Supplementary Figure 1. PRISMA flowchart of literature review and identification of studies for inclusion in the NMA.
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Description automatically generated]NMA, network meta-analysis. 



Supplementary Figure 2. Bayesian FE fractional polynomial estimates for (A) PFS by study arm; (B) PFS by treatment; (C) OS by study arm; (D) OS by treatment.
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FE, fixed effects; OS, overall survival; PFS, progression-free survival; T-DM1, trastuzumab emtansine. Dotted line indicates reference treatment (lapatinib plus capecitabine)


Supplementary Figure 3. Analyses of heterogeneity and inconsistency between included trials reporting PFS data. (A) Node-splitting analysis (inconsistency) of direct and indirect evidence [34,57]. (B) Duplicate comparisons (heterogeneity).
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Description automatically generated]Higgins I2 = 44.563%; Cochran’s Q = 1.804 (P = 0.179). 
CI, credible interval; HR, hazard ratio; PFS, progression-free survival; RE, random effects; T-DM1, trastuzumab emtansine.


Supplementary Figure 4. SUCRA scores for Bayesian fixed-effects analysis of (A) PFS hazard ratios and (B) differences in mean PFS based on fractional polynomial NMA (with anchoring).  [image: Chart, bar chart

Description automatically generated]
NMA, network meta-analysis; PFS, progression-free survival; SUCRA, surface under the cumulative rankogram; T-DM1, trastuzumab emtansine. 


Supplementary Figure 5. Bayesian random-effects pairwise comparisons. (A) PFS hazard ratios. (B) Differences in mean PFS based on fractional polynomial NMA (with anchoring). 
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NMA, network meta-analysis; PFS, progression-free survival; T-DM1, trastuzumab emtansine. 

Supplementary Figure 6. Log(-log(survival)) plots and tests of non-proportionality for trials included in the fractional polynomial NMAs for (A) PFS and (B) OS. 
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Data that meet the proportional hazards assumption will produce approximately parallel survival curves. Additionally, chi-squared tests of proportional hazards assumption are shown on each plot; comparisons that violated this assumption are indicated in red.  OS, overall survival; PFS, progression-free survival; T-DM1, trastuzumab emtansine.

Supplementary Figure 7. Mean survival estimates based on fractional polynomial analysis. (A) fixed-effects estimates for PFS; (B) random-effects estimates for PFS; (C) fixed-effects estimates for OS; (D) random-effects estimates for OS.
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Description automatically generated]Supplementary Figure 8. Analysis of heterogeneity between duplicate comparisons of OS.  
Higgins I2 = 63.738%; Cochran’s Q = 2.758 (P = 0.097). OS, overall survival; T-DM1, trastuzumab emtansine.


Supplementary Figure 9. SUCRA scores for Bayesian fixed-effects analysis of (A) OS hazard ratios and (B) differences in mean OS based on fractional polynomial NMA (with anchoring). [image: Chart, bar chart
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NMA, network meta-analysis; OS, overall survival; PFS, progression-free survival; SUCRA, surface under the cumulative rankogram; T-DM1, trastuzumab emtansine. 


Supplementary Figure 10. Bayesian random-effects pairwise comparisons.  (A) OS hazard ratios. (B) Differences in mean OS based on fractional polynomial NMA (with anchoring). 
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NMA, network meta-analysis; OS, overall survival. 

image7.png
A

Tucatinib + rastuzumab + capecitabine.

Tomt

Neratinib + capecitabine

Margetuximab + capecitabine

Pertuzumab + trastuzumab + capecitabine

Lapainio + capecitabine

Trastuzumab + capecitabine

Neratinib

Capecitabine.

Erbuin

Vinorelbine.

Tucatinib + rastuzumab + capecitabine.

Tomt

Neratinib + capecitabine

Margetuximab + capecitabine

Pertuzumab + trastuzumab + capecitabine

Trastuzumab + capecitabine

Lapainib + capecitabine

Neratinib

Capecitabine.

Erbuin

Vinorelbine.

