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Caris Life Sciences

Fulfilling the promise of precision medicine

Leading biosciences company focused on improvement of cancer care

through delivering innovative diagnostic and theranostic services

* Founded 2008 in US, located in Dallas and Phoenix

+ Since 2012 offering services throughout Europe and many
international markets

Fielding a powerful team of professionals

managing laboratory performance and evidence processes, including
* medical oncologists

* pathologists

* molecular geneticists

*  research scientists

Unmatched Laboratory Quality

6,000 square meter, Phoenix-based laboratory
. Licensed and validated according to ISO 15189:2012, CLIA and CAP
standards, CE mark validation

. every patient’s results are personally reviewed by a qualified molecular
pathologist and geneticist before being released.

©2014 Caris Life Sciences and affiliates. 2
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Caris Molecular Intelligence ™ provides actionable treatment
options — supported by the strongest clinical evidence

Correlates Biomarker
Targets to
Therapeutic
Agents

Informs Treatment
Decisions Through
an Actionable

Actionable Biomarkers NP ROFILE
95% of Cases

BICARIS Average of 25

. Clinically Relevant
Results Reported
per Patient

©2014 Caris Life Sciences and affiliates. 3
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Caris Molecular Intelligence May Be Clinically Helpful For

Metastatic cancers refractory to standard treatments, e.g.

O
* Breast cancer
 Lung cancer
* Qvarian cancer
» Colorectal cancer

Aggressive cancers with few standard treatment options, e.qg.

« Melanoma
 Pancreatic cancer

w
Rare and less common cancers with limited standard of care
o options, e.g.
« Sarcomas
w  Gliomas
« Cancer of Unknown Primary (CUP)

©2014 Caris Life Sciences and affiliates. 4
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Relevant Biomarkers are Analysed Using and Proven
Accepted Technologies

BIOLOGIC
R OICESE TECHNOLOGY BIOMARKERS

ABL1, AKT1, ALK, APC, ATM, BRCA1/2, BRAF,
CDH1,cKIT, cMET, CSF1R, CTNNB1, EGFR, ERBB2
(HER2), ERBB4, FBXW7, FGFR1, FGFR2, FLT3, GNA11,
GNAQ, GNAS, HNF1a, HRAS, IDH1, JAK2, JAK3, KDR
_ (VEGFR2), KRAS, MPL, NOTCH1, NPM1, NRAS, PDGFRa,
DNA Mutations PIK3CA, PTEN, PTPN11, RB1, RET, SMAD4, SMARCBH1,
SMO, STK11, TP53, VHL

BRAF
IDH2
DNA, RNA EGFRuvIIl, MSI
Gene Rearrangements
Gene Copy Number ALK, cMET, EGFR, HER2,, ROS1, TOP2A, 1p19q
Variations
Epigenetic Changes MGMT Methylation

AR, cMET, EGFR , ER, ERCC1, HER2, H3K36me3, MLH1,

MSH 2,6, MGMT, PBRM1, PD-1, PD-L1, Pgp, PMS2, PR,

PTEN, RRM1, SPARCm, SPARCp, TLE3, TOPO1,TOP2A,
TS, TUBB3

Protein Expression
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Caris has established over 33,000 biomarker rules to help guide
treatment decisions
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The Caris processes make sure we identify the drugs offering the most -
and the least - potential clinical benefit for CANCER patients.

©2014 Caris Life Sciences and affiliates. 6
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96% of drug / biomarker associations are based on
Level | or Level |l evidence

Current Methods of the U.S.
Preventive Services Task Force
As Applied by Caris Life Sciences

Level Il

Hierarchy of Research Design

I Evidence obtained from at least one properly randomized
controlled trial.

II-1  Evidence obtained from well-designed controlled trials
without randomization.

1I-2  Evidence obtained from well-designed cohort or case-control
analytic studies, preferably from more than one center or
research group.

1I-3  Evidence obtained from multiple time series with or without
the intervention. Dramatic results in uncontrolled experiments
(such as the results of the introduction of penicillin treatment
in the 1940s) could also be regarded as this type of evidence.

Il Opinions of respected authorities, based on dinical
experience, descriptive studies and case reports, of reports
of expert committees.

