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Trials in progress: TAM kinase

* This first-in-human, phase 1, open-label, multicenter study will evaluate the . STIETT I
. 5 . Ba C kg FoOun d safety, tolerability, pharmacokinetics (PK), and preliminary antitumor activity of Table 1: Key e“glblllty criteria
| n h | b |to r' P F_O 7 2 6 5 8 O 7 a n d _ , , , PF07265807 in patients with advanced or metastatic solid tumors as a single agent
* AXL receptor tyrosine kinase (AXL) and Mer proto-oncogene tyrosine kinase (MERTK)

) ) _ and in combination with sasanlimab with or without axitinib. Key inclusion criteria Key exclusion criteria
are members of the tumor-associated macrophage kinases (TAMK) family and , ,
. o, o . . regulate key aspects of immune homeostasis and response to infection. * The design of the PF-07265807 monotherapy dose escalation part (Part 1) of . ) )
Sa Sa n i | m a b p i U S aX|t| n | b | n ) N this study was presented at ASCO 2021 (TPS2671).° The designs of the doublet - Male or female patients aged =18 years » Known active uncontrolled or symptomatic CNS metastases
TAMKs argz expressed OIT denﬁ”tlc cells ar}d m?crophages.];rAMKs.carl also be combination of PF-07265807 plus sasanlimab dose escalation (Part 2) and dose
. . expressed on tumor cells in the context of malignant transtormation. expansion (Part 4) parts of this study were presented at ASCO GI 2023 . Participants with histologically or cytologically confirmed unresectable - Major surgery within 6 weeks or radiation therapy (except for palliative
patl - ntS W|th ad d\/a Nnce d or ’ Inh'b't'ton OEKE‘XL and MERT:(: may lower the immune activation threshold and * We describe here the design of the dose escalation (Part 3) and dose expansion locally advanced or metastatic RCC with a clear cell component therapy) within 4 weeks before study entry
promote antitumor immunity. (Part 4) parts of this study for the triplet combination of PF-07265807 plus P 3 and 4
M) | i i i | Mma: . EAFE-(F3§%<6§§37A)?F:hmwn a(s)téEtR :;c(iﬁ/it isaa Sﬁiif t&izrr?jli\/l?gielf uiiolg hri%iioéiign sasaniimab and axitinib. (Parts 3 and 4 + Systemic anticancer therapy within 2 weeks or 5 half-lives (4 weeks or 5
eta Stati C re i’i a Ce Ca rCi n O a . in Vivo.3 IP Y a9 PROSPROLY + Progressed following prior treatment and no satisfactory alternative half-lives for antibody therapies or investigational drugs taken on another
h ,I ‘ b ‘ * PF-07265807 demonstrated broad, potent immune-related antitumor activity I\/l ate r'| a |S an d |\/| et h Od S treatment option is available (Part 3) study) before study entry
- in nonclinical immune-competent syngeneic models as monotherapy or in _ _ o o
a p a Se / O p e n a e / combination with anti-programmed cell death protein 1 (anti-PD-1) antibodies.? STUDY DESIGN AND ELIGIBILITY CRITERIA - Other tumor types may be allowed with prior approval by sponsor (only Part 3) | + Prior irradiation to >25% of bone marrow
. . — PF-07265807 showed robust T cell-dependent antitumor immunity in multiple : : : : : : : , , . ,
p h a m a CO ki n etl C Safety a n d syngeneic tumor models.? « This is a phase 1, open-label, multicenter, multiple-dose, dose-escalation, safety, PK, - Intermediate and poor-risk RCC and no prior systemic therapy for metastatic| + Active or history of autoimmune disease requiring >10 mg/day prednisone
! — Tumor-bearing mice with complete responses upon treatment with biomarker, and preliminary efficacy study (NCT04458259) of PF-07265807 in cohorts disease (Part 4) or other concurrent immunosuppressive therapy
“le PF-07265807 were resistant to subsequent rechallenge with the same of adult participants with selected advanced or metastatic solid tumors.
tO i e ra b | i |ty Stu dy syngeneic tumor, demonstrating AXL/MERTK inhibition led to the * ~45-55 investigator sites will participate in this study globally. - Estimated creatinine clearance =30 mL/min and urinary protein <2+ or >2+ - Active, uncontrolled infection (controlled hepatitis B virus, hepatitis C virus,

