Zanidatamab (ZW25), a HER2-targeted Bispecific Antibody, in Combination with Chemotherapy (chemo) for HER2-positive
Breast Cancer (BC): Results from a Phase 1 Trial
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BACKGROUND RESULTS

» After progression with other available HER2-targeted therapies, the treatment for patients Data were extracted on October 12, 2021 from an unlocked database. » Safety was formally assessed by the Safety Monitoring Committee (SMC) after the first 6 Figure 5: Progression-free Survival in All Subjects
with advanced HER2-positive BC is generally a regimen comprised of a HER2-targeted * Of 24 subjects with HER2-positive BC enrolled in Part 3 of this trial, 10 (42%) continue on subjects were enrolled to each cohort Lo _
monoclonal antibody (e.g., trastuzumab) combined with a single chemotherapeutic agent! treatment * Among the first 6 subjects dosed in the vinorelbine (25 mg/m? weekly) cohort, 2 subjects had Med'a;;z’.g“‘;f)”’ <l
. . . . . . . . . . . . . 0'9 - !

— Based on a recent phase 3 trial of previously treated patients (1-3 prior therapies) the overall * 13 (54%) subjects have discontinued treatment due to disease progression and 1 (4%) due to chemotherapy dose reductions due to grade 3-4 neutrophil count decreased in Cycle 1:
response rate with such therapy is < 25% with median progression-free survival (PFS) an adverse event (AE; treatment-related grade 3 diarrhea) — 2 events led to vinorelbine dose reduction in 2 subjects 0.8 1
< 6 months, and the median overall survival for these patients is < 2 years? . . . .. — The SMC recommended vinorelbine dosing be altered from continuous weekly dosing to dosing on )

. . . g Y Table 1: Demographics and Baseline Characteristics & y cosine & o7
» Zanidatamab (also known as ZW25) is a humanized, Figure 1: Unique Binding days 1 and 15 of a 28-day cycle s e
bispecific, immunoglobulin G isotype 1 (IgG1)-like P ti f 7anidat b Subjects — 1 subject (of 6) experienced grade 4 neutrophil count decreased (Cycle 1, Day 15) in the vinorelbine g ~
antibody directed against the juxtamembrane roperties or Zanidatama (N = 24) cohort after this dosing schedule modification g 05
, Lo i - Median age (range), years 55 (37-72) * 2 (8%) subjects experienced 3 serious AEs, none related to trial treatment: &
domain (ECD4) and the dimerization Zanidatamab Promotes Receptor Clustering ] p : 2 o4
. : 3 s e B4 " | Female sex, n (%) 24 (100) — 1 subject experienced upper respiratory infection and pneumonitis, and 1 subject experienced
domain (ECD2) of HER2 (Figure 1) s 5 Race, n (%) oleural effusion 03 |
5 0
e Zanidatamab’s unique binding properties Asian 15 (63) .
result in:3 White 9 (38)

— Receptor clustering, internalization, and ECOG PS, n (%) Efficacy 01
downregulation 0 12 (50) bo |+ censored

T 1 12 (50 « The HER2-positive BC efficacy-evaluable population was defined as subjects with measurable ¢ 2 4 6 8 10 12 14 16 18 20 2 24 2

g p (50)
-independent tumor cell proliferation g;if]':‘E‘;g'cc:;”;’:;':‘;'t"ei oy HER2 positive,? n (%) 24 (100) disease (N = 22) _ Time (months)

_ Antibody-dependent Ce”ular Cytotoxicity and e A HR status’ n (%) _ Median fO”OW-Up time was 71 months Zani+Chemo 24(100) 18(75)  13(54)  10(42) 7(29) 3(13) 3(13) 3(13) 3(13) 3(13) 2(8) 1(4) 1(4) 0(0)
phagocytosis, and complement-dependent cytotoxicity HR positiyeb 10 (42) Figure 3: Best Reduction in Target Lesions LIS (IS i S T s e TAEL

