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Pathologist founded and patient focused

Improve cancer patient lives by providing solutions

To improve the lives of all patients afflicted with cancer

To empower our customers by providing the highest quality,
most innovative cancer diagnostic solutions

A key

Better personalization of cancer care

Healthcare today is in crisis, as it is Ralph Snyderman, MD
expensive, reactive, inefficient and

focused largely on one-size-fits-all

treatments for events of late stage disease.

An answer is personalized, predictive,

preventive and participatory medicine.




11%,3% important?

Traditional therapy: Same diagnosis, same treatment
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One-size-fits-all approach

11%,3% important?

Traditional therapy: Low treatment efficacy

For every 10 cancer patients treated, ~1 in 2 respond

an average of only 5 will benefit.*
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Predictive assay and clinical utility
Is generated and proved in clinical trials

cc The

as it was performed during each of the

trials. In this era of to what extent

)

Why important?

Enable personalized care, facilitate better outcomes
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Right therapy, for the right patient, at the right time
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Value of personalized healthcare
Facilitated by predictive assays benefiting patients, physicians, and payers

Better patient outcomes Easier prescription decisions Optimized use of resources

by identifying patients most and better prediction of treatment and the potential reduction of

likely to benefit outcome unnecessary treatment and
associated side effects

$160B

of drug spend is

neffective’ 340/0
decrease in chemo if women
$604M with breast cancer receive a

genetic test prior to treatment?
annual savings if patients with
metastatic colorectal cancer

receive a genetic test prior to

treatment? $1 5B

savings CDx can deliver to health care*
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Why are predictive assays important?

The role of immunohistochemistry and in situ hybridization

and are powerful tools
to identify patients who
and
who are

specific treatments.

VENTANA ALK (D5F3) CDx Assay INFORM HER-2 dual ISH Assay

Predictive
essential for

healthcare




companion diagnostic?

Provides predictive information; is required

A companion diagnostic is a fest that accurately and reliably
detects a biomarker and in clinical trials has demonstrated
the ability to assist in differentiating patients who will or
will not benefit from the associated drug. \tis required

for the safe and effective use of the drug.
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complementary diagnostic?

Provides important information; aids in the drug risk-benefit decision process

A complementary diagnostic aids in the risk-benefit decision
process: it provides information about using a specific drug

in the context of a clinically meaningful risk-benefit difference.
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Companion co plementary
Both provide information about likely patient response

Companion required Complementary informs
A must do A can do

Crizotinib,
More effective: Higher ORR and PFS

ALKF\SH+/ALKIHC+ ALKF\SHVALKIHC*
Concordant Cases [ Discordant Cases (@ All ALKF'SH* cases

Therapy %

(months)c] B

The VENTANA ALK (D5F3) CDx Assay is a companion diagnostic for XALKORI® (crizotinib) and
Zykadia® (ceritinib).

Solomon, Benjamin J., et al. "First-line crizotinib versus chemotherapy in ALK-positive lung cancer.” New England Journal of Medicine 371.23 (2014): 2167-2177




Dx/predictive assay
Additional testing needed for a CDx assay
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An assay is an entire system

Including antibody, detection, instrument and other components

Using
not the entire system carries

agencies approve the and may

treatment decisions

and side effects

and missed opportunities

Vyberg et al. BMC Health search (2015) 15:352




is a complete system

Changing a component can change results

Rabbit Monoclonal
Negative Control Ig

VENTANA BenchMark
IHC/ISH instruments —
and ancillary reagents

PD-L1 (SP263) antibody VENTANA OptiView
dispenser DAB detection

Different PD-L1
antibody clone

Interpretation Guide

current




Breast
pathology

Lung
pathology

Colorectal
pathology

Cervical
pathology

Only Roche provides

250+

ready-to-use antibodies

Dermato-
pathology

Prostate
pathology

Hemato-
pathology

o———— - =

Covers several therapies, uses different technologies

Dx portfolio

Biomarker Technology
HER2 IHC/ISH
PCR

EGFR

BRAF

C-KIT

KRAS

PD-L1 (SP142)

PD-L1 (SP263)

(Tissue/Plasma)