097

050

=
@
—

-

-

B
I
=

— 2

SUCRA




image8.png
A 131

Lapatinib + capecitabine - ) 085, 200)
P - 01370

Capecitatine -

Eribulin -
s 105 o017
Margetusimab + capecitabine - 0.41, 1.5 |(048,232) 042, 1.40)
P-0867 P- 03790
071 5 T3
Neratinib - | (0.75, 1.90) (0.40, 1.26) | 0.24, 1.11) | (064, 3.30)| (084, 2.90)| (064, 189)
P= 0980 | P-0.1850 P=01210 P - 05167
[
Neratinib + capecitatine - (050, 1.7 ,210) (035, 1.19)| 1 ,208) | (042, 1.19)

P-0.1370 P=0.1210 P-0.156

086 o 113 082

Pertuzumab + trastuzumab + capecitabine - |(0.51, 1.45) 3 (037, 1.48) |(0.58, 2.22)| 053,1.24)
P = 05003 P-03017 | P= 06550 P-02803

087 052
TOMI - ) (048,151 037, 100)
P - 04763 P - 00500

08 | 13
Trastuzumab + capecitabine - ) (084, 236)
P - 01563

o7

Tucatiib + trzstuzumab + capecitatine - ) 037, L41)|
P- 02000

Vinorelbine - (057,321 | 0
P=03120

Eribulin -
Neratinib -
Vinorelbine -

Capecitabine -

Lapatinib + capecitabine -
Neratinib + capecitabine -

Margetuximab + capecitabine -
Trastuzumab + capecitabine -
‘Tucatinib + trastuzumab + capecitabing -

Pertuzumab + trastuzumab + capecitabine -




image9.png
ECIIRE) s
Lapatinib + capecitabine - (105,38) | (42,6.1) (76,35)
P- 05797 | P- 05610 P-04720
50 48
Capecitabine - o | (2229 |(14208) (108,03
P- 06090 | P - 00797 P-00573
56 | 05 55 ) 42 05
Eribuin-| (76,04) | (2022 | 0 |(150,03) (117,09 (78.01) (34.27)
P 00627 | P-0.60%0 P-00633 P -00557 P- 0053 P-07010
7 | 50 | 55 33 | a2 | 03 | a5 | 13 | 56 | 56
Margetuximab + capecitabine - (38, 105) | -06,142)| (03150) | 0 |¢51,128) |-130,70)| (68,97) |122,61) | (35,97) |(-148,45) | (14, 154
P- 05797 | P- G077 | P- 00633 P- 04140 | P-0.4780 | P- 05380 | P 0.4223 | P-0.6553 | P - 02443 | P- G807
G3 | 1s | 24 | s w5 | 29 | o7 | 18 | 88 | 28
Neratinib -| (6.1,42) | (37,86) | (38,96) |(128,51)| 0 [(152,1.49)| (106,49 | (145,06)| (7:3,50) |(-179,05)| (-46 102)
P 05610 | P- 04580 | P- 03953 | P-04140 P-0.0857 | P-0.3823 | P~ 0.06% | P - 05113 | P- 00577 | P -03767
32 | 65 35 | 02 | 45 | 24
Neratinib + capecitabine - 70130)|(14,152)| o |46 127 (82,81) |(13134)|(120,80)
P-0.4780 | P- 0.0837 P- 03243 | P-09357 | P 01113 | P-0.080
53 | 03 | 28 | ETRR Y] Se | 87
Pertuzumab + rastuzumab + capecitabine - (02117)| (97.68) |(43,106) | (127,46 0 |(126,42)| (28,64 |(143, 19| (14, 125)
P- 00557 | P-0.9380 | P - 03623 | P- 03248 P- 02500 | P~ P-0.1180 | P- 00653
35 | 67 | 02 | 38 9 | 21
T-DM1 - (61,122)|(06,145) | (81.82) |(42,126)| 0 |¢09,123|(116,78)
P- 04323 | P-00637 | P- 057 | P- 02640 P- 00813 | P- 06183
3 | 18 | 46 | 41 | 48
Trastuzumab + capecitabine - (97,35) | (50.73) |(134,13)| (64.28) |(123,09| 0
P- 06553 |P-05113 | P-01113 | -05220 | P~ 00813

