NCI SWOG Site Operations Update

Andrea Denicoff & Grace Mishkin
October 3, 2018

NC National Clinical
Trials Network

a National Cancer Institute program




Planned Implementation
of NIH Policy on

Single IRB (NCI CIRB)
for US Sites Participating
iIn the NCTN & NCORP
Clinical Trials Networks



Underlying Principles for Implementation

Membership in the NCI CIRB is necessary for US sites in the NCTN
and NCORP Clinical Trials Network Programs by the
Implementation date for new enrollments to any “new” or “legacy”
NCTN/NCORP trial regardless of when the trial was activated by NCTN
Grp/Network (CTSU)

Rationale: Membership signals the site’s commitment to participating in the
NCTN and/or NCORP Network Program(s) going forward

Date for implementation is March 1, 2019 for the implementation of
the NIH policy as it is the earliest date of the competitive renewal (i.e.,
date of funded awards) between the NCTN and NCORP Programs

Rationale: Given the integration of the site rosters for the NCTN and NCORP
Programs in the CTSU, a single, fixed date had to be set for both Programs using the
earliest renewal date for funded awards — March 1, 2019 - which is the competitive
renewal date for funded awards under the NCTN Program
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Implementation Rules

In order to address the mix of IRBs (local IRB or NCI CIRB) used by

sites for specific NCTN/NCORP trials, rules for the upcoming
Implementation on March 1, 2019 are explained below using the

following definitions:

Activation Date = Initial date that the trial
was activated by the NCTN Group/Network (CTSU)

Opened Date = Initial date the trial
was opened by a site regardless of when the trial was
“activated” by the NCTN Group/Network (CTSU)

NCTN/NCORP Trials with Activation Dates On or After 3/1/2019:
Sites must use the NCI CIRB as the IRB of Record for all NCTN and

NCORP trials activated on or after March 1, 20109.
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Implementation Rules: NCTN or NCORP Trials with
Activation Dates Prior to 3/1/2019

= FDA guidance (“Considerations When Transferring Clinical Investigation Oversight to
Another IRB”) states that to “prevent lapses in human subject protection, it is
generally preferred that the same IRB retain oversight responsibility throughout the
conduct of the trial, if possible.”

= NCTN/NCORRP trials never reviewed by the NCI CIRB will not be transitioned to the
NCI CIRB; participating sites will continue to use their local IRBs as the IRB of
Record for all enroliments until those trials are completed (and any site opening one
of those trials after 3/1/19 would also use its local IRB as IRB of Record).

= Sites participating in NCTN/NCORP trials reviewed by the NCI CIRB but opened at
their site prior to the implementation date of 3/1/19 under their local IRB as the IRB of
Record should continue to use their local IRB until those trials are completed, unless
there is a compelling reason to transfer the trial to NCI CIRB.

= Sites that open NCTN/NCORP trials reviewed by the NCI CIRB at their site on or
after the implementation date of 3/1/2019 must use the NCI CIRB as the IRB of
Record.
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Flow Chart for Implementation of
NIH Single IRB Policy for NCTN & NCORP

Is Site a Member Site Status Suspended
of the NCI CIRB on iy [\ O m—] No enrollment of new patients to ANY

trial is allowed, but treatment and follow-

3/1/2019? . up data on previously enrolled patients
et .t will continue to be provided. A site may
; St e enroll new patients to trials once it
Yes & becomes a member of the NCI CIRB
NCTN or NCORP Trial NCTN or NCORP Trial Activated
Activated Prior to March 1, 2019
On/After March 1, 2019 ‘/N.
1
Trial never Trial reviewed Trial reviewed
reviewed by NCI CIRB & by NCI CIRB but
by opened by site opened by site
NCI CIRB prior to 3/1/19 on/after 3/1/19
v 4 4 !
Site must use the NCI CIRB Site must use Site should continue Site must use
as the IRB of Record Local IRB to use the existing the NCI CIRB
o as IRB of Record as the
{all these trials will have been
reviewed by the NCI CIRB) IRB of Record (Local or NCI CIRB) IRB of Record
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Steps for sites that will no longer actively participate in
NCTN or NCORP trials after March 1, 2019

Note: sites are still expected to provide follow-up information for patients that are in follow-up.

