1. PUBMED search strategy

("Breast Neoplasms"[Mesh] OR (Breast Neoplasm[tiab]) OR (Neoplasm, Breast[tiab])
OR (Breast Tumors[tiab]) OR (Breast Tumor[tiab]) OR (Tumor, Breast[tiab]) OR
(Tumors, Breast[tiab]) OR (Neoplasms, Breast[tiab]) OR (Breast Carcinoma[tiab])
OR (Breast Carcinomas[tiab]) OR (Carcinoma, Breast[tiab]) OR (Carcinomas,
Breast[tiab]) OR (Mammary Neoplasms, Human[tiab]) OR (Human Mammary
Neoplasm[tiab]) OR (Human Mammary Neoplasms[tiab]) OR (Neoplasm, Human
Mammary/[tiab]) OR (Neoplasms, Human Mammary[tiab]) OR (Mammary Neoplasm,
Human[tiab]) OR (Breast Cancer[tiab]) OR (Cancer, Breast[tiab]) OR (Mammary
Cancer[tiab]) OR (Cancer, Mammary[tiab]) OR (Cancers, Mammary[tiab]) OR
(Mammary Cancers[tiab]) OR (Malignant Neoplasm of Breast[tiab]) OR (Breast
Malignant Neoplasm[tiab]) OR (Breast Malignant Neoplasms[tiab]) OR (Malignant
Tumor of Breast[tiab]) OR (Breast Malignant[tiab]) OR (Breast Malignant
Tumors[tiab]) OR (Cancer of Breast[tiab]) OR (Cancer of the Breast[tiab])) AND
("Albumin-Bound Paclitaxel"[Mesh] OR (Albumin Bound Paclitaxel) OR (Paclitaxel,
Albumin-Bound) OR (Protein-Bound Paclitaxel) OR (Paclitaxel, Protein-Bound) OR
(Protein Bound Paclitaxel) OR Abraxane OR (ABI007) OR (ABI-007) OR (ABI 007))
AND ("Paclitaxel"[Mesh] OR Anzatax OR (NSC-125973) OR (NSC 125973) OR
(NSC125973) OR Taxol OR (Taxol A) OR (Bris Taxol) OR (Taxol, Bris) OR
(Paclitaxel, (4 alpha)-Isomer) OR (Paxene) OR (Praxel) OR (7-epi-Taxol) OR (7 epi
Taxol) OR (Onxol)) AND ((randomized controlled trial[pt] OR controlled clinical
trial[pt] OR randomized[tiab] OR placebo[tiab] OR clinical trials as topic[mesh:noexp]
OR randomly[tiab] OR trial[ti] NOT (animals[mh] NOT humans [mh])))

2. EMBASE (via EMBASE.com) search strategy

(‘breast cancer'/exp OR ‘Breast Neoplasm’:ab,ti OR ‘Neoplasm, Breast’:ab,ti OR
‘Breast Tumors’:ab,ti OR ‘Breast Tumor’:ab,ti OR ‘Tumor, Breast’:ab,ti OR ‘Tumors,
Breast’:ab,ti OR ‘Neoplasms, Breast’:ab,ti OR ‘Breast Carcinoma’:ab,ti OR ‘Breast
Carcinomas’:ab,ti OR ‘Carcinoma, Breast’:ab,ti OR ‘Carcinomas, Breast’:ab,ti OR

