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e |dentify the Regulatory Review Process and the
Documents that will be reviewed

e Prior to the audit

Protocols approved through the utilization of a local IRB
Protocols approved through the utilization of the CIRB

e During the audit
Protocols approved through the utilization of local IRB
Protocols approved through the utilization of the CIRB

e Describe Common Regulatory Deficiencies found
during an audit

e How to Avoid Regulatory Deficiencies

FOR CLINICAL TRIALS IN ONCOLOGY



Regulatory Review

ALLIANCE §
FOR CLINICALTRIALS IN ONCOLOGY



Regulatory Review

e Regulatory review is the review of the foundation
documents for conducting a particular study at your
site.



Regulatory Review

e Regulatory review is the review of the foundation
documents for conducting a particular study at your
site.

e Two Step Process
Pre-review
At time of audit

FOR CLINICAL TRIALS IN ONCOLOGY



Regulatory Review

e Regulatory review is the review of the foundation
documents for conducting a particular study at your

site.

e Two Step Process
Pre-review
At time of audit
e Three
IRB review
Informed Consent Content Review
Delegation Task Log (DTL) if applicable

FOR CLINICAL TRIALS IN ONCOLOGY



Regulatory Review

e Regulatory review is the review of the foundation
documents for conducting a particular study at your

site.

e Two Step Process
Pre-review
At time of audit
e Three
IRB review
Informed Consent Content Review
Delegation Task Log (DTL) if applicable
Note: A minimum of 4 studies will be selected for review

FOR CLINICAL TRIALS IN ONCOLOGY



Step I: Regulatory Pre-Review

e Per CTMB guidelines section 4.2, the list of
protocols and patient cases selected will be supplied

to the site at least 2 weeks (no more than 4) prior to
the audit
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Initial (Final) IRB Protocol Approval

Continuing / Annual Renewal Approvals
Required Amendment / Update Approvals
Selected Locally Utilized Informed Consent Form
Applicable Corresponding Model Consent



Step I: Regulatory Pre-Review

e For each protocol selected for audit and consent
content compliance the site will forward the following

regulatory documents to the Chicago Office prior to
the audit date

e Trials reviewed under the CIRB
Approval letter from CIRB noting acceptance as IRB of record

Study specific worksheet with local context
Selected locally utilized informed consent form
Applicable corresponding model consent
e All other CIRB approval documents will be reviewed at the
time of audit
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: IRB Review

What are Auditors looking for?

e Documentation of IRB Approval
e IRB Review Type
e Timing
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What are we looking for?

e Approval is < 365 days
from last review/initial
approval

e Full board reviewed for
protocols w/ active
recruitment or subjects
on active treatment
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: IRB Review

Required Amendments / Updates
What are we looking for?

e Approvals are obtained within 90 days of the group’s
notification date

Alliance broadcasts occur on the 1st and 15t of the month
CTSU broadcasts occur on the 8th and 22" of the month
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: IRB Review

Required Amendments / Updates
What are we looking for?

e Approvals are obtained within 90 days of the group’s
notification date

Alliance broadcasts occur on the 1st and 15t of the month
CTSU broadcasts occur on the 8th and 22" of the month

e The IRB review is appropriate to the requirement (i.e. full
board vs. expedited)
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Required Amendments / Updates

Prosecol Update 206
0N2572058

ALLIANCE FOR CLINFCAL TRIALS IN ONCOLOGY

FROTOCOL UPDATE TO ALLIANCE ASZI22

PROSPACTIVE RANDOMIZED PHASE TH TRIAL OF PAZOPANIE (NSC ¥ TITTISE, IND 7564%) VRS
PLACERO BN PATIENTS WITH PROGRESSIVE CARCINOID TUMORs

Pazopanih and matcing phacebo will be supplied by GlaroSwithKline and disribwed By CTEP

[ X | Undase: || Status Change;

[ | Etiginitiey changes [ | Activation

[ ] Therspy / Dose Modifications / Seedy Caloadar changes || Clowsre

l-;( ] 1efoermed Consent changes D Suapention / temporary <clooure
(_j Sclentific / Statistical Considerations changes [— Reactivation

L I Data Submission / Forms changes
!: ) ] Edinorial / Adminidrative changes
[ X | Other : Updatod CAEPR

The chamges imclnded in this apdase to A021262 have boen made in rexponse b the NCI Action Letier
from Dr. Pamela Horvis doted Mavch 24, 2015, This Action Lesser ix posted on the A821202 Stady
Page on the Allance web site, A revised CAEPR with the new risk bas beem added o the prosocol,
Thercfove, the model comsent farm kas been revised so incorporaie this mew risk consistems winh the
mew NCI Model Template Trestructives.

