Harnessing the Power of the
Specimen Tsunami

Charlene Dezzutti, PhD
MTN Regional Meeting
Cape Town, SA Oct 26, 2014



History of the MTN

 Funded since 2006, the MTN had our first
leadership meeting in Pittsburgh on Sept 16.

e The first protocol, MTN-004, started
enrolling in July 2007.

e Over the past 8 years, 19 studies have been
completed or are in the field!

— http://www.mtnstopshiv.org/studies


http://www.mtnstopshiv.org/studies

Our studies - safety/PK

e Safety/acceptability e Intensive

— MTN-004 (vaginal) pharmacokinetic
— MTN-005 (vaginal) — MTN-o001 (oral/topical)
— MTN-007 (rectal) — MTN-006/RMP-02
— MTN-012 (penile) (rectal)
— MTN-023 (vaginal) — MTN-011 (coital)
— MTN-024 (vaginal) — MTN-013 (vag ring)
— MTN-014

(vaginal/rectal)



Our studies — special populations

* Pregnancy * HIV-infected ¢
— MTN-002 — MTN-015
— MTN-008
— MTN-016 * Adolescent ¢
— MTN-023
e Rectal (Q/3]T
_MTN_§§6 ) * Post-menopausal
— MTN-007 — MTN-024
— MTN-017 e HIV resistance ¢

— MTN-009



Our studies - effectiveness

MTN-o003 (VOICE) MTN-020 (ASPIRE)




Number of participants® enrolled

*excludes participants in MTN-015 and MTN-016



Specimen type Aliquots*

Amniotic Fluid 28

Anal Swab 98

Blood Cell Pellet 247

Breast Milk 328

N u | I Iber Of CVL Cell Pellet 336
Cervical Biopsy 360

o Cervical Cytobrush 365

S p e CI m e n S Cervical Swab 27482
Cervicovaginal Lavage 22428

Cord Blood 182

° Cultured 180

In storage

900

32

f 51084
5500

11380

32

298257

al Biopsy 1736

Rectal Lavage Fluid 382

t rl Rectal Sponge 1124
Rectal Swab 190

Semen 129

Serum 7398

1 JUly 2014 v o
Vaginal Biopsy 453

Vaginal Ring 10811

Vaginal Ring Swab 63

Vaginal Swab 58535

Vaginal Tear Strip 1044

*Includes specimens from participants who have not consented to long-term storage.



MTN-001

US/African sites cross-over design testing TFV
PK after 6 weeks of oral, topical, or both.

Cervical Cytobrush 212
Cervicovaginal Lavage 3615
PBMCs (lysate) 1568
Plasma 3209
Rectal Sponge 36
Serum 3154

Vaginal Biopsy 288



MTN-003 (VOICE)

Placebo-controlled, 5 arm trial testing TFV gel,
Viread, Truvada for safety and efficacy.

Cervical Swab 19055
Gram Stain Slides 34202
PBMCs (lysate) 2393
Plasma 169011

Vaginal Swab 19076



MTN-008

Safety and PK study in pregnant (34 to 39 weeks
gestation) and lactating women applying 7 doses
of TFV gel.

Breast Milk 328
Cervical Swab 710
Cord Blood 149
Gram Stain Slides 727
PBMCs (lysate) 1405
Plasma 134
Serum 2687

Vaginal Swab 1084



MTN-015

Observational HIV seroconverter study.

Blood Cell Pellet 109
CVL Cell Pellet 134
Cervicovaginal Lavage 17227
PBMCs (viable) 11380
Plasma 57510
Serum 1197

Vaginal Swab 4479



Unique specimens

e Aside from blood, MTN has a unique
collection of mucosal samples...

— Amniotic fluid

— Anal swabs

— Breast milk

— Cervical swabs

— Cervicovaginal lavage
— Rectal sponges

— Vaginal swabs



What to do?

Nothing? Ride the wave?




Have an idea?
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Write it up!

* Ancillary study - investigations that are not
described in the original protocol.

e Develop your hypothesis [ study design and
talk with the LC, SCHARP, and FHI360 folks
familiar with that study.

e As you fill-in the ancillary concept application
(http://www.mtnstopshiv.org/node/5647),
please keep-in mind logistical considerations.



http://www.mtnstopshiv.org/node/5647

Logistics

 Examples to consider:

— What types of samples are available from which
visits? Review Study protocol and SSP first.

— Will I use samples only from my site or should |
expand to include other sites?

— Do your ethics committees need to approve your
proposal?

— How wiill I identify samples needed for my concept?
Talk with SCHARP.

— Will samples need to be shipped?

— How will shipping, testing, and other aspects of my
concept be funded?

— How will the data be analyzed?



Your concept

* Make sure your application addresses all
elements and is clearly written.

e Once ready, send your form, and any
additional information, to the FHI 360
Clinical Research Manager (CRM) for that
study to start the approval process.



Approval process

FHI360 CRM

Questions/
clarifications
for investigator Not

approve

Protocol Team

Approve

Working Groups
Community
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Comments/concerns

Not
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| co-chair(s)




Approval process

Protocol Chair

| co-chair(s) Approve

Operational
review

MTN
Executive
Committee

Approved

pending Approved Denied
modifications

Investigator informed of the outcome.

(Redesign
application?)



Surviving the Specimen Tsunami

E- o T Your ideas are
| Important!
F

e The MTN strives to
have the best science.

 We want to optimally
use these precious
specimens.




Big thanks to...

The participants — for their dedication.
The MTN family - for all your hard work.

SCHARP: Jen Balkus, Marla Husnik, Karen
Patterson, and Della Wilson

_aboratory Center: Edward Livant, Pam

Kunjara, Lorna Rabe, Wayne Hall, and Urvi
Parikh



http://www.niaid.nih.gov/
http://www.nichd.nih.gov/
http://www.nimh.nih.gov/

MTN is funded by the National Institute of Allergy and Infectious Diseases
(UM1Al068633, UM1AI068615, UM1Al106707), with co-funding from the
National Institute of Child Health and Human Development and the
National Institute of Mental Health, all components of the U.S. NIH. The
content is solely the responsibility of the authors and does not necessarily
represent the official views of the National Institutes of Health.

MTIN

microbicide
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