‘Mammary Neoplasms, Human’:ab,ti OR ‘Human Mammary Neoplasm’:ab,ti OR



‘Human Mammary Neoplasms’ ab,ti OR ‘Neoplasm, Human Mammary’:ab,ti OR
‘Neoplasms, Human Mammary’:ab,ti OR ‘Mammary Neoplasm, Human’:ab,ti OR
‘Breast Cancer’:ab,ti OR ‘Cancer, Breast’:ab,ti OR ‘Mammary Cancer’:ab,ti OR
‘Cancer, Mammary’:ab,ti OR ‘Cancers, Mammary’:ab,ti OR ‘Mammary
Cancers’:ab,ti OR ‘Malignant Neoplasm of Breast’:ab,ti OR ‘Breast Malignant
Neoplasm’:ab,ti OR ‘Breast Malignant Neoplasms’:ab,ti OR ‘Malignant Tumor of
Breast’:ab,ti OR ‘Breast Malignant’:ab,ti OR ‘Breast Malignant Tumors’:ab,ti OR
‘Cancer of Breast’:ab,ti OR ‘Cancer of the Breast’:ab,ti) AND (‘Albumin Bound
Paclitaxel’ OR ‘Paclitaxel, Albumin-Bound” OR ‘Protein-Bound Paclitaxel’ OR
‘Paclitaxel, Protein-Bound’ OR ‘Protein Bound Paclitaxel’ OR Abraxane OR
‘ABI007° OR ‘ABI-007° OR ‘ABI 007°) AND (‘paclitaxel’/exp OR Anzatax OR
‘NSC-125973>  OR ‘NSC 125973° OR ‘NSC125973* OR Taxol OR ‘Taxol A’ OR
‘Bris Taxol” OR ‘Taxol, Bris’ OR ‘Paclitaxel, (4 alpha)-Isomer’ OR ‘Paxene’ OR
‘Praxel” OR “7-epi-Taxol” OR ‘7 epi Taxol’ OR ‘Onxol’) AND (random*:ab,ti OR
placebo*:de,ab,ti OR (double NEXT/1 blind*):ab,ti)

3. Cochrane search strategy

#1 MeSH descriptor: [Breast Neoplasms] explode all trees
#2 (breast):ti,ab,kw (Word variations have been searched)
#3 (neoplas™):ti,ab,kw (Word variations have been searched)
#4 (carcinoma*):ti,ab,kw (Word variations have been searched)
#5 (cancer):ti,ab,kw (Word variations have been searched)
#6 #3 OR #4 OR #5

#7 #2 AND #6

#8 #1 OR #7

#9 Albumin Bound Paclitaxel

#10 Paclitaxel

#11 #9 AND #10

#12 #8 AND #11



ORR

nab-PTX  sb-PTX
Subgruup analysis 1 Events Total Events Total
Setting = metastatic chemotherapy
Gradishar 2005 76 229 42 225
Guan 2009 56 105 31 107
Hong 2012 18 37 9 38
Rugo 2015 91 271 105 283
Tu 2017 29 31 22 31
Ciruelos 2019 6 16 3 14
Fixed effect model 689 698

Random effects model
Heterogeneity: I = 74%, " = 0.0879, 2 = 19.36 (p <0.01)

Setting = neoadjuvant chemotherapy

Untch 2016 495 616 475 613
Gianni 2018 240 346 252 349
Fixed effect model 962 962
Random effects model

Heterogeneity: I = 46%, 7* = 0.0014, % = 1.84 (p = 0.17)

Weight ~ Weight
RR  95%-Cl (fixed) (random)

| —— 178 [128,247] 45%  11.3%
| —— 184 [130,260] 33%  10.7%
——— 205 [106;397] 09%  46%

I 091 [0.72;1.13] 11.0%  15.2%
132 [1.03;1.68] 23% 14.5%

b
—————1.75 [053;573] 03%  16%

£ 132 [1.15;152] 224% -
= 146 [109;196] -  58.0%

1.04 [0.98;1.10] 50.8%  21.5%
0.96 [0.87;1.06] 26.8%  20.5%
1.01 [0.96; 1.06] 77.6% -
1.01 [0.94;1.08] - 420%

Fixed effect model 1651 1660 1.08 [1.03; 1.14] 100.0% -
Random effects model 1.22 [1.04;1.43] - 100.0%
Heterogeneity: I = 80%,1* = 0.0295, 1 = 34.86 (p < 0.01)
Test for overall effect (random effects): =244 (p=001) 02 05 1 2 5
) favours sb-PTX  favours nab-PTX
Test for subgroup differences (random effects): 7y = 5.68, df = 1 (p = 0.02)
nab-PTX sb-PTX Weight ~ Weight

Subgroup analysis 2 Events Total Events Total
Schedule = conventional

Gradishar 2005 76 229 42 225
Guan 2009 56 105 31 107
Tu 2017 29 31 22 31
Fixed effect model 365 363