Site Type

Rostered Site
(not an NCORP
or LAPS site)

NCORP Site

LAPS Site
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Notify affiliated NCTN groups that the
site will no longer be an active member

but will complete patient follow-up.
(Site will be put in follow-up status in Regulatory
Support System (RSS) to allow patient follow-up.)

NCORP administrator will submit a

request to withdraw the site in NCORP-
SYS. Once approved by DCP, NCORP-
SYS will automatically notify RSS to set

the site to follow-up status.
(Site will be put in follow-up status in RSS to allow
patient follow-up.)

Notify CTEP at via the NCTN email box
that site should be removed from the

LAPS grant roster.

(Site will be put in No Longer Funded (NLF) status
in RSS to allow patient follow-up.)

Site Is Following Patients Site Is Not Following Patients

Notify affiliated NCTN groups to
withdraw the site in RSS.

NCORP administrator will submit a
request to withdraw the site in
NCORP-SYS. Once approved by
DCP, NCORP-SYS will
automatically notify affiliated NCTN
Groups and/or DCP Research
Bases to withdraw the site in RSS.
Notify CTEP to remove the site
from the LAPS grant roster; then
notify affiliated NCTN Groups to
withdraw the site in RSS.



Relevant Policies and Resources

= NIH Policy on the Use of a Single Institutional Review Board for Multi-
Site Research (NOT-OD-16-094):
https://grants.nih.gov/grants/quide/notice-files/NOT-OD-16-094.htm|

= NIH Website on Single IRB Policy for Multi-site Research:
https://grants.nih.qov/policy/clinical-trials/single-irb-policy-multi-site-
research.htm

= FDA Guidance on “Considerations When Transferring Clinical
Investigation Oversight to Another IRB”:
https://www.fda.gov/downloads/regulatoryinformation/guidances/ucms3
07779.pdf

= NCI CIRB Website: https://ncicirb.ora/
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Resource
Reminders




CTSU Website Resources




CTSU Website — Webinars

£4 | Home | Contact | Feed

7 Cancer Trials Support Unit

A SERVICE OF THE MATIONAL CANCER INSTITUTE
CTSU

My Account CRISP Welcome Grace Mishkin. Your password will expire in 78 days.

# Home Protocols Dashboard Regulatory~ OPEN  Data Management+ RUMS~= Delegation Log~ ollaboration  Reports=
Resources Browser 4 -
- = [4' = Webinars
Search: & (8]
C)My Protocols g # Title File Date Format Post Date

DMV Favorites [EI docs]
I=) Experimental Therapeutics Clinical Trials

CTSU MNational Coverage Analysis (MCA) for MNCI Clinical Trials

Network (ETCTN) Program 1 Session II - Slides - August 15, 2018 4 15-Aug-2018 PDF 22-Aug-2018
I CTSU Oneration Information . . : o :
#.77 searcher Resources CTSU Mational Coverage Analysis (MCA) for MCI Clinical Trials _ ) _ ) _
: T ——— 2 Session IT —Recording_ — August 15, 2018 ¢ 15-Aug-2018 MPEG-4 22-Aug-2018
= I Educational Multimedia 3
2 5lide Sets CTSU National Coverage Analysis (NCA) for NCI Clinical Trials
D Webinars 3 Session I - Slides - August 8, 2018 08-Aug-2020 PDF 17-Aug-2018
'f' @LEES_ . 4 CTSU National Coverage Analysis (MCA) for MCI Clinical Trials 0B-Aug-2020 MPEG-4 17-AUg-2018
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- . ational Coverage Analysis or inical Trials
hﬂ%ﬂ?'!ﬁ . 5 Session I —  and A from Sites — August 8, 2018 b 08-Aug-2018 FDF 06-5ep-2018
I Protocol Specific Materials "
=) Frequently Asked Questions (FAQs) [ MCTN Lymphoma Clinical Trials - Slides - April 3, 2018 ¢ 10-Apr-2018 FDF 11-Apr-2018
I Glossary and Acronyms . ) ] ]
7  NCTM Lymphoma Clinical Trials - Recording - April 3, 2018 ¢ Mot Applicable  Web Link 11-Apr-2018
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CTSU Website — Group Meeting Slides

