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Broad scope



Compare and Contrast
PrECOGECOG-ACRINComboMATCH

PartnerNCI-CRADA
PartnerNCI-CRADADrug/agent

AnyAnyTargeted therapyCombinations

Convince usConvince usSo good we don’t need 
a studyPreclinical support

PartnerNCI
PartnerNCI Correlates

Jet skiCruiserBattleshipFlexibility

~ 4-6 months  
(protocol/contract

finalization to study 
activation)

NCI Operational Efficiency 
Working Group 

-depending on Phase of study 
13 months-18 months

NCI Operational Efficiency 
Working Group 

-depending on Phase of study 
13 months-18 months

Timelines
(Concept submission to study 

activation)
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Relatore
Note di presentazione
PrECOG- can use CIRB to activate & site level
Can have study open to 1st patient on within 2-3 weeks

NCI OEWG Timelines-
•Phase I and Early Phase 2 LOI’s: Absolute deadline of 400 days (~13 mths)
•Late Phase 2 Concepts: Absolute Deadline of 450 days (~15 mths)
•Phase 3 Concepts: Absolute Deadline of 540 days (~18 mths)
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Advantages of Collaborating
• The talent!

– Key opinion leaders across several fields
– Experience in studies of all phases, types
– Mentoring from senior investigators built in
– Advising on portfolio development throughout trial conception 

• The centers
– Well equipped to conduct studies of all phases & modalities

• Ability to conduct studies of any phase
• Rarer tumor types and/or indications (e.g. peri-operative space)
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Common Questions
• Are registration studies possible?

– Yes through ECOG-ACRIN & PrECOG
– Not planned through ComboMATCH

• Is international participation possible?
– Not through ComboMATCH
– Yes through ECOG-ACRIN/PrECOG if company is committed 

to drug supply & distribution
• ECOG-ACRIN/PrECOG several international members

6

Relatore
Note di presentazione
International participation?- through combo match NOT; through Precog/ECOG is have members in EU (Israel, Peru, Korea) & can activate in all of those areas; can be tortuous but works; key issue in ECOG ACRIN structure is CTEP will distribute drug within the US but NOT ex-US; company has to be committed to drug distribution & regulatory issues related to this (quality, ersponsible parties, etc) done jurisdiction by jurisdiction (can be done for whole EU but not UK bc of Brexit); if want to open somewhere else can make a member but may be easier so ask Donna if comes up; easier with precog bc don’t have membership issues (we contract with whoever we want)

Registration studies through either- YES through EA & precog but combomatch probably more difficult as signal seeking phase IIs broadly, randomized phase IIs more narrowly so highly unlikely unless unusually active & has the #s needed; registration strategy better conducted through the group; FDA might also ask about others arms if done on combomatch & may shoot it down
What is a registration study?  Maens a clinical trial that is intended to obtain sufficient data & results to support the filing of an application for regulatory approval

CRDA if through ECOG- combomatch & ECOG yes; NO NCI CRDA for precog studies; benefit of the CRDA allows us to assume that if NCI approves the study & the drug company also approves that the NCI will distribute the drug company provides & we don’t have to do anything elaborate in terms of getting drug to sites; BUT NCI decided will only do CRDAs for 1 drug in a particular therapeutic space so to get around that get the drug company to commit to do the distribution & commit to providing drug & then can do study; activating w/ CTEp approval not dependent on CRDA but facilitated by it

Precog easier than through ECOG ACRIN mechanism as ECOG acrin is like a battleship/clunky; ecog-acrin is publicly funded cooperative research group (NCI) = everything we do much observe government regulations & be approved by NCI as NCI is the sponsor to the FDA of all studies that we do = every time we negotiate study theres ECOG, drug company & NCI to participate = slow; decided years ago to have own system; membership same; we handle the regulatory through independent IRB etc & companies pay to do that (similar to CRO); called academic research organizations;
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About ComboMATCH
• Successor to the NCI-MATCH trial
• Hypothesizes genomically-driven, evidence-based addition of a targeted 

agent to another anticancer therapy will produce greater clinical benefit than 
treatment without the added targeted agent
– Most tumors don’t have only one genomic ‘driver’
– Many genes proposed as ‘drivers’, only a few successfully targeted by 

single-agent therapies
– Responses limited by concurrent and/or emergent alterations, and not 

durable due to resistance
– Variable responses to targeted therapies based on adaptive responses 

in tumors
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Requirements for ComboMATCH Studies
• In vivo evidence of synergistic antitumor activity of drug combination in at least 2 

genomically relevant pre-clinical models (PDX, cell line derived xenografts) 
• In vivo antitumor activity of the combination must be analogous to clinical benefit, e.g. 

