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Epidemiology of Biliary Tract Cancer

3% / gastrointestinal
cancers

5-year survival: 8%
Median age: 70 years
ICCA " 10% of all cCA

5-year survival: 10%
Median age: 72 years

VPCCA 54 60% of all CCA

dcca  S-yearsurvival: 10%

Median age: 72 years
1.2%/ glob.al cancers 20-30% of all CCA
5-year survival: 19%

Median age: 72 years o



First line systemic treatment- ABC-02

Hazard ratio for disease progression,
0.63 (95% CI, 0.51-0.77)
P<0.001

100
b
—_— 5
&
= 75— ‘1
1]
=
-
=]
(¥ ]
i 2
& 50
=]
2
&
&
%ﬂ 25—
(=8
0
0

MNo. at Risk

Gemcitabine 206

Cisplatin-gem- 204
citabine

Months since Randomization

115 56 18 4 3 1 1 1
140 95 36 18 10 - 1 1

mPFS 8 vs 5 months

N EnglJ Med 2010; 362:1273-1281
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Hazard ratio for death,

v 0.64 (95% Cl, 0.52-0.80)

\ P<0.001

No. at Risk

Gemcitabine 206

Cisplatin-gem- 204
citabine

4 3 12 16 20 24 28 32

Months since Randomization

151 a7 53 23 15 4 3 2
167 120 76 31 28 17 3 2

mOS 11.7 vs 8.1 months



Immunotherapy moves the needle- TOPAZ -1

TOPAZ-1 study design

TOPAZ-1 is a double-blind, multicenter, global, Phase 3 study

- B
H.Ey eligibility
Locally advanced or metastatic BTC Durvalumab 1500 mg Q3W Durvalumab 1500 mg
(ICC, ECC, GBC) + GemCis (up to 8 cycles) Q4W until PD
» Previously untreated if unresectable or
metastatic at initial diagnosis
« Recurrent disease =6 months after Placebo Q3W Placebo
curative surgery or adjuvant therapy + GemCis (up to 8 cycles) Q4W until PD
- ECOGPSO0or1
. ) - iy
P % Primary ohjent_lve
Stratification factors * Qverall survival
*» Disease status Secondary objectives
- (initially unresectable versus recurrent) = Proaression-free survival
* Primary tumor location » Objective response rate
- (ICC versus ECC versus GBC) * Duration of response
s / « Efficacy by PD-L1 status
+  Safety

GemCis treatment: gemcitabine 1000 mgim2 and cisplatin 25 mgé/m2 on Days 1 and B QI3W administered for up 1o B cycles,
BTC, biliary tract cancer: ECC, extrahapatic cholapgiocarcinoma; ECOG, Eastern Cooperative Oncolegy Graup: GEC, galibladder cancer: GemCis, gameitabing and claplating ICC; infrahepatic chalangiocarcinoma;
PD. progressive disease; PO-L1, programmed cell death ligand-1: P5. performance stabus: Gn'W. every n weeks: R, randomization

ASCO Gastrointestinal - sresenren av. Do-Youn Oh, MD, PhD ASCO sunwuccmes
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Durvalumab improves survival in BTC- highlights

Primary endpoint: OS

Median OS ; Hazard ratio valiio
(95% Cl), months (95% CI) P
10 - Durvalumab + GemCis (n=341) 12.8 (11.1-14.0) \ 0.80 o
gal Placebo + GemCis (n=344) 11.5 (10.1-12.5) \ (0.66-0.97) '
08 Statistical significance cut-off for OS: p=0.03
0w 0.7+ 12-mo OS: 18-mo OS: 24-mo OS:
2 o 54 1% 35.1% 24.9%
; ' HR for time up to 48.0% 25.6% 10.4%
= 05+ 6 months (95% Cl)
| 04 - 0.91 (0.66-1.26)
-g ' HR for time after
a 034 6 months (95% CI)
0.74 (0.58-0.94
0.2 ( )
0.1 4
0.0 : :
1 1 1 1 I 1 I 1 I 1
0 3 6 9 12 15 18 21 24 27 30
Number of subjects at risk Time from randomization (months)
Durvalumab + GemCis 341 309 268 208 135 79 49 24 9 1
Placebo + GemCis 344 317 261 183 125 65 29 10 4 0

