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Background Demographic and Baseline Characteristics Anti-Tumor Activity

GXGR4 and Gancer X4P-001 + Nivolumab (n=9) Best Overall Response, X4P-001 + Nivolumab (n = 9)

e CXCR4is a chemokine receptor that pofcently med_iates cell e (Y Median 64.9 Best Overall Response’
chemotaxis through CXCL12 (SDF-1a) ligand binding ge (Years) Range 19-77 Partial Response (PR) 1 (11%)

e (CXCL12/CXCR4 modulates the trafficking of Male 8 (89%) Stable Disease (SD) 7 (78%)
immunosuppressive regulatory T cells (Tregs) and myeloid- Gender Female 1 (11%) Progressive Disease (PD) 1 (11%)
dgrived syppressor cells (MDSCs) within the tumor v~ Wit 9 (100%) Objective Response Rate (CR + PR) 11%
microenvironment (TME) ; ° *Best overall response based upon RECIST 1.1: Clinical cut-off date: Feb 26, 2018

o Multiple types of human cancers, including renal cell ECOG Status 0  (96%)
carcinoma (RCC), ovarian cancer, and melanoma, express 1 4 (44%) e Four patients who had progressed on prior nivolumab monotherapy had a best
CXCR4! Median 2.0 response of SD with additional X4P-001 treatment

e Increased expression levels of CXCR4 in human tumors are Number of Prior 1 1 (11%) e Of the 5 patients who were stable on prior nivolumab monotherapy, 1 had a PR
associated with decreased overall survival?? Systemic Therapies, 2 4 (44%) with combination therapy

Including Nivolumab 0
X4P-001 and Nivolumab > 5 (337 . . o
> 3 1 (11%) Figure 1: Best response in target lesion size

e X4P-001 is an o_rally biqavai!able, selective, allosteric Duration on Nivolumab | Median 3.0 months L 40
CXCR4 antagonist that is being evaluated for the treatment of Monotherapy Range 2-12 months = 20-
melanoma and RCC . . P

R o Prior Response on Stable disease D (56%) 8 9.

e |n tumor models, CXCR4 inhibition decreases MDSC infiltration Nivolumab Monotherapy @

of the TME** and enhances the ratio of cytotoxic CD8* cells to at Study Entry Progressive disease 4 (44%) S 10-
+ , LL
FoxP3* Tregs® Clinical cut-off date; Feb 26, 2018 o 0

e Nivolumab, an FDA-approved anti-PD-1 checkpoint inhibitor, S _-10-
improves immune responses to RCC, but does not alter cell Patient Disposition o
trafficking in the TME g 20

. . . . Q - -

e We hypoth_e3|ze that )$4P-001 and !uv.olurr!ab comblnatlop X4P-001 + Nivolumab (1 = 9) 8 30 Cimical cut-off date: Feb 26, 2018
therapy will enhance immune cell infiltration of the TME in n -40
patients who are unresponsive to nivolumab alone, leading greated J (100%)

. - I 0
to improved clinical outcomes ngomg ] ? (igof) Figure 2: CT assessment of tumor responses for a patient with PR with X4P-001 +
CXCL12 CXCL12 \/ X4P-001 I?A(\:c(l)\?elrrs]geEvent 3 E 3 30/"; nivolumab combination therapy. Target lesions included a lesion at lung (top row)
CXCRA ——3i45 Di . 3 (330 /° and a lymph node (bottom row). Scans were taken every 8 weeks and target
C;isnei(?ZIdeer’?e?:gl’S;’:i(z)r:l 1 21 1 0/"; lesion size was determined per RECIST v1.1 criteria.
. 0
Decreased Trafficking Clinical cut-off date; Feb 26, 2018
Recruitment of of Tregs and MDSC; _ _ _ L
Tregs and MDSC Increased CD8* e Three patients discontinued combination therapy due
T cell Influx B to adverse events (1 each): Lipase Increased, Mucosal
- Sl Inflammation/Rash Maculo-Papular, and Autoimmune
Hepatitis
Immune suppression Immune suppression e Median duration of combination treatment was 3.7 months
Blood supply Blood supply (range 1-10 months)
Tumor growth Tumor growth

