FAQs for the CITN UO1 RFA*

1. The RFA was scheduled to be released in early July and it hasn’t appeared. What is happening
with this RFA? We received considerable feedback from the extramural community after the
concept was publicized in the April Cancer Letter indicating that the structure of the network
as planned (ie., a pre-organized consortia of investigators submitting applications) would not
be optimal and likely fragment the immunotherapy community. To accommodate this
feedback, it was felt important to delay the RFA in order to modify the organization of the
network and various specific aspects of the RFA. Consequently, the release of the RFA is not
likely to happen before early Fall of 2009.

2. What is that planned new structure for the CITN? Specific details are still subject to appropriate
clearances in the process of RFA development. Nonetheless, in the currently planned
structure, the RFA will solicit applications for a Central Operations and Biostatistical Office
(COBO) only. This Office will be the site of the Principal Investigator of the U01 and applicants
for COBO award will not have to be pre-affiliated with any specific clinical trial site. Selection
of appropriate Member Clinical Sites will take place post-award. Specific details will be
announced later, but this selection process will be competitive and open to all qualified
candidates. Up to 25 member sites are expected to be selected in this manner. Sites will not
receive separate awards but will participate in the U01 under subcontractural arrangements
and will be compensated based on patient accrual (at a fixed per capita rate).

3. How will the specific CITN clinical trials be selected? Concepts for potential clinical trials will be
selected by a Steering Committee composed of site leaders from each selected Member site.
The selected study concepts will then need to be approved by an independent CTEP-organized
review before moving to a protocol writing team.

4. Won't the trials that are selected be limited to those proposed by the CITN network site leaders
primarily? No, this will be an open system in that any investigator can propose a trial to the
Network Steering Committee. Also, any working groups that are formed within the CITN to
formulate “best” trials may be composed not only of Steering Committee members but can
also include appropriate investigators outside the CITN.

5. Why is it necessary to have a new Central Operations Office with a Pl —isn’t there an
infrastructure in place that could handle this administrative function? Since this is an



investigator-initiated network functioning under a cooperative agreement, the organization
requires leadership, coordination, and the ability to negotiate with industry and the FDA. This
requires an academic-based leader working in a supportive institution. However, NCI will
make use of the Cancer Trials Support Unit (CTSU) to help this new network manage clinical
trials to avoid re-creating an entire clinical trials management structure. How can the Pl be
rotated? Since the UO1 will be recompeted after 5 years, there is an opportunity for a new Pl
to be installed at that time. This is particularly feasible as the PI’s office will not consist of a
large number of support staff since the CTSU will manage all aspects of clinical trials
administration. Is there a possibility for a co-Pl at a separate institute? Yes, this option is
open (a single co-Pl under the NIH multiple Pl option to serve as vice-Pl in the PI’s absence).

6. Will the Lead Biostatistician to head the CITN Statistics Office in the COBO necessarily come
from the CITN Operations Office headquarters? The Lead Biostatistician isn’t required to
reside at the same institution as the PI, although he/she will be required to work closely with
the CITN Operations Center and the CTSU. Also, COBO applications could come from more
than one institution.

7. Why is the CTSU being used as the data management center for the CITN? Are there not more
efficient mechanisms for this infrastructure within academic centers? The CTSU has been used
successfully for efficiently managing Phase 3 and more recently Phase 2 trials run by the NCI
cooperative group and by other Phase 2 networks. Based on these earlier efforts, the CTSU
has developed efficient systems for managing patient registration, data submission and per
patient capitation and specimen collection. Trials and all associated documents will be
posted on the CTSU website for easy access to both Member center and ancillary sites.
Utilization of the CTSU will avoid the necessity to develop an entirely new infrastructure to
support the CITN. NCI has committed funds to the CTSU for management of the initial series
of CITN trials.

8. How many trials are expected to be run by the CITN? We expect 15-20 Phase | or smaller Phase

Il trials to be initiated by the Network in the 5 year funding period. Can randomized Phase |
trials be proposed? Yes

9. There really aren’t sufficient funds allocated in the CITN to do everything that appears to be
requested, given the complexity of running optimized immunotherapy clinical trials. The RFA
will state that significant infrastructure to run trials will be managed by the CTSU, including all
data management, site activation, regulatory document collection and patient enroliment.



10.

11.

12.

Site costs to run the trials as well as specimen collection costs will not be a burden on Member
site budgets as these costs will be paid out of CTSU funds and reimbursed on a per capita
basis. Regarding laboratory costs for immunomonitoring and biomarker studies that will be
charged to the U01, some assays may be more efficiently run by subcontracting to
government laboratories, which will reduce U01 expenses. We also expect that the costs of
trials will be shared by successful contracting with commercial vendors. Finally, although
there are clearly many potential avenues of growth of the field, as a new network, all

potential immunotherapy tracks cannot be initiated simultaneously; given the length of time it
takes to ramp up the first series of trials and the limitations in obtaining GMP-ready agents for
trials. The funding committed in the initial years should be sufficient to determine if this
network will be successful in carrying out early phase immunotherapy trials.