Tucatinib + trzstuzumab + capecitabine -

Vinorelbine -

56
(45, 148)
P=02u3
58
(154,1.4)

P-0.0897

89
(05 17.9)
P=00577

24
(80, 120)
P= 06080

59
(18,143)

Capecitabine -

Lapatinib + capecitabine -

Eribulin -

Margetuximab + capecitabine -

Neratinib -

Neratinib + capecitabine -

Pertuzumab + trastuzumab + capecitabine -

Trastuzumab + capecitabine -

Vinorelbine -

‘Tucatinib + trastuzumab + capecitabine -




image10.png
Log(-log(survival))

== Capecitabine

— Eribulin

== Lapatinib + capecitabine

= Margetuximab + capecitabine

= Neratinib

== Neratinib + capecitabine

== Pertuzumab + frastuzumab + capecitabine
= T-DM1

== Trastuzumab + capecitabine

== Tucatinib + trastuzumab + capecitabine
== Vinorelbine

Cameron (2008) Escrlva (2020) Kaufman (2015) Martin (2013)
Chi-sq: 0.78 Chl-sq: 0.18 Chl-sq: 0.41 Chl-sq: 20.71
P=03763 P=06737 P=0523t P <0.0001
Murthy (2019) PIvot (2015) Saura (2020) Takano (2018)
Chi-sq: 0.27 Chl-sq: 0.60 Chl-sq: 2.06
P =0.6000 P=0.4408 P=0.1624
Urruticoechea (2017) Verma (2012) von Minckwltz (2009) Yuan (2019)
Chi-sq: 0.66 Chl-sq: 4.62 Chl-sq: 2.16 Chl-sq: 0.06
P=0.4548 P=00336 P=0.1424 P=0s223
23 5 1015 305 23 5 1015 3050 23 5 1015 3050 2 3 5 1015 30 50

Time (months) (log scale)





image11.png
Log(-log(survival))

Cameron (2008); "
Latimer (2012) Kaufman (2015) Martin (2013) Murthy (2019)
Chl-sq: 0.65 Chisq: 1.89 Chisq: 6.65 Chi-sq: 020
P=04216 P=0.1690 P =0.0089 P=05920
Pivot (2015) Saura (2020) Takano (2018) Urruticoechea (2017)
Chl-sg: 1.1 Chisq: 0.66 Chi-sq: 1.94 _ Chi-sq: 257
P=02025 P=04153 P=0.1631 P=0.1090
23 5 1015 305 2 3 5 1015 30 50
Verma (2012); NICE (2016) Yuan (2019)

Chl-sq: 0.21

P=0.

1

23 5 1015 30 50

23 5 1015 30 50

Time (months) (log scale)

— Capecitabine

— Eribulin

= Lapatinib + capecitabine

= Margetuximab + capecitabine

= Neratinib

— Neratinib + capecitabine

== Pertuzumab + trastuzumab + capecitabine
—TDM1

= Trastuzumab + capecitabine

— Tucatinib + trastuzumab + capecitabine
= Vinorelbine





image12.png
Tucatinib + trastuzumab + capecitabine 17.4 (12.7,22.9)
T-DM1 15.3 (123, 19.0)
Neratinib + capecitabine 15.0 (11.5,19.6)
Margetuximab + capecitabine 11.9 (7.8, 18.9)
Pertuzumab + trastuzumab + capecitabine 11.6(9.2,14.8)
Trastuzumab + capecitabine 10.5 (9.3, 12.0)
Lapatinib + capecitabine 9.9(8.9,11.1)
Neratinib 8.6(4.7,125)
Capecitabine 6.5(5.5,7.9)
Eribulin 6.1(5.0, 7.7)

Vinorelbine 5.6 (4.1, 85)

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Predicted mean progression-free survival (months)
+ 95% credible intervals




image13.png
Tucatinib + trastuzumab + capecitabine TA12053)

