Table S1 UGT1A1 variants and allele type, all patients
	Subject No.
	UGT1A1 deficient allele 
	UGT1A1 gene variant report 
	Identified variants
	UGT1A1 allele

	1
	0 
	Not detected
	
	*1/*1

	2*
	0
	Not detected
	
	*1/*1

	3
	1
	Detected
	c, -3279T>G, 
c, -3156G>A, (VUS)
-41_-40dupA
	*1/*28

	4
	1
	Detected
	c, -3279T>G, 
c, -64G>C, (VUS)
c, 211G>A
	*1/*6

	5*
	0
	Detected
	c, -3279T>G
	*1/*1

	6
	0
	Not detected
	
	*1/*1

	7*
	1
	Detected
	c, -3279T>G, 
c, -3156G>A, (VUS)
-41_-40dupTA
	*1/*28

	8
	0
	Not detected
	
	*1/*1

	9
	0
	Not detected
	
	*1/*1

	10
	0
	Not detected
	
	*1/*1

	11
	0
	Not detected
	
	*1/*1

	12
	1
	Detected
	c, 211G>A
	*1/*6

	13*
	2
	Detected
	c, -3279T>G, 
c, -3156G>A, (VUS)
-41_-40dupTA
c, 211G>A
c, 335C>G (VUS)
	*6/*28

	14
	1
	Detected
	c, 211G>A
c, 783G>A
	*1/*6


	15
	1
	Detected
	c, -3279T>G
c, 211G>A
	*1/*6


	16*
	2
	Detected
	c, -3279T>G, 
c, -3156G>A, (VUS)
-41_-40dupTA
c, 211G>A
	*6/*28

	17*
	1
	Detected
	c, -3279T>G, 
c, 211G>A
	*1/*6


	18
	0
	Detected
	c, -3279T>G
	*1/*1

	19
	1
	Detected
	c, 211G>A
c,996+15T>C (VUS)
	*1/*6


	20
	0
	Detected
	c, -3279T>G
	*1/*1

	21
	1
	Detected
	c, -3279T>G, 
c, -3156G>A, (VUS)
-41_-40dupTA
c,996+15T>C (VUS)
	*1/*28


	22
	1
	Detected
	c, -3279T>G, 
c, -3156G>A, (VUS)
-41_-40dupTA
c,996+15T>C (VUS)
	*1/*28


	23
	0
	Detected
	c, -3279T>G, 
c, -3177C>G, (VUS)
c, -3175A>G (VUS)
c, -64G>C
	*1/*1

	24
	0
	Not detected
	c, -3345delC (VUS)
	*1/*1

	25*
	0
	Not detected
	
	*1/*1

	26
	1
	Detected
	c, -3279T>G,
c, -3156G>A (VUS) 
c, -3177C>G, (VUS)
c, -3175A>G (VUS)
c, -64G>C
-41_-40dupTA
	*1/*28


	27
	0
	Detected
	c, -3279T>G,
	*1/*1

	28
	1
	Detected
	c, -3279T>G,
c, 211G>A
	*1/*6


	29
	0
	Not detected
	c, 996+15T>C (VUS)
	*1/*1

	30
	0
	Not detected
	
	*1/*1

	31
	0
	Detected
	c, -3279T>G,
c, -3345delC (VUS)
c, 64G>C
	*1/*1

	32
	1
	Detected
	c, 211G>A
	*1/*6

	33
	0
	Detected
	c, -3279T>G,
c, 996+15T>C (VUS)
	*1/*1

	34
	0
	Not detected
	
	*1/*1

	35
	0
	Not detected
	c, -3345delC (VUS)
	*1/*1

	36*
	1
	Detected
	c, -3279T>G,
c, -3156G>A (VUS) 
-41_-40dupTA
	*1/*28


	37*
	2
	Detected
	c, -3279T>G,
c, -3156G>A (VUS) 
-41_-40duaTA
c, 211G>A
	*6/*28

	38
	1
	Detected
	c, -3279T>G,
c, -3156G>A (VUS) 
-41_-40dupTA
c, 686C>A
	*1/*28

	39
	0
	Detected
	c, -3279T>G
	*1/*1

	40
	1
	Detected
	c, -3279T>G,
c, -3156G>A (VUS) 
-41_-40dupTA
	*1/*28

	41
	1
	Detected
	c, 211G>A
c, 996+15T>C (VUS)
	*1/*6



*: Screening-failed patients
















Table S2 Subgroup analyses for factors predicting PFS
	Factor
	Univariate analysis
	Multivariate analysis

	
	HR (95% CI)
	p value
	HR (95% CI)
	p value

	Sex
	
	
	
	

	
	Male
	1
	
	
	