Median duration of follow-up (95% Cl) was 16.8 (14.8-17.7) months with durvalumab + GemCis and 15.9 (14.9-16.9) months with placebo + GemCis.
Cl, confidence interval; GemCis, gemcitabine and cisplatin; HR, hazard ratio; mo, month; OS, overall survival.
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Immunotherapy moves the needle- KEYNOTE 966

KEYNOTE-966 Study Design
Randomized, Double-Blind, Phase 3 Trial

Pembrolizumab 200 mg IV Q3W for <35 cycles (~2 yr)
+

Key Eligibility Criteria Gemcitabine 1000 mg/m? IV on days 1 and 8 Q3W

* Histologically confirmed extrahepatic or intrahepatic ;
cholangiocarcinoma or gallbladder cancer Cisplatin 25 mg/m? IV on days 1 and 8 Q3W for 8 cycles

* Unresectable locally advanced or metastatic disease
measurable per RECIST v1.1 by investigator review

. i i &
NORUCES VST NICIErAPY Placebo IV Q3W for <35 cycles (~2 yr)

* ECOGPSOor1l +
- Life expectancy >3 months Gemcitabine 1000 mg/m? IV on days 1 and 8 Q3W
+

Cisplatin 25 mg/m? IV on days 1 and 8 Q3W for 8 cycles

Stratification Factors * Primary End Point: OS
* Geographic region (Asia vs not Asia)
« Disease stage (locally advanced vs metastatic) * Secondary End Points: PFS, ORR, and DOR assessed per RECIST
« Site of origin (extrahepatic vs gallbladder vs intrahepatic) v1.1 by blinded, independent central review (BICR) and safety

Treatment was continued until disease progression, unacceptable toxicity, investigator decision, or, for pembrolizumab and cisplatin, the maximum number of cycles was reached.
*Neoadjuvant or adjuvant chemotherapy was permitted if it was completed 26 months before the diagnosis of unresectable or metastatic disease.
ClinicalTrials.gov identifier: NCT04003636.



Immunotherapy moves the needle- Pembrolizumab

Overall Survival at Final Analysis

100+
90 Median follow-up 25.6 months
30-
704 3% iEme purvalumab *  |Placebo + Gemcis
2 604 a44% 24-mo rate (n=341) (n=344)
& 50
40- Madion tolow vp 23.4 (20.6-252) = 22.4(21.4-238
i (95% CI), months S206202) 4(214:22.8)
201 Median OS (95% C1), months 129 (11.6-14.1)  11.3 (10.1-12.5)
1 -
g HR (95% CIl), durvalumab + 0.76
0 3 6 9 SR ploceRe (0.64-0.91)
Ho.m_ial .
53:'; ;3; K«i _;13 ;?35 ;itﬁ 148 ‘d! 5‘4 f‘nJ ..?3 ] .O -
HR 0.83 (95% Cl, 0.72-0.95) 0.9 g
P = 0.0034 O8] :
8 0.7 H 2 ; ig;? 18-mo
Below the signficance boundary of % 04 R for*::misupé:; il os: 24-mo
P = 0.0200 B ] WO (PR L 35.1% Os:
— 3 90 091 (0.66-1.2¢) 25.6% 24.9%
Sy . 2 | HR for time after ! 10.47 4 EE—
Event Medlan’ mo & 0.3 o rk 6 months (95% C|)|
oy - i +
0.2 e 0.74 (0.58-0.94) ! : :
Pembro + 0.1 == Placebo + GemCis 1 | i
Gem/Cis 8% 2l 0.0 L it=2 . J ' ) . U r
Bleekas 0 3 9 12 15 18 21 24 27
BES0 83% 10.9 No. at risk Time from randomization (months)
Gem/Cis Durvalumab + GemCis 341 309 268 208 135 79 49 24 9 1
Placebo + GemCis 344 al7 261 183 125 65 29 10 4 0




Molecular profiling in the 2nd line and beyond

eCCA

5 10 15 20 25 30 35 40 45
Parcentage (%)

Percentage (%)

J Hepatol 2020; 73(1): 170-185



Targeting FGR2 fusions.