T-DM1 15.3(10.1,22.1)

Neratinib + capecitabine 15.0 (9.7, 23.3)

Margetuximab + capecitabine 11.7 (7.0, 20.4)

Pertuzumab + trastuzumab + capecitabine 11.5(74,174
Trastuzumab + capecitabine 104 (8.6, 12.5)
Lapatinib + capecitabine 9.9(8.7,12.0)
Neratinib 8.6(3.8,14.8)

Capecitabine 6.6(50, 92)
Eribulin 62(3.8,98

Vinorelbine 57(29,11.3)

0 2 4 6 8 10 12 14 16 18 20 22 24 26
Predicted mean progression-free survival (months)
+ 95% credible intervals




image14.png
Tucatinib + trastuzumab + capecitabine e E— E N (28.3,43.1)
T-DM1 F—————35.0(30.1,409)
Pertuzumab + trastuzumab + capecitabine F——————————343(267,427)
Neratinib + capecitabine 1200248344
Trastuzumab + capecitabine ————{270(226,327)
Lapatinib + capecitabine ——26.8(24.2,30.1)
Vinorelbine —————259(209,3219)
Neratinib —————————{247(175,327)
Eribulin 1234202275
Capecitabine ——216(189,24.9)

0 5 10 15 20 25 30 35 40 45 50
Predicted mean overall survival (months)
* 95% credible intervals




image15.png
Tucatinib + trastuzumab + capecitabine

T-DM1

Pertuzumab + trastuzumab + capecitabine

Neratinib + capecitabine

Lapatinib + capecitabine

Trastuzumab + capecitabine

Vinorelbine

Neratinib

Eribulin

Capecitabine

355 (23.9,45.9)

35.1(26.7,46.7)

34.0(22.3,47.1)

I {29.0 (217, 38.9)

———] 26.8(238,307)

———————]2658(2056,339)

I | 26.2(17.3,38.6)

I {25.0 (15.0, 35.5)

——————————236(17.2,339)

——————213(170,289)

5

10 15 20 25 30 35 40 45
Predicted mean overall survival (months)
* 95% credible intervals

50




image16.png
Study

Lapatinib + capecitabine vs trastuzumab + capecitabine HR195% CII
Pivot 2015 - 1.18[0.95,147]
Takano 2018 —_—— 058[0.26, 1.30]
RE Model —————— 092[0.48,1.79]

02 05 081 15 25

Obzerved outcome




image17.png
Tucatinib + trastuzumab + capecitabine

Pertuzumab + trastuzumab + capecitabine

T-DM1

Neratinib + capecitabine

Trastuzumab + capecitabine

Margetuximab + capecitabine

Lapatinib + capecitabine

Vinorelbine

Eribulin

Neratinib

Capecitabine

04 ! o8 09

SUCRA

0.0 0.1 0.2

o
o

0.6 07 1.0




image18.png
Tucatinib + trastuzumab + capecitabine

T-DM1

Pertuzumab + trastuzumab + capecitabine

Neratinib + capecitabine

Lapatinib + capecitabine

Trastuzumab + capecitabine

Vinorelbine

Neratinib

Eribulin

Capecitabine

[
B
©

[
B
©

o
o

SUCRA




image19.png
077 ) 106 080 113 140 144 106 161 08

Lapatinib + capecitabine -| 1 |(0.44,1.2)|(0:38,1.77) |(049,2.10) | (05, 1.42) (063, 184) (069, 251) |(0.90,2.29) | (05, 149)| (077, 286) | (033, 213
P=03177 |P=05103 | P= 08808 | P= 04087 | P = 04970 | P = 02477 | P =0.0887 | P= 07320 | P= 01373 | P= 06327

) T3 | 1% | toe | 147 | im0 | 1@ | 137 | 20 | 1o
Capecitabine -[(076,226| 1 |(060,178) (051,337 0.6, 227) (069, 298) (075,39 | 0.90,381) | (067, 259) | 053, 458) | (051, 220)
P-03i7 P-08770 | P-04723 | P-0.9240 | P~ 02443 | P 01570 | P~00767 | P- 03333 | P-0.0880 | P - 03393