Random effects model
Heterogeneity: I° = 54%, 1* = 0.0283, 3 = 4.35 (p = 0.11)

Schedule = dose dense

Hong 2012 18 37 9 38
Rugo 2015 91 271 105 283
Untch 2016 495 616 475 613
Gianni 2018 240 346 252 349
Ciruelos 2019 6 16 3 14
Fixed effect model 1286 1297

Random effects model
Heterogeneity: /* = 50%, 1* = 0.0054, 5 = 8.01 (p = 0.09)

Fixed effect model 1651 1660
Random effects model
Heterogeneity: I° = 80%, v* = 0.0295, » = 34.86 (p < 0.01)

RR  95%-Cl (fixed) (random)

d

| —— 78128247 45%  113%

| —— 184 [130:260] 83% 107%

b 132 [103168] 23%  145%

<> 169 [139;208] 10.1%  —

< 159 [128:206]  —  366%

i

d

d

——— 205 [106:397] 09%  46%
= 091 [072:1.13) 11.0%  15.2%

1.04 [0.98;1.10] 50.8%  21.5%
[ 0.96 [0.87;1.06] 26.8%  20.5%

—f—+——1.75 [0.53;5.73]  0.3% 1.6%

1.01 [0.96;1.07] 89.9% -
1.01 [0.91;1.12] - 634%

N

[l

1.08 [1.03; 1.14] 100.0%

1.22 [1.04;1.43] == 100.0%

Test for overall effect (random effects): z = 2.44 (p = 0.01) fayours sb-PTX favouzrs nab_g'rx
Test for subgroup differences (random effects): 32 = 10.38, df =1 (p < 0.01)

Sensitivity analysis

Omitting Gradishar 2005
g Guan 2009
Omitting Hong 2012
Omitting Rugo 2015
Omitting Untch 2016
Omitting Tu 2017
Omitting Gianni 2018
Omitting Ciruelos 2019

Random effects model
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DCR

nab-PTX sb-PTX Weight  Weight
Sensitivity analysis 1 Events Total Events Total RR  95%-Cl (fixed) (random)
Setting = metastatic chemotherapy ‘
Guan 2009 74 105 60 107 126 [1.02;1.55] 50%  26%
Hong 2012 30 37 28 38 ——f———— 110 [0.86;1.41] 23%  19%
Rugo 2015 221 271 238 283 —=- 0.97 [0.90;1.05] 19.7%  16.0%
Tu 2017 31 31 31 31 - 1.00 [0.94;1.06] 27%  21.5%
Fixed effect model 444 459 + 1.03 [0.97;1.10] 29.7% —
Random effects model - 1.03 [0.94;1.13] - 420%
Heterogeneity: I = 58%, 7% = 0.0041, 32 = 7.17 (p = 0.07) L
]
Setting = neoadjuvant chemotherapy )
Untch 2016 557 616 548 613 1.01 [0.97;1.05] 46.4%  40.6%
Gianni 2018 279 346 284 349 0.99 [0.92;1.06] 23.9%  17.4%
Fixed effect model 962 962 1.00 [0.97;1.04] 70.3% —
Random effects model 1.01 [0.97;1.04] —  58.0%
Heterogeneity: 1 = 0%, v = 0, 32 = 0.27 (p = 0.60) !
]
Fixed effect model 1406 1421 1.01 [0.98; 1.04] 100.0% —
Random effects model 1.01 [0.97;1.04] —  100.0%
Heterogeneity: I = 21%, 1% = 0.0004, %% = 6.31 (p = 0.28)
Test for overall effect (fixed effect): z = 0.7 (p = 0.44)  favoltd 2b-PTX | favours nab-PTX
Test for subgroup differences (random effects): %§ = 021, df = 1(p = 0.65)
nab-PTX sb-PTX Weight  Weight
Sensitivity analysis 2 Events Total Events Total . RR 95%-Cl (fixed) (random)
Schedule = conventional L
Guan 2009 74 105 60 107 j———+—— 1.26 [1.02;1.55] 5.0% 2.6%
Tu 2017 31 3 31 3 - 1.00 27%  21.5%
Fixed effect model 136 138 [ 117 7.7% -
Random effects model - 241%
Heterogeneity: I = 96%, ° = 0.1418, 2 = 23.99 (p < 0.01) :
Schedule = dose dense |
Hong 2012 30 37 28 38 ———— 1.10 [0.86;1.41] 23% 1.9%
Rugo 2015 221 271 238 283 —- 0.97 [0.90;1.05] 19.7% 16.0%
Untch 2016 557 616 548 613 1.01 [0.97;1.05] 46.4%  40.6%
Gianni 2018 279 346 284 349 0.99 [0.92;1.06] 23.9%  17.4%
Fixed effect model 1270 1283 1.00 [0.97;1.03] 92.3% -—
Random effects model 1.00 [0.97; 1.03] - 75.9%
Heterogeneity: /* = 0%, 1 = 0, 75 = 1.64 (p = 0.65) ]
]
Fixed effect model 1406 1421 1.01 [0.98; 1.04] 100.0% -
Random effects model 1.01 [0.97; 1.04] == 100.0%

