A Phase 1/2 Study Evaluating the Efficacy and Safety of the Oral CXCR4 Inhibitor X4P-001
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Background Demographic and Baseline Characteristics Preliminary Efficacy

>
e A majority of patients with sporadic clear cell renal cell carcinoma (RCC) harbor VHL mutations, leading to increased Demographics Complete Response (CR) 1 (2%) . ;h24 wede.ks durati treatment
vascular endothelial growth factor (VEGF) expression and tumor angiogenesis' Median (Range) 63 Partial Response (PR) 10 (21%) o Mbaan FUTGHoN O 1 atmen
. L - . L : . . Age (Years) ! . was 16 weeks (range 2-96)
e Multiple tyrosine kinase inhibitors (TKIs) targeting the VEGF signaling pathway, including axitinib, have been approved g Range 41-87 Stable Disease (SD) 27 (57%)
for the treatment of RCC, but most patients will eventually relapse through angiogenic escape? Male 55 (85%) Progressive Disease (PD) 9 (19%)
* The CXCR4 chemokine receptor is also expressed by human tumors, including clear cell RCC, melanoma, and ovarian Gender el 10 (15%) Objective Response Rate (CR + PR) 23%
cancer, where it promotes angiogenesis and enhances tumor infiltration by myeloid-derived suppressor cells (MDSCs) Hispanic or Latino 6 (9%) Clinical cut-off date: March 23, 2018
and T regulatory cells (Tregs)>*° Ethnicit : : _ X .
e Elevate dgex y . (Tregs) . . . ety Not Hispanic or Latino 29 (91%) s Sased on RECIST 1.1 criteria o . -
pression of CXCR4 by RCC tumors is correlated with an overall poor prognosis Asian 17 (26%) Response data from central review is currently pending for remaining 18 pts
0
X4P-001 Race Black or African American 2 (3%) Figure 4: Best response in target lesion size
. . . . . White 44 (68%
e X4P-001 is an orally available, selective, CXCR4 antagonist that allosterically 4s Other > 230 y )0) 60
inhibits receptor binding by CXCL12/SDF1-a, the only known CXCR4 ligand® —— control 786-0 ’ : M 200 mg BID
: : : : 4.0 —= axitinib 0 24 (370/0) 40 - m 400 mg QD
e |n melanoma patient biopsies, X4P-001 has been shown to increase both —— X4P-001 / 3 0 o ]
tumor inflammation signature scores and CD8:FoxP3 ratios’ 3.5 —a axitinib papoot 7 ECOG Status 36 (5f h) £
e X4P-001 in combination with axitinib has demonstrated greater than >0 2 4 (60/ 0) g -
additive anti-tumor activity in xenograft RCC models® 2.5 Unknown 1(2%) = 0-
e We hypothesize that X4P-001 combination therapy with axitinib will 2 20 Baseline Characteristics £ -
improve patient outcomes by reducing angiogenic escape and favorably _g 15 Median (Range) 2 (1-8) "g’a '20:
modulating immune responses to RCC tumors > ol pdRR M 1 16 (25%) g 0.
_ o o ol A _zzIIzc Y iy s 5 a0 Number of Prior Systemic Therapies 2 18 (28%) r—R
Figure 1: (below) Method of activation g ° S 2 T : 3 16 (25%) S _60-
Figure 2: (right) Effect of X4P-001 and axitinib on tumor growth in RCC mice § 00 . B . o e >3 15 (23%) o i
xenograft models 5 > -80-
) E 6.0 408 Patients with previous checkpoint inhibitor therapy 30 (46%) I
© - control Patients with previous tyrosine kinase inhibitor therapy 59 (91%) 1L Aneal out-off date: Mareh 23, 2018
CXCL12 CXCL12 X4P-001 D 50|
CYCR4 — CXCR ' g T oo T Patients with any prior nephrectomy 59 (91%) Fiaure 5: Duration of combination treatment
| , lﬂ:lm E | | Favorable 11 (17%) igure 5: Duration of combination treatmen
Ch £ Prognosis at Baseline based ntermediate 44 (68%) .
Decreased Trafficking E on Heng Score Poor 10 (15%) O -
Recruitment of of Tregs and MDSC; 0
Tregs and MDSC ' Increased CD8* T cell Influx @+ Clinical cut-off date: March 23, 2018
= = 0.0,
Immune suppression o Immune suppression
Blood supply Blood supply _ _ .
Tumor growth Tumor growth 0 Patient Disposition
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~o Tumor Cell &3 gs)':‘;z:a’:s('gz'gted @ Treg @* MDSC @ CD8* T cells Days X4P-001 + Axitinib (N = 65) e Eight patients discontinued treatment due to treatment-

