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Comprehensive Tumor Profiling

The Caris comprehensive molecular profiling approach to assess DNA, RNA and proteins reveals a molecular

blueprint to guide more precise and individualized treatment decisions from among 60+ FDA-approved therapies.

DNA

Whole Exome Sequencing

(Mutations, Indels &
Copy Number Alterations)

RNA

Whole Transcriptome Sequencing

(Fusions & Variant Transcripts)

Technical Specifications

Protein

Immunohistochemistry

Sufficient tumor content (>20% tumor nuclei) must be present to complete all analysis. If you have any questions,
please contact Customer Support at (888) 979-8669.

Technical Information

Sample Requirements
(see requsition for full details)

IHC

1 unstained slide at 4um thickness from FFPE
block, with evaluable tumor present, per
IHC test

CISH

1 unstained slide at 4pm thickness from FFPE
block, with at least 100 evaluable tumor cells
present, per CISH test

FISH

2 unstained slides at 4um thickness from FFPE
block, with at least 100 evaluable cells present
and 10% tumor, per FISH test

Sensitivity/Specificity

>95%

>95%

>95%

Technical Information NGS (Whole Exome - DNA) NGS (Whole Transcriptome - RNA)

FFPE block or 10 unstained slides with a minimum of 20% malignant origin for DNA and 10% malignant origin for RNA.

Sample Requirements Needle biopsy is also acceptable (4-6 cores).

Microdissection to isolate and increase the number of cancer cells to improve test performance

Tumor Enrichment (when necessary) and increase the chance for successful testing from small tumor samples

Number of Genes ~22,000 genes

Average Depth of Coverage (DNA) 1,000x for 720+ clinical and research genes

Average Read Count (RNA) and 400-500x for all other genes 60 million
> 95% for base substitutions at > 5% mutant allele frequency;
Positive Percent Agreement (PPA) > 99% for indels at > 5% mutant allele frequency; >97%
>95% for copy number alterations (amplifications > 6 copies)
Negative Percent Agreement (NPA) >99% >99%

Microsatellite Instability (MSI)
Tumor Mutational Burden (TMB)
Loss of Heterozygosity (LOH)
Caris FOLFIRSTai™* — Al predictor of FOLFOX response in
metastatic colorectal adenocarcinoma

Human Leukocyte Antigen (HLA) Genotype*
Genomic and Transcriptomic Signatures Y gen (HLA) yp

and Panels

Caris GPSai™* Genomic Prevalence Score — CUP, atypical presentation or clinical ambiguity cases




The list below details the biomarkers assessed, technology platforms utilized and associated therapies or clinical trials. Biomarkers and

Caris Molecular Profiling Associations List

therapy associations may vary by the tumor type submitted. Individual assay results are always included with the final report.

Biomarker Technology/Alteration Agent
IHC, RNA Fusion crizotinib, ceritinib, alectinib, brigatinib (NSCLC only), lorlatinib (NSCLC only)
ALk DNA Mutation resistance to crizotinib, alectinib
bicalutamide, leuprolide (salivary gland tumors only)
AR e enzalutamide, bicalutamide (TNBC only)
vemurafenib, dabrafenib, cobimetinib, trametinib
encorafenib + binimetinib (melanoma only)
BRAF DNA Mutation dabrafenib+trametinib (anaplastic thyroid and NSCLC only)
atezolizumab + cobimetinib + vemurafenib (melanoma only)
cetuximab + encorafenib (CRC only)
carboplatin, cisplatin, oxaliplatin
BRCA1/2 DNA Mutation E\Q:a;gztri:rflc;\)/’avriealir;ﬁp[:zs;z::tgl:gz:l(a;:r:ifes;,tic:zlj;\)giocarcinoma, ovarian, pancreatic, prostate), rucaparib (ovarian, pancreatic, prostate), talazoparib
resistance to olaparib, niraparib, rucaparib with reversion mutation
afatinib (NSCLC only)
afatinib + cetuximab (T790M; NSCLC only)
EGFR DNA Mutation amivantamab (Exon 20 insertion; NSCLC only)
erlotinib, gefitinib (NSCLC and CUP only)
osimertinib, dacomitinib (NSCLC only)
endocrine therapies
ER IHC everolimus (breast only)
palbociclib, ribociclib, abemaciclib (breast only)
IHC, CISH, DNA Mutation, CNA trastuzumab, lapatinib, neratinib (breast only), pertuzumab, T-DM1, fam-trastuzumab deruxtecan-nxki, tucatinib, margetuximab
EEAGEZ DNA Mutation T-DM1 (NSCLC only)
ER/PR/ERBB2 (HER2) IHC, CISH sacituzumab govitecan (TNBC only)
exemestane + everolimus, fulvestrant, palbociclib combination therapy (breast only)
ESR1 DNA Mutation
resistance to aromatase inhibitors (breast only)
FGFR2/3 DNA Mutation, RNA Fusion erdafitinib (urothelial bladder only), pemigatinib, infigratinib (biliary tract cancers only)
HRR DNA Mutation olaparib (prostate only)
IDH1 DNA Mutation temozolomide (high grade glioma only)
ivosidenib (biliary tract cancers only)
KIT DNA Mutation matinib
regorafenib, sunitinib (both GIST only)
resistance to cetuximab, panitumumab (CRC only)
KRAS DNA Mutation resistance to erlotinib/gefitinib (NSCLC only)
resistance to trastuzumab, lapatinib, pertuzumab (CRC only)
sotorasib (G12C-mutated, NSCLC only)
MET GHER Exosnkis:;;i)::g,,\aNA EEm capmatinib, crizotinib, tepotinib (all NSCLC only)
MGMT Pyrosequencing (Methylation) temozolomide (high grade glioma only)
MMR Deficiency X pembrolizumab, dostarlimab (endomentrial only)
MSI G RRAETRR pembrolizumab, nivolumab (CRC, small bowel adenocarcinoma), nivolumab-+ipilimumab (CRC, small bowel adenocarcinoma)
MMR Proficiency
Mss IHC, DNA Mutation pembrolizumab + lenvatinib (endometrial only)
G T - resistance to cetuximab, panitumumab (CRC only)
resistance to trastuzumab, lapatinib, pertuzumab (CRC only)
NTRK1/2/3 RNA Fusion entrectinib, larotrectinib
DNA Mutation resistance to larotrectinib, entrectinib
PALB2 DNA Mutation olaparib (pancreatic and prostate), veliparib combination (pancreatic only)
PDGFRA DNA Mutation imatinib, avapritinib (GIST only), sunitinib
pembrolizumab (22c3 TPS in NSCLC; 22¢3 CPS in cervical, esophageal, GEJ/gastric, head & neck, urothelial and non-urothelial bladder, vulvar)
atezolizumab (SP142 IC urothelial bladder cancer and SP142 IC & TC NSCLC)
pembrolizumab + chemotherapy (22c3 CPS in TNBC only)
PD-L1 e atezolizumab + nab-paclitaxel (SP142 IC in TNBC only)
nivolumab/ipilimumab combination (28-8 NSCLC only)
cemiplimab (22¢3 TPS NSCLC only)
PIK3CA DNA Mutation alpelisib + fulvestrant (breast only)
POLE DNA Mutation pembrolizumab (endometrial and CRC only)
PR IHC endocrine therapies
- RNA Fusion cabozantinib, vandetanib, selpercatinib, pralsetinib (NSCLC only)
DNA Mutation vandetanib, cabozantinib, selpercatinib (thyroid only); resistance to vandetanib, cabozantinib
ROS1 IHC, RNA Fusion crizotinib, ceritinib, entrectinib, lorlatinib (NSCLC only)
TMB DNA Mutation pembrolizumab

IHC: Immunohistochemistry  CISH: Chromogenic in situ Hybridization ~ CNA: Copy Number Alteration (DNA)
HRR (Homologous Recombination Repair) genes: ATM, BARD1, BRCAT, BRCA2, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, RAD51B, RAD51C, RAD51D, RAD54L
Note: in certain instances, some biomarkers included in Ml Profile or genes ordered individually will not associate with commercially available cancer therapies or clinical trials.