IRB approval for disapproval) of thls apdare is regwired within W days. Full Board review &
recommendod Flease follew yowr IRE of record’s paticiex.

No mew patients may be consented anto thix pravocol antid IRE approval for this amendment
s been odtnlved. Pastenss consented ow ar Sofere March 15, 201 5 may be enrolied omio thi
trial before kool IRE approval of the revived protoce! and infarmed coxremt form har been
e
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IRB approval for disapproval) of thls apdare is regwired within W days. Full Board review &
recommendod Floase follsw vowr IRE of record's poticiex.

No mew patients may be consented anto this pravocol antid IRE approval for this amendment
s been odtnlved. Pastenss consented ow ar Sofere March 15, 201 5 may be enrolied omio thi
trial before kool IRE approval of the revived protoce! and infarmed coxremt form har been
e
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Common IRB Major Deficiencies

Regntraton of painet on protocol dsemy

: a pened of delavad respproval or durmg 4
e Local IRB Oversight Sesnporary snpension (i.e., Roguont foe
Rapid \Amendment )

l)hjw Deficincies Missing reapgeoval
Intind appeoval by expaditad revew EXPHOR snpruo
mntead of full-boand review batermal reportable adverse evants
e — :d ke or ot reparted 10 the TRB
Fxpoducd rcapproval 1or smuatsons other . ime st i e
ol isiocntiots Lack of documentation of IR sppeoval
{ than approv od oxeept of o peotovol smendimont that sffots
: . . more thas mesimsl resk or ERH approvsl
"““"";"‘;'l:; v "“".""" of pesient & greater than 90 days afler Network
peeor &> Tu Appron Grosg s sotdivatsmn. this s lades &
"‘Reguest for Raped Amsendment (RRA)Y
Reapproval delayed greater than M days, resulling from an Action Lefior indwaling
but less than ome year smporary suspension of accruad with
expedied review permitted 4

Fatlvey 10 subaail or ssbostied allor 90
dave, mny reportable extommal salty ropont
o the IRD that is consadored an
wanhicipated problom as &fined by
OHRP, ualoes there » a local RA pohicy
Bt dows ool mandale reportang of
catermal safety repurts
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Common IRB Major Deﬂmenmes

Update 3, broadcast on 3/1/17,

was submitted to the IRB. A
review of documents revealed
the site over looked the
submission of update 2,
broadcast on 12/15/16. The
site informed the IRB. The IRB
acknowledged the changes for
update 2 incorporated in
update 3, therefore update 2
was approved with update 3
on 5/5/17.
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e gntrabon of painet on protocal thtﬂ}
a pernad of delavad respproval or durmg &
besnporary susgeimion (o ¢, Roguost foe
Hapd Amendmon)

Missng reapgeoval

Expred seapproval

Iaternal reportable adverse ¢vonts
reportied hitg or A reporied 10the IRB

Lack of documcentation of LR sppeoval
of o peotovol smondient that affoces
more thas mesimal resk o EH appeovsd
o greater than X0 days afler Network
Crose s sotdivatson. thes s lades &
Reguest for Raped Amsendment (RRA)
resulling from an Adtee Lefior indoimg
smporary suspension of accrusd with
aypodned review permiited
Fatloey 10 subaail or sebostted aller 20
dave, )y reportablo e stomnal saldty ropont
o the IRD that is consadored an
wnanhicipated problom as &fined by
OHRP, ualoes there » a local IR pohicy
Bt Sows ool mandale reportang of

cxlermal safcty roports




Common IRB Major Deﬂmenmes

Update 3, broadcast on 3/1/17,

was submitted to the IRB. A
review of documents revealed
the site over looked the
submission of update 2,
broadcast on 12/15/16. The
site informed the IRB. The IRB
acknowledged the changes for
update 2 incorporated in
update 3, therefore update 2
was approved with update 3
on 5/5/17.
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e gntrabon of painet on protocal thtﬂ}
a pernad of delavad respproval or durmg &
besnporary susgeimion (o ¢, Roguost foe
Hapd Amendmon)