generation of long-term antitumor memory T cells.? * Participants will be enrolled into Part 1 monotherapy dose escalation, Part 2 but 24-h urine protein:creatinine ratio <2 g/24 h HIV/AIDS may be allowed) as defined in study protocol

— In the RENCA renal cell carcinoma (RCC) model, compared with a duplet doublet dose escalation with sasanlimab, Part 3 triplet dose escalation with
therapy with vascular endothelial growth factor receptor (VEGFR) tyrosine sasanlimab plus axitinib, and Part 4 dose expansion cohorts (Figure 1). -« By RECIST v1.1, =1 measurable (Part 4) or non-measurable lesion(s) (Part 3) | + For Part 3, uncontrolled hypertension (BP >150/90 mmHg) despite optimal
kinase inhibitors plus therapy targeting PD-1 or programmed death ligand PD-L1,  After dose-findin £ : b i i i : : : : . : :

i : : i : g, safety, and PK data are obtained with single-agent PF-07265807 that has not been previously irradiated medical therapy; for Part 4, evidence of uncontrolled hypertension
a triplet therapy with added PF-07265807 showed survival benefits (data on file). in Part 1, in combination with sasanlimab in Part 2, and in combination with P y (BP >140/90 Py Ha) as d ted by 2 baseline BP ypd' taken >1 h
* Sasanlimab is a monoclonal antibody to PD-1 administered SC (300 mg every sasanlimab plus axitinib in Part 3, the utility of PF-07265807 will be explored + ECOG performance status 0-2 mmrg) as documented by 2 baseline readings taken =
O b i e Ctive 4 weeks or equivalent) that has an acceptable safety profile*> and is currently being as monotherapy and in each combination in Part 4 (dose expansion). apart (use of antihypertensive medications to control BP is allowed)
J evaluated in a phase 3 trial in non-muscle invasive bladder cancer (NCT04165317). — The expansion cohorts in Part 4 may start independently of each other - Adequate bone marrow, renal, and liver function . Inability to consume or absorb studv dru
* Axitinib is a VEGFR inhibitor approved as a single agent and combined with (eg, Part 4, Cohort 1 may start after Part 1 is completed; and Part 4, Cohorts 2 y y 9
. This first-in-human StUdy will assess the anti-PD-(L)1 inhibitors to treat advanced RCC. and 3 may start after Part 2 is completed) (Figure 1). . Resolved acute effects of any prior therapy . Known or suspected hypersensitivity to PF-07265807

safety, tolerability, PK, and preliminary

- Prohibited concomitant medications, as defined in the study protocol

Figure 1: Triplet dose escalation and dose expansion for PF-07265807 and sasanlimab plus axitinib

