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GENERALIZED AND POTENTIALLY MISLEADING CRITERIA

We encourage investigators to judge nonrandomized research equally... )

and to cumulate evidence from multiple sources when judging causality
between biomarkers and outcomes.”

Susan Hankinson, ScD & Thomas P. Ahem, PhD, MPH

HOW THESE GUIDELINE CRITERIA MAY
SKEW TEST RECOMMENDATIONS?®

1. Undue emphasis on studies via clinical trials, penalizing high-quality
prospective observational studies

2. Even CAPRA, MSKCC and germline are not considered a Simon level 1

3. Creates confusion between Simon levels of evidence and
NCCN levels of evidence

< STUDY OUTCOMES ARE CRITICAL TO CLINICAL UTILITY )

0

There were 0 death
in the AS cohort for
Prolaris® Test's
’ validation studies?

—

@

@

Th_e Prolaris® Test Patients under the
aligns closestto test's multi-modal
the ProtecT study threshold received
results out of all minimal
available

Blomarkarsss benefit from treatment

—. ‘ intensification’

. 753




Pediatric Hodgkin Lymphoma
Pénile Cancer ,

Simon Criteria: Found in Only 1 of 67 Canc

Acute Lymphablestic Leuhemes
Arute Myaloid Leukemia
Ampuilany Andenocarcinogmia
Anal Canzinorma
Basil Call Skin Cancer
B-Cell Lymphomas
Elliary Tract Cancars
Bladder Cancer
Bone Candsr
Breast Cancer
Castleman Disase
Ceniral Mervous System Cancear
Cervical Camncer
Chranic Lymphosytic Levkernia,/Small Lymphocytic Lymphoma
Chronic Myeloid Leukemia
Colog Cancer
Dermatofibrosancoma Protuberans
Ezpphageal and Esophagogastric Junction Cancers
Gastrc Cancer
Gastmintestingl Stromal Tumors
Gestational Trophoblastic Gancers
Hairy Cedl Leukemiza
Head and Neck Cancers
Hepatobiliary Cancars
Histiocytic Neoplasms
Hodgkin Lymphoma
Kaposi Sarcoma
Kidrney Cancer
Melanoma; Cutanecus
Melanoma: Uveal
Merkel Cefl Carcinoma
Mesothelioma: Peritoneal
Mesathelioma: Pleural
Multiple Myefoma |
Myslodyspiastic Syndromes
Myelold/Lymghaid Neoplasms with Eosinophills and Tyro
Myeloproliferative Neoplasma
Neuroblastoma
Meuroendocnne and Adrenal Tumors
Mor-Small Cell Lung Cancer.
Dcoult Primary
Qvanan Cancer/Fallopian Tube Cancer/Primary Perito
Pancreatic Andenocarcinoma R
Pediatrc Acute Lymphobilastc Leuksmia
Pediairc Aggressive Mature B-Cell Lymphomas
Pediatric Central Nervaus System Cancers

Primary Cutaneous Lymphomas

-

g

ers in NCCN?

Referentes

&jmean Criteria?
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/ /" Fair Comparison:

Treatment Implications for Decipher® and Prolaris® Tests

PRINCIPLES OF RISK STRATIFICATION?

Table 3. Treatment Implications for Advanced Tools: 22-Gene Genomic Classifier (GC) Assay

Population ore Treatment Deacision Treatment Implications

. g Evidanes: In & prospectve mullicenter stalewide regisiry, GG high risk (20.6) was
Active survelllance assocised with shorter time on active surveillance and shorter time to reatment
failure (TTF) for those who underwent radical therapy.*

] Intensity
NCCN Low-Risk =0.6 Evidence synthesis: Mose intensive active survelllance fraguency should be
VS, considerad for patlenis with NCON low-nsk diseaze and a high GC score, given
1 the nigher prababilily of ransilicning of | active Surveiliance and subsequent
Radical therapy 5 wsion

Evidence: MNRG/RTOG 0126 phase Il randomized trial was profiled post-hios with a
prespecified analysis plan.™ The study demonstrated the independent prognostic
effect of GO on bicchemical Tallure, secondary therapy, DM, PCEM, MFS, and