1% 097

Eribulin -| (056, 2.65) | 056, 1.67) | 1
P-05108 | P=08770

100 142 175 181 132 200 103
(0.7, 256)| (057, 346) [(0.59, 434) | (0.71,452) (052, 2.99)| 0.60,5.11) | 0.63, 168)
P=0.9957 | P = 03700 | P = 02247 | P =0.1503 | P= 0.4687 | P=0.1500 | P = 08700

0% | o7 | om 0 | 1w | 18 136 | 100 | 152
Margetuximab + capecitabine -|(0.48,204)|(0.30, 194)|(026,236) | 1 |(0.2,202)| (047, 269) | (0.60. 266) (060, 3.46) [(0.54, 1.86) 0,66, 333)
P =08803 | P= 04723 |P = 05730 P=05340 | P= 08690 |P = 04397 | P =04247 | P=09920 | P = 02627
15 | 0% | 1o | 13 141 17 | 18 13 | 202
Neratinib -| (071, 2.24) (044, 2.19) (0.39,273)(050,317) | 1 |(067, 295) | (069, 3.98)|(0.89,382) (0.2, 2.55)| (0.0, 45)
P=0.4087 P 09957 | P = 05340 P=02029 | P=0.1783 | P =0,0680 | P=0.3343 | P=0.1100
08 o | om | on 124 | 128 | 0w 142
Neratinib + capecitabine - (054, 1.44) | 0.34, 144029, 176) [(037,2.13) 034, 149)| 1 |(053 253)|(067,255) |0.47, 1.65) | (061, 294)
P=04970 | P= 02443 | P=03700 | P= 086%0 | P= 02920 P=05093 | P =03520 | P=08113 | P=03173
(] 055 | o057 | om | o057 | o081 1w | 0% | 115

Pertuzumab + trastuzumab + capecitabine -| (040, 1.44) (0.25, 1.34) (023, 1.68) | (035, 1.67) | (0.25, 1.44) |(0.40, 188) 1 (052, 2.48)|(0.47, 1.23) | (0.56, 2.34)
P=02477 | P 4397 | P - 01783 | P - 05098 9317 |P=0.1910 | P= 06173

0@ 0% | o | os 112
TDMi -| (044,112 [(0.26, 1.11) | 022,1 40) (026, 1.12)| (039, 148) 040, 1.98) (0.47,227)
P=0.0887 | P= 00767 | P =0.1503 P=0.0880 | P = 03520 | P = 09317 P= 07267
0% | o | om 055 | 1. | 181 152
Trastuzumab + capecitabine -| (067, 1.52)| 039, 150) [(0.33,192) (029, 162)| 061, 2.11) 081, 214) 092,248
P=0.7320 | P= 0.3 |P 04687 P=03343 | P= 08113 |P = 01910 P=0.0867

(53 048 050 050 | om0 087

Tucatinib + trastuzumab + capecitabine -| (035, 1.30)| 022, 1.21) [(0:20, 1.44)| (030, 1.51) (02, 1.25) (034, 163) |(0.43, 179) |(0.44,2.13) |00, 1.08)| 1
P=0.1373 | P=0.0880 | P=0.1500 | P= 02627 |P=0.1100 | P=03173 | P P =0.7267 | P=0.0867

121 [ 097 128 097 137 175 128 195

Vinorelbine -| (047,299 [(0.45, 199 |05, 1.58) 0.7, 397) | (0.8, 2.77) | 047, 376) 479)|(044,326) | 060,559 1
P=06327 | P= 0893 |P=08700 | P = 06423 | P=0.9463 | P= 04607 2073 | P = 05740 | P= 02000

