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INTRODUCTION METHODS

» This is a global, phase 1/2, first-in-human, open-label, multicenter, 2-part, dose-escalation and dose-expansion study Table 2. Key Eligibility Criteria
(ClinicalTrials.gov Identifier: NCT05875168)

* Mucin 1 (MUCH1) is a single-transmembrane glycoprotein that is

: : : 1 Inclusion criteria Exclusion criteria
expressed on the apical membrane of the epithelial surface « Dose-escalation (Part 1) is currently accruing patients who have locally advanced, metastatic, or unresectable tumors _
«  MUC1 is found highly glycosylated in normal tissue, but is related to urothelial, non-small cell lung, breast, ovarian, biliary tract, or pancreatic cancers (Figure 2) YIS =18 LTS O £ * Prior treatment that targeted MUCT or TA-MUC
hypoglycosylated in cancer Ce||S, which results in the exposure . Dose-expansion (Part 2) will enroll patients with various advanced solid tumors and documented disease progression * Completed informed consent form « Spinal cord compression or past or present active central nervous system metastases
coinciding with or following their most recent cancer therapy - Adequate organ function - Multiple primary malignancies, with the exception of adequately resected

of new epitopes on MUC1 in tumors called tumor-associated
MUC1 (TA-MUC1)." TA-MUC1 is overexpressed in cancer

* The study endpoints, key patient eligibility criteria, and enrollment status are shown in Table 1, Table 2, and Figure 3, respectively - The presence of left ventricular ejection fraction 50%, as assessed by nonmelanomg skin cancer, in_situ disease that was treated an_d cured,
echocardiogram or multigated acquisition, within 28 days of enroliment or other curatively treated solid tumors that have shown no evidence of

cells and loses cell polarity, leading to its redistribution over Figure 2. Study Design y o o] o RECIST vereion 1 1 disease for 23 years

L  Measurable disease based on version 1. L . . L
the surface of the cell and within the Cytoplasm1 Dose-escalation (Part 1) DS-3939a Q3W escalating doses: Cycle 6 | * Any of the following diseases, infections, or events (currently or historically):
TA-MUCT has b ttractive th e t f due t . Selected solid tumors Cycle 4 Cycle 5 e » Eastern Cooperative Oncology Group performance status of O or 1 noninfectious interstitial lung disease/pneumonitis (including suspected cases);

] : .aS SCome an attraciive er.ape.u C larget due to (UC, NSCLC, breast Cvcle 2 Cycle 3 DS-39393 WlDOSG level 6  Additional criteria for Part 1 (Dose-escalation): histologically or cytologically qctive |_'”V infections; active hepatitis B or C virus.infection; aut_oimr.nune d_isease
the association between its overexpression in tumors and poor ovarian, biliary tract, Cycle 1 Y |DS- 939a |DOSe ovel 41005€ 1evels documented locally advanced, metastatic, or unresectable tumors related to (including suspected); and a cerebrovascular accident, a transient ischemic attack,
prognosis and the development of metastases?* or pancreatic cancers) DS.39394 |B§£9|282| , | Pose level S urothelial, non-small cell lung, breast, ovarian, biliary tract, or pancreatic cancers or other arterial thromboembolic event within the last 6 months

* N =~30 (minimum Dose level 1 - Additional criteria for Part 2 (Dose-expansion): histologically or cytologically - Currently receiving any other therapeutic investigational procedure, with the

* DS-3939s, _a povel antlbOdy'd rug Conjugate that targets 3 per dose group) I —I_’ documented locally advanced, metastatic, or unresectable solid tumors and exception of participation in a treatment-free, long-term follow-up
TA-MUC1 , 1IS 1IN development for the treatment of Screening Treatment period Follow-up documented radiographic disease progression coinciding with or following their

malignant tumors IV DS-3939a administered on Day 1 of each 21-day dose cycle (LTFU) most recent cancer therapy
_ The COmpOSitiOn Of DS'39398 inCIUdeS 3 humanized Evaluation for DLT, TEAEs, and SAEs MUC1, mucin 1; RECIST, Response Evaluation Criteria in Solid Tumors; TA-MUC1, tumor-associated mucin 1.

anti-TA-MUC1 antibody and deruxtecan (DXd; MAAA-1181a), ” Figure 3. Enroliment Locations and Status

which is composed of a tetrapeptide-based cleavable linker Dose-expansion (Part 2)

and a topoisomerase | inhibitor (DXd; MAAA-1181a; Figure 1) . Selected solid tumors
- DS-3939a exhibited TA-MUC 1—dependent in vitro cell-growth Ia\l”f S:SS level(s) Multiple expansion cohorts targeting

inhibition and induced in vivo tumor regression against T various advanced solid tumors

' ' AACR 2024 oral Screening Treatment period Follow-up S / o
models (fF)r more information, see C 024 ora IV DS-3939a administered at the recommended doses (LTFU) f \ ==» Japan: Recruiting
presentation 6579) Evaluation for TEAEs, SAEs, and ORR Florida Cancer Specialists, | National Cancer Center
- DLT, dose-limiting toxicity; 1V, intravenous; LTFU, long-term follow-up; NSCLC, non-small cell lung cancer; ORR, objective response rate; Q3W, every 3 weeks; Sarasota, FL Hospital East,
Flgure 1 - StrUCtu re Of DS'39393 RDE, recommended dose for expansion; SAE, serious adverse event; TEAE, treatment-emergent adverse event; UC, urothelial carcinoma. ?Jhiba
_ . Legorreta Cancer Center,
H!Jmanlzed Table 1. Study Endpoints Brown University, National Cancer Center
anltl—c;l'f-MALll)m e Primary endpoints Rhode Island Hospital, Hospital,
m .
g | Safety and tolerability outcome measures Efficacy outcome measure Providence, R Tokyo
AR
| . . X * Number of patients with dose-limiting toxicities from DS-3939a * Number of patients with objective tumor response rate Huntsman Cancer Institute,
2 6 o H H H within 3 weeks of the first dose (Dose-escalation [Part 1] only) per RECIST version 1.1 (Dose-expansion [Part 2] only) - -
e N/\/\/\H/NVU\N/\H/N){MN/\H/N\/OVU\I:\IH 0 . | | _ University of Utah, .
¢ o -0 O \ 0 H o H o Number of patients with treatment-emergent adverse events Salt Lake City, UT
H © @ o and serious adverse events after treatment with DS-3939a
Tetrapeptide-based cleavable linker H,C HO—CH, Secondary endpoints }'
F
Topoisomerase | inhibitor payload  Number of patients with objective tumor response rate following < Overall survival following treatment with DS-3939a /
treatment with DS-3939a (Dose-escalation [Part 1] only) » TA-MUC1 expression detected by immunohistochemistry at
 Disease control rate following treatment with DS-3939a baseline and its correlation with DS-3939a efficacy
DXd, deruxtecan; IgG1, immunoglobulin G1; mAb, monoclonal antibody; TA-MUC1, tumor-associated mucin 1. R : : : _ o ; ' ' _
Duration of response foI.Iowmg treatmer.}t with DS-3939a Pharmacokme.tlc profl.le of DS-3939a | o . Actual study start date: August 2023
 Time to response following treatment with DS-3939a  Number of patients with treatment-emergent antidrug antibodies

« Estimated primary completion date: March 2026
* Progression-free survival following treatment with DS-3939a . Estimated study completion: July 2027

following treatment with DS-3939a

P U RP OS E RECIST, Response Evaluation Criteria in Solid Tumors; TA-MUC1, tumor-associated mucin 1.

* To assess the safety, tolerability, and efficacy of DS-3939a in
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