Abstract 4046 TST001 in Combination with Capecitabine and Oxaliplatin (CAPOX) as a First-Line Treatment of Advanced G/GEJ Cancer-
updated data of Cohort C from a Phase I/lla, Multi-center Study (TranStar102/TST001-1002) Tr/+r?Star102

Authors: Lin Shen?, Dan Liul, Ning Li%, Weijian Guo?, Tianshu Liu?, Hongli Li?, Jiayi Li%, Yuxian Bai?, Yanhong Deng?, Zhixiang Zhuang?, Meili Sun?, Qingxia Fan?, Fuyou Zhao?, Liang Han?, Zhenzhong Xia3, "

Jianming Wang3, Chuan Qj3, Li Xu?, Xueming Qian3, Caroline Germa3
1. Peking University Cancer Hospital. 2. Investigators. 3. Transcenta Therapeutics Inc.

'@' BACKG ROUND Table 1. Demographic and Baseline Characteristics 0 . . .
- *Out of 34 responders from all dose groups in Cohort C, 14 had progression disease
Adding an anti-claudin18.2(CLDN18.2) antibody to a chemotherapy is a clinically validated 1 mg/kg 3 mg/kg 6 mg/kg 8 mg/kg Overall P . . 5 p brog
(N=3) (N=3) (N=52)* (N=6) (N=64) or death and the estimated median duration of response was 9.9 months.

approach for patients with high CLDN18.2 expressing gastric tumors. Median o6 51 o o 63 o6
° TSTOO1l is a potential best-in-class antibody with hlgher CLDN18.2 blndlng affinity and lower Age Min, Max 54, 58 32, 65 21, 76 44, 75 21, 76 Figure 4.Duration of Response — Cohort C

fucose, resulting in enhanced antibody-dependent cellular cytotoxicity (ADCC) activity. S o Male 2(66.7) 1(33.3) 33(63.5) 6(100) 42(65.6) Kaplan-Meier Plot of Duration of Response

. : N 2 1) () Female 1(33.3) 2(66.7) 19(36.5) 0 22(34.4) Full Analysis Set - Cohort C

* Pre-clinical studies showed that TSTOO1 has stronger tumor growth inhibition effect than _ ,

. . ECOG PS n(%) 0 0 O 9(173) 2(333) 11(172) |E&n5ured O ¢0h0ﬂ¢| SUbJECtE E-.urent Censnred MEd]En (95% Gl‘j
the IMAB362-analog at the same dose, regardless of CLDN18.2 expression levels, which ’ 1 3(100) 3(100) 43(82.7) 4(66.7) 53(82.8) 34 14 20 9.9 (5.5, NE)
may lead to anti-tumor activity even in low to median CLDN18.2-expressing gastric cancer CLDN18.2 expression Positive 0 0 41%(78.8) 1(16.7) 42(65.6) _ 100 -

