Supplementary

Appendix 1 Full search strategy for each database.

(A) PubMed

(A) PubMedt

(“Datopotamab deruxtecan” OR “dato-DXd” OR “DS-1062") AND (lung)

tNo filters were selected in this database

(B) Cochrane

(B) Cochranet

(“Datopotamab deruxtecan” OR “ dato-DXd” OR "DS-1062")

tNo filters were selected in this database

(C) Embase
(C) Embaset

(‘datopotamab deruxtecan’/exp OR ‘datopotamab deruxtecan’ OR ‘dato-dxd’/exp OR ‘dato-dxd' OR ‘ds-1062’/exp OR ‘ds-1062’) AND
(‘lung’/exp OR lung)

tNo filters were selected in this database

(D) ESMO
(D) ESMO*

“Dato-DXd”

tNo filters were selected in this database

(E) ASCO
(E) ASCOt

“Datopotamab deruxtecan”

tNo filters were selected in this database
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Table S1 Main adverse events reported in each study

Study Toxicity assessment criteria N Most common AEs  All grade, N (%) Grade =3, N (%)
TROPION-PanTumor01 (1) CTCAE v4.03 50° Nausea 24 (48) 0
50° Nausea 32 (64) 2 (4)
80° Stomatitis 44 (55) 4 (5)
TROPION-PanTumor02 (11) NA 40 Nausea 25 (62.5) NA
Stomatitis 23 (57.5)
Anemia 23 (57.5)
TROPION-Lung01 (1) NA 297 Stomatitis 160 (54) 19 (6)
Nausea 101 (34) 7(2)
TROPION-Lung02 (IV) NA 120 Nausea 54 (45) NA
Stomatitis 54 (45)
TROPION-Lung04 (V) NA 19° Constipation 11 (57.9) 0
14° Stomatitis 9 (64.3) 1(7.1)
TROPION-Lung05 (VI) CTCAE v4.03 137 Nausea 60 (43.7) 2 (1.4)
Stomatitis 59 (43) 10(7.2)
Alopecia 52 (37.9) 0
ICARUS-Lung01 (VII) NA 100 Stomatitis 49 (49) 10 (10)
Nausea 45 (45) 0

? represents a subgroup on 4 mg/kg Q3W; °, 6 mg/kg Q3W; ¢, 8 mg/kg Q3W; ¢, represents cohorts that use datopotamab-deruxtecan
(dato-DXd) on 4 mg/kg Q3W; °, represents cohorts that use dato-DXd on 6 mg/kg.

Table S2 Quality assessment for studies included in this systematic review and meta-analysis using: risk of bias summary for non-randomized
studies (ROBINS-I) tool for retrospective cohorts and prospective studies

Bias in

Bias due to

Bias in

) Bias in I L Bias due Bias in ) Overall

Bias due to . classification deviations L selection of . .
Study/author . selection of . to missing measurement risk of bias

confounding . of from intended the reported .
participants . ) . . data of outcomes judgment
interventions  interventions result

TROPION-PanTumor01 Moderate® Low Low Low Low Low Low Moderate
TROPION-PanTumor02"  Moderate® Moderate® Low Low Low Low Low Moderate
TROPION-Lung02" Moderate® Low Low Low Low Low Low Moderate
TROPION-Lung04' Moderate®  Moderate® Low Low Low Low Low Moderate
TROPION-Lung05' Moderate® Low Low Low Low Low Low Moderate
ICARUS-Lung01" Moderate® Low Low Low Low Low Low Moderate

', abstract or conference presentations. 2, All non-randomized studies are subject to bias due to confounding factors; °, Moderate due to

limited number of patients.
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Table S3 Quality assessment for studies included in this systematic review and meta-analysis using risk-of-bias 2 tool for randomized clinical
trials (RoB 2)

Bias from Bias due to deviations  Bias due to L Bias in selection )
- ) e Bias in measurement Overall risk of
Study randomization from intended missing outcome of the reported )
) ) of the outcomes bias
process interventions data result
TROPION-LungO01 Low Low Low Low Low Low
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(A) Proportion of dose reduction (D) Proportion of serious treatment-emergent adverse events (TEAEs)

