Tumor Content Is Not Linked To Pembrolizumab Response In Rare
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Introduction Discussion

* Immune checkpoint inhibitors (ICIs)
have shown promise Iin the treatment
of several cancer subtypes.1

« Efficacy in solid tumors, however,
ranges from 10-40%.2

 There is a lack of biomarkers that
can predict response to treatment,
particularly in rare tumors.?!

* This study sought to determine
whether histological analysis of
tumor content in biopsies can be
utilized to predict clinical response.
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with high tumor content. (B) On-treatment biopsy specimen with low tumor content.

Table 1 Summary of Patient Characteristics, Cohorts, Response Data, and TC (N=39)

* The results of this experiment
negate our hypothesis that
histological analysis of biopsy
specimens can be utilized to
predict patient response to
Immunotherapy as a decrease In
TC was not associated with an
ORR.

* A prior study, however, showed that
decreases in TC from baseline to
on-treatment predicts response to
Immunotherapy and increased
progression-free survival.?

Feature Category Total Baseline On-treatment o JI :
Cohort Low TC [HighTC |[Low TC [High TC This incongruence can I'kely_ be
- 232 biopsies (121 at baseline and n=39 n=3 (7%) |n=36 n=6 (15%) | n=33 explained by the power of this
: (100%) (92%) (85%) h r h ver ” h rt w
111 on-treatment) from 39 patients Sex Female 22 (56%) 1(3%) | 21 (58%) | 4 (67%) | 18 (55%) cohort, as the o e_a cohort was
with 9 different rare solid tumors Male 17 (44%) 2 (67%) | 15 (42%) | 2 (33%) | 15 (45%) relatively small (n=39) and there
undergoing treatment in a phase |I Age (years) Mean 54 36 55 45 55 was only a small number of
embrolizumab clinical trial were Range 22 8 22-46 | 23-78 | 22-73 | 2378 patients that were determined to
P Trial cohorts Carcinoma of unknown 11 (28%) 2 (67%) 9 (25%) 3 (50%) 8 (24%) _
analyzed. primary have a low TC (n=3 at baseline and
« H&E-stained slides were scanned Squamous cell carcinoma 4 (10%) 0 A(11%) | 0(0%) | 4(12%) n=6 on-treatment).
- - . Germ cell tumor 2 (5%) 1 (3%) 1 (3%) 1(17%) 1 (3%) : C el e
into Aperio Digital Scanner and then Adrenocortical carcnoma 15 (13%) 5 5 (14%) 5 5 (15%) We intend to initiate additional
tumor content (TC), necrosis, and Paraganglioma 3 (8%) 0 3 (8%) 0 3 (9%) experiments to increase our study
proliferative fibrosis (PF) were Small cell (non-pulmonary) |3 (8%) 0 3(8%) | 1(17%) | 2(6%) power.
guantified utilizing ImageScope Medullary RCC 2 (5%) 0 2 (6%) 0 2 (6%)
digital software Vascular sarcoma 5 (13%) 0 5 (14%) 1(17%) 4 (12%)
2 ; . Other rare tumors 4 (10%) 0 4 (11%) 0 4 (12%) conclusions
« TC and necrosis were classified as Response CR 0 0 0 0 0
“high” or “low” according to a 10% PR 4 (10%) 0 4(11%) | 1(17%) | 3(9%)
cut-off while PE was classified as SD (26 months) 1 (3%) 0 13%) | 0(00%) | 1(3%) At this time, we can not conclude that
0 0 10 (28%) | 1 (17%) | 10 (30% : : -
“present” or “absent.” e e mmET o e e e istological analyses of TC predict
 These classifications as well as the Objective response rate (PR) |4 (10%) 0 4 (11%) | 1 (17%) 3 (9%) patient response 1o |mmunotherapy.
shift in TC from baseline to on- e Eg”liinbznzgtr;agzse”ne 2 4(1(2‘;/3) 0 5(14%) | 1(17%) | 4 (12%) However, this study had the significant
. 0 . . . "
treatment were correlated with J Increase?j o baselng %) iImitation of a small cohort size.
patient clinical response. Decreased from baseline 4 (10%) Therefore, it is reasonable to conduct
» Clinical response was defined in similar analyses with larger cohorts.
accordance with RECIST1.1.
Table 2 Association between TC and Risk Events (Cox Proportional Hazards Regression Analysis)
RQS“ItS Covariate Level Hazard Ratio (HR) 95% CI P-value
Death Low TC at baseline (referent) 1 REfe rences
: , C. High TC at baseline 0.542 (0.159 - 1.855) 0.330
« Patients' characteristics are 1. Yang W, Lei C, Song S, Jing W, Jin C, Gong S, Tian H,
: : Low TC on-treatment (referent) 1 G gT | h gk . t?:)l kade in th ? ¢ f of
described in Table 1. _ uo T. Immune checkpoint blockade in the treatment o
. At baseline. 3 patients had low TC High TC at on-treatment 0.97 (0.36 - 2.58) 0.947 malignant tumor: current statue ar.ld future._strategles.
hile 6 s had low TC Progression -ow TC at basefine (referent) - fg rﬁesresliseluzggé-zoozzll-og%\s/asza-;g1|(31|\)/i?[?-géj%mzr PMCID:
}[/V Ite p??ngf f‘) ow 1L on- High TC at baseline 0.242 (0.070-0.836) | 0.025 OMC8565029 S | |
reatmen aplie 1).
o _ Low TC on-treatment (referent) 1 2. Zou W, Wolchok JD, Chen L. PD-L1 (B7-H1) and PD-1
* A majority of tumors displayed PF _ pathway blockade for cancer therapy: mechanisms,
and necrosis High TC at on-treatment 0.920 (0.355 - 2.389) 0.865 response biomarkers, and combinations. Sci Transl Med.

. . . 2016:8(328):328rv4.
* A hlgh TC at baseline was associated 3. Tapia C, Aung PP, Roy-Chowdhuri S, Xu M, Ouyang F,

with an increased time-to-progression Alshawa A, Hajjar J, Singh G, Yang V, Castillo L, Le H,
Murthy R, Stephen B, Hess KR, Wistuba I, Naing A.
(TTP; Table 2).

Table 3 Association between Change in TC from Baseline and Response (Univariate Logistic Regression Analysis) Decrease in tumor content assessed in biopsies is

 10% of the patients had a decrease Covariate Level Odds Ratio (OR) 95% CI P-value associated with improved treatment outcome response to
: : : _ pembrolizumab in patients with rare tumors. J
In TC f_rom base“n_e _(Flg- 1’ Table 1)- No change and Increase in TC from 1 Immunother Cancer. 2020 Apr;8(1):e000665. doi:
* There Is no association between a Objective response rate (ORR) baseline combined (referent) 10.1136/jitc-2020-000665. PMID: 32303619; PMCID:
: : PMC7204618.
decrease Iin TC from baseline to on Decrease in TC from baselin 3.556 (0.277 - 45.72) [0.330

treatment and objective response
rate (ORR; Table 3).




