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Fig S legends

Fig. S1 Subgroup analysis with Cox regression analysis of PFS.
_M means metastases. For example, Bone_M=Bone metastases.

Fig. S2 Subgroup analysis with Cox regression analysis of OS.
_M means metastases. For example, Bone_M=Bone metastases.
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Table S1. Patient enrollment and participating sites.
	Site number
	Site
	Location
	Principal Investigator
	No. of patients enrolled

	01
	National Cancer Center and National Clinical Research Center for Cancer and Cancer Hospital, Chinese Academy of Medical Sciences & Peking Union Medical College
	Beijing, China
	Yuankai Shi
	0

	02
	Linyi Cancer Hospiyal
	Linyi, China
	Jianhua Shi 
	1

	03
	Tianjin Medical University Cancer Institute and Hospital
	Tianjin, China
	Peiguo Wang 
	1

	04
	The Fourth Hospital of Hebei Medical University
	Shijiazhuang, China
	Shanghua Jing 
	2

	05
	The Affiliated Cancer Hospital of Harbin Medical University
	Harbin, China
	Qingyuan Zhang 
	2

	06
	Liaoning Cancer Hospital ＆Institute
	Shenyang
	Xia Li
	0

	07
	The First Hospital of Jilin University
	Changchun, China
	Jiuwei Cui 
	1

	08
	Union Hospital, Tongji Medical College, Huazhong University of Science and Technology
	Wuhan, China
	Kunyu Yang 
	1

	09
	The First Affiliated Hospital with Nanjing Medical University/Jiangsu Province Hospital
	Nanjing, China
	Renhua Guo 
	2

	10
	Nantong tumor hospital
	Nantong, China
	Jing Cai 
	5

	11
	The First Affiliated Hospital, Zhejiang University School of Medicine
	Hangzhou, China
	Yulong zheng
	6

	12
	Shanghai General Hospital
	Shanghai, China
	Qi Li 
	2

	13
	The First Affiliated Hospital of Wenzhou Medical University
	Wenzhou, China
	Xuebang Zhang 
	1

	14
	The Affiliated hospital of Guangdong Medical University
	Zhanjiang, China
	Zhonghua Yu
	3

	15
	Fudan University Cancer Hospital
	Shanghai, China
	Xiaojian Liu
	3

	16
	General Hospital of Southern Theatre Command
	Guangzhou, China
	Xie Bo
	3

	17
	The First Affiliated Hospital of  Guangzhou University of Chinese Medicine
	Guangzhou, China
	Lizhu Lin
	4

	19
	The First Affiliated Hospital of Fujian Medical University
	Fuzhou, China
	Jinsheng Hong
	2

	20
	Fujian Cancer Hospital
	Fuzhou, China
	Sufang Qiu 
	8

	21
	Jiangxi Cancer Hospital
	Nanchang, China
	Jingao Li
	10

	22
	Zhangzhou Municipal Hospital of Fujian Province/Zhangzhou Affiliated Hospital of Fujian Medical University
	Zhangzhou, China
	Jianli Huang
	4

	23
	He Nan Cancer Hospital
	zhengzhou, China
	Hui Wu
	4

	24
	West China Hospital, Sichuan University
	Chengdu, China
	Xingchen Peng
	14

	25
	The First Affiliated Hospital of Chongqing Medical University
	Chongqing, China
	Xiaoping Chen 
	5

	26
	Yunnan Cancer Hospital
	Kunming, China
	Xiaojiang Li 
	1

	27
	The First Affiliated Hospital of Kunming Medical University
	Kunming, China
	Rongqing LI
	0

	28
	The Affiliated Tumor Hospital of Guizhou Medical University
	Guiyang, China
	Jin Feng 
	2

	30
	Guangxi Cancer Prevention and Treatment Institution/Guangxi Medical University Cancer Hospital
	Nanning, China
	Aiping Zeng
	11

	31
	The people's hospital of Guangxi Zhuang Aotonomous region
	Nanning, China
	Shenhong Qu
	5

	32
	Liuzhou worker's Hospital
	Liuzhou, China
	Ying Lu
	4

	33
	Hunan Cancer Hospital
	Changsha, China
	Wei Wang
	4

	34
	Xiangya  Hospital  Central South University
	Changsha, China
	Yuxiang he
	1

	35
	The Second Affiliated Hospital of Nanchang University
	Nanchang, China
	Anwen Liu
	3

	36
	Shandong Cancer Hospital
	Jinan, China
	Limin Zhai
	1

	37
	The second affiliated Hospital of Dalian Medical University
	Dalian, China
	Xiuhua Sun
	1

	38
	Anhui Cancer Hospital
	Hefei, China
	Changlu Hu
	4

	39
	The First Affiliated Hospital of Guangdong Pharmaceutical University
	Guangzhou, China
	Xintian Qin 
	15

	40
	Yue Bei People's Hospital
	Shaoguan, China
	Suming Pan
	8

	41
	Haikou People's Hospital
	Haikou, China
	Juan Meng 
	2

	42
	Tongji Hospital, Tongji Medical College of HUST
	Wuhan, China
	Kunyu Yang 
	3

	43
	Guangdong second provincial general Hospital
	Guangzhou, China
	Changqing Cai
	0

	44
	Jiangsu Cancer Hospital
	Nanjing, China
	Xia He
	4
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	Previous chemotherapy drugs 
	n (%)