(0

Lapatinib + capecitabine -
Capecitabine -

Eribulin -

Margetuximab + capecitabine -
Neratinib -

Neratinib + capecitabine -
T-DM1 -

‘Trastuzumab + capecitabine -
Vinorelbine -

Tucatinib + trastuzumab + capecitabine -





image20.png
51 32 19 22 EZ 2 00 86 06
Lapatinib + capecibine - 0 [(34,116)|(82,118) | (79,115) |(-110,50)| (21.3,62) |(188,04) | (87,86) |(-198 47|12 11.3)
P=0.1337 | P= 04077 | P=06707 | P= 04670 | P=02760 | P = 06577 | P= 09040 | P =0.1707 | P= 08890

1 a8 | a1 | a1 | 22 50 | 136 | a4
Capecitabine -| (116,34 0 |(92,39) |(14395) |(180,36)| (273, 36) 163,68 [(266,22)| (139,39
5550 | P-0.1333

P=0.1337 P=0.3007 1127 P=0.240 | P =0.0733 | P=0.2450

32 18 2 53 | 02 | 43 | a1 | 417 | 25
Eribulin-| (116,82)| (38,92) | 0 |139,142)|(-177,78)| (256,77 | (249, 32) |-145, 11.0)| (253 63) | (98 43)
P 04077 | P= 03907 8217 |P= 0277 | P=02020 | P=0.0910 | P= 05707 | P=0.1413 | P= 04033

9 31 12 Y] o1 | 402 | 48 | 05 | -3
Neratinib | (115,7.9){ (95,149 [-142.139) 0 |(168,75) | (258,7.7) [(-235,24) |-1438,115)| (256 60) -18.1.130)
P 06707 | P= 05550 | P= 08217 = 04547 P=0.1030 | P=0.7590 | P =0.1887 | P - 0.8403

22 71 53
Neratinib + capecitabine -| (5.0,11.0) | (36, 18.0) | (78, 177)
P =04670 | P=0.13% | P= 02977

71 122 02

Pertuzumab + trastuzumab + capecitabine -| (62.21.3) | (36, 27.9)| (77, 256)
P=02760 | P=0.127 | P= 02020

59 22 64 29

|202,11.8) (188, 65) | (8.2, 148) [-19:2.10.0)|-123, 16.7)

P=04970 | P = 0.2387 | P= 06817 | P =0.3683 | P=0.6213

12 71 12 78

0 [183,154) (15, 174) |-138 122)|(-120 25.1)
P=0.8880 | P= 0.0950 | P -0.8260 | P= 03663

T-DM1-|(-04,18.8) (32,249) -154,183) 0  [(49,223) (-145169) (75 239)
broosn i i b e 7 <o | beozoss
Trastuzuma + capciane-| (86,7 | (63 159 11 4) oot | o |(son st
[ D e o |5 <oet? b5 eoasis
Tucatinib + trastuzumab + capecitabine - | (-4.7,19.8) | (-2.2,266) |(-6.3, 253) |(-6.0,25.6) [-100, 19.2)|(-12.2, 138)|(-16.9, 145)| (-0.8, 17.5) 0 |(e9244)
Rl L 565 » 2000 | P 470 | P77 )
Vinorelbine -((-11.3,12.9)( (8.9, 13.9 (13.0,18.1)|(-167, 12.3)((-251, 12.0)| (-23.9, 75) [137, 155)| (244 9.9) | 0
o v oo azi3| 7<= 020 | po0wrs | -02asd
: s § £ : § £ &
g2 2 s £ £ =2 £ £ 3
§ 3 § 8 § § =
H O I
E 2 ¢ F-
5 £ %
g H
5 g
g 2




image1.png
[ wcupep | [ euemiry | [ screenNg | [ IDENTIFICATION |

Records identified: n = 9814 |

]

Duplicates: n = 4273

Level 1 screen: n = 5541 |

]

Level 1 excluded: n = 4961

Level 2 screening: n = 580

Level 2 excluded: n =431
Due to study type: n =83
Due to population: n = 137
Due to intervention: n = 8
No outcomes of interest reported: n = 165
Other (includes duplicates and pre-2018
congress abstracts): n = 38

Included for assessment:
Representing data from 44 t

Excluded trials: n = 32
Could not be connected to the network: n = 30
Dose comparison study: n =1
No outcomes of interest reported: n = 1

