2025.1Q

0
00
0]
OF



I 20254 157] AlZ 2
— (LI = = M
He
[CHS| . SHEER]
3 = 1025 4024 Q00 1024 Yoy B oiE PIY0|AE [T - Ok, %]
Of &4 469,412 475,415 -13% 433,147 8.4%
"""" GlolMA 49 3976 3963 03% 2549 560% 1.8% .
"""" ozt 336415 337,991 -05% 308591  9.0% -—_— .,
"""" oWEUE  717%  711%  06%p  712%  05%p 13%
_______ R&DEIE 50199 64734 - -225% 45683 9.9% 469,412
M| 12,478 14,900 -163% 21,685 -42.5%
‘geol 8645 6233 EAHB 6142 408%
‘grizolel 39331 12089 2253% 36369 81% . 22 .
e ERRCTLIE) 1'30%\’/01%
= 1Q25 4Q24 QoQ 1Q24 YoY 4%
Of =4 491,564 496,101 -0.9% 444,593 10.6% 491 564
Yol 6,420 -11,817 E2t dEt 577 1012.3%
g7lz0lel 10,009 23102 EXHE 10812 7.4%
1Q25 4Q24 1Q24

Progress & Integrity



= eH = - 3 IX
=718 AT 24 =) 2 E5 44
[Che - HHOkR] [Cho| : KO
= 1Q25 4Q24 QoQ 1Q24 YoY e = 1Q25 YoY 1Q24
H| =z gt [¢) o)
orz L 54,313 53,746 1.1% 46,907 15.8% B oHE|Ealel (A eAls) 6 204 12 0% 0417
|} 275468 297,620 -74% 262,621 4.9%
At e ’ ’ RA|LH(RAHR) 5,826 -12.5% 6,658
= 27 329,781 351,366 -6.1% 309,528 6.5%
. OF28| (Y YA) 5,089 25.2% 4,066
HEHZALY 46,741 53,517 -12.7% 44,454 5.1%
----------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------- HIEFRIA (F ) 4,751 39.5% 3,407
QRPN g 87,363 65,130 34.1% 74,107 17.9% N
"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""""" BT (2 2| =2 A) 3,708
20| A 0l 3,976 3,963 0.3% 2,549 56.0%
------------------------------------------------------------------------------------------------------------------------------------------------------------------------- S E ) 25,301 13.6% 22,262
7[EHRLH, +& S) 1,551 1,439 7.8% 2,509 -38.2% )
_ EQAEHDEY) 21,271 -2.1% 21,717
R 469,412 475415 -13% 433,147 8.4%
ESIHENY ) 20,247 -20.0% 25,309
HI2|0| = (BEZHE) 17,904 0.1% 17,879
SIERH| (HIV) 16,749 0.3% 16,697
Z4HIDE (0| SR EES) 16,666 21% 16,322
HlS2|c| (BE7H) 15,884 20.3% 13,203
ECEICELR) 12,560 1.9% 12,323
IEAY/H(EE) 12,350 17.2% 14,914
|02 (A 7,001 36.8% 5,117

Progress & Integrity 3






| 72 suu0 oojzatol @Ry

* Black g/d 412k, Blue HfO| 2 2l 9F

34t Licensor Licensee

EGFR %%%Ol EGFR%%%ol iohnson onnson
LAZERTINIB 3M|CH TKI H| A A| T | QF @ GeNosco AL VAN
YH14618 £l N .

. - e SpineBiopharma
Syt TGF-B gy D oot s
YH12852 : o|OtH|= P Pharmacentions
(PCs12852) T receptor iz (D L —

Allergy -
OHloF O|ot
YH32367  Her2/4-18B = G abloic
Her2 S Q10| A
YH42946 Her2, EGFR Her e S — JINTS BIO
YH35995 GCs ELECEEE 0 < 6C
R
viszses  ecrra-e | oo (D abloic
reCeDtOl’ Therapeutics
YH44529 SOS1 k=t — T 74

