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[ Abstract] Background and purpose: Single-agent chemotherapy shows limited efficacy in second-line treatment for advanced
urothelial cancer patients, and significantly reduces the quality of life (QoL) of patients. Hence, ideal therapy that may prolong overall
survival and improve health-related QoL (HRQoL) of advanced urothelial cancer patients is essential. Tislelizumab, a programmed
death-1 (PD-1) monoclonal antibody, has been approved for the treatment of locally advanced or metastatic urothelial cancer in
China. Here, we investigated and analyzed HRQoL data of tislelizumab and single agent chemotherapy treatment as second line

systemic therapy in advanced urothelial cancer patients. Methods: The “Tumor Immunotherapy Progress and Practice Improvement
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Project” database was used to include previously treated advanced urothelial cancer patients receiving tislelizumab or single-

agent chemotherapy treatment. The pre-defined key HRQoL analysis was the mean change from baseline after 2 and 4 months of
treatment, and the time to deterioration (TTD) of overall health status/QoL score in EORTC QLQ-C30 scale. Results: Two hundred
and seven patients previously treated with platinum-based chemotherapy for advanced urothelial cancer were included in HRQoL
analyses (tislelizumab, n=102; single-agent chemotherapy, n=105). The results showed that mean change from baseline to month
2 in global health status/quality-of-life score was 4.69 with tislelizumab and -8.05 with chemotherapy (=-2.199, P=0.030). Mean
change from baseline to month 4 in global health status/quality-of-life score was 14.58 with tislelizumab and-8.97 with chemotherapy
(t=-3.538, P<0.001). TTD in global health status/quality-of-life score was better in tislelizumab group than in chemotherapy group
(y’=7.214, P=0.007). Conclusion: The results of this analysis suggest that tislelizumab improved HRQoL compared with single-
agent chemotherapy in second-line treatment for advanced urothelial cancer. The limitations of the analysis design include potential
bias due to few time points for QoL data collection and limited case included. Thus, it will be necessary to increase case number and

follow-up frequency in our future work to obtain more solid results.
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RSN IR AL TBGB-A317-20415%,
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to deterioration, TTD ) . H/NE X #E & ( minimum
important difference ) & X N 5L HH2E10
I3 QoLAEJE & LN ILL T3 22 A A 10
g5 o X T ARV ARAE FEARBL/ Qo LYY 43 S M) fig 5 el
%, QoL e SONEELIT M IR =105 QoL

WAL E SUH BT3B IR = 1043 o X TFAEIR
T, QoLMlEH & UKL IT4r PR =10
575 QoLBAbE UL/ IR =107 ¢
1.4 SritFabiE

{fi FKaplan-Meier 7 B HiREORTC QLQ-C30
SMAAEFRR DL QOLITAF I TTD,  FHH FH X EURk A
% (log-rank test ) XJZH[EEALRHAT LI, I
o B X AR BRI/ QoL T3y -3 AR fh (B 1
I, P<0.05hESAGIEE L,

2 % R

2.1 EORTC QLQ-C30ZXR5ERIER

ARWRATATILAN A T 207 (91 e 199 PR i - Rz 98 HR
H, Hrh026h — gz TR R AR RS AR
PR E (hAAEIR62.5% , BAET2H], &30
B, 1056 k452 — 2 b= 25 s 2hi6 )7 B s
(P4 62.0% , BT, Zhk26f]) , il
i B AN H 202043 H 6 H el 1A R ¢
i fe— e H 912820204F9 H 8 H

BRI ER BB BA 2y 4 ALY B2 4 HB B AR
ZRIFEORTC QLQ-C30+m K 5¢ RN 100% , A
724 A W58 30 69.6 % F156.2 % , iRYT
44 A I 52 R 9 51.09% F139.0% (1)

%1 EORTC QLQ-C30EBXRZEM X
Tab.1 Completion rate of EORTC QLQ-C30
[n(%)]

