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First-in-numan, open-label,
phase 1 study of CD30-directed
antibody drug conjugate,
PF-03046044 (350C), In patients
with relapsed/refractory
lymphomas: dose escalation
safety and preliminary efficacy

INntroduction Methods

 35C is a novel, investigational antibody-drug conjugate of an STUDY DESIGN
anti-CD30 monoclonal antibody (cAC10) and a camptothecin-derived
TOP1 inhibitor payload conjugated with a glucuronide linker
(See Supplementary Figure 1. 35C phase 1 proposed MOA)."

« The antibody backbone of 35C is shared with BV, allowing 35C to
bind CD30 on the cell surface, internalize, and subsequently release
the TOP1 inhibitor payload into the cell to induce cytotoxicity.*?

* Preclinical data have demonstrated that 35C induces cytotoxicity . D ation is bei ducted using th dified
in Hodgkin lymphoma, ALCL, and BV-resistant cell lines and i oRE EsGelizllioh) 1 1o Inkg) Golie) 2 anes) RG] WS etliis

nhibits tumor growth in animal models of lymphoma, including toxicity probability interval (mTPI) method.*
BV-resistant lymphoma.? » Here, we report the preliminary analysis of the ongoing

» This FIH study was designed to evaluate safety, tolerability, PK, and part A dose escalation with a data cutoff of March 4, 2025.
preliminary antitumor activity of 35C in patients with R/R lymphomas.

« Secondary objectives include assessment of
35C PK and preliminary antitumor activity;
exploratory objectives include selective
biomarkers analyses.

« Antitumor activity is assessed by investigators
using Lugano response criteria (2014).>

TREATMENT

» All patients receive 35C as an IV infusion Q3W.

 Dose escalations begin with an initial dose of
0.6 mg/kg that are incrementally increased to 1.2,
2.0, and 2.5 mg/kg.

» Dose escalations are ongoing.

OUTCOMES AND ASSESSMENTS

« The primary objectives are to characterize 35C safety
and tolerability and identify the maximum tolerated
dose and recommended dose of 35C.

» This phase 1, open-label, multicenter study has
3 parts, a dose escalation (part A), an optional
dose/schedule optimization (part B), and a dose
expansion (part C), with an optional biology cohort (See
Supplementary Figure 2. 35C phase 1 study schema

and inclusion/exclusion criteria). Please scan the QR code to view the supplementary

material, including 35C proposed MOA and phase 1
study schema and inclusion/exclusion criteria.

* 9 patients (25.7%) experienced a TEAE that resulted in dose modification:
2 patients (5.7%) had a dose reduction due to nausea (grade 2) and
decreased neutrophil count (grade 2), 3 (8.6%) had a dose interruption
(full dose received) due to nausea (grade 2) and 2 events of infusion-
related reaction (grade 2), and 5 patients (14.3%) required a dose
delay (only 2 were due to a TRAE; catheter site infection [grade 2] and

ANTITUMOR ACTIVITY

« Among 27 response-evaluable patients across all dose cohorts, ORR was 70.4% (19/27),
including 3 CRs (1 patient with cHL, 1 with PTCL, and 1 with DLBCL) and 16 PRs. 5 patients had
SD as best response.

— Objective responses were observed across all dose cohorts.

Results

PATIENTS

* At the data cutoff of March 4, 2025, 35 patients had received > 1 dose of 35C
(0.6 mg/kg, n=2; 1.2 mg/kg, n=12; 2.0 mg/kg, n = 15; 2.5 mg/kg, n = 6).

« 2 patients with an initial dose of 1.2 mg/kg escalated to 2.0 mg/kg at
Cycle 6 and Cycle 10.

ODbjective

* To report the safety and tolerability, PK,
and preliminary efficacy from a FIH phase 1

study (NCT06254495) of 35C (PF-08046044)
in patients with R/R lymphoma

decreased neutrophil count [grade 2]). * Among the 17 response-evaluable patients with cHL, there has been 1 CR and 12 PRs.
« One DLT was observed in the 2.0 mg/kg dose cohort (grade 3 decreased « The ORR details per 35C dose level are provided in Table 5 and Figure 1.