NCCN RT 08, Patients receiving RT alone with low GC scares had 10-year DM rales of 4%,
eompared with 16% for GO high risic
Intermotlate-Rsie s 2 oy s iy = 3
2 : Evidence synthesis: RT alone should be considered for patients with a low GC scare
RT WIth ST"ADT a;d NCCHN r:tﬂnﬂm iate-riak disease. The addtion of ST-ADT should be considered far

patients with a high GC scare given thair increased nsk of DM and s:gnificant bermdit of
ST-ADT an DM, even with dose-escalaled RT or brachylherapy boosh

Evidence: A metla-analysis of three phase Il randomized trials {NRG/RTOG 9202,
§413 and 9903) were profiled post-hoc with 3 prespecified analysis plan.™ The
sludy demonstrated the independent prognostic effect of GC on biochemicsl failure,
I:IM MFS, PCSM, and DS, Palents with low GC scores had 10-year DM rales of 6%,

RT + LT'A-D'T mpared with 26% for GC high risk. The gbsolute '!:I-Eﬂ:ﬁl;:lrﬁf LT-ADT we:h E-IF-ADJCWEE
1 i / 119& for patients with high GC scores (NNT of 9), and or patients with low
NCCN High-Risk =0.45 vs. 20.60 Vs, : erﬁﬁT ke
RT + ST-ADT Evidan nthesis: ADT R pasens usth NCCN fighisk
_:Imar?-_:r:gﬁ R;I;Tmrﬂim:ml ﬂmﬂmggfgurmi:dmm of bra

with 1 G0 low nek Boore showid be codnssted hies 1he phschute borefil LT-P.
?I:Tm h:nﬂfm'mlunbr pafionts with GO high fsk seores and when accouniing for patlen] I::I:HT‘ﬂI‘-\'-‘Iﬂ.rI.IH.'._
'Wm&MMMWEMMdMEMNWEBMBMMW Tan LT
A0

NNT = number needed to treat, PCSS = prostate EEn{hﬂrﬂﬁEjﬁﬁc-EHWWH|
Adapted with permission fram the NCCN Clincal Practice Guldelines in ﬂnmﬁugy ﬂiﬁﬁﬂ.ﬂukj inasi] 'Glﬁhllm Narwar W 20243 2024 National Comprehansive Cancer Matwork, Inc. All Aights rocemiar
The NCCN Guidalines® and lllustrations hersin may not be reproduced in any form for any purpose: ut the express writen permission of NCCH. To view the maost recent and complete version of tha

NCCH Guidelines, go online to NCCN.arg. The NCCN Guidelines are a mli:m o ﬂm "t@‘p&udtm a3 new significant data becomes avaiable,

TLbole

Treatment Implications for Prolaris®
Threshold Treatment Declsion Treatment Implications

ars mﬁmw was developed and validated across 3 studes.
& MIHM%ML& prostate cancer and demonsirated that
vl . rof disease-specific mortality in both the univanate
1 nalyses MWE&&“ Gleascn score. The tnird study included

= . , wwmmmmcammuemamm which there
- Survell prostit .IMMWWMM AS threshold.

'."II.

<£3.2% 10-year risk of Disease-Specific
Mortality (DSM) '

H 'l-"'

al.or below Lne Prolaris AS threshold (3.2%) may be

- .iqﬂlh"ﬂnuﬂtt-mutkﬂ mrusﬂuh:!m developed and validated in two studias including

>3.2% risk of DSM and £8.8% j'_ﬂ_}rear:; e on mﬂmmmﬂ-&nm The resulls established Prolaris as 3 better

risk of Distant Metastasis {DM] Mmm alone or AT+ADT (sulficient or not)."” Below he

hreshole ﬁhﬁmlﬂﬂ any duration did not significantly reduce this 10year risk of

WWHWWWM|QM blopsy spacimens (rom a pooied cohort of

with lowerisk prostate cancer treated by AP, Results showed thal COR was 2.5« more
Mmm e : __Mﬂnd that CCP score provides significant and

i ! nats ahmtrbm o uﬁw’rup malastalic diseaza, (nall man,

nrﬂmﬂvﬁufam rhh‘imup,ﬁ Huuuhmmppmam”

%ﬁ“ : enls with DM risk at or baiow the Profaris SM threshold (<8.8%) may be
1 mmuhm énd those above Lhe MM threshold (>8.8%)

>8.8% 10-year risk of Distant
Metastasis (DM)
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