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SIGLEC-15 (S15) AS A TARGET

EXPRESSED ON TUMORS AND SIGLEC-15 SUPPRESSES EXPRESSION IS NON-
M2 MACROPHAGES T CELL FUNCTION OVERLAPPING WITH PD-L1

Tumors OR ~ Tumors
Express S15 Express PD-L1

From NextCure, Inc. data on file
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$15 IS HIGHLY IMMUNOSUPPRESSIVE IN THE TME IN MULTIPLE TUMORS
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NC318 BLOCKS IMMUNOSUPPRESSIVE ACTIVITY INDUCED BY S15
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CURRENT TREATMENT OPTIONS FOR NSCLC
WITHOUT GENETIC DRIVEN MUTATIONS
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PD-L1 <50%

Anti-PD-1
+ Chemo

FIRST LINE

Docetaxel or
Clinical Trial

SECOND LINE

Brahmer JR et al J Immunother Cancer 2018
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515 AND PD-L1 MUTUALLY EXCLUSIVE EXPRESSION IN NSCLC
A POTENTIAL TARGET FOR PD-1 REFRACTORY NSCLC
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>200 NSCLC samples in preclinical research
Wang et al., Nat Med 2019; and Toki et al., AACR Poster 3151 2019
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FIRST-IN-HUMAN PHASE 1/2 CLINICAL STUDY OF NC318

Phase 1: Dose Escalation
OBJECTIVES: Safety and Tolerability of NC318

3+3 Design
* Subjects dosed every 2 weeks
e DLT period 28 days
e Additional subjects enrolled for biopsies

Eligibility:

« Men/Women > 18 y/o, and PS<2

* Advanced/metastatic solid tumors (all comers)
* Refractory/intolerant to standard of care

8 mg 24 mg 80 mg 240 mg 400 mg 800 mg 1600 mg
n=4 b n=4 > n=10 b n=12 > n=11 b n=4 > n=4
1600 mg cohort added after no DLTs
Data as of 26-Sep-2019 observed through 800 mg cohort
Phase 2: Dose Expansion
NSCLC H&N * Simon 2-Stage design
e Subject tumors must be PD-L1 TPS <50%
. * Required biopsies at screening and on treatment
Ovarian TNBC » S15 expression will be evaluated retrospectively

34" Annual Meeting & Pre-Conference Programs
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FIRST-IN-HUMAN PHASE 1/2 CLINICAL STUDY OF NC318

Phase 1: Dose Escalation
OBJECTIVES: Safety and Tolerability of NC318

3+3 Design Eligibility:
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_ * Required biopsies at screening and on treatment
Ovarian TNBC * S15 expression will be evaluated retrospectively
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BASELINE CHARACTERISTICS OF PHASE 1 SUBIJECTS

Characteristic

Age, years
Median (range)

Sex, n (%)
Female
Male

ECOG performance status, n (%)
0
1

Prior systemic anti-cancer regimens
Median (range)

Prior Immunotherapy, n (%)

34™ Annual Meeting & Pre-Conference Programs

All subjects (N=49)*

62 (32-78)

28 (57)
21 (43)

16 (33)
33 (67)

3 (1-15)
31 (63)

Sitc

NSCLC (n=13)*

68 (48-77)

6 (46)
7 (54)

2 (15)
11 (85)

4 (1-7)
13 (100)

*All comers regardless of PD-L1 or S15 status
Data as of 26-Sep-2019
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INCIDENCE OF TREATMENT-RELATED ADVERSE EVENTS 25%

AE 8 mg (n=4) 24 mg (n=4) | 80 mg (n=10) | 240 mg (n=12) | 400 mg (n=11) | 800 mg (n=4) | 1600 mg (n=4) | Total (N=49)

Preferred
Term, Grade Grade Grade Grade Grade Grade Grade
n (%) 3-4 3-4 3-4 3-4 3-4 3-4 3-4
0 0 0