— Among 8 response-evaluable patients with PTCL, 1 CR (SALCL) and 4 PRs were observed; 2
patients had SD.

platelet count lasting > 7 days).

Table 2. Summary of TEAEs and TRAEs?

» Patient demographics and disease characteristics at baseline are
reported in Table 1.

_ , . 35C Q3W dosin — Among 2 response-evaluable patients with DLBCL, 1 patient had CR.
 Nearly all patients had received prior BV (n =32, 91.4%). 9 . . . . .
o , , . , o 0.6 mg/kg | 1.2mg/kg | 2.0 mg/kg | 2.5 mg/kg Total * As of March 4, 2025, 77.1% (27/35) patients remained on study treatment with ongoing follow-up;
C ‘ " * A majority of patients with cHL had received a prior PD-1 inhibitor n (%) (n=2) (n=12) (n =15) (n =6) (N = 35) median follow-up of 3.0 months (range: 0.0-7.9); 22.9% (8/35) discontinued treatment (7 due to
O ﬂ C U S | O ﬂ S (n=21,95.5%). Any TEAE 2(100.0) | 10(833) | 12(80.0) | 5(83.3) | 29(82.9) PD and 1 proceeded to allogeneic SCT).
— 79 ' ' ' ; .39 ' ' Any TRAE 0 9(75.0 11(73.3 5(83.3 25 (71.4 . ) .
. 35C Il tolerated at th luated d 16 (7.2 7%) had received prlc?r nivolumab; 17 (77. 3%) prior pembrollzu.mab AnynTyEAE el (s 750 733 (833 71.4) Table 5. Best overall response? in response-evaluable® patients treated with 35C Q3W
dan aliogeneic . = = = = =
levels with a manageable safety profile in 109 | e o > > - - - Overall (n=2) (n=11) (n=11) (n=3) (N = 27)
patients with R/R lymphomas.  Median duration of treatment across all dose cohorts was 2.6 months Dose delay® 0 2(16.7) 1(67) 2333) | 5(143) CR, n (%) 0 2(18.2) 1(9.1) 0 3(11.1)
o . (range: 0.0-7.5) with median number of cycles administered = 4.0 Dose reduction 0 1 (83) 5 1(16.7) 2 (5.9) [95% CI]° [2.3-51.8] [0.2-41.3] [2.4-29.2]
* 35C demonstrated promising, emerging (range: 1-11). The short treatment duration is due to the limited follow- e S e — 0 2(16.7) 167) 0 3(8.6) PR, n (%) 1(50.0) 5 (45.5) 7 (63.6) 3(100.0) 16 (59.3)
antitumor activity in heavily pretreated up period (median: 3.0 months; range: 0.0-7.9). Any grade > 3 TEAE 0 4(333) | 4(267) | 2(333) | 10(2856) SD, n (%) 0 3(27.3) 2(18.2) 0 5 (18.5)
hatients with R/R cHL that progressed after * The relative dose intensity across all dose cohorts was 99.2%. Any grade > 3 TRAE 0 4(33.3) 3(20.0) 2 (33.3) 9 (25.7) PD, n (%) 1(50.0) 0 1(9.1) 0 2(7.4)
: s : . . . - . . Any serious TEAE 0 1(8.3) 0 1(16.7) 2(5.7) Not available,’ n (%) 0 1(9.1) 0 0 1(3.7)
- Table 1. Baseline demographics and disease characteristics of patients with
Drlc-)r BV'2 nd PD-1 inhibitors, as well as in R/R lymphomas o i Any serious TRAE 0 1(8.3) 0 1(16.7) 2(5.7) ORR (CR + PR), n (%) 1(50.0) 7(63.6) 8(72.7) 3(100.0) 19(70.4)
patients with R/R PTCL and DLBCL. 35C Q3W dosing Any TEAE leading to death 0 0 0 0 0 [95% CI]° [1.3-98.7] [30.8-89.1] [39.0-94.0] [29.2-100.0] [49.8-86.2]
. . “Treatment related d by the investigator. "Dose did not ithin the protocol-specified wind
