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Table S1. Recruitment by site

Site

Number of Patients
Randomised

Melanoma Institute Australia, Sydney, NSW, Australia

85

Oslo University Hospital, The Radium Hospital, Oslo, Norway

57

Princess Alexandra Hospital, Brisbane, QLD, Australia

21

Peter MacCallum Cancer Centre, Melbourne, VIC, Australia

(o]

Norfolk and Norwich University Hospital, Norwich, UK

Royal Adelaide Hospital, Adelaide, SA, Australia

Addenbrookes Hospital, Cambridge, UK

Royal Brisbane Women’s Hospital, Brisbane, QLD, Australia

Royal Hobart Hospital, Hobart, TAS, Australia

St James’ University Hospital, Leeds, UK

St Vincent’s Hospital, Sydney, NSW, Australia

William Buckland Cancer Centre at The Alfred Hospital,
Melbourne, VIC, Australia
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Genesis Cancer Care Newcastle, NSW, Australia

Mount Vernon Cancer Centre, London, UK

Nepean Hospital, Sydney, NSW, Australia

NT Radiation Oncology, Royal Darwin Hospital, NT, Australia

Royal North Shore Hospital, Sydney, NSW, Australia

Calvary Mater Hospital, Newcastle, NSW, Australia

Churchill Hospital, Oxford, UK

James Cook Hospital, Middlesborough, UK

Poole Hospital, Dorset, UK

Royal Surrey County Hospital, Guildford, UK

Townsville Hospital, Townsville, QLD, Australia

Westmead Hospital, Sydney, NSW, Australia
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Table S2a. Distant intracranial failure within 12 months stratified by subgroup

Favors | Favors P value for
WBRT Observation WBRT | Observation OR (95% CI) Interaction
Distant intracranial failure within 12 months  42/100 (42:0%) 54/107 (50-5%) —_— 0-71(0-41-1-23)
Number of lesions 0-13
1 22/59 (37-3%) 36/68 (52-9%) —— 0-53(0-26 - 1-08)
>1 20/41 (48-8%) 18/39 (46:2%) — 1:11(0-46 - 2:67)
Extracranial lesions 0-93
present 29/67 (43-3%) 36/72 (50-0%) —— 0-76 (0-39 - 1-49)
absent 13/33 (39-4%) 18/35 (51-4%) — 061(0-23-1-61)
Age group (years) 0-18
<65 26/57 (45-6%) 26/58 (44-8%) — 1:03(0-50-2-15)
265 16/43 (37-2%) 28/49 (57-1%) —— 0-44(0-19-1-03)
Gender 0-06
female 27166 (40-9%) 41/72 (56-9%) —— 0:52(0-27 - 1-03)
male 15/34 (44-1%) 13/35 (37-1%) — 1:34(0-51-3-50)
Systemic therapy*™ 0-93
No 23/42 (54-8%) 30/54 (55-6%) — 0-97 (0-43-2-18)
Yes 19/58 (32:8%) 24/53 (45-3%) — 0-59(0-27 - 1-27)
Steroids used 0-37
No 14/44 (31-8%) 20/50 (40-0%) — & 0:70(0-30- 1-64)
Prior to rando 15/31 (48-4%) 14/31 (45-2%) I L E— 114 (0-42 - 3-09)
Within 12 mths after rando 13/25 (52:0%) 20/26 (76-9%) W 0-33(0-10-1-08)
0.1 1.0 5.0
OR

*Systemic therapy at the time of randomisation or prior to reaching primary
endpoint.



Table S2b. Local intracranial failure within 12 months stratified by subgroup

Favors | Favors P value for
WBRT Observation WBRT Observation OR (895% Cl) Interaction
Local intracranial failure within 12 months 20/100 (20-0%) 36/107 (33-6%) —_— 0-49(0-26 - 0-93)
Number of lesions 0-02
1 11/59 (18-6%) 28/68 (41-2%) —H— 0-33(0-15-0:74)
>1 9/41 (22:0%)  8/39 (20-5%) B L E— 1:09(0-37 - 3-19)
Extracranial lesions 0-85
present 13/67 (19-4%) 22/72 (30-6%) — 0-55(025 - 1-20)
absent 7/33(21:2%)  14/35 (40-0%) — W— 0-40(0-14 -1:18)
Age group (years) 0-92
<65 1257 (21-1%) 19/58 (32:8%) — 0-55(024-1:27)
2 65 8/43 (18:6%)  17/49 (34-7%) —— 0-43(0-16-1-13)
Gender 0-05
female 13/66 (19-7%) 28/72 (38:9%) —— 0-39(0-18 - 0-83)
male 7134 (20:6%)  B/35 (22:9%) . 0-88(0-28 -2:75)
Systemic therapy* 0-18
No 5/42 (11:9%)  23/54 (426%)—B—— 0-18(0-06 - 0-54)
Yes 15/58 (25:9%) 13/53 (24-5%) —— 1-07(0-45 - 2-53)
Steroids used 0-89
No 4144 (9-1%)  10/50 (20-0%) — & 0-40(0-12-1-38)
Prior to rando 7131 (22:6%) 13/31 (41-9%) — @~ 0-40(0-13-1-22)
Within 12 mths after rando 9/25 (36:0%)  13/26 (50-0%) — 0-56(0-18 - 1-73)
0.1 1.0 5.0
OR