. ; | Home | Contact | Feedb:
Py Cancer Trials Support Unit 1
crsu A SERVICE OF THE NATIONAL CANCER INSTITUTE
. : Welcome Grace Mishkin. Your password will expire in 78 days.
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. = 4 & Slide Sets
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2 Experimental Therapeutics Clinical Trials CTSU Presentation for Spring_2018 NCTN Group Meetings g
Network (ETCTN)_Program -

1 K . : : i 23-May-2018 FDF 30-May-2018
) CTSU Omnn=inn information H?;EIGVFELSAOQEQ?:S: slide set were presented at the Spring 2018 ¥ ¥

=2 ')-_ ~csearcher Resources

" " . CTSU Presentations for Fall 2017 NCTN Group Meetings
= Educational Multimedia == s e e o I e N
= lil “lide Sets 2 MOTE: Versions of this slide set were presented at the Fall 2017 NCTN ~ 15-Mov-2017 PDF 21-Mov-2017
T — Group Mestings.
[ webinars .
= [hVideos 3 2PRO Overview g 27-5ep-2017 FDF 11-Qct-2017
i - TR Introduction to CTEP's Reqgistration and Credential Repository (RCR)
[ Translated Short Form Consents 4 Slide Set 4 28-Aug-2017 PDF 08-5ep-2017

[ChDisease Portfolios ) . .
e . CTSU Presentation for Spring 2017 NCTHN Group Meetings
=3 Protocol Specific Materials Rrng 2 95

. 3 NOTE: Versi f this slid t ted at the Spring 2017 02-May-2017 PDF 20-Jun-2017
) Frequently Asked Questions (FAQS) ersions of this slide set were presented at the Spring ¥

e ey Ao e UL \PALS) MCTM Group Meetings
) Glossary and Acronyms

CTSU Presentations for Fall 2016 NCTM Group Meetings
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CTSU Website — DTL FAQs

" - B | Home | Contact | Feedback | Public Site | Log_Out
T Cancer Trials Support Unit ! I I I | Log Out

crsu A SERVICE OF THE MATIONAL CANCER INSTITUTE Version: 6.9.2.2

My Account CRISP Welcome Grace Mishkin. Your password will expire in 78 days.

%]

m

w
+
]

rch for... Go! I

# Home Protocols Dashboard  Regulatory~ OPEM  Data Management~ RUMS~  Delegation Log -  Jllaboration  Reports-

[_YMy Protocols g
)My Favorites [0 docs)

'y

Search FAQs: Go Clear
|C3Experimental Therapeutics Clinical Q (20 ] [Meal |
Trials Network (ETCTN) Program . . -
[C)CTSU Operation Information 1. |Whlch protocols will require a DTL?

=) Researcher Resources

=) Educational Multimedia

) site Advisory Panel
[ZiTranslated Short Form Consents

The initial focus of the DTL is for protocols under a CTEP Investigational New Drug (CTEP IND) that may support Food and Drug
Administration (FDA) registration. The National Cancer Institute (NCI} will determine when a protocol requires a DTL.

| Disease Portfolios 2. | Does each site under our network need a DTL?
EL=

s FPTLINIL TIOLTE e

- lfjf requently Asked Questions (FAQs)

ALl

Yes, DTLs are protoccl and site specific. Each site under the network that will enrcll to a protocol must have its own DTL.