Level III*

* Level lll evidence associates ROS1 to crizotinib, which is included
in the NCCN Guidelines for the treatment of NSCLC

©2014 Caris Life Sciences and affiliates. 7
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Clinical Utility Maximised with Easy-To-Interpret Reports

I’R()HH = R Average of 25
Paniar [ srecemn seomanion | ] Clinically Relevant
poseenn g wew g | ResultsReported  1OP page:
- e | per Patient. + Easy-to-Interpret Summary
Content:
A Agents * Detailed Biomarkers Results
gents Associated L . .

Associated with » Clinical Trial Information
with Potential .
Potential . Lack of » References SUppOrtlng
Slinical ‘ — Clinical Biomarker Drug Associations

Benefit P Benefit

> Caris Offers Consultation to
INSIDE -

Actionable IO A\ssociated NS oo Support |nterpretat|0n of the
Biomarkers IR \\jth SIS Biomarker
Foundin = & & Available Information Reports
~95% of : B Clinical
Cases. : - Trials

* MI Profile offering. Clinically relevant results include agents with potential ©2014 Caris Life Sciences and affiliates. 8
benefit, agents with lack of potential benefit and clinical trials.
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MI PORTAL The Clinical Trials
—"——— Connector examines
thousands of open and
S — - 5 enrolling clinical trials

Matches clinical trials
T based on:
- Biomarker profile
- Tumour type
- Gender
- Age (date-of-birth)

O s ) =D
wre s Toe Bearber

The Clinical Trials Connector™ simplifies the process of finding the right trial for cancer patients

©2014 Caris Life Sciences and affiliates. 9
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Caris has profiled more than 60,000 patients worldwide’

Most Common Cancers?? Less Common Cancers 23
i Lung&Bronchus i Bladder
i Colorectum 69 \ 216 49 i Cholaniocarcinoma
“ Pancreas “GIST
& Melanoma 1120 - i Glioblastom
“Gl 143 Lhansce
i Kidney 1 Soft Tissue
Prostate Uveal Melanom
326 411 1168 1394 Breast Ovar (non epitheal)

Ovarian (epithelial) Testicular

The complete Caris database covers biomarker profiles of over 150 histological cancer subtypes.

Caris Molecular Intelligence is most suitable for
> Metastatic cancers refractory to standard treatment e.g. Breast, Lung, Colorectal, Ovarian cancer

> Rare and less common cancers with limited standard options e.g. Sarcoma, Glioma, CUP
> Aggressive cancers with few standard options e.g. Melanoma, Pancreatic cancer

©2014 Caris Life Sciences and affiliates. 1) Russell et al 2014 2) Gatalica 2013 3) Von Hoff ASCO 2013
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|dentifies druggable targets in 90-100% of patients profiled
using a multi-technology platform

Biomarker-drug associations identified in 12.265 patients profiled®:

Drugs with potential benefit Drugs with potential lack of benefit

in 93% of reports in 97% of reports

Utilising a multi-technology platform is crucial for delivering this rate of
biomarker-drug associations (displayed as percent of reports):

Agents associated with potential benefit Agents associated with potential lack of benefit
0,2%

(o) 60
120 W ICH/ISH 20%

“ICH/ISH/NGS
NGS only

©2014 Caris Life Sciences and affiliates. . .
16) Caris data on file 12
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Reports associations to conventional and targeted therapies

Example: Treatment Associations using Tumour Profiling of CUP (n=1’459)% 80
1% 3%

| 2%
No drug association
B ack of benefit only
B Targeted drug(s) only
B Targeted & conventional drug(s)

® Conventional drug(s) only

Targeted drugs include TKls, mAbs, anti-steroidals, mTOR inhibitors
Conventional drugs include alkylating agents, anthracyclines, camptothecans,
pyramidine antagonists, antimetabolites, taxanes, etc.

©2014 Caris Life Sciences and affiliates. 5) Gatalica Z, EJC 2013 8b) Caris aata on file
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Reports associations to conventional and targeted therapies

Example 2: Treatments with potential benefit, ovarian cancer registry (n= 348)'”
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hormone receptor inhibitors Off label
90
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80 76 .
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©2014 Caris Life Sciences and affiliates. 16 Gabra H, ESGO Congress 2014, Poster #7
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Most Patints profiled receive a MP uided treatment in
clinical practice

90 | U Patient Number b

80 84

79%

49
89%

79%

70 24

4 11 7
Von Hoff et al. Epelbaum et al1.o Jameson et al. Dean et al.