Biomarker Analysis by Tumor Type

The information below details the biomarkers analyzed by technology for the tumor type submitted. Before ordering testing services,
please refer to the profile menu online (www.CarisLifeSciences.com/profiling-menu) to view the most up-to-date listing of biomarkers
that will be performed. Tests may vary if insufficient tumor samples are submitted.

MI Profile™
MI Tumor Seek™

T Immunohistochemistry Sequencing (WES) Vaaanting (W8
Bladder MMR, PD-L1 (SP142 and 22¢3) ﬁﬁ#ﬁi"ﬁﬂi\ MSI, TMB, LOH Variarasions. o HLA
Breast PO (Esr;rgzz/glce;; m‘fm |’\r¢églastlgrr:ﬁc\ MSI, TMB, LOH Variant '?rzrr:zlcripts HLA
Cymmcitniogn | Mt ezt e B T =
Cancer ;’rfyu_“,\'j‘g‘ljewn AR, Her2/Neu, MMR, PD-L1 (SP142) .“n”ié?st'éﬂi\ MSI, TMB, LOH Variamsions, fipts HLA
Cervical ER, MMR, PD-L1 (22¢3), PR ﬁﬁ#ﬁi"ﬁﬂi\ MSI, TMB, LOH Variarﬁ;’;irg’r‘é'c o HLA
oy || Her2/New MR, PD-L1 (sp142) | Fer2(Chamogencinsity | Wtatons MS, TWB, LOH Vriant Traneeripts HLA
Colorectal qnd Her2/Neu, MMR, PD-L1 (SP142), Mutations, ) MSI, TMB,. LOH, ) Fusions, ) HLA

Small Intestinal PTEN Indels, CNA Caris FOLFIRSTai™ (CRConly) | Variant Transcripts
Endometrial ER, MMR, PD-L1 (SP142), PR, PTEN ﬁf#é?:‘@ﬂi\ MSI, TMB, LOH Variamsions, fipts HLA
Esophageal Cancer Her2/Neu, MMR, PD-L1 (22¢3) EEER f;’;‘;’;jggg;‘)’” it |':1A;;EUERSA MSI, TMB, LOH Variarﬁ;’%ggz'c o HLA
Gastric/GE) Her2/Neu, MMR, PD-L1 (22¢3) EBER;it'j@g%f;’g’tfg;}”ic in I"rfé‘;f:'gm MSI, TMB, LOH Variamsions, fipts HLA
GIST MMR, PD-L1 (SP142), PTEN ﬁﬁ#ﬁi"ﬁﬂi\ MSI, TMB, LOH Variarﬁ;’;irg’r‘é'c o HLA
Glioma MMR, PD-L1 (SP142) N}g),/\f;'e\git:gcl?rsigjn I’r\:gjélast,igrlzﬁ& MSI, TMB, LOH Variarl:;J %’Z:Z'cripts HLA
Head & Neck MMR, p16, PD-L1 (22¢3) e Z;ZJ@ZZ‘ZZZ)Q o ptations, MSI, TMB, LOH Variarasions. o HLA

reflex to confirm p16 result g

Kidney MMR, PD-L1 (SP142) .ﬁ”ﬁéi"@ﬂi\ MSI, TMB, LOH Variaisions, fipts HLA
yiEeialayiaiiE Iﬁﬂt;j;?st,igm B Variarl?tJ 'T'ig:z,cripts IFILR
Melanoma MMR, PD-L1 (SP142) I"f{g‘;f;'gm MSI, TMB, LOH Variaisions, fipts HLA
Merkel Cell MMR, PD-L1 (SP142) &“a“éi“?ﬂi\ MSI, TMB, LOH Variarﬁ;’;irg’r‘é'c o HLA
Neuroendocrine MMR, PD-L1 (SP142) I"f{g‘;f;'gm MSI, TMB, LOH Variasions, fipts HLA
Non-Small CelLung | AL MM D) F2c8,28-8and incts A MS\, TMB, LOH Variant Transcrpts HLA
Ovarian ER, MMR, PD-L1 (22¢3), PR |'\rf£|astlgﬂi\ MSI, TMB, LOH Variaisions, fipts HLA
Pancreatic MMR, PD-L1 (SP142) |':1A;;EUERSA MSI, TMB, LOH Variarﬁr%g:?c o HLA
Prostate AR, MMR, PD-L1 (5P142) I"f{g‘;f;'gm MSI, TMB, LOH Variamsions, fipts HLA
Salivary Gland AR, Her2/Neu, MMR, PD-L1 (SP142) ﬁﬁ#ﬁi"?ﬂi\ MSI, TMB, LOH Variarﬁ;’;irg’r‘é'c o HLA
Sarcoma MMR, PD-L1 (SP142) I"f{g‘;f;'gm MSI, TMB, LOH Variamsions, fipts HLA
Small Cell Lung MMR, PD-L1(22c3) &“a“éi“?ﬂi\ MSI, TMB, LOH Variarﬁ;’;irg’r‘é'c o HLA
Thyroid MMR, PD-L1 (SP142) .ﬁ”ﬁéi"@ﬂi\ MSI, TMB, LOH Variamsions, fipts HLA
Uterine Serous | E Her2/Neu BIR SD-LT SP142) | Her2 (Rmmogeneinsits | e coon MSl, TMB, LOH Variant Transcrpts HLA
Vulvar Cancer (SCC) ER, MMR, PD-L1 (22¢3), PR I"f{g‘;f;'gm MSI, TMB, LOH Variamsions, fipts HLA
OtherTumors MMR, PD-L1 (SP142) |':1A;;EUERSA MSI, TMB, LOH Variarﬁr%g:?c o HLA

Caris FOLFIRSTai™: Al predictor of FOLFOX response in metastatic colorectal adenocarcinoma. MMR = Mismatch Repair proteins: MLH1, MSH2, MSH6, PMS2



Next-Generation Sequencing Gene List

Whole Exome Sequencing - Genes most commonly associated with cancer below.