Heterogeneity: /> = 21%, * = 0.0004, 2 = 6.31 (p = 0.28)
Test for overall effect (fixed effect): z = 0.77 (p = 0.44)
Test for subgroup differences (random effects):
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0s Weight Weight Baujat plot
Subgroup analysis 1 TE seTE HR  95%-Cl (fixed) (random) ~

— 3
Setting = metastatic chemotherapy ! Rugo 2015
Gradishar 2005 -0.04 0.0509 —T— 0.96 [0.87;1.06] 37.4%  35.4% o |
Guan 2009 -0.02 01012 —————=%r———— 098 [0.80;1.19] 95%  11.2% =
Rugo 2015 0.07 0.0519 ——— 107 [0.97;1.19] 35.9%  344% 2 o« |
Fixed effect model _— 1.01 [0.94; 1.08] 82.7% - = °
Random effects model _ 1.01 [0.94; 1.09] - 80.9% ERP
Heterogeneity: I° = 16%, ©* = 0.0007, 3 = 235 (p = 0.31) | 5§ <
| § <
' " w g 3
Setting = neoadjuvant chemotherapy ! =
Untch 2016 -0.09 0.0749 ———#&—— 0.92 [0.79;1.06] 17.3%  19.1% & Gradishar 2005 ©Untch 2016
Fixed effect model —_— 0.92 [0.79;1.06] 17.3% -
Random effects model —_— 0.92 [0.79; 1.06] - 19.1% 2 - o Guan 2009
Heterogeneity: not applicable ! T T T T T
: 0.0 0.5 1.0 1.5 2.0
Fixed effect model - 0.99 [0.93; 1.05] 100.0% - Contribution to overall heterogeneity
Random effects model S'Z 0.99 [0.92; 1.06] -~ 100.0%
Heterogeneity: I = 18%, 1* = 0.0009, 2 = gga (p=030) : 155
Test for overall effect (fixed effect): z = ~0.24 (p = 0.81) ' Funnel plot (after trim and fill)
favgurs nab-PTX  favours sb-PTX
Test for subgroup differences (fixed effect): ; = 1.33, df =1 (p = 0.25) 3 |
Weight  Weight °©
Subgroup analysis 2 TE seTE HR  95%-Cl (fixed) (random)
Schedule = conventional !
Gradishar 2005 -0.04 0.0509 —_— 0.96 [0.87;1.06] 37.4%  35.4%
Guan 2009 -0.02 01012 ————®——— 098 [0.80;1.19] 95%  11.2%
Fixed effect model — 0.96 [0.88; 1.05] 46.8% - 8
Random effects model — 0.96 [0.88; 1.05] - 46.6% e
Heterogeneity: = 0%, =0, xf =0.03 (p =0.86) :
|
Schedule = dose dense |
Rugo 2015 0.07 0.0519 -—— 1.07 [0.97;1.19] 35.9%  34.4%
Untch 2016 -0.09 0.0749 ———#—— 0.92 [0.79;1.06] 17.3%  19.1% 3
Fixed effect model 1.02 [0.94; 1.11] 53.2% - °
Random effects model 1.00 [0.86; 1.16] -~ 53.4% 4
Heterogeneity: I* = 65%, ° = 0.0078, 1 = 2.87 (p = 0.09) o .
3 °
Fixed effect model 0.99 [0.93; 1.05] 100.0% - a
Random effects model 0.99 [0.92; 1.06] -- 100.0% g |
Heterogeneity: ° = 18%, 7° = 0.0009, 2 = 3168 (p = 0.30) 5 e
Test for overall effect (fixed effect): z = -0,24 (p = 0.81) )
favours nab-PTX favours sb-PTX
Test for subgroup differences (random effects):xf =0.17,df =1 (p = 0.68)
o o
Weight  Weight @
Subgroup analysis 3-TNBCTE seTE HR 95%—Cl (fixed) (random) 21
Rugo 2015 —-0.13 0.0821 —s 0.88 [0.75; 1.03] 73.6% 73.6%
Untch 2016 -0.13 0.1372———&%——1—— 0.88 [0.67;1.15] 26.4% 26.4%
]
Fixed effect model it 0.88 [0.76; 1.01] 100.0% —_—
Random effects model — 0.88 [0.76; 1.01] ——  100.0%
1
Heterogeneity: /2 = 0%, ©° = 0, x;= 0.00 (p= 1.00) 0.8 1.25
favours nab—PTX favours sb—PTX °
Test for overall effect (fixed effect): z = —1.86 (p = 0.06) =
=) o
Sensitivity analysis . HR 95%—Cl T T T T
Omitting Gradishar 2005 1.01 [0.94; 1.09] 09 10 11 12
Omitting Guan 2009 0.99
Omitting Rugo 2015 0.95 Hazard Ratio
Omitting Untch 2016 1.01
'
Fixed effect model 0.99 [0.93; 1.05]
0.9 1 1.1