IHC

Therapy, indication

Herceptin®
BREAST

Tarceva®, TAGRISSO™
NSCLC

Xalkori® Zykadia®
NSCLC

Zelboraf®
MELANOMA

GLEEVEC®
GIST

Erbitux®, Vectibix®
CRC

TECENTRIQ®
Bladder/NSCLC

IMFINZI™
Bladder

Roche Solution

4%, ,
£l NT
P EVE AMA

cobas
ave .
T VENTANA
cobas’
av, .
-)4“_' VENTANA

¥, .
(3
e VENTANA

OOOOOOE

4, .
%
e VENTANA




HER2 (4B5), ER (SP1) and ALK
(D5F3) antibodies show':

consistent performance

superior qualit)
Roche demonstrates P qualty

HER2 (4B5) antibody shows the most consistent performance
and superior quality when compared to other on-market ER
clones®

of data from a leading external quality
reme. Retrieved from
w.nordiqc.orgleptitol

*Data refers to PATHWAY and Ventana products.

HER2 (4B5), ER (SP1) and ALK
(D5F3) antibodies show'’:

consistent performance

superior quality

Roche demonstrates

ER (SP1) antibody shows the most consistent performance and

h ° h superior quality when compared to other on-market ER clones*

of data from a leading external qu
eme. Retrieved from
ordiqe.org/eptitopes. htm.




HER2 (4B5), ER (SP1) and ALK
(D5F3) antibodies show':

consistent performance

superior quality

Roche demonstrates

high

Ventana ALK (D5F3) CDx assay IHC quality assessment

83*

Roche healthcare portfolio

Consists of predictive assays across technologies

" -
| - - i —-I I | -
Molecular Diagnostics Clinical Pathology Anatomic Pathology Sequencing Core

“Targeted diagnostic tests that “Change the practice of medicine by

not only offer clinical rather than
benefits for patients, but are also attractive through health building a better microscope.”
economic benefits to regulatory authorities and payers.”

CEO, Roche MD and Founder, Ventana Medical Systems, Inc.




Ongoing

in CDx research and development

The last 10 years in NSCLC: FDA approvals are

FLAT overall but

increased 62% 6 0 %
doubled

w:t lﬁ) target

" flat without a companion

six-fold increase
in clinical trial success
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pharma strategy

Offer pharma a premiere end to end solution

Biomarker
Research

Rabbit Monoclonal Antibody
manufacturer of first-in-class
clones for RUO/IVD

Instruments and reagents
that empower pharma to
conduct biomarker
evaluation

Pharma VD
Services Development

Dedicated to pharma
clinical trials, assay

Biomarker evaluation,
efficient & robust LDT
development

CDx Assay training

In-house lab for first in-

human clinical trials and
rapid “go/no-go” project
determination

algorithm development,

Product
Marketing and
Commercialization

Education, pre-launch,
training product marketing
and commercialization

Industry’s #1 Commercial
and Technical Support
Network

Largest global
installed base

#1 in IHC market
share in all regions

Pharma
partnerships

top global pharma companies
And have a solid pipeline of future predictive assays

Biomarker-specific projects
in clinical trials (therapies
and indications)

Bayer
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Years experience
In companion
diagnostics
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predictive assay

Supported by a robust pipeline of innovative diagnostics

(GLESERT] (GLESERII]

MSLN BCL-2 PD-L1 ALK

MSLN
@ Bladder @ CRC @ Lymphoma @ Lung Pancreatic Ovarian @ HNSCC
@ Breast @ Gastric @ Liver @ Melanoma @ Prostrate @ vPM Esophageal € Renal

many biomarkers

Future solution multiplexing: > 1 biomarker per slide

PD-L1 (purple), CD8 (yel

Some examples of What is the ratio of key cell populations? e.g. CD4 to CD8

In which distinct immune cell types is biomarker “X" expressed?

Are biomarkers “A,B,C" co-expressed in the nucleus of a single cell?




The Cancer Immunity Cycle

Trafficking of T cells to -
tumors (CTLs)

@ Priming and activation
(APCs & T cells)

The regulation of cytotoxic
T cells by co-stimulatory and
co-inhibitory molecules plays a
key role in cancer immunity

N

@ Release of cancer cell antigens | , * *
(cancer cell death) Ll | .