	
	Female
	0.852 (0.410-1.768)
	0.667
	
	

	Age
	
	
	
	

	
	<60
	1
	
	
	

	
	≥60
	0.747 (0.369-1.515)
	0.419
	
	

	ECOG PS
	
	
	
	

	
	0
	1
	
	
	

	
	1
	1.409 (0.571-3.478)
	0.457
	
	

	Location of primary tumor 
	
	
	
	

	
	Non-rectum
	1
	
	
	

	
	Rectum
	0.831 (0.412-1.679)
	0.606
	
	

	KRAS 
	
	
	
	

	
	Wild type
	1
	
	
	

	
	Mutant
	0.649 (0.314-1.340)
	0.243
	
	

	UGT1A1 deficient allele
	
	
	
	

	
	0
	1
	
	
	

	
	1
	1.579 (0.768-3.245)
	0.214
	
	

	Metastatic site, lung
	
	
	
	

	
	No
	1
	
	
	

	
	Yes
	0.974 (0.417-2.277)
	0.952
	
	

	Metastatic site, liver
	
	
	
	

	
	No
	1
	
	
	

	
	Yes
	1.215 (0.571-2.587)
	0.613
	
	

	Metastatic site, peritoneum
	
	
	
	

	
	No
	1
	
	
	

	
	Yes
	0.948 (0.380-2.363)
	0.909
	
	

	Number of metastatic sites
	
	
	
	

	
	<3
	1
	
	
	

	
	≥3
	0.764 (0.308-1.895)
	0.561
	
	

	Irinotecan free interval 
	
	
	
	

	
	<12months
	1
	
	
	

	
	≥12 months
	0.625 (0.308-1.269)
	0.194
	
	


PFS, progression-free survival; HR, hazard ratio; ECOG PS, Eastern Cooperative Oncology Group Performance Status; KRAS Kirsten rat sarcoma
Table S3 Subgroup analyses for factors predicting OS
	Factor
	Univariate analysis
	Multivariate analysis

	
	HR (95% CI)
	p value
	HR (95% CI)
	p value

	Sex
	
	
	
	

	
	Male
	1
	
	
	

	
	Female
	0.843 (0.397-1.789)
	0.656
	
	

	Age
	
	
	
	

	
	<60
	1
	
	
	

	
	≥60
	0.721 (0.351-1.482)
	0.373
	
	

	ECOG PS
	
	
	
	

	
	0
	1
	
	
	

	
	1
	2.699 (0.910-8.002)
	0.073
	
	

	Location of primary tumor 
	
	
	
	

	
	Non-rectum
	1
	
	
	

	
	Rectum
	1.140 (0.551-2.358)
	0.723
	
	

	KRAS 
	
	
	
	

	
	Wild type
	1
	
	
	

	
	Mutant
	1.420 (0.674-2.990)
	0.356
	
	

	UGT1A1 deficient allele
	
	
	
	

	
	0
	1
	
	
	

	
	1
	1.211 (0.572-2.562)
	0.617
	
	

	Metastatic site, lung
	
	
	
	

	
	No
	1
	
	
	

	
	Yes
	1.448 (0.582-3.630)
	0.426
	
	

	Metastatic site, liver
	
	
	
	

	
	No
	1
	
	
	

	
	Yes
	1.429 (0.627-3.256)
	0.396
	
	

	Metastatic site, peritoneum
	
	
	
	

	
	No
	1
	
	
	

	
	Yes
	1.470 (0.593-3.647)
	0.406
	
	

	Number of metastatic sites
	
	
	
	

	
	<3
	1
	
	
	

	
	≥3
	1.162 (0.466-2.901)
	0.747
	
	

	Irinotecan free interval 
	
	
	
	

	
	<12months
	1
	
	
	

	
	≥12 months
	0.776 (0.375-1.605)
	0.494
	
	


PFS, progression-free survival; HR, hazard ratio; ECOG PS, Eastern Cooperative Oncology Group Performance Status; KRAS Kirsten rat sarcoma
Table S4 Subgroup analyses for factors predicting response rate
	Factor
	Univariate analysis
	Multivariate analysis

	
	HR (95% CI)
	p value
	HR (95% CI)
	p value

	Sex
	
	
	
	

	
	Male
	1
	
	
	

	
	Female
	0.364 (0.036-3.707)
	0.396
	
	

	Age
	
	
	
	

	
	<60
	1
	
	
	

	
	≥60
	3.714 (0.366-37.708)
	0.267
	
	

	ECOG PS
	
	
	
	

	
	0
	1
	
	
	

	
	1
	0.261 (0.033-2.089)
	0.206
	
	

	Location of primary tumor 
	
	
	