Point Mutations and Indels (DNA)

ABL1

AIP

AKT1

AMER1

ARAF

ATRX

B2M

BCL2

BCOR

BTK

CD798B

CDH1

CDK12

CXCR4

DNMT3A

EPHA2

FANCB

FANCF

FANCI

FANCM

FAT1

FOXL2

FYN

GLI2

GNAT1

HDAC

HISTTH3B

HIST1H3C

HNF1A

HOXB13

HRAS

KDM5C

KDM6A

KDR

LYN

LZTR1

MAPK1

MAPK3

MAX

MED12

MPL

MSH3

MST1R

MUTYH

NBN

NOTCH1

NRAS

NTHL1

PARP1

PHOX2B

PIK3CB

PMS1

POLD1

PPP2R1A

PPP2R2A

PRKACA

PRKDC

RABL3

RAD51B

RAD51C

RAD51D

RAD54L

RHOA

SDHA

SDHAF2

SETD2

SMARCA4

SOCS1

SPOP

SRC

TERT

TMEM127

VHL

XRCC1

YES1

Point Mutations, Indels and Copy Number Alterations (DNA)

ALK

APC

ARID1A

ARID2

ASXL1

ATM

ATR

BAP1

BARD1

BCL9

BLM

BMPR1A

BRAF

BRCA1

BRCA2

BRIP1

CARD11

CBFB

CCND1

CCND2

CCND3

CDC73

CDK4

CDK6

CDKN1B

CDKN2A

CHEK1

CHEK2

cc

CREBBP

CSF1R

CTNNA1

CTNNB1

CYLD

DDR2

DICER1

EGFR

EP300

ERBB2

ERBB3

ERBB4

ERCC2

ESR1

EZH2

FANCA

FANCC

FANCD2

FANCE

FANCG

FANCL

FAS

FBXW7

FGFR1

FGFR2

FGFR3

FGFR4

FLCN

FLT1

FLT3

FLT4
FUBP1
GATA3
GNA13
GNAQ
GNAS
H3F3A
H3F3B
IDH1
IDH2
IRF4
JAK1
JAK2
JAK3

KEAP1

KIT

KMT2A

KMT2C

KMT2D

KRAS

LCK

MAP2K1

MAP2K2

MAP2K4

MAP3K1

MEF2B

MEN1

MET

MITF

MLH1

MRET1

MSH2

MSH6

MTOR

MYCN

MYD88

NF1

NF2

NFE2L2

NFKBIA

NPM1

NSD1

NTRK1

NTRK2

NTRK3

PALB2

PBRM1

PDGFRA

PDGFRB

PIK3CA

PIK3R1

PIM1

PMS2

POLE

POT1

PPARG

PRDM1

PRKARTA

PTCH1

PTEN

PTPN11

RAD50

RAF1

RB1

RET

RNF43

ROS1

RUNX1

SDHB

SDHC

SDHD

SF3B1

SMAD2

SMAD4

SMARCB1

SMARCE1

SMO

SPEN

STAT3

STK11

SUFU

TNFAIP3

TNFRSF14

TP53

TSC1

TSC2

U2AF1

WRN

WT1

Whole Exome Sequencing - Genomic Stability Testing (DNA)

Microsatellite Instability (MSI) Tumor Mutational Burden (TMB) Loss of Heterozygosity (LOH)

Whole Transcriptome Sequencing - Genes most commonly associated with cancer listed below.

Fusions (RNA) Variant Transcripts (RNA)

ABL BRD3 FGFR3 INSR MYB NUMBL PRKCA RSPO3
AR-V7
AKT3 BRD4 ERG MAML2 NOTCH1 NUTM1 PRKCB TERT
ALK EGFR ESR1 MAST1 NOTCH2 PDGFRA RAF1 TFE3
ARHGAP26 EWSR1 ETV1 MAST2 NRG1 PDGFRB RELA TFEB EGFRvlII
AXL FGR ETV4 MET NTRK1 PIK3CA RET THADA
BCR FGFR1 ETV5 MSMB NTRK2 PKN1 ROS1 TMPRSS2 e
MET Exon 14 Skipping
BRAF FGFR2 ETV6 MUSK NTRK3 PPARG RSPO2

Whole Transcriptome Sequencing - Genomic Stability Testing (RNA)

Human Leukocyte Antigen (HLA) Genotype
* Not available in New York State.
To order or learn more, visit www.CarisLifeSciences.com.

US: 888.979.8669 | CustomerSupport@CarisLS.com
Intl: 00 41 21 533 53 00 | InternationalSupport@CarisLS.com

A

CARIS

Where Molecular Science Meets Artificial Intelligence.
©2021 Caris MPI, Inc. All rights reserved. TN0276 v48 August 9, 2021
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Decioher

UROLOGIC CANCERS

Sales Representative: Andrew Hanson Phone Number: 1(763)-245-0620
Email: andrew.hanson@veracyte.com Webpage: https://decipherbio.com

Product Information:

Decipher Urologic Cancers, a wholly-owned subsidiary of Veracyte, Inc., is focused on genomic
testing to help treatment planning for urologic cancers. The Decipher Prostate Genomic Classifier
(Decipher Prostate) is a whole-transcriptome microarray that provides prostate cancer patients
(post-biopsy and post-prostatectomy) with their genomic risk of metastasis as well as important
prostate cancer-specific outcomes. It is comprised of 22 genes that span across seven biological
pathways that are important in cancer pathophysiology.

Decipher genomic risk is derived solely from the genetic characteristics of the tumor, providing
valuable information not available through already known clinical and pathological factors that is
used to guide treatment decisions. The test has been validated in over 42 studies of more than
30,000 patients and is an accurate predictor of metastasis, prostate cancer-specific mortality, and
overall survival.

e Decipher Prostate Biopsy helps determine which patients may be suitable candidates for
active surveillance as well as those with more aggressive disease and may benefit from
definitive therapy. For the patients who require treatment, the test can help decide the
timing and intensity of the treatment.

e Decipher Prostate RP helps determine the timing and intensity (radiotherapy +/- hormone
therapy) of treatment after radical prostatectomy.

Decipher is covered by Medicare for all patients with localized prostate cancer being considered
for treatment. It is included in the National Comprehensive Cancer Network® (NCCN) Clinical
Practice Guidelines for Prostate Cancer for use at diagnosis in the post-biopsy setting, as well as
uniquely recommended in the post-prostatectomy setting for patients with adverse pathology
and/or a persistent or rising PSA.

Following data published in a post-hoc analysis of Decipher in the practice-changing prospective
randomized clinical trial, RTOG 96-01, the new guidelines (v1.2022) specifically state that men with
high-risk Decipher scores (>0.6) after surgery with a rising PSA should be strongly considered for
radiotherapy with concurrent hormone therapy.

6925 Lusk Boulevard, Suite 200, San Diego, CA 92121 | T: 1.888.792.1601 | F: 1.858.766.6575 | www.veracyte.com | www.decipherbio.com Dec | r h er

UROLOGIC CANCERS



I .. "\ EesEs. Y RS awmmsme o
Medicare Coverage & NCCN Guideline Approval Across Localized

Prostate Cancer

MEDICARE NCCN
COVERAGE GUIDELINES*
— VERY LOW v
LOW v v
FAVORABLE INTERMEDIATE v v
Decipher
Prostate Biopsy UNFAVORABLE INTERMEDIATE v v
HIGH v v
VERY HIGH v
— LYMPH NODE + v
— UNDETECTABLE PSA v v 4
Decipher
Prostate RP - PERSISTENT PSA v v
— RISING PSA v v

*Prostate Cancer NCCN Clinical Practice Guidelines v2.2021

NCCN Guidelines for Prostate Cancer recommend use of
Decipher Prostate RP to individualize treatment discussions

© Veracyte, Inc. All rights reserved. CONFIDENTIAL October 14, 2021 1



Decipher Evidence-Based Treatment Considerations

POST-BIOPSY
Clinical Decision Decipher Risk
Active Surveillance OR
Definitive Therapy
Radiation OR

Radiation + ADT

Duration of Hormone
Therapy with Radiation

Radical Prostatectomy termedic

RP = Radical Prostatectomy, RT = Radiotherapy, ADT = Androgen Deprivation Therapy

1. Vince Jr, RA et al. Prostate Cancer Prostatic Dis (2021). 5. Spratt, DE et al. J Clin Oncol 36, 581-590 (2018).

2. Kim, HL et al. Prostate Cancer Prostatic Dis 22, 399-405 (2019).
3. Herlemann, A et al. Prostate Cancer Prostatic Dis 23, 136-143 (2020).
4. Berlin, A et al. Int J Radiat Oncol Biol Phys 103, 84-91 (2019).

