O O O O o

" | ONCOLOGY ( y . .
C E RTI S INTELLIGENCE - S ItF) Society for Immunotherapy of Cancer

In Vivo Tumor Implantation Site Exhibits Differential Immune Response in Solid Tumors

Rajeev Shrimali, PhD'; Jasmine Borroel'; Sherry Liu, PhD?; Carmen Sunico, PhD'; Shannon O’'Shea’; Bridget Corcoran'; Kristen Buck?'; Javier
Rodriguez'; Krystal Moya®; Bianca Carapia’; Long Do, PhD?'; Jantzen Sperry, PhD'; Jonathan Nakashima, PhD.

SITC 2023 ABSTRACT NUMBER 1453 RESULTS

Successful discovery and development of
cancer therapeutics depend on testing A B ——

Relative Expression

agents in the most clinically relevant
. , _ Immunoregulatory GPCR Immune
translational models. Emerging evidence : : L
o , Interactions Binding Response
h Ig h I Ig htS th e I m po rta n Ce Of th e Iocal tu m O r iIgTPRC - proteln tyrosine phosphatase receptor type C
. R . . I h . b E f h AM P ﬁm;! ’-]:Sﬁjcr:g;}nrepeat contalning nuclear envelope proteln 1
microenvironment (TME) in evaluating the nhibition of the c . . T S —

. . . GLP2R - glucagon like .peptide 2 receptor CYP1B1 - cytochrome P450 famlly 1 subfamlly B member 1
efficacy of new therapeutics, especially for dependent pathway PTGERS prosiagiandin & recepior T
. . . . . PLPPRS - phospholipid phosphatase related 5 E@ggi".ﬂé’yi.s.ﬁ '{,‘2"’"“ ’

F2RL3 - F2R like thrombi [ tor 3 s
immunotherapies.  Historically, — patient- e | i oA andome stamir A P G o ana
P t d I d - b d OPN1SW - opsin 1, short wave sensitive HCK - HCK proto-oncogene, Src famlly tyrosine kinase
H H . e I e I a n I n I n H RARRES? - retinolc acld receptor responder 2
f P DX | | WNT7B - Wnt family member 7B p p
derived xenograft ( ) modeling involves - UERL L L
. . . rece pto rS (L:ﬁé%RRL -Ictal_ci_to_nin rzeceptor }ikhe r_eceptord tropi ‘ I\CAB’-‘:FQZ _CnIZ])IErSOﬂm:I as;soclated proteln 2
- lutemizin ormone/choriogonadotropin receptol - molecule
subcutaneous (S C) Imp lantation, which has 4’ CCL23 - C-C motifchemokine igand 23+ " RAWP?2 -receplor acily modifing protein 2
PTGOR - rotaiandn 2 recepor AL
1van - atypical chemokine receptor
been shown to minimally represent the : e i S ko
N . Potassium Channels |G AR sypica chamolne recepior e
actual human tumor site'®. Here, Certis = G tamat mooton ecopr NP s i Fomapont e
. | CCL27 - C-C motif chemokine ligand 27 FGFR1_-Sfrgx)%ggt%ar?mrnnhafactor receptor 1
uses peripheral blood mononuclear cell . L S UL T ST .
P B M C h . P DX I EXt ra Ce I I u | a r m atrl X PTGIR - prostaglandin 12 receptor %glég":i'r:‘gg?:su';'s"e?lgf:)fxl'r%gy;";'"e
HTR2A- 5-hydroxytryptamine receptor 2A -
( ) U m a n |Ze d m Od e S tO . . _ — PTGFR - prostaglandin F receptor gEg?MfPffcﬂ?éic:r'ﬁ transmembrane 1
- ; organization e e oA o 68 COLEA sollagen bpe W apna 1 chln
demonstrate differences in the TME, overall GPRES - G prolein-coupled feceplor o cosgulaton acor iAchaln |
R . GPRS55 - G protein-coupled receptor 55 1<E§T3>1:r’lr_nkr2fa<:‘lgt$5eany response 3
GHRL - ghrelin and obestati tid
Immune response, and the pharmacological , . RAN “Tecopto acivi modtg ot STagas 3100 i proen o
outcome, between SC and orthotopic (Ortho) ot Tamim cununtapna
T : : GPRA - G protein-couplod receptor 4 L P - mphocyte cfosollc proteln 1
PDX models. These findings highlight the Cor4 C protan-coupled ecapio 4 s VbR e
1 5 g%gg_- slﬁz:naat(o)ﬁtraetg;r?g?ptor 2 ggE’HVZA:I?a'Ir?gI%SnI{]rgceptor potentlal cation channel subfamily Vmember 2
9 9 P . CSF1R - colony stimulating factor 1 receptor

importance of testing new therapies in the
most clinically relevant setting for greater
translation into clinical success. Figure 1. Differential Gene Expression Between SC and Ortho PDX Models Identifies Significant Enrichment of GPCR and Immune

Regulatory Genes. Gene expression analysis (GSEA) against matched normal tissue from the GTEXx project. A. Pathway enrichment analysis of
top differentially expressed genes between SC and Ortho tissue of PDX models show pathways that may functionally contribute to differences in

METHODS therapy response. B. Upregulated (red) and downregulated (blue) genes compared to matched normal (GTEx) highlight gene expression

dysregulation between SC and Ortho PDX models in GPCR binding and immune response.
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Figure 2. PBMC Humanized Model of SC and Ortho Gastric PDX. Gastric PDX (CRT00292 BarneyOIl Model) was implanted subcutaneously and
orthotopically in female NOG mice, 8-10 weeks of age. When tumors reached 60-100mm3 both groups were humanized with 5x10% donor PBMCs
e ey and further evaluated for A. % Survival, B. % hCD45 chimerism, C. hCD45, hCD3, hCD4 and hCDS8 cells of live peripheral leucocytes and D.
checkpoint inhibitors hCD45, hCD3, hCD4 and hCD8 cells of live TiLs. B, C & D are multi-color flow cytometer studies carried out on Cytek Biosciences Aurora 3

spectral flow cytometer. *Unpaired student’s T test p < 0.05.

CONCLUSIONS

Tumor implantation site determines the A B %7 Ortho SC

outcome of therapeutic response including
immune checkpoint inhibitors. Differences
In response is driven by differential gene
signature, T cell recruitment, infiltration and
functional status. Ortho PDX models
provide a clinically relevant and translative
platform for advancing various cancer
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Figure 3. SC and Ortho implantation Effect on In Vivo PBMC Recruitment. A. M3 compact MRI from Aspect imaging B. Growth curves of a
liposarcoma PDX model (CRT00395 BarneyOl Model ) implanted in the rear flank or abdomen of PBMC-humanized animals. C. Confirmation of

REFERENCES PD-L1 status by spectral flow cytometry. D. Differential TIL recruitment and immunophenotypes of untreated tumors in locations (n=8).
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Figure 4. SC and Ortho Implantation Effect on In Vivo Efficacy and Immunophenotypes When Treated With Pembrolizumab. A. Growth
curves of SC and Ortho liposarcoma PDX model (CRT00395 BarneyOl Model) under anti-PD1 treatment show enhanced efficacy in the SC setting.
B. Differential PD1 expression, recruitment and effector status of TIL from subcutaneously and orthotopically located tumors (n=6).
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