(dendritic cells/AP

Chen DS etal (2013 ) Jul 25; 39 (1):1-10.

The detection, targeting and
destruction of cancer cells by the
immune system is a
multi-step process

@ Infiltration of T cells into
- tumors

(CTLs, endothelial cells)

. O Recognition of cancer
cells by T cells
(CTLs, cancer cells)

@ Killing of cancer cells

(immune and cancer cells)




Down-regulation of antigen
presentation leading to impaired
recognition by T cells®

Reduced expression of
ligands for co-stimulatory
molecules such as B7.1 and
inducible co-stimulator ligand
(ICOSL) on APCs leading to
defective immune functions?

Creation of an immunosuppressive A P A
microenvironment leading to recruitment Eqpitatlion @ il izl Ilgands,
t : t o I e.g. PD-L1 and PD-L2, leading to
of, or promotion of, suppressive immune cel T-cell inhibition?® Topfer K, etal. J Biomed Biotechnol 2011;2011:918471

differentiation or expansion? Nurieva R, et al. Immunotherapy 2013;5:513-31
Mellman |, Coukos G and Dranoff G. Nature 2011;480:480-9

T cell targets for modulating activity

@ 16 reen 4 Activating Inhibitory
e ¢ 18 Receptors Receptors

CD8+ CTL

CD3 Eomplex

The PD-L1/PD-1 immune
checkpoint is an inhibitory
checkpoint for activation of
many immune cells including
cytotoxic T cells

T cells recognize
tumor cells through

Tumor cell binding of the T cell 3] 4 ) Blt._ackiljg
= receptor to its specific 3 Interactions between MHC GUULIREICS]

antigen presented by and TCR molecules can
MHC class | molecules | 4 hecn-stimulated or
The anti-tumor immune fic ...or blocking inhibitory
response could potentially be :C checkpoints
enhanced by activating ns
co-stimulatory checkpoints...

Abbas AK, et al. Elsevier Health Sciences; 2012. Mellman |, et al. Nature 2011;480:480-489




PD-L1

Part of the immune checkpoint pathway: inhibits T cell activity

PD-L1 > PD-1

Binding of PD-L1 to PD-1 on
T cells can inactivate T cells

- 3 - ¥
of immurie Cell TSI .

PD-L1 > B7.1

Binding of PD-L1to B7.1on T
cells can inactivate T cells and
prevent T cell proliferation

PD-L1, Program death ligand-1, is a ligand that binds PD-1.
PD-1, Program death receptor 1, is a receptor that binds PD-L1.
PD-L1 and PD-1 are part the of the immune checkpoint pathway. This

pathway limits T-cell proliferation and limits their ability to kill tumor cells.
Lu J, etal. J Oncol Pharm Pract. 2014 Jun 9. pii: 1078155214538087

PD-L1

Restore T cell activation and proliferation
B7.1

Potentially restores its ability to
sustain T cell activation and
proliferation

PD-1
Patentially prevents T cell deactivation

e through binding PD-L1

and B7.1 could potentially lead to durable activation
and proliferation of T Cells

Chen DS. Mellman I. Immunitv. 2013

o . -
- . -

Dual Blockade of PD-1
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PD-L1

Detected in 11% to 100% in a variety of tumor types

PD-L1 positive PD-L1 positive

Breast 31-34 Melanoma 40-100
Colon 53 Multiple myeloma 93
Esophageal 42 Ovarian 33-80
Gastric 42 Pancreatic 39
Glioblastoma/mixed 100 Renal cell 15-24
glioma

Hepatocellular 45-93 Urothelial 28-100
Leukemias 11-42 Nasopharyngeal / HNC 46-100
Lymphomas 17-94 NSCLC 35-95

Chen, D et al, Clinical Cancer Res 18 (24): 6580-6587, 2012
Zandberg DP, et al. Oral Oncol. 2014 Jul;50(7):627-32

PD-L1

Phase I trial of atezolizumab (PCD4989g)

PD-L1+ PD-L1+
Tumor Type UG () Immune Cells (IC Tumor Cells (TC)
184

NSCLC 26% 24%
RCC 88 25% 10%
Melanoma 58 36% 5%
HNSCC 101 28% 19%
Gastric cancer 141 18% 5%
CRC 7 35% 1%
Pancreatic 83 12% 4%

