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Supplementary Figures and Tables
Tables

Supplementary Table 1: Trastuzumab treatment received prior to randomisation

prior to randomisation

Number of Trastuzumab cycles received

(N=2045)

12-month group

6-month group
(N=2043)

Total
(N=4088)

0

1

898 (44%)
293 (14%)
207 (10%)
171 (9%)
109 (5%)
110 (5%)
95 (5%)
64 (3%)
65 (3%)

33 (2%)

888 (43%)
289 (14%)

205 (10%)

142 (7%) 313 (8%)
119 (6%) 228 (5%)
121 (6%) 231 (6%)
95 (5%) 190 (5%)
76 (4%) 140 (3%)
60 (3%) 125 (3%)
48 (2%) 81 (2%)

1786 (44%)
582 (14%)

412 (10%)

Supplementary Table 2: Treatment timing information across chemotherapy types

Anthracycline Taxane based Anthracycline + No Taxane and
based Taxane based no
Anthracycline
Chemotherapy timing Adjuvant 1647 (48%) 389 (11%) 1427 (41%) 5 (<1%)
Neoadjuvant 53 (9%) 14 (2%) 553 (89%) 0(0)
Trastuzumab timing Concurrent 59 (3%) 345 (18%) 1499 (79%) 0(0)
Sequential 1641 (75%) 58 (3%) 481 (22%) 5 (<1%)

Page 1




Supplementary Table 3: Changing characteristics of patients randomised into PERSEPHONE

Year of randomisation
2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015 % over
% 2007-2015
Concurrent CT and trastuzumab 0 24 18 32 36 46 57 69 70 47
Sequential CT and trastuzumab 100 76 82 68 64 54 43 31 30 53
ER Negative 0 38 37 35 33 30 28 27 26 31
ER Positive 100 62 63 65 67 70 72 73 74 69
Anthracycline based CT 50 63 58 48 49 44 35 28 25 42
Taxane based CT 0 7 6 5 5 10 11 17 18 10
Anthracycline + Taxane based CT 50 30 36 47 46 46 54 55 57 48
No taxane and no anthracycline CT 0 0 0 <1 <1 0 0 0 0 <1
Adjuvant CT 100 90 90 87 87 86 81 81 80 85
Neoadjuvant CT 0 10 10 13 13 14 19 19 20 15
Total N 4 86 356 573 753 759 589 558 410 4088

Supplementary Table 4: Patient Information, split by concurrent/sequential chemotherapy and trastuzumab, N (%6)

Concurrent Sequential Total p
(n=1903) (n=2185) (n=4088)
Randomised Treatment 0-98
12 months 951 (50) 1094 (50) 2045 (50)
6 months 952 (50) 1091 (50) 2043 (50)
ER status * 0-65
Negative 596 (31) 669 (31) 1265 (31)
Positive 1307 (69) 1516 (69) 2823 (69)
Chemotherapy type *
Anthracycline based 59 (3) 1641 (75) 1700 (42) <0-0001
Taxane based 345 (18) 58 (3) 403 (10)
Anthracycline + Taxane based 1499 (79) 481 (22) 1980 (48)
No taxane and no anthracycline 0(0) 5 (<1) 5(<1)
Chemotherapy timing * <0-0001
Adjuvant 1412 (74) 2056 (94) 3468 (85)
Neo-adjuvant 491 (26) 129 (6) 620 (15)
Age at randomisation
Median (range) 54 (23-82) 57 (23-83) 56 (23-83) <0-0001
<35 years old 65 (3) 30(2) 95 (2) <0-0001
35— 49 years old 567 (30) 542 (27) 1109 (27)
50 — 59 years old 593 (31) 671 (31) 1264 (31)
60 + 678 (36) 942 (40) 1620 (40)
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Nodal Status at surgery [of the 3468 adjuvant patients]
Negative
1-3 nodes positive
4+ nodes positive
Unknown
Tumour size " [of the 3468 adjuvant patients]
<=2cm
>2 and <=5cm
>5¢cm
Unknown
Tumour Grade »
I (well diff.)
11 (mod. diff.)
11 (poor diff.)
Unknown
Ethnicity
White
Asian
Black
Other
Unknown
Menopausal status before chemotherapy
Pre
Peri
Post
Not assessable/Not available
Reported prior use of cardiac medication
Yes
No
IHC*-score and FISHY positivity
3+
2+ and FISHY positive

Not available

Median (IQR) Follow-Up (years)

Number of deaths reported

Number of DFS events reported

644 (46)
509 (36)
240 (17)

