Zanidatamab in Previously Treated HER2-Positive (HER2+) Biliary Tract Cancer (BTC): Overall survival (0S) and Longer Follow-Up
From the Phase 2b HERIZON-BTC-01 Study
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BaCKg rou nd Resu Its Table 2. Disease Response in Patients With HER2-Positive BTC Figure 4. Treatment Duration and Response by Time Point in Table 3. Overall Safety of Zanidatamab (Cohorts 1 and 2)
e Biliary tract cancer (BTC) encompasses a group of rare and aggressive (Cohort 1) Confirmed Responders per ICR (Cohort 1)* _

gastrointestinal tract cancers, including gallbladder cancer (GBC) and Table 1. Baseline Demographics and Patient Disease Characteristics® . " BTC s
e S B Tl (o grap | iumor gty @otort 1y | e | e subype Aoy TERE, 84 666

eCCA, respectively)' HER2-Positive All Patients CORR," n (%) [95% CI] 33 (41.3) [30.4, 52.8] i ggg . > Any TRAE, n (%) 63 (72.4)
" " o Characteristic (Cohort 1; n=80) (N=87) GBC - . Grade 1-2 45 (51.7)
0, +
e BTC accounts for less than 1% of adult cancers and is associated with a poor . Complete response, n (%) 2(2.5) Y iCCA ; Grade 3-4° 18.(20.7)
prognosis (5-year survival of 15% overall and 3% for metastatic disease)?* Gneimedani(Qf) 075700 B 6 Ol 0N 0/0) 3+ eCOA . Grade 5 0(0)
) o ) ) Female, n (%) 45 (56.3) 47 (54.0) Partial response, n (%) 31(38.8) 3+ GBC g ) —
o After failure of first-line treatment, subsequent chemotherapy is associated Race, n (%) qi i%%% - Serious TRAES, n (%) 8(9.2)
with a median overall survival (03) of approximately 6-9 months and Asian 52(65.0) 57(65.5) Stable disease, n (%) 22 (27.5) 4 ggg TRAEs leading to treatment discontinuation, n (%) 2(2.3¢
" 2 : - Y
poor tolerabilty*® White 23(288) 25 287) Progressive disease, n (%) 24(300) G . All grades Grades 3-4
e Human epidermal growth factor receptor 2 (HER2) protein overexpression or Other 5(6.2) 5(.7) DCR. (%) [95% CI] 55 (68.8) [57.4, 78.7] 3 ?CCA — Most common TRAES, " n (%)
gene amplification is observed in a subset of patients with BTC (approximately ECOG PS, n (%) ' ' O —t . Diarrhea 32(36.8) 4(486)
19-31% of GBC, 4-5% of iCCAs, and 17-19% of eCCAs)®’; therefore, HER2 is a 0 22(27.5) 23(26.4) CBR,* n (%) [95% CI] 38 (47.5) [36.2, 59.0] +  iCCA |— Infusion-related reaction 29(333) 1(1.1)
rational therapeutic target in BTC 1 58 (72.5) 64 (73.6) — p— c O —— ' Ejection fraction decreased 9(103) 3(34)
A A A e q Rty BTC subtype, n (% " PP = - — ] N: 2 1011
e Zanidatamab is a dual HER2-targeted bispecific antibody that targets 2 distinct G;: BB ) e Antitumor Activity in IHC Subgroups (=) (n=18) T eth . A;“ﬂf:: ainottansiorase neased 2:2 g; . £1 1;
sites on HER2, promoting HER2 receptor crosslinking and driving multiple = ” (28‘ 9 I (29'9) CORR. 1 (%) 2(516) 1686) gi ggg - hsprtats aminoranserass incroased ) (6'9) ) (2'3)
mechanisms of action, including®: e 16(200) 16(18.4 [95% CI] 38.6, 64.5] [0.1,27.3] qi ggg — — i) o
— Facilitation of HER2 internalization and subsequent degradation HER2 status by central assessment, n (%) “Ffficacy analysis (ie, all patients in Cohort 1 who received any dose of zanidatamab) per ICR; “One patient was not evaluable; +  iCCA Fatigue 5(5.) 0(0)
) . L “Best overall response of stable disease or confirmed complete response or partial response; “Stable disease =24 weeks or + iCCA o )
— Reduction of HER2 homo- and hetero-dimerization IHC 3+ 62 (77.5) 62(71.3) confirmed best overall response of complete response or partial response. +  GBC : Anemia 4(4.6) 3(3.4)
. L IHC 2+ 18 (22.5) 18 (20.7) BTC, biliary tract cancer; CBR, clinical benefit rate; CI, confidence interval; cCORR, confirmed objective response rate; DCR, disease J+ ggg - AESI, n (%)
— Immune-mediated effects (complement-dependent cytotoxicity as well as HC 1+ 00 33.4) control rate; HER2, human epidermal growth factor receptor 2; ICR, independent central review; IHC, immunohistochermistry. 31 eCeA |an sonrelated reaction 239 -
. . s . 8 usion-| 1 B .
