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Clinical trial of trifluridine - tipiracil hydrochloride combination therapyin patients
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Abstract; Objective
trifluridine — tipiracil hydrochloride tablets combined with tislelizumab

To observe the clinical efficacy and safety of

injection and fruquintinib capsules in advanced colorectal cancer patients
Methods  Advanced

colorectal cancer patients who had progression after second — line

after progression in second - line treatment.

treatment were divided into the control group and the treatment group

according to the treatment methods. The control group received
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tislelizumab injection 200 mg combined with fruquintinib capsules 5 mg, and the treatment group received
25 mg + m” trifluridine — tipiracil hydrochloride tablets combined with tislelizumab injection and fruquintinib
capsules. A 21 — day period was considered as one cycle, and both groups were treated continuously for 3 cycles.
Clinical efficacy, tumor marker levels, angiogenesis factor levels, safety evaluation and survival were compared
between the two groups. Results This study enrolled 86 patients in total. The control group consisted of 45
patients , while the treatment group had 41 patients. After treatment, the disease control rates of the control group and
the treatment group were 48. 89% (22 cases/45 cases) and 73. 17% (30 cases/41 cases) , respectively; the levels
of carbohydrate antigen 125 were (51.97 £6.49) and (48.17 £4.55) U - mL"~
cytokeratin 19 fragment antigen 21 — 1 were (24.41 £4.54) and (21.53 £3.56) pg - L~'
levels of carcinoembryonic antigen were (30.84 +6.42) and (27.76 +4.44) ng + mL™", respectively; the levels
of vascular endothelial growth factor ( VEGF) were (97.82 +16.74) and (90.29 + 16.74) pg-mL™',
respectively; the levels of angiopoietin ( Ang) — 1 were (11 829.14 £1 367.27) and (12 612.20 =1 889.47)
pg - mL~", respectively; the levels of Ang — 2 were (486.90 +113.66) and (430.59 +76.93) pg - mL™',
respectively ; the levels of interleukin (IL) —8 were (10.54 £2.39) and (9.05 +1.85) pg - mL™", respectively;

', respectively; the levels of

, respectively; the

and the median progression free survival periods were 11 and 16 months, respectively. The above indicators of the
treatment group were statistically significant different compared with the control group (all P <0.05). The main
adverse drug reactions in the treatment group and the control group were nausea and vomiting, leukopenia,
anemia, thrombocytopenia, hematochezia, elevated alanine aminotransferase, hand - foot syndrome,
hypothyroidism, oral mucositis, hypertension and proteinuria. There was no statistically significant difference
in the incidence of adverse drug reactions between the treatment group and the control group ( P >0.05).
Conclusion Trifluridine — tipiracil hydrochloride tablets combined with tislelizumab injection and fruquintinib
capsules can significantly improve the clinical efficacy in patients with advanced colorectal cancer who
progressed after second — line treatment, prolong progression — free survival, reduce angiogenesis factor levels,
and have a certain degree of safety.

Key words: trifluridine — tipiracil hydrochloride tablets; tislelizumab injection; fruquintinib capsule; advanced

colorectal cancer; efficacy
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Table 4 Clinical efficacy evaluation of the two groups(n, % )

Ttem Control (n =45) Treatment(n =41)
CR 0(0) 2(4.88)

PR 6(13.33) 8(19.51)

SD 16(35.56) 20(48.78)

PD 23(51.11) 11(26.83)
ORR 6(13.33) 10(24.39)
DCR 22(48.89) 30(73.17) *

DCR: Disease control rate; CR: Complete response; SD: Stable disease;
ORR: Objective response rate; PD: Progressive disease; PR: Partial re-

sponse; Compared with the control group, * P <0. 05.

R1 2 HBHE BRI L

Table 1 Comparison of baseline data between the two groups

#ZR1
Ttem Control(n =45) Treatment(n =41)
Female 14(31.11) 16(39.02)
Age(years,x £5) 59.62 6. 89 57.73 £8.96
BMI(kg + m~2,x +5) 22.04 1. 88 22.00 =1.74
ECOG Score(n, % )
0 point 21(46.67) 19(46. 34)
1 point 24(53.33) 22(53.66)
Lesion Diameter(n, % )
=5.0 cm 29(64.44) 24(58.54)
<5.0 ecm 16(35.56) 17(41.46)
Differentiation Grade(n, % )
Well/Moderately differentiated 34(75.56) 24(58.54)
Poorly differentiated 11(24.44) 17(41.46)
MSI Status(n, % )
MSS 27(60.00) 29(70.73)
MSI - H 0(0.00) 0(0.00)
Unknown 18(40.00) 12(29.27)
Metastatic Sites(n, % )
Lymph node 21(46.67) 22(53.66)
Lung 11(24.44) 8(19.51)
Liver 22(48.89) 16(39.02)
Other 3(66.67) 5(12.20)
Actual dosage distribution of
fruquintinib(n, %)
3 mg - time ™! 8(17.78) 7(17.07)
4 mg + time ™! 9(20.00) 8(19.51)
5 mg - time ~' 28(62.22) 26(63.41)

Item Control(n =45) Treatment(n =41)
Gender(n, %)
Male 31(68.89) 25(60.98)

R2 2HBHEMEREWAT M (2 +5)

BMI:
MSI:

Body mass index; ECOG: Eastern Cooperative Oncology Group;
Microsatellite instability; MSS: Microsatellite stable; MSI - H.
Microsatellite instability — high; Control group: Received tislelizumab
combined with fruquintinib; Treatment group: Received trifluridine —

tipiracil hydrochloride combined with tislelizumab and fruquintinib.