Study Events Total Weight Proportion 95% C.I. Study Events Total Weight Proportion 95% C.I.
TROPION-Lung01 60 207 39.4% 0.20 [0.16;0.25] = . . :
TROPION-Lung02 (1) 20 120 13.7% 017 [0.10;0.25] —=— SRCEKI-LEngt il L ol ot
TROPION-Lung04 (1) 3 i mx 016 (0.0, 0.40] TROPION-Lung02 (1) 37 120 17.2% 0.31 [0.23;0.40] -
TROPION-Lung04 (2) 5 14 26% 036 [0.13;065] ———— A=TIO-LEgOs 12) 40 120 173% 033 [0.25;0.43] —=—
TROPION-LUNGS B - de= [o15nam TROPION-PanTumor01 (1) 10 50 15.1% 0.20 [0.10;0.34] —=—
TROPION—PanTumor01 (1) T G i 002 [000011] — §-3 TROPION-PanTumar01 (2) 24 50 16.1% 0.48 [0.34;0.63] b l—
TROPION-PanTumoro1 (2) 5 50 3.7% 010 [0.03022] —— TROFION-FanTumor01(3) 39 80 169% 049 [0.37:0.60] i —=
TROPION-PanTumor01 (3) 22 80 13.1% 0.28 [0.18;0.39] - 4 .

i Random effects model 183 717 100.0% 0.30 [0.19; 0.45) =
TROPION-PanTumor02 8 40 53% 020 [0.09;0.36] —+—— Heterogeneity: I = 3%, «* = 0.5650, 1 = 66.79 (p < 0.01) \ T T \ |
Random effects model 154 807 100.0% 020 [0.18;0.23] 0 °'szm °'4TEi'; ,:B L
Heterogeneity: /= 48%, 1* < 0.0001, %2 = 15.26 (p =0.05) I ous (%)

0 02 04 06 08 1 (E) Proportion of deaths
AEs leading to dose reduction (%) gy, 4 Events Total Weight Proportion  95% C.I.
(B) Proportion of dose interruption
ICARUS-Lung01 67 100 11.3% 0.67 [057;0.76] | ———
A M T, Meigx Eroponion (e Gk TROPION-Lung01 3 207 115% 0.01 [0.00;0.02] &
TROPION-Lung01 B oar o 017 [013:022) = TROPION-Lung02 7 120 11.3% 0.06 [0.02;0.11] #
TROPION-PanTumor01 (1) 4 50 186% 0.08 [0.02;0.19] —+— TROPION-Lungdd 9 52 104 0.00 [0.00;0.11]F—
TROPION-PanTumor01(2) 14 50 24.9% 028 [0.16;042] — —=— TROPION-LUNgOS 2 137 114% 0.01 [0.00; 0.05] &:
TROPION-PanTumor01 (3) 28 80 27.3% 0.35 [0.25;0.46] L TROPION-PanTumor01 (1) 1 50 108% 0.02 [0.00;0.11] =—
: TROPION-PanTumor01 (2) 1 50 10.9% 0.02 [0.00;0.10] #—

Random effects model 97 477 100.0% 0.21 [0.12;0.35]  —em— TROPION-PanTumor01 (3) 2 80 11.2% 0.03 [0.00;0.09] =
Heterogeneity: /2 = 83%, ‘2=o_4101‘ﬁ=17.68 (p <0.01) I T T T T | TROPION-PanTumor02 0 40 10.8% 0.00 [0.00;0.09]=—

0 02 04 06 08 1
AEs leading to dose interruption (%) Random effects model 83 907 100.0% 0.05 [0.00; 0.16] ===
Heterogeneity: /° = 97%, ° = 0.0739, %2 = 244.19 (p <0.01) f T

(C) Proportion of treatment discontinuation 0 02 04 06 08 1

Study Events Total Weight Proportion  95% C.l, Deaths (%)
ICARUS-Lung01 92 100 10.1% 0.92 [0.85;0.96) -
TROPION-Lung01 24 297 10.6% 0.08 [0.05,0.12] =