7. Den, RB et al. J Clin Oncol 33, 944-951 (2015).
8. Ross, AE et al. Prostate Cancer Prostatic Dis 19, 277-282 (2016).

© Veracyte, Inc. All rights reserved. CONFIDENTIAL October 14, 2021

May Consider
Active Surveillance ™®
Definitive Therapy

Radiation ¢
Radiation + ADT '

Radiation + Short-Term ADT ©
Radiation + Long-Term ADT ©

Personalizing
Treatment Planning '

6. Nguyen, PL et al. Prostate Cancer Prostatic Dis 20, 186-192 (2017).

9. Marascio, J et al. Prostate Cancer Prostatic Dis (2019).
10. Feng, FY et al. JAMA Oncol 7(4): 544-552 (2021).
11. Freedland, SJ et al. Eur Urol 70, 588-596 (2016).

12. Spratt, DE et al. Eur Urol 74, 107-114 (2018).




Decipher Evidence-Based Treatment Considerations

POST-RADICAL PROSTATECTOMY
Clinical Decision Decipher Risk May Consider

PSA Monitoring OR
Treatment

: PSA Monitoring 7°
Intermediate

Treatment 7°

Radiation Alone 2
Intermediate Radiation +/- ADT "
Radiation + ADT 0"

Radiation OR
Radiation + ADT

RT = Radiotherapy, ADT = Androgen Deprivation Therapy

1. Vince Jr, RA et al. Prostate Cancer Prostatic Dis (2021). 5. Spratt, DE et al. J Clin Oncol 36, 581-590 (2018). 9. Marascio, J et al. Prostate Cancer Prostatic Dis (2019).
2. Kim, HL et al. Prostate Cancer Prostatic Dis 22, 399-405 (2019). 6. Nguyen, PL et al. Prostate Cancer Prostatic Dis 20, 186-192 (2017). 10. Feng, FY et al. JAMA Oncol 7(4): 544-552 (2021).

3. Herlemann, A et al. Prostate Cancer Prostatic Dis 23, 136-143 (2020). 7. Den, RB et al. J Clin Oncol 33, 944-951 (2015). 11. Freedland, SJ et al. Eur Urol 70, 588-596 (2016).

4. Berlin, A et al. Int J Radiat Oncol Biol Phys 103, 84-91 (2019). 8. Ross, AE et al. Prostate Cancer Prostatic Dis 19, 277-282 (2016). 12. Spratt, DE et al. Eur Urol 74, 107-114 (2018).

© Veracyte, Inc. All rights reserved. CONFIDENTIAL October 14, 2021 3



National Comprehensive Cancer Network (NCCN) Guidelines

The NCCN Clinical Practice Guidelines for Prostate Cancer v1.2022 recommend the use of Decipher Prostate:

Post-Biopsy Setting

 PROS C: Principles of Risk Stratification (Category 2A): “Patients with low or favorable intermediate-risk
disease and life expectancy of 210 years may consider use of the following tumor-based molecular assays:
Decipher...Patients with unfavorable intermediate- and high-risk disease and life expectancy of 210 years
may consider the use of Decipher...”

Table 2. Tumor-Based Molecular Assays Can be Considered in Patients with Life Expectancy 210y as follows:

Favorable Unfavorable

Very lowrisk | Lowrisk | . tormediate risk | intermediate risk

High risk Very high risk

Decipher No Yes Yes Yes Yes No

© Veracyte, Inc. All rights reserved. CONFIDENTIAL October 14, 2021 4



National
Comprehensive
WN[O{®\l Cancer

2022 NCCN Guidelines Recommend Decipher

Post-Radical Prostatectomy Setting Network®
« Update based on results from a post-hoc analysis of Decipher in the NRG : NN Guidlnes Version 12022
Oncology Phase 3 RCT RTOG 96-01 — W e e

option for pat
ra mm-n Suble h-m
nng

 Decipher high-risk men received strong benefit (in overall metastasis-free, e »«»’3" =
and prostate cancer specific survival) from the addition of hormone therapy et %"‘” e -
to radiotherapy, while Decipher low-risk patients received less benefit

Post-Prostatectomy Radiation Therapy
* The panel recommends use of nomograms and consideration of age
and comoerbidities, clinical and pathologic information, PSA levels, | L-oewrmnos s
PSADT, and Decipher molecular assay to individualize treatment TESL4 o e ho s ched -4 o 1 ADT (A

[ =y

discussion. Patients with high Decipher genomic classifier scores S ———— W
(GC =0.6) should be strongly considered for EBRT and addition of

Only genomic test ADT when the opportunity for early EBRT has been missed.
recommended for » EBRT with 2 years of 150 mg/day of bicalutamide demonstrated

. improved overall and metastasis-free survival on a prospective
use after radical randomized trial (RTOG 9601) versus radiation alone in the salvage
setting. A secondary analysis of RTOG 9601 found that patients
prostatectomy with PSA 0.6 ng/mL had no OS improvement with the addition of Decipher Prostate recommendations
the antiandrogen to EBRT. In addition, results of a retrospective are also described in PROS-8 (post-
analysis of RP specimens from patients in 9601 suggest that RP adverse features) & PROS-10
those with low PSA and a low Decipher score derived less benefit
(development of distant metastases, OS) from bicalutamide than
those with a high Decipher score.

of pai

PROS-F: Post-Prostatectomy Radiation Therapy

(post-RP persistent/ rising PSA)

© Veracyte, Inc. All rights reserved. CONFIDENTIAL October 14, 2021 5
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European Association of Urology

Review - Prostate Cancer

A Systematic Review of the Evidence for the Decipher Genomic

Classifier in Prostate Cancer

An independent systematic review of 42
Neil K. Jairath®', Alan Dal Pra", Randy Vince Jr., Robert T. Dess “, William C. Jackson®,

Jeffrey J. Tosoian , Sean M. McBride ¢, Shuang G. Zhao °, Alejandro Berlin ¢, Brandon A. Mahal *’, studies and more than 30’000 patlents
Amar U. Kishan#, Robert B. Den", Stephen ]. Freedland ", Simpa S. Salami, demonstrated that Decipher:

Samuel D. Kaffenberger <, Alan Pollack”, Phuoc Tran*, Rohit Mehra', Todd M. Morgan ¢,
Adam B. Weiner™, Osama Mohamad”, Peter R. Carroll°, Matthew R. Cooperberg°,

R. Jeffrey Karnes?, Paul L. Nguyen?, Jeff M. Michalski”, Jonathan D. Tward?®, Felix Y. Feng", ° IS independently prognostic for overall
Edward M. Schaeffer™, Daniel E. Spratt™ survival, metastasis, PCSM, adverse
pathology, and biochemical failure.