I Audit 3. |wi|l there be a DTL for all new protocols?
I Awareness, Education & Training B o
) CTSU Members Website There is no formal decision on the eventual scope of the DTLs.
I CTSU Membership
[Z)CTSU National Coverage Analysis (NCA) 4, | How will the DTL process work for NCORPs or other networks?
Initiative
2 o supmission Each component, sub-component, integrated component, affiliate or sub-affiliate that will accrue to the study must have its own
|0 Delegation of Tasks Log (DTL) DTL.

N =

IC Mational Clinical Trials Network {(NCTM)
I=) Oncology Patient Enroliment Network
~ (OPEN) The init_ial foc_us_is on NCTN trials under a CTEP IND. No decision has been made regarding roll-out of the DTL to other

5. |Will DTLs apply to other networks like the ETCTN?
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Disease Diagrams




NCTN Trial Portfolios by Disease

Posted as separate PDFs by disease area: https://go.usa.gov/xQT4q
(https://ctep.cancer.qgoV/initiativesPrograms/nctn trials by disease.htm)

Each document heading includes the date the diagrams were last
updated; diagrams will be reviewed for accuracy monthly

Can be viewed on the computer

= Hover over the trial number to see the protocol title

= Click the trial number to go to the protocol’s ClinicalTrials.gov webpage
Can be printed out and used in hardcopy format

= First page(s) include disease diagram

= Last page includes a table with the protocol number and title for reference
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NCTN Trial Portfolios by Disease

https://ctep.cancer.goVv/initiativesPrograms/nctn trials by disease.htm

Home | Sitemap | Contact CTEP | Secure Access Login

NIH NATIONAL CANCER INSTITUTE
DCTD Division of Cancer Treatment & Diagnosis [ search this site [©]

CTEP Cancer Therapy Evaluation Program

= - - -
| Home | Investigator Resources ~ ‘ Protocol Development ~ ‘ Industry Collaberations ~ |
| ! I

T Jii i i
| Initiatives / Programs ~ | More Links ¥ | AboutCTEP ¥ |
| I l

Experimental Therapeutics Inttiztives/Programs

Clinical Trials Network (ETCTN) Last Updated: 08/31/18

| Nationa

linical Trials
Mafiastzaua

NCTN Trial Portfolios by Disease

NCI's National Clinical Trials Network (NCTN) is conducting trials of cancer treatment therapies in the areas listed below. To see trials that are

HCTHN Trials by Disease [

SCIeliLes Cui active for a specific disease area, please click that disease area from the Tollowing list.
(NCTN-CCSC|
Overview Note: For full functionality, it is recommended that users download the PDF file, and open with a PDF reader.
e NCTN Trial Portfolio (including all disease areas) (pdf)
Expanded Evaluation
Guidelines Cancer trials by disease area:
FAQs & Funding z
Opportunities & Brain (pdf)
« Breast (pdf)

NCI Drug Development
Project Teams

Gastrointestinal
| The NCI Formulary (pa)

Genitourinary (pdf)

Gynecological (pdf)

CTEP Branches
and Offices

Head and Neck (pdf)

Leukemia (pdf
Clinical Investigations Branch

Lymphoma (pdf)

Clinical Trials Monitoring Branch

Clinical Trials Operations Myeloma (pdf)
and Informatics Branch

Sarcoma (pdf)
Investigational Drug Branch

Pllanﬂhar.eulﬁcall.!anagemem Skin (Mainly Melanoma) (pdf)

Brancl

Regulatory Affairs Branch Thoracke, (pdfy

Adolescent and Young Adult (AYA) (pdf)
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NCTN Trial Portfolios by Disease

NCTHN Trial Portfolio (including all disease areas) (pdf)

Cancer trials by disease area:
* Brain (pdf)
= Breast (pdf)