TROPION-Lung02 29 120 106% 0.24 [0.17,0.33] ——
TROPION-Lung04 (1) 4 19 9.3% 0.21 [0.06;048] —=%—
TROPION-Lung04 (2) 3 14  89% 0.21 [0.05;051] —%——
TROPION-Lung05 13 137 10.4% 0.09 [0.05;0.18] -#
TROPION-PanTumor01 (1) 8 50 101% 0.16 [0.07;0.29] —=—
TROPION-PanTumor01 (2) 7 50 100% 0.14 [0.06;027] —*—
TROPION-PanTumor01 (3) 19 80 105% 0.24 [0.15;0.35] ——
TROPION-PanTumor02 4 40 95% 0.10 [0.03;0.24] —=—

Random effects model 203 907 100.0% 0.22 [0.10; 0.40] ————

Heterogeneity: I = 94%, t° = 1.8376, %5 = 146.75 (p < 0.01) T T 1T 71 1
0 02 04 06 08 1
AEs leading to treatment discontinuation (%)

Figure S1 Dose adjustments. (A) Proportion of dose reduction; (B) Proportion of dose interruption; (C) Proportion of treatment discontinuation; (D) Proportion of serious treatment-

emergent adverse events (T EAEs); (E) Proportion of deaths.
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(A) Stomatitis

(F) Anemia
Study Events Total Weight Proportion  95% C.I. Study Events Total Weight Proportion  95% C.l.
ICARUS—Lungo1 49 100 10.9% 0.49 [0.39;0.59] —— TROPION-Lung01 44 297 15.9% 015 [0.11;0.19] = |
TROPION-Lung01 141 297 324% 0.47 [0.42;0.53] - TROPION-Lung04 (2) 7 14 12.3% 0.50 [0.23;0.77] —_—
TROPION-Lung02 54 120 13.2% 0.45 [0.36; 0.54] = TROPION-Lung05 15 137 15.1% 0.11 [0.06;0.17] -+
TROPION-Lung04 (1) 10 13 21% 053 10.29;0.76] — e TROPION-PanTumor01 (1) 4 50 125% 0.08 [0.02;0.19] —*=—
TROPION-Lung04 (2) 9 14 17% 0.64 [0.35;0.87] o TROPION-PanTumor01(2) 11 50 14.4% 022 [0.12;0.36] —=—
TROPION-Lung05 59 137 152% 0.43 [0.35;0.52] —a TROPION-PanTumor01 (3) 22 80 153% 0.28 [0.18;0.39) ——
TROPION-PanTumor01 (1) 21 50 5.6% 0.42 [0.28; 0.57] e TROPION-PanTumor02 23 40 14.6% 057 [0.41;0.73] — =
TROPION-PanTumor01 (2) 30 50 57% 0.60 [0.45;0.74] e :
TROPION-PanTumor01 (3) 44 80 88% 0.55 [0.43; 0.66] = Random effects model 126 668 100.0% 0.23 [0.13;0.39]  —mmw—
TROPION-PanTumor02 23 40  45% 0.57 [0.41;0.73] 4 Heterogeneity: 12 = 89%, 1'2=O.8552,x§=53,22 (p <0.01) I T T T T 1

: 0 02 04 06 08 1
Random effects model 440 907 100.0% 0.49 [0.45;0.52] > Anemia all grade (%)