Setting Indication # Studies | # Patients _ _ . _ _
Active Surveillance 5 10,456 « is more accurate in stratifying patient risk
Definitive Therapy 12 8,737 than CliniCOpathOl()giC variables alone.

Biopsy . .
Non-Metastatic Castrate Resistant 1 233 . impacts treatment decisions and
Metastatic Hormone Sensitive 2 382 . .
— improves patient outcomes.
Early vs. Salvage Radiation 18 9,515
Post-RP -
Salvage Therapy Intensity 4 1,084
TOTAL 42 30,407
© Veracyte, Inc. Al rights reserved. CONFIDENTIAL October 14, 2021 Jairath, NK et al. A Systematic Review of the Evidence for the Decipher Genomic 6

Classifier in Prostate Cancer. Eur Urol, doi:10.1016/j.eururo.2020.11.021 (2021)
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Prospective Registry Evidence for Decipher Biopsy Prostate Cancer Prostatic Dis.

Active Surveillance:
Time to Treatment
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Months from Decipher Biopsy

Decipher low-int.-risk men stay on active surveillance
over 2x longer than Decipher high-risk men.

© Veracyte, Inc. All rights reserved. CONFIDENTIAL October 14, 2021

Michigan Urological Surgery Improvement
Collaborative (MUSIC)

Definitive Therapy:
Time to Treatment Failure
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Months from Treatment

Decipher high-risk men had a 3x greater rate of
treatment failure* at 24 months (18%) compared with
Decipher low- / int.-risk men (6%).

*Treatment failure= biochemical recurrence or receipt of salvage therapy
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ERLEADA® offers once-daily oral dosing’

Tablets shown are not actual size.

The recommended dose of ERLEADA® is
240 mg (four 60 mg tablets) administered

ORALLY ONCE DAILY g

Patients should also receive a GnRH analog concurrently or should have had a bilateral orchiectomy.'

No need for
co-administration
of corticosteroid.!

Dose modifications

* If a patient experiences a >Grade 3 toxicity or an intolerable
side effect, hold dosing until symptoms improve to <Grade
1 or original grade, and then resume at the same dose or a
reduced dose (180 mg or 120 mg), if warranted'

GnRH = gonadotropin-releasing hormone.

INDICATION

ERLEADA® (apalutamide) is an androgen receptor inhibitor indicated
for the treatment of patients with:

+ Metastatic castration-sensitive prostate cancer (mCSPC)
+ Non-metastatic castration-resistant prostate cancer (hmCRPC)

IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Cerebrovascular and Ischemic Cardiovascular Events — In a
randomized study (SPARTAN) of patients with nmCRPC, ischemic
cardiovascular events occurred in 4% of patients treated with ERLEADA®
and 3% of patients treated with placebo. In a randomized study (TITAN)

in patients with mCSPC, ischemic cardiovascular events occurred in

4% of patients treated with ERLEADA® and 2% of patients treated with
placebo. Across the SPARTAN and TITAN studies, 5 patients (0.5%) treated
with ERLEADA® and 2 patients (0.2%) treated with placebo died from an
ischemic cardiovascular event.

Can be taken with
or without food.

Tablets should be
swallowed whole.’

No initial dose adjustments for
ERLEADAP are necessary for mild to
moderate renal or hepatic impairment.’
ERLEADA® has not been evaluated in
patients with severe renal or hepatic
impairment.

Learn about an alternate way to take ERLEADA®

* For patients who have difficulty swallowing tablets, ERLEADA®
may be taken by mixing the tablets in applesauce. Please see
Section 2.3 of the full Prescribing Information for ERLEADA® to
learn more about this alternate method of administration

Patients with history of unstable angina, myocardial infarction, congestive
heart failure, stroke, or transient ischemic attack within 6 months of
randomization were excluded from the SPARTAN and TITAN studies.

In the SPARTAN study, cerebrovascular events occurred in 4.7% of patients
treated with ERLEADA® and 0.8% of patients treated with placebo. In the
TITAN study, cerebrovascular events occurred in 1.9% of patients treated
with ERLEADA® and 2.1% of patients treated with placebo. Across the
SPARTAN and TITAN studies, 3 patients (0.2%) treated with ERLEADA®, and
2 patients (0.2%) treated with placebo died from a cerebrovascular event.

Cerebrovascular and ischemic cardiovascular events, including events
leading to death, occurred in patients receiving ERLEADA®. Monitor for
signs and symptoms of ischemic heart disease and cerebrovascular
disorders. Optimize management of cardiovascular risk factors, such
as hypertension, diabetes, or dyslipidemia. Consider discontinuation of
ERLEADA® for Grade 3 and 4 events.

Please see page 2 for additional Important Safety Information that includes information about drug interactions and see

the full Prescribing Information for ERLEADA®.



http://www.janssenlabels.com/package-insert/product-monograph/prescribing-information/ERLEADA-pi.pdf
http://www.janssenlabels.com/package-insert/product-monograph/prescribing-information/ERLEADA-pi.pdf
https://www.erleadahcp.com
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IMPORTANT SAFETY INFORMATION (continued)

Fractures — In a randomized study (SPARTAN) of patients with nmCRPC,
fractures occurred in 12% of patients treated with ERLEADA® and in

7% of patients treated with placebo. In a randomized study (TITAN) of
patients with mCSPC, fractures occurred in 9% of patients treated with
ERLEADA® and in 6% of patients treated with placebo. Evaluate patients for
fracture risk. Monitor and manage patients at risk for fractures according to
established treatment guidelines and consider use of bone-targeted agents.

Falls — In a randomized study (SPARTAN), falls occurred in 16% of
patients treated with ERLEADA® compared with 9% of patients treated
with placebo. Falls were not associated with loss of consciousness or
seizure. Falls occurred in patients receiving ERLEADA® with increased
frequency in the elderly. Evaluate patients for fall risk.

Seizure — In two randomized studies (SPARTAN and TITAN), 5 patients
(0.4%) treated with ERLEADA® and 1 patient treated with placebo (0.1%)
experienced a seizure. Permanently discontinue ERLEADA® in patients
who develop a seizure during treatment. It is unknown whether anti-
epileptic medications will prevent seizures with ERLEADA®. Advise patients
of the risk of developing a seizure while receiving ERLEADA® and of
engaging in any activity where sudden loss of consciousness could cause
harm to themselves or others.

Embryo-Fetal Toxicity — The safety and efficacy of ERLEADA® have not
been established in females. Based on its mechanism of action, ERLEADA®
can cause fetal harm and loss of pregnancy when administered to

a pregnant female. Advise males with female partners of reproductive
potential to use effective contraception during treatment and for 3
months after the last dose of ERLEADA® [see Use in Specific Populations
8.1,83)]

ADVERSE REACTIONS

Adverse Reactions — The most common adverse reactions (>10%) that
occurred more frequently in the ERLEADA®-treated patients (=2% over
placebo) from the randomized placebo-controlled clinical trials (TITAN
and SPARTAN) were fatigue, arthralgia, rash, decreased appetite, fall,
weight decreased, hypertension, hot flush, diarrhea, and fracture.