activity of PF-07265807 (ARRY-067) as
monotherapy and in combination with

BP=blood pressure; CNS=central nervous system; RCC=renal cell carcinoma

sasanlimab with or without axitinib in Part 1: Monotherapy Dose Escalation part 4. Cohort 1: Monoth Doce E :
3 rtici ants Wlth Selected adva nced art 4, Lonhort 1. Mionotherapy Dose Expansion * For the triplet combination of PF-07265807 plus sasanlimab and axitinib (Part 3 dose * Secondary endpoints of Part 4 will include DCR, time-to-event endpoints (eg, DoR
P P MTD,./RP2D,, | * METex14-mutant NSCLC escalation and Part 4 dose expansion), eligible participants are adults with: and progression-free survival), AEs, laboratory abnormalities, PK parameters
or metastatic solid tumors. Monotherapy * 21 prior systemic therapy for advanced disease — Confirmed unresectable advanced or metastatic clear cell RCC. for PF-07265807 and its metabolite AR00501994 at selected time points,
n=~6 participants e N=~20 . . , concentrations of sasanlimab and axitinib at selected time points, and incidence
n=~27 - Other tumor types may be allowed with prior sponsor’s approval (only Part 3). and titer of anti-sasanlimab ADA response.
— Estimated creatinine clearance =230 mL/min. * Exploratory endpoints of Part 3 and Part 4 will include changes in select
— Urinary protein <2+ or 22+ but 24-h urine protein:creatinine ratio <2 g/24 h. biomarkers in blood (eg, soluble receptors, circulating tumor DNA, select immune
. p 4. Cohort 2: Doublet D E . . , _ , , _ cell populations) and tumor (eg, select immune cell populations), and correlation
Electronic Poster art 4, Cohort 2: Double ose £Xpansion . Patlent§ for Part 4 are requlreql to' have intermediate and poor-risk RCC and no prior with efficacy outcomes of select biomarkers of tumor tissue (eg, PD-L1 protein
Please scan this quick response (QR) code with your smartphone app to view an electronic version * Intermediate TMB (=6 and <16 mutants/Mb in tissue) MSS CRC systemic therapy for metastatic disease. expression, tumor mutational burden).
f this poster. If you do not h tphone, the poster via the Internet at: . y . o - - : e L :
Ettpslfi:fe;ringsyztsicooorrl;)/abas\ifaitssrli;:encizzoanzc;;; poster via the Internet a : * No acceptable alternative therapy (PD-(L)1 naive) Other key eligibility criteria are summarized in Table 1. « Safety and tumor response will be assessed at specified time points.
Copies of this poster obtained through QR code are for personal use only and may not be reproduced Part 2: Doublet Dose E;calatlon e N=~20 * Each cycle will be 21 days in duration. Initially, PF-07265807 will be administered — AEs will be graded by the NCI CTCAE v5.0.
without written permission from ASCO® or the authors of this poster. PF-07265807 + sasanlimab once a day orally on a 14 days on/7 days off schedule. — Tumor response will be assessed using RECIST v1.1
— In Part 3, the starting dose of PF-07265807 in combination with sasanlimab
. plus axitinib will not be higher than the maximum tolerated dose (MTD)/ TRIPLET DOSE ESCALATION AND STATISTICAL ANALYSIS
Part 4, Cohort 3: Doublet Dose Expansion recommended phase 2 dose (RP2D) for the combination of PF-07265807
References: Acknowledgments n=~6-12 « PD-L1+ Gastric cancer and sasanlimab determined in Part 2. ici i i i i
1. Graham DK, et al. Nat Rev Cancer 2014;14:769-85. This study was funded by Pfizer. Medical writing . . °* ~6-12 participants will ioe enrolied in the _trlplet dose esgalatlon part (Part 3),
2. Myers KV, et al. Mol Cancer 2019;18:94. support was provided by Shuang Li, PhD, of Engage * >2 but no more than 3 prior systemic treatments — The dose' qf sasanlimab will be 225.r.ng SC.on Day 1 of each 21-day cycle. and ~ZQ participants with first-line RCC will be enrolled into the triplet dose
3. WongJ, et al. Cancer Res 2021;81(13_supplement):1735. cientific Solutions and was funded by Pfizer. * PD-(L)1 naive The prov.|5|ona.l starting dose of axitinib will be the approved dose of 5 mg expansion part (Part 4).