Parameters Pemigatinib Futibatinib Infigratinib

Target FGFR1-3 Pan-FGFR FGFR1-3
(reversible) (irreversible) (reversible)

Phase I1 11 11

Sample size 107 103 71

Key Characteristics Fusions/rearrangements. 1 or more prior systemic therapy

Regimen 2 weeks on/ 1 off Continuous 3 weeks on 1 off

ORR 35.5% 42% 31%

Median DoR (m) 7.5 (5.7-14.5) 9.7 (7.6- 17.0) 5.4 3.7-7.4)

Median PFS (m) 6.9 (6.2-9.6) 9(6.9- 13.1) 6.8 (5.3-7.6)

Median OS (m) 21.1 ( 14.8- NE) N/A N/A



Acquired Resistance to FGFR Inhibition- FGFR2 mutations

A Patient #1
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Cancer Discov. 2017;7(3):252-263. doi:10.1158/2159-8290.CD-16-1000



Futibatinib activity in acquired resistance

FGFR2 Kinase Domain

Mutation Region Factor Change in 1Cs vs. Wild-Type FGFR2
Futibatinib Pemigatinib Infigratinib Erdafitinib

Wild-type —

N550D Regulatory triad

N550K Regulatory triad

V563L —

V565I Gatekeeper

V565L Gatekeeper

E566A Regulatory triad

E566G Regulatory triad

K642l Regulatory triad

K642R Regulatory triad

K660M Activation loop

N Engl J Med 2023; 388:228-239




FGFR2 fusion summary

Next generation sequencing 1s SoC for advanced BTC
FGFR2 fusion events occur in 10% of ICC

The available agents have similar levels of activity in the 2™
line and beyond

If available, Futibatinib will be my preferred agent.



HER2 Amplification/Overexpression



Patients

Target lesion percentage change from baseline (%)
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MyPathway- Trastuzumab and Pertuzumab
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HERIZON —BTC Zanidatamab

Zanidatamab is a HER2-targeted Bispecific Antibody with a
Unique Mechanism of Action (MOA)

« Zanidatamab simultaneously binds
2 separate HER2 molecules in trans'

Unique binding properties of | ¥ , & ‘ .
zanidatamab to HERZ result in multiple Y ‘ $ 4 T N
- ‘:‘ ‘v‘ V"& »\v‘

Trans binding

MOASs'

Preclinical studies demonstrate greater
activity than trastuzumab * pertuzumab’

‘-.) [« 5 8
ZANIDATAMAB i , ‘\ ) k © '\ ©

ECD = extracellular domain
Zanidatamab has shown a manageable

safety profile and encouraging antitumor

activity in patients with HER2-expressing

BTC in a Phase 1 trial?

T Weisser NE, et al. Nature Commun 2023:14:1394. 2 Meric-Bernstam F, et al. Lancet Oncol 2022;23:1558—-1570.
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HERIZON-BTC-01 Study Design

» Phase 2b study of zanidatamab monotherapy in patients with HER2-amplified BTC

Primary Endpoint:
(Assessed in Cohort 1)

« Locally advanced or metastatic Patients with 28 Day Cycles Every 8 weeks: | * cORR per ICR

BTC! HER2-amplified BTC l CT/MRI Select Secondary Endpoints:
Day 15 per RECISTV1.1 | . poRr

: . . Cohort 1 (HER2-positive):
Tissue required to confirm e —4—8————F—| - DR

Key Eligibility Criteria

HER?2 status by central lab Cohort 2: Zanidatamab PFS

, o 0s
Progressed after treatment with * IHCOor 1+ 20/ Keld Ericiiaiicy B Savarity GTAES

N o 2W
a gemcitabine-containing {Q2)
regimen *With mandatory premedication for IRR prophylaxis

No prior HER2-targeted
therapies
ECOG PS of O or 1

Frequency of SAEs & deaths

T Excludes ampullary

AE = adverse event; cORR = confirmed objective response rate; CT = computed tomography scan; DCR = disease control rate; DOR = duration of response; ECOG PS = Eastern
Cooperative Oncology Group performance status; ICR = independent central review; IHC = immunohistochemistry; IRR = infusion-related reaction; |V = intravenous; MRI = magnetic
resonance imaging; OS = overall survival, Q2W = every two weeks; RECIST=Response Evaluation Criteria in Solid Tumors; SAE = serious adverse event.