Laboratory Abnormalities — All Grades (Grade 3-4)

- Hematology — In the TITAN study: white blood cell decreased
ERLEADA® 27% (0.4%), placebo 19% (0.6%). In the SPARTAN study:
anemia ERLEADA® 70% (0.4%), placebo 64% (0.5%); leukopenia
ERLEADA® 47% (0.3%), placebo 29% (0%); lymphopenia ERLEADA®
41% (2%), placebo 21% (2%)

- Chemistry — In the TITAN study: hypertriglyceridemia ERLEADA® 17%
(3%), placebo 12% (2%). In the SPARTAN study: hypercholesterolemia
ERLEADA® 76% (0.1%), placebo 46% (0%); hyperglycemia ERLEADA®
70% (2%), placebo 59% (1%); hypertriglyceridemia ERLEADA® 67%
(2%), placebo 49% (0.8%); hyperkalemia ERLEADA® 32% (2%), placebo
22% (0.5%)

Please see the full Prescribing Information for ERLEADA®.

Reference: 1. ERLEADA® [Prescribing Information]. Horsham, PA: Janssen Biotech, Inc.

Janssen Biotech, Inc.
© Janssen Biotech, Inc. 2021 01/21 cp-58867v7

Rash — In 2 randomized studies (SPARTAN and TITAN), rash was most
commonly described as macular or maculopapular. Adverse reactions
of rash were 26% with ERLEADA® vs 8% with placebo. Grade 3 rashes
(defined as covering >30% body surface area [BSA]) were reported with
ERLEADA® treatment (6%) vs placebo (0.5%).

The onset of rash occurred at a median of 83 days. Rash resolved in
78% of patients within a median of 78 days from onset of rash. Rash was
commonly managed with oral antihistamines, topical corticosteroids, and
19% of patients received systemic corticosteroids. Dose reduction or
dose interruption occurred in 14% and 28% of patients, respectively.

Of the patients who had dose interruption, 59% experienced recurrence
of rash upon reintroduction of ERLEADA®.

Hypothyroidism — In 2 randomized studies (SPARTAN and TITAN),
hypothyroidism was reported for 8% of patients treated with ERLEADA®
and 2% of patients treated with placebo based on assessments of
thyroid-stimulating hormone (TSH) every 4 months. Elevated TSH
occurred in 25% of patients treated with ERLEADA® and 7% of patients
treated with placebo. The median onset was at the first scheduled
assessment. There were no Grade 3 or 4 adverse reactions. Thyroid
replacement therapy, when clinically indicated, should be initiated or
dose-adjusted.

DRUG INTERACTIONS

Effect of Other Drugs on ERLEADA® — Co-administration of a strong
CYP2C8 or CYP3A4 inhibitor is predicted to increase the steady-state
exposure of the active moieties. No initial dose adjustment is necessary;
however, reduce the ERLEADA® dose based on tolerability [see Dosage and
Administration (2.2)].

Effect of ERLEADA® on Other Drugs

CYP3A4, CYP2C9, CYP2C19, and UGT Substrates — ERLEADA® is a

strong inducer of CYP3A4 and CYP2C19, and a weak inducer of CYP2C9

in humans. Concomitant use of ERLEADA® with medications that are
primarily metabolized by CYP3A4, CYP2C19, or CYP2C9 can result in lower
exposure to these medications. Substitution for these medications is
recommended when possible or evaluate for loss of activity if medication
is continued. Concomitant administration of ERLEADA® with medications
that are substrates of UDP-glucuronosyl transferase (UGT) can result

in decreased exposure. Use caution if substrates of UGT must be co-
administered with ERLEADA® and evaluate for loss of activity.

P-gp, BCRP, or OATP1B1 Substrates — Apalutamide is a weak inducer
of P-glycoprotein (P-gp), breast cancer resistance protein (BCRP),

and organic anion transporting polypeptide 1B1 (OATP1B1) clinically.
Concomitant use of ERLEADA® with medications that are substrates
of P-gp, BCRP, or OATP1B1 can result in lower exposure of these
medications. Use caution if substrates of P-gp, BCRP, or OATP1B1
must be co-administered with ERLEADA® and evaluate for loss

of activity if medication is continued.
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START EARLY WITH ERLEADA® TO GIVE YOUR PATIENTS A CHANCE TO LIVE LONGER
PROVEN EFFICACY'?
SPARTAN study in nmCRPC (primary endpoint)*:

FIRST AND ONLY FIRST AND ONLY

0 . oL e . .
AR inhibitor to achievea 35 reduction in the ARinhibitor to improve median MFS by
risk of death in a registration trial in mCSPC 2YEARS innmcrec
(Median OS: NR vs 52.2 months; HR=0.65; 95% Cl: 0.53, 0.79; P<0.0001; (40.5 months vs 16.2 months; HR=0.28; 95% Cl: 0.23, 0.35; P<0.0001;
median follow-up time for final analysis: 44.0 months)™ median follow-up time for primary analysis: 20.3 months)'#

(Median OS: NE vs NE; HR=0.67; 95% Cl: 0.51, 0.89; P=0.0053; median
follow-up time for primary analysis: 22.7 months)

ERLEADA® + ADT reduced the risk of radiographic

therapy to improve median 0S by

14 MONTHS innmcrec

progression or deathby 52% vs placebo + ADT

(Median rPFS NE vs 22.1 months; HR=0.48; 95% Cl: 0.39, 0.60; P<0.0001; (73.9 months; [6.2 years] vs 59.9 months [5 years]; HR=0.78; 95% Cl: 0.64,
median follow-up time for primary analysis: 22.7 months)'? 0.96; P=0.0161; median follow-up time for final analysis: 52.0 months)"*
® L
ESTABILISHED SAFETY PROFILE! NO NEGATIVE IMPACT TO HRQoL
« In2 pivotal trials that included a total of more than 2000 patients, (exploratory endpoint)s67

the rate of serious adverse reactions with ERLEADA® + ADT was

comparable with placebo + ADT!  Inthe TITAN study, HRQoL was maintained with ERLEADA® + ADT after a

. median follow-up of 44 months. Analysis of change from baseline in the
- TITAN Study: 20% ERLEADA® + ADT vs 20% placebo + ADT' FACT-P total score showed no substantial between-group differences?
- . 0 ® 0, 1
SPARTAN Study: 25% ERLEADA® + ADT vs 23% placebo + ADT « Inthe SPARTAN study, HRQoL was maintained with ERLEADA® + ADT
after a median follow-up of 52 months. In patients receiving placebo +
ADT, HRQoL declined after approximately 1 year®
[ ®
BROAD ACCESS® ERLEADA®is covered for 95% of Medicare Part D patients and 78% of commercial patients. 21

*All patients who enrolled in the TITAN study started ADT for mSCPC <6 months prior to randomization.?

'TITAN final analysis data are not currently reported in the ERLEADA® Prescribing Information.

In the SPARTAN study, conventional imaging (technetium-99m bone scans and CT scans) was used to confirm that patients were non-metastatic at screening for inclusion.
Patients with pelvic lymph nodes <2 cm in short axis (N1) located below the iliac bifurcation at screening were allowed in the study. All patients in SPARTAN had a PSA
doubling time <10 months in study entry."*

5The HRQoL analyses are not in the ERLEADA® Prescribing Information.