not merely a statistically significant slowing of growth rate
• Clinical evidence of tolerability of the combination; otherwise, a phase I study will be 

required
• Potentially eligible patients will be identified by SoC genomic sequencing at qualified 

network labs (academic and commercial); not paid for by NCI
• Each patient will have an on-study biopsy for WES and RNAseq provided centrally by 

NCI; biopsy material and cfDNA may also be used for study-specific objectives
• Each study may have several cohorts, one should be histology agnostic
• Statistical design of each cohort and each study will be developed in collaboration 

between NCI, NCTN groups and study teams
Courtesy of Jim Ford
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ComboMATCH Design

Courtesy of Jim Ford
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ComboMATCH First Wave Treatment Trials

EAY191-S3EAY191-N4EAY191-N2EAY191-E5EAY191-E4EAY191-A6EAY191-A3EA191-A2Trial Number

Ipatasertib
& Paclitaxel

(AKTi)

Olaparib
& Selumetinib

(NF1 TKI)

Binimetinib
& Fulvestrant

Sorotasib
& Panitumumab 

Nilotinib
& Paclitaxel

Binimetinib
& FOLFOX

Palbociclib
& Binimetinib

(MEKi)

Olaparib
& Alpelisib
(PIK3CAi)

Study Agents

PIK3CA/AKT/ 
PTEN

RAS pathway 
mutation
NF1 loss

Breast/Gyn

ER+ mNF1KRAS G12CnonemRAS/RAFmRAS/unselectedDDR-altered 
breast

Molecular 
eligibility

Courtesy of Jim Ford

First Wave: Fall 2022
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A few examples of potential targets
• HER2
• HER3
• TROP2
• EZH1/2
• DS-7300 (B7-H3 DXd-ADC)
• CDH6 ADC
• GARP

• ROS1/TRK
• MET (+ SARC & CSF1R activity)
• RET
• ALK
• Claudin

• TROP2
• TIGIT
• CD47, CD73, CD137
• Adenosine receptors A2a/A2b
• FLT3R
• MCL1 
• SIRPa
• TREM 1 & 2
• CCR8 
• HIF2a
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Bladder Cancer Subcommittee Update

Noah M. Hahn MD
Johns Hopkins University



Disease / treatment settings

NMIBC MIBC 

Ta, Tis, T1 organ-confined 

• TURBT(s)
• intravesical Tx 
(BCG, chemoTx),

• RC/PLND
• pembrolizumab

Neoadjuvant 
cisplatin-based 
chemoTx in fit pts

Metastatic/recurrentCystectomy/PLND

Adjuvant
Tx

Locally advanced/unresectable

1st line 
therapy
(cisplatin-
eligible or 
ineligible)

2nd line 
therapy & 
beyond

Bladder preservation
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EA8212 BRIDGE
PI: Max Kates

HR BCG-Naïve 
NMIBC R 1o Endpoint

HG-EFS

Gem/Doc

BCG

•Stratification
•Ta/T1 vs CIS vs Ta/T1 + CIS

•Noninferiority Design
•Margin 1.25 (Gem/Doc vs SOC)
•2-yr HGEFS 58% vs 65%
•85% power

N=870



Disease / treatment settings

NMIBC MIBC 

Ta, Tis, T1 organ-confined 

-TURBT(s)
-intravesical Tx 
(BCG, chemoTx),
-RC/PLND
-pembrolizumab

Neoadjuvant 
cisplatin-based 
chemoTx in fit pts

Metastatic/recurrentCystectomy/PLND

Adjuvant 
Therapy

Locally advanced

1st line 
therapy
(cisplatin-
eligible or 
ineligible)