* In ongoing phase 1 and 2 trials, zanidatamab monotherapy has been well tolerated with HR negative 10 (42) Table 3: Response Rates and DOR
durable responses in subjects with heavily pretreated metastatic HER2-positive BC,* and HER2- Not reported 4(17) %0 Zani+\Vino  Zani + Cape Zani + Pac
expressing cancers, including gastroesophageal adenocarcinoma and biliary tract cancer>”? Prior history of brain metastases, n (%) 9(38) HER2-positive Subjects (n=11) (n=7) (n=4)
Prior systemic cancer regimens in the metastatic setting, median (range) 2.0 (0-6) 57 3 479 0.0 36.4
. . . - % RR’ o o, CI . . . .
M ETHODS Patients with prior HER2-targeted therapies, n (%) 23 (96)¢ 3 CORR, % (95% Cl) (6.0, 61.0) (9.9, 81.6) (6.8, 93.2) (13.9, 54.9)
?aDS'\tA“lZ”mab ;g gg; : PR, n (%) 3 (27.3) 3 (42.9) 2 (50) 8 (36.4)
: : P;rtuzumab . 20 (83) £ SD, n (%) 6 (54.5) 4 (57.1) 1 (25) 11 (50)
Trial Design Lttt ol PD, n (%) 2 (18.2) 0 1(25) 3 (13.6)
= a
* In Part 3 of this ongoing phase 1 trial (NCT02892123),® we evaluated the safety and Neratinib 2 (8) ;g CBR,?% (95% Cl) (6 37631 0) (42 25'979 6) (19 15'89 n (3252435 6)
antitumor activity of zanidatamab in combination with chemotherapy in patients with Tucatinib/placebo® 2 (8) £ o —— —— ———
s : : 4 Margetuximab 1(4) 2 DCR, % (95% Cl) 818 100 75.0 80.4
HER2-positive metastatic BC (monotherapy BC data from Parts 1 and 2 previously reported?) S 1 (4) £ ’ (48.2,97.7) (59.0, 100) (19.4, 99.4) (65.1, 97.1)
e Zanidatamab dosing was based on subject weight §

- TO prevent or minimize infUSion'rEIated reaCtionsl a” SUbjeCtS received prophylaCtic treatment E:”O;Ejse:tiahs;(jrl_’:é:;;;z';itsi‘gzri';;ﬁilofc:/n(?irrﬁ;’d?‘EZT’!T;ZE‘:SSE:‘LU;&E:Q?\E:ﬁi‘;?;iiﬁ;iﬁ? 2;{:1;(:$aiif§:,ti|;ubjectwas mi.ssinginforma.tior) on pt.'ior.I-|ER2-targf=.t.edtherapies.dThree . DOR range, months 16_37 3-6_16-7+ 184_221+ 1-6_22-1+
W|th acetaminophen’ dlphenhyd ramine, and CortiCOSteroid prior tO administration Of subjects did not have access to pertuzumab and were allowed to enroll after consultation with the trial sponsor per protocol. ¢Possibly treated with investigational tucatinib. -80 PR g:p:e;a(;zf:;tsaptz:s;f;sg:::;r;:::;:;?;r;iz-t\r/?;i;feilir:elc;:zrr;:ﬂ szj:;:it(ij\;i;?::;nse rate; DCR = disease control rate; DOR = duration of response; Pac = paclitaxel; PD = progressive disease;
zanidatamab Safety - E:::ZZE:::E:E:Sﬁgjme aDoes notincludeZs;bjectscurrentlyon ,trialtreatment<6r;10nthswitharespor;seofSD.