Will radioimmunotherapy be an acceptable type of immunotherapy for the CITN, or is this
excluded? Yes, radioimmunotherapy can be included as a systemic therapy.

Are foreign institutions OK? Canadian but not European institutions would be acceptable as
Member Sites, but the Pl/Central Operations and Biostatistical Office award will be limited to
U.S. institutions.

What about Pediatrics? Pediatric institutions will be eligible to seek Member Site status, and
pediatric clinical trials should not be excluded from consideration.

NEW FAQs as of 9/11/2009:

13.

14.

15.

Will any agents identified as high priority be available from NCI for pre-clinical testing and how
do we obtain them? Yes, we currently have a small stock of IL-15 and IL-12, as well as Ad-
CCL21, available for use in pre-clinical studies. You may contact Dr. Steve Creekmore at
creekmor@mail.ncifcrf.gov for further information to obtain IL-15 and Ad-CCL21 and Dr.
Howard Streicher at CTEP/DCTD ( streicherh@mail.nih.gov ) to obtain IL-12.

Will there be an opportunity for a multiple Pl award? Yes, a second Pl can be named (outside
the PI’s institution) who would function as a vice-PI, with the Pl named as the corresponding
PI.

What resources will the Pl site need, specifically will it need statisticians, protocol
management personnel, database management? The CTSU will be used for data capture, but
data analysis and protocol management will be the responsibility of the Operations Center.
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16.

17.

How will reimbursement for correlative studies be handled? Similar to reimbursement for
patient studies, these costs will be reimbursed on a per protocol basis, and a central
laboratory will be identified for sample collection and storage; patient specimen collection
costs will be included in the capitation reimbursement.

What is the timing of application receipt now that the RFA won’t be released until the Fall?
The application receipt date has been planned for the first quarter of 2010; funding is still
expected in FY10.

New FAQs as of 2/1/2010:

18.

19.

20.

Is there any flexibility in the amount of money that can be allocated to the COSC in a proposed
budget by a COSC applicant, or in the number of clinical trials that can be proposed to be
accomplished in the 5 year time frame?. The amount of money budgeted for the CITN is fixed
at 1.6 million dollars per year, independent of the CTSU costs, as specified in the RFA.
However, although the total number of trials expected to be accomplished is stated in the RFA
at between 15-20, applicants may propose in their COSC application a lower number of trials
to be accomplished in the 5 year time frame, with appropriate justification.

We haven’t submitted an LO1 by the January 19" deadline; are applications accepted without
this LOI? The LOIl is non-binding and applications may be accepted without the LOI.

Will there be an opportunity to ask CTEP staff questions in a general format regarding this
RFA? Yes, a Q and A teleconference session will take place on Friday, February 5 from 2:30 to
approximately 4 PM Eastern Time, to answer questions from all interested parties. Please
contact Dr. Merritt immediately with your intentions if you expect to be submitting an
application by the February 19" deadline. He will advise you of the call in information for this
conference call. If you miss this call, you may check this website for any updates that we will
post based on information transmitted during this call.

New FAQs as of 2/7/2010

21.

22.

If fewer trials are to be proposed, will there still be a set payment per trial, or could this vary
based on trial complexity? In the RFA a capitation rate of $6,000/patient and between $500-
2,000 per patient for specimen collection is provided; but, some vaccine trials more be very
expensive, perhaps $12,000 per patient, while some trials could be quite inexpensive. If fewer
trials are proposed this could logically free up monies to provide some flexibility in the
capitation provided from the CTSU. Ans: $6,000 PER TRIAL SHOULD BE CONSIDERED AS A
MAXIMUM. THIS IS MORE THAN WE GIVE THE GROUPS AND IS IN THE BALL PARK OF THE
PHASE 1-2 PROGRAM. IT IS POSSIBLE TO PROVIDE LESS FOR LESS COMPLEX TRIALS.

Will CTEP include in their audits studies using non-CTEP- held INDs? Ans: YES, CTEP WILL
PERFORM ALL CITN AUDITS AT THE CANCER CENTERS USING CTMB GUIDELINES
IRREGARDLESS OF WHO HOLDS THE IND.