"Prior authorization to label required for most plans.

ADT = androgen deprivation therapy; AR = androgen receptor; Cl = confidence interval; CT = computed tomography; FACT-P = Functional Assessment of Cancer Therapy-
Prostate; HR = hazard ratio; HRQoL = health-related quality of life; MFS = metastasis-free survival; mCSPC = metastatic castration-sensitive prostate cancer; MMIT = Managed
Markets Insights & Technology; NE = non-estimable; nmCRPC = non-metastatic castration-resistant prostate cancer; NR = not reached; OS = overall survival; PSA = prostate-
specific antigen; rPFS = radiographic progression-free survival; SPARTAN = Selective Prostate Androgen Receptor Targeting with ARN-509; TITAN = Targeted Investigational
Treatment Analysis of Novel Antiandrogen.

INDICATIONS

ERLEADA® (apalutamide) is an androgen receptor inhibitor indicated for the treatment of patients with:
» Metastatic castration-sensitive prostate cancer (mCSPC)
» Non-metastatic castration-resistant prostate cancer (hnmCRPC)

IMPORTANT SAFETY INFORMATION
+ Warnings and Precautions include cerebrovascular and ischemic cardiovascular events, fractures, falls, seizure,
and embryo-fetal toxicity
* The most common adverse reactions (=10%) that occurred more frequently in the ERLEADA®-treated
patients (2% over placebo) from the randomized placebo-controlled clinical trials (TITAN and
SPARTAN) were fatigue, arthralgia, rash, decreased appetite, fall, weight decreased,
hypertension, hot flush, diarrhea, and fracture

®
Please see Important Safety Information inside and the full Erleada

Prescribing Information for ERLEADA®. (apalutamlde) 60mgtablets



https://www.janssenlabels.com/package-insert/product-monograph/prescribing-information/ERLEADA-pi.pdf

IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Cerebrovascular and Ischemic Cardiovascular Events — In a randomized study (SPARTAN) of patients with nmCRPC,
ischemic cardiovascular events occurred in 4% of patients treated with ERLEADA® and 3% of patients treated with placebo.
In a randomized study (TITAN) in patients with mCSPC, ischemic cardiovascular events occurred in 4% of patients treated
with ERLEADA® and 2% of patients treated with placebo. Across the SPARTAN and TITAN studies, 5 patients (0.5%) treated
with ERLEADA® and 2 patients (0.2%) treated with placebo died from an ischemic cardiovascular event. Patients with history
of unstable angina, myocardial infarction, congestive heart failure, stroke, or transient ischemic attack within 6 months of
randomization were excluded from the SPARTAN and TITAN studies.

In the SPARTAN study, cerebrovascular events occurred in 4.7% of patients treated with ERLEADA® and 0.8% of patients
treated with placebo. In the TITAN study, cerebrovascular events occurred in 1.9% of patients treated with ERLEADA® and
2.1% of patients treated with placebo. Across the SPARTAN and TITAN studies, 3 patients (0.2%) treated with ERLEADA®, and 2
patients (0.2%) treated with placebo died from a cerebrovascular event.

Cerebrovascular and ischemic cardiovascular events, including events leading to death, occurred in patients receiving
ERLEADA®. Monitor for signs and symptoms of ischemic heart disease and cerebrovascular disorders. Optimize management
of cardiovascular risk factors, such as hypertension, diabetes, or dyslipidemia. Consider discontinuation of ERLEADA® for
Grade 3 and 4 events.

Fractures — In a randomized study (SPARTAN) of patients with nmCRPC, fractures occurred in 12% of patients treated with
ERLEADA® and in 7% of patients treated with placebo. In a randomized study (TITAN) of patients with mCSPC, fractures
occurred in 9% of patients treated with ERLEADA® and in 6% of patients treated with placebo. Evaluate patients for fracture risk.
Monitor and manage patients at risk for fractures according to established treatment guidelines and consider use of bone-
targeted agents.

Falls — In a randomized study (SPARTAN), falls occurred in 16% of patients treated with ERLEADA® compared with 9% of patients
treated with placebo. Falls were not associated with loss of consciousness or seizure. Falls occurred in patients receiving ERLEADA®
with increased frequency in the elderly. Evaluate patients for fall risk.

Seizure — In two randomized studies (SPARTAN and TITAN), 5 patients (0.4%) treated with ERLEADA® and 1 patient treated with
placebo (0.1%) experienced a seizure. Permanently discontinue ERLEADA® in patients who develop a seizure during treatment.
It is unknown whether anti-epileptic medications will prevent seizures with ERLEADA®. Advise patients of the risk of developing
a seizure while receiving ERLEADA® and of engaging in any activity where sudden loss of consciousness could cause harm to
themselves or others.

Embryo-Fetal Toxicity — The safety and efficacy of ERLEADA® have not been established in females. Based on its mechanism
of action, ERLEADA® can cause fetal harm and loss of pregnancy when administered to a pregnant female. Advise males with
female partners of reproductive potential to use effective contraception during treatment and for 3 months after the last dose
of ERLEADA® [see Use in Specific Populations (8.1, 8.3)].

ADVERSE REACTIONS

Adverse Reactions — The most common adverse reactions (210%) that occurred more frequently in the ERLEADA®-treated
patients (2% over placebo) from the randomized placebo-controlled clinical trials (TITAN and SPARTAN) were fatigue,
arthralgia, rash, decreased appetite, fall, weight decreased, hypertension, hot flush, diarrhea, and fracture.

Laboratory Abnormalities — All Grades (Grade 3-4)

* Hematology — In the TITAN study: white blood cell decreased ERLEADA® 27% (0.4%), placebo 19% (0.6%). In the
SPARTAN study: anemia ERLEADA® 70% (0.4%), placebo 64% (0.5%); leukopenia ERLEADA® 47% (0.3%), placebo 29% (0%);
lymphopenia ERLEADA® 41% (2%), placebo 21% (2%)

* Chemistry — In the TITAN study: hypertriglyceridemia ERLEADA® 17% (3%), placebo 12% (2%). In the SPARTAN study:
hypercholesterolemia ERLEADA® 76% (0.1%), placebo 46% (0%); hyperglycemia ERLEADA® 70% (2%), placebo 59% (1%);
hypertriglyceridemia ERLEADA® 67% (2%), placebo 49% (0.8%); hyperkalemia ERLEADA® 32% (2%), placebo 22% (0.5%)

Rash — In 2 randomized studies (SPARTAN and TITAN), rash was most commonly described as macular or maculopapular.
Adverse reactions of rash were 26% with ERLEADA® vs 8% with placebo. Grade 3 rashes (defined as covering >30% body
surface area [BSA]) were reported with ERLEADA® treatment (6%) vs placebo (0.5%).

The onset of rash occurred at a median of 83 days. Rash resolved in 78% of patients within a median of 78 days from onset of
rash. Rash was commonly managed with oral antihistamines, topical corticosteroids, and 19% of patients received systemic
corticosteroids. Dose reduction or dose interruption occurred in 14% and 28% of patients, respectively. Of the patients who
had dose interruption, 59% experienced recurrence of rash upon reintroduction of ERLEADA®.