Heterogeneity: /° = 13%, ©° < 0.0001, 3 = 10.34 (p = 0.32) I T T T T 1

0 02 04 068 08 1 (G) Decreased appetite
Stomatitis all grade (%) Study Events Total Weight Proportion 95% C.I.
{B)iNausea ] ] TROPION-Lung01 68 207 47.9% 023 [0.18;0.28] &
Study Events Total Weight Proportion  95% C.L TROPION-Lung05 28 137 24.0% 0.20 [0.14;0.28] —
TROPION-PanTumor01 (1) 10 50 89% 0.20 [0.10;0.34] ———
ICARUS-Lung01 45 100 11.8% 0.45 [0.35; 0.55] —a— TROPION-PanTumor01 (2) 13 50 74% 0.26 [0.15; 0.40] ———
TROPION-Lung01 101 297 14.7% 0.34 [0.29;0.40] & TROPION-PanTumor01 (3) 21 80 11.8% 0.26 [0.17;0.37] ——
TROPION-Lung02 54 120 124% 0.45 [0.36; 0.54] ——
TROPION-Lung04 (1) 8 19 55% 0.42 [0.20; 0.67] — Random effects model 140 614 100.0% 0.23 [0.19; 0.26] ->
TROPION-Lung04 (2) 8 14 44% 0.57 [0.29;0.82] —_— Heterogeneity: I = 0%, v* = 0, x% = 1.47 (p = 0.83) J ‘ T : ‘ ‘
TROPION-Lung05 60 137 12.8% 0.44 [0.35; 0.53] e 0 02 04 06 08 1
TROPION-PanTumor01 (1) 24 50 9.2% 0.48 [0.34;0.63] —s— Decreased appetite all grade (%)
TROPION-PanTumor01 (2) 32 50 95% 0.64 [0.49;0.77] — H) Vomiti
TROPION-PanTumor01 (3) 43 80 11.1% 054 [0.42;0.65] —— (H) Vomiting
TROPION-PanTumor02 25 40 86% 0.62 [0.46;0.77] — Study Events Total Weight Proportion 95% C.l.
Random effects model 400 907 100.0% 0.48 [0.42; 0.55] - TROPION-Lung05 23 137 28.5% 0.17 [0.11;0.24] =
Heterogeneity: I° = 72%, ° = 0.0064, x5 = 32.22 (p < 0.01) f T T T T ! TROPION-PanTumor01 (1) 7 50 20.8% 0.14 [0.06;0.27] —=—
0 02 04 06 08 1 TROPION-PanTumor01 (2) 9 50 224% 0.18 [0.09;0.31] —=—
Nausea all grade (%) TROPION-PanTumor01 (3) 29 B0 28.3% 0.36 [0.26; 0.48] P
(C) Alopecia Random effects model 68 317 100.0% 0.21 [0.13;0.32]  —e—
. . Heterogeneity: I = 78%, t° = 0.2535, y, = 13.48 (p <0.01) r T T T T 1
Study Events Total Weight Proportion 95% C.I. 0 02 04 06 08 1
Vomiting all grade (%)
TROPION-Lung01 95 207 23.4% 0.32 [0.27;0.38] =
TROPION-Lung04 (1) 10 19 71% 0.53 [0.29; 0.76] —_—— () Rash
TROPION-Lung04 (2) 8 14 57% 0.57 [0.29;0.82] _— Stud Events Total Weight Proportion  95% C.I
TROPION-Lung05 51 137 19.8% 0.37 [0.29;0.46] - v 4 i o &
TROPION-PanTumor01 (1) 135 50 14.8% 026 [0.15:0.40] “—=— TROPION-Lung05 16 137 287% 012 [0.07;0.18] &+
$28;:3m‘ga"}'“m°’m (2) £ 30 1324 0.42 [0.28; 0.57] T TROPION-PanTumor01 (1) 10 50 245% 020 [0.10;0.34] —&—
-PanTumor01(3) 38 80 162% 0.47 [0.36; 0.59] TROPION-PanTumor01 (2) 4 50 176% 0.08 [0.02:0.19] ——
TROPION-PanTumor01 (3) 21 80 29.2% 0.26 [0.17;0.37] e
Random eﬂectsE model . 236 E!-347' 100.0% 0.39 [0.32; 0.46] - H
e [2 = o, - - = I T T T T 1 £
Heterogeneity: I = 59%, ° = 0.00486, x5 = 14.53 (p =0.02) o 02 04 06 08 1 Random effects model 51 317 100.0% 0.16 [0.10;0.26] -~
b Heterogeneity: 1 = 71%, ° = 0.2473, 32 = 10.44 (p = 0.02) I T T T T I
opecia all grade (%) 0 02 04 06 08 1
(D) Fatigue Rash all grade (%)
Study Events Total Weight Proportion 95% C.l. (J) Diarrhea
. i i ¥ 45
TROPION-LUng05 26 137 26.9% 019 [013;027] —= Study Events Total Weight Proportion  95% C.l
TROPION-PanTumor01 (1) 8 50 221% 016 [0.07;029] —=— TROPION-Lung01 30 207 969% 010 [0.07;0.14] =
TROPION-PanTumor01 (2) 14 50 24.2% 0.28 [0.16;0.42] e TROPIGN. PanTuraori 14 £ g itoe 5:10 10050 551 2o =
TROPION-PanTumor01 (3) 38 80 268% 0.47 [0.36;0.59] P —w— “PanTumar01.(1) g :10 [0.09:0.22]
g : TROPION-PanTumor01 (2) 9 50 208% 0.18 [0.09;0.31] —+—
Rando effects model _ 8 317 100.0% e : TROPION-PanTumor01 (3) 15 80 27.3% 0.19 [0.11;0.29]  —%—
itv: 12 = 879 . = T T T T T 1
Heterogeneity: I* = 87%, t° = 0.4203, y; = 23.03 (p <0.01) 0 02 04 06 08 1 Random effects model 59 477 100.0% 0.14 [0.09;0.19] =
Fatigue all grade (%) Heterogeneity: /* = 50%, <° = 0.0895, ¥ = 5.97 (p = 0.11) f T T T T 1
9 9 0 02 04 06 08 1
(E) Constipation Diarrhea all grade (%)
Study Events Total Weight Proportion 95% C.L
TROPION-Lung04 (1) 11 19 154% 0.58 [0.33; 0.80] f—
TROPION-Lung05 32 137 24.2% 0.23 [0.17;0.31] —
TROPION-PanTumor01 (1) 8 50 17.9% 0.16 [0.07;0.29] —%—
TROPION-PanTumor01 (2) 12 50 19.8% 0.24 [0.13;0.38] —=—
TROPION-PanTumor01 (3) 23 80 22.7% 0.29 [0.19; 0.40] R
Random effects model 86 336 100.0% 0.27 [0.18;0.39] e

