and even anf@f “ethical
imperialism” to obtain a written consent from natetate patients
(Bhutta 2001);*° then the requirement of a written consent shoeld b

reviewed.

There is another reason for a review of the proddequirement of

written, signed consent. Patients, especially menate patients may

138 Mystakidou et al 2009; Manafa, Lindegger asddjmuiden 2007; Ezeome and
Marshall 2009.

139 The Nuffield Council on Bioethics (NCoB) alsonsiders that obtaining written
consent from illiterate population is inapproprijaie states: “obtaining a thumb
impression/ signature from a non-literate personas consistent with the duty of
respect for persons” (NCoB 2002:82).
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be wary of signing documents because it has sinistglications for
them (Jafarey 2002; Creed-Kanashiro et al. 2005rshé&l 2006;
Ngare 2007; Mystakidou et al. 2009; Upwall and Hheeti 2001), |
found that “a tight inclusion criterion” of a “comst form to be
signed” precludes patients who could not sign diix athumb
impression from enrolling in research for this @a$° This violates
beneficence and justice, because these patients gutson research
that could potentially benefit them, and this pi@ctcontravenes the
ethical requirement of fair subject selection. $amio some female
patients, discussed earlier (section 7.2), theera are not excluded
for scientific reasons but for expediency. If itusethical to enrol
underprivileged patients for expediency rather thaentific reasons,
or doing so would harm them (Belmont 1979; Emanu&indler, and
Grady 2000), it is also unjust to exclude theséeptt as this violates
“fair access to researth(Beauchamp and Childress 2001:227

emphasis in original). In view of this Macklin we:

An important reason for waiving the requirement \foitten

consent is that some studies involve non-literatgexts. The
fact that some people are not literate may notroargls for
disqualifying them and it is certainly not groundsr

abandoning an oral explanation and gaining theimpssion
to serve as subjects (Macklin 1999b:30).

Thus moral reasoning requires that when obtainomgent the context
in which research is carried out should be taketo iaccount

(Krogstad et al. 2010; Benatar and Singer 2000)hisicase Emanuel
et al's proposition that researchers should ussamnprocedures that

are acceptable in the local community is usefub—as oral consent is

140 Stated by P-R18 , Chapter 5 section 5.1.2.iv.
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acceptable as long as it is withessed (Emanuel. 2084)**! The
PMDC is however silent when it comes to obtainirmgsent from
non-literate patients or those who do not sign, altiitough the NBC
requires researchers to submit the procedure fdairobg and
documenting consent for review with the trial peab(PMRC 2004)

but there is no policy guiding alternative consaaicedures .

| found that the language of the consent form istla@r concern that
requires attentioi> Very few patients, who are educated and
understand scientific terms, are able to comprelsente information.
What my data show prominently is that the informatin these
consent forms should be easy to read and understemforming to
the requirement of the PMDC and the PMRC guidelwwbgh state
that “non-technical’ language should be used (PMZBO1, [20.2];

PMRC 2004).

The medical terms not only in the consent forms ifdgernational
research but also the consent forms for local rekeare in English or
sometime transliterated. Even though the transiatinay be accurate
the language used is not comprehensible to ordipagple - a
problem encountered with most scientific translaioShaw and

Ahmed 2004). Therefore, as stated earlier, if thi@se is to provide

11 Similarly, in the US the requirement under the @uwn Rule is of written
consent (OHRP 2009), and Wendler and Rackoff agaeltecause research funded
by the National Institute of Health must follow tbé& regulation therefore conflicts
between signature requirements and patients’ itabdl or undesirability to provide
signatures on the form would lead to not enrollingse patients. So the necessity is
to amend the federal regulations (Wendler and Ré@@01). Emanuel et al too
term the requirement by US regulations as “cultyréhsensitive in many
cases”(2004:935). A recent article in the Ameridanrnal of Bioethics argues that
the revocation of informed consent by some reseascim certain types of research
violates “the most fundamental rights of researghject” (Rothstein and Shoben
2013:34). However, my argument is not to revokerimied consent but to mould it
to the contours of the context.

142 5ee Chapter 5, section 5.1.2 vi.
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informationthen the consent forms in their present formatalcserve
that purpose. | found that this is a matter of eondo the physician-
researchers who are at the interface with patiants appreciate the
problems faced by patients. These physician-reseesc make
recommendations to their respective research etbasmittees,
which are not taken on board. As local physiciesseagchers are both
“sympathetic” and have a “full understanding of kheal issues”, then
in keeping with Bhutta's proposal (2004 a:776), amel requirement
of collaborative partnership for conducting an edhiresearch, the
suggestions of these local physician-researchest bmiincorporated
into the design and process of consent (Emanwsl 2004; Marshall
2008). An example of such collaboration is evideoin a study from
Tibet, where local researchers’ knowledge of thdtuoer and
collaborators’ knowledge of the international guiiges results in a
consent form that is culturally acceptable andocatlhy commendable

(Miller et al. 2007):*3
7.3.5 Alternative consent recording and local conig

As a general rule the guidelines require a writtensent, and the
PMDC considers it essential (PMDC 2001, [20.2]wbkweer, CIOMS
and the Helsinki Declaration accept an oral consentong as it is
documented (WMA 2008, [Paragraph 24]; CIOMS 20@uifleline
4]). Keeping the local environment in mind therewd be flexibility

in the consent procedures and collaborators shacddpt alternative

143 The study was on a traditional Tibetan medicinat threvented obstetrical
haemorrhage (Miller et al. 2007).
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forms of consent?* The onus is on the physician-researcher to obtain

an “understood consent” (Bhutta 2004 a; Cash 20@8jyever, as the
discussion shows in case of written consent thporesbility is still

that of the physician-researcher.

Different modalities for documenting consent haweerb proposed,
one is audiovisual documentation of the oral cons@enitez,
Devaux, and Dausset 2002; Krogstad et al. 2010;Psteni 2011;
Jafarey 2002). Although this is a feasible altaueatl found that none
of the interviewees experienced audio or visuabmdiaog of an oral
consent. My experience in the field is that congentisual recording
of consent is not easy to obtain - especially isecaf women who
observepurdah (see Chapter 2 this constraint must be taken into
account when planning to use video-recordifig.Bhutta also
considers audio and video-recording as an altemato written

consent, albeit with strict oversight (Bhutta 2@0)4

Considering the local context, and in line withpest for persons,
well-planned guidelines for oral consent are neagsslt is also

imperative that the PMDC code is amended with tetai include

4The Times of India reports that because of thegatiens of ‘using’ illiterate
patients, some research organizations have decidedo enrol illiterate patients
into trials. Although said one trialist “We do riate illiterate people. In fact, when
these illiterate people sign the consent form imhandatory that one literate guardian
has to accompany the person”(TNN 2011).