19 (1)

581 (41)
688 (49)
89 (6)

54 (4)

28(2)
560 (29)
1233 (65)

82 (4)

1469 (77)
70 (4)
55 (3)
24 (1)

285 (15)

607 (32)
134 (7)
971 (51)

191 (10)

47 (2)

1856 (98)

1401 (74)
437 (23)

65 (3)

4.5 (3-3-5-9)

122 (6%)

205 (11%)

1378 (67)
456 (22)
215 (10)

7

1050 (51)
876 (43)
81 (4)

49 (2)

35(2)
710 (32)
1386 (63)

54 (3)

1837 (84)
39(2)
42(2)
14 (<1)

253 (12)

540 (25)
126 (6)
1243 (57)

276 (13)

52 (2)

2133 (98)

1546 (71)
600 (27)

39 (2)

5.8 (4-5-7-4)

213 (10%)

307 (14%)

2022 (58)
965 (28)
455 (13)

26 (1)

1631 (47)
1564 (45)
170 (5)

103 (3)

63 (2)
1270 (31)
2619 (64)

136 (3)

3306 (81)
109 (3)
97 (2)
38 (1)

538 (13)

1147 (28)
260 (6)
2214 (54)

467 (12)

99 (2)

3989 (98)

2947 (72)
1037 (25)

104 (3)

5.4 (3-6-
67)

335 (8%)

512 (13%)

<0-0001

<0-0001

0-09

<0-0001

0-006

0-93

0-003
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* Stratification variable

~ of largest invasive tumour at diagnosis

+ IHC = Immunohistochemistry

+ FISH = Fluorescence in situ hybridization

IQR = inter-quartile range

DFS events = disease-free survival events (a recorded relapse or death)

Supplementary Table 5: Reporting of trastuzumab treatment delays

12-month group

6-month group

Reporting of treatment delays In months 1-6 In months 7-12 In months 1-6 In months 7-12
Cycles 1323/16687 (8%) 1059/15107 (7%) 1185/17119 (7%) 64/719 (9%)
Patients 860/1894 (45%) 706/1764 (40%) 795/1939 (41%)

46/93 (49%)
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Supplementary Table 6: Cardiac Deaths Recorded in Clinical Record Forms

10 Cardiac Deaths recorded without metastatic disease

4 — Ischaemic heart disease — Unrelated / unlikely to be related

1 — LVEF decreased and CHF — Unrelated / unlikely to be related

1 — Acute heart failure / left ventricular hypertrophy and mitral valve disease — Unrelated / unlikely to be related

1 - Cardiac amyloid — Unrelated / unlikely to be related

1 - Cardiac sarcoid — Unrelated / unlikely to be related

1 - RV cardiomyopathy — Unrelated / unlikely to be related

1 — Death after routine CT scan — clinically anaphylaxis — no sign of this at post mortem — no cardiac pathology found.

3 deaths with metastatic disease were recorded as contributed to by cardiac problems
1 had controlled NYHA Type 1l CHF — Unrelated / unlikely to be related
1 had cardiomyopathy — Unrelated / unlikely to be related

1 had brain metastases and died during a seizure — Unrelated / unlikely to be related