Progress & Integrity



myAACR
AAC American Assoaathn Q search EO e oD
for Cancer Research

CANCER RESEARCHERS / OTHER PATIENTS, CAREGIVERS,
HEALTH CARE PROFESSIONALS - AND ADVOCATES GET INVOLVED WAYS TO GIVE v ABOUT THE AACR v

MEMBERSHIP MEETINGS EDUCATION AND TRAINING RESEARCH FUNDING PUBLICATIONS RESEARCH PROJECT GENIE POLICY AND ADVOCACY

AACR ANNUAL
MEETING 2025

April 25 - 30, 2025
McCormick Place Convention Center
Chicago, IL

This website uses cookies to ensure the best user experience. Learn More




YH32364 (ABL104), a bispecific antibody against EGFR and 4-1BB, demonstrates potent anti-tumor
@YUHAN efficacy through tumor-directed 4-1BB agonism qb

Jae-Won Lee?, Yangsoon Lee2, Eunjung Lee?, Hanna Hong?, Byeong-Yun Ahn?, langbeen Kyung?, Young Bong Park?, Junhwan Kim%, Kyeongsu Park?, Wonjun Son?, Jachyun Eom?2, Hanbyul Lee?, Kyeongnang Moon?, —
Yelim Park?, longhwa Won?, Se-Woong Oh?, Yeul Hong Kim?*
1Yuhan Corporation, Seoul. Republic of Korea, 2ABL Bio Inc., Gyeonggi-do, Republic of Korea
Backg round YH32364 induces to 4-1BB activation through EGFR expression | YH32364 treatment enhances immune cell infiltration into the | YH32364 demonsf{ate:s robust anticancer efficacy and
level-dependent binding tumors favorable tolerability in hPBMC xenograft mouse models