Trials included in NMA: n =12





image2.png
Cameron (2008) Escriva-de-Romanl (2020) Kaufman (2015) Martin (2013)

1.0
0.8
0.6
0.4
0.2
0.0

Murthy (2019) PIvot (2015) Saura (2020) Takano (2018)

1.0
0.8
0.6
0.4
0.2
0.0

Urruticoechea (2017) Verma (2012) von Minckwltz (2009) Yuan (2019)

1.0
0.8
0.6
0.4
0.2
0.0

Progression-free survival probability +95% credible intervals

0 10 20 30 40 50 60 0 10 20 30 40 50 60 O 10 20 30 40 50 60 0O 10 20 30 40 50 60
Time (months)

~— Lapatinib + capecitabine ~ — Margetuximab + capecitabine  — Pertuzumab + trastuzumab + capecitabine ~ — Tucatinib + trastuzumab + capecitabine
— Capecitabine = Neratinib —T-DM1 == Vinorelbine
== Eribulin - Neratinib + capecitabine - Trastuzumab + capecitabine





image3.png
Progression-free survival probability +95% credible intervals

Lapatinib + capecitabine

Capecitabine

Eribulin

Margetuximab + capecitabine

1.0
0.8
0.6
0.4
0.2
0.0

Neratinib

Neratinib + capecitabine

Pertuzumab + trastuzumab
+ capecitabine

T-DM1

Trastuzumab + capecitabine

Tucatinib + trastuzumab
+ capecitabine

Vinorelbine

1.0
0.8
0.6
0.4
0.2
0.0

1 2 3 4 5 6

70

1 2 3 4 5 6 7

Time (years)





image4.png
Cameron (2008); Latimer (2012) Kaufman (2015) Martin (2013) Murthy (2019)

e o9
o N »

Pivot (2015) Saura (2020) Takano (2018) Urruticoechea (2017)

[~~~y
o s> o

0 10 20 30 40 50 60 70 O 10 20 30 40 50 60 70

Verma (2012); NICE (2016) Yuan (2019)

Overall survival probability £95% credible intervals

-~
> » © o

e e
o N

0 10 20 30 40 50 60 70 O 10 20 30 40 50 60 70
Time (months)

= Lapatinib + capecitabine = Eribulin = Neratinib + capecitabine = T-DM1 = Tucatinib + trastuzumab + capecitabine
= Capecitabine = Neratinib = Pertuzumab + trastuzumab + capecitabine = Trastuzumab + capecitabine == Vinorelbine





image5.png
)
®
z
2
£
o

Overall survival probabi

1.0
0.8
0.6
0.4
0.2
0.0

0.4
0.2
0.0

Lapatinib + capecitabine Capecitabine Eribulin Neratinib

Neratinib + capecitabine Perluz:l::;;it'r:;m":umab T-DM1 Trastuzumab + capecitabine
__ 2 4 6 8 10

Tucatinib + trastuzumab e B

+ capecitabine

10

Time (years)





image6.png
Study P-value

Capecitabine vs lapatinib + capecitabine

Direct

Indirect 0.665

Network

Trastuzumab + capecitabine vs lapatinib + capecitabine
Direct

Indirect 0.6417

network

Trastuzumab + capecitabine vs capecitabine

Mean difference (95% CI)

4 0.58 (-0.16, 1.4)
— 0.39 (-0.56, 1.4)
—e— 052 (0.0033, 1.0)

e 0.011 (051, 0.60)
— e 0.21 (-0.90, 1.3)
—— 0.061 (-0.36, 0.50)

Direct ——t— 0.37 (12, 0.42)
Indirect 0.6871 — 0.58 (15, 0.42)
Network —— -0.46 (-0.98, 0.083)
2 0 2

Study Lapatinib + capecitabine vs trastuzumab + capecitabine HR [95% ClI
Pivot 2015 om 1.13[0.85, 1.50]
Takano 2018 e 0.81[0.55, 1.20]
RE Model —_— 0.99[0.71, 1.36]

T
05 081 152

Observed outcome