TNO | Metastatic | Treatmen | Trastuzuma Time from Cardiac causes Comment
t Group b doses diagnosis to
Y/N death
(months)
144 N 12m 18 44 Ischaemic heart disease Unrelated/Unlikely. Death due to acute MI 44 months after diagnosis. No plausible association between
trastuzumab and coronary artery disease
938 N 12m 8 21 Ischaemic heart disease Unrelated/Unlikely. Death due to acute MI 21 months after diagnosis. No plausible association between
trastuzumab and coronary artery disease
1754 N 12m 18 51 Cardiac amyloid Unrelated - No plausible association between trastuzumab and amyloidosis
2003 N 12m 14 29 Cardiac sarcoid Unrelated - No plausible association between trastuzumab and sarcoidosis
3021 N 12m 18 46 Right Ventricular arrhythmic | Unlikely - Arrhythmic cardiomyopathy (ARVC in old terminology) has a known genetic basis (mostly
cardiomyopathy desmosomal genes) with physiological triggers (e.g. extreme endurance sports). It is plausible that cardiac
dysfunction caused by trastuzumab could have been a trigger but unlikely in this case as heart function had
recovered long before the ARVC developed.
3463 N 6m 9 53 Acute heart failure / Left Unrelated/unlikely - there is no known association with left ventricular hypertrophy or mitral valve disease and
ventricular hypertrophy / it's difficult to think of a mechanism for any effect months after the discontinuation of trastuzumab.
mitral valve disease
35 N 6m 9 111 Ischaemic heart disease Unrelated/Unlikely. Death due to acute MI 111(!) months after diagnosis. No plausible association between
trastuzumab and coronary artery disease
1051 N 6m 4 78 CHF and type Il respiratory | Unrelated/unlikely - Very unlikely to be related to trastuzumab - received only 4 doses, recovery of LV function
failure >3 months after cessation, diagnosis of COPD, died 78 months after diagnosis
1086 N 6m 9 43 Not cardiac N/A
2654 N 6m 9 41 Myocardial infarction — Unrelated — no effect of trastuzumab during treatment, no association between trastuzumab and atrial myxoma or
pulmonary embolism — atrial | myocardial infarction
myxoma
104 Y 12m 18 39 No cardiac problems — brain | N/A
metastases — died during a
seizure
625 Y 12m 3 35 Controlled NYHA 1l CHF Death due to metastatic disease. LVEF recorded as 48% and trastuzumab stopped but no details of pre- LVEF or
recovery of function so difficult to comment. An otherwise healthy woman unlikely to be symptomatic from an
LVEF of 48% - was there something else going on? If she had symptomatic LV dysfunction this could have been
caused by cancer treatment but an anthracycline effect is much more likely >1y after completion of trastuzumab
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1279 Y 12m 4 75

Cardiomyopathy

Clear effect of trastuzumab causing reduced LVEF during treatment but death 6 years later not plausibly related
to trastuzumab. No supportive information for cardiomyopathy - no histology. Possibly related to anthracycline.

Supplementary Table 7: Adverse Events and Cardiac Monitoring, over the two 6-month periods, for the 44% patients randomised prior to starting Trastuzumab

Number of patients reporting at least one incidence of -

Overall

12-month group

In months 1-6

In months 7-12

Overall

6-month group

In months 1-6

In months 7-12

Adverse event with severe® CTCAE grade
SAR to trastuzumab

Clinical cardiac dysfunction #
Stopped trastuzumab permanently due to cardiac toxicity

Cardiac death f
Cardiac death related to trastuzumab ¥

Low LVEF *
Significant falls in LVEF
Absolute decrease of >=10% from baseline to <50%
LVEF<50% after a baseline of >=59%

231/855 (27%)
34/897 (4%)

103/872 (12%)
75/855 (9%)

4/897
0/897

114/895 (13%)

84/869 (10%)
58/869 (7%)

185/855 (22%)
22/897 (2%)

73/872 (8%)
33/855 (4%)

0/897
0/897

69/895 (8%)

48/865 (6%)
30/865 (3%)

121/791 (15%)
12/884" (1%)

76/857 (9%)
42/791 (5%)

0/8847
0/884"

80/857 (9%)

59/834 (7%)
43/834 (5%)

195/852 (23%)
18/886 (2%)

65/870 (7%)
32/852 (4%)

3/886
0/886

86/888 (10%)

64/857 (7%)
47/857 (5%)

194/852 (23%)
17/886 (2%)

51/870 (6%)
31/852 (4%)

0/886
0/886

73/888 (8%)

50/855 (6%)
38/855 (4%)

2044 (5%)
2/870 (0-2%)

42/833 (5%)
1/44 (2%)

0/870"
0/870n

39/776 (5%)

281755 (4%)
19/755 (3%)

& CTCAE grade >=3, or 2 for palpitations

$ Denominators exclude the 3 patients known not to have received Trastuzumab

~ Denominators reduced due to either deaths or withdrawal of consent for follow-up within the 1%t 6 months.

# Clinical cardiac dysfunction = Symptoms of cardiac disease, and / or signs of congestive heart failure and / or new medication for cardiac disease

t 7 deaths were reported to have a ‘cardiac’ cause, either first cause or contributory. None occurred during the first 12 months after starting trastuzumab treatment. 6 patients died with no
metastatic disease, and 1 had metastatic disease. In all cases trastuzumab was judged to be unrelated / unlikely to be related to cardiac problems

* Low LVEF = Number of patients with at least one LVEF<50%, or LVEF % unknown but classified on report as abnormal

Abbreviations:

SAR — Serious Adverse Reaction

LVEF = Left Ventricular Ejection Fraction
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Figures