Tislelizumab treatment ~ Single-agent chemotherapy

Time point (n=102) (n=105)
Baseline 102 (100.0) 105 (100.0)
Month 2 71 (69.6) 59 (56.2)
Month 4 52 (51.0) 41 (39.0)

22 BEANHKBEMASUITEGHQOLIFEAST
#FTTD

FESLZRRT, B R R Al 51k yT A 4l
FIQoLPFAr AT, 435k (51.47 £16.43) 4%
1 (53.97+18.46) 4 (£2) . FEIRIF21TH
Jo T ER BT Qo L IE ) 5 i £k 3] SF- 44 78
64l F94.69 +27.30 (95% CI: 0~50) , fkyrea
2524 4-8.05 £36.91 (95% CI: -50~50) , #imR
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2R M LS 24725 A (E M 14.58 £ 29.97 (95% CI:
0~8.33) , LI HZh4H H-8.97 + 34.07 (95% CI.:
-41.67~50.00 ) , [FIFEFL7R B d I 2R 25 41 1

QoL TAL T A4, R AZIT¥E XL
(t=-3.538, P<0.001) . ARG FIRFCHEL il 9 4
() QoL -4 - Hy AR AL AEL s B AR AL I S s, 7R A
TR B 1) QoL -4 AR (b (B 1R YT I AE K
I TGS, AT B2 2 A T R B
#O(EL) .

F2 BHREENRIL/QOLITENTERT2MAN AERELN THENE
Tab.2 Change from baseline 2 months and 4 months after therapy in the EORTC QLQ-C30 global health status/QoL score

Baseline Two months after therapy
Group — - .
Case Score x £ § Case Score x + 5 Change from baseline P value
Tislelizumab 102 51.47+16.43 55.99 +31.63 4.69 £27.30 0.030
Single-agent chemotherapy 105 53.97 + 18.46 59 49.01 £39.94 -8.05£36.91
Four months after therapy
Group —
Case Score x £ § Change from baseline P value’
Tislelizumab 52 63.62 £32.92 14.58 £29.97 <0.001
Single-agent chemotherapy 41 46.75 +31.63 -8.94 +34.07
": Tislelizumab compared with single-agent chemotherapy
s 50 ~o— Tislelizumab 1.00
O 40 —e— | Single-agent chemotherapy 001 -+ Single-agent chemotherapy
L + Tislelizumab
< 20 X | -
;ﬁ i g 0.75
8 o g —
=
e 10 -2 0.501
& 20 3
8 -30 S
&40 g 0251
o k=
-50 5 =
Baseline Month 2 Month 4 3
B 1 AREAIEYSEORTC QLQ-CI0 MBI/ QoLITH ML : y
HEE&HTL Deterioration No. t/month
. . Tislelizumab 102 16 16
Fig. 1 Change in EORTC QLQ-C30 global health status/QoL Single-agent
chemotherapy 105 22 27

score from baseline 2 and 4 months after therapy
TR R Bk BT 4 AR FER DL/ Qo LT 43 7E
BITE S22 A R AGAL I B F S 1641, 4 H
5216101, AL R M 15.8% 5 AbI7 PAZY 1A £F52
AHR220, FEAA-H 02761, AR5 51421.0%
F125.7% . K K aplan-Meier [ 215 P 2H XAk R 477
QoL Aisf [] 45 s A7 T4 i, fub 7 35 75 ) B 2.
PUATTDHIZ FIRIF 2 AR, Sk gl
TTDIZ, & /R 8 5 FIER AP HTT DR AL TR 24
A T HE o [R] R SR FH G BSORIAGE 56 X6 5 o R B P
P AT 7 25 4 A FEAR DL/ Qo LY 43 Je i Ak
IHRIMZ TR, 22 ARG X (=7.214,
P=0.007) , FHIRFR BRSBTS A g R/
QoL TTDHL T ez (1512) o

2 EORTC QLQ-C30=%k A @R IR 5/QoL TTDHKaplan—
Meierp £
Fig. 2 Kaplan-Meier curve of time to deterioration in the EORTC
QLQ-C30 global health status/QoL score