Missng reapgeoval

Expred seapproval

S

laternol reportah o Gdserme avants

T.'pﬂ(',.(‘ lll{ or N lt'.\lﬂ(\’ 1ot !R‘t

Lack of documcentation of IR sppeoval
of o peotovol smondient that affoces
more thas mesimal resk o EH appeovsd
o greater than X0 days afler Network
Crose s sotdivatson. thes s lades &
Reguest for Raped Amsendment (RRA)
resulling from an Adtee Lefior indoimg
smporary suspension of accrusd with
apedned review permiited
iy 10 subaail or sebostted alloe %0
dave, Yy Fegertahlo o storn 0 lety ropont
o the IRD that is consadored an
wnanhicipated problom as &fined by
OHRP, ualoes there » a local IR pohicy
Bt Sows ool mandale reportang of
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Common IRB Major Deficiencies

———

A study was submitted to the Major Deficincies
IRB for continuing review that
would expire on 9/16/16. On Intinl appeoval by expeditad revew
9/6/16 the site received | mmtead of full-boand review
Contingent approva|_ The IRB | ! wpoditod reappronal 1or snuatsons other
required study clarifications. | AP ef Sxeeption

The study received full Regivtratsen and or treatnsent of patxcnt
continuing review approval on | pesor & full TRH approval
11/6/16. [ 1

Reapproval defayed greater than M days,
bt less than ome vear

! -
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Common IRB Major Deficiencies

———

A study was submitted to the Major Deficincies
IRB for continuing review that
would expire on 9/16/16. On Intinl appeoval by expeditad revew
9/6/16 the site received | mmtead of full-boand review
Contingent approva|_ The IRB | ! wpoditod reappronal 1or snuatsons other
required study clarifications. | AP of Sxeeption

The study received full Regivtratsen and or treatnsent of patxcnt
continuing review approval on | pesor & full TRH approral
11/6/16. ——— 1

Reapproval defayed greater than M days,
bt less than ome vear

w —
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Common IRB Major Deficiencies

Local IRB Oversight

e Amendment approvals obtained greater than 90
days post group’s notification

e Continuing review approved by expedited review
when full board review is needed

e EXxpired continuing reviews
late

OOOOOOOOOOOOOOOOOOOOOOOOOO



Common IRB Major Deficiencies

e CIRB Oversight

Usantwipated peoblomn, Serom None
Comyplzance and or Conlimng Noo-
Comgplaance (per OHRFP) probloms ot

Intitunon corolls under an moomredt
CTEP sse codke and the inshiumae of
soltuton CTEF ste oode o not convered
M the CIRE




Common IRB Major Deficiencies

Participant 987654 is enrolled Major Defichonches
to Alliance protocol A0O11106 TS
for site US123. During the

\

Usantcipated problomn, Sernom Non
Compizinge and or Coalimang Noo-

audit, the auditors note the Comgluance (per OHRP) probloms st
participant was consented and | reported

enrolled at sub-affiliate/ It itunion corolls under an moomredt
Component US124. CIEF sste codhe and the inshiumyoe of

solaiston CTLF ste ovde o et covered
| b_' the (V"I'K?!

COxher (expdam)

FOR CLINICAL TRIALS IN ONCOLOGY




Common IRB Major Deficiencies

Participant 987654 is enrolled
to Alliance protocol A0O11106
for site US123. During the
audit, the auditors note the
participant was consented and
enrolled at sub-affiliate/
component US124.
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Major Deficionbes

Usantcipated problomn, Sernom Non
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Compizinge and or Coalimang Noo-

Comgiaance (per OHRF) probdoms st
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ln-'ntulwn <rrolls under an moomredt

CIEF sie codhe and the inmshibumae of

solaiuton CTLF st ovde o et covered
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Step I: Regulatory Pre-Review
: Informed Consent Content