145 Also Chapter 5, section 5.1.1.iii.

196 These incidences reiterate the views of some piaysresearchers (P-R
26,29,34,35,39,40) and patients (Pts.8,29,31,Phd Bt.G ) that same gender
physician-researchers are preferable in the locaitext, especially in case of
women. A study from the UK also shows that wome@mfiSouth Asian community
are concerned about modesty and some prefer fanalstaff (Hussain-Gambles,
Atkin, and Leese 2006; Hussain-Gambles 2004). Eurtiesearch is needed to
understand the extent to which gender of both #search participant, and study
team members, influences participation.
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alternative processes for demonstrating consenis @aone in other

developing countries such as Ugatfd&udan®® and India“*°

7.4 Researcher as physician

In Chapter 3, | identified an ethical concern abaqitysician-
researchers’ tailoring of information where it en@ges patients to
enroll and in Chapter 6 | showed physician-reseaschview
themselves primarily as physicians and consideearefi as an
extension of their clinical duties. In this sectibdiscuss the ethical
implications of the dual role of physicians as e#shers and patients’

motivation to enroll in research trials.

Physician-researchers, guided by a sense of dumarts their
patients, assess the risks and benefits of aandldo not hesitate to
offer enrolment if they consider the trial is artezprise for the good
of the patient, which is most likely the case witéll-conducted trials
(Chiong 2011; Mann 2011§° Conversely enrolling patients into trials
that would increase risks and not provide some filengas
inconsistent with the physician-researchers’ primduty (Kottow

2009). Guidelines also invoke a vigilant researcterprotect the

“TUNCST 2007:6.4, 6.5; see also Loue and Okello 2000

“Spirectorate and Research 2008.

%9 The Indian Council of Medical Research, which esat“When the written
consent as signature or thumb impression is nddilplesdue to sensitive nature of
the project or the participant is unable to writesn oral consent can be taken after
ensuring its documentation by an unrelated witnBssome cases, ombudsman, a
third party, can ensure total accountability fog firocess of obtaining the consent.
Audio-visual methods could be adopted with priongent and adequate precaution
(ICMR 2006).

150 Echoing the views of local physician-researshBraunholtz et al in an attempt
to see the “side effects” of a randomized contebtiéal (RCT) conclude: “We may,
as scientists, gain a little comfort from the (weakidence that well conducted trials
tend to benefit the participants and do not seamaf@rage) to result in harm...the
conclusion seems stronger where the experimergatnient turns out to be more
effective than control, which is difficult to predj or where there is pre-existing
effective treatment that is included in the triabfocol ” (Braunholtz, Edwards, and
Lilford 2001:223).
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health of the patient and to give the patient’sleeing precedence
over all other interests (WMA 2008, [Paragraph 4 &h CIOMS

2002, [preamble]>*

Lidz and colleagues conducted a survey to obséevémplications of
the dual role of clinician and researcher. Out 4f Yespondents, one
third agreed or mostly agreed that researchersldipauticipate only
in trials that are likely to benefit patients (Lidet al. 2009}>?
Reflecting this, | found most physician-researchensfer trials that
are in the later phases - Phase Il and Phaseid\$,tand diagnostic
interventions. This is because by the time thed tlimg has been
through earlier phases (I and Il), preliminary datay provide some
basis for assessing the potential for benefit (Bra®08; Emanuel,
Wendler, and Grady 2000; King 20065. When physician—
researchers had such information about a trialveer@ confident that
patients will accrue benefits, direct and/or indiréKing 20003}
these “benefit enthusiasts” (Miller and Joffe 2388)persuasively

“convince” patients of the same, especially whetiepés do not

151 See also Paragraphs 3 and 11 (WMA 2008). Indlaenic code of medical
ethics too consent from the participant does nwiore the “obligations and duties
of traditional- doctor-patient relationship (Af#007a).

152 A third agreed or mostly agreed that patiente® vare not doing well with
standard care should be recruited most activelyasoto benefit from trial
participation. Larger numbers of respondents ertbignoring minor clinical trial
entry criteria or deviating from the protocol ifidg so would be in the medical
interests of patients (Lidz et al. 2009).

153 Friedman et al write that since well-run clini¢ahls are costly, they should be
run only when preliminary evidence of an intervents efficacy looks promising
enough to warrant the effort and expense (Friedirarberg, and DeMets 1998).

134 King distinguishes three different types of betsefii) direct benefits from
receiving the trial intervention; ii) collateral nflirect) benefits arising from
participating in the trial, even when not receivithg intervention; iii) aspirational
benefits, which are benefits to society and fupatents (King 2000).

135 Miller and Joffe use this phrase for physiciareseshers (oncologists) motivated
by therapeutic intent , as opposed to ‘benefit 8kepwho are mainly bioethicists
(Miller and Joffe 2008).
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respond to standard treatment or unable to affotandsrd

treatment->®

| also found that physician-researchers preferdetian trials and the
Phase Il trials they were conducting were add-aaist where the
patient is not being deprived of a treatment. CIOM®, in an effort
to minimize harms to control subjects recommenda@ultrials, where
the trial treatment and placebo are each addedhé¢o standard
treatment (CIOMS 2002, [Guideline 11, commentatyf)This way
whether the patient is in the intervention armfar tontrol arm he or
she will be “getting something” and is less likébybe harmed (Vist et
al. 2005; Sackett 2005). The expectation is thdrug that has reached
Phase IIl has shown some efficacy and promisetesament option,
so will bring some relief to the patient; the meakecis, at the very
least, no worse than the present available treatiieoonforming to

the requirement of CIOMS (2002, [Guideline 8]).

Thus physicians, with the self-image of healersisaer that the trial
provides care, including treatment, for their patse(Joffe and Weeks
2002; Bailes 2000; Lidz et al. 2009). This theramemisconception

where physicians view research as treatment-drisgrartly because

1% Similar practice is observed in other developiograries, Edejar, writes in her
article of how a clinic in Guatemala city caring tdIV/AIDS patients who cannot
afford treatment are enrolled into trials (Edej6B9). Cleaton-Jones writing on the
post-trial availability of antiretroviral drugs @ents his ethics review committee’s
views that it is necessary that trial participantstncontinue to receive therapy until
they cease to benefit or are enrolled into andtiedr(Cleaton-Jones 1997).

37 |n this regard CIOMS also recommends that the ama Safety Monitoring
Board performs “interim analyses of the data pemagj to efficacy to ensure that the
trial does not continue beyond the point at which iavestigational therapy is
demonstrated to be effective”(CIOMS 2002, [Guidelirl,commentary]).

138 An analysis of trial protocols states that thempamy purpose of the trial is
treatment. This along with words like ‘STABILITYhithe trial title, or part of the
acronym as ‘TREATMENT OPTIMIZATION' reinforces phiggan-researchers’
perception of the trial as a form of treatment. 8lse Lema (2009).
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medical research is often understood as continueits clinical
practice (Miller and Rosenstein 2003; Chiong 20X@pelbaum
2002), especially in oncology. Though this concepta trial as
treatment is contested (Miller and Brody 2007; Bfiland Joffe 2011;
Joffe and Miller 2008; Miller and Rosenstein 20G8Bgre are calls for
raising awareness of patients, especially in orgpglto enrol in trials
for treatment (seeBerman 201%J A survey of paediatric oncologists
found that physicians prefer their role as a thistagver a researcher
and consequently are convinced that by enrollingiepes into
research they promote child’s best interest (deed/met al. 2011).
Some consider that clinical research would berfeditn physician-
researchers dissociating themselves from theiraf®rtic obligation
(Jansen 2008), because many researchers are tlkglgrceive that
they are delivering clinical care through reseaanl this may mean
that researchers may not be able to provide “ateuraformation

(Goldberg 2011:309).