Refractow Refractor"y Refractory Rare or Refractory
Metastatic Metastatic Metastatic :
: Metastatic Cancers
Cancers Pancreatic Cancers Breast Cancers
15

©2014 Caris Life Sciences and affiliates.
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Many patients who receive a profilig—guided treatment
experience a measurable clinical benefit

70 | B Treated with MP-guided Treatment O Benefit L

60
2 50
c
Q0
e
& 40
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Von Hoff et al. Epelbaum Jameson Dean Popovtzer
p p
Refractory Refractory Refractory sz?;i t(:) ' Metastatic
Metastatic l'\D"etaStaft'_C Metastatic Metastatﬁ:/ adenoid cystic
AINEREE Breast Cancers . carcinoma

ancer
Radiol Biochem.
Response

Cancers e

Clinical Benefit
(RECIST)

GMI Index

PFS Ratio

PFES Ratio

(PFS Ratio)

©2014 Caris Life Sciences and affiliates. 16
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Patients are considered to benefit from profiling
guided treatment with a PFS increase of > 30%

PFS 1 last therapy prior to profiling
PFS 2 post-profiling guided therapy +>30%

If the PFS2/PFS ratio is > 1.3, profiling-guided therapy is defined in clinical trials as
having benefit for patients*11.12,

A PFS ratio of > 1.3 was shown in:

« 52% (13/25) of patients with metastatic refractory breast cancer'?
« 37.5% (6/16) of patients with advanced pancreatic cancer’"

« 27% (18/66) of patients of a phase | population (various cancers)*

©2014 Caris Life Sciences and affiliates. 17
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Comparison of PFS on profiling guided therapy vs prior therapy
for patients with metastatic refractory breast cancer'

|
No patients exceeded | | |
more than 200 days
before progressing on
their prior treatment
regimens

FTTP on Last Line of Therapy (days)

HTTP on Study Treatment (days)

0 100 200 300 400 500 600 700 800 900 1000
Time to Progression in Days (TTP)

©2014 Caris Life Sciences and affiliates.
11) Jameson ASCO 2013 18
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Tumour profile guided therapy improves outcomes when
compared to unguided therapy

00 Unguided Therapy (116 Patients)
80 CR: 0(0%)
* 60 PR: 6 (5%)
g w0 SD=6 months : 12 (10%) The MD Anderson Experience
20 —
=
3 : MP guided treatment was associated with a
' higher overall response rate (27% vs. 5%; P
: < 0.0001), longer time-to-treatment failure
100 (TTF; P < 0.0001), and longer survival
MP quided Therapy (175 Patients) (median, 13.4 vs. 9.0 months; P = 0.017).
100 CR: 4(2%)
80 PR: 43 (25%) ; ' 13
* 6o SD=6 months : 40 (23%) TIsimberidou D et al. 2012
‘2 a0
£ VIMIIM ““““““““““““ -
= i
g’ -20
S 40
-60
80 Note: retrospective analysis of patient outcomes after MP
-100 guided inclusion into phase | trials ( limited panel assessed:
) ) PIK3CA, BRAF, KRAS, NRAS, GNAQ, MET, EGFR, KIT, and
Complete/Partial Stable Progressive
Response Disease Disease TP 53)

19
©2014 Caris Life Sciences and affiliates.
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Treatment in line with profiling results can improve post-
profiling survival

Initial report from the Caris Registry™ 1°

« Patients with ovarian, fallopian tube, or
primary peritoneal cancer patients were
stratified based on the therapies they

S - received:

1.0

« The “Benefit” cohort (n= 170 ) received at
least one agent designated to be of potential
benefit and no agents with potential lack of

. — benefit while the “Lack of Benefit” cohort

— Lack of benefi (n=178) received at least one agent with
potential lack of benefit.

0.6

04

0.2
|

HR=0.54, p=0.0018

* Patients in the Benefit cohort experienced
significantly longer post-profiling survival,
T o - o AP as evidenced by a 46 percent reduction in
the risk of death, compared to the Lack of
Benefit cohort (Hazard Ratio = 0.54, 95
percent Cl 0.37-0.80; p=0.0018)15.

Oliver KE, JCO 2014 20

0.0
|

Survival (days)

©2014 Caris Life Sciences and affiliates.