Figure S3 Subgroup analyses, sensitivity analysis and publication bias of overall survival (OS).



DFS/PFS Weight

) eight  Weight Baujat plot
Subgroup analysis1 ~ TE seTE HR  95%-Cl (fixed) (random)
Setting = metastatic chemotherapy i o
. u
Gradishar 2005 01200425 —@— 0.89 [0.82;096] 347%  27.3% ° *°
Guan 2009 -0.13 0.0841 ———— 0.88 [0.74,1.03] 89%  20.3% 7
Rugo 2015 0.08 0.0412 L 1.08 [1.00;1.17] 37.1%  27.5%
Fixed effect model 0.97 [0.92;1.03] 80.7% - 0
Random effects model 095[0.82;1.10] - 75.1%
Heterogeneity: 1= 84%, 7 = 0.0143, 1 = 1287 (< 0.0}) ER
1 1
' =
Setting = neoadjuvant chemotherapy . S o
Untch 2016 -0.17 0.0570 —#&— 0.84 [0.75;094] 19.3%  24.9% g
Fixed effect model e 0.84 [0.75; 0.94] 19.3% - 8
Random effects model —_— 084 [0.75;094] - 24.9% ER
Heterogeneity: not applicable ! =
) ) - Gragishar 20050 Unich 2016
Fixed effect model < 0.94 [0.90; 0.99] 100.0% -
Random effects model _—F 092 [0.81;1.05] - 100.0% o | e cunzus
. T T T T T T
Heterogeneity: 2= 83%, 2= 0.0136, Kq 1886 ;( 125
favo nab PT favours sb-PTX 0 2 4 6 8 10
Test for overall effect (random effects): z = -1 25 (p =0.21)
Test for subgroup differences (random effects): 22169, df=1 (p=0.19) Contribution to overall heterogeneity
. Weight  Weight . )
Subgroup analysis2 ~ TE seTE HR  95%-Cl (fixed) (random) Funnel plot (after trim and fill)
Schedule = conventional :
Gradishar 2005 -0.12 0.0425 — 0.89 [0.82;0.96] 34.7%  27.3%
Guan 2009 -0.13 0.0841 ——=—L—— 0.88 [0.74;1.03] 89%  20.3% s
Fixed effect model — 0.89 [0.82;0.95] 43.6% - ©
Random effects model - 0.89 [0.82; 0.95] --  47.6%
Heterogeneity: P =0%,1=0, y_f =0.02 (p =0.90) :
l
Schedule = dose dense .
Rugo 2015 0.08 0.0412 " 1.08 [1.00;1.17] 37.1%  27.5%
Untch 2016 -0.17 0.0570 —&—— 0.84 [0.75;0.94] 19.3%  24.9% s ]
Fixed effect model = 0.99 [0.93; 1.06] 56.4% - °
Random effects model ———Ee———— 0.96 [0.75; 1.23] -_ 52.4%
Heterogeneity: 1 = 92%, 1 = 0.0296, M 12.95 (p < 0. 01)
l
Fixed effect model o 0.94 [0.90; 0.99] 100.0% -
Random effects model —_— 0.92 [0.81; 1.05] -- 100.0% .
— g o
0.8 1.25 EREE o
Heterogeneity: /* = 83%, 1* = 0.0136, 72 = 18.06 (p < 0.01) H °
favours nab-PTX  favours sb-PTX 5
Test for overall effect (random effects): z = -1.25 (p = 0.21) @
Test for subgroup differences (random effects): Xf =0.34,df =1 (p =0.56)
Weight Weight
Subgroup analysis 3-TNBC TE seTE HR 95%-Cl (fixed) (random) o ° o
Rugo 2015 -0.18 0.1005 ——®&—+ 0.83 [0.69;1.02] 39.6%  39.6% 21
Untch 2016 -0.07 0.0813 — 0.94 [0.80;1.10] 60.4% 60.4%
Fixed effect model “-- 0.89 [0.79; 1.01] 100.0% -
Random eﬂects model 0.89 [0.79; 1.01] - 100.0%
Heterogeneity: /> = 0%, 1° = 0, = 0.79 (p = 037] 105
favours nab PTX favours sb-PTX
Test for overall effect (fixed effect): z = ~1.76 (p = 0.08) s |
Sensitivity analysis HR 95%—ClI °
0.93 [0.78;1.12] T T T T T T

