TAG

GLOBAL TB COMMUNITY ADVISORY BOARD -
Treatment Action Group

4 February 2014

Division of Drug Information

Center for Drug Evaluation and Research

Food and Drug Administration

10903 New Hampshire Ave., Bldg. 51, Rm. 2201
Silver Spring, MD 20993-0002

Re: Comment on Guidance for Industry on Pulmonary Tuberculosis: Developing
Drugs for Treatment (docket No FDA-2013-D-1319-0001)

The U.S. has been a leader in the fight for tuberculosis (TB) elimination, both in terms of its
programmatic achievements in reducing TB domestically and internationally, and its
efforts to facilitate the development of new tools to fight TB via research funding and
regulatory pathways. We commend the U.S. Food and Drug Administration (FDA) for its
initiative in drafting this guidance for industry, as new drugs for treatment of pulmonary
tuberculosis are urgently needed. Overall, the guidance is extremely well-thought and
informative, and will be a useful tool for both drug developers, researchers and those
advocating for new treatment options.

We welcome this opportunity for comment and commend the FDA for its transparency and
solicitation of feedback from the public. In an effort to facilitate the revision process, we
will give as specific comments as possible where we see opportunities for adding
clarification or comprehensiveness to the document. We strongly recommend that future
guidance be developed to inform drug development for latent TB infection and
extrapulmonary TB, as addressing both are critically important for the reduction of TB
incidence, prevalence and mortality. We also recommend the explicit encouragement for
industry to engage with TB-affected communities and other important stakeholders, per
the Good Participatory Practice Guidelines for Tuberculosis Drug Trials. Additionally, we
urge the FDA to take the opportunity this guidance presents to be more stringent in
enforcing the post-marketing requirements that accompany accelerated approval. In
particular, we respectfully request your consideration of the following specific changes or
additions:

Line 24: Add, “Given the different considerations involved—such as clinical trial design, or
risks and benefits, this guidance does not address the development of drugs for latent TB
infection or for extrapulmonary TB. However, the FDA recognizes the importance of
addressing these conditions, and will issue separate guidance to assist sponsors in
developing treatment options for latent TB infection and extrapulmonary TB within two
years [or please specify other reasonable timeframe].”

Line 31: Add, “This guidance does not address in detail the development of treatment
options for certain important populations, such as children or pregnant/lactating women.
The development of drugs for these populations are addressed in [reference relevant
existing FDA guidance]”



Line 36: Add, “Sponsors are encouraged to engage TB-affected communities and their
representatives in decision-making processes throughout the research and product
development cycle, from trial designs through implementation to post-trial access,
registration and policy decisions. For specific guidance on how this can be achieved,
industry may refer to the Good Participatory Practice Guidelines for Tuberculosis Drug
Trials.”

Line 74: Add, “The FDA recognizes that not all drugs with activity against TB demonstrate
early bactericidal activity. Sponsors of drugs without or not expected to have early
bactericidal activity, but with robust other indications of activity against TB in humans,
should discuss with the FDA alternative development plans.”

Line 88: Change to read, “The trial populations should include adults (adult studies in
phase 2b and later should be designed to enroll adolescents and children aged > 10 years)
with pulmonary tuberculosis”

107: Add, “In this case, the FDA will require post-marketing commitments such as patient
registries to validate effectiveness in other settings and with more patients.”

119: Add, “However, this may not be appropriate in all cases, particularly if an adverse
effect is known to be associated with one particular drug, or if development of resistance is
of concern. Developers should be attentive to the possibility of the continued effects of
drugs with long-half lives, even if they are discontinued.”

132: Add, “As QT prolongation is a concern for several novel and existing TB drug classes,
sponsors should specially consult with the FDA and cardiologists when EKG changes are
seen or anticipated with experimental drugs or regimens.”

136: Add, “In these cases of small preapproval safety databases, post-marketing
surveillance and patient registries will be essential to validate the effectiveness of the drug
in larger populations.”