	Cisplatin
	130 (85.0)

	Gemcitabine
	115 (75.1)

	Nedaplatin
	106 (69.3)

	Docetaxel
	101 (66.0)

	Tegafur gimeracil oteracil
	62 (40.5)

	5-fluorouracil
	64 (41.8)

	Paclitaxel
	57 (37.3)

	Capecitabine
	48 (31.4)

	Paclitaxel liposome
	23 (15.0)

	Carboplatin
	22 (14.4)

	Lobaplatin
	21 (13.7)

	Nab-paclitaxel
	12 (7.8)

	Vinorelbine
	11 (7.2)

	Raltitrexed
	11 (7.2)

	Tegafur
	7 (4.60

	Oxaliplatin
	4 (2.6)

	Ifosfamide
	3 (2.0)

	Cyclophosphamide
	2 (1.3)

	Pirarubicin
	2 (1.3)

	Doxorubicin liposomal
	1 (0.7)


Abbreviation: ITT, intention-to-treat
 
 


Table. S3 Univariate and multivariate Cox analysis on PFS.
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	Univariate Analysis
	Multivariate Analysis

	
	P
	HR (95%CI)
	P
	HR (95%CI) 

	Age
	
	
	
	

	  <45
	
	1.00 (Reference)
	
	1.00 (Reference)

	 ≥45
	0.063
	0.72 (0.51 ~ 1.02)
	0.094
	0.73 (0.51 ~ 1.05)

	Gender
	
	
	
	

	  Male
	
	1.00 (Reference)
	
	1.00 (Reference)

	  Female
	0.590
	0.89 (0.58 ~ 1.36)
	0.776 
	     0.94 (0.59 ~ 1.48)

	ECOG score
	
	
	
	

	  0
	
	1.00 (Reference)
	
	1.00 (Reference)

	  1
	0.008
	1.60 (1.13 ~ 2.27)
	0.019
	1.58 (1.08 ~ 2.32)

	Bone metastasis
	
	
	
	

	  No
	
	1.00 (Reference)
	
	1.00 (Reference)

	  Yes
	0.030
	1.47 (1.04 ~ 2.08)
	0.760
	1.07 (0.68 ~ 1.69)

	Liver
	
	
	
	

	  No
	
	1.00 (Reference)
	
	1.00 (Reference)

	  Yes
	<.001
	1.97 (1.40 ~ 2.76)
	0.018
	1.67 (1.09 ~ 2.55)

	Lung
	
	
	
	

	  No
	
	1.00 (Reference)
	
	1.00 (Reference)

	  Yes
	0.585
	0.90 (0.63 ~ 1.30)
	0.752
	1.07 (0.70 ~ 1.65)

	Lymph
	
	
	
	

	  No
	
	1.00 (Reference)
	
	1.00 (Reference)

	  Yes
	0.549
	0.90 (0.65 ~ 1.26)
	0.319
	0.83 (0.57 ~ 1.20)

	Number of metastases
	
	
	
	

	  <3
	
	1.00 (Reference)
	
	1.00 (Reference)

	  ≥3
	<.001
	1.93 (1.37 ~ 2.72)
	0.069
	1.59 (0.96 ~ 2.61)

	T stage
	
	
	
	

	  T0-T2
	
	1.00 (Reference)
	
	1.00 (Reference)

	  T3-T4
	0.302
	0.81 (0.54 ~ 1.21)
	0.421
	0.84 (0.54 ~ 1.29)

	  Tx
	0.234
	0.78 (0.52 ~ 1.17)
	0.876
	0.95 (0.48 ~ 1.87)

	N stage
	
	
	
	

	  N0-N2
	
	1.00 (Reference)
	
	1.00 (Reference)

	  N3-N4
	0.796
	1.06 (0.67 ~ 1.70)
	0.672
	1.11 (0.68 ~ 1.83)

	  Nx
	0.788
	0.95 (0.64 ~ 1.40)
	0.689
	1.14 (0.60 ~ 2.19)

	HR: Hazard Ratio, CI: Confidence Interval
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	Variables
	Univariate Analysis      
	
	Multivariate Analysis

	
	 P    
	HR (95%CI)
	
	P
	HR (95%CI)

	Age
	
	
	
	
	

	  <45
	
	 1.00 (Reference)
	
	           
	1.00 (Reference)

	 ≥45
	0.524
	     0.88 (0.59 ~ 1.31)
	
	0.193
	0.76 (0.49 ~ 1.15)

	Gender
	
	
	
	
	

	  Male
	
	1.00 (Reference)
	
	
	1.00 (Reference)