Heterogeneity: I° = 67%, 1* = 0.2648, % = 12.06 (p = 0.02) T T T T T 1
0 02 04 06 08 1
Constipation all grade (%)

Figure S2 Incidence of all grade adverse events (AEs). (A) Stomatitis; (B) Nausea; (C) Alopecia; (D) Fatigue; (E) Constipation; (F) Anemia; (G) Decreased appetite; (H) Vomiting; (I) Rash; ()

Diarrhea.
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(A) Stomatitis
Study

ICARUS-Lung01
TROPION-Lung01
TROPION-Lung04 (1)
TROPION-Lung04 (2)
TROPION-Lung05
TROPION-PanTumor01 (1)
TROPION-PanTumor1 (2)
TROPION-PanTumor01 (3)

Random effects model

Heterogeneity: I° = 84%, ©° = 0.0540, % = 42.70 (p < 0.01)

(B) Anemia
Study

TROPION-Lung04 (2)
TROPION-Lung05
TROPION-PanTumor01 (1)
TROPION-PanTumor01 (2)
TROPION-PanTumor01 (3)

Random effects model

Heterogeneity: I* = 75%, ©° = 0.9630, % = 16.09 (p < 0.01)

(C) Nausea
Study

ICARUS-Lung01
TROPION-Lung01
TROPION-Lung04 (1)
TROPION-Lung05
TROPION-PanTumor01 (1)
TROPION-PanTumor01 (2)
TROPION-PanTumor01 (3)

Random effects model

Heterogeneity: I° = 85%, 1° = 0.0513, %3 = 123.00 (p < 0.01)

Events Total

10 100
20 297
2 19
10 14
10 137
0 50
1 50
4 80
57 747

Weight Proportion

13.2%
13.6%
11.1%
10.5%
13.3%
12.6%
12.6%
13.0%

100.0%

0.10
0.07
0.11
0.71
0.07
0.00
0.02
0.05

0.09

Events Total Weight Proportion

5 14
6 137
2 50
2 50
4 80

19 331

Events Total

45 100
7 297
0 19
2 137
Q 50
2 50
1 80

57 733

20.5%
23.0%
17.6%
17.6%
21.3%

100.0%

0.36
0.04
0.04
0.04
0.05

0.07

Weight Proportion

14.7%
15.2%
12.4%
14.9%
14.1%
14.1%
14.6%

100.0%

0.45
0.02
0.00
0.01
0.00
0.04
0.01

0.04

95% C.L.
[0.04;017] &
[0.03;0.10] =
[0.03;0.34] —%——
[0.42;089]
[0.04; 0.13]
[0.00; 0.06] &
[0.00; 0.09] #—
[0.01;0.12] =+

-

[0.01; 0.22] I--'-----I ‘ : |
0 02 04 06 08
Stomatitis grade 3/higher (%)

95% C.I.