On the other hand, when separating the physicis@arehers’ dual
role, two things need to be considered. First, e the two roles
IS not practicable in case of Phase IV trials amdtév recommends
that Phase Il and Il trials may also be managedth®y treating
physician (Kottow 2009). Second, this divergencenvben research
and medical ethics would move patients from untergrotection of

clinical ethics “from the ward to the lab” (Kotto®009:162; see

39 In an interview Dr. Robert L. Comis, Group Chafrtbe Eastern Cooperative
Oncology Group said: “Awareness of clinical trigéls a treatment opportunity is
quite low at the time of their [patient’s] diagn®sind before treatment decisions are
made -- in the range of 10%-15%. So the vast ntgjofi patients are never really
aware that they might be able to participate inlimical trial for their cancer
treatment” (Berman 2011).
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Kimmelman 2008) and patients may be seen as “elimwaterial, not
sick people” reminiscent of the Tuskegee syphilisdg (Jones
2008:93)'%° Although this topic is significant, it is beyonket scope

of this thesis.
7.4.1 Why patients enrol in trials

My findings show that the outstanding reasons taseat to research
were the benefits accrued from research - bothrthkprocess and
trial intervention were considered useful (McCa@ampbell, and
Entwistle 2010). For most patients this is a comipgelreason to
enrol*** However, there were a few who viewed sympathyfdédow

humans iasani humdard)*©?

as an adjunct reason, that McCann et al
term *“conditional altruism” (McCann, Campbell, an@ntwistle
2010)1®* It could also be that patients motivated by peabdrenefit
also understand that research is serving a widepoge, that of

benefit to society (Kim et al. 2008}* A therapeutic misconception
arises:
When individuals do not understand that the defjrparpose

of clinical research is to produce generalizablevkedge,
regardless of whether the subjects enrolled inttiaé may

180 See Chapter 1, section 1.2.1.

161 Most patients enrol for potential personal (trezuih) benefits (Corrigan 2003;
McCann, Campbell, and Entwistle 2010; Edwards,okdf and Hewison 1998;
Townsley, Selby, and Siu 2005; Locock and Smith 120Raskett et al. 1996;
Madsen et al. 2002; Kass, Maman, and Atkinson 200Bes et al. 2006; Kost et al.
2011).

182 5ee chapter 3, section 3.2.1.

183 McCann et al term this outlook as “conditionalr@ikm” in which, although

people may be willing to participate in a trial teelp others in practice if
participating in the trial benefits them then ini®re likely that patients will consent
(McCann, Campbell, and Entwistle 2010).

184 Some patients enrol for altruistic reasons and alant to help other patients
and/or help advance medical science (Corrigan 2008hdler et al. 2008; McCann,
Campbell, and Entwistle 2010; Hussain-Gambles 2@xhvin and Jacoby 2006;
Locock and Smith 2011; Hussain-Gambles, Atkin, dedse 2006; Paskett et al.
1996; Madsen et al. 2002; Jones et al. 2006; Kadt 2011).
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potentially benefit from the intervention underdwor from
other aspects of the clinical trial (Henderson dt a
2007:1736).

This conflation between the goals of research dmical care (de
Melo-Martin and Ho 2008), is similar to that remattfrom other
developing countries. From Malawi, research shdwsdesire to seek
medical treatment and better care was the maimiiveefor patients
enrolling in research (Mfutso-Bengo et al. 2008); Bangladesh
patients participate in medical research to hawessto services that
are not otherwise available to them (Lynoe, Chowghand Ekstrom
2001); in Nigeria the most outstanding reason tdiqpate was
personal benefits - 67% wanted to know more abiweit tlisease and
30% to get medical care; none cited altruism a®twvation (Osamor

and Kass 2012

This therapeutic misconception is widely prevalémtdeveloping
countries, where literacy rates are low and headtle- facilities poor,
although it is experienced in developed countrms (Appelbaum,
Roth, and Lidz 1982; Appelbaum et al. 1987; Bh@fa4 a)'°® What
appears to be common between the two “worlds” & the patient
“transfers tothe research setting the presumption that obtains

ordinary clinical treatment: that the physician Ivalways act only

185 Similarly in another study from Nigeria the majowtivation was to obtain
medical treatment (Marshall et al. 2006).

16 Debate on therapeutic misconception is ongoing eiece Appelbaum and
colleagues described it in 1982. In that articleytimarrated about a patient who
despite her clear understanding of the procesarafamization was unable to apply
the abstract to her concrete situation (Appelbarath, and Lidz 1982). Some argue
that the therapeutic orientation of clinical triakhould be discouraged as both
clinical trials and clinical practice have opposédans (Miller and Brody 2007;
Miller and Rosenstein 2003; Joffe and Miller 20@&ppercorn et al. 2004; Miller
and Joffe 2011), while others consider them in ajtjpm (Weijer and Miller 2003;
Grunberg and Cefalu 2003; Weijer 2003; Kimmelma@7)0
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with the patients’ interests in mind” (Appelbaun0222)*’ Patients
start a prescribed treatment in the clinical sgtimthe belief that it
will work. It is plausible then, that this beliektends to the research
paradigm because when patients, are informed ofofiteon of a
clinical/medical trial, in which a new medicine ke given by doctor
szhib,°® they may interpret this as a new treatment foir thendition
(Cox 2002; Kim et al. 2009). This is reinforced whgatients, as |
found, benefit from the trial, similar to a surviegm Nigeria in which
60% of patients stated participating in researdheiseficial and 96%
did not consider that participating in research Hedl outcomes
(Osamor and Kass 2012} When outside of trial, the drug is either
unavailable, unaffordable (Meropol et al. 2009)awailable treatment

in government hospitals is limited, trial enrolmenay then be a

rational choice (Mfutso-Bengo et al. 2008).

7.5 Responsive research

Responsive research requires that research sheutdlévant to the
needs of the local population and should beneéinthin Chapter 6, |
showed that research has to fit in with physiciesearchers’ primary
role of physicians and that in some trials there sishstantial

commitment on the part of patients. In what folloWw8rst discuss

%7 In a recent article on the physician-patient iefethip, in the New England
Journal of Medicine (2012), Truog suggests thateptt need to be informed that
the purpose of research is not to optimize themtment but to gain knowledge that
can be generalized (Truog 2012), with some physscieesponding that the term
“therapeutic misconception” is itself a misconcept{Lawson 2012). This however
does not apply to early phase trials (Miller 20G0usino et al. 2012).

188 Dresser writes that in this the role of the reslear is also very important.
Physician-researcher is dressed in the white auhtlze hospital surrounds conveys
to patients that they are here to get therapy @2re2002).

