EORTC

European Organisation for Research

Preclinical Investigation of Orally Bioavailable, Potent

LG
Pan-KRAS (ON/OFF) Inhibitor JAB-23E73 MATIONAL
dacobio < ) ()

and Treatment of Cancer

INSTITUTE

Peng Wang®, Xiaoyu Liu, Wei Zhang, Dan Liu, Xueting He, Cunbo Ma, Amin Li, Yiwel Lin, Xin Sun, Wei Long, Yanping Wang ANAGR American Association
*Correspondence: peng.wang@)jacobiopharma.com

Background Inhibition of Cellular ERK Pho Efficacy in KRAS G12A Mut Efficacy in KRAS G13D Mutant
: .- C ey s P-ERK Inhibition in Various Cell Lines Fig.5 Inhibition of Cellular ERK RERF-LC-Ad1 (Lung, KRAS ©'?A) Xenografts End of Study Reponses (RERF-LC-Ad1) LoVo (Colon, KRAS ©13P) Xenografts End of Study Reponses (LoVo)
» Despite the recent success of mutant-specific KRASG12C inhibitors, . _ (bung ) Xenog .
= _ _ _ _ Phosphorylation by JAB-23E73 1000- o 2 800
there are limited therapeutic options for patients carrying other KRAS ~10000— v The pERKT202/Y204 HTRF assay was T o 5 6007 2 00-
: . : oo . , - >
driver mutations. Development of pan-KRAS inhibitors targeting a 000 : performed to determine the £  400- 5 400~
. .. — 7 1 _ £ E
broad range of KRAS-driven cancers represents a promising strategy =~ = e 'Cﬁos ff;" JAIB'23573 on ERK ” £ 2 2007 || s [T I"Il
: S 100+ z ion i ' S _ c £ || 11 1T ..
to address the unmet patient needs. - - .|.: _ p osp. ory ETtIOn in various ce > 4007 ¢ oWHIL.on 5 0
S o- . . lines, including KRAS-dependent 5 2 o) R . ||
| | | . o g E - g _ 1 HI-THHH S o
= JAB-23E73, a highly potent and orally bioavailable pan-KRAS e o) == Epd ome . a”g deandﬁnt;Eg%;Cil,:; - " Te——— ) 5 123 """ e | |
ey . s "3 - ' l and normal cells , , AU UM = ! ! ! @
(ON/OFF) inhibitor, has recently entered the clinical stage of ol HUVEQ) ( 0 st 15 225 2 & LS reatiment daye & \&@ \&é’
- . reatment days Q \ \
development (NCT06959615, NCT06973564). & D PP RS DS o Veride ¢ &S - Vehicle S
?90 ‘;90 ng' v‘:’O ‘?90 vé’ ‘;90 ?90 ‘;,0 6@ Qg‘? @\6 JAB-23E73 25mg/kg, p.o., BID é,;» (0«'5% JAB-23E73 30mgkg, p.o., BID (9,«1\“” <
& 43-ng FEEFEFEFESE L - JAB-23E73 50mglkg, p.o., BID vQ,fib vQ;i” ~ JAB-23E73 100mgkg, p.o., BID 4 )@f”
St total - 90% GDP/GTP Binding Pocket A oo
~36% ~27% Inhibition of lemor Cell Grow Fig. 8 In Vivo Efficacy of JAB-23E73 in Xenograft Harboring KRAS G12A Mutation Fig. 10 In Vivo Efﬁcacy of JAB-23E73 in Xenograft Harboring KRAS G13D Mutation
G1K2|IR2?§/A . 36% 29 The RERF-LC-Ad1 |ung Xenograft was treated with JAB-23E73 at indicated doses, and The LoVo colon Xenograft was treated with JAB-23E73 at indicated doses, and tumor volume
G13D, Q61H . . : :
cre c Cell Viability Inhibition in Various Cell Lines  Fig.6 Inhibition of Cell Viability tumor volume along treatment time (left panel) and change of tumor volume (in along treatment time (left panel) and change of tumor volume (in percentage) at end of