[0.13; 0.65]
[0.02; 0.09] =
[0.00; 0.14] =+—
[0.00; 0.14] *—
[0.01;0.12] =

T

1
1

0005 4:1%] |‘| T T T
0 02 04 06 08
Anemia grade 3/higher (%)

95% C.I.

[0.35; 0.55]

[0.00; 0.04] =
[0.01; 0.19] i—
[0.00; 0.05] &%
[0.00; 0.08] =
[0.01;0.14] +—
[0.00; 0.05] =

[0.00; 0.15] Id-— ‘ : | |

0 02 04 06 08
Nausea grade 3/higher (%)

1

1
1

(D) Fatigue

Study Events Total Weight Proportion 95% C.I.
TROPION-Lung05 4 137 M.5% 0.03 [0.00;0.07] =
TROPION-PanTumor01 (1) 0 50 16.5% 0.00 [0.00;0.07] *—
TROPION-PanTumor01 (2) 0 50 165% 0.00 [0.00;0.07] *—
TROPION-PanTumor01 (3) 2 80 25.6% 0.03 [0.00; 0.09] =
Random effects model 6 317 100.0% 0.01 [0.00;0.03] ¢
Heterogeneity: I = 9%, v* = 0.0003, x- = 3.29 (p = 0.35) f T T T ‘
0 02 04 06 08 1
Fatigue grade 3/higher (%)
(E) Decreased appetite
Study Events Total Weight Proportion 95% C.I.
TROPION-Lung01 1 297 335% 0.00 [0.00; 0.01]
TROPION-Lung05 4 137 24.0% 0.03 [0.00;0.07] =
TROPION-PanTumor01 (1) 0 50 12.6% 0.00 [0.00; 0.07] *—
TROPION-PanTumor01 (2) 1 50 126% 0.02 [0.01;0.11] =—
TROPION-PanTumor01 (3) 0 80 17.4% 0.00 [0.00;0.05] =
Random effects model 6 614 100.0% 0.01 [0.00; 0.02] *
Heterogeneity: I* = 38%, 1° = 0.0016, 3Z = 6.50 (p = 0.16) f T T J T !
0 02 04 06 08 1
Decreased appetite grade 3/higher (%)
(F) Vomiting
Study Events Total Weight Proportion  95% C.l.
TROPION-Lung05 1 137 431% 0.01 [0.00;0.03] =
TROPION-PanTumor01 (1) 0 50 158% 0.00 [0.00;0.07]%—
TROPION-PanTumor01 (2) 1 50 15.8% 0.02 [0.00;0.11] =—
TROPION-PanTumor01 (3) 0 80 252% 0.00 [0.00; 0.05] =
Random effects model 2 317 100.0% 0.00 [0.00; 0.02] ¢
Heterogenetty: 1> = 0%, v = 0, x> = 1.79 (p = 0.62) r T T ! !
o] 02 04 06 08 1
Vomiting grade 3/higher (%)
(G) Diarrhea
Study Events Total Weight Proportion 95% C.l.
TROPION-Lung01 1 207 621% 0.00 [0.00;0.01]
TROPION-PanTumor01 (1) 0 50 10.5% 0.00 [0.00;0.07] +—
TROPION-PanTumer01 (2) 0 50 10.5% 0.00 [0.00;0.07] —
TROPION-PanTumor01 (3) 0 80 16.8% 0.00 [0.00; 0.05) —
Random effects model 1 477 100.0% 0.00 [0.00;0.01] )
Heterogeneity: /* = 0%, v* = 0, 35 = 0.06 (p = 1.00) I T T T !
0 02 04 06 08 1
Diarrhea grade 3/higher (%)
(H) Constipation
Study Events Total Weight Proportion 95% C.l.
TROPION-Lung04 (1) 0 19 58% 0.00 [0.00;0.19] '—
TROPION-Lung05 0 137 406% 0.00 [0.00;0.02]
TROPION-PanTumor01 (1) 0 50 14.9% 0.00 [0.00; 0.07] #—
TROPION-PanTumor01 (2) 0 50 14.9% 0.00 [0.00;0.06] =
TROPION-PanTumor01 (3) 1 80 238% 0.01 [0.00;0.07] =
Random effects model 1 336 100.0% 0.00 [0.00; 0.01] i
I