189" Arguably, physician-researchers could perpetulte ‘misconception” in the
minds of patients regarding the benefits of thal,tfor ensuring adequate number of
recruitments, this however tantamounts to unettiesdaviour (Glannon 2006), yet
the physician-researchers are aware of the dutpref owed to the patient and so the
threat of control may be minimal.
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relevant research, then the necessity and the ngasoederpinning
post-trial provision of the proven interventiondatihe importance of

negotiating the provision.
7.5.1 Relevant research

Physician-researchers view themselves first asiplys and, guided
by their primary duty, consider that research sthoatidress the
medical problems of “their” patients, such as dopt@mization
studies to suite local population and disease mmtt&® Their
viewpoint, like that of other physician-researché@m developing
countries is that research should be conductedisgasks that most
commonly afflict local populations (Sastry, McGoamd Gibbs 2010;
Yadev et al. 2011)* as is consistent with the ethics guidelines

(WMA 2008, [Paragraph 17]; CIOMS 2002, [ Guidelirgzsd 10]).

| found that physician-researchers are aware afstiihat are being
brought into Pakistan and that not all of the ¢riate accepted for
reason that include a high risk to benefit ratawkl of facilities which

limits the type of trials that can be conducte@ igovernment hospital
and the fact that pharmaceutical companies ardew on investing
in equipment in these hospitals. A new phenomenentlae clinical

research organizations who act as the “middle-ma®h to run an

efficient trial (Foster and Malik 2012; Srinivasaf12)’? Trials that

179 ang et al too consider that drugs in developiogntries are prescribed in wrong
doses and therefore local data are required (L@hgah, and White 2011).

1 n a survey by Kass and Hyder 83% of the respatsdeare of the view that the
reason for conducting research is the greater fmeea of the disease (NBAC
2001a).

172 Khan reports that The Trade Development AuthooityPakistan (TDAP) has
plans to increase biomedical research business. rédwhat multinational
pharmaceutical industry is outsourcing the clinimdearch business and realizing
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are being outsourced carry a higher risk than wdd@doermitted in
the sponsor’s country (Wilmshurst 1997; Mudur 200ahd so
physician-researcher prefer trials that have vetnctsoversight

mechanisms.

Some physician-researchers realized that collalberatrials are
important conduits for evidence regarding an irgation’s
generalized applicability and all types of researshould be
encouraged, so long as patients are selected fawly the basis of
their appropriateness to answer the research quesmd will be

among the beneficiaries (Belmont 1979).
7.5.2 Why is post-trial provision of intervention recessary?

Although there is growing consensus that at the ehdhe trial
something is owed to patients and communitiesgtieedisagreement
as to what that is (Macklin 2004). The stipulatioh the proven
intervention being “reasonably available” may guéea a benefit but
it does not guarantee a fair level of benefit (En@r2008; Setouhy et
al. 2004; Emanuel et al. 2004}. Since “reasonable availability” can
be expected in Phase Il trials in which a provetervention may
become an established treatment rather than eaalyeptrials (London

2008; Countries 2002), | focus on the provisiopven intervention

the potential of Pakistan to be an attractive vefouecontract biomedical research
TDAP aims to develop partnerships with internatlonzontract research
organizations. TDAP plans to attract internationatsourced clinical trials into
Pakistan and create a network of “well-regulatethical and quality contract
research activity” (Khan 2008 a).

3 There is an ongoing debate regarding “reasonatéjlable” (CIOMS 2002,
[Guideline 10]) which concerns what type of benefitd “fair benefits” which
concerns what and how much of the benefits (Ema20@8; Setouhy et al. 2004;
Countries 2002; Millum 2011; Gbadegesin and Wena(£6).
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because my data are based on the viewpoint ofnpsitenrolled in

Phase Ill and IV trials.

That research should be of benefit to the resedrpbpulation is one
aspect of the responsiveness principle. One wayctrabe done is by
making the intervention available to trial partajs at the conclusion
of the trial. | found that all interviewees wantdtle proven
intervention to be provided because patients neetled concern
common with other researchers and reviewers inldpwey countries

(Hyder et al. 2004; Shaffer et al. 2006).

There are two reasons for providing post-trial asct® the proven
intervention. One is practical and the other ethiGde practical
reason is that conducting research that will natefie the patient,
either during or after the trial will result in patts querying
physician-researchers’ intentions and the purpésleeotrial This will

add to the scepticism that physician-researcheess doing an
experiment gjarba) on patients. Similar apprehensions are stated by

researchers from Kenya (Shaffer et al. 2006).

The ethical reason is that ethics guidance entitlak participants to
the proven intervention (WMA 2008, [Paragraph 3@hjch should be
made “reasonably available” for the benefit of lileal community. In
fact CIOMS requires that sponsors should contiruerbvide the
proven intervention to participants pending its rappl by the drug
regulatory authority (CIOMS 2002, [Guideline 10 agd]). In this
regard, CIOMS requires that patients should berinéal at the outset

whether the proven intervention will be availabtehe conclusion of
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the trial (CIOMS 2002, [Guideline B]f. The NBC guidelines also
require researchers to share the research resiiks the study

participants and society (PMRC 2004).

The ethical principles that underpin the above irequents are justice
and beneficence. Justice requires fairness in iloisiton, one
formulation of which is that each obtains accordihg their
contribution (Belmont 1979; Beauchamp and Childr2381). Since
patients’ commitment in some trials is substantiaenying
participants post-trial access to proven intene giin environments
where such treatments would not otherwise be afdedor available
to participants may be considered exploitative (&aet al. 1998;
Benatar 2000; Crouch and Arras 1998; Shapiro andliMe&001,;

Wilmshurst 1997; Benatar 200f. Exploitation occurs:

. when wealthy or powerful individuals or agencie&e
advantage of the poverty, powerlessness or dependain
others by using the latter to serve their own dtisse of the
wealthy or powerful) without adequate compensaliegefits
for the less powerful or disadvantaged individuaigyroups
(Macklin 2004:101).

Equity, based on distributive justice, then “regaithat no one group
...receive disproportionate benefits or bear dispriopaate burdens”

(Macklin 2004:70). That is, distributive justicegreres that the

174 A requirement that the Pharmaceutical ResearchMamlifacturers of America
considers constitutes undue inducement (see Ma2R0d).

75 See Chapter 1.

176 As stated in my literature review, Emanuel et dtavthat as a mark of respect
for the participants, plans regarding their careusth be made. This may either
be ensuring access to proven intervention or riefgrto primary physician
(Emanuel, Wendler, and Grady 2008:131). Howevethéncontext where access
to treatment is either unavailable or unaffordabigferring to the primary
physician may be of no (or little) benefit to thatipnt (Schuklenk and Gallagher
2007). See also Kottow 2002; Cleaton-Jones 1997aAmnd Grodin 1998.
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burdens and benefits of research are fairly andtagy distributed

among all involved (Shapiro and Benatar 2005).

| found that in some trials patients’ commitmentansiderable and
they “follow every instruction of the doctor to ggood results®’” In

this case, post-trial access is substantiated byhan formulation of
justice - “justice as reciprocity”, which in therdext of a clinical trial

would:

Mean that something is owed to research participanten
after their participation in a trial has ended,daese it is only
through their acceptance of risk and inconvenieticat

researchers are able to generate findings necessadyance
knowledge and develop new medical interventionBBAL

2001:54)'8

Although pharmaceutical companies may develop aicmed its
effectiveness needs to be proven otherwise it s approved for
marketing. The only way to tell how well a medicatiworks is to
“feed it to a sick person” (Kahn 2006). The pharedal company
then needs this biological model to further theallewment process
and in this way patients contribute to drug develept.
Pharmaceutical companies falsely portray the tiralg as a benefit
that they are providing to patients in the tri@ther it is a necessity

for the company.