	

	
	Non-rectum
	1
	
	
	

	
	Rectum
	4.308 (0.424-43.733)
	0.217
	
	

	KRAS 
	
	
	
	

	
	Wild type
	1
	
	
	

	
	Mutant
	1.393 (0.200-9.711)
	0.738
	
	

	UGT1A1 deficient allele
	
	
	
	

	
	0
	1
	
	
	

	
	1
	0.269 (0.027-2.733)
	0.267
	
	

	Metastatic site, lung
	
	
	
	

	
	No
	1
	
	
	

	
	Yes
	403868717.2
	0.999
	
	

	Metastatic site, liver
	
	
	
	

	
	No
	1
	
	
	

	
	Yes
	2.000 (0.194-20.614)
	0.560
	
	

	Metastatic site, peritoneum
	
	
	
	

	
	No
	1
	
	
	

	
	Yes
	1.100 (0.100-12.087)
	0.938
	
	

	Number of metastatic sites
	
	
	
	

	
	<3
	1
	
	
	

	
	≥3
	3.833 (0.479-30.700)
	0.206
	
	

	Irinotecan free interval 
	
	
	
	

	
	<12months
	1
	
	
	

	
	≥12 months
	0.776 (0.375-1.605)
	0.494
	
	


PFS, progression-free survival; HR, hazard ratio; ECOG PS, Eastern Cooperative Oncology Group Performance Status; KRAS Kirsten rat sarcoma
Fig. S1 Overall survival by UGT21A1 allele type 
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Figure S2. Progression-free survival by UGT21A1 allele type
[image: ]
image1.png
[SELLEN % | = I EE OO0 L e Dot 5 o e S =7 -
S EoE = DA‘\L"\Lﬁ>@' oy e o ﬁ BRI MUNIME R S | - S |otuciaa stutiase ZHLECE Jiuictass FRLFC| JRLICIA LG FHiCtas FHiTias Tl THACHAs TLITAs THITAsE THUTHAAL f uw‘n
MEE}O‘E"E?E' A A A S wey- A v . %t e~ () - BB [P B cnmy 72w x |D-X-2-BO| ===E .58 |opAag As A2 A= $A 9w PE PE PWUZT F2WAE g TWAE AWEE YWEE |5 g,ﬁ
EECIIY 30l 2= 53 ELE] By ~ EECIIY 2= 5 o 5 2tg 5 BY ~
: =
100
P UGT1A1 allele
80 —
— -6 ] L
— 1128 Figure $1. Overall survival by UGT27A1 allele type «
K]
E 60 !
3 =
[
g 40
>
o]
20
0
0 10 20 30 40 50
Time, months
:
s
017]0] Z2}0|E =E9| LIZ-2 ZHSHUAIR.
23H0C23 [ =20 Lzaoces Wy (B 35 B T - 1 + 108% F3
=it xe - = 2 =3 = 1943
g omzie. @ H O 9) € Messenger B=rzuon. [Flzz=a.  [Flrguesr. [ swpleme. @Hoszmo.. Qmaber-. [HAgei2. A & w) Q7 20250617 | 77mom remhEe (2 m=0r ] B - ] + 150%





image2.png
= 17t EE\ OO Jn il

¢ o I 5 e = . oaLLed - U 2,71 -
T gma. A Sl (W d G4 E SF b am-
3 ECNE EEl et &P =E
:
100
UGT1A1 allele
2
80 —_— 111
= — *1/"6
2 — 1728
g
a 50
-]
; &
s
5
[
2
=)
g
o
0
0 2 4 6 8 10 12

Time, months

of7]0] £2}0|E =E°| LigS AABHAAIL

Zfojc L

esoMoo.  Duweestz3. ([D3zas.  [sszun. [anen Hrguest suppleme.. @ oszm ol [ Table 1 - NECRDE =R

o L7l -
25 Iotscaat sttctaat JHLPCE stuctaat ZHLFE| JPUICIA Zictas siictas oictas FACHAl ZHActas TR JHECHAM ZHECHAAL e
BE 28 oig = = = ™ st BT nxE 2 BE o mAE og 7 2 ot EE T EE iR
e - .5% _|.73ue ms1 %2 As SH wmIE 2T ZRPT RSEAE U8 2mUS UEET BB o ..
~ 5 2= 5 o= 5 2er 5 BY ~
&
Figure $1. Overall survival by UGT27A1 allele type «
10,
®
,E @
E “
! [—
o
o 0 EJ © w0 E)
Time, months
P
P
- Figure S2. Progression-free survival by UGT27A7 allele type «
12 ity (ctr -

+ 108% E3

VTHOX oS EO R FO|@F) ] B - 'l + 150%