- These preliminary data suggest 35C could be 06 mglkg | 1.2mgikg | 20 mgkg | 25mglkg | Tota reatment [dltodness o assessed by the vestigaor Dose dd ot ocur it the proocolspecfed window N 0.6 mg/kg 1.2 mg/kg 20 mg/kg 25 mg/kg Jotal,
. . (n=2) (n=12) (n=15) (n=6) (N =35)
a potential option for R/R lymphomas that do Age, years, median (min, max) | 41.5 (41, 42) | 34.0(28,87) | 63.0 (24,81) [ 47.0 (27,78) | 420 (24,87)|  * The most common TRAEs were nausea (n = 17, 48.6%), anemia (n = 6, CR. n (%) ) ) 1(16.7) | 159
not respond to standard of care or progress Male sex, n (%) 1500) | 8(667) | 9(600) | 4(667) | 22(629) 21761 0/]2)é ;\)I%p%ua (r(1j = %5 214%3%%), ?'rlldbflatl.%ue (n =5, 14.3%); most patients PR[95<y:/c1]c - — [(24(1;5247.;] s [10.21(-72083
on standard of care, both as a monotherapy Disease diagnosis, n (%) ° ad grade 5\fable 3). — :/; S T oo = Ser
. . . . . L ) ,N (% : : :
and potentia | |y in combination therap|e5. cHL 2(100.0) | 7(58.3) 9 (60.0) 4(66.7) | 22(62.9) Table 3. Summary of TRAEs? by preferred term occurring in > 5% of patients N T500) 5 5 . 1 69)
’ ()} . .
PTCL 0 3(25.0) 5(33.3) 1(16.7) 9(25.7) 35C Q3W dosing Not available.® 1 (%) 0 ) 0 0 0
SALCL 0 3(100) 1(20.0) 1(100) 5 (55.6) 0.6 mg/kg | 1.2mg/kg | 2.0 mg/kg | 25mg/kg | Total :
. . : : n (%) (n=2) (n=12) (n =15) (n = 6) (N = 35) ORR (CR + PR), n (%) 1(50.0) 5(71.4) 5(83.3) 2 (100.0) 13 (76.5)
Presenter: Christina Poh PTCL (NOS) 0 0 4(80.0) 0 4(44.4) Any TRAE 0 9(750) | 11(733) | 5(833) | 25(71.4) [95% CI]e [1.3-98.7] [29.0-96.3] [35.9-99.6] [15.8-100.0] [50.1-93.2]
DLBCL 0 2 (1 6-7) 1 (6-7) 1 (16-7) 4 (1 1 -4) Nausea 0 7 (58 3) 7 (46 7) 3 (50 0) 17 (48 6) sAccording to investigator-assessed best response per Lugano response criteria (2014)>. "Patients who received = 1 dose of 35C, had a baseline disease
@ ECOG performance status, n (%) A : 0 1 (33'3) 0 : » (33'3) 6 (1 - 1) asseisCrPent andt_z 1 post t%ﬂseglne diseIaDse assessmtehntaodrph?.d dtisco_rtwkt]inuted thetsgudyl\_/vith no evaluable post beiseline disease assessment. cTwo-sided 95%
Ema" for more information: c oh1o uw.edu ’ nemia . . . exac computing using the Llopper-rFearson metnoa. "Fatients without a post-Daseline response assessment.
M P @ 0 0 7 (58.3) 8(53.3 4 (66.7) 19 (54.3 Alopecia 0 0 4(26.7) 1(16.7) 5(14.3)
1 2 (100.0) 5(41.7) 7 (46.7 2(33.3) 16 (45.7 Fatigue 0 2(16.7) 1(6.7) 2(33.3) 5(14.3) Figure 1. Waterfall plot showing the maximum percentage change in the sum of diameter of target
Electronic Poster and Ann Arbor Staging at study entry, n (%) Constipation 0 2(16.7) 0 2 (33.3) 4(11.4) lesions from baseline (n = 27 response-evaluable patients)
Supplementary Material
| o o oh b i Stage I 0 0 2(13.3) 0 2(5.7) Headache 0 2(16.7) 2 (13.3) 0 4(11.4)
An electronic version of this poster may be obtained by scanning this Rash maculopapular 0 1(8.3) 3(20.0) 0 4(11.4)
: : : : Stage III 0 3(25.0) 3(20.0) 0 6(17.1) Pap