	  Female
	0.463
	0.83 (0.50 ~ 1.38)
	
	0.899
	0.97 (0.57 ~ 1.65)

	ECOG score
	
	
	
	
	

	  0
	
	1.00 (Reference)
	
	
	1.00 (Reference)

	  1
	<.001
	2.78 (1.79 ~ 4.32)
	
	<.001
	2.86 (1.71 ~ 4.79)

	Bone metastasis
	
	
	
	
	

	  No
	
	1.00 (Reference)
	
	
	1.00 (Reference)

	  Yes
	0.175
	1.32 (0.88 ~ 1.97)
	
	0.815
	1.06 (0.65 ~ 1.74)

	Liver
	
	
	
	
	

	  No
	
	1.00 (Reference)
	
	
	1.00 (Reference)

	  Yes
	<.001
	2.57 (1.73 ~ 3.81)
	
	<.001
	2.52 (1.49 ~ 4.28)

	Lung
	
	
	
	
	

	  No
	
	1.00 (Reference)
	
	
	1.00 (Reference)

	  Yes
	0.056
	0.67 (0.45 ~ 1.01)
	
	0.966
	1.01 (0.60 ~ 1.69)

	Lymph
	
	
	
	
	

	  No
	
	1.00 (Reference)
	
	
	1.00 (Reference)

	  Yes
	0.131
	1.36 (0.91 ~ 2.04)
	
	0.215
	1.35 (0.84 ~ 2.15)

	Number of metastases
	
	
	
	
	

	  <3
	
	1.00 (Reference)
	
	
	1.00 (Reference)

	  ≥3
	0.002
	1.89 (1.27 ~ 2.80)
	
	0.221
	1.43 (0.81 ~ 2.54)

	T stage
	
	
	
	
	

	  T0-T2
	
	1.00 (Reference)
	
	
	1.00 (Reference)

	  T3-T4
	0.620
	1.12 (0.71 ~ 1.78)
	
	0.749
	1.08 (0.67 ~ 1.74)

	  Tx
	0.219
	0.74 (0.45 ~ 1.20)
	
	0.082
	1.91 (0.92 ~ 3.96)

	N stage
	
	
	
	
	

	  N0-N2
	
	1.00 (Reference)
	
	
	1.00 (Reference)

	  N3-N4
	0.401
	1.24 (0.75 ~ 2.06)
	
	0.586
	0.86 (0.49 ~ 1.49)

	  Nx
	0.064
	0.63 (0.39 ~ 1.03)
	
	0.150
	0.58 (0.28 ~ 1.22)

	[bookmark: _Hlk162801558]HR: Hazard Ratio, CI: Confidence Interval














Fig. S1 Subgroup analysis with Cox regression analysis of PFS.
_M means metastases. For example, Bone_M=Bone metastases.
[image: ]

Fig. S2 Subgroup analysis with Cox regression analysis of OS.
_M means metastases. For example, Bone_M=Bone metastases.

[image: ]
image1.png
‘Subgroup
Al people:

a5

B
TNM_N_Stage

No-2

N34

™

Number of Metastases
<

Non-Liver_ M Livor_ M

82

2
53

67
15

&% 83

7

23
r

HR(S5%CH)
199(1.42-279)

144082-252)

- 2440159-374)

198(1.36-287)

e 215(096-485)

168(094-298)
21.20-3.1)

14(079-2.46)
21.1-363)

- 303(161-571)

156(099-244)

——————®—339(1.39-827)
e 243125469

15109-251)
207(12-3.59)

152(087-266)
241(157-372)

135071-258)

———m———— 282(183-435)

———a————— 2270136-378)

1 2

3

4

185(1.18-29)

paaluo
<0001

021
<0001

<0001
006

008
<0001

025
o
<0001

005
001
001

o
001

o1
<0001

03
<0001

<0001
001

P for intoraction

0108

0047

o521

o6




image2.png
‘Subgroup Non-Liver_ M Liver_M HR(8S%C))  pavalue P for interaction

Al people ® 7 —— 1.99(1.42-279) <0001
20 033
<5 2 2 19700437 004
>ut5 5 @ ———— = 288173479 0
Gender 055
Maie 7 58 ———a———273176-420) 0
Female 15 13 e 104076-495) 0.7
£C0G_Score 0413
o o 19 e 185088393 011
1 @ 52 i 273168445 0
TNM_T_Stage i 0285
T0-2 2 e 2a712-421) 002
T34 2 2 e 200108-407) 003
™ 2 19 = 3690176779 0
TNMLN_Stage: H on
No-2 “ o . 2250135376 0
[ 13 13 2620102677 005
N 2 18 8303722 001
Number of Metastases H 042
61 2 1960117349 002
21 . 28114754 0
0015
% 1 — 141075-266) 028
s a7 413242-7.04) O
018
1 3 e 17083349 014
6 “ i ——e——s0i85401) 0
026
1 2 L ————m 27160632 0
a8 39 e 2310438 ©

1 2 3 4