Supplementary Figure 1: Forest plots of Overall Survival for all patients (Panel A) and adjuvant only

patients (Panel B)

a) OS - all patients

Deaths/Patients & mths events *Hazard Ratio & Ci *HR&CI
6 mths 12 mths (0-E) Var (8 mths : 12 mths) (6 mths : 12 mths)
ER
Negative 2632 62/633 16.0 385 —— 1.51(1.10,2.08
(14.6%) (9.8%) ¢ )
Positive s71an1 a41412 45 452 —H 0.91 (0.88, 1.21)
(8.2%) (6.7%)
Interaction between 2 groups X = 5.5; P=02
CT Type
Anthracyciine-based 70846 TOVESS 02 350 —- 1.00 (0.71, 1.30)
(8.3%) (8.2%)
Taxane-based 20203 10/200 54 74 - 208 (1.01,4.23)
(9.9%) (5.0%)
Anthracydiine+taxane 89231 750589 8.8 410 - 1.18 (0.87, 1.80)
(5.0%) (7.6%)
Neither o3 2173 086 0.2
(0.0%) {50.0%)
Heterogeneity between 4 groups X 3= 5.0; P=.17
CT Timing
Adjuvant 1314731 12611737 23 642 E 2 1.04 (0.81, 1.32)
(7.6%) (7.3%)
Neo-adjuvant 43312 30/308 85 185 H—-— 1.55 (0.0, 241
e (15.4%) (9.7%) ! )
Interaction between 2 groq:vsx3= 24, P=12
Trastuzumab Timing
Concurrent (with CT) 75/852 471351 145 305 —i— 1.81(1.13,2.29)
(7.9%) (4.9%)
Sequential (after CT) 104/1091 1091094 38 532 - 0.3 (0.71. 1.22)
(9.5%) (10.0%)
Interaction between 2 groups X 3= 5.7; P=.02
AGE
<=50 S0E7T 53657 47 257 —& 0.94 (0.64, 1.38)
(7.4%) (8.1%)
>50 12011365 1031388 128 se0 - 1.25 (0.96, 1.61)
(9.4%) (7.4%)
Interaction between 2 groupsx:= 1.5 P=23
GRADE
well 134 029 04 02 >
(2.9%) (0.0%)
Mod 48542 421628 20 25 1.00 (0.72, 1.85)
(7.5%) (6.7%)
Poor 12211287 1211322 6.0 585 1.11 (0.86, 1.43)
(9.4%) (8.5%)
Heterogeneity between 3 grtmpsx;? 07:.P=T1
MENOPAUSAL STATUS
Pre 415530 42567 04 207 —— 0.8 (0.64, 1.51)
(7.1%) (7.4%)
Pen 7150 6110 0.2 32 0.95 (0.32, 2.83)
(4.7%) (5.5%)
Post 10311070 o11144 73 485 - 1.18 (0.88, 1.54)
(9.6%) (8.0%)
Heterogeneity between 3 gloupsx§= 05;P=78
IHC
2+ 421497 41/540 23 207 T 1.12(0.73, 1.72)
(B.5%) (7.6%) |
3+ 128/1487 114/1460 5.1 605 1.00 (D.84, 1.40)
(8.6%) (7.8%)
Interaction between 2 groups X = 0.0; P=92
B Unstratified 17912043 156/2045 1.1 837 <> 1.14 (0.92, 1.42)
(8.8%) (7.6%) P Lt P L1 o1 I
2 3A5 2 345 10
1 osxct < esncl
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b) OS - adjuvant patients only