Diarrhea 0 1(25) 4 (40) 1(8) 0 1(9) 0 1(25) 0 0 0 8 (16) 0
Amylase
increased 0 0 0 0 2 (20) 1(10) 1(8) 0 1(9) 0 0 0 0 0 4 (8) 1(2)
Infus!on 0 0 0 0 1(10) 0 2 (17) 0 1(9) 0 0 0 0 0 4 (8) 0
reaction
Fatigue 1(25) 0 0 0 0 0 1 (8) 0 0 0 1 (25) 0 0 0 3(6) 0
Headache 0 0 1(25) 0 0 0 0 0 1(9) 0 0 0 1 (25) 0 3(6) 0
Lipase
Il 0 0 0 0 2(20) 2(20) 0 0 1(9) 1(9) 0 0 0 0 3 (6) 3 (6)
Pruritis 1(25) O 0 0 0 0 0 0 1(9) 0 1(25) 0 0 0 3 (6) 0
Pruritis 0 0 0 2(20) 0 0 0 0 0 0 0 125 O 3(6) 0
generalized

Data as of 26-Sep-2019
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INCIDENCE OF TREATMENT-RELATED ADVERSE EVENTS 25%

AE 8 mg (n=4) 24 mg (n=4) | 80 mg (n=10) | 240 mg (n=12) | 400 mg (n=11) | 800 mg (n=4) | 1600 mg (n=4) | Total (N=49)

Preferred
Term, Grade Grade Grade Grade Grade Grade
n (%) 3-4 3-4 3-4 3-4 3-4 3-4
0 0 0

Diarrhea 0 1(25) 0 4 (40) 1 (8) 1(9) 0 1(25) 0 0 0 8 (16) 0
Amylase
increased 0 0 0 0 2 (20) 1(10) 1(8) 0 1(9) 0 0 0 0 0 4 (8) 1(2)
Infus!on 0 0 0 0 1(10) 0 2 (17) 0 1(9) 0 0 0 0 0 4 (8) 0
reaction
Fatigue 1(25) 0 0 0 0 0 1 (8) 0 0 0 1 (25) 0 0 0 3(6) 0
Headache 0 0 1(25) 0 0 0 0 0 1(9) 0 0 0 1 (25) 0 3(6) 0
Lipase
Il 0 0 0 0 2(20) 2(20) 0 0 1(9) 1(9) 0 0 0 0 3 (6) 3 (6)
Pruritis | 1(25) 0 0 0 0 0 0 0 1(9) 0 1(25) 0 0 0 3 (6) 0
Pruritis 0 0 0 0 220 0 0 0 0 0 0 0 125 0 3 (6) 0
generalized

Immune-related adverse events such as uveitis (x1), pneumonitis (x2), and vitiligo (x2) also observed

Data as of 26-Sep-2019
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VITILIGO IS A MARKER OF IMMUNE ACTIVATION!

NC318 Subject 1: 80 mg dose
48 y/o NSCLC PD-L1 TPS <1%.
Vitiligo localized to radiation field, observed after 3 doses

Durable SD (36+ weeks)
Images from Next Oncology

NC318 Subject 2: 400 mg dose
62 y/o Hepatocellular Carcinoma
Vitiligo observed after 3 doses

Durable SD (17+ weeks)
Images from Next Oncology

-
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Lo JA et al JAMA Oncol. 2015 and Babai et al Drug Safety. 2019
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PHARMACOKINETICS DEMONSTRATES NC318

STEADY STATE TROUGH LEVEL
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TREATMENT DURATION IN WEEKS FOR ALL PHASE 1 SUBJECTS
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Prior therapies
Median 3
Range 1-15
Prior IO 31 (63%)

sitc >

15 Unique tumor types
NSCLC (n =13)
Melanoma (n = 7)
Ovarian (n =7)
Breast (n =4)
CRC (n=3)
Two each: H&N, Endometrial, Pancreatic,
Gastric, Leiomyosarcoma
One each: Esophageal, Merkel, SCC, HCC, SCLC

Dose Level

[ 8mg
[ 24 mg

= 80 mg
1 240 mg

Best Response

] 400mg @ CRStart
=3 800 mg O PR Start

= 1600mg ® FS,BSta”

P Treatment ongoing

Data as of 26-Sep-2019
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TREATMENT DURATION IN WEEKS FOR NSCLC PHASE 1 SUBJECTS
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Prior therapies

Median 4
Range 1-7
Prior IO 13 (100%)

— o
P ~~
«C siItc Wf;i”i

0 8 16 24 32 40 48 56
1 1 | 1 ] ] ]
O @ | o
| o
| Clinical
@) | 2 Benefit!
| o CR
PR