(Figure 1) Not Done 3 3 11(21.2) 5(83.3) 22(34.4) S
S - : : - : : .02 2(66.7) 2(66.7) 33(63.5) 5(83.3) 42(65.6) 3 80 -
. Flgur 1. In Vivo Ant|-Tuor Activity of TST001 on G Xenograft Models with CLD18.2 Epressmn No. of Metastasis sites >3 1(33.3) 1(33.3) 19(36.5) 1(16.7) 22(34.4) §
Efficacy of TSTO01 in MKN45-CLDN18.2-Hi Xenograft Tumor Model Efficacy of TST001 plus chemotherapy in gastric cancer PDX Tumor Model _ _ Peritoneum 0 1(33.3) 24(46.2) 1(16.7) 26(40.6) n 50 - &-&
1500+ 2000 | _ Sites of Metastasis : o
— -o- Model Group — -e— isotype control+vehicle 10mg/kg Hepatic 0 1(33.3) 11(21.2) 3(50.0) 15(23.4) c
£ -=- Isotype Control 10mpk E 1500+ - ;STSSFLO:E/:; ; Pulmonary 1(33.3) 1(33.3) 9(17.3) 1(16.7) 12(18.8) 2 40
Tg’ 1000 ~+ TST001 1mpk 2 - T;:00'1+(Oxa+5_:3) f0+(5+60)mg,kg *: Including 3 patients without CLDN18.2 testing in dose escalation , 8 patients without CLDN18.2 testing out of 49 patients in dose expansion _E
2 ~*- TST001 3mpk § 10001 o Table 2. TEAEs b srade in 230% patients, regardless of causalit © ©
> ool ~— TST001 10mpk 2 o 20
S e IMAB362-analog 10mpk &  500- o7 7o 1 mg/kg 3 mg/kg 6 mg/kg 8 mg/kg Overall
2 e (N=3) (N=3) (N=52) (N=6) (N=64) o
0 - " " » °'0‘ 10 20 20 20 Subjects with at least one TEAE* 3(100) 3(100) 52(100) 6(100) 64(100) 6 é é—, é 1'2 1'5 1'3
Post dose (Day) Post dose (Day) Anaemia 3(100) 3(100) 43(82.7) 4(66.7) 53(82.8) Time Since First Objective Response (Months)
CLDN18.2 expression: IHC 2+, TC 40-50% CLDN18.2 expression: IHC 2+, TC 40-70% Hypoalbuminaemia 2(66.7) 2(66.7) 43(82.7) 6(100) 53(82.8) Subjects at Riskiwith Event 3410 2317 11110 e o 113 or14
Nausea 3(100) 2(66.7) 34(65.4) 6(100) 45(70.3)
-@- M ET H O DS Aspartate aminotransferase increased 2(66.7) 3(100) 34(65.4) 1(16.7) 40(62.5)
Cohort C of the phase I/lla study (NCT04495296) is aimed at evaluating the efficacy and ;'ZE‘:ELE”C’:U‘?EC;‘Zf::sed ;gzi; ;((;g‘;)) ;:gg':; gggg; g;gz?; e As of cutoff date, 26 out of 64 patients had progression disease or death, with an
safety of TSTOO1 plus CAPOX as the 1st line treatment for G/GEJ cancer, including a dose S—— 1(33.3) 2(66.7) 26(50) 5(83.3) 34(53.1) estimated median progression-free survival 9.5 months (Figure 5).
escalation phase and an expansion phase (Figure 2). Alanine aminotransferase increased 2(66.7) 3(100) 24(46.2) 1(16.7) 30(46.9) e E Ao e S — Ce o @ T
Chinese patients with unresectable locally advanced or metastatic G/GEJ cancer who had 33;‘:::;‘;3;?8‘*“& 1832; , (6% = ;;’m';; igg'g; ;gzzgg; Kaplan-Meier Plot of Progression-Free Survival
. . . . : ¥ ¥ ¥ ¥ Full Analysis Set - Cohort C
not received prior systemic treatment for advanced disease were enrolled. White blood cell count decreased 1(33.3) 2(66.7) 24(46.2) 2(33.3) 29(45.3) : :
- . . . o o - —_ [Censored © Cohort C | Subjects Event Censored Median (95% CI)
. Positive CLDN18.2 expression (membranous staining 21+ intensity in=210% of tumor cells) Weight decreased 1(33.3) 1(33.3) 19(36.5) 2(33.3) 23(35.9) 3 64 26 28 9.5 (6.9, 14.5)
as assessed centrally using the LDT assay was required in the expansion phase only. Lol e L e e 22 g 100 ¢
*:65.6% patient experienced at least one TEAE with grade 3 or higher. &
