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Discussion of Off-Label/Investigational Uses of Commercial Products:

Immunoscore® Colon: CE-IVD in Europe - CLIA service for US

Halioseek® PD-L1/CD8 available as a CE-IVD assay and as an RUO solution in the
Rest of The World
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* Each cancer patient needs a routine assessment of its immune
response to tumor

* Immunotherapy needs better biomarkers to be more precise

* Our goal is to develop precise solutions in order to:

* Upgrade cancer classification & solve diagnostic uncertainties with a more
accurate risk assessment

* Predict response / resistance to treatment(s)
e Accelerate R&D of immunotherapies and discover potential CDx biomarkers
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Treatment
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All patients
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Society for Immunotherapy of Cancer

ASCO 2017 Poster
Collaboration with the Mayo Clinic - Frank A. Sinicrope

600 resected tumours of stage Ill CC patients from the FOLFOX arm of the
prospective NCCTG N0147 clinical trial - IS analysis with predefined cut-offs

» ldentification of high risk patients, including in MSS population

i

Oxaliplatin-based chemotherapy for patients with stage lll
colon cancer: Disease Free Survival results of the three
versus six months adjuvant IDEA France Trial.
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mmunoscore® Colon

» Immunoscore® Colon is a key risk factor to
guide treatment strategies for stages Il and
lll colon cancer patients.

ISO

IS Low

Y

High risk factor

IS 2 IS4
IS High

I

Low risk factor

Stage Il

- In favor of the administration of
Adj. CT or treatment intensification

- In favor of surgery only

Stage Il

- In favor of 6 month Adj. CT

- In favor of a reduction to 3
months of Adj. CT
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Informed consent signature
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Fridman et al Nature Reviews
Clinical Oncology 2017

Colorectal cancer

Breast cancer

Head and neck cancer
|

Ovarian cancer

Hepatocellular cancer

[ Positive prognosis

Biliary tract cancer

Merkel cell carcinoma

NSCLC

Bladder cancer

Colorectal cancer liver metastasis

Gastric cancer

Pancreatic cancer

Colorectal cancer lung metastasis
Melanoma brain metastasis
Thyroid cancer

Melanoma

Prostate cancer
Oesophageal cancer

Renal cell carcinoma lung metastasis
Glioma

Malignant peripheral sheath tumour

Renal cell carcinoma
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[1 No effect on prognosis
eBladder Bl Negative prognosis

eAcademia : Immunoscore®

ePharma: Immunoscore® & Halioseek®
eHead & Neck

eAcademia : Immunoscore®

ePharma : Immunoscore®

*NSCLC

eAcademia : Halioseek®
eDLBCL

ePharma : Immunosign®
eSarcoma

ePharma : Immunoscore® & Immunosign
eMelanoma

ePharma : Immunoscore® & Immunosign
*TNBC

ePharma : Halioseek®

eAcademia : Immunoscore®
eRectum

eAcademia : Immunoscore®
eGepNet

ePharma : Immunoscore®
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© 2015 American Association for Cancer Research

Cancer Research Reviews

AACR

Teng et al. Cancer Res. 2015
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216 NSCLC samples of which 21 biopsies
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NSCLC samples ordered in increasing % of PD-L1+ tumor cells
HS® Vs SP263 HS® Vs 22C3

1% cut off 1% cut off

OA =97.7% with 95% IC [94.7;99.0] OA =91.2% with 95% IC [86.7;94.3]

50% Cut off 50% Cut off

OA =99.1% with 95% IC [96.7;99.7] OA =95.8% with 95% IC [92.3;97.8]
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Halioseek® PD-L1/CD8 dedicated DP tool for NSCLC samples typing

ROI definition and automated margin growing

"TELLL LR

Proximity index calculation between CD8+ an

T

7 AR

«4 Detected PD-L1+ cell nucleus - &) Detected CD8+ cell - ° 20um radius circle
surrounding PD-L1 cell - @ PD-L1+ cell with at least 1 CD8+ cell around 20um

9 PD-L1+ cells
(out of 19
detected) have a
CD8+ cell at less
than 20um.
Proximity index =
47%

| B i

Halioseek® PD-1L1/CD8 Report

Customer order §: CC-06-082538 Samples ID:
Laboratory: PathChange FFPEBlock ID: 154143570
Unstained slide ID: 154143570U5546