Tumer Infiltrating Lymphocytes (TIL) Individual tumor growth inhibition

2025 AACR Abstract Presentation Number: 6084

YH32364 (ABL104), Anti-EGFR/4-1BB bispecific antibody

CD3+ T cell CDE+ T cell il Heman (g51 (7.5 mpk] ___ G2, Uredumab (7 Smpk] .
6007 e g1 (10 mg/kg) s v DEFTIES = 5 J G4, 55.1'011%
3 3 - _ | e vHI2384 (10 mg/kg) 5 5 = £=] N
- Tumor-directed EGFR/4-18B bispecific ¥ ¥ e P 3 £ 5 - 12 PR,
mFG‘:n antibody engineered to amplify tumor- g 5 . e — E a0 i 3 7 f= = £
petine localized super-agonist activity of g 3 e ] E * g ._3 O T T S S f s
) 4-1BB while minimizing the risk of = g L ety SRR H = 63, Oualplatin (3 mpk) ) 54, YHIZISA(10m0K) 5 | . st i £
Silenced fc function peripheral toxicity s = % 2004 ’E‘_: o e
4-168 * |gGlisotype antibody with silenced Fc 2 g 2 —— = = ¥ e . T GYHIIOA 48 mpbieCicapetin N mpl
fargeting effector function ¢ - * " . —
a . 2 . R . o . ' ot " n
n - 3 L] 2z - Apa— s - L o
Mechanism of action Normalized EGFR Expression, log Mormalized EGFR Expression, log ¢ TLHD‘:! m:cwl:ﬂ ®og . 5, VHSTIEAT 5 mpkfvual mpl) —
* Induction of T cell activation and survival through EGFR expressing * Aszay system: 3188 bioassay | EGFR expression was normsized reistive to MDA-ME-23L ) 3 H * '{m: " o o
tumor-specific 4-1BB stimulation e e Ereganin - Drmgmerr s vy . ‘ i= e | oo |- e e
) ) .. 7 Dosiag regines I 2 doses 3 [E—— [ - = = Mouse: NOSG Bies KD plus
* Growth signal blocking via EGFR receptor binding in tumar Fig. 1. EGH? dependent 4-1B8 &.(tIV‘i:lIDI'I . e et M g e [ e8] ¢ T s sl s st Do . ; -] — e Seangratimen: % W01, 4, 7. R34, 64, 0431
., . YH32364 induces T cell activation and target cell lysis in a iy s i S Y Lt ¢ = | s
" TN e dose-dependent manner against EGFR-expressing cancer cells Fig. 4. Inmune cell profiling in tumor from h4-1BB KI mouse Fig. 7. anti-tumor effect and favorable safety in combination with oxaliplatin
iilp i DN with a KRAS mutation i i
gt | ' ™ YH32364 shows a potent anti-tumor effect in 4-1BB KI mice YH32364 is well tolerated in 4-week repeat dose cynomolgus
T . — p————— _ rsumaasens . 1000+ pa— monkeys GLP toxicology study
- . i — 3 Oreharat 114 g Table. 2. The study design for 4-week repeated tox study
L - e {niel} Dy Asey E’m“ B S level No. of animal
= Dosa . A S
= A GO YHEZIG (90 mohg) i
E. THEIIEL umlwss 0.0388 ‘g]m“ e [mg/ke] Dosing Male Female
- Cotusimal WA N i = Tusor: MEGFR-MCI8/ Mouse: hi-1EE K ((STELE] - = =
e ) Urelumab | 03155 | 02048 £ = Disleg Finghinas: IR BAW Gl Vehicle o 5 5
.. * 3 £ 1000 = Dt b shewn i Mias SEM (a5, ]
Indications - © o 0001 L G-y £ it Tk G2 YH3Z364 1o 4dQW. IV, | 3 3
= —_ pest-hot G3 YHI2364 El] oses ot 3 3
* EGFR positive solid cancers: HNSCC, lung cancer, colon cancer etc. m " H o N = Waralumak Iy sy papeation g g
w Treatment 4 & n‘m]ﬂ_ A G4 YH32364 100 5 5
. o i e ) . . : . *; includes two additional animials for recovery phase
Competitive advantage % i Fig. 5. In vivo efficacy in hEGFR-MC38 bearing 4-1BB K| mice ) ) )
- Compared to EGFR-mAb or TKI, YH32364 is expected to have } - e . . . quahr','fBod',' \_nghr ._No mortality and no YH32364-related body
¥ Long-term clinical efficacy due to tumor-specific immune-memory 5 Cotwimab | WA | WA Single treatment of YH32364 shows prolonged anti-tumor weight changesin _aII animals ) o
#  Anti-tumor effect via EGFR signaling inhibition in patients with EGFR - I Ueuma | 08337 | WA efficacy against EGFR-expressing tumor via immune memory * Clinical chemistry : No YH32364-related changes in hematology, clinical
alteration « 4 4 1 A e chemistry, and urinalysis effects {(No increases in ALT and AST)
»  Minimal liver toxicity risk through Fc-engineering = Assay system: KPEMIC and tumer cel co-cuture system dtalr{mrit T yFest Rechallenge = Safety Pharmacology : No YH32364-related changes in abnormal ECG
,- UM”'"“','" oss pregarmon . . . Study Design DfI sflw =" :Td . waveforms or arrhythmias, CNS, Respiratory evaluation
Development stage Fig. 2. In vitro hPEMC based cytokine secretion and target cell lysis - T ‘,;Esm;nj“;hs Group] Tumor Rechallenge = |Immunotoxicity : Mo YH32364-related effects in immunotyping (helper T
+ IND submitted in Jan 2025 (Korez MFDS) YH32364 shows strong in vitro anti-tumor efficacy against EGFR- [2xADF5.C) e e. el PEETRMC cells, cytotoxic T cells, B cells, or NK cells), cytokine analysis {IFN-y, 1L-2,
o : : : | VHE2368 10mglky - - g
positive HNSCC tumors when combined with anti-PD-1 treatment . 10 el — IL-4, IL-6, IFN-y or TNF-z|

: - - h2-1B8 rice Naive mice. Cured mice « NOAEL: 30 mg/kg, HNSTD: 100 mg/ke
I T
20
& G PES