Deaths/Patients 6 mths events *Hazard Ratio & Ci ‘HR&CI
8 mths 12 mths (O-E) Var (6 mths : 12 mths) (6 mths : 12 mths)
ER
Negative £2/504 ams22 80 272 —— 1.38 (0.95, 2.02)
(12.3%) 9.0%)
Positive 5971227 791215 .0 37.0 —- 0.85 (0.62, 1.17)
(5.6%) (6.5%)
e 2
Interaction between 2 groups X‘= 3.7.P=05
CT Type
Anthracycline-based 59819 661828 38 312 —— 0.89 (0.62, 1.26)
(7.2%) (8.0%)
Taxane-based 201194 9195 59 T2 e 228(1.10,4.73)
(10.3%) (4.6%)
Anthracycline+taxane S21718 S0712 11 255 —— 1.04 (0.71, 1.54)
(7.3%) 7.0%)
Neither o3 172 08 02
{0.0%) (50.0%)
Heterogeneity between 4 groups X;: 6.8; P=08
Trastuzumab Timing
Concurrent (with CT) 447708 30704 70 185 T 1.46 (0.83,2.31)
(6.2%) (43%)
Sequential (after CT) 8771023 96/1033 48 457 —- 0.60 (0.67, 1.20)
(8.5%) (9.3%)
Interaction between 2 groups X;= 3.1:P=08
NODE
NEG 531019 41/1003 56 235 —He— 1.27 (0.85, 1.90)
(5.2%) (8.1%)
1-3 35/486 33479 0.1 16.9 I 1.01 (0.62, 1.62)
(7.2%) (6.9%) |
4+ 42211 52244 27 234 0.89 (0.59, 1.34)
(19.9%) (21.3%)
Heterogeneity between 3 groups x§= 1.5 P=47
SIZE
<=2cm 35307 36/824 0.0 18.0 —_E 1.00 (0.63, 1.50)
(4.5%) (4.4%)
>2 -5cm 72786 70778 11 355 1.03 (0.74, 1.43)
(9.2%) (9.0%)
>5em 1983 17187 03 87 —_—r 1.03 (0.53, 2.01)
(22.9%) (19.5%)
Heterogeneity between 3 groups X§= 0.0;P=00
ER and Node
ER + NODE - 28720 21711 02 13.7 —— 1.02 (0.60, 1.73)
(3.9%) (3.8%)
ER - NODE - 257299 14292 54 a7 1T— 1.74 (0.83,3.28)
(8.4%) (4.8%)
ER + NODE + 411496 521497 85 232 — 0.75 (0.50, 1.13)
(8.3%) (10.5%)
ER - NODE + 351201 33226 37 172 —r— 1.24 (0.77, 1.99)
(17.9%) (14.6%)
Heterogeneity between 4 groups X;: 55.P=14
B Unstratified 1311731 12611737 23 842 < 1.04 (0.81, 1.32)
(7.6%) (7.3%) TR A | 1111 ]
2 345 2 345 10
- ges%c <[> es%cl
& mths better 12 mths better
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Supplementary Figure 2: Forest plots of Landmark Disease-Free Survival (Panel A for all patients, Panel
B for adjuvant patients only) and landmark Overall Survival (Panel C for all patients, Panel D for
adjuvant patients only)

a) Landmark DFS — all patients

Events/Patients 6 mths events *Hazard Ratio & Cl "HR&CI
8 mths 12 mths (0-5) Var (8 mths : 12 mths) (8 mths - 12 mths)
ER
Negative 116/620 35619 120 527 r‘ 1.26 (0.6, 1.65
(18.7%) (15.3%) ¢ )
Positive 13371380 13%/13%0 42 688.0 0.84 (0.74, 1.19)
(9.6%) (10.0%)
Interaction between 2 qmupsx§= 25, P=11
CT Type
Anthracydiine-based 86828 1015841 79 487 —I+i 0.85 (0.63, 1.13)
(10.4%) (12.0%)
Taxane-based 25197 10196 78 87 —— 248(1.27.477)
(12.7%) (5.1%)
Anthracydline+taxane 138972 122670 8.1 85.0 *— 1.13 (0.89, 1.45)
(14.2%) (126%)
Neither a3 172 08 02
(0.0%) (50.0%)
Heterogeneity between 4 groups x§=10.4; P=02
CT Timing
Adjuvant 18211635 18811712 27 @27 - 0.96 (0.78, 1.18)
(10.7%) (11.0%)
Neo-adjuvant £77208 45297 1.3 280 —— 1.50 (1.03, 2.17,
(22.0%) (15.2%) ( )
Interaction between 2 groups x:,= 42:P=04
Trastuzumab Timing
Concurrent (with CT) 115930 811233 18.3 400 —- 1.45(1.10, 1.92)
(12.4%) (8.7%)
Sequential (after CT) 13471070 1531076 -1 7.7 0.86 (0.68, 1.08)
(12.5%) (14.2%)
Interaction between 2 gloupsx§= 8.1; P=.004
Age
<=50 87/659 34/840 08 427 1.02 (0.75. 1.37)
(13.2%) (13.1%)
>50 16211341 1501388 6.5 78.0 1.00 (0.87. 1.36)
(12.1%) (11.0%)
Interaction between 2 groups X = 0.1; P=73
Grade
Well 234 o029 0e 05 >
(5.9%) (0.0%)
Mod 74833 68/621 18 355 1.05 (0.76. 1.46)
(11.7%) (11.0%)
Poor 16211271 16311296 12 81.2 1.01 (0.82, 1.28)
(12.7%) (126%)
Heterogeneity between 3 qtoupsx;*— 1.7.P=43
Menopausal Status
Pre 741569 68/554 28 355 t 1.08 (0.78. 1.50)
(13.0%) (12.3%)
Pen 111148 10/107 09 51 ] 0.84 (0.36, 2.00)
(7.4%) (2.3%)
Post 13171081 1331129 20 85.0 '-' 1.03 (0.81, 1.31)
(12.5%) (11.8%)
Heterogeneity between 3 groupsx}- 0.3 P=87
IHC
2+ S6436 -29 305 0.91 (0.64, 1.30)
(11.5%) (125%) |
3+ 17871461 164/1438 52 855 1.08 (0.88, 1.31)
(12.2%) (11.4%)
Interaction between 2 groups X=05.P=48
B unstraifiea 2432000 23412009 76 1207 P 1.06 (0.89, 1.27)
(12.5%) (11.5%) L TR S PR | ]
A 2 345 2 3 45 10

