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PROPOSED OUTLINE

Panobinostat + alpha-interferon HIV cure study update: Lynda Dee
Overview of community-based research; U.S. survey results: Karine Dubé
Perceived risks/benefits of HIV cure research: Jeff Taylor/Laurie Sylla
MDC focus groups: Laurie Sylla

Upcoming community based research: David Evans

Discussion and Q&A
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PANOBINOSTAT + INTERFERON UPDATE

COMPETING STAKEHOLDER ROLES IN RISKY CURE
RESEARCH HEALTHY VOLUNTEERS WITH MANY SAFE &
EFFECTIVE OPTIONS:

FOOD AND DRUG ADMINISTRATION
CLINICAL RESEARCHERS & SPONSORS

COMMUNITY ADVOCATES ? %



PANOBINOSTAT + INTERFERON UPDATE

FDA RESEARCHERS NOVARTIS
IND APPROVAL IND APPROVAL PANOBINOSTAT
SAFETY AND EFFICACY NO DELAYS FULL FDA APPROVAL




PANOBINOSTAT + INTERFERON UPDATE

ROLE OF THE COMMUNITY

ETHICAL RESEARCH

CONDUCTED EXPEDITIOUSLY




PANOBINOSTAT + INTERFERON UPDATE

PANOBINOSTAT (FARYDAK): HIGHLY TOXIC/RISK OF HEART
ATTACKS

ONLY APPROVED AS SECOND LINE THERAPY IN CANCER PATIENTS

PANOBINOSTAT & INTERFERON
RISK OF HEMORRAGING

ETHICAL IN HEALTHY PATIENTS?
PROCEED EXPEDITIOUSLY?



PANOBINOSTAT + INTERFERON UPDATE
COMPROMISE REACHED BY RESEACHERS AND THE FDA

Stress echocardiograms to r/o clinically unsuspected cardio
issues

o Standard stress test

Single, one week course of panobinostat +/-IFN
o Three of four courses spaced four weeks apart



PANOBINOSTAT + INTERFERON UPDATE

* COMPROMISE REACHED BY RESEACHERS AND THE FDA

o 20 mg dose, the approved dose
e Cohort 1: n=8, 5 mg (6 with INF and 2 without INF)
e Cohort 2: n=8, 10 mg (6 with INF and 2 without INF)
e Cohort 3: n=15, 15 mg (10 with INF and 5 without INF)

o 20 mg after the FDA reviews data from all three
cohorts

* PROTOCOL UPDATE

o No safety issues to date: Proceeding to Cohort 2



PANOBINOSTAT + INTERFERON UPDATE

* THANKS
oFDA

ODAN KURITZKES

ORICHARD JEFFERYS



RESEARCH INTO COMMUNITY PERSPECTIVES
ON HIV CURE SCIENCE
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INTEGRATING THE BIOMEDICAL AND SOCIAL
SCIENCES AGENDA AROUND HIV CURE

i )

* Patient and clinical
researcher preferences,
beliefs and hopes

* Social and contextual

factorsthat influence

+ Ethical and social analysis\
of therapeutic and
curative misconception
and informed consent
* Analysis using a shared-
decision making

biomarkers
* Patient willingness to framework
participate . What are the social
What is the role of )
\ . . . and ethical Yy,
social science in

considerations in
early clinical
research?

early basic
research?

What are the
critical aspects of
community and

stakeholder \

involvement?

What is needed to
ensure the
strategies be
( scalable and
effective in the real
world?

+ Cost-effectiveness
research
* Implementation science

* Policy research

\.

* Community perceptions
* Public understanding of

L Science
J

Grossman Cl et al. Towards a Multi-Disciplinary HIV Cure Research. Integrating Social Science with
Biomedical Research Trends in Microbiology 2016



Journal of

Virus Eradication

ORIGINAL RESEARCH Joumal of Virus Eradication 2017; 3: 40-50

Willingness to participate and take risks in HIV cure research:
survey results from 400 people living with HIV in the US
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QUALITATIVE DATA ANALYSIS

KEY INFORMANT INTERVIEWS (N = 36):
s 12 persons living with HIV (PLWHIV) (= 18 years old; 7 males, 5 females; from
survey subset)

+ 11 clinician-researchers (8 academic centers in the United States; various HIV
cure research modalities)

¢ 13 policy-makers/bioethicists/regulators of HIV cure research (from different
agencies)

Focus GrouPs (N = 11):

s 4 in Seattle area (Laurie Sylla): women, LT survivors, Latino gay men, young
adults

% 2 in Los Angeles (David Evans): women and mixed
+** 2 in San Diego/Palm Springs (Jeff Taylor): women and older MSM