IMPORTANT SAFETY INFORMATION (contp)

Hypothyroidism — In 2 randomized studies (SPARTAN and TITAN), hypothyroidism was reported for 8% of patients treated with
ERLEADA® and 2% of patients treated with placebo based on assessments of thyroid-stimulating hormone (TSH) every

4 months. Elevated TSH occurred in 25% of patients treated with ERLEADA® and 7% of patients treated with placebo. The median
onset was at the first scheduled assessment. There were no Grade 3 or 4 adverse reactions. Thyroid replacement therapy, when
clinically indicated, should be initiated or dose-adjusted.

DRUG INTERACTIONS

Effect of Other Drugs on ERLEADA® — Co-administration of a strong CYP2C8 or CYP3A4 inhibitor is predicted to increase the
steady-state exposure of the active moieties. No initial dose adjustment is necessary; however, reduce the ERLEADA® dose
based on tolerability [see Dosage and Administration (2.2)].

Effect of ERLEADA® on Other Drugs

CYP3A4, CYP2C9, CYP2C19, and UGT Substrates — ERLEADA® is a strong inducer of CYP3A4 and CYP2C19, and a weak inducer
of CYP2C9 in humans. Concomitant use of ERLEADA® with medications that are primarily metabolized by CYP3A4, CYP2C19, or
CYP2C9 can result in lower exposure to these medications. Substitution for these medications is recommended when possible
or evaluate for loss of activity if medication is continued. Concomitant administration of ERLEADA® with medications that are
substrates of UDP-glucuronosyl transferase (UGT) can result in decreased exposure. Use caution if substrates of UGT must be
co-administered with ERLEADA® and evaluate for loss of activity.

P-gp, BCRP, or OATP1B1 Substrates — Apalutamide is a weak inducer of P-glycoprotein (P-gp), breast cancer resistance protein
(BCRP), and organic anion transporting polypeptide 1B1 (OATP1B1) clinically. Concomitant use of ERLEADA® with medications
that are substrates of P-gp, BCRP, or OATP1B1 can result in lower exposure of these medications. Use caution if substrates of
P-gp, BCRP, or OATP1B1 must be co-administered with ERLEADA® and evaluate for loss of activity if medication is continued.

Please click to see the full Prescribing Information for ERLEADA®.

References: 1. ERLEADA® [Prescribing Information]. Horsham, PA: Janssen Biotech, Inc. 2. Chi KN, Chowdhury S, Bjartell A, et al. Apalutamide in patients with
metastatic, castration-sensitive prostate cancer: final survival analysis of the randomized, double-blind, phase Il TITAN study [published online April 29, 2021]./ Clin
Oncol. doi.org/10.1200/)C0.20.03488 3. Chi KN, Agarwal N, Bjartell A, et al; for the TITAN Investigators. Apalutamide for metastatic, castration-sensitive prostate cancer.
N Engl ] Med. 2019;381(1):13-24. 4. Smith MR, Saad F, Chowdhury S, et al; for the SPARTAN Investigators. Apalutamide treatment and metastasis-free survival in prostate

cancer. N Engl ] Med. 2018;378(15):1408-1418. 5. Smith MR, Saad F, Chowdhury S, et al. Apalutamide and overall survival in prostate cancer. Eur Urol. 2021;79(1):150-158.

6. Agarwal N, McQuarrie K, Bjartell A, et al; TITAN Investigators. Health-related quality of life after apalutamide treatment in patients with metastatic castration-sensitive
prostate cancer (TITAN): a randomised, placebo-controlled, phase 3 study. Lancet Oncol. 2019;20(11):1518-1530. 7. Saad F, Cella D, Basch E, et al. Effect of apalutamide
on health-related quality of life in patients with non-metastatic castration-resistant prostate cancer: an analysis of the SPARTAN randomised, placebo-controlled, phase
3 trial. Lancet Oncol. 2018;19(10):1404-1416. 8. Oudard S, Hadaschik B, Saad F, et al. Health-related quality of life at final analysis of the SPARTAN study of apalutamide
vs placebo in patients with nonmetastatic castration-resistant prostate cancer receiving androgen deprivation therapy. Poster presented at: ESMO Virtual Congress;
September 18-22, 2020. 9. MMIT; February 2021. 10. Data on file. Janssen Biotech, Inc. Date of data July 2021. Date information was collected June 2021.
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Meet the Janssen Team

Commercial Resources

Oncology Specialists are sales representatives who can share clinical information and
resources with healthcare professionals that are consistent with the Prescribing Information
of Janssen Oncology products.

Field Reimbursement Access Specialists are specialists who can provide field reimbursement and access
support consistent with the Prescribing Information for Janssen Oncology products to approved healthcare
professionals and office staff.

Oncology Clinical Educators can educate Patient Care Teams (PCTs*) on topics such as safety, efficacy, and
dosing and administration that are consistent with the Prescribing Information of

Janssen Oncology products.

*PCT members include nurses, nurse navigators, medical assistants, nurse practitioners, physician assistants,
and pharmacists.

Medical Resources

The Janssen Oncology Medical Science Liaison (MSL) Team is available through
http://www.janssenmsl.com/

Your Janssen Scientific Resources

Access to product-related medical information is available 24 hours a day, 7 days a week.

To report possible adverse events or product quality complaints, please call us immediately
at 1-800-JANSSEN (1.800.526.7736).

Search Locate
Q

www_JanssenMD.com Your Medical Science Liaison

L, Call

at www.janssenmsl.com

1-800-JANSSEN (1.800.526.7736) & submit

Call to speak directly to a medical A request via your company representative for:
information professional. - A response from Janssen Medical Information
(Monday-Friday, 9 Am-8 Pm ET) - Contact from your Medical Science Liaison

. or Field-based Medical Staff
2 Email

www.askjanssenmedicalinformation.com

© Janssen Biotech, Inc. 2021 3/21 cp-154782v2
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For adults with advanced prostate cancer

ORGolYX.

(relugolix) 25

A PILL. NOT AN INJECTION.

ORGOVYX is a prescription medicine used for the treatment of advanced prostate cancer.

It is the only androgen deprivation therapy (ADT) medicine that is not an injection.

Turning science into medicine

Millions of men diagnosed with prostate cancer are alive across the world. Many of these men receive androgen deprivation therapy to lower their
testosterone, which drives prostate cancer. The most commonly prescribed treatment is an injection and can cause a hormonal flare with worsening
clinical symptoms when started. At Myovant, we believe men should be empowered with treatment options.

Resources:

e Myovant Sciences Website
e Orgovyx Virtual Booth

e Contact information — Michelle Thorpe — URO-Oncology Account Manager, cell: 952-388-8212,
email: michelle.thorpe@myovant.com



https://www.myovant.com/our-focus/prostate-cancer/
https://www.orgovyxbooth.com/
mailto:michelle.thorpe@myovant.com

OSeagen

Seagen Inc. is a global biotechnology company that discovers, develops and
commercializes medicines for cancer. The company has a pipeline of therapies at
various stages of preclinical testing, clinical testing and development. For more
information, visit www.seagen.com.

Please visit https://www.padcev.com/hcp
Please visit www.padcevpi.com

Title: Sr. Oncology Account Manager
Name: Kim Gibbons
Phone: 612-281-7444

Email: kgibbons@seagen.com
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