N of OB -
_ _— — oo nn P = s s et [T e Conclusions
YH32364 exhibits potent binding affinities to the targets Bda o mb——— £ :: & Giiitaind (o gt wamee | oimi |-
- == GE YHIZ3 (3 mahg) N ] i — . . " .
Table. 1. The binding affinities to targets 7 o b :.E,,_, - ke Rechatenge) e | = YH32364 exhibited remarkable in vitro and in vivo effects
2 H T s | ) via anti-tumer immunity
Assay system £ rii i -
- g e i = ¥YH32364 has been shown to be effective when utilized in
Binding | SPR [ h4-1BB 3.7 18 NA [ y ar——y , o T !EI combination with anti-PD1 and/or chemo-therapy
affinity Ko inM) | hEGFR 0.76 NA 0.87 4 32 2 a4 1 2 4 32 2 A @ 1 2 o p—x—.——‘ T v . i
- . Logy [Conal inkl Lot [sona] s i : Y esememe = = YH32364 could be a promising therapeutic drug for cancer
in vitro | 4-1BB bioassay of * sy syshem: RPEMC BN tumar cell ccuture syem Treatment e tar gresra - - - . -
0031 0.294 NA . i ) ) . patients with EGFR expression, with favorable tolerability
Potency | DLD-1 (EC,, nM) Fig. 3. In vitro efficacy of YH32364 plus pembrolizumab in CAL-27 cells

Fig. 6. Immune memory by YH32364 treatment confers durable TGl
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I YH32364 shows a potent anti-tumor effect in mice

4000+
G1IgG1 (7.5 mg/kQ)

G2 Cetuximab (7.5 mg/kQ)
G3 Urelumab (7.5 mg/kg)
&> 3000+ G4 YH32364 (1 mg/kg)
G5 YH32364 (3 mg/kg)
G6 YH32364 (10 mg/kg)

oo

oo

N
o
o
o
|

Tumor: hEGFR-MC38/Mouse: h4-1BB Kl (C57BL/6)
Dosing regimen: IP, BIW

Data is shown as Mean==SEM (n=5/group)

T p<0.0001 vs higG1 / One-way ANOVA with
Tukey post-hoc

Urelumab: in house preparation

Tumor volume (mm

1000+

*kkk

*kkk

: T T
0 5 10 15 20 25

Days after grouping

Fig. 5. /n vivo efficacy in hEGFR-MC38 bearing 4-1BB Kl mice
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I Single injection of YH32364 showed prolonged
tumor suppression in rechallenge study

Anti-tumor Efficacy Test

Rechallenge Test

Study De5|gn |

IV Single Dose (n=6/Group)

78d
.

\J

Tumor Rechallenge

hEGFR-MC38 YH32364 0.3 mg/kg
(2x1065.C.)

YH32364 10 mg/kg

h 4 B PI VH3236430mg/kg

2100
& G1PBS

1800 G2 YH32364 (0.3 mg/kg)
-® G3 YH32364 (3 mg/kg)

15004 @ G4 YH32364 (10 mgrkg)
-®- G5 YH32364 (30 mg/kg)
-®- Naive (Rechallenge)

Tumor volume (mm?)

hEGFR-MC38
(2x10°5.C)

Naive mice Cured mice

Treatment

No. of CR No. of CR
YH32364 YH32364 (Rechallenge)
0.3 mpk 0/6 (0%) 0.3 mpk -
3 mpk 3/6 (50%) 3 mpk 3/3 (100%)
10 mpk 6/6 (100%) 10 mpk 6/6 (100%)
30 mpk 4/6 (67%) 30 mpk 4/4 (100%)
Rechauenge
-
75 80 85 90 95 100

Days after grouping

Fig. 6. Immune memory by YH32364 treatment confers durable TGI
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I CRC: Divarasib+Cetuximab clinical trial from Roche D RO

nature medicine

Article

https://doi.org/10.1038/541591-023-02696-8

Divarasib plus cetuximab in KRAS G12C-

positive colorectal cancer: aphase 1b trial

Combination and NCT#

Cetuximab+Divarasib
NCT04449874

Phase

1b

Population

Advanced or
metastatic CRC

Best SLD change from baseline (%)