Bladder 205 27% 11%

Herbst, RS, et al, Nature 515: 563-567, 2014
Pouies, T et al, Nature 515: 558, 2014




Personalized Medicine
VENTANA PD-L1 (SP2

o
PD-L1 and Prognostic Relevance in Bladder Cancer

PD-L1
* Expressed in 28%-100% of human urothelial/bladder cancers* and
e 95% of lymphocytes that invade bladder tumors express PD-12
PD-L1 is associated with a more advanced stage and a higher tumor grade of bladder cancer,

suggesting that PD-L1 may be a factor promoting disease progression3->

- Astudy looking at PD-L1 in 280 high-risk bladder cancer patients, found expression was
associated with high-grade tumors*

Meta-analysis conducted in 352 bladder cancer patients, demonstrated that superficial
bladder cancer had significantly lower PD-L1 expression than invasive bladder cancer®
High-level of PD-L1 expression is associated with reduced survival®6

- Inastudy conducted in 65 surgically resected bladder cancer specimens, OS and RFS were
significantly worse in patients with high-PD-L1 tumors than in those with low-PD-L1 tumors®

Blocking the PD-1/PD-L1 signaling may provide improved outcomes
in the treatment of patients with bladder cancer®

1. Chen DS, 65 Carneiro BA, eal u al. Oncol Rep.
4. Inman B, etal.G Immunol Immunother.




Intended Use for Urothelial Carcinoma

VENTANA PD-L1 (SP263) Assay is a qualitative immunohistochemical assay using rabbit monoclonal anti-PD-L1
clone SP263 intended for use in the assessment of the PD-L1 protein in formalin-fixed, paraffin-embedded (FFPE)
urothelial carcinoma tissue stained with OptiView DAB IHC Detection Kit on a VENTANA BenchMark ULTRA
instrument. PD-L1 status is determined by the percentage of tumor cells with any membrane staining above
background, or by the percentage of tumor-associated immune cells with staining (IC+) at any intensity above
background. The percent of tumor area occupied by any tumor-associated immune cells (Immune Cells Present,
ICP) is used to determine IC+, which is the percent area of ICP exhibiting PD-L1 positive immune cell staining.
PD-L1 status is considered High if any of the following are met:

[

e 225% of tumor cells exhibit membrane staining; or
e ICP>1%and IC+225% ; or
¢ ICP =1% and IC+ = 100%

PD-L1 High status as determined by VENTANA PD-L1 (SP263)
Assay was associated with increased objective response rate
(ORR) in a single arm study of IMFINZI™

(durvalumab).

This product is intended for in vitro diagnostic (IVD) use. Positive UC tissue stained with PD-L1 (SP263) assay

Patients with high PD-L1 expression
VENTANA PD-L1 (SP263) assay:

~5Xs the ORR compared to low or negative expression

Durvalumab Compl y Diag ic for IMFINZI™ (durvalumab)

O u tc 0 m e Objective Response Rate

30

20 -

[T —— Lo 4| s o2 41

programmed cell death ligand-1 immune checkpoint inhibitor, in patients with




Progression Free Survival

Overall Survival
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*Given limited follow-up, OS data were considered immature at the time of data cutoff.
NE = not evaluable; No. = number; OS = overall survival; PFS = progression free survival

Powies T et al. 2017. Updated efficacy and tolerability of durvalumab in locally advanced or metastatic urothelial carcinoma. J Clin Onc. 35(6_suppl)

100 =

PD-L1* PD-L1~

ge from baseline (%)

_50

Best chan

Data cutoff on November 20, 2015
* Unconventional response.

PD-L1+ subgroup

76% (19/25) had a
reduction in tumor size

PD-L1- subgroup

36% (4/11) had a
reduction in tumor size

 Unconfirmed response (all other patients with best tumor shrinkage 230% had confirmed responses).

Massard et al. 2016. Safety and efficacy of durvalumab (MEDI4736) , an anti-programmed cell death ligand-1 immune

checkpoint inhibitor, in patients with advanced urothelial bladder cancer. J Clin Oncol. 34(26).