*Systemic therapy at the time of randomisation or prior to reaching primary
endpoint.



Table S2c. Overall survival stratified by subgroup

Favors (Favors P value for
WBRT Observation WBRT | Observation HR (95% CI) Interaction
Overall survival 76/100 (76:0%) 75/107 (70-1%) - 0-97(0:70-1-33)
Number of lesions 0-14
1 40/59 (67-8%) 44168 (64:7%) i 0-90(0-59 - 1-38)
>1 36/41 (87-8%) 31/39 (79-5%) 1:05(0-65 - 1:70)
Extracranial lesions 0-01
present 55167 (82:1%) 54172 (75-:0%) —— 1:08(0-74 - 1:57)
absent 21/33 (63-6%) 21/35 (60-0%) — & 0:78(0-42 - 1-42)
Age group 0-16
<65 39/57 (68-4%) 39/58 (67-2%) i 0-92(0-59 - 1-44)
265 37/43 (86:0%) 36/49 (73:5%) 1:04(0-66 - 1:65)
Gender 0-38
female 50/66 (75:8%) 54172 (75-0%) —i— 0-89(0-61-1-31)
male 26/34 (76:5%) 21/35 (60-0%) — 1:17(0-66 - 2:09)
Systemic therapy* 0-87
No 33/42 (78-6%)  38/54 (70-4%) I 1-03(0-64 - 1-64)
Yes 43/58 (74:1%)  37/53 (69:8%) 0-95(0-61-1-47)
Steroids used 0-04
No 29/44 (65-9%) 29/50 (58:0%) — & 0-96(0-57 - 1:60)
Prior to rando 27131 (87-1%) 24131 (77-4%) — 0-97(0-56 - 1:68)
Within 12 mths after rando 20/25 (80-0%) 22/26 (84-6%) — 0-90(0-49 - 1-65)
0.3 1.0 5.0
HR

*Systemic therapy at the time of randomisation or prior to reaching primary
endpoint.



Table S3. Comparison of the toxicity between the two groups

Observation WBRT
Type Severity (IN=107) (N=100) P-value
Anorexia
Baseline 0-4128
Grade-1 2/102 (2:0%) 1/90 ( 1-1%)
Grade-2 0/102 ( 0-0%) 2/90 (2-2%)
2-month 0-4100
Grade-1 10/89 (11:2%) 13/85 (15:3%)
Grade-2 3/89 (3-4%) 6/85 (7-1%)
Grade-3 1/89 (1-1%) 0/85 (10-0%)
4-month <-0001
Grade-1 3/60 (5:0%) 24/75 (32-0%)
Grade-2 2/60 (3:3%) 10/75 (13-3%)
6-month 0-0341
Grade-1 1/51 (2-:0%) 8/64 (12-5%)
Grade-2 4/51 (7-8%) 9/64 (14-1%)
Grade-3 0/51 (0-0%) 2/64 (3-1%)
8-month 0-1800
Grade-1 0/42 (0-0%) 1/51 (2:0%)
Grade-2 0/42 ( 0-0%) 4/51 (7-8%)
Grade-3 2/42 (4-8%) 1/51 (2:0%)
10-month 0-4202
Grade-1 0/28 (0-0%) 3/44 ( 6-:8%)
Grade-2 1/28 (3-6%) 1/44 (2-3%)
Grade-3 0/28 (0-0%) 2/44 (4-5%)
12-month 0-5081
Grade-1 1/29 (3-4%) 5/47 (10-6%)
Grade-2 1/29 (3-4%) 1/47 (2-1%)
Grade-3 0/29 ( 0-0%) 2/47 (4-3%)
14-month 0-1752
Grade-1 0/22 ( 0:0%) 5/34 (14-7%)
Grade-2 1/22 (4-5%) 1/34 (2-9%)
16-month 1-0000
Grade-1 1/17 (5-9%) 3/33 (9-1%)
Grade-2 0/17 ( 0-0%) 1/33 (3-:0%)
18-month 0-1156
Grade-1 0/17 ( 0-0%) 1/32 (3:1%)
Grade-2 2/17 (11-8%) 0/32 (0-0%)
20-month 0-1453
Grade-1 0/16 ( 0-0%) 3/24 (12-5%)
Grade-2 1/16 ( 6:3%) 0/24 (0-0%)
22-month 1-0000
Grade-1 0/13 (0-0%) 1/22 (4-5%)
Grade-2 0/13 (0-0%) 1/22 (4:5%)
24-month 1-:0000
Grade-1 1/17 (5-9%) 2/18 (11-1%)
Nausea
Baseline 1-0000
Grade-1 5/102 (4-9%) 5/90 ( 5-6%)
2-month 0-0024
Grade-1 6/89 (6:7%) 22/85 (25-9%)
Grade-2 8/89 (9-0%) 6/85 (7-1%)
4-month 0-1865
Grade-1 5/60 ( 8-3%) 13/75 (17-3%)



