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S hOFRRBOLZEM EREFT T Y IRA > NEER EOHRAZH T EMEEEEROTENEA TNET,
H2BARAERMPKREZ (G UH E UBHDERD TGN U TINSOBMDAHZED D T, HRPOIBEN AR
BSACTFUTSOS M —HBTERLEITEND C EZFLTNET,

Dr. Eric Rowinsky, M.D.

AcCancer Therapeutic Development and <
Regulatory Consultant
5 (12 )

P
w
w

HP
1. f5l : Abou-Alfa GK, et al. JAMA Oncology. 2020;6(9):€201235.. Abou-Alfa GK, et al. Lancet Oncology. 2020;21(5):671-684.. Abou-Alfa GK, et al. Lancet Gastroenterology & Hepatology. 2021;6(10):803-815.. 1
2. 5] 1 JICOG1113##EsREE. Morizane C, et al. Japanese Journal of Clinical Oncology. 2025;55(3):210-218. &S5 [PEEE(CH T SMEFEE | IRESEOBRE | ARBEESE. i

3. #5l : Uniphar Development corporate website (https://rrdbiodev.com/our-team/ BEH 2026528 18H). it

J-Pharmald. ZDZ < MEHB XCHERKRE (CKD TRIASN TELATL FS > AR—F—DORIZFHHREZEU.
BXEEDOTBRUCEHRURL, LATIOEEME (L, IEEHBMOKEEICHITDSHRIQEEN®. NMADSFIERLIESR
EDRBDIREICHITDESICRIRESNTNET . J-PharmalFLATIOEEMZWERERHEL. COENZIERI
NOBAICHET DT> IS hZAIRUE UL, SBICERMRC LT, J-Pharmald > T 5> 5 hOERNE
IE & UCREENAZRIFEL. TDHIBRFEUN DT ENRSNTUVET . EBERCE2MBERAIR(CHVTEE
MR E 7R L. IRTEGARESZ B8 U2 E/RY)VEMEERRREROERE £ 10> TVWET ., TNSDARABIRED
A KD BBELA ST T DFREEENRET D EZFLTNET,
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- KE : Bureau, United States Census. 2023. QuickFacts United States. [Online] July 1, 2023, Epidemiologic patterns of biliary tract cancer in the United States:
2001-2015. Jill Koshiol+4. 2022. 2022, National Library of Medicine’ 7t (C Zi#tit &

- EU4+4UK : What is bile duct cancer?, Cancer Research UK. Gallbladder cancer statistics, Cancer Research UK. Ampullary cancer, Cancer Research UK. The
World Bank, DataBank, Population estimates and projections . Liver cancer, Label Logo Zentrum fiir Krebsregisterdaten. Cancer in gallbladder and biliary tract,
Label Logo Zentrum fiir Krebsregisterdaten. Walter D, Schnitzbauer AA, Schulze F, Trojan J: The diagnosis and treatment of ampullary carcinoma. Dtsch
Arztebl Int 2023; 120: 729-35. Population factsheets, Cancer Today, International Agency for Research on Cancer. The World Bank, DataBank, Population
estimates and projections % 7t(C ittt E