20

0

-20 4
-40 -
-60 -
80 4

=100 — T —
Divarasib dose (mg) @0 br.)e' 500 » &£

Best response
M CRr PR

SD * Confirmed & Prior KRAS G12C inhibitor

v

29

0L L HOLH 0D
S SHC S S S S S S RS S

) 0O HD O L HOH OO HLH.00.D0
ESIESEE S S SRS S S SN S S

Efficacy

Previous G12C inhibition (n=5)
ORR: 60%
G12C inhibition naive (n=24)
ORR: 62.5%
mPFS: 8.1m

Roche’s Investor Update (AACR2023, Phase 1b study)

* Combination of Divarasib and Cetuximab demonstrated, ORR of 62% with manageable safety profile in
advanced colorectal cancer with KRAS G12C inhibitor
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I YH32364-101 First-in-human Study Design D LYY

Part 1 Dose Escalation Part 2 Dose Expansion
(Locally advanced or metastatic EGFR overexpressing solid tumors) P
Dose Optimization (Cohort 1) ] . ~N
Primary Objectlve.: .To assess the YH32364 F mg/kg Primary Objective: To assess
safety and tolerability of YH32364 — Dose Level 1 the ORR of YH32364 at the RD
YH32364 E mg/kg overexp (N=25)* "IN Additional patients at RD
r ressing Dose Level 2 (N=10)*
0000 : =25)*
’—v YH32364 D mg/kg 1:1 )

Selection of &

2 Dose Levels for Part 2

|
|
|
|
', EGFR overexpressing solid
r YH32364 B mg/kg tumor type A** (N=35)

YH32364 A mg/kg )
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# 5604 : Antitumor activity of YH42946, a potent tyrosine kinase inhibitor, in NSCLC harboring EGFR exon 20 insertion mutations otk 1ok

o}"#m s
Mi Ra Yu, Jii Bum Lee?!, Kwangho Lee3', Min Hee Hong?, Sun Min Lim*’, Byoung Chul Cho*"* DLTE DuANCACER

1-Yonsei New Il Han Institute for Integrative Lung Cancer Research, Yonsei University College of Medicine, Seoul, Republic of Korea, % Division of Medical Oncology, Yonsei Cancer Center, Yonsei University College of Medicine, Seoul, Republic of Korea
3 Bio & Drug Discovery Division, Korea Research Institute of Chemical Technology, Daejeon 34114, Republic of Korea, * Division of Medical Oncology, Department of Internal Medicine, Yonsei University College of Medicine, Seoul, Republic of Korea