Address: Boroling avenue Stained slide ID: 154143570THTAS

MewCity
Tel: 985 678 0034

| 1D: 154143570IDA
Email: pathchange@free.com mege

Date of reception:  14/09/2017

| Digital pathology results

Tumor Margin Tumar mzrgin

Total cell count 2111 cmlis 172 cailc Total cell count 33871 epiis 1028 callc

[Density 250 cells/fmir 180 cells/mm Density 1914 cells/mn 1423 cellsfrin®
clustes index cluster index

<20um 58 % S0 % <20um 96 % L

<40 pm B % BB % <agpm 28 % 88 %

PD-L1— CD proximity index:

proximicy radius Tumor aargin
<20 pm EY s W
<40pm 18 % L H

PO-L1 centered prenimity values are expressed in terms of PO-L-pasitive cell percentage whase nearest CDB-pasitive neighbar is detected
at ess than Hjum or 40y
D8 cluster index is expressed in terms of COB-positive cell percentage whase nearest C08-positive neighbar is detected ot fess than 20um
ar Ao,
PD-L1 cluster indes is expressed in tarms of PD-L1-positive cell percentage whoss nearast FO-L1-positive peightos is detecter at less than
20um e d0pm.
- vy
4 '
Quality contrals:
Integrity & quality of sample: J FAIL Sample fulfill t2st requirments: JERIL
Integrity & quality of control sample: {FalL control sample fulfill test requirements: A FaIL
. "y
[ Comments: ]
- - ™
I, the undersigned, varify that the intarpretation of the results is correct as reported.
Name: Dr John Doe
Date: 16 Oct 2017
\ J

If you have any questions, plesse contact Customer Support at tech support@haliods com or call + 33 fo)4 51 29 30 50




Immunosign®

Immunosign® Clinical Research Assay Panel Evaluates Key Immune Pathways Within the
Tumor Microenvironment

TCell TCeall TCell Adaptive
Diffarentiation Attraction Adhesion Immu nity

IMMUNOSIGMN 15

Immune Angiogenescic Immune Cancer Immune
Oriantation Suppression Co-in hibition Stam Call Supprassion

TCell TCall Th1 Adaptive
IMMUNOSIGN 21 Activation Attraction Orisntation Immunity

- The Immunosign Clinical Research assay utilizes the nCounter® technology (Nanostring) to measure the
gene expression level of multiple immune genes in a multiplex format

* The assay has been optimized for utilizing minimal amount of RNA




AXI-cel-Related Signature in Tumor Microenvironment

Change :
Post Treatment
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Blue box indicates cytokines included in Table 2.
Common names are given in parenthesis for the following: CCL2 (MCP-1), CCL5 (RANTES),
CX3CL1 (fractalkine), CXCL9 (MIG), CXCL10 (IP-10), CXCL11 (I-TAC), CXCL13, TBX21 (TBET), CD274
(PD-L1), PDCD1 (PD-1), CD247 (CD3z), PRF1 (perforin), TNFRSF9 (4-1BB), TNFRSF18 (GITR).
Galon et al, ASCO 2017
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_____ Biomarker | Method ______ HalioDx Tests

Target molecule expression HC Halioseek®
CTLA-4, PD-1, PD-L1 + on demand assays
Whole-exome sequencing and
Neoantigens / Tumor Foreignness bioinformatic analyses Halioseq
TMB
Immune gene signatures Nanostring nCounter® Immunosign®
T-cell regeptor RNAseq Halioseq
clonality
TILs IHC + DP Immunoscore®

Adapted from Fridman et al Nature Reviews, Clinical Oncology 2017



November 8-12 « NATIONAL HARBOR, MD

Lessons & Take Home Messages

Tumor foreignness
Mutational load
Tumor sensitivity
to immune effectors
MHC expression, .
pre General immune status
IFN-y sensitivity Lymphocyte count

Absence of inhibitory
tumor metabolism
LDH, glucose utilization

Immune
cell infiltration
Intratumoral T cells

Absence of soluble inhibitors Absence of checkpoints
IL-6, CRP PD-11

Blank CU et al. Science. 2016

HalioDx Services for
standardized
Immunogram
assessment on clinical
samples under CLIA /
GCLP