4. Hu-Lieskovan S, et al. Ann Oncol 2017;28(suppl 5):v419. Copyright © 2023 e N=~20 orally twice daily. * There will be no formal hypothesis tested in this study.
5. Johnson ML, et al. JAMA Oncol 2019;5:999-1007. For information, contact Kim Ingram at * Treatment with study drug will continue until disease progression, consent * Triplet dose escalation will be guided by a Bayesian analysis of DLT data for
6. Subbiah V, et al. ] Clin Oncol 2021;39:TPS2671. Kimberlylo.Ingram@pfizer.com withdrawal, or unacceptable toxicity, whichever occurs first. PF-07265807 as triplet therapy with sasanlimab plus axitinib (Part 3) using the
7. McDermott J, et al. ASCO GI 2023; abstr TPS270. R . s . * The study began in late September 2020 and is currently recruiting patients. escalation with overdose control principle.®
8. Rogatko A, et al. ] Clin Oncol 2007;25:4982-6. Part 3: TrlpIEt Dos.e Escalat".on Part 4, Cohort 4: Trlplet Dose Expansmn Informed consent will be obtained from all patients before enroliment. — A 10-parameter Bayesian logistic regression model will be used to model the
PF-07265807 + sasanlimab + axitinib * TL RCC toxicity relationship of PF-07265807 when given in combination with sasanlimab
MTD./RP2D »  « No prior systemic therapy (no prior VEGFR TKI or other ENDPOINTS AND ASSESSMENTS plus axitinib.
—» ; | : PD-(L)1/10)  The RP2D will then be determined via holistic data review with or without the MTD
— > Triplet n=~6-12 e N=-20 * Primary endpoints of Part 3 will include the incidence of dose-limiting toxicities identification.
(DLTs) within first cycle; adverse event (AE) type, frequency, severity, timing, * The primary endpoint for dose expansion (Part 4) is ORR, which will be assessed
seriousness, and relationship to study therapy; and laboratory abnormalities. using the response evaluable set and is defined as the percentage of participants
* Secondary endpoints of Part 3 will include PK parameters for PF-07265807 and with a best overall response of complete or partial response.
1L=first-line treatment; CRC=colorectal cancer; IO=immunotherapy, METex14=splicing alteration resulting in skipping of the MET oncoprotein exon 14; MSS=microsatellite stable; MTD =maximum tolerated dose of its metabolite AR00501994, the incidence and titer of anti-sasanlimab anti-dru . inti icti i i i i i
PF-07265807 plus sasanlimab; MTD,,=maximum tolerated dose of PF-07265807 monotherapy; MTD=maximum tolerated dose of triplet therapy PF-07265807, sasanlimab, and axitinib; NSCLC=non-small-cell lung cancer; antibody (ADA) response, objective response rate (ORR), disease control rate (gDCR) De;crlpticve S.'Tlc‘;\tt)lstlcs chlil t()je p{ﬁ\gﬁed for contlgoou;endd%OIntS.tTgse(yrE:EcIes of binary
PD-1=programmed cell death protein 1; PD-L1=programmed cell death-ligand 1; PD-(L)1=programmed cell death protein 1 or programmed cell death-ligand 1; RP2D.=recommended phase 2 dose of PF-07265807 plus dti d . q ) f ! ' enapoints will be proviaea wi € corresponding 2-5l0€d exac o L1S.
Presented at American Society of Clinical Oncology Genitourinary Cancers Symposium sasanlimab; RP2D,,=recommended phase 2 dose of PF-07265807 monotherapy; RP2D,=recommended phase 2 dose of triplet therapy PF-07265807, sasanlimab, and axitinib; RCC=renal cell carcinoma; TKI=tyrosine kinase and time-to-event endpoints, eg, duration of response (DoR). * Time-to-event endpoints will be summarized using the Kaplan—Meier method. Median

(ASCO GU); February 16-18, 2023, San Francisco, CA, USA inhibitor; TMB=tumor mutational burden; VEGFR=vascular endothelial growth factor * Primary endpoints of Part 4 will include ORR and complete response rate. event times and 2-sided 95% CIs for each time-to-event endpoint will be provided.



mailto:KimberlyJo.Ingram@pfizer.com
https://meetings.asco.org/abstracts-presentations/217671