2023 ASCO #ASCO23 presenteD BY: Shubham Pant, MD ASCO AMERICAN SOCIETY OF

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org KNOWLEDGE CONQUERS CANCER




HERIZON BTC Results

120 Biliary tract cancer subtype
I Gallbladder cancer
[ intrahepatic cholangiocarcinoma

[ Extrahepatic cholangiocarcinoma Disease subtype

Gallbladder cancer 19/41 — 463(307-62.6)

Subgroup ORR, % (95% CI)

g Intrahepatic cholangiocarcinoma ~ 7/23 —i—| 30.4(13:2-52.9)
Extrahepatic cholangiocarcinoma ~ 7/16 — 438(19-8-701)

Intolerance to most recent prior therapy ' '
Yes 38 S 375 (85-755)

No 3072 — 417(302-539)
Prior regimens :

2 18/47 e 383(245-536)
22 15/33 _._ 455 (281-63.6)

IHC expression

Change in sum of diameters of target lesions from basel

3 32/62 —'—- SRLTELS R OS data not yet mature
2+ 118 te— 5 5 56(0:1-273)
::tghr:'::::;egmn 718 = 38.9(17:3-643) 09+ Median PFS, months (range) | 5.5(0.3-18.5)
Asia 21/50 A 42:0(282-56-8) 081
16 patients had ongoing responses at i O L S
the time of data cutof By ICR Byinvestigator [t 2 = 167(317-621)
Assessment Assessment . e - e 2
(N=80) (N=80) <65 18/41 -—n—— 439(28.5-60.3) »E 034
=65 —_— 85(23.4-55 2 024
CORR, (0541 wapany | wpsny WM . 5 1 A
=75 02 - - 0:0(0:0-842) o
Confirmed BOR n (%) | CR 1(13) 4(5.0) Baseline ECOG PS P =
0 8/22 _E_._E_ 364(17-2-593) Number of patients at risk: Time from treatment start (months)
PR 32 (400) 29 (363) 1 25/58 -—l—'— 431(30:2-56-8) 80 53 40 bij 16 1 9 6 3 1 0
American Joint Committee on Cancer }
SD 22 (275) 21 (263) tumour stage at baseline
Stage 39 : & : 333(75-70-1)
) (300 B33 e 5 Bl sl
I 113 [EN | = el
DCR [CR + PR + D], % (98% ) 688(574,787) | 67.5(36.1,774) overal 380 e B
0 2 0 100
CBRICR + PR + (5026 mant], % (8% C) N50200) | 415(%2500) o7




Targeting HER2 Amplifications/Overexpression.

MyPathway | HERB SGNTUC-019 HERIZON-
BTC-01

Agents Trastuzumab  Trastuzumab Tucatinib + Zanidatamab
+ Pertuzumab  deruxtecan Trastuzumab

Study Phase II 11 II II

Sample Size 39 32 (22) 30 80

Key HER2 by IHC *HER2 by IHC HER?2 by IHC or HER?2 by IHC

Characteristic or NGS NGS

ORR 23% 36.4% 46.7% 41%

Median DoR(m) 10.8 (0.7- NR 6 (5.5- NE) 12.9 (6-NE)
25.4)

Median PFS (m) 4.0 (1.8-5.7) 4.4 (2.8-8.3) 5.5(3.9-8.1) 5.53.7-7.2)

Median OS (m) 10.9 (5.2- 7.1 (4.7-14.6) 12m OS-53.8% Not mature
15.6)

Grade 3AE 46%. Diarrhea 81%. *ILD (25%) 60% (26%TR) 18%. Diarrhea

(26%) (5%)



Summary- targeting HER2

* No FDA approved agents at this time
* NCCN guidelines- Trastuzumab + pertuzumab only
* Zanidatamab given large sample size, AE profile



Emory and Collaborators



FGFR alterations: RLY-4008 (REFOCUS)

RLY-4008: The First Highly Selective FGFR2 Inhibitor

In contrast to pan-FGFRi, RLY-4008 is a potent Potent in-vivo activity against FGFRi-sensitive
and selective FGFR2 inhibitor and resistant cholangiocarcinoma?
10. FGFR2 fusion 10 FGFR2 fusion-V565F
CHelix FGFRI naive pan-FGFRi resistant

RLY-4008 selectively inhibits
FGFR2 based on unique
conformational dynamics?