BACKGROUD RO A

Epidermal growth factor receptor (EGFR) mutations are the most : :
; : : Cell proliferation
common in non-small cell lung cancer (NSCLC) patients, with around
30% carrying these mutations, of which approximately 4-10% are @) ®) © (D) () F) ©) H)
EGFR exon 20 insertion (ex20ins) mutations. The most common A S5 i - it
z 2 A o A Ba/F3 EGFR' BalF3 EGFR BalF3 EGFR' BalF3 EGFR' BalF3 EGFR" YU-1163 DFCI-127 A549 EGFR!
EGFR ex20ins mutations in NSCLC are ASV and SVD variants in the 5 = 5w s m - = 5 = 120
A < 4 5 A £ £ g £ 3 g g -
kinase domain. Currently, treatment options for this subset of patients H § 1001 H - § 1oof H g wv-i&ﬁﬂm\
are limited. YH42946 is an orally available tyrosine kinase inhibitor (TKI 3 3 : :: \ 3 2 S \ ¥ 3 o
. . . . . .~ \ < | < < w0
targeting EGFR ex20ins mutations, and the potential to be a best-in- £ z 2 . \ £ z z :: it z z .
class drug candidate to address this unmet clinical need. : : " “‘\ : £ 3n 3 L
< e 10 = 107 " w 1o 4 ¢ 107 100 10 104 ¢ 107 10° 107 10 ° 10 ° 107 100 10 10
METHODS + e . s o isiacgior B, ST .. M.
rocy Y . T - ~+= Poziotinib (ICy; = 4.4 nmoblL) ~+ Poziotinib (ICy, > 1000 nmol ~+= Poniotinib (ICy = 4.3 nmol ~+= Poziotinib (IC,, * 1.6 nmoll ~+= Poziotinid (IC,, > 1000 nmol
Competitive binding affinity was measured using the KINOMEscan® s s 00 i et oo (a0 i (a5 1000
screening platform. The inhibitory activity of YH42946 was evaluated
through a cell viability assay in Ba/F3 cell lines expressing EGFR ASV, . e _ ”
SVD, GY, and HH mutations. A549 cells were used to assess the Kinase activity Signaling pathway
cellular activity of EGFR wild-type (WT). To further confirm the *) ® © o G
mechanism of action, western blot analysis was performed on patient- Ba/F3 EGFRASY BalF3 EGFRS® YU-1163 DFCI-127 A549
derived cells (PDCs), including YU-1163 (S768_D770dup, SVD) and YH42946 @ 100nM s A o + @ " T a 2 @ o 2 2 2
= A 2 .5 5 2 -5 o 2 £ 2 £ € ‘E a E 2 'E % 2 .5 - 2 5 '§ 2 ‘E
DFCI-127 (P772_H773insPNP). 3 &} § £ 3 2 § § § £ § - g £ i f g ;3 81183 TERE § :
avenall M4 EES 0 EEE . fi i f i pEiifbi; PP ifii:ogiiiiiyosiiiii
EGFR Exon 18 Exon 19 Exon 20 Exon 21 Exon 22 Exon 23 ? m m mTo mmrmu T 10100 m |mrmu mm T m M wTa mrmom ? m m W_'Wm mm 0 10100 10100 10 100 10100 10100 10100 (nM)
- - - e - - == g - - = s m | seor
A767_V769dupASY D770delinaGY ——— |— —————————— - ————————— o —— —— - —— o o . . e @] EGFR
EEEEEEI ek e == 2] SeRE———— = =——— R - |«
| By S ————— T | p
C-helix Loop following C-helix -—eer - [ : e B o e i —— A
9 bp insertion 9bp insertion 6 bp insertion B Kinases>90% inhibition === — DD - - - | )'- - -?-------‘-’.- PERK1/2
: P R T - = e — | - [ g o i S —————| tERK12
Kinases 65-90% inhibition - E——————— ; T S | —~ = — | [-. - - - e —— psé
J\/\ /\M\, I N M A | WV :7(\ {\J M Kinases <65% inhibition [ T Presme——— S—— | _2 [ | T— 56
BaF3EGFRWT : TGGACA BaF3HERZWT : ACAACC BaF3EGFRWT : CCTACGTGA ; R — -.l . 1 { 5 } i ————————————] F-actin
Ba/F3 EGFRASV : TGGCCAGCGTGGACA Ba/F3 HER2 SVD : ACAGCGTGGACAACC Ba/F3 EGFR HH CCTACCATCACGTGA
3 bp insertion 3 bp insertion
I CONCLUSIONS
A \WYWY WA YH42946 is a potent small-molecule inhibitor that selectively targets EGFR ex20ins while sparing EGFR WT in preclinical models, offering potential therapeutic benefits for NSCLC
BaF3EGFRWT : GCGTGGACAACC BAF3HERZWT : CCCCACGTGTGE patients with EGFR ex20ins mutations. Additionally, YH42946 has demonstrated effective inhibition of the EGFR pathway. Given these robust activities against EGFR ex20ins,
BUIABCRROr = SOIICOTIcAacc]  TBMRPERZH, . Cocohges 1010 YH42946 is anticipated to provide a significant therapeutic option for NSCLC patients harboring EGFR ex20ins mutations.