PD-L1 expression by
location PD-L1 status definition (%) 95% CI n/N (%) 95% CI

Unselected 13/42 (31.0) 17.6-47.1 20/42 (47.6) 32.0-63.6
PD-L1* (225% TCs or ICs) 13/28 (46.4) 27.5-66.1 16/28 (57.1) 37.2-75.5
TCsor ICs

PD-L1- (<25% TCs and ICs) 0/14 (0.0) 0.0-23.2 4/14 (28.6) 8.4-58.1
PD-L1* (225%) 7/15 (46.7) 21.3-73.4 8/15 (53.3) 26.6-78.7

TCs
PD-L1-(<25%) 6/27 (22.2) 8.6-42.3 12/27 (44.4) 25.5-64.7
PD-L1* (225%) 10/18 (55.6) 30.8-78.5 12/18 (66.7) 41.0-86.7

ICs
PD-L1-(<25%) 3/24 (12.5) 2.7-32.4 8/24 (33.3) 15.6-55.3

IC = immune cells; TC = tumor cells

PD-L1 status determined from the most recently collected tissue sample (prior to first dose of study treatment) with a quantifiable result
aORR was defined as confirmed complete or partial response per RECIST v1.1 in response-evaluable; bDCR12 was defined as confirmed
complete or partial response or stable disease for 212 weeks per RECIST v1.1. Data cutoff on November 20, 2015

Massard et al. 2016. Safety and efficacy of durvalumab (MEDI4736) , an anti-programmed cell death ligand-1 immune checkpoint inhibitor, in patients with advanced urothelial bladder cancer. J
Clin Oncol. 34(26)

UC Interpretation

Table &: VENTANA PD-L1 (SP263) Assay Scoring Algorithm for Urothelial Carcinoma
P0-Ut Inerpretaon | Staining Description
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Immune cells with 50% staining (1C+), Tumor cells with 100% staining. (Top row H&E 10X, PD-L1 20X




TC-/IC*
<25% TC and >25% IC

TCH/ICt
225% TC and 225% IC g .

TC = tumor cells; IC =immune cells

TC*/1C-
>25% TC and <25% IC |

4 TC/IC-
IC “ <25% TC and >25% IC

D RS

Massard et al. J Clin Oncol 2016;June 6. pii: JCO679761. [Epub ahead of print].

PD-L1 High Status: > 25% TC / IC+ Expression
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5% 50
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0% IC+




Low/Negative Status: < 25% TC / IC+ Expression
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VENTANA PD-L1 (SP263) Assay:
Confident Diagnosis

Reader Precision

Lab Reproducibilit,
Roche demonstrates P '
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Fixative Recommendations for Optimal Staining
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Personalized Medicine
VENTANA PD-L1 (SP142) Assay UC




Intended Use for NSCLC and Urothelial Carcinoma

VENTANA PD-L1 (SP142) Assay is a qualitative immunohistochemical assay using rabbit monoclonal anti-PD-L1
clone SP142 intended for use in the assessment of the PD-L1 protein in formalin-fixed, paraffin-embedded
(FFPE) Urothelial carcinoma and non-small cell lung cancer (NSCLC) tissue stained with OptiView DAB IHC
Detection Kit and OptiView Amplification Kit on a VENTANA BenchMark ULTRA instrument. Determination of PD-
L1 status is indication-specific, and evaluation is based on either the proportion of tumor area occupied by PD-L1
expressing tumor-infiltrating immune cells (% IC) of any intensity or the percentage of PD-L1 expressing tumor
cells (% TC) of any intensity.

PD-L1 expression in 2 5% IC determined by VENTANA PD-L1
(SP142) Assay in Urothelial carcinoma tissue is associated
with increased objective response rate (ORR) in a non-
randomized study of TECENTRIQ (atezolizumab).

This product is intended for in vitro diagnostic (IVD) use.

Positive UC tissue stained with PD-L1 (SP142) assay, 10x

Patients with high PD-L1 expression
VENTANA PD-L1 (SP142) assay:

1.6-9Xs the ORR compared to low or negative expression

What is the C I y Diag ic for TECENTRIQ™ (atezolizumab)

P D L 1 Objective Response Rate
10

PD-L1 positive PD-L1 negative

J Clin Oncol 32:5s, 2014 (suppl; abstr TPS8123)

J Clin Oncol 32:5s, 2014 (suppl; abstr 3064).

etal. J Clin Oncol 32:5s, 2014 (suppl; abstr 3001%).