TTD in EORTC QLQ-C30 global health status/QoL score was
estimated using the Kaplan-Meier method and compared by log-rank
test

2.3 &2 BRTERIEORTC QLQ-C30&4TiE i)
EH TN

FIRITE S A i R e R s, I
HEZG T 2Z2(EM R A b, KIS TIR)T
2 A J5 Wy Rl s — 20 by 7241 EORTC
QLQ-C30£5- 43k i PF43 AR fh#a
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RIXETT I, TR AR bt R TEIRIT 2 A e
MIPF o B A A T R R, 43 51h-5.32.
2.11. -6.34, -4.69. -7.04. -3.29, -4.23. -3.76
F1-3.29, AR, A, T
HZG BETEIRIT 20 A R T 3 3 4 AR AL 3
FET ETE, 43 0°h8.10. 4.24, 12.43., 16.95,
11.86. 10.17, 4.52. 5.65F19.04, #E/nRIEIRAE
%, AL (E3B) .

u Tislelizumab
¥ Single-agent chemotherapy

Emotional Cognitive Social
functioning functioning functioning
u Tislelizumab
¥ Single-agent chemotherapy
- \ =H= . ‘( ‘ % % == .

Appetite  Constipation ~ Diarrhea Financial
loss difficulties

3 EZ&ZFigT2/ AREORTC QLQ-C30iES FH T E
Fig.3 Change from baseline 2 months after therapy in the individual EORTC QLQ-C30 domains

A: Global health status/QoL score and functional domains; B: Symptom domains

2.4 5772/ ARBEORTC QLQ-C30& 4T
NEEREN., BENIFHNEELLG]

SR IR/ Qo LY/ BdlE: W, B TR A
BRI B IR 2 H R B AR s AR UE I AR
H BRI R B (M35 35.2% vs
25.4%, FasE: 42.3% vs 37.3% ) , KRAEALH)

S EL BN AT PR (22.5% vs 37.3%,
Kl4A)

TEDIRESII, RUAKIRTIRE . MAETIRE .
e, INEThAE . M UhRE T, B A
R P4l B R Y R 3 K T AT
PG, 4RI N40.8% vs 15.3% . 50.7%
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vs 20.3% . 40.8% vs 16.9% . 45.1% vs 16.9% .

46.5% vs 23.7%; 7 Bk BT b & A A
BF LI T AT B2 2, 3 16.9% vs
39.0%. 23.9% vs 42.4% . 15.5% vs 22.0%. 16.9%
vs 30.5%. 31.0% vs 39.0%., TEREMRSIE, B
&, BOSmek o BE . AR RIR. gk
P fERE . HEVS . LUFIRME T, BT R ER R
PUAL) B v K A s I R E R TR
MR, A IN52.1% vs 28.8% . 16.9% vs

Patients percentage/%
3

Global health
status/QoL

Physical Role
functioning functioning

Patients percentage/%

Nausea Pain
and
vomiting

Fatigue Dyspnea

functioning

Insomnia

8.5% . 45.1% vs 25.4% . 36.6% vs 11.9% . 33.8%
vs 8.5% . 35.2% vs 18.6% . 29.6% vs 18.6% .
19.7% vs 6.8% . 32.4% vs 20.3%; 5 EEH
U AT B2l 21 vh R A A Y B LB 3l
$4929.6% vs 35.6% . 14.1% vs 10.2% . 28.2% vs
33.9%. 21.1% vs 28.8% . 22.5% vs 25.4%. 23.9%
vs 28.8% . 15.5% vs 13.6% . 11.3% vs 11.9%J%
19.7% vs 27.1% (El4B) . iR%5H 52.3 EORTC
QLQ-C3045- 4TI iy PF4r s b 2 S — 3

M Improved

100
A LA I LRI E
70 m Deterioration
40
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< L]
: m
0 = ] ]
T C T C T C T C T C T C
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W Improved

