TDN Protocol

TDNCC
Notification

Toinitiate the review
process, the sponsor
should contact the
PRC/CREC Project
Manager (PM) at the
TDNCC at least six
weeks prior to planned
protocol submission.

Variable; allow 6 weeks minimum

eview Process

PRC Group
Selection
P APRC review groupiis
assigned to the protocol
PRC/CREC PM verifies
reviewer availability.

Sponsor-

(optional)
Sponsor obtains

PRC and CREC

Specific NDAs

additional NDAs from

reviewers, if required.

Financial
Disclosure

financial disclosure
forms from PRC
and CREC reviewers.

v

Contract
Initiation
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TDNCC initiates
establishment of a
contract for PRC and
CREC protocol review.

Submission

Sponsor submits PRC
application, completed

protocol, and investigator’s
brochure to PRC / CREC PM.

Protocol

PRC/CREC PM obtains

within 30 days

|
18-20 d —|— 6-8d —|—
| s s (sponsor-dependent)

—

_within 6 months

(sponsor-dependent)

Re-
Ratings | Submission
Non- (optional)
Acceptance
Sponsor sends
- — — = >

PRC Review
The PRC conducts
a thorough review
of the protocol and
> generates a

DSMB Review

Contract
Execution
Contract for protocol
review executed between

sponsor and CFFT
(facilitated by TDNCC).

DSMB
Notification

The sponsor should
contact the DSMB at
the same time as the
TDNCC: six weeks

prior to planned
submission of
protocol to the PRC.

3/14/2013

Draft
Protocol
Submission
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DMC Selection
DMC members are selected
by the DSMB Chair or
Associate Chair. DSMB PC
verifies availability and
obtains financial disclosures.

Development

Sponsor sends
draft protocol to
DSMB Program

Coordinator (PC).
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Charter

Sponsor initiates
development of
DMC Charter.

NDA:s (optional)
If required, the DSMB PC
facilitates the process of
obtaining additional
NDAs from the selected
DMC members.

Protocol
Submission
Sponsor submits draft
Charter, completed

protocol and investigator's
brochure to DSMB PC.

detailed critique
and ratings for
Scientific Merit,
Feasibility and

Study Design.

Process

PRC-DSMB
Info Transfer

The PRC critique and
ratings are provided to
the DSMB and used as

background for DMC
review, if feasible.

CREC Sponsor Sponsor
Review Receipt of Response
The CREC Feedback to Ratings
reviews the The compiled Within 15 days,

protocol and PRC critiques sponsor tells PRC/
PRC feedback, and PRC / CREC CREC PM whether
then assigns a ratings are they intend to
rating for sent to the accept ratings or
Strategic Fit. sponsor. re-submit protocol.

PRC PM arevised,
track-edited
protocol and

responses to key

issues from PRC.

Ratings
Acceptance

Response
to Critique
Within 30 days of
receipt, sponsor sends

response to key issues
identified by PRC.

PRC
Re-Review
PRC

representatives
p! eP

review the
updated protocol
and modify
ratings, if
appropriate.

—-}—— 7-10 days ———l-

DMC Review

Once all additional
NDAs and financial
disclosures are
N obtained, the DSMB
PC provides DMC
members with
protocol materials &
charter for individual
review.

Budget Estimate

A budget for the study DMC
and an estimate for the overall
cost of DSMB services is drafted

by the DSMB PC and sent
to the sponsor for approval.

Budget
Approval
Sponsor faxes

approval of

budget estimate
to CFFT.

Contract
Initiation
CFFT initiates a

DMC Call

call to discuss reviewer
findings. The sponsor is
invited to an open session at
the beginning of the call,
then the DMC forms its final

subsequent closed session.

The DMC holds a conference

recommendations during the

DMC Response

Formal written
recommendations from the
DMC are submitted to the
sponsor, usually within 24
hours of the DMC call. A
follow up call between the
DSMB Chair and sponsor
may be scheduled to discuss
concerns if needed.

Final DMC
Charter

The DMC charter
is updated by the
DSMB PC (if
necessary), then
signed by DMC
Chair & sponsor.

—>

Distribution

Protocol ratings

summary are
provided to TDN
investigators via a

secure website.

contract with
sponsor for DSMB
services.

Ratings

and study

Contract
Execution

Final contract for
DSMB services is
executed
between sponsor
and CFFT.

Key to Acronyms

CFFT
CREC
DMC

DSMB
NDA

Cystic Fibrosis Foundation Therapeutics
Clinical Research Executive Committee
Data Monitoring Committee

Data Safety Monitoring Board
Non-Disclosure Agreement

PC Program Coordinator (DSMB)

PM

Project Manager (PRC/CREC)

TDN Protocol Review Committee

Final PRC
Protocol
Submission
Sponsor sends
updated, final

protocol to PRC /
CREC PM.

Amendment

Submission
(as applicable)

Sponsor submits
protocol
amendment to
PRC/CREC PM.

Protocol
Updates

(optional)

|-
> Sponsor

incorporates PRC

& DMC feedback
into revised

protocol.

Start Up &
Enrollment

Study start-up
activities are

Protocol
Amendment

completed and
enrollment begins
(after all regulatory
requirements
are met).

.| (as applicable)
>

Sponsor drafts
protocol
amendment.

Final DSMB
Protocol
Submission

Sponsor sends
updated, final
protocol to
DSMB PC.

Interim
DMC
Reviews

DMC conducts
additional reviews
in accordance
with DMC
Charter.

Amendment

Submission
(as applicable)

Sponsor submits
protocol
amendment to
DSMB PC for DMC
review prior to
implementation.
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