Type

Severity

Observation
(N=107)

WBRT
(N =100)

P-value

6-month

8-month

10-month

12-month

14-month

16-month

18-month

20-month

22-month

24-month

Vomiting

2-month

4-month

6-month

8-month

10-month

12-month

14-month

16-month

Grade-2

Grade-1
Grade-2
Grade-3

Grade-1
Grade-2
Grade-3

Grade-1
Grade-2

Grade-1
Grade-2

Grade-1
Grade-2

Grade-1
Grade-2

Grade-1
Grade-2

Grade-1
Grade-2

Grade-1

Grade-1

Grade-1

Grade-2

Grade-1
Grade-2

Grade-1
Grade-2
Grade-3

Grade-1
Grade-2
Grade-3

Grade-1
Grade-3

Grade-1

Grade-1
Grade-2

4/60 (6-7%)

2/51 (3-9%)
1/51 ( 2-0%)
0/51 (0-0%)

2/42 (4-8%)
0/42 (0-0%)
1/42 ( 2-4%)

1/28 (3-6%)
0/28 ( 0-0%)

2/29 ( 6-9%)
0/29 ( 0-0%)

0/22 (0-0%)
0/22 (0-0%)

0/17 ( 0-0%)
0/17 ( 0-0%)

1/17 ( 5-9%)
0/17 ( 0-0%)

0/16 (0-0%)
1/16 ( 6:3%)

0/13 (0-0%)

1/17 ( 5-9%)

2/89 (2-2%)

2/89 (2-2%)

2/60 (3-3%)
1/60 ( 1-7%)

1/51 (2-0%)
0/51 (0-0%)
0/51 (0-0%)

0/42 (0-0%)
1/42 ( 2-4%)
0/42 (0-0%)

1/28 ( 3:6%)
0/28 ( 0-0%)

1/29 (3-4%)

1/22 (45%)
0/22 (0-0%)

8/75 (10-7%)

11/64 (17-2%)
2/64 (3-1%)
1/64 ( 1-6%)

3/51 (5-9%)
1/51 (2:0%)
1/51 ( 2-0%)

3/44 (6-8%)
1/44 ( 2-3%)

5/47 (10-6%)
3/47 (6-4%)

3/34 (8-8%)
3/34 (8-8%)

2/33 (6°1%)
3/33 (9-1%)

1/32 (3-1%)
2/32 (6:3%)

1/24 (4:2%)
1/24 (4-2%)

2/22 (9-1%)

0/18 (0-0%)

5/85 (5-9%)

1/85 (1:2%)

5/75 (67%)
0/75 (0-0%)

2/64 (3-1%)
1/64 ( 1:6%)
1/64 ( 1-6%)

1/51 (2:0%)
0/51 (0-0%)
1/51 (2:0%)

1/44 (2:3%)
1/44 ( 2-3%)

1/47 (2-1%)

1/34 (2:9%)
1/34 ( 29%)

