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Supplementary Table S1. Proportion of patients meeting specific inclusion criteria for

UK MAA enrolment.

Safety Analysis Effectiveness
Population (N=28) | Analysis Population
(n=24)
Fractures (both criteria below), n (%) 2(7.1) 1(4.2)
Fracture history prior to enrolment 5(17.9) 4 (16.7)
Current fracture at time of enrolment 2(7.1) 1(4.2)
Pain (either of the criteria below), n (%) 28 (100) 24 (100)
BPI-SF severity 27 at time of enrolment 26 (92.9) 22 (91.7)
Reported use of 22 analgesics at time of 12 (42.9) 9 (37.5)
enrolment
Bleck mobility score of 1 to 6, n (%) 25 (89.3) 22 (91.7)

BPI-SF, Brief Pain Inventory Short-Form.




Supplementary Table S2. Non-opioid medication use. Data cutoff: May 2023.

100 g as needed

Started
analgesic Duration of
before or after | use before Duration of use after
Drug name, dose starting starting starting asfotase
Patient | and frequency asfotase alfa? | asfotase alfa alfa treatment
1 Etoricoxib, 60 mg Before 6.7 years Unknown
daily
Etoricoxib, 30 mg After — 2.8 years
daily
2 Aspirin, 2 tablets daily | Unknown Unknown Unknown
Paracetamol, 1 g Unknown Unknown Unknown, ongoing at
3 times daily end of data collection
3 Gabapentin, 300 mg 3 | Unknown Unknown Unknown, ongoing at
times daily end of data collection
Paracetamol, 1 g as Unknown Unknown Unknown, ongoing at
needed end of data collection
4 Gabapentin, 100 mg 3 | After — 1.2 years
times daily
Meloxicam, 15 mg After — 1.5 years, ongoing at
daily end of data collection
5 Meloxicam, 15 mg Before 1.1 years 3.5 years, ongoing at
daily end of data collection
Paracetamol, 1 g Same start date | — 3.5 years, ongoing at
as needed as asfotase alfa end of data collection
6 Naproxen, 500 mg Before 3 months 3.3 years, ongoing at
daily end of data collection
Paracetamol, 500 mg | Unknown NA NA
Paracetamol, 1 g After — 3 months
as needed
Amitriptyline, 10 mg After — 6 days
Amitriptyline, 20 mg After — 4 days
Amitriptyline, 30 mg After — 7 days
Amitriptyline, 40 mg After — 2 months
7 Paracetamol, 500 mg | Unknown Unknown Unknown, ongoing at
daily end of data collection
8 Ibuprofen, 400 mg Before 6 months 6 months
4 times daily
Paracetamol, 1 g Before 6 months 3.3 years, ongoing at
3 times daily end of data collection
Ibuprofen, 400 mg as | After — 1.3 years, ongoing at
needed end of data collection
Ibuprofen gel, 5% in After — 1.3 years, ongoing at

end of data collection




Started

analgesic Duration of
before or after | use before Duration of use after
Drug name, dose starting starting starting asfotase
Patient | and frequency asfotase alfa? | asfotase alfa alfa treatment
9 Paracetamol, 1 g Unknown Unknown Unknown
4 times daily
Ibuprofen, 400 mg Unknown Unknown Unknown
3 times daily
Diclofenac Slow Unknown Unknown Unknown, ongoing at
Release, 75 mg daily end of data collection
Capsaicin cream, After — 1.8 years
Unknown dose as
needed
10 Aspirin, 300 mg once | Before 21.5 years 5 months
daily
Ibuprofen, 400 mg 4 Before 21.5 years 4.8 years, ongoing at
times daily end of data collection
Paracetamol, 1 g Before 21.5 years 4.8 years, ongoing at
end of data collection
Nortriptyline, 10 mg Before 3.6 years 3.5 years
daily
Gabapentin, 600 mg 3 | After — 4.4 years, ongoing at
times daily end of data collection
Amitriptyline, 50 mg After — 1.3 years, ongoing at
daily end of data collection
11 Amitriptyline, 75 mg Unknown Unknown Unknown, ongoing at
daily end of data collection
Pregabalin, 75 mg as | Unknown Unknown Unknown, ongoing at
needed end of data collection
Diclofenac gel, Before Unknown Unknown, ongoing at
Unknown as needed end of data collection
Paramax, 500/5 mg After Unknown Unknown, ongoing at
as needed end of data collection
Gabapentin, 900 mg 3 | Unknown Unknown Unknown
times daily
12 Amitriptyline, 10 mg Before 1 month 5 days
daily
Ibuprofen, 200 mg as | After — 0.9 years
needed
Arcoxia, 90 mg daily | After — 1.5 years
Indomethacin, 50 mg, | After — 1.5 years
unknown frequency
THC:CBD, 5mg 4 After — 1 month

times daily




Started

analgesic Duration of
before or after | use before Duration of use after

Drug name, dose starting starting starting asfotase

Patient | and frequency asfotase alfa? | asfotase alfa alfa treatment

13 Ibuprofen, 400 mg Before 26.5 years 2.8 years, ongoing at
3 times daily end of data collection
Paracetamol, 1 g Before 26.5 years 2.8 years, ongoing at
4 times daily end of data collection
Naproxen, 500 mg as | After — 1.1 years
needed