KRAS ™ total ~35% by JAB-23E73 percentage) at end of study (right panel) were plotted. study (right panel) were plotted.
wen e 510000~ Ve e o The CTG viability assay was
G%;;%%?H ~12% ~3-4% [ 4 :'I' performed to determine the In \/IVO PK/PD Correlatlon
\scLc ’/ | 3 1000 : IC;,s for JAB-23E73 on the
KRAS ™ total ~ 10%-25% = S 1004 £ 1 -+ growth of various cell lines, LUN#137 (Lung, KRAS ©'2P) Xenografts End of Study Reponses (LUN#137) 50Ti"',f ?:Buzrss; ; 1OIimﬁ ‘32;‘2%,373
- 4% ~6% " mage prepared S . J. !_q - [ :‘ : including KRAS-dependent and 700- 2 400- oo TR S oo meREE S
e by VMD 1.9.3 =L ¥ r ! -independent tumor cells and < 600 g 300- s ] L . G 3 a0
* 17 - £ so0- h 2 00 fu on Pl + Frao 2
B KrASG12D [ KRAS G12V KRAS G12C JAB-23E73 Binding Pocket : :?Jr\r/TI‘EaCI)CEHS (HEK293, MRCS5, ;E; jzz_ o 200- ‘lll ’6 1000 EE; .:ﬁz Z = 1000+ dﬁ\s\m\ .:(2)3 z
0.1 ] | | ] | | ] ] | | ] | y S B 2 100~ - ) 3 - - 3! 3
B KRAS G12R/S/A, G13D, Q61H Other KRAS mt WT KRAS ° _ c € 100 -80 o € 100 -80 &
C O Q& &+ O RO N DN S 300+ = MR- = T all = 5 3 - [ =
Fig. 2 Surface Representation of 900%0\:(\?’@ 60'3'60"2&\6@"20'&%00 &(’0@@ v@“o ’g 200- o 0 E 5 [0 2 E : - 60 2
o . . . - 4 i W2 ¥ R R 2 &g E ., ] = | REEEEEEEEEE - d 10 -40 3 d 10 40 3
Fig. 1 Epidemiology of KRAS Mutations the Binding Mode of JAB-23E73 & {~@{~ng FEELE quslg' S Q}qy S 2 103_ G 1:3 "]l"]l]]l' 8 Iﬂ n 20 % 8 3|=ﬂ |1| |I| 20 g
} o I 1T Frrrrt Frrrr? rrrrr? 1 0 g 1T Frrrrt Frrrrt rrrorrt I 0 F=>-
0 5 10 15 20 25 30 35 40 45 P\ Y Y o o
II:? Treatment days \\é“\o Q{.@Q’ ?{9@ ’ ° Ti1rrzle (h) 18 2 =~ ° ° Ti:rzle (h) 18 2 =
? o a o -o- \/ehicle Q&Q Q&Q 0 0
RTK-medlated signals ~ JAB-23E73 50mglkg, p.o., BID Q;\'b% ,\%\Q Plasma (ng/mL) -= Tumor (ng/g) O p-ERK (%) Plasma (ng/mL) -= Tumor (ng/g) O p-ERK (%)
G12v —— JAB-23E73 100mg/kg, p.o., BID 9 o
= RKN (LMS, KRAS ) Xenografts End of Study Reponses (RKN) Sv?’ §,“ Dose Response Correlation between the p-ERK and
-- - 3000— aE: 1600 - > (2 h after dosing - JAB-23E73) & JAB-23E73 concentration in plasma
N Ras (D13 g 2500- § 1200 PAN#009 (Pancreas, KRAS %12P) Xenografts End of Study Reponses (PAN#009) _ 10000 120 0
GEF ¢ £ 2000- S 800- © 1200~ 3 I p 0 0 00X o 80-
\GoP ®w | CAP £ £ 0 £ 1000- s 109 ! (50 2 4
okt '\/ 3 1500- 2 a00- % 1200- 3 s00- S D %08 5 6o-
, ; 10004 E’, 0 : B et eaeenn £ 10004 5 600- % 100 é' _'60 ;_’_ S
E oo 5 T ST § 800- 5 400- = o [ 3 2 7
MA = : S 50" S 600- £ 203' M M. . s 1 I (20 & £ 20- e °  AbsICy=25.9ng/mL
pat! B B e e et X -100 . ! ! = S ] 3 LT o 2
0 5 10 ;I;- ;I; _I;IS 00\0 \o \o g 400_— % o I“ ° 1 I I I I I I 0 g O_WWW_W
Treatment days 4,,,‘ @Q’ @Q’ = 200- S 907 Vehicle 125 25 50 100 200 o 1 10 100 1000 10000
o Vehide \Q&O)\ %Q&Q\ 0 0' _ é _ .1,0. — .1,5. _ '2'0' . .2,5. . .3,0 X -100 é ol 0' Dose (mg/kg) JAB-23E73 conc. in plasma (ng/mL)
JAB-23E73 10mg/kg, p.o., BID &é\% q:g'(;\‘b Treatment days Aéo\c} *QQ’\ ?{9@\ Plasma (ng/mL) O Tumor (ng/g) 3 p-ERK (%)