INFORMED
CONSENT

; Sign here

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step I: Regulatory Pre-Review
: Informed Consent Content

e A minimum of 4 consents will be selected for review

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step I: Regulatory Pre-Review
: Informed Consent Content

o A minimum of 4 consents will be selected for review

e For each consent selected the site will forward the
following to the Chicago Office prior to the audit date
(including CIRB reviewed studies)
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Step I: Regulatory Pre-Review
: Informed Consent Content

e A minimum of 4 consents will be selected for review

e For each consent selected the site will forward the
following to the Chicago Office prior to the audit date
(including CIRB reviewed studies)

e Current approved locally utilized informed consent form
e Applicable model consent
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: Informed Consent Content

ALLIANCE Moptr Conseny Forw

wilZED PHASE I STUDY COMPARING CABOZANTINIB
(NSC 2761968 AND IND £1 16039) WiTH COMMERCIALLY SUPPLIED
SUNTTINIE IN PATIENTS WITH PREVIOUSLY UNTREATED LOCALLY
ADVANCED OR METASTATIC RENAL CELL CARCINOMA

This & & climical trial, a type of rescarch ssady. Y oar ssady docsee will explain the clinical tral 10
vou. Clascal tnals inclade caly people who choose 1o take part. Please tale your Bme to make
yourt desenion aboul kg part, You may disiuss your devisson with your friends and larsaly
You cam also descuss it with your health care team. I you have any questions, you <an ask your
Audy dactor For more oxplanation

You are being asked 10 18k pan i thas stedy hecause you kave advanoad or messstes kadnes
cancer
Why is this study being done?

The perpone of this study Is 30 find ost what efTeats, good md or bad, two stidy drugs calied
sunitinib and cabozastind have on yeu snd on advanced or metastatic kidney cancer. Sunitinib
has boen approved by the FDA and cabozamtimib & an mvestigational drug. Both medications
target apevial proteum that wre on the surface of the hadnes cascer ool and both drugs are Lhen
by mouth

How many people will take part in the study?

About 150 people will Lake part i this stady

Persson Dove 27674

AR 20 CINCa Toals « Ono2iogy (Alance)
Protoos Ne. AC1200

Upsane 85 00000

BR e Pre0ooce

Site Name/Logo Here

Consent Form

Title of Protecsd

Randomized Phase 1l Study Companng Cabozmtind (NSCATGI6E and INDV116059) with
Commonaally Sepplod Sustimb in Patnts wils Previossly Unteoated Locally Advanced o
Motstn: Renal Coll Carcmoma

Whe s comducting this study?
Priecipal Lin essigator:
Sub Insestigatons
Spoasor: Alliance for Climical Triaks in Oncology (Alhance)

This ix 2 chaical traal. a type of sesosech wudy. Your stady dactor will explain the clinscal trial
%o you  Clmical trals mclode only people who choose o talke part. Please tako your time %o
maks vour &ctieon abost Lking pant. You may discuss vour &visson with vour fnosds and
famuly. You can also discuma 3t wilh your health care team. I you have ary guesbons, you can
sk vour stsdy dector Tor mwoe ¢aplanation,

Why have | boeen asked to take part in this research stady?

You have been adiod to take past i this study because you have advisced or metastal kidney
cancer.

Wiy bs this study belmg conducted ?
The parpose of this study is to find cut what effects. good md or bad. (wo stady drugs called

b and cabozastan® have on vou aod oo advamced or metadatic kidosy canver, Sunttiniby
has boen appronved by the FDA and cabozastinib s an investigational drug  Both modications

Fage r LN

Waren § Dec 000 CO OR0)



Step I: Regulatory Pre-Review
: Informed Consent Content

What are we looking for?
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: Informed Consent Content

e Informed Consent Forms are reviewed for the 8
basic required elements of a consent (21CFR50.25)

FOR CLINICAL TRIALS IN ONCOLOGY

Study involves research

Description of foreseeable risks

Description of benefits

Disclosure of alternatives

Description describing confidentiality maintenance
Compensation / treatment in the case of injury

Contact information for questions regarding research/rights
Participation is voluntary



: Informed Consent Content

e Informed Consent Forms are reviewed for
elements (21CFR50.25)
e Treatment may involve risks

e Anticipated circumstances in which subject’s participation
may be terminated

e Additional costs to the subject

e Consequences for subject’s decision to withdraw

e Subject will be informed of significant new findings

e Approximate number of subjects

e A copy of this form will be given to the subject

e http://www.ClinicalTrials.gov website listed per U.S. law
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: Informed Consent Content

CIRB Trials

Yes the informed consent form is reviewed!