14 Amitriptyline, 10 mg Unknown Unknown Unknown, ongoing at
daily end of data collection
Celebrex, 100 mg, Unknown Unknown Unknown, ongoing at
unknown frequency end of data collection
Ibuprofen gel, 10% as | Unknown Unknown Unknown, ongoing at
needed end of data collection
Ibuprofen, 400 mg as | Unknown Unknown Unknown
needed
Colchicine, 500 mg 2 | Before 1 year 2.5 years, ongoing at
times daily end of data collection

15 Paracetamol, 1 g Before 9 months 2.8 years, ongoing at
3 times daily end of data collection
Naproxen, 250 mg Before 6 months 7 months
daily

16 Etoricoxib, 60 mg Unknown Unknown Unknown, ongoing at
as needed end of data collection
Paracetamol, 1 g as Before 12.5 years 5 months
needed

17 Etoricoxib, 30-60 mg, | Unknown Unknown Unknown, ongoing at
frequency unknown end of data collection
Diazepam, 2 mg as Unknown Unknown Unknown, ongoing at
needed end of data collection
Ibuprofen gel, 5% After — 1.3 years, ongoing at
as needed end of data collection

18 Ibuprofen gel, 10% Unknown Unknown Unknown, ongoing at
as needed end of data collection
Ibuprofen, 400 mg Unknown Unknown Unknown, ongoing at
2 times daily end of data collection
Etoricoxib, 90 mg Before 1 year 1 month
as needed




Started

analgesic Duration of
before or after | use before Duration of use after
Drug name, dose starting starting starting asfotase
Patient | and frequency asfotase alfa? | asfotase alfa alfa treatment
19 Amitriptyline, 10 mg Unknown Unknown Unknown, ongoing at
daily end of data collection
Paracetamol, 500 mg | Unknown Unknown Unknown, ongoing at
as needed end of data collection
Ibuprofen, 200 mg Unknown Unknown Unknown
as needed
Diazepam, 2 mg Before 19.6 years 1.1 years, ongoing at
as needed end of data collection
Etoricoxib, 60 mg Before 11 months 3 months
daily
20 Colchicine, 500 pg, Unknown Unknown Unknown, ongoing at
unknown frequency end of data collection
Ibuprofen, 400 mg Unknown Unknown Unknown, ongoing at
as needed end of data collection
Paracetamol, 500 mg, | Unknown Unknown Unknown, ongoing at
unknown frequency end of data collection
Propranolol, unknown | Unknown Unknown Unknown, ongoing at
dose or frequency end of data collection
21 Paracetamol, 500 mg | Unknown Unknown Unknown, ongoing at
every 4 hours end of data collection
Diazepam, unknown | Unknown Unknown Unknown
dose or frequency
Diclofenac, 1% gel Before Unknown Unknown, ongoing at
as needed end of data collection
Proxicam, 10 mg daily | Before Unknown Unknown, ongoing at
end of data collection
22 Naproxen, 1 g, Before Unknown Unknown
unknown frequency
Paracetamol, 4 g, Before Unknown Unknown
unknown frequency
Pregabalin, 600 mg, Before Unknown 2.7 years
unknown frequency
Amitriptyline, 20 mg, | After Unknown Unknown
unknown frequency
Pregabalin, 200 mg After — 1.3 years, ongoing at

2 times daily

end of data collection




Started

analgesic Duration of
before or after | use before Duration of use after
Drug name, dose starting starting starting asfotase
Patient | and frequency asfotase alfa? | asfotase alfa alfa treatment
23 Paracetamol, 1 g Before 13.4 years 1.5 years, ongoing at
4 times daily end of data collection
Ibuprofen, 1200 mg Before 5.4 years 5 months
3 times daily
Ibuprofen, 400 mg After — 8 months
daily
Ibuprofen, 200 mg After — 6 months, ongoing at
3 times daily end of data collection
24 Paracetamol, 1 g Unknown Unknown Unknown, ongoing at
as needed end of data collection
Bupivacaine, 0.5%, After — 1 day
3 mL, once
Lidocaine, 1%, 3 mL, | After — 1 day

once