SD >16 weeks

NSCLC
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1Response is based on investigator tumor

assessments per RECIST v1.1
2n = 10 efficacy evaluable population

Dose Level

[ 8mg
[ 24 mg

= 80 mg
1 240 mg

1 400 mg
1 800 mg

B 1600 mg

Best Response

@ CR Start

O PR Start

@ SD Start

= PD

P Treatment ongoing

Data as of 26-Sep-2019
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COMFIRMED COMPLETE RESPONSE

BASELINE

56 y/o NSCLC dosed 8 mg every 2 weeks
(with multiple lesions)

Prior therapies:

 Chemotherapy: 3 regimens (progression)

* Immunotherapy: nivolumab (best response 3 A _ =
stable disease then progression) e Target Les; e FAPSET Lesion gofie

=)

Diagnostic biopsy:
S15 PD-L1 (TPS)
N/A 1-50%

Duration from PR: 41+ weeks.
Duration of CR: 13+ weeks.

Images from Next Oncology
DURATION ON STUDY 49+ WEEKS

Data as of 26-Sep-2019
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CONFIRMED PARTIAL RESPONSE

74 y/o NSCLC dosed 400 mg every 2 weeks

Diagnostic biopsy:

Prior therapies: S15 PD-L1 (TPS)
* Immunotherapy: “LAG3/PD-1" (best N/A 1-50%
response stable disease then progression)

BASELINE Week 8 Week 16

Duration of PR: 15+ weeks. Target lesions -41% Target lesions -71%

DURATION ON STUDY 24+ Weeks Images from John Theurer Cancer Center
Data as of 26-Sep-2019

&
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CONCLUSIONS

* NC318 has been well tolerated across multiple dose levels
* Adverse event profile consistent with other approved immunotherapies
* Predictable pharmacokinetic profile

* NC318 has shown encouraging single-agent anti-tumor activity

* PD-1 refractory NSCLC: 1 CR, 1 PR, and stable disease in 3 patients (of 10
evaluable patients)

* Durable stable disease (>24 weeks observed in multiple tumor types)

* Phase 2 enrollment underway

34" Annual Meeting & Pre-Conference Programs Sitc #SITC2019



ACKNOWLEDGEMENTS

The patients and families who participated in this clinical study

NEXT Oncology
Raghad Karim

next

Kayla Dotson ONCOLOGY

John Theurer Cancer Center
Michael Postma f John Theurer

Danielle Schillen |\ C‘“""*” C“““r

Yale University Medical Center
Lieping Chen
Stephanie Vetter

34™ Annual Meeting & Pre-Conference Programs

Csite >

The Angeles Clinic
Ani Balmanoukian

[heAngelesClini

Peter Boasberg A CEDARS-SINAI AFFILIATE

NYU Langone —

Anna Pavlick NYU Lang[j“e
Elaine Shum \ _MEDICAL CENTER
NextCure

Sol Langermann I ﬁ 2:

Linda Liu Nex ure

#S1TC2019



	Single agent anti-tumor activity in PD-1 refractory NSCLC: phase 1 data from the first-in-human trial of NC318, �a Siglec-15-targeted antibody
	Disclosures
	Siglec-15 (S15) As a Target
	S15 Is Highly Immunosuppressive in the TME in Multiple Tumors
	NC318 Blocks Immunosuppressive Activity Induced by S15
	Current Treatment Options for NSCLC�without genetic driven mutations
	S15 AND PD-L1 mutually exclusive EXPRESSION IN NSCLC�A Potential target For PD-1 Refractory NSCLC
	First-in-human phase 1/2 clinical study of NC318
	First-in-human phase 1/2 clinical study of NC318
	Baseline characteristics of phase 1 subjects
	Incidence of treatment-related adverse events ≥5% 
	Incidence of treatment-related adverse events ≥5% 
	Vitiligo Is a Marker of Immune Activation1 
	Pharmacokinetics Demonstrates NC318 �STEADY STATE trough Level
	Slide Number 15
	Treatment duration in weeks for NSCLC phase 1 subjects
	COMFIRMED COMPLETE RESPONSE
	CONFIRMED PARTIAL RESPONSE
	Conclusions
	Acknowledgements