+** 3 in North Carolina (Karine Dubé): 2 mixed (mostly African-Americans); 1
couple



OPLOS

‘Well, It's the Risk of the Unknown. .. Right?: A
Qualitative Study of Perceived Risks and
Benefits of HIV Cure Research in the United
States

Karine Dubé'#, Jeff Taylor?, Laurie Sylla®, David Evans®®, Lynda Dee®, Alasdair Burton’,
Loreen Willenberg®, Stuart Rennie®, Asheley Skinner''°, Joseph D. Tucker'"'?, Bryan
J. Weiner"'®, Sandra B. Greene'’
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Palm Springs, CA, United States of America, 3 defeatHIV CAB, Seattle, WA, United States of America,

4 Delaney AIDS Research Enterprise (DARE) CAB, Los Angeles, CA, United States of America, 5 Project
Inform, Los Angeles, CA, United States of America, 8 AIDS Action Baltimore, Balimore, MD, United States of
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Mon-Progressors (LTMNP) Foundation, Inc., Sacramento, CA, United States of America, 9 Department of
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China, 13 Department of Global Health, University of Washington, Seatfle, WA, United States of America
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MDC Focus GROUPS
MOST IMPORTANT PERCEIVED BENEFITS

Helping find a cure (soc 4-14X)

Feel good contributing to cure research (ind. 3-6X)
Helping others with HIV in future (soc 4-5.5X)

Free lab work (ind 3-5.5X)



FACTORS AFFECTING WILLINGNESS MD G

A
Focus GRouP DATA Qﬁ@
 Research Team
Incentives * Trustworthy
Compensation * Respected research
Study procedures institution
Study risks * Respectful of participants
Childcare/transportation/food  ° CU"‘W?”V competent
Inclusion/exclusion criteria * Multi-lingual

* Accessible 24 hours

* Tend to participant mental
health

e See whole person

* Trauma-informed

* Non-stigmatizing

e Safety plan
* (Clear, informed consent



FUTURE RESEARCH INTO COMMUNITY
PERSPECTIVES ON HIV CURE RESEARCH
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FUTURE SOCIAL SCIENCES RESEARCH

Table 4. Futwe potential social scences guestions to inform study participation in biomedical HWV cure-retated research

Meanings of cure

<%= What are the varous meanings of HWV cure research and how @nwe reconcile patient-particpants, cinician-resegrchars and policy-makers,/
requiators perspectives?

<+ 'What are the varous meanings of ‘success” in HW cure research (including intermediate outcomes)?

< 'What do potential participants undarstand about HIV cure research and how does that affiect theirwillingness to participate?
Role of altruism

<%= What role do altruism, expectations, optimism and hope play n HIV cure research participation?

Research with prospective study participants

<+ How do demaographic charactesistics (such as age gender soco- economic status, nationality) relate to HIV cwre understanding acceptability and
willingness to participate?

<% How do people undersand the purpose and rsks of HV cwre studies?

<% How doss people's percaptions and expariances of their own healtth fmpact their wilngness to assume sk i HIV cwne stedies?

< Discrete choice mxpariments bormowing fram economic, cognitive psychalogy and decision- making literature — what ane common trends in HIV oure
neseanch decision making (e.g anchoring, judmental hewistics and defaulting to patterns]?

Research with actual study participants

< Would collaboration from biomedical HIV cure scientists, sither retrospactively or prospectively as part of actual HNY cure studies (2., nestad
& Would EISHI"EFI ftir':!D"g-EEﬂ follow-up of study partic sodal sciences resaarch), be required? Whiat does HIV cure ressarch mean for quality of life outoomes (such as Shart-Form-36 Health Survey]?
participants fiaal better?

<% How anwe inorease recrstment of women and unck

< What factors predict retention (or seral participation) in HV cure studies?
<% How canwe begin to study therapeutic (or curativel |
Research with study decliners (more difficult)

& What mativations to join HIV cure studfes are ethicll <+ 'What are some of the rexsons that cause people Iing with HIV to decline partidpation in HIV cwre reseanch?

L Froct wi
4 How does jang-term survival with HIV affect willngr Research with clinician-researchers and policy-makers
<+ What factors affect willingness to participate in studi <% How do cinician-researchars and policymakers view risks in HIV cure reseanch?

Research ethics guestions
<% 'What s an acoeptable risk-benefit balance fior potential HIV cwre study participants?

o Mra there groups who are more vulmarable than others in HW cure reseanch?

<% How can HV cure researchers best messwie affective management of scientific uncartainy?
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