- B : Cancer Statistics 2016-2019. Cancer Information Service, National Cancer Center, Japan. Ishihara et al., Biliary tract cancer registry in Japan from 2008
to 2013, J Hepatobiliary Pancreat Sci. 2016 Mar;23(3):149-57% 7t (C ZittiRE
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https://www.census.gov/quickfacts/fact/table/US/PST045223
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9670575/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9670575/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9670575/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9670575/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9670575/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9670575/
https://www.cancerresearchuk.org/about-cancer/bile-duct-cancer/about
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/gallbladder-cancer
https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/gallbladder-cancer
https://www.cancerresearchuk.org/about-cancer/ampullary-cancer
https://www.cancerresearchuk.org/about-cancer/ampullary-cancer
https://databank.worldbank.org/Population/id/622a9444
https://databank.worldbank.org/Population/id/622a9444
https://databank.worldbank.org/Population/id/622a9444
https://databank.worldbank.org/Population/id/622a9444
https://www.krebsdaten.de/Krebs/EN/Content/Cancer_sites/Liver_cancer/liver_cancer_node.html
https://www.krebsdaten.de/Krebs/EN/Content/Cancer_sites/Liver_cancer/liver_cancer_node.html
https://www.krebsdaten.de/Krebs/EN/Content/Cancer_sites/Liver_cancer/liver_cancer_node.html
https://www.krebsdaten.de/Krebs/EN/Content/Cancer_sites/Liver_cancer/liver_cancer_node.html
https://www.krebsdaten.de/Krebs/EN/Content/Cancer_sites/Gallbladder_cancer/gallbladder_cancer_node.html
https://www.krebsdaten.de/Krebs/EN/Content/Cancer_sites/Gallbladder_cancer/gallbladder_cancer_node.html
https://www.krebsdaten.de/Krebs/EN/Content/Cancer_sites/Gallbladder_cancer/gallbladder_cancer_node.html
https://www.krebsdaten.de/Krebs/EN/Content/Cancer_sites/Gallbladder_cancer/gallbladder_cancer_node.html
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10714289/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10714289/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10714289/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10714289/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10714289/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10714289/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10714289/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10714289/
https://gco.iarc.fr/today/en/fact-sheets-populations
https://gco.iarc.fr/today/en/fact-sheets-populations
https://gco.iarc.fr/today/en/fact-sheets-populations
https://databank.worldbank.org/Population/id/622a9444
https://databank.worldbank.org/Population/id/622a9444
https://databank.worldbank.org/Population/id/622a9444
https://databank.worldbank.org/Population/id/622a9444
https://ganjoho.jp/reg_stat/statistics/data/dl/index.html#a14
https://ganjoho.jp/reg_stat/statistics/data/dl/index.html#a14
https://ganjoho.jp/reg_stat/statistics/data/dl/index.html#a14
https://pubmed.ncbi.nlm.nih.gov/26699688/
https://pubmed.ncbi.nlm.nih.gov/26699688/
https://pubmed.ncbi.nlm.nih.gov/26699688/
https://pubmed.ncbi.nlm.nih.gov/26699688/
https://pubmed.ncbi.nlm.nih.gov/26699688/
https://pubmed.ncbi.nlm.nih.gov/26699688/
https://pubmed.ncbi.nlm.nih.gov/26699688/
https://pubmed.ncbi.nlm.nih.gov/26699688/
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{88 ;1. K, Kaira et al. “Clinical significance of L-type amino acid transporter 1 expression as a prognostic marker and potential of new targeting therapy in biliary tract cancer,” BMC Cancer, 2013, 13:482. Licensed under CC BY 2.0 (http://creativecommons.org/licenses/by/2.0) 2. Cancer Med.,
2014, 3, 1246-1255. 3. Parasitol Int., 2017, 66, 471-478.

© 2026 J-Pharma Co., Ltd. All rights reserved. 41 I_ Pharma



2026 3

-® e »

BN 1T —X1 ERD 1T —X2 KEFDASTEE A2 (GHiE)
2015 2017 2018 2022 2023 2024 (2025 )
AEEN A, KIBHA | BBEEN A 2R EZ TSR *@%%E(Cé\b’e‘f: Beacon-BTCED HAFROIOw 27)\X
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ASCO GI 2023, ASCO ESMO 2025: /RXA —FEK
Annual Meeting: EEFER
Clinical Cancer Reseang, -

the BEACON-BTC study.

v
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Hi#8: Compile integrated claims (medical, pharmacy, diagnostic), Accessed Dec 2023
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UMINO000034080
- DCR
N =35 oS
* HEEHHUATR :
U = 0.025bH = 90%