Heterogeneity: I° = 0%, +* = 0, 35 = 1.84 (p = 0.77)

0 02 04 06 08 1
Constipation grade 3/higher (%)

Figure S3 Incidence of Severe Adverse Events (AEs). (A) Stomatitis; (B) Anemia; (C) Nausea; (D) Fatigue; (E) Decreased appetite; (F) Vomiting; (G) Diarrhea; (H) Constipation.
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(A) Objective response rate (D) Stomatitis

Study Proportion  95%-Cl 2 Study Leave-One-Out Meta-Analysis Events 95%-Cl 12
Omitting TROPION-PanTumor01 —_ 0.38 [0.29;0.48] 80% Omitting TROPION-PanTumor01 (1) = 49.16 [45.57;52.75] 15.0%
Omitting TROPION-PanTumor02 - 035 10.25;0.45] 82% Omitting TROPION-PanTumor01 (2) = 47.85 [44.52;51.18] 0%
Omitting TROPION-Lung01 —— D46 [029; 048] 510 Omitting TROPION-PanTumor01 (3) -~ 47.92 [4453;51.31] 9.8%
Omitting THOPION-Lung02 = 0.35 [0.25;0.45] 76% Omitting TROPION-PanTumar02 = 48.13 [44.81; 51.44] 10.8%
Omiitting TROPION-Lung04 — 0.32 [0.26;0.39] 73% e . .
i ; Omitting TROPION-Lung02 = 49.52 [45.51;53.54] 17.0%
Omitting TROPION-Lung05 — 0.36 [0.26;0.47] 83% it THORIGNLL = ] i
Omitting ICARUS-Lung01 —— 0.38 [0.27:0.48] 84% mitng ngo: : 49.65' [44.97; 54.94] 21.1%
: : Omitting TROPION-Lung04 (1) | 48.46 [45.19;51.72] 21.7%
Random effects model —— 0.36 [0.27; 0.45] 81% Omfit!ng TROPION-Lung04 (2) = 48.28 [45.02;51.54] 9.1%
I T T T T | Omitting TROPION-Lung05 - 49.53 [46.01;53.04] 4.4%
0 02 04 06 08 1 Omitting ICARUS-Lung01 = 48.92 [44.90; 52.94] 22.6%

Objective response rate (ORR) 5
Random effects model < 48.54 [45.31; 51.78] 13.0%