TR JAB-23E73 30mg/kg, p.o., BID ¥ F ~e- Vehicle PO
1 B , _l 777777 -+ JAB-23E73 50mglkg, p.o., BID Q:\"-’ Q;\n;\ Flg. 11 In Vivo PK/PD Correlation of JAB-23E73
ERK ) _MTOR NCI-H441 (Lung, KRAS '2Y) Xenografts End of Study Reponses (NCI-H441) —— JAB-23E73 100mg/kg, p.o., BID y@:ﬁ’ §§" Top panels: JAB-23E73 was administered at single dose of 50 mg/kg (left panel) and 100
| | 1400- 2 1000- > mg/kg (right panel) in the LS513 xenograft model. Plasma and tumor tissue samples were
— i = 800- indi i _ T202/Y204
fioreciiion ot . 7 1200- g o LS513 (Colon, KRAS ©'2%) Xenografts End of Study Reponses (LS513) collected aF indicated time post-dose for assessmen.t c?f PD (pERK. ) and P-K (drug
several genes | £ 1000+ 5 400 2000 ® 1600- concentration). Bottom panels: JAB-23E73 was administered at different doses in the LS513
NN INININTINS % 800+ S 200- |I — ] S 1200 xenograft model. Plasma and tumor tissue samples were collected 2 hours post-dose for
S 600+ Y BIRR. me E 16007 E 200 assessment of PD and PK (left panel); the correlation between p-ERK inhibition and JAB-
Fig. 3 Overview of the RAS Signaling Pathway 'g 400+ £ g ................................ "]_""" 2 1200- § 200 II 23E73 concentration in plasma was plotted (right panel).
2 200- N S 507 2 ' s I
y e 0- — R -100 . , , , S 800+ = . ML T TS g
In Vitro Potency and Selectivi o5 10 15 2 25 0 3 E L L R S Conclusion
Treatment days R\ &&9 &&9 é&\‘g = S -50-
SPR, Ko (nM) Table 1 Binding Affinity of JAB-23E73 -~ Veicle é,,;»" @«“"’Q @@ R AR RS RN AR > 0 N o o o = JAB-23E73 is a highly potent, pan-KRAS (ON/OFF) inhibitor with strong
: ’ ' JAB-23E73 25mg/kg, p.o., BID < S \% \Z \¢ . INTCIIETT
RAS Protein |— T odoaded | o assaywas performed to determine i R Treatment days O O selectivity to spare HRAS and NRAS inhibition.
- PpiNp-loade the K, values for JAB-23E73 on both ~* JAB-23E73 50mg/kg, p.o., BID Na Nal s e Vehicle & s s
o ” o n N . " . " . . .
KRAS G12D 0.112 35.7 ON” (GppNp-loaded) and “OFF —— JAB-23E73 100mg/kg, p.o., BID JAB-23E73 25ma/kg. p.o., BID ,ibé\% ,{f'\% ,{},é{b = JAB-23E73 exhibits superior antitumor aCt|V|ty 3Cross mU|t|p|e cancer
(GDP-loaded) forms of RAS protein. ~+ JAB-23E73 50mg/kg, p.o., BID g g & - - - - . £ -
172 28.2 G ] \ \ ¥ _
KRAS G12V 0 8 The GTP analogue GppNp was used in Capan-2 (Pancreas, KRAS ©'2Y) Xenografts End of Study Reponses (Capan-2) o JAB23E73 100maka. po. BID \ types harboring different KRAS driver mutations or amplification
the assay. 14007 g 1000- i : : - . _
Y ‘2 1200~ 2 800~ Fig. 9 In Vivo Efficacy of JAB-23E73 in Xenografts Harboring KRAS G12D Mutation . JA_B 23E73 Ihdl{CGS tumor regressmn without causing §|9r_“f|c_ant bOdy
GDP-loaded RAS GppNp-loaded RAS £ 1000- _ 600- Xenografts of different indications were treated with JAB-23E73 at indicated doses, and weight change in KRAS-driven mouse tumor models, indicating good