- ' - i ) ) ) 3+ iCCA
antibody depe“de”F cellular CytOt?X'C'W and phagocytosis) HC 0 00 4148) e With additional follow-up, the cORR remained consistent with the primary 3+ eCCA Confirmed cardiac events 5(7) 334)
 In November 2024, zanidatamab received accelerated approval for the treatment Lines of prior therapy for metastatic or locally 100, 00,2 analysis (41.3%; IHC 3+ subset: 51.6%) K Non-infectious pulmonary toricites 1) 101)
of patients with previously treated unresectable or metastatic HER2-positive advanced disease, median (IQR)"* ' ' " . . 0 0 3 6 9 12 15 18 21 24 27 30 one !
— = . “One patient experienced a grade 4 TRAE (aspartate aminotransferase increased); “Included alanine aminotransferase increased
(immunohistochemistry [IHC] 3+) BTC based on the results of the phase 2b Previous systemic therapy, n (%) One additional patient achieved a complete response (n=2; 2.5%) Time from treatment start (months) a:d aspartate am\notrans(er?se |ndcreased (bzln occurred in 1 patient), andem\a. d\armea,gjectlon fraction decreased, ementrwws‘
. b inf -related tion, idiasis, iti h 1 patient); < due fo itis and the oth
HERIZON-BTC-01 trial (NCT04466891)° gemcfta:”e'bas_ed: . ;0((;;)‘;)) :57((7‘207)) W Time from first dose to tumor response Time from tumor response to treatment end 5 1 otn Tt ot o A€ a5 50, 1 o o o o8 TAE 1 s ptrts
. . emcitabine + cisplatin’ . X . g g
e In the HERIZON-BTC-01 trial, after a median follow-up of 12.4 months Fluoropytii dine-l:)ase e 27338 31856 Event description: 4 Tumor response ™ Disease progression - Treatment ongoing AES,adverso event of spocialiteres; TEAE, troatment-emergent adverse evet; TRAE, reatment-related adverse vt
(data cutoff: October 10, 2022), zanidatamab showed encouraging antitumor PD-1/PD-L1 Inhibitort 21(62) 2053 Patonts wilh confime esponses oty (153 * Wit additional follow-up, zanidatamab continued to have a manageable
activity (41.3% confirmed objective response rate [cORR]) with rapid and Gemcitabine + fluoropyrimidings 56 2‘) 56 7‘) Figure 3. Duration of Response in Patients With HER2-Positive BTC BTC, billary tract cancer; eCCA, extrahepatic cholangiocarcinoma; GBC, gallbladder cancer; ICCA, ntrahepatic cholangiocarcinoma; safety profile with no new safety signals identified
durable responses and a manageable safety profile in patients with previously ’ ) (Cohort 1)** CR, centeal review; HC, y o There were no deaths related to zanidatamab treatment
" “Numbers may not sum to 100% due to rounding to the nearest integer; ‘Includes gemcitabine-based therapies received in the . . . . .
treated HER2-positive BTC™ adivantneoadivant seting it progrssion occured i & morths o complton of terapy r surgery; Total egimens as Prababily st ——— — pr— e At the time of data cutoff, 8 patients had an ongoing response and were o Treatment-related adverse events (TRAES) leading to dose reductions
. . . de ited by the tigator; ‘Patient: ited at t e h d and b ted i weeks months months E— H i i i
— 0S data were not yet mature at the time of the primary analysis' e o ecimons ot sttt e VP ecaedad may beceunted o o omon 931 (75.1,98.2) | | 722 62.1,85.0) | | 60.7 401, 76.1) continuing to have radiographic follow-up, where the longest response was remained infrequent .
BTC, biliary tract cancer; eCCA, extrahepatic cholangiocarcinoma; ECOG PS, Eastern Cooperative Oncology Group performance T T i 20.3 months — Grade 3 diarrhea (n:1), grade 1 diarrhea and grade 1 nausea (I']:1),
- - status; GBC, gallbladder cancer; HER2, human epidermal growth factor receptor 2; iCCA, intrahepatic cholangiocarcinoma; - | | . . . ) . . i .