= Gastrointestinal (pdf)

CTEP updates monthly based on
activated and closed trials

= Genitourinary (pdf)
* Gynecological (pdf)
» Head and Neck (pdf)

= Leukemia (pdf)

Updates are reviewed by CTEP
Disease Leads before posting

* Lymphoma (pdf)

= Myeloma (pdf)

= Sarcoma (pdf}

= Skin (Mainly Melanoma) (pdf)
» Thoracic (pdf)

= Adolescent and Young Adult (AYA) (pdf)
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New NCTN Trial Portfolios by Disease: Gl

NCTN Gastrointestinal Cancer Trials Portfolio (Open as of 9/17/2018)
Hover over Trial Number for Protocol Title.
Click Trial Number to go to the associated ClinicalTrials.gov webpage.

Gastrointestinal

SBRT
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Stage Il adjuvant AD21502
| Deficient DNA immunotherapy (ATOMIC)
e MI h Repai
Frict= Mismatch Repair’ | | siage IV - chemo NRG-GI004
| ofthecolon Imanynotherapy | | {COMMIT) |
HER-2 Advanced/ 51613
Amplification Metastatic (CETIRI)
Response-guided
—{  Stage lI-ll perioperative {P:E;S'J::CU
e therapy
|_|Adenocarcinoma |
of the rectum Total neoadjuvant
| Stage lI-lll Low therapy + NRG-GI002
rectum; high risk radiation
sensitization
| | Stage Il (T3NO Adjuvant
A cancen || only), I11A or 1B Nivolumab i
|Adenocarcinoma | Non-Metastatic CheE il mﬂl:i::ti A021501
of the pancreas Disease Chemo+RT
Protons vs. ]
NRG-GIDD3
|| Hepatocellular Photons |
carcinoma With vs. without | | mo&nﬁz 0

NCTN Gastrointestinal Cancer Trials Portfolio (Open as of 9/17/2018)
Hover over Trial Number for Protocol Title.

Click Trial Number to go to the associated ClinicalTrials.gov webpage.

‘ Gastrointestinal
[

Gastroenteropancreatic
Neurcendocrine
Tumors (GEP NETs)

Locally advanced and

Grade 3 only

unresectable or metastatic; ——

EA2142

Locally
advanced/unresectable or
metastatic disease;
Progressed on Everolimus

Pancreatic

— Neuroendocrine

Tumors (PNETs)

Locally
advanced/unresectable or
metastatic disease;
Progressed on Everolimus

A021602
(CABINET)

Cross-disease trials:

EAY131 (MATCH)

Unresectable or
Metastatic, Refractory;

Grade 1/2

EA2161

51609 (DART)
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Trial Portfolios by Disease: Leukemia

NCTN Leukemia Trials Portfolio (Open as of 9/17/2018)
Hover over Trial Number for Protocol Title.
Click Trial Number to go to the associated ClinicalTrials.gov webpage.

MNewly diagnosed,
CD22-positive, Ph
negative

Age = 18 years
and < 40 years

1

A041501

Acute Ph negative: Newly

lymphoblastic diagnosed;

leukemia (ALL) Ph positive or Ph-like: ~— | Age 265 vear5| | 51318 |
Newly diagnosed or |
relapsed/refractory I

1
—

[

Relapsed or refractory | Age = 18 years | EA9152 |

mw
é Newly diagnosed AML
|| Acute myeloid ~or Myelodysplastic
_EE 7| leukemia (AML) B syndrome with excess it i
a  blasts-2 (MDS-EB-2)
— -
|| lymphoblastic
leukemia (B- Relapsed or refract (e o]
precursor ALL) Eﬂnﬂ—pmitive oy, Age = 18 years ' { 51312 |
Chronic F i . _
Philadelphia
- myelogenous — chmmnsnmep asttive | 1Age > 18 years - | 51712 |
leukemia (CML) p
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