Beneficence supports the core ethical requireménmaximizing

benefits and minimizing harms to participants aaqguires refraining

"7 See Chapter 6, section 6.1.2.v.

178 National Bioethics Advisory Commission. In recdipm of the contribution of
research participants in the generation of reseaeshilts they should receive
proportional benefits hence in this case it ispimiity based on beneficence, which
is an act of “making an appropriate (often promoval) return” (Beauchamp and
Childress 2001:174).
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from intentionally harming participants (Belmont78). In fact it
requires efforts to secure participants’ wellbefhgvine 2005; WMA
2008; CIOMS 2002). Trial participation by a patiesta trajectory
where a patient moves from the clinical paradigto nesearch and at
the conclusion of research back to clinical sestitmycontinue with the
treatment which may be the proven intervention toleast another
effective treatment (Joffe and Miller 2008). Thisaynbe the case in
the West, where the proven intervention is avadatd all trial
participants after the trial is ended for as losgtas not yet available
through the healthcare system, and there have d¢aksnfor the same
provisions in developing countries (EGE 2003; CIOM®O02,
[Guideline 10, commentary})® Otherwise, patients who responded to
the intervention may be harmed once the trial sr@nd they have no
recourse to the effective medicine (Zong 2008; éuand Greco
2005). | found that patients worried about “ill efts” if they “leave
the medicine”, or patients may feel at a loss iprdeed of the new
effective mediciné® In view of this, the provision of the medicine to
patients who improved on it prevents “harm” to thegatients

(Cleaton-Jones 1997§*

79 The European Group on Ethics in Science and Neshfi@ogies (EGE), in its
opinion to the European Commission on the ethicpleats of clinical trials by
European research programmes in developing coanwi@es: “In industrialised
countries, free supply of a proven beneficial neugdo all the participants of a trial
after the trial is ended is the rule as long as itot yet available through the normal
healthcare system. In developing countries, theesaile must be applicable even if
this implies supplying the drug for a lifetime #cessary” (EGE 2003, 2.13).

180 As seen from the interviews of Pt.3.in Chapters&tion 3.2.1. and Pt.4 in
Chapter 6, section 6.1.2.v.

181 7ong writes that taking the Indian Council for Nteal Research (ICMR)’s clause
‘if need be’ as a template for provision of intemien. Patients who need it ,should
be given it (Zong 2008). However, in the 2006 ICMRideline specific to drug
trials states: “After the clinical trial is ovef, meed the drug is found effective, it
should be made mandatory that the sponsoring agdrayd provide the drug to the
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7.5.3 Negotiations for post-trial access to interveion

| found that patients rely on their physician-resbar to negotiate
access to the proven intervention, because theitacbis only with
the physician-researchers. While most patients viegeeful, some
physician-researchers were unsure as are reseamgbgting in other
developing countries (Kass and Hyder 2001; Shaffed. 2006). This
Is because post-trial commitments are often vaQuéén et al. 2009).
Even if physician-researchers, especially the graicinvestigators,
negotiate with the pharmaceutical company to pmvithe
intervention, there are no guarantees of provisiod even then the

price remains a contentious isste.

If a viable plan for access to intervention is nwde at the outset,
then an aim of the guidelines that benefits areimiaed is redundant
(Glantz et al. 1998). For this it is important to tbugher contract
negotiations to ensure access to effective anddslde intervention
(Pace et al. 2006). | found that except at twoitusbns, these
agreements are not effectively negotiat€dyerhaps because of lack

of skill and experience to negotiate (Lavery 2008).

It is important to ascertain the time to negotiptst-trial access and
my findings show that opinions vary on it. Some gbn-
researchers’ view it should ba ‘priori”, others too recommend this
(Cash 2006; ICMR 2006). Negotiating in advance rhajp build

confidence in the host community and reduce unicgyta(Shah,

patient till it is marketed in the country and thafter at a reduced rate for the
participants whenever possible” [sic] (ICMR 2006:36

182 | explored this in Chapter 6, section 6.1.2.iidl@n1.2.v.

183 One is Site F and the other institution is nottided as my research site.
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Elmer, and Grady 2009). Other physician-researchésk

negotiations should be at the conclusion of thal,tronce the
intervention has proven effective. This may be bseaa commitment
to prior agreement may not be forthcoming (Lond008&), and may
mean the pharmaceutical company takes the trialvblsre. A power
differential between the local researchers and spsrexists (Macklin
2004) and the golden rule — “whoever has the galéles the rule” - is

evident in these interactions (Cash 2006:3%D).

| also found that negotiating the price of the mmovntervention is
important to my patient-participants, since mostr@ health care is
borne by patients privately (Aziz et al. 201#).Some physician-
researchers think the effective intervention shdaddree; others think
it should be subsidized. Patients, realizing that medicine will not
be available free of cost, were willing to buy thedicine themselves,
so long as it is within their purchasing power. Guoies where

national health-care systems are weak or absetmngado not think
they will receive the trial medicine free of cosyt the medicine
should be at an affordable price (Sofaer et al.92(@ace et al.
2006)'¢ A study from Kenya reports that participants fédat a

proven intervention should not be discontinued, i&richas to be then

184 My experience at two sites bears testimony to. thtssite A and C physician-

researchers were wary of committing to anythinghwit the approval of the

pharmaceutical company running the trial. See Girdhtsection 2.4.2.

'8 |n Pakistan, 82% of the total health budget is afupocket expenditure (WHO

2008). See also Lorenz (2012).

% There have been proposals for setting up of fuldsarget clinical health

research needs of developing countries as the Gitdrdth Research Fund (GHRF)
(Garrafa et al. 2010). Borrowing from this | suggascommon pool of funds

contributed to by all pharmaceutical companies catidg research wherefrom
finances are used for patient treatment /educaf\mother is to provide shares for
that particular medicine to enrolled patients whamtdbuted to its development.
This, | realize is a simplified suggestion and reetal be worked out on economic
principles.
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patients viewpoint was that it should be made abéel through other

means or at subsidized cost (Shaffer et al. 2006).