ISMO 2015 Vienna Austria. http: g




Patients with high PD-L1 expression
VENTANA PD-L1 (SP142) assay:

IC2 and IC3 PD-L1 expressors Atezo 3Xs more effective

Compl y Diag ic for TECENTRIQ™ (atezolizumab)
Atez‘)llzumab 80% Objective Response Rate

70%
60%
Outcome
40%
30%
20%
10%
0%

<5% 25%

=1 ORR | 10% 26% )
Prevalence 68% 32%

Patients with high PD-L1 expression identified by the VENTANA PD-
L1 (SP142) Assay have ~3 times the objective response rate (ORR)
of patients with low PD-L1 low expression, who experience response
rates equal to chemotherapy. (Data from IMvigor 210, a phase Il trial.)

Survival in PD-L1 Immune Cell

D Intention-to-treat population (n=310)
mo——l‘_}‘ i Il survival, 12. it
months (95% C1) % of patients (95% C1)
0]
s —— I€2/3(n=100) 11.4(9-0-notestimable) 48% (38-58)
80 — IC1{n=107)  6:7(51-8.8) 30% (20-39)
1C0(n=103) 65 (44-83) 29% (20-39)
70
£ 6o
2
% 50
k]
T 404
S
30
20+
-
10
@®8 Censored
2 4 6 8 10 12 14 16
Number at risk Mt
123 100 92 74 67 58 50 23 2
1 107 89 68 58 47 32 10 1
Ico 103 84 60 49 40 32 14 1

Rosenberg, JE, etal. The Lancet, 387(10031): 1909-1920,
2016. DOI:

*historic overall survival at 12 months is 20%




atezolizumab

Baseline Post-cycle 2 Post-cycle 8

Powles, T et al, Nature 515: 558, 2014

UC Interpretation

Immune cell
(IC) staining

Tumor —infiltrating immune cell staining assessment PD-L1 expression

Absence of any discernible PD-L1 staining

or-

Presence of discernible PD-L1 staining of any intensity in tumor-infiltrating immune cells covering <5% of <5%
tumor area occupied by tumor cells, associated intratumoral and contiguous peritumoral stroma

Presence of discernible PD-L1 staining of any intensity in tumor-infiltrating immune cells covering 2 5% of 5%
tumor area occupied by tumor cells, associated intratumoral and contiguous peritumoral stroma




Tonsil control acceptable staining

Superficial squamous
epithelium

Interfollicular
region

Tonsil control unacceptable staining

Weak staining in lymphocytes,
macrophages and epithelial
cells




Examples of UC Staining

Tumor Biopsy
with PD-L1
Immunostaining

Urothelial cancer tissue showing dark brown punctate and linear IC staining

Fixative Recommendations for Optimal Staining

AFA*

10% NBF Zinc Formalin
e T o ey

1 hour

6 hours

12 hours

95% Alcohol*

24 hours

72 hours

Al

images at 10X magnification
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VENTANA PD-L1 (SP142) Assay
UC Specimen and Assay Needs

SPECIMEN TYPES

* Acceptable UC tissue:
Resection, TURBT, Core needle biopsies
Primary or metastatic sites

* Adequacy: Contains at least 50 viable tumor cells with associated stroma
« Unacceptable tissues: cytology or decalcified bone

NUMBER OF SLIDES REQUIRED

« Three serial sections from each case:
H&E, Negative control staining, PD-L1 (SP142) staining

CONTROL TISSUE

¢ Pre-qualified benign tonsil tissue

UC Specimen antigen stability

4x . fa 4x

1
1%,

Day 0 e o After 3 months

S




Personalized Medicine
VENTANA PD-L1 (SP142) Assay NSCLS

VENTANA PD-L1 (SP142) Assay is a qualitative immunohistochemical assay using rabbit monoclonal anti-PD-L1
clone SP142 intended for use in the assessment of the PD-L1 protein in formalin-fixed, paraffin-embedded
(FFPE) Urothelial carcinoma and non-small cell lung cancer (NSCLC) tissue stained with OptiView DAB IHC
Detection Kit and OptiView Amplification Kit on a VENTANA BenchMark ULTRA instrument. Determination of PD-
L1 status is indication-specific, and evaluation is based on either the proportion of tumor area occupied by PD-L1
expressing tumor-infiltrating immune cells (% IC) of any intensity or the percentage of PD-L1 expressing tumor
cells (% TC) of any intensity.