Mechaniam Biochemical IC50 (nM)>>
of Action FGFR1 | FGFR2 | FGFR3 | FGFR4

Xeno

Fold change in tumor volume

0
Irreversible
RLY-4008 FGFR2 864.3 31 2741 17,633
selective
-3 4
Reversible
Infigratinib Pan-FGFRi 19 1 2 61
P Reversible
Pemigatinib o oo 0.39 0.46 1.2 30 10~ 10/
. Total daily dose: [Jl] Vehicle [l Pemigatinib (1 mg/kg) [ Erdafitinib (30 mg/kg)
Futibatinip ~ \reversible 4 g 1.4 1.6 3.7
Pan-FGFRi Infigratinib (30 mg/kg) Futibatinib (6 mg/kg) [l RLY-4008 (30 mg/kg)
gratinib) [package insert]. Brisbane,CA QED Therapeutics; 2021. 4. Pemazyre(pemigatinib) [NDA]. Wilmington, DE;2019

1997
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RLY-4008 is active in FGFR2+ve Cholangiocarcinoma

ReFocus Next Steps: Phase 2 Pivotal Cholangiocarcinoma
Ongoing

T Mongress

Treatment

Patients with FGFR2 fusions or reartangements, FGFRi-naive (n=17) 3 §720 0260 <1

Pivotal enroliment
anticipated

“ completion:
. 2H 2023

)
=
MR-

=

Best % change from baseline (RECIST v1.1)

80
All patients had radiographic tumor reduction "
and nearly all had PR per RECIST 1.1 o

BOR S SO wR PR PR PR PR PR PR PR PR PR PR PR PR PR PR

7 = resection with curative intent

Confirmed ORR 82.4% 1115 unconfirmed PR

2023 ASCO #ASCO pn#s&o r;v Miesh . Bora, WD, ASCO MR soceT oF
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ReFocus Phase 1 Efficacy - FGFRi-Refractory, FGFR2 Fusion+ Cholangiocarcinoma

. ORR 21% ORR 1%

% Across all doses:

B 70% of patients with tumor reduction

Best % change from baseline (RECIST v1.1)
o

50 {100| 50 | 50 | 70 | 70 |100| 50 | 90 |100| 50 | 70 | 70 |100
[ BID | QDI | BID | BID | QDi | QDI | QD | BID | QDi | BID | BID { QDI | QD | QDI

EEEEEEEEEEELET)
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Resectable cholangiocarcinoma paradigm shift: OPTIC

Biopsy-prowven, technically resectable, intrahepatic cholangiocarcinoma
Imitial staging as per standard of care of participating institution
Signed informed consent
Ophthalmologic Examination

Tissue Biopsy sent for MNGS, CT-
DA sample and central blood
collected

Gemcitabine 800 mg/m? + Cisplatin 25 mg/m <+ nab-paclitaxel 100
mgsd m=

ﬂ | CT-DMNA collected

I MNGS results l

A
[ \

FGFR2Z fusion/translocation FGFR2 fusion/translocation not
present present
Infigratinib x Gemy/ Cis)/nab-
Z cycles Paclitaxel x 2 cycles
ﬂ CT-DMA and central blood ﬂ
collected after each cycle

Surgery l Surgery

ﬂl CT-DMA, surgical tissue, and central blood collected |ﬂ

Safety Follow up Wisit Safety Follow up Visit
Lons Term Follow um Long Term Follow up

detailed in protocal

CT-DMA callected at regular time points after surgery |




Borderline resectable ICC: Neoadjuvant Chemotherapy
+ STRIDE

| Borderline resectable ICC |

v

Gemgcitabine 1000mg/m D1. D8 Q3 weeks
Cisplatin 25mg/m’ D1, DS Q3 weeks

Cycleslana Il Durvalumab 1500me D1 Q3 weeks
Tremelinmmab 300mg D1 (Cycle 1 only)
Biopsy + * CT Scan
Gemcitabine 1000mg/m® D1, D8 Q3 weeks
Cycles OI and IV Cisplatin 25mg/m’ D1, D8 Q3 weeks

* CT Scan




Thanks for listening



	Expanding Treatment Options for Advanced Biliary Tract Cancer
	Slide Number 2
	Slide Number 3
	Slide Number 4
	Slide Number 5
	Slide Number 6
	Slide Number 7
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Slide Number 16
	Slide Number 17
	Slide Number 18
	Slide Number 19
	Slide Number 20
	Slide Number 21
	Slide Number 22
	Slide Number 23
	Slide Number 24
	Slide Number 25
	Slide Number 26