Availability of intervention is limited because pficing and supply
iIssues. Either it is too expensive or the suppliniermittent. If the
medicine is expensive these patients cannot buliete again the
spectre of exploitation raises its head. Although research question
is relevant to these patients’ disease, and theeprantervention is

available in the “market”, it is available at agarithat these patients

cannot afford®” Hence these patients are precluded from being

“among the beneficiaries of subsequent applicatminthe research”
(Belmont 1979; CIOMS 2002); only those who can wmffdhe

medicine will benefit. Here then, Schuklenk’s camcef arbitrary

interpretation of the guidelines is valid (Schulkde2004). Moazzam
appeals to physician-researchers’ moral respoitgihidwards their
patients for, she writes, “the crux of the matgethiat [pharmaceutical]
industry must increase profits for shareholders phgsicians must
protect the interest and welfare of patients abaVelse”(Moazzam

2012).

To overcome supply issues a collaborative effoitere collaboration
is equal partnership between the researchers, arasd local health
ministry is important, so that there is a sustdmatbow of the
intervention (Molyneux et al. 2012; Mulholland 2Q@shcroft 2005).
Ad hoc remedies are unsustaindffleBhutta’s recommendation of

bringing about a change in the local health-carethmy research

187 See Chapter 6, section 6.1.2.v.
18 The Declaration of Helsinki, which is undergoingevision at present (2013)
states this point too.
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community (and the government) negotiating posi-fprovision on
behalf of the local population is useful, the caspoint is the Hib and

Hepatitis vaccine trials (Bhutta 2002

The consequences of negotiating and providing p@dtaccess to the
proven intervention will have practical implicatefor research. First,
when patients know that the trial interventionpibven effective will
be available to them at the end of the trial theyulMd follow the
research protocol diligently. Second, it is necgstaobserve the new
medicine’s effectiveness in the "real world” oveloag period of time
(Lang et al. 2006). That is, post-registration, $&h/, surveillance. In
this case continuing to give the new medicine foother couple of
years to the same patients who as trial particgphate already used it
for 2-3 years would help to receive results of gaghch surveillance

earlier, than starting anew on other patients.

Although it is said that researchers are not resipéento make up for
what the government should provide, they can acaasatalyst for
change” (Cash 2006:S40). An example of this is@Gaelchiroli trial

discussed earlier. In that trial, researchers, egliidy the Declaration
of Helsinki (WMA 2008, [Paragraph 17]) implementdte proven
intervention as standard care. The principal ingesir of the trial,

Abhay Bang, writes:

As an ethical responsibility, we have continuecedarthese
39 intervention villages until today, 11 years aftee original
trial was over in 1998. We considered that theasitun in the
“control” villages represented the situation in tleeal areas
of Maharashtra state and in India as a whole aneag our
responsibility to change it once the HBNC trial hgltbwn

189 See Chapter 1, section 1.3.4.
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that the approach was effective. Hence, for thelasyears,
we have strived to influence policy at the statd aational
levels to incorporate home-based newborn careral areas
and among other steps one important step is thtteirl 1"

Five Year Plan has introduced the HBNC in 250 uabitstrof

India (Bang 2010:13).

Summary

In this chapter | have discussed my findings in ligat of ethics
guidance and literature from other developing coest | found
variable challenges to the application of some bé tethical
requirements that, though common with other devefpountry
settings, play out differently. I showed that thedellenges arise
when guidelines are interpreted without payingraibe to the context
in which research is conducted. My research shbatsawareness and
sensitivity to local norms is important. In thigtzén practices need to

change while others need to be enhanced.

| show that there is variation in the practice ofypding information.
The physician-researchers struggle between the ctatpms of
patients and the requirements of international rmixl consent
practices. However, it is important thgihysician-researchers’
awareness of obtaining an understood consent frarticgpants is
enhanced and one way is, training in ethical reagormhis ethical
reasoning should be informed by, and respectfulocgl norms. This
training in communicating information and ethicahsoning can be
provided either at the undergraduate level throtinghcurriculum or

during post -graduate training, through workshops.

| also show that when obtaining consent, sengititotthe relational

spheres of the trial participant is not only impottit is an ethical
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prerequisite as well. A balance (middle groundween autonomy
and beneficence can be achieved such that patieass’and reliance
on physician-researchers are maintained. Anothgelative is to
work within the local socio-cultural environment #scertain the
willingness of the participant for trial enrolmem®. modus operandi
can be to have a shared decision-making proceswhich the
physician-researcher draws the patient into disonssregarding
matters pertaining to them, and also the familythst the family (or
husband) does not feel alienated, which may résocial harms for

the patient.

In the local context an insistence on a writtennedy (or thumb
impression) consent form from non-literate paréeifs is not only
unethical; it precludes patients who do not or cansign. The
procedural intransigence on the part of the phgsicesearchers, to
meet the sponsors’ and ethics committees’ requinénseevident in
these instances. An approach that takes into atgatient’s inability
or “fear” of signing consent forms is necessaryeraltive forms of
recording consent can be worked out that are flexabd at the same

time, ethical.

Similarly, when and if, at the end of the trial thgonsors make the
proven intervention “available” in the market bbetprice cannot be
afforded by the trial participants, who contributedhe intervention’s
development. Arbitrary interpretation of guidelinesduces their
moral force. Hence interpreting these guidelines imanner that the
moral imperative is not undermined is essentiahe@vise, although

the guidelines’ “requirements” may be fulfilled etlspirit of ethics is
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missing. Physician-researchers’ suggestions reggrthe format for
obtaining consent, language of the consent form @odt-trial

provision of the proven intervention at an afforigaprice, should be
paid attention to as they know the realities on gneund, and is
congruent with the ethics of collaboration. Phymieresearchers
should be able to negotiate these with the resesttths committees
and trial sponsors (either directly or through ethicommittee

members).

On the other hand, | also showed that valuing locains and culture
does not mean uncritical acceptance of these nanas/alues. There
are instances when these norms violate fundameghds of patients.

Though changing these norms is essential, it shoeifidom with in.

Whether the patient-participants are exploited, imdated, persuaded
or convinced about trial enrolment and whether aede participants
are selected fairly or for expediency, is dependenthe person at the
interface with patients - the physician-research&hysician-

researchers’ awareness of the requirements ofsetimd the local
socio-cultural norms places the onus of ethicatassh on them and
thus | reiterate that it is necessary to enhaneg #thical reasoning,

which is sensitive to the local culture and respémtal norms.
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Conclusion

This thesis contributes to contemporary, empincalhformed,

discussion of the challenges to fulfilling the reegments of ethical
guidelines for research on human subjects withiquaarr reference to
Pakistan. | have focused on two key requirementgaining an

informed voluntary consent and ensuring distribaitjustice. These
require that patient-participants consent to reseam an informed
manner, and that the burdens and benefits of @seae distributed
justly. These requirements hold true wherever meses conducted.
However, there is disagreement over what conssittive essential
requirement of informed consent in different cotgeand also what

constitutes fair benefits.

In order to inform these debates, my research gesvidata on
“indigenous” practice relevant to meeting thesaunegnents from the
viewpoint of those involved in research. | explotiee views,

experiences and practices of physician-researclmmsducting

research trials in tertiary-care hospitals in Lahdpakistan, and the
patients attending these hospitals who are recruri® these trials.
For this | used qualitative research methods baseshterviews and

observations, which are well suited for an explamaprocess.