PD-L1 expression in 250% TC or 2 10% IC determined by
VENTANA PD-L1 (SP142) Assay in NSCLC tissue may be
associated with enhanced overall survival from TECENTRIQ
(atezolizumab).

This product is intended for in vitro diagnostic (IVD) use.
Positive NSCLC tissue stained with PD-L1 (SP142) assay, 10x




patients

What is the

VENTANA PD-L1 (SP142) assay:
NSCLC OAK Trial Data

In 2" line setting all patients had longer overall survival

Clinical trial data c 2 ly de ates that if you have
higher PD-L1 expression you have higher response rates
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Figure 1: Moderate to strong circumferential TC membrane
staining; NSCLC tissue, 20X

Figure 2: Dark brown punctate and linear IC staining; NSCLC, 20x
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[ Table 1: VENTANA PD-L1 (SP142) Assay Stepwise Scoring Algorithm for NSCLE
| Step 1: Tumor Cell (TC) Staining Assessment | PD-L1 Expression
P f ble PO-L1 by staining of any intensity in = 50% of tumor cells = 509 TC
| Ak o miry PD-LY OR) Py co of discemibile PD-L1 mambrane staining of any imensity in < 60% of Procead 10 S1ep 2
turmor colls.
| Step 2: Tumor Call (IC) | PD-L1 Expression
P any y in tumor-inf immune cell = 104 of tumor aren ocoupied | = 10%1C
by tumor cells, nsso
and contiguous porit
| Al o any PO-LY OR) Py 1 PD-L1 staining of any intonsity in tumor-infiltrating < 50% TC and < 10%IC
| iremiine colls covering < 10% of twimar ares oecupbed by tmer cells, , and

stroma




Examples of NSCLC Staining
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NSCLC tissue showing dark brown punctate and linear IC staining

o
VENTANA PD-L1 (SP142) Assay
NSCLC Specimen and Assay Needs

SPECIMEN TYPES

e Acceptable UC tissue:
- Resection, Excisions, Core needle and other biopsies
- Primary or metastatic sites
¢ Adequacy:
- Contains at least 50 viable tumor cells
- Tumor-associated stroma is not required for TC scoring
- Presence of tumor-associated stroma is essential for scoring IC

« Unacceptable tissues: cytology or decalcified bone

NUMBER OF SLIDES REQUIRED

e Three serial sections from each case:
- H&E, Negative control staining, PD-L1 (SP142) staining

CONTROL TISSUE

¢ Pre-qualified benign tonsil tissue




NSCLC Specimen antigen stability
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4+ Day0 T ~ After 2 Months
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Diagnostic Ventana Ventana Ventana Dako Dako
Clone SP263 SP263 SP142 22C3 28-8
Assay Descriptive Complementar Complementar Companion Complement
Status P P ¥ P v P ary
. Tumor Cells (TC) Tumor Cells (TC) Tumor Cells (TC) Tumor Cells
Scoring N/A M
Immune Cells (IC) | Immune Cells (IC) Immune Cells (IC) (TC)
1L/2L NSCLC, 1L NlSL N,Lesl’cflc'
Approved N/A JLUC 1L/2LUC, 2L Mel, 2L mUC, 2L ZLqRCC ZL,
Indications NSCLC cHL, 2L HNSCC !
3L Gastric* cHL, 2L mUC,
2L SCCHN
- S EnVision
R BenchMark XT OptiView OptiView + Amp EnVision FLEX+ FLEX+
Components Bemeif¥ri Demeif¥rix el Autostainer Link 48 Autostainer
B ULTRA ULTRA ULTRA .
Link 48
Classification Class | Class Il Class Il Class Il PMA Class Il PMA
PMA Approved PMA Approved Approved Approved
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