Oblectlve He, *1OR, trcuartl range. P01 ol dathprotein 1:PDLT proammed ca dedt-igand 1 100 Lo | T —————— o Median progression-free survival (PFS; 95% Cl) was maintained and grade 2 weight decreased (n=1) _ i
‘ 90- [ I T oy morihs (65% O (5.5 [3.6, 7.3] months) compared with the primary analysis'; the longest * One patient experienced serious TRAES since the primary analysis'® (alanine
T . A , * From September 15, 2020, to March 16, 2022, 80 patients were enrolled I I PFS time was 25.7 months, which was ongoing at the time of data cutoff aminotransferase increased and aspartate aminotransferase increased)
e To assess the efficacy, including OS, and safety of zanidatamab in patients with in Cohort 1 and 7 patients were enrolled in Cohort 2. Data cutoff for this | | : ! . « No additional patients discontinued treatment due to TRAES since the
HER2-positive BTC enrolled in HERIZON-BTC-01 ) 8011 | | — In patients with IHC 3+ tumors, the median PFS (95% CI) was ) ]
analysis was July 28, 2023 | primary analysis'™
) ) ' o ) 704 | 7.2 (5.4, 9.4) months
Me tho ds e The FtaZ?Llne gemographlcg andd.dl.?_e';l)sle iharacterlstlcs have been previously | — In patients with IHC 2+ tumors, the median PFS (95% CI) was
reported'® and are summarized in Table 60-

1.7 (1.0, 3.3) months

e The median (range) duration of follow-up was 21.9 (16-34) months

e Zanidatamab treatment was ongoing for 9 (11%) patients, and 11 (14%)
patients were in survival follow-up

Figure 1. Study Design
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(;'s'::sré'ef:"inm'" 30 Figure 5. Kaplan-Meier Plot of 0S (Cohort 1)** e With additional follow-up from the primary analysis,
2oy vt cehatil) 201 Survival [G-monih 05 oo 08 zanidatamab continues to demonstrate durable and sustained
-day cycles : probability, | Cohort 1: 80.3 (69.4, 87.6) || Cohort 1: 56.2 (44.3, 66.5) 0/ 0/ ;
S Ry Patients with * cORR! . . L . . . % (85% CI): |  IHG 3+: 90.1 (79.2, 95.4)| [ * IHC 3+: 65.0 (51.6, 75.6) responses (CORR of 41.3%; 51.6% in IHC 3+ subset), with a
locally advanced, CT/MRI per Figure 2. Target Lesion Reduction in Patients With HER2-Positive 10 o IHC 2+:41.7 (17.5,64.4) || * IHC 2+ 208 (5.1,43.7) _|[ Median 0S, months (85% Cl): )
=18 years Rcecran) eI BTC (Cohort 1)° 100 T T Cotort1:185 104, 18.) median DOR of 14.9 months
Received prior PUCCCEM pay1 Day1s Q8w z::iec:i:::ondary 0 HC24:5 2'(3(1 10.2) ) i ;
gemcitabine-containing i HERZ-amplified p £ 120 — e e 90 e The median OS of 18.1 months in the HER2 [HC 3+
o BIc * DOR® ¢ PFS: H s subset (15.5 months in Cohort 1) is notable in this patient
No prior HER2-targeted N 2 100 ) ) DOR (months) £ 7 : p
therapies * Cohort 1 * DCR « 0S & Number of patients at risk: = . . ]
(HER2-postive): . S gl Z 60 | population who historically have poor outcomes after
=1 measurable target J Safety and < 809l Cohort133 30 24 20 16 15 14 9 6 4 2 0 £
Jesit RECIST 191" (P2 Zanidatamab 20 mg/kg tolerability S « = | . .
esion per Vi « Cohort 2: e £ 60 “Per ICR in patients with confirmed responses (n=33); *Estimates per Kaplan-Meier method; median DOR Cls based on the Brookmeyer S gemC|tab|ne_based treatment
ECOG PS IHU(;?] : mandatory IRR (AEs, SAES H and Crowley method with log-log ransformations; s at 16 weeks, 6 months, and 12 months based on the Greenwood method. 2 40 | . . .