Because CIRB is the IRB of record your locally
utilized consent must be a word for word match with
the model consent with the exception of what is
approved by the CIRB on the study specific worksheet

with local context

OOOOOOOOOOOOOOOOOOOOOOOOOO



Informed Consent Content
Common Major Deficiencies
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Informed Consent Content
Common Major Deficiencies

e |ICF missing any of the 8 required elements
e Study involves research
e Description of foreseeable risks
e Description of benefits
e Disclosure of alternatives
e Description describing confidentiality maintenance
e Compensation / treatment in the case of injury
e Contact information for questions regarding research/rights
e Participation is voluntary
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Informed Consent Content
Common Major Deficiencies

e |ICF missing language from the elements
e Treatment may involve risks

e Anticipated circumstances in which subject’s participation
may be terminated

e Additional costs to the subject

e Consequences for subject’s decision to withdraw

e Subject will be informed of significant new findings

e Approximate number of subjects

e A copy of this form will be given to the subject

e http://www.ClinicalTrials.gov website listed per U.S. law
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Informed Consent Content
Common Major Deficiencies

When reviewing a site’s ICF
for an Alliance trial studying
the effects of Cabozantinib in
patients with Renal Cell
Carcinoma, the auditor noted
the addition of the risks
Abdominal, oral, extremity,
muscle and chest pain which
were not listed in the model
consent.
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Deficiencies

Involves research, purpose,
duration of participation

Description of foreseeable /
unforeseeable risks

Description of any benefits

Disclosure of alternative
procedures/treatments

Description of the extent of
confidentiality of records

Explanation of
compensation/ treatments
available if injured



Informed Consent Content
Common Major Deficiencies

When reviewing a site’s ICF
for an Alliance trial studying
the effects of Cabozantinib in
patients with Renal Cell
Carcinoma, the auditor noted
the addition of the risks
Abdominal, oral, extremity,
muscle and chest pain which
were not listed in the model
consent.
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Deficiencies

Involves research, purpose,
duration of participation

Description of foreseeable /
unforeseeable risks

Description of any benefits

Disclosure of alternative
procedures/treatments

Description of the extent of
confidentiality of records

Explanation of
compensation/ treatments
available if injured



Informed Consent Content
Common Major Deficiencies

When reviewing the site’s ICF o
for a trial studying

Lenalidomide in Multiple

Myeloma, receiving CIRB o
Oversight, the auditor noted
additional language throughout
the consent form not found in
the model or approved Boiler
Plate Language.

FOR CLINICAL TRIALS IN ONCOLOGY

Deficiencies

Failure to revise the ICF in
response to an NCI Action
Letter regarding risks

Significant or substantial
changes to the consent
form document deviating
from the CIRB-approved
Boiler

ICF contains changes not
approved by the IRB,
iIncluding changes to
guestions.



Informed Consent Content
Common Major Deficiencies

When reviewing the site’s ICF o
for a trial studying

Lenalidomide in Multiple

Myeloma, receiving CIRB o
Oversight, the auditor noted
additional language throughout
the consent form not found in
the model or approved Boiler
Plate Language.

FOR CLINICAL TRIALS IN ONCOLOGY

Deficiencies

Failure to revise the ICF in
response to an NCI Action
Letter regaraing risks
Significant or substantial
changes to the consent
form document deviating
from the CIRB-approved
Boiler Plate language

ICF contaiins ciianges not
approved by the IRB,
iIncluding changes to
guestions.