Table 2 Comparison of tumor marker levels between the two groups (x £s)

Control (n =45)

Treatment(n =41)

ltem
Before treatment

After treatment

Before treatment After treatment

CAI25(U - mL™!) 93.25 +11.75 51.97 6. 49" 91.28 +8. 81 48. 17 4. 55H# =
CYFRA21 -1 (pg- L") 45.26 +7.55 24,41 £4, 54%## 45.89 +4.49 21.53 £3. 56" =
CEA(ng - mL~") 57.22 +9.31 30. 84 6. 424 59.42 £6.97 27.76 +4. 444+

CA: Carbohydrate antigen; CYFRA21 -1 Cytokeratinl9 fragment antigen 21 —1; CEA: Carcinoembryonic antigen; Compared with control group at the same

time, P <0.05, ** P<0.01; Compared with before treatment in the same group,

£3 2 HBEIMAEARE TR (pg - mL™" x +s)

Table 3 Comparison of angiogenesis factor levels between the two groups (pg *

##p <0.001.

mL™" xxs)

Control (n =45)

Treatment(n =41)

frem Before treatment After treatment Before treatment After treatment
VEGF 296. 65 +56. 56 97.82 £16. 74*# 296.24 +57.28 90.29 = 16. 74%##*
Ang -1 3 295.55 +569. 72 11 829. 14 +1 367. 27** 3 381.25 +564.96 12 612.20 1 889. 47##*
Ang -2 1 994.55 +399. 81 486.90 +113. 66" 1 970. 16 +389. 26 430. 59 +£76. 93+ *
IL-8 21.62 +£3.55 10. 54 £2. 39 20.70 +4.07 9.05 1, 85%#* *

VEGF: Vascular endothelial growth factor; Ang: Angiopoietin; IL; Interleukin; Compared with control group at the same time, * P <0.05, ** P <0.01,

*** P <0.001; Compared with before treatment in the same group, *#P <0. 001.
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Table 5 Comparison of incidences of drug adverse reactions between two groups (n, % )

Control(n =45)

Treatment(n =41)

Item Total incidence Total incidence
Grade 1 Grade 2 Grade 3 . 1 grade 2 grade 3 grade .

Nausea and vomiting 7(15.56) 5(11.11) 0(0.00) 12(26.67) 8(19.51) 6(14.63) 0(0.00) 14(34.15)
Leukopenia S5(11.11) 3(6.67) 2(4.44) 10(22.22) 6(14.63) 4(9.76) 3(7.32) 13(31.71)
Anemia 8(17.78) 5(11.11)  1(2.22) 14(31.11) 8(19.51) 4(9.76)  2(4.88) 14(34.15)
Thrombocytopenia 5(11.11)  3(6.67)  0(0.00)  8(17.78)  4(9.76) 1(2.44) 1(2.44)  6(14.63)
Hematochezia 3(6.67)  2(4.44)  0(0.00) 5(11.11)  4(9.76)  2(4.88)  0(0.00) 6(14.63)
Elevation of alanine aminotransferase 8(17.78) 5(11.11)  2(4.44) 15(33.33) 6(14.63) 3(7.32)  1(2.44) 10(24.39)
Hand - foot syndrome 3(6.67) 2(4.44) 0(0.00) S(11.11)  6(14.63) 2(4.88) 1(2.44) 9(21.95)
Hypothyroidism 4(8.89) 2(4.44) 0(0.00) 6(13.33) 5(12.20) 2(4.88) 0(0.00) 7(17.07)
Oral mucosal inflammation 3(6.67) 3(6.67) 0(0.00) 6(13.33) 6(14.63) 4(9.76) 0(0.00) 10(24.39)
Hypertension 5(11.11)  3(6.67)  2(4.44) 10(22.22) 6(14.63) 1(2.44) 1(2.44)  8(19.51)
Proteinuria 4(8.89) 1(2.22) 1(2.22) 6(13.33) 5(12.20) 2(4.88) 1(2.44) 8(19.51)

o] - Gt groap T, mMEk e JE —Fhiin VEGF 24k 1 ~3 %

T, 3R, AWHATLELRS MR SRBREY

& e HE L R 38 I 8 GACERIE H CD8 ™ T 9 L 41 i 7 A £ 32
7. IE F 444 5 G PR A A RV T O T R AR R

WSO HORIRES 720 . A0, B DR 4 ks o

£ o4 B IR JEVRTT MEVA T R ML HA R A (1) ORR

g . DCR \PFS FLEAEAHW 1N 9. 4% \75% 6.5 A F

13.5 A O FEARIE £ AR AT I RS 4 B 9

0 A IR R LR E R A DL ER BT T 1 T L

T T T T T
0 5 10 15 20

Progression-Free Survival/months

1 2 HBF I ALk
Figure 1

Progression — free survival curves for the two groups
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