Cancer-Associated _
il SN TNSPGUA Safely @ < =
" Rgardess o At 129) ‘
ectlves hit —
l w‘”— Figure 3: Duration of prior nivolumab monotherapy and combination treatment

Primary Objective Adverse Event (Related) n (%) T
e Characterize the safety and tolerability of X4P-001 in Diarrhea _ 6 (67) D
combination with nivolumab in patients who are unresponsive Nasal Congestion 5 (56)
to nivolumab monotherapy Dry Eye 4 (44)
o Headache 4 (44) 4
Secondary and Exploratory Objectives Cough 4 (44) 0
 (Characterize the antitumor activity of X4P-001 and nivolumab Fatigue 3 (33) S
combination treatment ALT Increased 3 (33)
* Evaluate tumor biomarkers for correlation with response to Blood Creatinine Increased 3 (33) N |
X4P-001 and nivolumab combination treatment . Clinical cut-off date: Feb 26, 2018
Weight Decreased 3 (33) 17 i V) 0 1 g %
Study Design 'I?ﬂrlizrcilg]()i:keletal o 2 83 Nivolumab Monotherapy (months) Study Therapy (months)
Beqin X4P-001 orurit B Nivolumab monotherapy X4P-001 + nivolumab m
483' 50 0D ruritis 3 (33) & Stable Disease  Partial Response A
(400 mg ) Clinical cut-off date: Feb 26, 2018 Progressive Disease ~ Withdrawal X

: HHHHWWW-—» Progressive Disease
Prior nivolumab Adverse Events (All Grades > 15% and Grade > 3) Ongoing Treatment »
monotherapy 0 W8 W16 W24 W3z //Wod — Woe  Wrs Related to X4P-001 or Nivolumab (n = 9)

(240 mg IV Q2W)

All Grades Grade3 Grades4 &5

nivolumab Assessments
2 wks 8 wks Adverse Event (Related) ", o)™ “non) (%) . S
— | | _ e X4P-001 (400 mg QD) in combination with nivolumab demonstrated
GO Diarrhea 5 (96) 0 0 an acceptable safety profile in RCC pts
Nasal Congestion 4 (44 0 0
0 W8 W16 Dry Eye J 3 233; ) 5 e There were no Grade 4 or 5 adverse events reported, and all
e Enrolled patients must be receiving current nivolumab therapy Alanine Grade 3/serious adverse events were manageable
for advanced RCC with a best response of stable disease (SD) Aminotransferase 3 (33) 1(11) 0 e Combination therapy with X4P-001 and nivolumab exhibited
or progressive disease (PD) by RECIST v1.1 criteria. Increased (ALT) some anti-tumor activity in advanced RCC patients who were
e The starting dose of X4P-001 was chosen based on safety and Aspartate non-responsive to nivolumab monotherapy
. . i . 8 . = ] ] ] Egm [
gruegi':;‘gz'gﬁécg:)ﬁﬁgx:ty In healthy volunteers and prior RCG Aminotransferase 2(22) | 1(11) 0 e X4P-001-mediated inhibition of CXCR4 may potentially augment
| h | Increased (AST) responses in patients who do not respond to anti-PD-1 checkpoint
o Patients were administered oral X4P-001 at 400 mg QD while Conjunctival Hyperaemia| 2 (22) 0 0 inhibitors alone
continuing on 240 mg nivolumab therapy by intravenous Fatigue 2 (22) 0 0 _ S
infusion every 2 weeks D _ 2 (22 ) ) e The evaluation of upfront checkpoint inhibitors and X4P-001
: : ySpepsSia : : : . : : i
e Radiologic assessments for tumor response are conducted Autoimmune Henalits ) ) 5 combination therapy in additional disease settings is warranted
every 8 weeks during the first 12 months and every 12 weeks _ —— ——
thereafter. or as warranted based on RECIST v1.1 criteria Llpase Increased ( ) ( ) 0 Acknowledgements: The authors would like to thank the patients and their families, investigators, co-investigators, and
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Key Eligibility Criteria Rash Maculo-papular (11) 1(11) 0 Nivolumab is provided by Bristol-Myers Squib through an innovative research collaboration agreement.
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