+ 1 os%ct <> esxcl
6 mths better 12 mths better
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b) Landmark DFS — adjuvant patients only

Events/Patients 8 mths events *Hazard Ratio & CI *HR&CI
6 mths 12 mths (O-E) Var (8 mths : 12 mths) (6 mths : 12 mths)
ER
Negative 70404 75511 X 385 I 1.11 (0.81.1.52)
(16.0%) (14.7%)
Positive 103/1201 114/1201 89 542 0.88 (0.67. 1.15)
(8.6%) (9.5%)
Interaction between 2 groups Xf: 1.2, P=28
CT Type
Anthracycline-based 74/801 28/816 115 425 —H 0.76 (0.56, 1.03)
@2%) (11.8%)
Taxane-based 24/183 2101 79 82 e — 2.63(1.33,5.20)
(12.8%) (4.7%)
Anthracycline+taxane 84/703 83703 05 417 —. 1.01 (0.75, 1.37)
(11.8%) (11.8%)
Neither 03 1”2 06 02
0.0%) (50.0%)
Heterogeneity between 4 groups x§=12.2: P=.007
Trastuzumab Timing
Concurrent (with CT) (m) ?70;1‘?; 15 305 —-— 1.46 (1.02, 2.08)
Sequential (after CT) 1(1‘ %032)2 1(:%16%9 153 822 - 0.78 (0.61. 1.00)
Interaction between 2 groups X= 7.9; P=005
Node
Neg 70/000 64/000 286 325 I 1.08 (0.77. 1.52)
7.0%) (8.5%) |
13 %78 53;7;: 34 287 1.12(0.78. 1.62)
(13.0%) (112%)
4+ 401208 727240 88 300 —_r 0.75 (0.52, 1.07)
(236%) (30.0%)
Heterogeneity between 2 groups x§= A P=21
Size
<=2cm m 4(571?’1‘4) 27 200 0.91 (0.83, 1.31)
>2 - 5cm :m ;% 26 51.2 0.95 (0.72, 1.25)
9 I
>5cm : g‘za;‘ ) ( ggg ) 07 10.5 1.07 (0.58. 1.06)
Heterogeneity between 3 groups X§= 0.2; P=90
ER and Node
ER + Node - :(!gg%m) m 00 18.7 —— 0.95 (0.61, 1.50)
ER - Node - 33201 26287 38 147 T 1.30 (0.78. 2.16)
(11.3%) (9.1%)
ER + Node + 85/487 76402 84 355 —_I[— 0.84 (0.80, 1.18)
(136%) (15.4%)
ER - Node + (gg) (49021) 05 234 1.02 (0.88. 1.53)
Heterogeneity between 4 groups x1,= 2.1;P=56
B Unstatfied 182/1805 1801712 37 027 <p 0.06 (0.78, 1.18)
(‘07./') (".0%) L 1 111 1 111 ]
2 345 2 345 10
+ - osxcl <[> e5%cCi
& mths better 12 mths better
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¢) Landmark OS — all patients