Informed Consent Content
Common Major Deficiencies

e Omission of one or more risks

e Omission of one or more of the required informed
consent elements

o to the following without Alliance approval
e Additions to the risks
e Additions / Omissions to the list of alternative options

e Changes to the translational research section (including
the questions)

o to the ICF without the IRB of record approval

FOR CLINICAL TRIALS IN ONCOLOGY
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Regulatory Rev
at Time of Audi

Step li
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Step ll: Regulatory Review
at Time of Audit

e Review of regulatory approval documents for any
unannounced protocols

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Review of regulatory approval documents for any
unannounced protocols

e Review submission of unanticipated / IND reports
per your IRB policy

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e CIRB reviewed trials

e Ensure amendments that included ICF changes are
implemented at your site within 30 days of CTSU posting

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step II: Regulatory Review
at Time of Audit




: Delegation Task Log

e Review Delegation of Task Log (for applicable
registration trials)

OOOOOOOOOOOOOOOOOOOOOOOOOO



: Delegation Task Log

e Review Delegation of Task Log (for applicable
registration trials)

e To evaluate the roles and responsibilities of the individuals
contributing efforts to a clinical trial a DTL must be
maintained

FOR CLINICAL TRIALS IN ONCOLOGY



~art lll: Delegation Task Log

What are Auditors looking for?




: Delegation Task Log

What are Auditors looking for?

e Ensure all research staff and roles are identified
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: Delegation Task Log

What are Auditors looking for?

e Ensure all research staff and roles are identified

e Utilize the DTL during the patient case review to ensure
tasks performed during the clinical trial correlate with the
DTL

P ,.ﬂ-x
- -
r(\f :)

U7
\
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Delegation Task Log
Major Deficiencies

ALLIANCE
FOR CLINICAL TRIALS IN ONCOLOGY




Delegation Task Log
Major Deficiencies

Major Deflchenches

PFerfommumng Basds not ssigoad 1o
sndivedual

Vadlues 1o hsop DL cwnromt

Indrvedaal nodt histed om DTLL

ALLIANCE (U
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Delegation Task Log
Major Deficiencies

While reviewing a patient case
for Alliance registration trial
A031203 the auditor noted
documentation that the Data
Coordinator conducted the
consenting process with the
participant. The consenting
process is not a task listed for
this staff member on the DTL.
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Va jor Deflckencies

onh \'-htu'
p -

Perfommmpe Basds nod o 1o

Vadlues 1o hsop DL swnromt

Indrvedaal oot histed o DT

+

.




Delegation Task Log
Major Deficiencies

While reviewing a patient case
for Alliance registration trial
A031203 the auditor noted
documentation that the Data
Coordinator conducted the
consenting process with the
participant. The consenting
process is not a task listed for
this staff member on the DTL.
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Step ll: Regulatory Review
at Time of Audit

e Resolve any regulatory and consent discrepancies
found during the pre-review / time of audit

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Resolve any regulatory and consent discrepancies
found during the pre-review / time of audit

e Assess any regulatory findings

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings
e Critical Deficiency

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings
e Critical Deficiency
e Major Deficiency

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings
e Critical Deficiency
e Major Deficiency
e Lesser Deficiency

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings

e Critical Deficiency: Any finding identified before or during
an audit that is suspected to be fraudulent activity (CTMB
guidelines 5.1)
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Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings

e Critical Deficiency: Any finding identified before or during
an audit that is suspected to be fraudulent activity (CTMB
guidelines 5.1)

e Major Deficiency: A variance from the protocol-specified
procedures or practices that makes the resulting data
guestionable
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Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings

FOR CLINICAL TRIALS IN ONCOLOGY

Critical Deficiency: Any finding identified before or during
an audit that is suspected to be fraudulent activity (CTMB
guidelines 5.1)

Major Deficiency: A variance from the protocol-specified
procedures or practices that makes the resulting data
guestionable

Lesser Deficiency: Findings do not have a significant
impact on the outcome or interpretation of the study



Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings
e Acceptable

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings
e Acceptable
e Acceptable, Needs Follow-up