related AEs of hypertension (2 patients) and blood

. .. Treated_ 65 (1 02%) creatinine increase, diarrhea, fatigue, hyperkalemia, retinal B 200 mg BID
Study Objectives Ongoing 33 (91%) vein occlusion, and sepsis/tracheo-oesophogeal fistula, W 400mg Qb
N _ _ _ _ o _ _ Discontinued 32 (49%)) (1 patient each) O Progressive Disease
e Evaluate the safety and tolerability of X4P-001 in combination with axitinib in patients with advanced clear cell RCC Adverse Event 11 (17%) X Withdrawal
o Assess the clinical activity of X4P-001 + axitinib in patients with advanced clear cell RCC Disease progression 19 (29%) A Partial or Complete Response
e [nvestigate the effect of X4P-001 + axitinib on selected pharmacodynamic and RCC-related biomarkers Clinical deterioration 1(2%) | B | | — Ongqipg Treatment
Withdrawal of consent 1 (2%) Duration of ccl)mblnatlon trea’fment IS calculalted from the f|r§t dose to the Ialst dose of the trleatment. CllnIC:dl cut-off date: IIVIarch 23,2018

- Clinical cut-off date: March 23, 2018 0 10 2() 30 40 o0 60 70 80 90 100
Study Design Weeks Post First Dose