Death/Patients & mths events *Hazard Ratio & CI "HR&CI
8 mths 12 mths (0-E) Var (8 mths : 12 mths) (8 mths - 12 mths)
ER
Negative 25620 520613 15.3 367 — 1.52(1.10,2.00
(14.2%) (8.5%) L ( )
Positive 781380 8711330 54 412 —H 0.88 (D.65, 1.19)
(5.7%) (6.3%)
Interaction between 2 groups X f= 5.8 P=02
CT Type
Anthracydline-based 63828 5/41 1.2 320 —IJ— 0.96 (0.68, 1.36)
(7.6%) (7.7%)
Taxane-based 17197 9/1%6 43 8.5 - 1.84 (0.80,4.19)
(B.6%) (4.5%)
Anthracycline+taxane 86872 71570 75 382 il 1.21 (0.89, 1.85)
(8.8%) (7.3%)
Neither 03 1”2 08 02 €
(0.0%) (50.0%)
Heterogeneity between 4 groups X§- 45 P=21
CT Timing
Adjuvant 121/18685 12011712 04 60.2 1.01 (0.78, 1.30)
(7.1%) (7.0%)
nt 457308 267297 .1 177 1 1.67 (1.05, 2.66
Neoc-adjuva oo ——- = ( )
Interaction between 2 groupsx 2,= 3.5;P=08
Trastuzumab Timing
Concurrent (with CT) £9230 46/533 12.1 287 J—I— 1.53(1.08, 2.20)
(7.4%) (4.3%)
Sequential (after CT) 97/1070 10011076 286 402 _.T 0.85 (0.72, 1.25)
(9.1%) (9.3%)
I jon b 2 groups X3=4.1; P=04
Age
<=50 45859 460640 07 27 0.97 (D64, 1.48)
(6.8%) (7.2%)
>50 12171341 100/1369 104 552 1.21 (0.83, 1.57)
(2.0%) 7.3%) .
Interaction between 2 gmupsx +=08:P=38
Grade
Well 134 o029 04 0.2 »
(2.9%) (0.0%)
Mod 245833 21621 16 217 1.08 (0.71, 1.64)
(7.3%) (6.5%)
Poor 1111271 1031236 5.0 535 1.10 (D84, 1.44)
(8.7%) (7.9%)
Heterogeneity b 13 groups X3=0.7: P=70
Menopausal Status
Pre 395569 37/554 13 10.0 —J— 1.07 (0.68, 1.68)
(6.9%) (6.7%)
Pen 7143 5107 03 29 1.00 (0.35, 343)
(4.7%) (4.7%)
Post 35/1051 8w1129 44 460 —q— 1.10 (0.82, 1.47)
(9.0%) (7.9%)
Heterogeneity between 3 groups X§= 0.0;P=00
IHC
2+ 37i486 3Ws29 05 180 1.03 (0.65, 1.681)
(7.6%) (7.4%)
3+ 12001461 108/1438 54 585 1.10 (0.85, 1.43)
(8.2%) (7.4%) H
Interaction between 2 gmpsx€= 0.1:P=80
M Unstratified 166/2000 146/2008 87 780 4> 1.13 (0.81, 1.41)
(8.3%) 7.3%) L L1 o1 Y R W | ]
A 2 345 2 345 10
- - os%ct <> eswcl
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d) Landmark OS — adjuvant patients only