. PFS =0.56 95 :0.34 -0.90 p=0.02 1

. 41.4 57.1 3 30.0 22.9 1
. 2 ASCO GI 2023

2023 ASCO Annual meeting
b 2

Clinical Cancer Research

5

{88 : 1. Furuse, Junji et al. “A Phase II Placebo-Controlled Study of the Effect and Safety of Nanvuranlat in Patients with Advanced Biliary Tract Cancers Previously Treated by Systemic Chemotherapy.” Clinical cancer research : an official journal of the American Association for Cancer Research vol.
30,18 (2024): 3990-3995. doi:10.1158/1078-0432.CCR-24-0461
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Hi88 ;1. ESMO 2025. 98P - Subgroup analysis of a Ph.2 study of nanvuranlat in pre-treated, advanced, refractory biliary tract cancer patients (BTC) support an enriched patient population for a planned Ph.3 study.
5 @ 2. IHC: FFRBEE N A EHC: FFIMEEN A GBC: BBEN A AVC: +1EBAESNA 3. O5S%EHEX(F [EDENZTOXBNICEFTNDHEERNIS% THD LHESNDEH ]
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Hi88 : 1. M. Ueno et al., ESMO 2025. 98P - Subgroup analysis of a Ph.2 study of nanvuranlat in pre-treated, advanced, refractory biliary tract cancer patients (BTC) support an enriched patient population for a planned Ph.3 study.
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86% 99% 99% 98% 100% 100%
21% N.A. 47% 30% 45% N.A.
3 30% 69% 76% 50% 67% 77% v
0% 69% 0% 0% 0% 0%
0% 28% 32% 0% 0% 0%
4% 14% 48% 15 15% 16%
0% 0% 0% 0% 56% 85 v
0% 0% 0% 0% 0% 8%
0% 0% 0% 0% 35% 21%
QTc 1% 0% 0% 9% 0% 0%
AST 3% 0% 0% 11% 8% 25%
ALT 0% 0% 0% 8% 11% 17%

HHFR
nanvuranlat: Phase 2 CSR
FOLFOX: Lancet Oncol 2021; 22: Second line FOLFOX chemotherapy versus active symptom control for advanced biliary tract cancer (ABC-06): a phase 3, open-label, randomized, controlled trial.

FAIVLR T + AT SF> /45 LSS E> (TOPAZ-1): NEIM Evid 2022; 1 (8): Durvalumab plus Gemcitabine and Cisplatin in Advanced Biliary Tract Cancer
“ 7R3 =7 JAMA Oncol. 2021;7(11): Final Overall Survival Efficacy Results of Ivosidenib for Patients With Advanced Cholangiocarcinoma With IDH1 Mutation. The Phase 3 Randomized Clinical ClarIDHy Trial

AREHFT: Lancet Oncology 2020; 21: Pemigatinib for previously treated, locally advanced or metastatic cholangiocarcinoma: a multicenter, open-label, phase 2 study.
JFJ)NF=T: N Engl J Med 2023; 388. Futibatinib for FGFR2-Rearranged Intrahepatic Cholangiocarcinoma
1 REEESFROFBERMENER (CLERT, 5%UERERNTNED
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Treatment Beyond Progression
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A B

biliary tract cancer study -

FERS0RIDIIEEDFT >TSS MG E REFIRART = bATERSNIZAEREDFT >TSS M EHRERITE | '
MDAEE (&306) ZLbE ERFD2EF (%518041) =LbE
FEFHMIEE | £EFRFEOS FEMMIEE | £EFHAFEOS

A .
N=180
FOLFOX, FOLFIRI or

: N=180

50 mg/d: N=30
75 mg/d: N=30
375 mg once: N=30

FOLFOX, FOLFIRI or
: N=30

KEDEERRERT —5X—X ClinicalTrial.gov E&kIE#k :
https://clinicaltrials.gov/study/NCT07265674

The journey forward with
advanced biliary tract cancer
begins with a bright beacon
of research.

Take the next step with
SE 1 1. AVC=t+ iSRRI A the BEACON-BTC study.

P ;2. COMPILE Claim Data accessed in Dec 2023
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https://clinicaltrials.gov/study/NCT07265674
https://clinicaltrials.gov/study/NCT07265674
https://clinicaltrials.gov/study/NCT07265674
https://clinicaltrials.gov/study/NCT07265674
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SR REMIBARRICEBS (I, BAREOIOY U/ (RY—1ZBEEDIRT>S vl

(2035 )2
I
» @ 10,000 USD 10,000 USD 450 M
uvs = 8,000 x  USD 30,000 x 4.5 USD 1,080 M
2 N
EU4+UK -E|E 11,500 USD 2 0,000 USD 1,035 M
» @ 16,000 USD 10,000 USD 720 M
vs = 13,000, x  USD 30,000 X 45 USD 1,755 M
! e [ 18500 USD 2 0,000 USD 1,665 M

v

2035

FEMERNCEVERZNDS, —MRIICE, 2HRTOIFHOT LB 0@ RILVEBI DEZET T ENSBL,

TEE3NSEEMDIRERVELITEC KD, EZBERDT —FCEDNT, BHCID—EDREDE LI, HECTEHULHHE, BHICAVWCEZET —IREDERYE. ZHECEEBORANG D, Fie. SEOTIBBEOEOFEERZITDIzt. RROEF[AIEHSIREEHNIN DB E (FAE < RRDOTEMEND D,
HAFCE (—RESE) SHEFIFE (DRFESE) OMBICEEENS D/, RRICEHTNER L D DHBHREEEEDOHBFIEOEMEE & (325720,