Omitting Gradishar 20056 ———f#@—————
Omitting Guan 2009 —
Omitting Rugo 2015 ——

Omitting Untch 2016 —_—.— 0.95 [0.82; 1. 10]
Random effects model —_— 0.92 [0.81; 1.05]
r
0.8 1 1.25

Figure S4 Subgroup analyses, sensitivity
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Fatigue nab-PTX sh-PTX Weight Weight
Subgroup analysis 1 Events Total Events Total \ RR 95%-Cl (fixed) (random)
Setting = adjuvant chemotherapy '
Pippen 2011 12 9% 4 99 - 303 [1.01; 9.07) 11.4% 27.2%
Fixed effect model 98 99 = 3.03 [1.01; 9.07] 11.4% -
Random effects model < 3.03 [1.01; 9.07] - 21.2%
Heterogeneity: not applicable '
l
'
Setting = metastatic chemotherapy '
Hong 2012 0 37 0 38 . 00%  00%
Rugo 2015 43 263 27 212 H 165 [1.05, 2.58] 75.8%  37.5%
Fixed effect model 300 310 > 1.65 [1.05; 2.58] 75.8% -
Random effects model 0. 1.65 [1.05; 2.58] -  375%
Heterogeneity: not applicable '
'
l
Setting = neoadjuvant chemotherapy !
Untch 2016 30 605 0 601 \————60.60 [3.71;988.71] 14%  9.6%
Gianni 2018 8 337 4 335 --I:— 199 [0.60; 6.54] 11.4% 257%
Fixed effect model 942 936 < 850 [3.21; 22.51] 12.9% -—
Random effects model —m— 9.40 [0.14; 609.96] - 35.3%
Heterogeneity: I° = 87%, ©* = 7.9418, ¢ = 7.62 (p < 0.01) '
l
Fixed effect model 1340 1345 < 269 [1.85; 3.90] 100.0% -
Random effects model <> 2.89 [1.07; 7.80] - 100.0%
Heterogeneity: I = 69%,1* = 0.6312, 1 = 961 (p = 0.02)
001 0.1 1 10 100
Test for overall effect (random effects): z = 2.09 (p = 0.04) favours nab-PTX favours sb-PTX
Test for subgroup differences (random eﬂectsi:xg =161,df=2(p=045)
nab-PTX sb-PTX Weight  Weight
Subgroup analysis 2  Events Total Events Total RR 95%—Cl (fixed) (random)
Schedule = dose dense '
Pippen 2011 12 98 4 99 3.03 [1.01; 9.07] 11.4%  27.2%
Hong 2012 0 37 0 38 | 00%  0.0%
Rugo 2015 43 263 27 272 1.65 [1.05; 258] 75.8%  37.5%
Untch 2016 30 605 0 601 l————60.60 [3.71;988.71] 1.4%  9.6%
Gianni 2018 8 337 4 335 1.99 [0.60; 654] 11.4%  257%
Fixed effect model 1340 1345 2,69 [1.85; 3.90] 100.0% —
Random effects model 2.89 [1.07; 7.80] —  100.0%
Heterogeneity: I = 69%, 1° = 0.6312, x5 = 9.61 (p = 0.02) '
'
Fixed effect model 1340 1345 & 2,69 [1.85; 3.90] 100.0% —
Random effects model 2.89 [1.07; 7.80] —  100.0%
Heterogeneity: I = 69%, t° = 0.6312, 3 = 9.61 (p = 0.02)
Test for overall effect (random effects): z = 2.09 (p = 0.04) 'avog;g‘na%_‘w; 'av;;’rs lgEPTX
Test for subgroup differences (random effects): %2 = 0.00, df = 0 (p = NA)
Sensitivity analysis RR 95%-Cl