Deaths/Patients 6 mths events *Hazard Ratio & CI *HR&CI
8 mths 12 mths (O-E) Var (8 mths : 12 mths) (6 mths : 12 mths)
ER
Negative = 45511 82 26.0 T 1.37 (0.83, 2.02)
(11.9%) (8.8%)
Positive 621201 7511201 74 342 ——- 0.81 (0.58, 1.13)
(52%) (82%) )
Interaction between 2 groups X,= 42.P=D4
CT Type
Anthracycline-based 52/801 62816 52 285 — 0.83 (0.58, 1.20)
(8.5%) (7.6%)
Taxane-based 17/183 a101 48 8.2 e 2.16 (0.29, 4.74)
(0.0%) (4.2%)
Anthracycline+taxane 52703 40703 18 25.2 —— 1.07 (0.73. 1.58)
74%) (7.0%)
Neither 03 1”7 08 02
(0.0%) (50.0%)
Heterogeneity between 4 groups X§= 6.3; P=.10
Trastuzumab Timing
Concurrent (with CT) 41823 30683 58 17.7 T 1.37 (0.86, 2.19)
5.8%) (4.3%)
Sequential (after CT) 801002 2011018 53 425 —— 0.88 (0.65, 1.19)
(8.0%) (8.8%)
Interaction between 2 groups X";= 24;P=12
Node
Neg 48020 37/000 4.1 207 =l 1.22(0.79, 1.88)
4.6%) (37%)
13 33478 33473 07 185 0.96 (0.59, 1.55)
8.8%) (7.0%)
4+ 417208 50240 22 228 0.91 (0.60, 1.37)
(19.7%) (208%)
Heterogeneity between 3 groups X§= 1.0; P=50
Size
<=2em 373 3584 -1.0 17.0 0.94 (0.59, 1.52)
42%) (4.3%)
>2-5cm 85772 871767 08 330 0.98 (0.69, 1.37)
(84%) (8.7%)
>5cm 1981 16/86 1.0 87 —— 1.13(0.58,2.19)
(23.5%) (18.6%)
Heterogeneity b 13 groups X3= 0.2; P=91
ER and Node
ER + Node - 23708 247703 08 1.7 — 0.84 (0.53, 1.68)
(32%) (34%)
ER - Node - 23281 13287 49 0.0 T 1.72 (0.0, 3.31)
78%) (4.5%)
ER + Node + 30487 51402 8.9 225 ——r 0.74 (0.49, 1.11)
(8.0%) (104%)
ER - Node + 35100 2221 35 16.7 —T 1.23 (0.76. 2.00)
(17.6%) (145%)
Heterogeneity between 4 groups X= 5.6; P=.14
B Unstratified 12111605 12001712 04 60.2 <> 1.01 (0.78, 1.30)
7.1%) (7.0%) PR T RO Y i | J
2 345 2 345 10
+ - esucl <[> gs%cCi
8 mths better 12 mths better
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Supplementary Figure 3: Patients reporting an Adverse Event of severe grade (CTCAE>=3, or 2 for palpitations)
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Supplementary Figure 4: Quality of Life over time; General Health (Panel A) and EQ-5D-3L Visual
Analogue Scale (Panel B)
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Royal United Hospital Dr Rebecca Bowen 31
Sunderland Royal Hospital Dr Kathryn Wright 31
Chesterfield Royal Hospital Dr Omar Din 29
Musgrove Park Hospital Dr Mohini Varughese 28
Queen Alexandra Hospital Dr Caroline Archer 28
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Barnsley District Hospital Dr Shobha Silva 17
Blackpool Victoria Hospital Dr Pavel Bezecny 17
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Queen Elizabeth The Queen Mother Hospital Dr Natasha Mithal 14
Airedale General Hospital Dr Shazza Rehman 13
Darlington Memorial Hospital Dr Wendy Taylor 13
The Tunbridge Wells Hospital (Prev. Kent & Sussex) Dr Catherine Harper-Wynne 13
Pinderfields Hospital Dr Jay Naik 12
Poole Hospital Dr Amitabha Chakrabarti 12
Royal Glamorgan Hospital Dr Jacinta Abraham 12
Velindre Hospital Dr Jacinta Abraham 12
Basingstoke and North Hampshire Hospital Dr Sanjay Raj 11
Hinchingbrooke Hospital Dr Cheryl Palmer 11
Milton Keynes Hospital Dr Maria Karina 11
Wansbeck General Hospital Dr Mahtab Najibah 11
Weston Park Hospital Dr Matthew Winter 11
Worcester Royal Infirmary Dr Mark Churn 11
Alexandra Hospital Dr Mark Churn 10
Doncaster Royal Infirmary Dr Lynda Wyld 10
Furness General Hospital Dr David Eaton 10
Good Hope Hospital Dr Medy Tsalic 10
Nottingham City Hospital Dr Stephen Chan 10
Princess of Wales Hospital Dr Richard Webster 10
Birmingham Heartlands Hospital Dr Indrajit Fernando 8

King's Mill Hospital Dr Sarah Khan 8

Pilgrim Hospital Dr Chiara Intrivici 8

Ealing Hospital Dr Olivia Hatcher 7

Northwick Park Hospital Dr Andreas Makris 7

Royal Albert Edward Infirmary Dr Elena Takeuchi 7

Royal Bournemouth Hospital Dr Tamas Hickish 7

Nevill Hall Hospital Dr Theresa Howe 6

Rotherham General Hospital Dr Matthew Hatton 6
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Scunthorpe General Hospital Dr Wagas Ali
Ashford Hospital Dr May Teoh
Bishop Auckland General Hospital Dr Wendy Taylor

Prince Charles Hospital

Dr Jacinta Abraham

Solihull Hospital

Dr Medy Tsalic

Hexham General Hospital

Dr Mahtab Najibah

Sandwell General Hospital

Dr Mariam Jafri

Freeman Hospital

Dr Mark Verrill

Friarage Hospital

Dr Alison Humphreys

King Edward VII Hospital

Dr Narottam Thanvi

Dewsbury and District Hospital

Dr Jay Naik

Leighton Hospital

Dr Laura Horsley

Stepping Hill Hospital

Dr Abbas Chittalia

West Cumberland Hospital

Ms Helen Roe
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