(B) Disease control rate

Study Proportion  95%-Cl 2 20 40 60 80 100
s Stomatitis all grade
Omitting TROPION-PanTumor01 = 0.79 [0.76;0.82] 32%
Omitting TROPION-PanTumor02 0.78 [0.75;0.81] 31%
Omitting TROPION-Lung01 L 0.79 [0.75;0.83] 38% (E) Anemia
Omitting TROPION-Lung02 = 0.77 [0.74;0.80] 5% )
Omitting TROPION-Lung04 : 0.78 [0.75;0.81] 8% Study Leave-One-Out Meta-Analysis Events 95%-Cl 12
Omitting TROPION-Lung05 = 0.79 [0.75;0.82] 40%
Omitting ICARUS-Lung01 L 0.79 [0.76;0.82] 35% Omitting TROPION-PanTumor01 (1) —— 26.73 [14.67; 43.65] 89.7%
. Omitting TROPION-PanTumor01 (2) — 23.73 [11.44; 42.82] 90.6%
Sendomsiects; mods! —r— % 078 CLIm0nt) aas Omiting TROPION-PanTumor01 (3) ~ —%—— 20.80 [10.90; 41.62] 90.0%
0 02 04 06 08 1 Omitting TROPION-Lung01 —— 25.41 [12.64; 44.50] 88.6%
Disease control rate (DCR) Omitting TROPION-Lung05 —— 26.47 [13.96; 44.40] 88.9%
(C) Nausea Omitting TROPION-PanTumor02 —=— 19.00 [11.35; 30.06] 78.1%
Study Leave-One-Out Meta-Analysis Events 95%-Cl 12 Omitting TROPION-Lung04 (2) — 20.61 [10.81; 35.74] 89.2%
Omitting TROPION-PanTumor01 (1) = 48.33 [41.31; 55.35] 74.9% Random effects model —~— 23.44 [12.77;39.03] 88.7%
Omitting TROPION-PanTumor01 (2) —_ 46.15 [40.21; 52.09] 65.1% ' I ' T 1
Omitting TROPION-PanTumor01 (3) = 47.56 [40.63; 54.49] 72.2% 20 40 60 80 100
Omitting TROPION-PanTumor02 — 46.67 [40.41;52.92] 69.3% Anemia all grade
Omitting TROPION-Lung01 —— 50.09 [44.81; 55.37] 35.6%
Omitting TROPION-Lung02 —— 48.79 [41,58;56.00] 75.1%
Omitting TROPION-Lung04 (1) e 48.61 [41.87;55.35] 75.2%
Omitting TROPION-Lung04 (2) — 47.78 [41.20; 54.35] 74.4%
Omitting TROPION-Lung05 —=— 48.96 [41.77;56.16] 75.2%
Omitting ICARUS-Lung01 == 48.76 [41.59; 55.94] 75.1%
Random effects model - 48.17 [41.81; 54.52] 72.1%

I I T I 1
20 40 60 80 100

Nausea all grade
Figure S4 Leave-one-out sensitivity analysis for the ORR, DCR, Nausea, Stomatitis and Anemia. (A) Objective response rate; (B) Disease control rate; (C) Nausea; (D) Stomatitis; (E)
Anemia. Proportions of the ORR leaving each study out are represented by a square and the horizontal line crossing the squares indicates the 95% CI. The diamond represents the

estimated overall effect of the meta-analysis based on random effects. CI, confidence interval; DCR, disease control rate; ORR, objective response rate.
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(A) Objective response rate

Study Events Total Weight Proportion 95% C.l.

IGARUS-Lung01 28 100 17.6% 0.28 [0.19;0.38] St
TROPION-Lungo1 79 299 229% 0.26 [0.22;0.32] -
TROPION-Lung02 46 107 16.9% 0.43 [0.33;0.53] -
TROPION-Lung05 49 137 187% 0.36 [0.28;0.44] e
TROPION-PanTumor01 (2) 13 50 13.5% 026 [0.15;040]  —%i—
TROPION-PanTumor02 18 40 10.4% 0.45 [0.29;0.62] —_—
Random effects model 233 733 100.0% 0.33 [0.27; 0.39] -

Heterogeneity: I* = 67%, t° = 0.0039, %2 = 15.11 (p < 0.01) ‘ ' T T T 1
0 02 04 06 08 1
Objective response rate (%)

(B) Disease control rate

Study Events Total Weight Proportion 95% C.l.

ICARUS-Lung01 75 100 17.1% 0.75 [0.65;0.83] —
TROPION-Lung01 231 299 47.9% 0.77 [0.72;0.82] =
TROPION-Lung05 108 137 20.8% 0.79 [0.71;0.85] ——
TROPION-PanTumor01 (2) 35 50 9.6% 0.70 [0.55;0.82] —_——
TROPION-PanTumor02 34 40 4.6% 0.85 [0.70;0.94] ———
Random effects model 483 626 100.0% 0.77 [0.74; 0.80] ‘ -

Heterogeneity: /* = 0%, ©° < 0.0001, %5 = 3.28 (p = 0.51) T T ' ' '
0 02 04 06 08 1
Disease control rate (%)

Figure S5 Efficacy of Dato-DXd considering only 6 mg/kg dosing.
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Figure S6 Funnel plot analysis for objective response rate (ORR). The dots represent individual studies, the effect size is represented in the

x-axis, and their corresponding error in the y-axis. The central line represents the summary effect estimate; ORR, objective response rate.
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