My findings show an understanding of the contexwimch research is
conducted is important and that some aspects ddpbcation of the
requirements for informed consent and responsiseareh raise

ethical concerns that are shaped by the local smmoaomic and
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cultural environment. It also emphasizes sensytitit local culture
and respecting local norms that do not trespassaimental rights of
patients. | found notable variation in how muchomfation is
provided to patients and patients’ understandingh@f information.
Education in general, knowledge of science in paldr, as well as
physician-researchers’ communication skills andtitne available for
consultation influence this process. Education umfices
understanding by making communication easier amckqu If time is
available and if the information is given in simgeeryday language,
most patients, including those who are non-literatederstand it

better.

Time constraints, patients’ skepticism about redeand the fact that
non-literate patients are especially dependant dmysipian-
researchers, influence the provision of informatidihe physician-
researcher usually determines how much informasoprovided. In
this case, the practice approximates to the “psidesl practice”
standard of information provision, according to efhiphysician-
researchers, aware of the moral imperative to ceqpaients’ ability
to comprehend the information, make judgments albmw much
information is necessary. Most physician-reseaschadopt a
pragmatic approach to information, tailoring it ttte circumstances
and their own assessment of the patient’s infoilgnatequirements;
few provide full disclosure of information. Lesstadf, patients are
proactive in seeking information and the practippraximates to the
“reasonable person (patient)” standard of infororatiprovision.

Educated patients and relatives accompanying psatiane more
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aware, confident and proactive than non-literateepts who are more
inhibited and rely on the educated accompanyingtiva. Patients’
understanding of the purpose of research was \aribbt at a
minimum they knew their diagnosis, the duratiorf'tedatment” and
side effects of the medicine. Most patients kneeythre entitled to
withdraw from the trial; the few who considered mpiso were

encouraged not to.

Research ethics guidance require adequate andaéeaiormation to
be given. Although most physician-researchers awvara of the
importance of this, and some employ various strasegto
communicate the information; in view of their prag tailoring of
information it would be appropriate to enhance phga-researchers’
awareness of the importance of providing accurdtamation, which
can be done by conducting training programmes foysigian-
researchers. This is vital for maintaining patietrisst in the research
enterprise. Importantly, the commitment of thosedteting research
and at the interface with patients determines tiwc® of research

trials.

As time seriously constrains information provisiadhpugh a few
manage it efficiently, it might be appropriate tavoelve other
members of the staff in these teaching hospitalshen process of
discussing trial participation with patients. Thvgould improve
patient’s understanding and build local capacityctSa strategy is
necessary if providing information is to fulfillsitmain purpose, which
Is that patientsinderstandhe information before they decide whether

or not to consent to research.
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Meeting the requirement that patients make an amous decision
about research enrolment raises complex questloms ¢ghe nature of
autonomy where decisions are usually shaped byaictiens and
views of other actors besides the patient, espgdia¢ spouse and
also the physician-researcher, and factors suchages gender,

education and financial independence.

Patients rely on physician-researchers for theowkadge and trust
them to give advice that will be in the patient'ssbinterest. The
physician-researchers are cognizant of the trusteo in them but
vary in their responses. Some guided by a sensemdl obligation as
medical knowledge bearers, decide or advise patiéithers do not,
for fear of acting unethically by offering advideat may influence the
patient’s decision, but by so doing fail to appateithat patients
generally desire advice and support, and in thée eae likely to seek
advice from other physicians. There is tension betwautonomy and
beneficence. The ethical dimensions of these pestire ascertained

by the physician-researcher at the interface viighpatient.

A balance between beneficence and autonomy wowddefitre be
appropriate here in which decision making is shdreveen patients
and physician-researchers. Beneficence is called when necessary

and patients decide autonomously when they can.

The family plays a prominent role in patients’ dgmn making in
general, and women’s decision making in particu@ommonly
decisions are made jointly by mutual consultatidegision making is

not an individual project. Sometimes husbands defod their wives
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and women accept their decisions and at times waeé&T decision
making to their husbands or family. The family dBuglays an
important and beneficial role by providing emotibaad financial
support. In case of non-literate patients reliaogeeducated relatives
is prominent. Thus dependency on the family is comrand many

times preferred.

Most women attending these hospitals also rely em m husbands,
fathers, and sons for financial support so these mast be willing to
pay for medicines, diagnostic tests and traveh&hospital. For this
reason, women were usually accompanied by a hustsasdn, who
was usually more involved in the discussions witle physician-
researcher than the patient herself. The degresudf dependence
influences the degree of patient involvement inobnent decisions.
Men, on the other hand, are more independent ecoatyn and this

extends to their decision making.

The vulnerabilities associated with low literacy dampoverty
compromise patients’ access to trial enrolment iaysvthat are
particularly manifest in the case of women. Pood ameducated
patients, especially women, may be unable to acgesesrch because
they are not approached by physician-researchererfmlment, or
may not be allowed by their families to seek treaitm or seek
treatment late or seek alternative treatment. Bthoballenges arise
where women'’s liberty is restricted to the extehtdamaging their
health. Additionally, some local physician-researshare reluctant to
enrol women into trials because doing so adds ®te durden of

having to involve the husband in the decision-mgkiprocess,
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whereas men can be enrolled directly. Women thexefoe being
denied the potential benefits of research, while generalizable
validity of trial data may be questionable if womare substantially
excluded from trial enrolment. My research has Ingited this issue,
however further research is needed to know thenexi® which

women are excluded from trial participation.

Although physician-researchers are aware of theahomperative of
patient’s right of self-determination and are sewsito local values, it
Is important to enhance the practice of encouragiatients to be
active in the decision-making process. Researclicstuidelines
consider self-determination has primacy. Howevento@omy,

voluntariness and confidentiality in the local aoxitacquire particular
meanings that reflect the relationality of sociéd,land may need to
be negotiated through the *“spheres” enveloping thdividual.

Although areas of tension exist between ethics aypud and local
practice, the mechanisms for reducing these tessiowst be

“indigenous” in harmony with the local norms, ratkiean “foreign”.

To address these issues an approach is needededpmcts and
maintains patients’ emotional connectedness to ta@nilies while
enabling them to voice their concerns. This wouldphrealize the
spirit of research ethics guidelines while beingssteve to the local
culture, since the interpretation of guidelinesidtidoe guided by both
moral reasoning and sensitivity to the context.sThuld give the
family the confidence that they are a part of tleEision-making

process and patients a chance to voice their coscer
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The varied practices observed in the processesnfadrmation

provision and decision making recede into the bemkgd when it
comes to documenting consent. Although written aral consent
complement each other, and oral consent is botkildleain these
hospitals and is ethically adequate, a writtenn@i) is considered
mandatory in the local milieu because the sponsyurilelines and

research ethics committees want it.

While one can understand the apparent necessawwftten “proof”,
this proof does not imply that a patient is ennglivoluntarily, or has
received the information and understood it. A aahefformulated
policy could also regulate an oral consent. Insafaa written consent
serves as an information tool or script to follaw providing adequate
and correct information to patients, is a validsmato prefer a written
consent. But the outstanding reason for obtainingriten consent
was that it is a formality that affords “legal sgfeto physician-
researcher and the hospital, and is documentarygléage” that the
trial was discussed with the patient. Consent abthionly for this
purpose fails to meet the moral requirement ofghielelines because

now it is a “mere formality”.