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings
e Acceptable

e Acceptable, Needs Follow-up
e Unacceptable

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings

e Acceptable
No deficiencies identified
Few Lesser deficiencies identified

OOOOOOOOOOOOOOOOOOOOOOOOOO



Step ll: Regulatory Review
at Time of Audit

e Assess any regulatory findings

e Acceptable

No deficiencies identified

Few Lesser deficiencies identified
e Acceptable, Needs Follow-up

Any Major deficiencies identified
Multiple Lesser deficiencies identified
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Step ll: Regulatory Review
at Time of Audit

e Resolve any regulatory and consent discrepancies
found during the pre-review / time of audit

e Assess any regulatory findings

e Acceptable
No deficiencies identified
Few Lesser deficiencies identified

e Acceptable, Needs Follow-up

Any Major deficiencies identified
Multiple Lesser deficiencies identified

e Unacceptable
A single Critical deficiency
Multiple Major deficiencies identified
aacmsnocor o Multiple Lesser deficiencies of a recurring nature



How to Avoid
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How to Avoid IRB Deficiencies

Get Organized!




How to Avoid IRB Deficiencies

Get Organized!

e Create a separate chronological regulatory file for
each protocol and each document type

e Initial Final Approval
e Continuing Reviews
e Required Amendments
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How to Avoid IRB Deficiencies

Get Organized!

e Create a separate chronological regulatory file for
each protocol and each document type
e Initial Final Approval
e Continuing Reviews
e Required Amendments

e Print, Flag and File approval documents ASAP!
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How to Avoid IRB Deficiencies

Get Organized!
e Create a separate chronological regulatory file for
each protocol and each document type
e Initial Final Approval

e Continuing Reviews
e Required Amendments

e Print, Flag and File approval documents ASAP!

e Create a calendar for tracking regulatory deadlines
e Deadlines for protocol submissions to IRB

e Reminders to check email/sponsor website on broadcast
dates

FOR CLINICAL TRIALS IN ONCOLOGY



How to Avoid ICC Deficiencies

e Utilize the model consent as your local informed
consent form!
e Copy the model word for word
e Insert local language where appropriate
e Have a double check system of review
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How to Avoid ICC Deficiencies

e Utilize the model consent as your local informed
consent form!
e Copy the model word for word
e Insert local language where appropriate
e Have a double check system of review

e The content of certain ICC sections should NEVER
change
e Risk List
e Alternative procedures / treatment

e Translational research section (wording/order of the
questions)
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How to Avoid ICC Deficiencies

e Contact the Alliance for approval for ICC changes
e Risk List
e Alternative procedures / treatment
e Translational research section

e Changes that may alter the intent/methodology of the
study

e See Alliance Policy & Procedure section 2.8.7.2.2
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How to Avoid DTL Deficiencies

e Create a study specific DTL at the time of study
activation



How to Avoid DTL Deficiencies

e Create a study specific DTL at the time of study
activation

e List all pertinent research staff and assigned
roles

e Ensure Pl signs and dates
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How to Avoid DTL Deficiencies

e Create a study specific DTL at the time of study
activation

e List all pertinent research staff and assigned
roles
e Ensure Pl signs and dates

e Ensure the research staff is aware of their study
specific tasks

e Keep the DTL up-to-date with research staff/role
changes
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Conclusion:
ulatory Review

- -~ I
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Conclusion:
Regulatory Review

e Regulatory review is a two step process
e Pre-review (prior to the audit date)
e |tems reviewed at the time of the audit
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Conclusion:
Regulatory Review

e Regulatory review is a two step process
e Pre-review (prior to the audit date)
e Items reviewed at the time of the audit

e Regulatory review occurs in three parts

e IRB review
e Informed Consent Content review
e DTL review (for applicable registration trials)
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Conclusion:
Regulatory Review

e Regulatory review is a two step process
e Pre-review (prior to the audit date)
e |tems reviewed at the time of the audit

e Regulatory review occurs in three parts
e IRB review
e Informed Consent Content review
e DTL review (for applicable registration trials)

e Common Major Deficiencies

e |IRB review

e Informed Consent Content review
o Delegation Task Log review
Semesmes How to Avoid Deficiencies




Website Resources

The Alliance for Clinical Trials in Oncology
www.allianceforclinicaltrialsinoncology.orqg

FDA Code of Federal Regulations

https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm

Cancer Therapy Evaluation Program (CTEP)

http://ctep.cancer.gov/branches/ctmb/clinicalTrials/docs/ctmb audit gqui

delines.pdf
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