ort+ prophylaxis?® cI\niéal |ab' £ 404 BTC, biliary tract cancer; Cl, confidence interval; DOR, duration of response; HER2, human epidermal growth factor receptor 2; w 30 | o The Safety prOfI|e 0]( Zamdatamab mOﬂOtherapy remalned
B @ ICR, independent central review; NR, not reached. ©
EHMATES £ 209 20 ! manageable with favorable tolerability
- 2 o « With additional follow-up, the median duration of response (DOR; 10 : , , ,
E s/ 95% confidence interval [CI]) increased by approximately 2 months to 0 } ; — Serious or high-grade TRAEs were infrequent, as were
e =7 14.9 (7.4, not reached [NR]) months compared with the primary analysis'® 0 3 6 9 12 15 18 21 24 27 30 33 treatment discontinuations due to TRAES
8, —401 i 0 ) K i Number of patients at risk: Time from treatment start (months)
“Prophylactic treatment included corticosteroids (hydrocortisone 100 mg IV or 10mg ), E —604 — The median DOR (95A CI) n patleﬂts with IHC 3+ tumors was Cohort 1 8% 71 5.0 52 42 35 24 13 7 3 1 0 - Thel’e were no treatment-l’e|ated deaThS
50 mg oral or V), and acetaminophen (650-1000 mg oral); *Per ICR. s % 14.9 (7.4, NR) months HC3+ 62 59 54 47 39 33 23 13 7 3 1 0
AE, adverse event; BTC, biliary tract cancer; cORR, confirmed objective response rate; CT, computerized tomography; DCR, disease s -804 Y ini i i
control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal § 100 — The DORinthe 1 responder with IHC 2+ tumors was 7.5 months IHC 2+ 18 12 6 5 3 2 1 0 0 0 0 0 The clinical development Of zanidatamab in the treatment
growth factor receptor 2; ICR, central review; IHC,  IRR, infi lated reaction; IV, intravenous; $-100- BTC subtype: = eCCA = GBC = iCCA i . . H iti i i i
MRI, magnetic resonance imaging; 0S, overall survival, PFS, progression-free surviva\y‘ Q2W, once every 2 weeks; Q8W, once every & ) P ° Among all patients in Cohort ‘]Y the median 0S (95% Cl) was ngfél:ﬁtg.s,ﬁg;‘faf:.?wgﬁ:;nﬂeggia?:ﬁnn122 g:z:na;zg;:ﬂgiimkmye’ nd Grouermetiod i log-eq ransomatens Of HER2 pOSItIVB BTC Contlnues Wlth the Ongomg‘ glObal,
8 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SAE, serious adverse event ndicates patients with umors of HC 2+ satu; all othr patets had tumors with IHC status o 3+ 15.5 (10.4, 18.5) months 0, confidence interval; IHC, immunohistochemistry; 0S, overall survival randomized phase 3 StUdy (HER|ZON'BTC'02, NCT06282575)
) . . “Only patients with measurable disease at baseline and at least 1 post-baseline assessment were included (n=79). : t i . . . . . N
* HERIZON-BTC-01 is an open-label, global, phase 2b study of zanidatamab in Dt sl % e 0% e s s — In patients with IHC 3+ tumors, the median 0S (95% Cl) was e Median 0S (95% CI) was 15.5 (10.4, 18.5) months; the longest survival time of zanidatamab in combination with standard-of-care therapy in
FFF_GVIOUS% treated patients with advanced or metastatic HER2-amplified BTC receptor 2 (0CA, ntahepatc o G, immunohistoch o 18.1 (12.2, 23.2) months was 31.8 months, which was censored without death at the time of data cutoff the first-line setting for patients with HER2-positive BTC
igure
— Patients with centrally confirmed HER2-amplified tumors (assessed by in situ
hybridization) were prospectively assigned into 1 of 2 cohorts:
° HERZ’DOSitiVEZ Cohort 1 (cen‘[rally confirmed IHC 2+ or 3+) References: 1. Mogini A, et al. JHEP Rep. 2021;3(2):100226. 2. Koshiol J, et al. BMC Cancer. 2022;22(1):1178. 3. Siegel RL, et al. CA Cancer J Clin. 2022;72(1):7-33. 4. Lamarca A, et al. Lancet Oncol. 2021;22(5):690-701. 5. Yoo C, et al. Lancet Oncol. 2021;22(11):1560-1572. 6. Galdy S, et al. Cancer Metastasis Rev. 2017;36(1):141-157. 7. Hiraoka N, et al. Hum Pathol. 2020;105:9-19. 8. Weisser NE, et al. Nat Commun. 2023;14(1):1394. 9. FDA grants accelerated approval to zanidatamab-hrii for previously treated unresectable
. . or metastatic HER2-positive biliary tract cancer. https://www.fda. information-approved-drugs/fda-grant: pproval-zani hrii-previously-treated: metastatic-HER2. Accessed March 13, 2025. 10. Harding JJ, et al. Lancet Oncol. 2023;24(7):772-782. 11. Eisenhauer EA, et al. Eur J Cancer. 2009;45(2):228-247.
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