2nd line 
therapy & 
beyond

Bladder preservation
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EA8192 Neo aMVAC +/- Durvalumab UTUC
Chair: Jeannie Hoffman-Censits
Co-Chairs: Petros Grivas, Vitaly Margulis



Disease / treatment settings

NMIBC MIBC 

Ta, Tis, T1 organ-confined 

-TURBT(s)
-intravesical Tx 
(BCG, chemoTx),
-RC/PLND
-pembrolizumab

Neoadjuvant 
cisplatin-based 
chemoTx in fit pts

Metastatic/recurrentCystectomy/PLND

Adjuvant 
Therapy

Locally advanced

1st line 
therapy
(cisplatin-
eligible or 
ineligible)

2nd line 
therapy & 
beyond

Bladder preservation



PRESENTED BY:

SWOG/NRG 1806: Phase III Trial of Concurrent 
Chemoradiation With or Without Atezolizumab 
for Localized Muscle Invasive Bladder Cancer

cT2-T4N0M0 stratify by
• Chemotherapy regimen

• Radiation field
• Performance status

• Clinical stage

CRT+ Atezo x9

CRT (concurrent 
chemoradiation) 

Randomize 1:1, 
475 patients 

Primary endpoint 
BIEFS*

Secondary end point 
• OS at 5 years

• Clinical response at 5 mths
• DSS
• MFS

• Toxicity at 1& 2 years
• NMIBC recurrence
• Cystectomy rate

• Global Qol
TM endpoints

• MRE 11
• DDR alterations

• Immune-related biomarkers*BIEFS (bladder intact event  free survival): muscle invasive recurrence in bladder, regional pelvic soft 
tissue or LN recurrence, distant mets, bladder cancer or toxicity related death or cystectomy 

Relatore
Note di presentazione
 Study schema is very simple patients with T2-T4 No M0 are stratified based on chemo regimen, radiation field, performance status and clinical stage and randomised to chemoRT vs chemo
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R
A
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A
T
I
O
N

EA8185 INSPIRE
PI: Monika Joshi

N = 102

Key Eligibility
• Clinical 
Stage 3 UC 
(T any, N1-3, 
M0; T4N0)

• PS 0-2

Arm C
CRT + 

Durvalumab

Arm D
CRT

Stratification Variables
1)Induction Chemo yes vs no
2)Cisplatin vs non-cisplatin w/RT
3)CR vs PR/SD to induction chemo
4)Complete vs incomplete TURBT

R
E
G
I
S
T
R
A
T
I
O
N

R
E
G
I
S
T
R
A
T
I
O
N CR or clinical 

benefit

No CR or 
clinical benefit

CR or clinical 
benefit

Arm E
Adjuvant 

Durvalumab

Arm F
Observation

Salvage 
Cystectomy



Disease / treatment settings

NMIBC MIBC 

Ta, Tis, T1 organ-confined 

-TURBT(s)
-intravesical Tx 
(BCG, chemoTx),
-RC/PLND
-pembrolizumab

Neoadjuvant 
cisplatin-based 
chemoTx in fit pts

Metastatic/recurrentCystectomy/PLND

Adjuvant 
Therapy

Locally advanced

1st line 
therapy
(cisplatin-
eligible or 
ineligible)

2nd line 
therapy & 
beyond

Bladder preservation
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Current NCI Group Studies
MetastaticMuscle InvasiveNon-muscle Invasive

A031901 Continuous 
IO vs Stop IO 

(3/1038)

None1L Cisplatin 
Eligible

SN1806 CRT +/- Atezo
(332/475)

EAN8185 INSPIRE CRT +/- Durva
(8/102)

Bladder-sparingEA8212 BRIDGE
BCG vs Gem/Doce (0/870)BCG-naïve

A032002 Atezo + SBRT vs 
Atezo (0/144)

1L Cisplatin
Ineligible

EA8192 ddMVAC +/- Durva
Gem + Durva (8/249)

Neoadjuvant 
Upper TractNoneBCG-relapse

None
Post-platinum 

Checkpoint 
NaiveA031701 Cis/Gem NAC (DDR+) 

(143/271)
S1600 SIMmune (152/200)

S2011 Carbo + Gem + Avelumab vs 
no peri-op therapy (1/196)