Quick Response (QR) Code with your smartphone app. Copies of this g : .
poster obtained through QR Code are for personal use only and may Diarrhea 0 2(16.7) 1(6.7) 0 3(8.6) 1201 Ongoing treatment  » 35C dose level Q3W
. . pe Stage IV 2 (100.0) 9 (75.0) 10 (66.7) 6 (100.0) 27 (77.1)
not be reproduced without written permission of the authors. e Neutropenia 0 0 2(13.3) 1(16.7) 3(8.6) 0.6 mg/kg I
nes, : :
m”e%ria:,e?mrirr‘frr;a;() 85(4,13) | 6.5(2,10) | 4.0(2,14) | 50(3,7) | 50(214) Infusion-related reaction 0 1(8.3) 1(6.7) 0 2(5.7) o 1007 1.2 mg/kg
References: 1. Herrera AF et al. Blood 2024;144:1674.1-1674.1. 2. Pommier Y. Nat Rev Cancer 2006;6:789-802. Prior treatment with BV, n (%) | 2(100.0) | 11(917) | 13(86.7) | 6(100.0) | 32(914) Myalgia 0 1(8.3) 1(6.7) 0 2(5.7) = 30- 2.0 mg/kg
3. Hamblett K] et al. Blood 2023;142:1440-1440. 4. )i Y et al. Clin Trials. 2010;7:653-663. 5. Cheson BD et al. : : Night sweats 0 1(8.3) 0 1(16.7) 2 (5.7) [T 2.5mg/kg
J Clin Oncol 2014;32:3059-68. 6. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®). priov treatmentwithaPD-1 | 5 (1000) | 8(667) | 10(667) | 6(100.0) | 26(743) Paresthesia 0 1(823) 1(6.7) 0 2(5.7) S
Antiemesis. V2.2025. May 12, 2025. National Comprehensive Cancer Network, Inc. 2025. Inhibitor; n (%) blatelet count decreased . 0' 1 (6.7) T67) S (5°7) o 60
Abbreviations: acCPT, antibody conjugated drug; AE, adverse event; ALCL, anaplastic large cell ymphoma; Prior any SCT, n (%) 1(50.0) 5 (41.7) 7 (46.7) 3(50.0) 16 (45.7) Treatment relatedness was assessed by the Investigator ' ' ' g 40-
ASCT, autologous stem cell transplant; AMDCPT, 7-aminomethyl-10, 11-methenedioxycamptothecin; Prior allogeneic SCT, n (%) 0 1(8.3) 1(6.7) 0 2 (5.7) ' =
AUC, area under the curve; BV, brentuximab vedotin; CAR, chimeric antigen receptor; CD30, cluster of 22 patients with an initial dose of 1.2 mg/kg escalated to 2.0 mg/kg at Cycle 6 and Cycle 10. *Prior treatment lines may P HARMACO KI N ETICS ¥ 90
differentiation 30; cHL, classical Hodgkin lymphoma; CHP, cyclophosphamide, doxorubicin, and prednisone; include prior systemic therapies and/or procedures. o
CI, confidence interval; C.,,,, maximum plasma drug concentration; CR, complete response; C,,4, trough . Preliminary PK analysis indicates 35C PK for acCPT is approximately % 0- cHL PTCL cHL cHL cHL cHL cHL cHL cHL PTCL cHL PTCL PTCLDLBCL cHL cHL cHL cHL cHL cHL PTCL cHL cHL PTCL
plasma concentration; d, day; DLBCL, diffuse large B-cell lymphoma; DLT, dose-limiting toxicity; dsDNA, double- dose-proportional for doses evaluated ranging from 0.6-2.0 ma/kqg Q3W: L
stranded DNA; ECOG, Eastern Cooperative Oncology Group; FDG PET, fluorodeoxyglucose positron emission SAFETY AND TOLERABILITY ti pt gt inal half-life is ~6-7 d (Tgablge 4) 99 Q s
tomography; FIH, first-in-human; GI, gastrointestinal; GVHD, graft-versus-host disease; IV, intravenous; max - : - : estimated terminat halt=iite 15 ays ' > -207