LERPA0EHD2023FEDEMIRKOABEN ABEEIC. "The World Bank, DataBank, Population estimates and projections” _t TO60REM _EACIBMEEENTE T DT ET. 2035FDEEREHET. B(C. FPIE- >4 E1—"COMPILE Claim Data Dec 2023"(CEDE, EXRREFEZTDEIE(90-95%). LK EaFEZITDE]
E(80%). 2GERICIEITI DEE(62%) EARET DT ET. DREVE L 2RFEEDEE R ZHEST,

BA - KE : BHFORBEN AEFEPemazyre. Tibsovo. Lytgobi, Ziiherad#LUBE, EU: SKED65%DEAT

BN A LREEEDYT A E+S AT SFUBEERMAERE. S ASFES + SR T SF U EEADBEAM(E. "COMPILE Claim Data Dec 2023"& 0,

1RESE - 2IREEEDT > Ay hZ—X(F, HERP43ESR
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First -in -Class

First-in-Class O#IARIDZ < (ZT0Ow U/)\R5— (FRIFELUSD 1B) &72d

2010 FDA

First -in - Class

ipilimumab ( Yervoy ) 2024 2.53B Bristol Myers Squibb Reports Fourth Quarter and Full-Year Financial Results for 2024
vemurafenib ( Zelboraf ) 2013 0.33B Roche Finance Report (2013, 2015)
crizotinib ( Xalkori ) 2017 0.59B Pfizer Financial Report (2013, 2017), Form 10-K (2020)
ibrutinib (Imbruvica) 2021 541B AbbVie Form-10K (2024, 2021, 2020, 2018)
nivolumab (Opdivo) 2027 11.3B GlobalData Pharma: Sales and Forecast
palbociclib ( Ibrance ) 2021 5.44B gfIZI:?;IZD(;%; Féhnar;ﬁ; R S;Ii:;vand Forecast
alectinib  (Alecensa ) 2024 161B Roche Finance Report (2024)
atezolizumab ( Tecentriq ) 2023 4.14B Roche Finance Report (2022, 2024)
larotrectinib  (Vitrakvi ) 0.84B Reuters news article; February 16, 2019
entrectinib  (Rozlytrek ) 2024 0.48B FIERCE Pharma; Sep 16, 2021
polatuzumab  vedotin ( Polivy ) 2024 1.26 B Roche Finance Report (2024)
daratumumab  (Darzalex ) 2024 11.7B Genmab News: Genmab Announces Net Sales of DARZALEX® (daratumumab) for 2024
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https://news.bms.com/news/details/2025/Bristol-Myers-Squibb-Reports-Fourth-Quarter-and-Full-Year-Financial-Results-for-2024/default.aspx
https://news.bms.com/news/details/2025/Bristol-Myers-Squibb-Reports-Fourth-Quarter-and-Full-Year-Financial-Results-for-2024/default.aspx
https://news.bms.com/news/details/2025/Bristol-Myers-Squibb-Reports-Fourth-Quarter-and-Full-Year-Financial-Results-for-2024/default.aspx
https://www.pfizer.com/sites/default/files/investors/financial_reports/annual_reports/2021/
https://www.reuters.com/article/world/europe/bayer-gains-full-vitrakvi-rights-from-eli-lillys-loxo-idUSKCN1Q41V5/#:~:text=Vitrakvi%2C%20which%20is%20set%20to,said%2C%20without%20specifying%20financial%20terms.
https://www.reuters.com/article/world/europe/bayer-gains-full-vitrakvi-rights-from-eli-lillys-loxo-idUSKCN1Q41V5/#:~:text=Vitrakvi%2C%20which%20is%20set%20to,said%2C%20without%20specifying%20financial%20terms.
https://www.fiercepharma.com/marketing/unconventional-move-bayer-pits-genetically-driven-cancer-drug-vitrakvi-against-roche-s?utm_source=chatgpt.com
https://ir.genmab.com/news-releases/news-release-details/genmab-announces-net-sales-darzalexr-daratumumab-2024
https://ir.genmab.com/news-releases/news-release-details/genmab-announces-net-sales-darzalexr-daratumumab-2024
https://ir.genmab.com/news-releases/news-release-details/genmab-announces-net-sales-darzalexr-daratumumab-2024
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{88 ;1. Adv Nutr., 2016, 7, 7985-805S. 2. J Pharmacol Sci., 2022, 148, 31-40. 3. J Immunol., 2013, 191, 4080-4085. 4. Front. Immunol., 2018, 09, 00053. 5. J Allergy Clin Immunol., 2020,
145, 199-214.e11. 6. Front Aging Neurosci., 2017, 9, 129. 7. H#t& Georgetown University, University of Turku ED#HE - ZEMAFTERICE D <AL KR—
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PR 1. Atlas of MS 3rd edition, MS International federation, September 2020 (https://www.msif.org/wp-content/uploads/2020/10/Atlas-3rd-Edition-Epidemiology-report-EN-updated-30-9-20.pdf). 2. MS Fact Sheet, MS International federation(https://atlasofms.org/map/global/epidemiology/number-
of-people-with-ms BiEiH 202643H11H)
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P ¢ 1. Secondary Progressive Multiple Sclerosis Drug Market report, Verified Market Reports, March 2025
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Goals for 2030
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1. MIBHIEST — S PR : KB3H'A - Colorectal Cancer Therapeutics Market Report, Precedence Research, 2024, 2/'J—< - Glioma Treatment Market Report, 2022, Transparency Market Research (ZHFIORET7IERH @ 202451289H)
Hi88 : 2. Nat Genet., 2021, 53, 16-26. 3. Justin Mencel, ASCO Daily News, 2023 4. J Gastrointest Oncol., 2015, 6, 314-321.; J Gastrointest Oncol., 2016, 7, 687-704.; ASCO 2021. Abstract ID 3004. 5. Biochem Pharmacol., 2022, 201, 115103. 6. #tL7R—
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Source :
1. example: Abou-Alfa GK, et al. JAMA Oncology. 2020;6(9):e201235. Abou-Alfa GK, et al. Lancet Oncology. 2020;21(5):671-684. Abou-Alfa GK, et al. Lancet Gastroenterology & Hepatology. 2021;6(10):803-815., etc.