100

90 .- . lIl ..--. Stable
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a1 11

e = HE -
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4 EZZEiRfr2A AREORTC QLQ-CI0EN X EME. BERBNHBELLE]
Fig. 4 Proportion of patients with improved, stable and deteriorated EORTC QLQ-C30 scores 2 months after therapy

A: Global health status/QoL score and functional domains; B: Symptom domains; T: Tislelizumab; C: Single-agent chemotherapy
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5 KEYNOTE-0458F 58 488 16 I7 vs LI i 52 45
R —F s . FEKEYNOTE-045fF5¢ 1,
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[, 3E—20 5308 R Bk AP TIR YT 4L F Ak
J7 ER 20 21 R 2 R A S AR B IR L/ Qo LI 4 & A
e WAL RIRRE R L A VAR R
/QoLH, B MERAPHBERIT2 T HIE KA
MO RS IR LU R T T B2 i s (K
1 35.2% vs 25.4%, FaxE: 42.3% vs 37.3% )
AR B LN N TS B (22.5%
vs 37.3% ) , 45 5KEYNOTE-04587% 521108
5T AL RS E AR, IR IRTT
ATEETH PR I L B 9o £ ) A R A DG AR 1 o i

I BGB-A317-2040F 58 45 R s, %
FIBR BAPT —Z30 97 W W PR I 1 Bz g8 28 3 1 Hh o7
OSH9.81M 1, ZWMZH#S (objective response
rate, ORR) H24.8% ', &BEE —2ifbyy i
ZOSHMORREHIMT 1) o I AWML
HIRWEL RN /EEORTC QLQ-C30) Ll RE 4Tk K siE
PRI F 53 T T B TR R BR PR T AL BB A 3R A
#o, NILLFNAIT R B2 A, BEAERAhA
BB AR R SIRI A BT AR L, ALY T B2 R
HUETNOBI A2 (E3) o XPMERES
KEYNOTE-0451F 58 45 A 1L, Bk —3k,
PR RBEE I R HERS . 232 PD-140IRIR YT 1Y &
HHRQoLIGF BN ARl iy, M2 byr &
HRQoLA i TR,

AU 3 B R B R B 3B, AAAE
K A JhE e ) RO SR G S BRI RIMEAR 5, PRt
SRy BR P AL B AN R T«

(1) Mt PR I - B i F A R LR L INECOG

PSIRRRARBLIT AT . He RGBS 5 B Hk

(2) WHEQoLE KMBFH Y S, &
Mras Rl e FAEmMA: RRETF S % T
KEYNOTE-045#F5E QoL Hrixtit, RIWLEE &
HPDHIAIQoL, AFEBHIEE (progressive
disease, PD) J5 . f&1RiAYT )G B0 T A TH 1Y
QoL HJE7E F St Gt vl A2 A e i A RE Il 5%
FIEUAHZ I, JHEEH R E RISk A
BT REPEAN 45 R, R R R e . Sk
B AE R R R, DAL okl e LAV At ) OB S B & 4 PD
1R B, AURE R ML R4k ZQoL £ )5,
A2/ BERIRITIFAS TR E2DHM
(5¢) 4 HMQoLE R . X SEAR I 7 B 7
e R R —.

(3) 3 F AL REF WL sk D R R,
VIAERRFIRT 58T A OGS R S . AR
P Hr 2% T KEYNOTE-045HF5% i QoL Hr
#it, 7EKEYNOTE-0458F55, £
7% AR AITRUR & 2%, QoL MR R R A5
HAr. QoLrHrali AR N7 RUr 42 41 i b s 4L
i S Fppembrolizumab FH T W 10T i i 1 Kz g £8 5
MINRYT

HAr & & A Bkt BT — g | 1T
5% (BGB-A317-204 ) At FPD-L1 &K A
) B A 2 2 WA I 2 D iy g 0 G ) 8 2 A% 12 R
B% F R REIATT . BGB-A317-2040F57 45 %1,
FE 3232 8 B R R B PTIA YT 14 10 L) AT 314 %) i 1
PR bR R R, ORRM24.8%, Bl
( disease control rate, DCR ) 438.6%, H{70S
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