Omitting Pippen 2011
Omitting Hong 2012
Omitting Rugo 2015

Omitting Untch 2016 L
Omitting Gianni 2018
Random effects model

0.1 051 2 10

3.42 [0.74; 15.82]
2.89 [1.07; 7.80]
4.76 [0.90; 25.20]
1.82 [1.23; 2.69]
3.93 [0.88; 17.56]

2.89 [1.07; 7.80]
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Figure S5 Subgroup analyses, sensitivity analysis and publication bias of fatigue.




Nausea or Vomiting nab-PTX sb-PTX
Subgroup analysis 1~ Events Total Events Total
Setting = adjuvant chemotherapy

Pippen 2011 12 98 4 99
Fixed effect model 98 99
Random effects model
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Figure S6 Subgroup analyses, sensitivity analysis and publication bias of nausea or vomiting.



PSN nab-PTX  sb-PTX
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Rugo 2015 70 263 48 272
Giruelos 2019 0 16 1 14—
Fixed effect model 646 652 <
Random effects model el
Heterogeneity: /° = 40%, 1* = 0.1658, ; = 6.68 (p = 0.15) [}

l
Setting = adjuvant chemotherapy '
Pippen 2011 5 98 4 99 —
Fixed effect model 98 99 =
Random effects model —-+
Heterogeneity: not applicable '
Setting = neoadjuvant chemotherapy .
Untch 2016 63 605 16 601 —
Gianni 2018 15 337 6 335 —
Fixed effect model 942 936 <
Random effects model <
Heterogeneity: /° = 0%, ©* = 0, %3 = 0.68 (p = 0.41) i

'
Fixed effect model 1686 1687 &

Random effects model

Heterogeneity: /° = 55%, 1° = 0.2044, 52 = 15.61 (p = 0.03)

Tostfor overll efect (andom effects): 2 =311 (0 <001} D) o2

Test for subgroup differences (random effects): 15 = 4.45, df =2 (p = 0.11)
nab-PTX sbh-PTX

Subgroup analysis 2 Events Total Events Total
Schedule = conventional '

Gradishar 2005 24 226 5 222
Guan 2009 7 104 6 106 —
Fixed effect model 330 328
Random effects model -

Heterogeneity: > = 73%, 1> = 0.7053, 5 = 3.7 (p = 0.05)

Schedule = dose dense

Pippen 2011 5 98 4 99 —
Hong 2012 3 37 2 38 —
Rugo 2015 70 263 48 272
Untch 2016 63 605 16 601
Gianni 2018 15 387 6 335
Ciruelos 2019 0 16 1 14—