0-0516

1-0000

1-0000

0-4306

0-1502

0-4615

0-7878

1-0000

0-5193

0-4857

0-4492

0-3410

1-0000

0-8395

1-:0000

1-0000

1-0000

0-5420



Observation WBRT
Type Severity (IN=107) (N=100) P-value
Grade-1 0/17 (0-0%) 2/33 (6-1%)
18-month 0-5374
Grade-1 0/17 (0-0%) 2/32 (6-3%)
20-month 0-4000
Grade-1 1/16 (6-3%) 0/24 (0-0%)
22-month 0-3714
Grade-3 1/13 (7-7%) 0/22 (0-0%)
Alopecia
Baseline 0-6667
Grade-1 2/102 (2-0%) 3/90 (3-3%)
2-month <-0001
Grade-1 2/89 (2:2%) 6/85 (7-1%)
Grade-2 2/89 (2:2%) 47/85 (55-3%)
4-month <-0001
Grade-1 1/60 ( 1-7%) 12/75 (16-0%)
Grade-2 6/60 (10-0%) 29/75 (38-7%)
6-month 0-0068
Grade-1 1/51 (2-:0%) 8/64 (12:5%)
Grade-2 6/51 (11-8%) 17/64 (26-6%)
8-month 0-7170
Grade-1 2/42 (4-8%) 5/51 (9-8%)
Grade-2 4/42 (9:5%) 5/51 (9-8%)
10-month 0-3033
Grade-1 1/28 (3:6%) 6/44 (13-6%)
Grade-2 0/28 (0:0%) 1/44 (2:3%)
12-month 0-2059
Grade-1 0/29 (0-0%) 4/47 ( 8-5%)
Grade-2 0/29 ( 0-0%) 1/47 (2-1%)
14-month 0-5143
Grade-1 0/22 ( 0-0%) 2/34 (5-9%)
16-month 0-7921
Grade-1 0/17 ( 0-0%) 2/33 (6-1%)
Grade-2 1/17 (5-9%) 1/33 (3:0%)
18-month 1-0000
Grade-1 0/17 ( 0-0%) 1/32 (3-1%)
20-month 1-0000
Grade-1 1/16 ( 6-:3%) 2/24 ( 8:3%)
22-month 1-0000
Grade-1 0/13 (0-0%) 1/22 (4:5%)
24-month 0-4857
Grade-2 1/17 (5-9%) 0/18 ( 0:0%)
Dermatitis
2-month 0-0006
Grade-1 0/89 ( 0-0%) 9/85 (10-6%)
Grade-2 0/89 (0-0%) 1/85 (1:2%)
4-month 1-0000
Grade-1 0/60 ( 0-0%) 1/75 (1:3%)
6-month 1-0000
Grade-1 0/51 (0-0%) 1/64 (1-6%)
14-month 0-3929
Grade-1 1/22 (4-5%) 0/34 (0-0%)
22-month 1-0000
Grade-1 0/13 (0-0%) 1/22 (4-5%)
Fatigue
Baseline 0-9403
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Observation WBRT
Type Severity (IN=107) (N=100) P-value

Grade-1 23/102 (22-5%) 23/90 (25:6%)
Grade-2 8/102 (7-8%) 6/90 ( 6-7%)
Grade-3 1/102 ( 1-0%) 0/90 ( 0-0%)

2-month <-0001
Grade-1 13/89 (14-6%) 38/85 (44-7%)
Grade-2 12/89 (13-5%) 20/85 (23-5%)
Grade-3 2/89 (2:2%) 1/85 (1:2%)

4-month 0-0017
Grade-1 11/60 (18-3%) 24/75 (32:0%)
Grade-2 9/60 (15-0%) 25/75 (33-3%)
Grade-3 2/60 ( 3-3%) 2/75 (2-7%)

6-month 0-3821
Grade-1 7/51 (13-7%) 13/64 (20-3%)
Grade-2 7/51 (13-7%) 14/64 (21-9%)
Grade-3 1/51 (2-:0%) 2/64 (3-1%)
Grade-4 0/51 (0-0%) 1/64 ( 1:6%)

8-month 0-5987
Grade-1 7/42 (16-7%) 10/51 (19-6%)
Grade-2 7/42 (16-7%) 9/51 (17-6%)
Grade-3 2/42 (4-8%) 0/51 (0-0%)

10-month 0-2503
Grade-1 5/28 (17-9%) 5/44 (11-4%)
Grade-2 3/28 (10-7%) 13/44 (29-5%)
Grade-3 1/28 (3:6%) 1/44 (2-3%)