maxir?mur?r KhEC 'moderately emétog’](gnic chemotherépy' mi;wgminimum \Y[O7: mecharlmisr'n of action; N'OS ' + Overall, 29 patients (82°9%) experlenCEd a TEAE, with 25 (71 °4%) havmg =
not otherv(/ise S|L')ecified; ORR, objective response rate; PE), pr(;gressive disease'; PD-1, programmed c'eII deé\th experienced a TRAE (Table 2). Taoziei'?%u[;?sﬁ-normallzed PK parameters ot acCPT in plasma up to cycle | =2 -401
protein 1; PK, pharmacokinetics; PR, partial response; PTCL, peripheral T-cell ymphoma; Q3W, once every 3 — The most common TEAEs were nausea (n =19, 54.3%), constipation P § PR PR SD CR - |-50%
weeks; R/R, relapsed/refractory; SALCL, systemic anaplastic Iarge. cgll lymphoma; SCT, stem cell transplant; SD, (n=7,20.0%), fatigue (n=7,20.0%), and anemia (n =6, 17.1%). Dose AUC, 24 Crnax Ctrough Half-life r>é -60- > > > PR pR
stable disease; ssDNA, single-stranded DNA; stdev, standard deviation; TEAE, treatment-emergent adverse _ _ _ _ _ (mg/kg) n (ng/mi*d) (ng/ml) (ng/ml) (days) S > PR bR PR PR
event; TOP1, topoisomerase 1; TRAE, treatment-related adverse event. — Primary antiemetic prophylaxis was introduced at 35C dose level Mean Mean Mean Median -80- > b » PR PR g
Acknowledgments: Medical writing, conducted in accordance with Good Publication Practice (GPP 2022) 2-5. mg/kg based on N.CCN guidance for MEC® and institutional (stdev) (stdev) (stdev) (min-max) > >
and the International Committee of Medical Journal Editors (ICMJE) guidelines, was provided by Melissa guidelines. GI toxicity is an expected on-target effect based on 35C MOA. 0.6 2 2153 513 (NA) 20.8 (NA) NA (6.6-6.9) -100
Lingohr-Smith, PhD, of Oxford PharmaGenesis Inc., Wilmington, DE, USA, and was funded by Pfizer Inc. » Serious AEs were experienced by 2 patients (5.7%); both events (anemia 1.2 12 2464 (577) 503 (130) 24.2 (6.1) 5.7 (5.0-12.6)
Funding source: This study was sponsored by Pfizer Inc. and catheter site infection) were considered treatment related. 2.0 11 2657 (808) 473 (121) 43.3 (28.5) 7.2 (4.9-10.5)
. . . Stdev and median have been reported when = 3 observations are available for a dose and schedule. Total patient Each column represents a patient according to investigator-assessed best response per Lugano response criteria (2014).
Presented at the European Hemato'ogy Association (EHA) Congress o * No patlents discontinued treatment due to a TEAE and there were no TEAEsS number (n) at each dose level is based on number of patients with = 1 measured concentration of acCPT; NA in table 1 patient is not displayed due to lack of post baseline target tumor assessment that is eligible for the efficacy analysis.
Ieading to death represents “not available/not analyzed due to limited information”. Assessments after the start of subsequent anticancer therapy are not included.
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