Fixed effect model 1356 1359

Random effects model

Heterogeneity: > = 56%, 1* = 0.1975, 7% = 11.27 (p = 0.05)

Fixed effect model 1686 1687

Random effects model

Heterogeneity: /° = 55%, 7° = 0.2044, 3 = 15.61 (p = 0.03)

Test for overall effect (random effects): z = 3.11 (p < 0.01) 0.1
favours nab-PTX

Test for subgroup differences (random effects): % = 0.06, df = 1 (p = 0.80)

i
0512

Sensitivity analysis
Omitting Gradishar 2005
Omitting Guan 2009
Omitting Pippen 2011
Omitting Hong 2012
Omitting Rugo 2015
Omitting Untch 2016
Omitting Gianni 2018
Omitting Ciruelos 2019

Random effects model

0.5 1 2
Figure S7 Subgroup

neuropathy (PSN).

01 0512

10
favours sb-pry

10

Weight Weight

RR 95%-Cl (fixed) (random)
472 [1.83;12.14] 57%  13.1%
119 [0.41; 3.42] 6.8%  11.6%
154 [0.27; 8.70] 22%  58%
151 [1.09; 2.09] 53.8%  24.7%
029 [0.01; 6.65] 18%  21%
1.71 [1.28; 2.28] 70.3% -
1.76 [0.98; 3.16] - 57.2%
1.26 [0.35; 4.56] 4.5%  9.0%
1.26 [0.35; 4.56] 4.5% -
1.26 [0.35; 4.56] —  9.0%
391 [2.29; 6.69] 18.3%  20.5%
249 [0.98; 6.33] 6.9%  13.3%
3.52 [2.22; 5.60] 25.1% -
3.50 [2.19; 5.57] -—  337%
2.14 [1.69; 2.72] 100.0% -
2.11 [1.32; 3.37] --  100.0%
Weight Weight

RR  95%-Cl (fixed) (random)
4.72 [1.83;12.14]  57%  13.1%
1.19 [0.41; 342] 6.8% 11.6%
2.81 [1.43; 551] 12.5% -
2.42 [0.62; 9.44] - 247%
1.26 [0.35; 4.56] 4.5% 9.0%
154 [0.27; 8.70] 2.2% 5.8%
151 [1.09; 2.09] 53.8% 24.7%
3.91 [2.29; 6.69] 18.3%  20.5%
249 [0.98; 6.33] 69%  13.3%
0.29 [0.01; 6.65] 1.8% 2.1%
2.05 [1.59; 2.64] 87.5% -
2.00 [1.17; 3.42] - 753%
2.14 [1.69; 2.72] 100.0% -
211 [1.32; 3.37] - 100.0%

favours sb-PTX

1.89 1
—8— 226 [1
—— 221 [1
—— 214 1
— 241 1
1.77 [
—s— 203 [1
—8— 220 [1

211 [1

95%—Cl
.18; 3.02]
.35; 3.80]
.32; 3.69]
.29; 3.54]
.46; 3.99]
.19; 2.63]
.18;3.49]
.38;3.51]

.32; 3.37]

Standard Ermor

Baujat plot
@ Rugo 2015
<+
PO
>
?
!
H
o
3
c N
S
a:
S
c
o
ES
E
©Guan 2009 Untch 2016 ©
oFippen gﬂéme\ns 2019
© Hong 2012
0 Gianni 2018
o - © Gradishar 2005
T T T T T T T
0 1 2 3 4 5 6
Contribution to overall heterogeneity
Funnel plot (after trim and fill)
°
°
w ] ° °
° °
°
°
° °
T T T T T T T T
o1 02 o5 10 20 50 100 200 500
Risk Ratio
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Adverse event related discontinuation

nab-PTX sh-PTX Weight  Weight
Subgroup analysis 1  Events Total Events Total , RR  95%-Cl (fixed) (random)
Setting = metastatic chemotherapy .
Guan 2009 4 104 3 106 — 136 [0.31;5.92] 3.0% 41%
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Figure S8 Subgroup analyses, sensitivity analysis and publication bias of adverse

discontinuation (ARD).
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