12-month 0-6055
Grade-1 7/29 (24-1%) 7/47 (14-9%)
Grade-2 3/29 (10-3%) 10/47 (21:3%)
Grade-3 2/29 ( 6:9%) 2/47 (4-3%)
Grade-4 0/29 (0-0%) 1/47 (2:1%)

14-month 0-2779
Grade-1 2/22 (9-1%) 9/34 (26-5%)
Grade-2 4/22 (18-2%) 6/34 (17-6%)
Grade-3 0/22 ( 0:0%) 1/34 (2:9%)

16-month 1-0000
Grade-1 4/17 (23-5%) 8/33 (24-2%)
Grade-2 3/17 (17-6%) 6/33 (18-2%)
Grade-3 0/17 ( 0-0%) 1/33 (3:0%)

18-month 0-6577
Grade-1 3/17 (17-6%) 5/32 (15-6%)
Grade-2 5/17 (29-4%) 5/32 (15:6%)
Grade-3 0/17 ( 0-0%) 1/32 (3-1%)

20-month 0-7861
Grade-1 2/16 (12-5%) 4/24 (167%)
Grade-2 3/16 (18-8%) 6/24 (25-0%)
Grade-3 1/16 ( 6:3%) 0/24 (0-0%)

22-month 0-7787
Grade-1 1/13 (7-7%) 3/22 (13-6%)
Grade-2 4/13 (30-8%) 5/22 (22-7%)
Grade-3 1/13 (7-7%) 0/22 (0-0%)
Grade-4 0/13 (0-0%) 1/22 (4-5%)

24-month 0-3237
Grade-1 4/17 (23-5%) 1/18 (5-6%)
Grade-2 3/17 (17-6%) 5/18 (27-8%)
Grade-3 1/17 (5-9%) 0/18 ( 0-0%)

Pain
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Observation WBRT
Type Severity (IN=107) (N=100) P-value

Baseline 0-9229
Grade-1 11/102 (10-8%) 9/90 (10-0%)
Grade-2 5/102 (4:9%) 3/90 (3-:3%)
Grade-3 1/102 ( 1-0%) 0/90 ( 0-0%)

2-month 0-1472
Grade-1 11/89 (12-4%) 16/85 (18-8%)
Grade-2 14/89 (15-7%) 6/85 (7-1%)

4-month 0-1112
Grade-1 5/60 ( 8-3%) 11/75 (14-7%)
Grade-2 3/60 (5-0%) 10/75 (13-3%)
Grade-3 1/60 ( 1:7%) 0/75 (0-0%)

6-month 0-0062
Grade-1 4/51 (7-8%) 8/64 (12-5%)
Grade-2 1/51 (2-:0%) 12/64 (18-8%)
Grade-3 0/51 (0-0%) 1/64 ( 1-6%)

8-month 0-7679
Grade-1 4/42 (9:5%) 6/51 (11-8%)
Grade-2 2/42 (4-8%) 4/51 (7-8%)
Grade-3 1/42 (2-4%) 0/51 (0-0%)

10-month 0-6718
Grade-1 4/28 (14-3%) 9/44 (20-5%)
Grade-2 2/28 (7-1%) 5/44 (11-4%)

12-month 0-4506
Grade-1 4/29 (13-8%) 12/47 (25-5%)
Grade-2 3/29 (10-3%) 6/47 (12-8%)
Grade-3 0/29 ( 0-0%) 1/47 (2-1%)

14-month 0-7796
Grade-1 5/22 (22-7%) 6/34 (17-6%)
Grade-2 2/22 (9:1%) 6/34 (17-6%)

16-month 0-1132
Grade-1 4/17 (23-5%) 2/33 (6-1%)
Grade-2 0/17 ( 0-0%) 5/33 (15-2%)
Grade-3 1/17 (5-9%) 1/33 (3:0%)

18-month 0-4368
Grade-1 4/17 (23-5%) 3/32 (9-4%)
Grade-2 1/17 (5-9%) 3/32 (9-4%)

20-month 0-4854
Grade-1 3/16 (18-8%) 1/24 (4-2%)
Grade-2 1/16 ( 6-:3%) 3/24 (12-5%)

22-month 0-8760
Grade-1 2/13 (15-4%) 5/22 (22-7%)
Grade-2 2/13 (15-4%) 2/22 (9-1%)

24-month 0-8625
Grade-1 2/17 (11-8%) 2/18 (11-1%)
Grade-2 2/17 (11-8%) 4/18 (22:2%)
Grade-3 1/17 (5-9%) 0/18 ( 0-0%)
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