145: Add, “The FDA also recognizes that new drugs may be developed independently in
parallel by different sponsors, and may be approved individually (to be administered with
a background regimen of already approved drugs). These new treatment options are likely
to be used concurrently in clinical practice, and require an evidence base to determine the
safety (as well as potential drug-drug interactions, see section 3b) before doing so. As such,
drug developers should collaborate (potentially via a third party) whenever possible to
establish the safety of co-administration of novel candidates, even when they are not
planning to develop the two products in conjunction.”

150: Add, “Optimized background and standard regimens for comparator arms must be
clinically validated and/or adhere to local and global guidelines for regimen construction.”



190: Change to, “Although a specific trial may target patients more likely to have either
drug-susceptible or drug-resistant pulmonary tuberculosis (and some trials may enroll
patients with both, stratifying them or assigning them to different treatment arms)”

240: Add, “Sponsors should ensure that trial populations are geographically and racially
diverse, mirroring the epidemiology of TB.”

203: As young children, who are not included in the scope of this guidance, often have
manifest TB differently, change to, “Recommended inclusion criteria for patients over age
10 with pulmonary tuberculosis are as follows:”

248: Add, “However, given the high rates of HIV, hepatitis C and diabetes in TB patients, it
is important to include participants with these conditions in clinical trials of new TB drugs,
as noted in section 5C of this document (current line 334).

256: Change to, “adequate explanation why blinding cannot be accomplished, for example if
blinding creates an undue pill or other burden for patients, or would obscure benefits of a
treatment other than efficacy (e.g. lower pill burden, shorter treatment duration,
elimination of injections).”

275: Given the urgency of improving TB treatment for children, industry should be
encouraged to initiate their pediatric plans much earlier. Change to, “Sponsors should
discuss drug development in the pediatric population as soon as possible, and have
initiated work to (e.g. have finalized safety information, have initiated PK work in children
to determine dosing and development of pediatric formulations if appropriate) by the end-
of-phase 2 meeting.”

332-3: Change to, “Geriatric patients, patients with renal insufficiency, patients on opioid
substitution therapy or using drugs, and patients with hepatic impairment (including from
hepatitis and/or alcohol use) should be included in trials during drug development.”

345: Add, “Sponsors should also consider the of implications of dosing schedules in terms
of cost, tolerability, adherence and convenience for patients and providers (e.g. preferring
once-daily dosing over twice-daily when possible).”

526-7: Change to, “An endpoint based on conversion of sequential sputum cultures to no
growth of M. tuberculosis, or other surrogates to be validated in the future, can be used as a
surrogate endpoint.”

531: We are very concerned that post-marketing commitments are not met for 1 in 4 drugs
receiving accelerated approval; as such, please add, “Sponsors should ideally have initiated
a phase IIl trial, and at a minimum have submitted phase IlI trial protocols, at the time of
filing for accelerated approval. The FDA will strictly enforce that post-marketing
requirements are met in a timely fashion.”



540: Add, “Consultations with groups representing TB-affected communities and patients
are highly recommended when considering risks and benefits.”

549-550: Change to, “In vitro studies can also provide information to inform selection of
regimen of antimycobacterial drugs to be used in the investigational drug(s) clinical trials.”
710: Change to, “(e.g., antiretroviral therapy for treatment of HIV; antiviral therapy for
treatment of hepatitis C and B; opiates and opioid substitution therapy; antacid therapy
that can affect the gastrointestinal acid environment)”

715: Add, “Recognizing that investigational drugs once approved are likely to be used in
conjunction in the field even when co-development is not planned, sponsors of new drugs
are also encouraged to collaborate (potentially via a third party) to determine drug-drug
interactions between investigational new drugs early in the development pathway.”

We thank you for your consideration of our comments. If you have any questions, or would
like to discuss anything further, please contact Erica Lessem at (212) 253-7922 or at
Erica.Lessem@treatmentactiongroup.org.

Sincerely,

Treatment Action Group

Global TB Community Advisory Board (TB CAB)

Dr. Barbara Seaworth, Community Research Advisors Group and University of Texas Health
Northeast

* * *
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access to tools to fight TB, and mobilizing political will.
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