. . . . . .. 1004 W Zanidatimab + Vinorelbine 120CT2021 Data Extract Date (N=22) PR
Figure 2: ZWI-ZW25-101 Trial Design for Patients with HER2-positive Table 2: Zanidatamab and/or Chemotherapy TRAEs eelWEOTOOTOOT meoTie e ome monome e me ne me ne e CONCLUSIONS

BCin Part 3 Zanidatamab + Zanidatamab + Zanidatamab +
Parallel single-arm cohorts (no randomization) Vin0r6|bine Ca pECita bine Paclitaxel

C = tucatinib; cPR, confirmed partial response; FISH = fluorescence in situ hybridization; HR = hormone receptor; IHC = immunohistochemistry; K = T-DM1; L = lapatinib; N = neratinib; P =

SERURIATE L = e SRPUETs TS GreE trmeit: e Zanidatamab in combination with chemotherapy demonstrates encouraging antitumor

— — — heavil d sub h HER2 BC
. . . . . ivity in vily pretreated subjects wit -positive BC:
Select Eligibility Zanidatamab + Vinorelbine® Any — Grade Any Grade Any Grade Any Grade Figure 4: Treatment Duration B At ) g . . .
Criteria (28-day cycle) Primar Grade >3 Grade 23 Grade 23 Grade =3 — 36.4% confirmed objective response rate (CORR) and a median progressmn-freze survival (PFS) of
. I . . .
Zanidatamab 20 mg/kg IV Q2W Endpoi\r:t TRAE,? n (%) 11(92) 7(58) 8(100) 3(38) 3(75) 3(75) 22(92) 13(54) 80 B 2ot + Caneciotis 7.3 months across all treatment regimens compare favorably to historical data
B Zanidatimab + Vinorelbine _ ] ] 3
* Unresectable, locally . Safet Treatment-related SAE 0 0 0 0 0 0 0 0 B Zanidatimab + Pactitaxel 4 of 8 responses are ongoing with response duration range of 1.8+ to 22.1+ months
advanced, or v TRAEs leading to treatment 0 e Zanidatamab in combination with single agent chemotherapy is well tolerated:
e . . Y 1 (8) 1(8) 1(13) 0 0 0 2 (8) 1(4) : : : :
- Select Secondary discontinuation 404 — Diarrhea is the most frequent treatment-related AE observed across regimens and is manageable,
HER2-positive BC Endpoints TRAEs occurring in 2 20% of subjects and/or Grade > 3 TRAEs in > 1 subject £ the majority (> 90%) being low grade
[}
* ECOGPS<1 - Study treatment continues * ORR¢ Diarrhea 10(83) 1(8) 5(63) 1(13) 2(50) 0 17 (71) 2(8) 8 20+ — Few infusion-related reactions or cardiac events were observed, none severe (grade > 3)
. until disease progression, c . . . . .
* Prior HER2-targeted unacceptable toxicty, or * CBRe Nausea 3(25) O 5(63) 0 0 0O 8(33) 0 5 * These data support further investigation of zanidatamab + single agent chemotherapy as a
therapies of unti other discontinuation Stomatiti 2 (17) 0 4 ( 50) 0 1(25) 0 7 (29) 0 P e i o A : : : . L
P ] criteria are incurred * DCRf Omatitls 2 novel therapeutic option for treatment of patients with HER2-positive locally advanced or
trastuzumab, T-DM1, * aubjectswho discontinue ' < . . .
= nd periusurTap chemotherapymay * DOR® Fat'g‘:]e I - 31(( 2;)) 0 ; E 325;; 0 5 (075) 0 2 E ;2; 0 S -20- metastatic breast cancer after > 3 lines of prior therapy
i + i c ’ Peripheral neuropat 0 0 1(25 1(4 @ L : : . . C L.
: e alone * PFSP D il (25) 4) o * The capecitabine and vinorelbine cohorts continue to enroll, evaluating the combination of
* Stable brain (28-day cycle) PPE 0 0 6 (75) 0 0 0 6 ( 25) 0 o -40 id b and ch h
. ()]
metastases allowed Zanidatamab 20 mg/kg IV Q2W Neutrophil count decreased 6(50) 6(50) 0 0 0 0 6(25) 6(25) 2 ZElEELEIELY LA S ] o)
Neutropenia 2(17) 1(8) 0 0 2(50) 2(50) 4(17) 3(13) 007 References
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