A prerequisite for ethical research is also thantails collaboration
between local physician-researchers and trial spenand is not
hierarchical but based on equality. Thus when miesiresearchers,
recommend modifications to the consent forms angl tbnsent
process they should be acknowledged, in the trugit spf

collaboration.
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An important concern that my research highlights] aeeds further
exploration, is that the “tight inclusion criteribiof a written and

signed consent excludes from research patientsdehoot or cannot
sign or affix a thumb impression. Such patients exeluded from

research not on scientific grounds or becauses&faf harm but for
expediency, as is also true for other reasons encses of women
mentioned earlier. Although the overarching ethiogberative is that
patients are not exploited, nor should they beidegrof the potential
benefits of research, and so in keeping with thecpple of justice,

both should be avoided. Moreover, obtaining a thumtression of a
person who is unable to read what is written onpiéyger is ethically

tenuous.

It is ethically imperative that consent, whethertten or oral, is truly

informed, so an ethically obtained oral conserappropriate in many
instances. However, this does not preclude obtgiaiwritten consent
where feasible. A flexible approach would help gate this situation.
Nevertheless, whether consent is written or ofsdrd needs to be
more awareness among those responsible for obgatmnsent that it
IS imperative to obtain a truly informed consentore that is

understood.

Physician-researchers working in these tertiarg-¢arspitals viewed
the doctor-patient relationship as primary and nobshem considered
research an extension of their role as physicidiey preferred

research that addresses the health problems ofghgéents because
this is consistent with their primary duty as pleiens to care for their

patients. Physician-researchers generally recomnt@aidenrolment
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to patients if they are confident that researchigpation will provide
benefits for patients. In this sense, the physicemearchers suffer
from a “therapeutic misconception” about researehphrase widely
used in regards to patients who misconceive or akesttrial

participation as treatment.

The outstanding reasons to consent to researchthetgenefits to be
accrued during and after the trial. Patients carsd both the trial
process and the trial intervention to be usefulstsged, a therapeutic
misconception amongst patients is widely prevalédithough it is

important to dispel this misconception, it shoudunderstood in the
context of local circumstances. Separating the w®wberprises -
clinical therapy and therapeutic trials — is nosygaespecially when
patients find they benefit from enrolling in a trizecause outside of

the trial, treatment is either unavailable or uaaffible.

Local physician-researchers and, more importantgir patients
expect the proven intervention to be provided atdbnclusion of the
trial, and is consistent with the principles of b&cence and justice,
and the ethics guidelines. This, however, is ttepaasibility of the
trial sponsors and the local government who needottaborate in
order to make affordable access to these intewemtpossible. In
these negotiations, physician-researchers, congrueth their
primary duty as a physician, can act as a cataifyshs mentioned
earlier, there exists a partnership between lobgkigian-researchers

and sponsors.
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There are limitations to this research in that\tiesvpoint of patients
who did not enrol in research was limited. Therals need to do
further research to substantiate the views of pigsiresearchers
regarding non-enrolment, particularly in the casevomen and of
patients who do not sign consent forms. The paparticipants in my
study were competent adults; research into thernméd consent
process with regards to children and incompetentems is also
important and needs to be explored. Since my irdemes were either
conducting or enrolled in Phase Il and IV triglseir perspectives do
not reflect the viewpoints of physician-researcherd participants in

early phase trials (I and II).

Although the views and experiences are of physicgsearchers from
one major city of Pakistan, which limits its geriemability nationally,

my participants reflect a wide cross-section ofgrdas and physician-
researchers from a significant number of tertiaagechospitals. To
this extent these findings are likely to be apyileato other parts of

the country.

My research identifies the challenges that opeedtground level
between those who conduct research trials and tvbseparticipate
in research trials. Future research to exploreviees of research
ethics committee members on the issues highlightealy research
will be useful before going on to investigate thews of individuals
who formulate the local ethics guidelines. Thisdgtinighlights and
informs the need for developing tools of ethicas@ning that are
appropriate for the local context — these would useful both in

research and clinical settings. This research thinsultaneously
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identifies the challenges pertaining to the appilice of these

requirements and offers some suggestions for om@ngpthem.

Interpretation of research ethics guidelines ndedse conducted in
the contexts in which research is taking place way that ensures
that the guidelines are relevant to the everydagsliof the local
participants. It is necessary that well-intentiongdidelines are
matched by observations and knowledge of particuksearch
contexts for ethical research to be conducted.his tegard my
findings from Lahore, Pakistan, have important icgons for
practice and policy. My research highlights thedhfe enhancing the
awareness of physician-researchers to provide atcinformation. A
shared decision-making process, which involvedfdhaly as well as
the patient, would be appropriate. This is impdrtaimce, in my
experience and that of a few physician-researchexsluding the
family creates social ‘harms’ for patients, espici@r women, while
including the patient in the process engenderslgyg@ad trust. This
form of decision making does not necessarily diaeonomy, in fact
it gives patients confidence. It is also helpfultave same-gender
physician-researchers, especially in case of fepatients. Excluding
women (and patients who do not give written consémm trial
enrollment for expediency is unethical and a pola@gmphasize their
enrollment should be encouraged. To these ends iquénys
researchers’ training and capacity building in tise of tools for
ethical reasoning that are locally developed st they cohere with

local norms, would be useful.
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My analysis also shows that while the researchcetbuidelines and
sponsors require a written, signed, consent frotremts, this signed
consent is mainly for the sponsors’, physician-aeseers’ and
hospitals’ purposes and not for the benefit ofgra. Documenting
consent is important but there should be flexiiih the process.
Audio-recording and video-recording of consent habeen
recommended as alternatives, but these processesalsa raise
difficulties, especially in contexts where womensetvepurdah A

well thought-out policy that is appropriate forgtparticular context

should therefore be developed.

In accordance with the research ethics guidelimed tequire the
proven medicine to be made available to patientslled in a trial, at
the end of the trial, | found that sponsors usuagk to make the
medicine available in the market. However, in trakiftan context,
the price of such medicine generally is such thet majority of
patients enrolled in the research trial cannotrdftbe medicine, as is
also the case for most patients; only wealthy p&iean purchase
such medicines. So, although the sponsors haveuctedian “ethical
trial” insofar as "ethics" refers to the literal pdipation of the
guidelines, the trial is not ethical in spirit whdhere is insistence on
obtaining a written consent and where due to ecam@onstraints
patients, including enrolled patients, are unabl@dcess the proven

intervention at the conclusion of the trial.

The goal should therefore be to uphold the spifittlee ethics
guidelines rather than to follow procedural reguoieats in a dogmatic

manner; and at the same time be sensitive to tkd tee challenge
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local practice that ignore fundamental rights aadstipport change
from within, where this is appropriate. It is eds@nthat local
guidelines are formulated that are attentive tocthrecerns highlighted

by my findings.
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