Phase 1: Dose Escalation (N = 16) Phase 2: Expansion (N = 35) e Y4P-001 + axitinib combination T o
Adverse Events (All Grades > 10% and Grade > 3 in 2 or More Pts) i+ Ltolerated e The combination of 400 mg QD X4P-001 + 5 mg BID axitinib was well-
X4P-001 200 mg BID + axitinib 5 mg BID (n = 3) | | MTD/RP2D Determined: Related to X4P-001 or Axitinib (N = 65) erapy was wefi-tolerate : :
X4P-001-400'mg QD X4P-2(_)1_ :go mgB(IIII)J Adverse Event Gelated) —— Migrades — oredess IR The most common AES (> 20%, tolerated with a manageable safety profile
X4P-001 400 mg QD + axitinib 5mqBID (n = 7 + axitinib 5 mg BID + axitnib o mg verse cven elate rades rade 2 : : . . . agn . . .
o osbn=n . . 0 regardless of relationship) were e Combination therapy with X4P-001 and axitinib shows preliminary evidence
X4P-001 600 mg QD + axitinib 5 mg BID (1 = 6) (65 total pts treated at RP2D) Diarrhea 30 (46%) 4 (6%) diarrhea (32 patients, 49%), decreased .. e .
Decreased Appetite 25 (39%) 5 (8%) appetite (27 patients, 42%), fatigue of clinical activity in advanced RCC patients
QD: once daily; BID: twice daily; MTD: maximum tolerated dose; RP2D: recommended Phase 2 dose Hypel‘tension 21 (320/0) 9 (1 40/0) (24 patients, 370/0), hypertension ® The results SuggeSt that X4P_001 may enhance Cllnlcal responses tO aXItInlb
e This is a Ph 1/2, multi-center, open-label study of X4P-001 in combination with axitinib in patients with histologically Fatigue 20 (31%) 3 (5%) (22 patients, 34%), nausea (21 patients, and other TKls that taraet tumor anaioaenesis
confirmed clear cell RCC who have received at least 1 prior systemic therapy Nausea 18 (28%) 3 (5%) 32%), headache (17 pe:)tlents, 26%), | g | g | g R -
e Safety analyses included 65 patients from Ph 1/2 that were treated with 400 mg X4P-001 (200 mg BID or 400 mg QD) + Dysphonia 14 (22%) 0 cough (16 patients, 25%), blood Acknowledgements: The authors would like to thank the patients and their families, investigators, co-investigators, and the study teams at each of
e — creatinine increased. dvsphonia. and the participating centers. This clinical study is sponsored by X4 Pharmaceuticals. Medical editorial support provided by Tim Henion and John Welle
ysSp
5 mg BID axitinib Blood Creatinine Increased 11 (17%) 1(2%) vomiting (15 patients, each 23%,) of Acumen Medical Communications and funded by X4 Pharmaceuticals. Axitinib is provided by Pfizer Inc. through an innovative research collaboration
* Treatment responses were assessed using RECIST v1.1 every 8 weeks from Day 1 for 80 weeks and then every 12 weeks Dry Eye 11 (17%) 0 . . - agreement. Disclaimer: Copies of this poster obtained through Quick Response (QR) Code are for personal use only and may not be reproduced without
i i i - 1 0 weight decreased (13 patients, 20%) permission from ASCO® and the author of this poster. References: 1) Turner KJ, Moore JW, Jones A, et al. Expression of Hypoxia-inducible Factors in
thereafter by blinded, independent central review Hypothyroidism 10 (15%) 0 : o . . S .
— e Treatment-related serious AES Human Renal Cancer: Relationship to Angiogenesis and to the von Hippel-Lindau Gene Mutation. Cancer Res. 2002; 62:2957-2961. 2) Bellesoeur A,
o L Vomiting 10 (15%) 0 were diarrhea, hyperkalemia, and Carton E, Alexandre J, Goldwasser F, Huillard O. Axitinib in the treatment of renal cell carcinoma: design, development, and place in therapy. Drug Des
Key E|Ig|bl|lty Criteria Headache 9 (14%) 0 h tensi ’2 tients. 3% ’ d Devel Ther. 2017:11:2801-2811. 3) Staller P, Sulitkova J, Lisztwan J, et al. Chemokine receptor CXCR4 downregulated by von Hippel-Lindau tumour
Inclusion: Exclusion: Weiaht d d 9 (14% 0 yper ensm_n_( Pa Ients, °)’ an suppressor pVHL. Nature 2003; 425:307-311. 4) Ehtesham M, Stevenson CB, Thompson RC. [Letter] Preferential Expression of Chemokine Receptor
' ' eignht aecrease (14%) blood creatinine increased, nausea, CXCR4 by Highly Malignant Human Gliomas and Its Association with Poor Patient Survival. Neurosurgery 2008; 63:E820. 5) Sekiya R, Kajiyamo H,
e > 18 years of age e ECOG performance status Grade > 2 Dyspnoea 7 (11%) 0 sepsis, and tracheo-oesophageal Sakai K, et al. Expression of CXCR4 indicates poor prognosis in patients with clear cell carcinoma of the ovary. Human Pathology. 2012; 43:904-910.
o Hist0|ogica||y confirmed diagnosis of clear cell RCC e Received a pI‘iOI‘ course of axitinib Hyperkalemia 5 (8%) 3 (5%) fistula (1 patient each, 1_5%) 6) Stong ND, Dunaway SB, Flexr)elr C, Iet al. I\/Iultiple—lDose Esoglqtion Study of the Safety, Pharmacokinetics, and Biologic Activity of Oral AMDO70,
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* At least one prior treatment course * C(lass lil or IV heart failure, uncontrolled hypertension Hyponatraemia 2 (3%) 2 (3%) Pierce RH, Campbell JS, et al. X4P-001, an orally bioavailable CXCR4 antagonist, enhances immune cell infiltration and activation in the
e > 1 extra-renal measurable target lesion within e History of active metastatic CNS disease Proteinuria 4 (6%) 2 (3%) tumor microenvironment of melanoma. Presented at the Annual Meeting of the American Association for Cancer Research. April, 2018.
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