120- o KRAS 10D 120- o KRAS G120 E 800 5 :gg: | tumor volume along treatment time (left panels) and change of tumor volume (in tolerability and wide therapeutic window.

1004 § KRAS GI2V 1007 KRAS G12V g 600- e ! b percentage) at end of study (right panels) were plotted. _ o _ o
s 801 + KRASGI2C 2 8 -+ KRAS G12C 2 4007 e T T TIININ = JAB-23E73 has a favorable PK profile for oral administration, exhibiting
RASGIED £ o0 KEAS G130 R e = e G 50 | Ref | tration-dependent intrat | p-ERK inhibiti
3 0l — KRASGIZA 2 40- o KRAS G12A o 2 100l | | ererence plasma concentration-aependaent intratumoral p- INNIDITION.
= 0l - KRASG12R < 504 —- KRAS G12R 0 5 10 15 20 25 30 35 40 @ ® ® . : : : -

0- > KRAS Qs 0- > KRAS Q01 - Treatment days & & = Lee et al. Comprehensive pan-cancer genomic landscape of KRAS altered = Phase | clinical trials of JAB-23E73 are currently ongoing in both China

F &N S S - wraswr o - NRASWT - :’i;“;’:m Somalka. po., BID RO cancers and real-world outcomes in solid tumors. NPJ Precis Oncol. 2022 Dec and the US for patients with advanced solid tumors harboring KRAS

NS S N . - ; , P.O., <& A . . I
JAB-23E73 conc (nM) ARASWT JAB-23E73 conc (nM) ARAS T —— JAB-23E73, 100mg/kg, p.o., BID )‘;3,5“'5 vQ’:{P((' 9,6(1).91. gene alteratlons (NCTO695961 5, NCTO6973564)
Fig. 4 Biochemical Activities of JAB-23E73 ’ = The cases of KRAS mutations are estimates in 2020 by the E E Ack . ¢
Nucleotide exchange assay and RAS::cRAF PP| assay were performed to determine the ICs for Fig. 7 In Vivo Efficacy of JAB-23E73 in Xenografts Harboring KRAS G12V Mutation {/T/teﬁgaﬁ;onﬁ:] égenc_y If)r RVeVSHengh on Cancer (IARC) and cknowiedgemen
JAB-23E73 on GDP-to-GTP conversion on RAS protein (left panel) and the interaction between Xenografts of different indications were treated with JAB-23E73 at indicated doses, and orid riea "ganization ( ) =1 W d lik hank G Desi 3N hai. Chi ¢ di
. . . . . . |
GTP-bound RAS and cRAF (right panel), respectively. The GTP analogue GppNp were used in tumor volume along treatment time (left panels) and change of tumor volume (in = For more information about Jacobio Pharmaceuticals and our e would like to than enenDesign (Shanghai, ina) for providing

the cRAF assays. percentage) at end of study (right panels) were plotted. LMS: leiomyosarcoma. KRAS programs: https://www.jacobiopharma.com/en/pipeline technical support.



	Slide 1: Preclinical Investigation of Orally Bioavailable, Potent Pan-KRAS (ON/OFF) Inhibitor JAB-23E73