23. If applicants are successful in negotiations with a company, and are able to procure agents,
will they be ALSO able to negotiate monetary support for the trials? Assuming that
negotiations from industry would be able to garner funds for ancillary studies for instance,
could some of the funds designated now for immunomonitoring, biomarker and correlative
studies be rebudgeted to the COSC Office line in the budget? Ans: THE CITN CAN ACCESS
OUTSIDE FUNDS FOR ANYTHING THAT IS NOT FULLY COVERED BY THE GOVERNMENT. SO IF A
CASE CAN BE MADE THAT EITHER THE PER PATIENT COSTS OR ANCILLARY STUDY COSTS ON A
GIVEN STUDY ARE NOT FULLY COVERED BY THE GOV'T FUNDS, THEN FUNDS FROM INDUSTRY
CAN BE TAKEN IN TO THE NETWORK. HOWEVER, SINCE THESE NEGOTIATIONS HAVE YET NOT
TAKEN PLACE, APPLICANTS SHOULD NOT REBUDGET THE CORRELATIVE
STUDIES/IMMUNOMONITORING COMPONENT IN THEIR APPLICATION.

24. What are the legal implications of the COSC being liable for problems at subcontract member
sites and could the government take on that responsibility? For instance, if a cell repository
for CITN studies remain at the COSC is the COSC liable any potential problems that could take
place at member sites. To negate this legal issue could CTEP hold and distribute cellular
products and thus take over the liability associated with these products? Ans: A CELL
REPOSITORY WOULD LIKELY REMAIN AT THE INSTITUTE THAT DEVELOPED THE PRODUCT, AS
CTEP/DCTD DOES NOT HAVE THE ABILITY TO STORE AND DISTRIBUTE CELLULAR PRODUCTS AT
THIS TIME. HOWEVER, THIS CAPACTIY COULD BE POTENTIALLY DEVELOPED WITHIN THE
LARGER NCI VIA COLLABORATIVE MECHANISMS AND WILL BE EXPLORED.

25. Will there be significant regulatory support personnel required for the COSC for IND support?
Ans: AGENTS FOR CITN TRIALS COULD BE EITHER SPONSORED BY CTEP OR BY THE COSC, SINCE
THE COSC IS FREE TO NEGOTIATE PROCURING AGENTS FOR THEIR TRIALS WITH INDUSTRY
SPONSORS. INDEED, WE EXPECT THAT COMPANIES WILL MORE LIKELY WISH TO COOPERATE
WITH A NETWORK TO ACCOMPLISH TRIALS THAN INDIVIDUAL INVESTIGATORS, TO HELP
OVERCOME WHAT HAS BEEN A MAJOR ROADBLOCK TO ACCOMPLISHING TRIALS WITH
COMPANY-HELD BIOLOGICS TO DATE. WE EXPECT THAT 50% OF INDS WILL BE HELD BY CTEP
AND 50% WILL BE INVESTIGATOR-SPONSORED. ALSO, NCI-FREDERICK IS EXPECTED TO
PRODUCE KEY BIOLOGICS; FOR EXAMPLE, IL-15 HAS BEEN RECENTLY PRODUCED AND WILL BE
A HIGH PRIORITY AGENT FOR USE IN THE CITN-LED TRIALS. IN THE FIRST YEAR OF THE CITN
WE EXPECT A SMALL WORKLOAD FOR A REGULATORY EXPERT (EG. ONE-QUARTER TIME) BUT
THIS COULD TO BE EXPECTED TO INCREASE OVER THE TIME COURSE OF 5-YEAR TIME FRAME
AS AGENTS ARE BROUGHT INTO THE CITN THAT ARE SPONSORED BY THE COSC. ALSO NOTE
THAT THE CTEP REGULATORY AFFAIRS BRANCH IS AVAILABLE TO AID THE COSC IN ANY FDA
DEALINGS. IT IS POSSIBLE TO PROVIDE LESS FOR LESS COMPLEX TRIALS.

26. Could you clarify how indirects associated with the CTSU subcontract,
immunomonitoring/ancillary study costs to member sites and travel should be handled in the
budget ? RELATED TO THE CTSU, THE $2 MILLION TO BE INCLUDED IN THE CONSORTIUM
COSTS LINE IN THE BUDGET INCLUDES F&A COSTS; THESE F&A COSTS SHOULD NOT COME
OUT OF THE COSC BUDGET. THE $500,000 ($700,000 TOTAL COSTS) IN



IMMUNOMONITORING PROVIDED TO SUBCONTRACT SITES IS ON THE OTHER HAND SUBJECT
TO F&A PAYMENTS TO SUBCONTRACT SITES AND THE BUDGET SHOULD REFLECT THIS. THE
OVERALL BUDGET (THE TOTAL DIRECT COSTS) SHOULD INCLUDE THE
IMMUNOMONITORING, COSC AND TRAVEL COSTS AND THEREFORE IS SUBJECT TO THE
INDIRECT COSTS RATE OF THE COSC INSTITUTION.

* Note that all of the terms and conditions described in the FAQs are tentative and could be modified in
the final RFA