Neoadjuvant
BladderA031803 Pembro + Gem

(78/161)
BCG-

unresponsive

A032001 MAIN-CAV 
Maintenance Cabo + 
Avel vs Avel (4/654)

Post-platinum 
Maintenance

A031702 Cabo + Nivo + 
Ipi Rare Tumors 

(164/224)

Variant 
Histology

S1937 Eribulin +/- Gem 
(14/465)

Post-
CheckpointNivo +/- Relatlimab ctDNA+ (0/856)Adjuvant 

Bladder

In Development Open to Accrual Closed to Accrual
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Current NCI Group Studies
MetastaticMuscle InvasiveNon-muscle Invasive

A031901 Continuous 
IO vs Stop IO 

(0/1038)

None1L Cisplatin 
Eligible

SN1806 CRT +/- Atezo
(269/475)

EAN8185 INSPIRE CRT +/- Durva
(6/102)

Bladder-sparingEAN8212 BRIDGE
BCG vs Gem/Doce (0/870)BCG-naïve

A032002 Atezo + SBRT vs 
Atezo (0/144)

1L Cisplatin
Ineligible

EA8192 ddMVAC +/- Durva / Gem + 
Durva (5/249)

Neoadjuvant 
Upper TractNoneBCG-relapse

None
Post-platinum 

Checkpoint 
NaiveA031701 Cis/Gem NAC (DDR+) 

(130/271)
S1600 SIMmune (139/200)

S2011 Carbo + Gem + Avel vs Surgery 
(0/196)

Neoadjuvant
Bladder

A031803 Pembro + Gem
(62/161)

BCG-
unresponsive

A032001 MAIN-CAV 
Maintenance Cabo + 
Avel vs Avel (0/654)

Post-platinum 
Maintenance

A031702 Cabo + Nivo + 
Ipi Rare Tumors 

(158/224)

Variant 
Histology

S1937 Eribulin +/- Gem 
(6/465)

Post-
Checkpoint

A032103
Nivo +/- Relatlimab ctDNA+ patients 

(0/856)

Adjuvant 
Bladder

In Development Open to Accrual Closed to Accrual

• Intermediate Risk 
• 2L BCG-
unresponsive

• Bladder-sparing MIBC
• Neoadjuvant Cisplatin-
eligible MIBC
• UTUC Peri-procedure 
Bladder Intravesical Gem

• ?1L mUC w/EV + Pembro as SOC?
• Post-EV 2L/3L Sacituzumab +/- IO
• Variant Histology
• Genomically-targeted subgroups
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Cancer screening using ctDNA
• Population: age range & risk factors, e.g. obesity, smoking, germline mutations (enrichment)
-patients with prior treated localized cancer, e.g. > 5 years ago with low recurrence rate?

• Testing strategy: “reveal/conceal” (test both groups but blind result) vs test only the intervention group

• Design: One large heterogeneous population vs smaller “cassettes” of tumor types with specific sub-studies
-Example: SOC screening (e.g. colorectal, breast, lung, prostate, cervical) +/- ctDNA

• Assay: single assay across the study/ies vs different assays depending on preliminary data per tumor type

• Endpoint: cancer-specific mortality vs overall mortality vs stage-adjusted projected mortality vs other

• Centralized operations via NCI & NCTN; specific roles/assignments of the several co-operative groups?

• Relationship with industry & existing studies; opportunity for collaborations vs separate approach?

• Funding, time, labs, providers across academic & community practices, compliance, healthcare disparities
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…a few last thoughts…
• NCTN has a unique opportunity to lead the landscape for optimal incorporation of ctDNA in several 

innovating and practice-informing clinical trials designs:
-screening/early detection
-therapy response / detection of MRD (serial biomarker for detection, clearance, reemergence)
-resistance mechanisms (particular genomic alterations with functional impact)
-concordance with tumor tissue; prognostic and/or predictive value

• Number of patients across academic & community practices; expertise across spectrum of specialties

• Collaboration with industry can be synergistic & customized to particular questions per tumor type

• Opportunities for database/registry, biobanking in a harmonized/standardized manner across NCTN

• Working groups/Think Tank with specific & timely deliverables  scientific retreat / workshop with NCI

• Funding & time considerations: building infrastructure, adaptation, flexibility, learning from experience
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