Figure 2. Study Design of TST001+CAPOX Cohort . . . . @
—— - *As of April 21, 2023, among the 49 patients of bmg/kg dose expansion group, 42 patients 2 a0 -
ose Escalation Xpansion . =
‘ P \ had measurable lesions and at least one post treatment tumor assessment, 28 (66.7%) s
achieved partial response. Across all doses, the response rate (confirmed and unconfirmed) is ] 607
TSTOO01 8mg/ke 65.4%. 2 o
TSTO01 6mg/kg i Figure 3. Best of Tumor Reduction — Cohort C 5
TST001 6mg/k
TST001 3mg/ke + CAPOX Q3W e/ks Best Percent Tumor Reduction from Baseline in Tumor Assessment % o
CAPOX Q3W. N=3-6 & TST001-1002 TSTO001 Cohort C - Efficacy Population (N = 52) 3 209
TST001 1mg/ke 5 CAPOX Q3W o &
b CAPOX Q3W. N=3-6 304 & o
- N=20"100 o ?D T T T T T T T T
CAPOX Q3W. N=3-6 20 & 0 3 6 ] 12 15 18 21
NERE() 10 — %" Tire Since First TST001 Infusion (Months)
%’ Subjects at Riskiwith Event  &4/0 447 2816 1321 24 2126 2126 26 .
e 0 G666 6606 -0
® RESULTS
As of April 21st, 2023, 64 patients were dosed with TST0O01 in combination with CAPOX, 15 g 207 '@' FUTU RE Dl RECT'ONS FOR RES EARCH
ients received TST001 ranging from 1 mg/k W in th lation D B g 0.0 R« A SR AR E R R E R A R R A R R A R AR AR R R R E R R R R R - : : : :
pa’(cje49ts ice tedt : OO/kat.d(J)c;es ang g ° 3 t0481 g{ ig‘: " tte fjo;e escalatio , P * The safety profile of TSTO01 is mainly characterized by manageable on target, off
n ien m in Xpansion : ients in Xpansion o -40 - .
d CLpleTS 25 d " & dg . de.e Pa t; Od pT::SG d'ou fO” Pa .e 1;7 c dose epp? sto 2 tumor side effects; Most of these AEs are of grade 1 or 2.
: : . . -50 - L o .
V\;]ere rarict p05|t|ve.( Ie '?i tIF mZ/((;‘.)EJ) €me 'Itahn OI sw luph|§ ] ayst d 'e? S * The addition of TSTO0O1 to CAPOX for first-line treatment of CLDN18.2 expressing
r ristics wer | In ncer, with r IV | r percen & -60 - . . : :
¢ a.tac € Isdf:s € e48/|c()5;a c1)8 > " et tc_ﬁ cet, . e’?T Ely 1g €r percentage o éﬂ s s (210%, 21+) patients with G/GEJ cancer leads to improved efficacy outcomes as
riton i .6%). ients are still on treatmen . 5 70 o L : . . .
PETIto .ea seasg ( 0) pa _Ef >d ? S on treatment(Table 1) 5 Setsl compared to historical controls, with no obvious trend to lower efficacy with lower
. No patients experienced dose-limiting toxicity; Treatment-emergent adverse events (TEAES) 80 - "FE 28 levels of expression
\évere rlnostly grafje 1-2, mc.ludmi nau(jea, hypoalbun;maerpl'a, anajmla afnd vonlw(ltmg (Table 207 - ﬁ_f%‘if}lil“i;“of,‘j“(‘:"l;fgliljfﬁf;gir“feﬁ;;;fnjn?;f{)r3+ N-13) « More detailed efficacy results of TSTO01 by CLDN18.2 expression will be published at
) Qn y one Patlent experienced grage 3 naus_ea and vomiting at dose o 6I:ng/ S On.e 109715 L. >=10% Claudin tumor cells staining >=1+ and <40% 2+ or 3+ (N-16) S upcoming meeting.
patient experienced grade 3 hypoalbuminaemia at dose of 8mg/kg. No patient experienced -110 -{ |2 NA: CLDN18.2 expression not available (N=14) =
such event of grade 4, Values of changed from baseline are from target lesions E-mail address:linshenpku@163.com
Extraction Date: 2023-04-21 Run Date: 2023-04-22

*:Including 10 patients in dose escalation at dose ranging from 1mg/kg to 8mg/kg and 42 patients in dose expansion at dose of 6mg/kg.