2. example: Uniphar Development corporate website (https://rrdbiodev.com/our-team/ Accessed February 18, 2026), etc.

Dr. Ghassan K. Abou -Alfa,
MD, JD, MBA, PhD

AMemorial Sloan Kettering Cancer Center,
Professor of Medicine
ALed multiple global registrational
studies in BTC 1
& Chair of Steering
Committee for Global Phase 3 of nanvuranlat

Principal Investigator

Dr. Eric Rowinsky, M.D.

AcCancer Therapeutic Development and
Regulatory Consultant

Alntimately involved with registration of
12+ cancer therapies including leading
registration of 5 therapies in biotech

Led protocol design for Global Phase 3 of

-Pharma

nanvuranlat, Advisor for J

<

Validated second line therapies in biliary tract cancers remain limited to patients with certain genetic
alterations that would not make more than 20% of patients at most. Therefore, the need for novel
approaches of therapy. LAT1 (SLC7A5), a target closely correlated with metastasis and worse outcome.
Nanvuranlat is a selective inhibitor of LAT1 with demonstrated its potential impact in the preclinical
models of BTC and in a phase 2 clinical trials with impressive PFS improvement and an OS HR favoring it.
Thus, the necessity for the proposed phase 3 that we at MSK look forward to contribute to and lead
globally.

<

J-Pharma has had the courage to follow the science of the LAT1 transporter, much of which was
developed by the company and its collaborators. The significance of LAT1 is reflected by its diverse roles
in normal tissue function and in the pathology of diseases like cancer and multiple sclerosis. J-Pharma
recognized the importance of LAT1 and designed nanvuranlat to selectively and potently inhibit the target.
Importantly, J-Pharma identified biliary tract cancer as a lead indication for nanvuranlat, which has
proven to be correct, meeting the primary endpoint of a randomized phase 2 study that is serving as the
foundation for a pivotal phase 3 trial to register the drug. I hope that these bold efforts will result in the
first new therapy for BTC.
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