Presented at IASLC 2025 AACR, A|

References: 1. Baraibar, |., Mezquita, L., Gil-Bazo, I., & Planchard, D. (2020). Novel drugs targeting EGFR and HER2 exon 20 mutations in metastatic NSCLC. Critical Reviews in Oncology/Hematology, 148, 102906.
Disclosures: This research was funded by YUHAN Company. YUHAN Company reviewed and provided feedback on the poster. The authors had full editorial control of the poster and provided their final approval of all content.
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EGFR and Her2 exon 20 mutation in NSCLC

EGFR exon20 mutation: 0.3-3.7%

‘Classical' EGFR mutations

Exon 19 deletions L858R
Trans- ® Q
Extracellular membrane Tyrosine kinase
domain domain domain

EGFR u v Exon| Exon Exon Exon Exon Exon
18 19 2 21 A 22 A 23

o= .
Exon 20 insertions "~
',

-

773|774
H|V
< n < Z T T <
5 233 332333333
T ¢ $+ @ HOe P ¢ F B o £
m < < = w < U zZz W I < O
3 3 o o 2 2 3 ¥ I 3 F 3
[ E a 3 ® © S 2 N o & o
3 2 3 32 2 2 2 2 2 & 3 a
x x x €& X X X x X X X X
m
| | o o Py
= w w |
N 2 R 33
£ E 3
2 g8
=2 © 3
g
3
n

)
N
@
*

%9°¥C
%S'Ge

https.//www.nature.comyarticles/s41392-019-0038-9

0Z Xa |e}0} 4O %

Her2 exon20 mutation: 2-4%

A Chromosome 17 B HER2 Protein C Kinase domain

D Most common Exon 20 mutation

Exon 18
Wild type sequence:

Exon n—@ L755S
—@ D769Y

A775_GT776insYVMA Mutated sequence:

A N( Vv M A

Exon zu'_§ G776_V777>VCV

G776delinsVC T
V777L

t

= A Y- A M A G A\ G

A775_G776insYVMA

P780_Y781insGSP
—@® (e, G778_P780dup) Y772_A775dup

—@ vs42l

Exon 21 E770_A771insAYVM

A771_M774dup
@ Xx633_splice}

TR

& ‘. Exon 22

Exon 23
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https://doi.org/10.1016/].jncc.2021.04.001

https://doi.org/10.1016/].critrevonc.2020.102906
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A Phase 1/2, Open-Label,
Multicenter, First-in-Human
Study to Evaluate the Safety,
Pharmacokinetics, and
Anti-Tumor Activity of
YH32367 in Patients With
HER2+ Locally Advanced/
Metastatic Solid Tumors

De-Youn Oh,' SunYoung Rha® Jin Seck Ahn3 Ganessan Kichenadasse*
Jennifer Man,® Yukyung Kim,* Mikyung Kim,® NaMi Lee* Yeji Lim,®

liah Kang.® Mi-Jung Kwon®* Eunjung Lee.” Young Bong Park,”

Minji Choi,” Sung-Bae Kim®
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CONCLUSIONS

® The HERZ = 4-1BB bispecific antibody YH32367, at doses
=30 mg kg showed favorable safety, promising clinical
benefi espv.-ually in BTC, and a nonlinear PK praf”e in
previously treated patients with HER2+ locally advanced
or metastatic solid tumors, supporting further
development in the dose-optimization phase

The 3 ma/ Fq and & mg/kg doses of YH32347, both given
every 3 weeks, were selected for dose optimization

based on saieﬁ-. efficacy, PK, biomarker, and
model-based analyses
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RESULTS

Study Population

® & the datw cobodf [Huy 26, T0T4), 32 patients had been snmiled acreas B dose levds (Table 1)
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Efficacy
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~ i patfents sith BTC, eonfirmed ORR was 51% and confirmed DO was 437 medise Dol was HR [95% CL, 8.5-HE)

- i b of ireestigader-ssseased paceant < from bansline in the sum cf b lesion dismshers sepparied the DOE sesulis, with
17/ 5| pationbs demonabrating tably diveass or better (Figure &) o

Table 5. [fflcacy Semmary

_,&,,'_,‘dh-' AOMRO-A0) PO [RO-30) LOAG-EY LAY ZEMO-AD) LE0-ED) A0[O-TO) RORO-EG RO

—&nz i

e b e e TS

[y —

s waons o et § pet a0 0y g

Safety

# bz doseimiting foodcities wwee cheerved; mazimum tolerated doae wan net reachad
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