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MESSAGE FROM THE DIRECTORS

The CTN's 2010-2011 flight path for clinical research in
HIV treatments, preventions and a cure has accelerated
new studies and expanded the wings of innovative
research. In keeping with the changing environment of
HIV, we've reconfigured our four Research Cores and
turned innovative ideas into supported pilot studies.

Led by younger investigators, our 13 pilot studies
explore complications in HIV and aging, immune
activation, co-infections of HIV/HCV and syphilis,
and HIV-discordant couples. By supporting studies that
emerged from breakouts in our Core meetings, we are
investing in the next generation of research and providing
a faster means of moving ideas onto full trial status.

Since the restructuring of our Network in 2003, our
four Research Cores have become our engines of research.
At present, the Core research teams and their leadership
are as follows: Clinical Management Science (Drs. William
Cameron and Sharon Walmsley); Co-infections and
Concurrent Diseases (Drs. Curtis Cooper and Marina
Klein); Prevention and Vulnerable Populations
(Drs. John Gill and Catherine Worthington); and
Vaccines and Immunotherapies (Drs. Jonathan Angel
and Jean-Pierre Routy).

Different teams made up of investigators, study
coordinators and community members work together
to lay the groundwork for all CTN studies. It's with
their earnest efforts that by the end of March 2011 the
Network was developing and supporting 50 studies: 15
studies in development, four studies in pre-final protocol
stage, eight studies in start-up mode, 11 studies enrolling,
four in data follow-up, and eight reporting.

Over the course of the year, the total number of new
participants enrolled in CTN studies was 311 (207
enrolled in seven interventional studies and 104 in four
observational studies), while nearly 500 participants were
followed in ongoing interventional studies. (See pages 6-8

for more on our studies.)

The CTN Postdoctoral Fellowship Program is a
highlight of our Network and continues to support
emerging investigators. Notably, several of our pilot
study principal investigators and four of our eight Core
leaders are former CTN Postdoctoral Fellows. Our efforts
have paid off in attracting more sponsors and boosting
the number of fellowships from seven to nine for the
upcoming year. We were successful in adding Gilead as a
new partner and CANFAR increased their commitment
from a half to a full fellowship. (See page 9 for a list of
our Postdoctoral Fellows.)

"Like a turn of a compass, the
pilot studies will give direction
to new research ideas"

Community outreach and strong national
partnerships are a hallmark of the CTN. One example
of a strengthened partnership is with the Canadian
Aboriginal AIDS Network (CAAN) and the signing of
a Memorandum of Understanding (MOU) to develop a
coordinated approach to conducting clinical trials with
Aboriginal people living with HIV/AIDS (APHAs). This
led to another first at the CTN, a study being led by a
CTN investigator of Aboriginal descent. The study, with
strong backing by CAAN and their APHA caucus, is a

survey of traditional Aboriginal health practices among
Aboriginal persons living with HIV in western Canada.

New accomplishments were also witnessed in the
international sphere with the addition of an International
Postdoctoral Fellowship and new collaborations in
Kampala, Uganda and St. Petersburg, Russia, each of
which is supported by signed MOUs. In partnership with
Makerere University, the CTN is helping set up a clinical
trials unit on the ground in Kampala. With our Russian
partners, the CTN is exploring collaborations at two sites
in St. Petersburg. International partnerships were also
forged with sites in Argentina and Brazil for CTN 240 —
the VALIDATE trial.

Closer to home, former and less active sites in
Newfoundland, Saskatchewan, Manitoba and northern
Alberta are being re-engaged with discussions on studies

suited to their respective

clinic populations.

While we reach for the
skies, our work remains
grounded by over 20 years
of advancing treatments,
reducing the number of deaths and improving lives. Like
a turn of a compass, the pilot studies will give direction to
new research ideas and point the way to larger studies to
improve therapies for people living with HIV.
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EVENTS AND HAPPENINGS

Pilot studies take off

For the first time in our Network’s history, the
CTN established a program to fund and support
small-scale pilot studies. The CTN Pilot Study
Funding Opportunity is a merit-based, seed-funding
initiative. The program helps investigator teams
assess the feasibility of novel research concepts and
gets clinical trials into motion quicker.

"We want to open space for young investigators to
generate pilot studies that will get clinical trials off the
ground and in flight faster and more efficiently,” says
CTN's Chief Scientific Officer, Jim Pankovich.

Unlike clinical trials, pilot studies (also
called proof-of-concept studies) are small-scale

"WWe want to open space
for young investigators"

investigations focused on gathering and assessing
data to determine if larger randomized studies are
feasible. With priority to young researchers, the
program supports select clinical or observational
concepts with a contribution up to $50,000, and
in-kind contribution from the National Centre.

EXECUTIVE MANAGEMENT
COMMITTEE

SCIENTIFIC STEERING
COMMITTEE

SCIENTIFIC REVIEW
COMMITTEE

CTN'S DAVID COX [LEFT) AND CAAN'S ART ZOCCOLE (RIGHT) SIGN A
MEMORANDUM OF UNDERSTANDING.

CTN at AIDS 2010
In July 2010, the CTN joined

the global community in Vienna
for the 18th International AIDS

Conference. The conference

provides an opportunity to highlight new
developments in the field of HIV and a chance to
collectively chart a course forward. This year it was
presided over by CTN co-founder and Network
Investigator Dr. Julio Montaner, who opened the

Official partnership with the
Aboriginal community

Engaging in meaningful research with Aboriginal
communities and populations requires a foundation of mutual
trust and shared long-term goals. Over the past two years, the
CTN has achieved two significant milestones in formalizing
a relationship with the Canadian Aboriginal AIDS Network
(CAAN). First, at the 2010 CAAN Annual General Meeting,
a resolution was passed to partner with the CTN for clinical
trials in HIV-positive Aboriginal populations. Second, a
Memorandum of Understanding was signed outlining the
framework of future research together. This partnership lends
CAAN’s support and guidance to CTN studies involving
Aboriginal persons living with HIV/AIDS across Canada.

session with an impassioned plea for an end to
stigma and discrimination.

Highlighting scientific innovation, CTN
Investigator Dr. Jean-Pierre Routy received
encouraging feedback for his work in developing
experimental customized immunotherapy. CTN
investigators including Drs. Aslam Anis, Curtis
Cooper, Deborah Money and Postdoctoral Fellows
Drs. Eszter Papp and Bertrand Lebouché also
presented posters of their work.
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Getting social New core team “This co-leadership offers an important avenue in

The CTN is reaching out to Canadians and unites clinical improving HIV care that has not been extensively

h 1d throuch social medi ] explored,” says Dr. Gill.
the worid ¢ 'rou.g socia’ media. research with The PVP Core will focus on Aboriginal Peoples but
Communications staff at the CTN

National Centre are exbloring new wavs social science not to the exclusion of other vulnerable populations
. nnect. collaborat p nd i Tli,i such as injection drug users (IDU), pregnant women,
© confiect, cotlaborate and engage. LhIs and people living in remote communities.

Bridging the gap between
clinical and community
community connections and ensure that the research are the co-leaders
latest HIV research breakthroughs will be of the newly minted HIV and
shared and discussed in an open forum. Prevention and Vulnerable

We want to hear from you. To join the Populations (PVP) Core, PArELE el ey

new virtual venture will enhance and grow

discussion and for the latest news from the
CTN, like us on Facebook, follow us on
Twitter, and watch our videos on YouTube.

Drs. John Gill (Southern
DRS. CATHERINE WORTHINGTON AND JOHN GILL ARE Alberta HIV Clinic) and
UNITING PREVENTION AND CLINICAL RESEARCH. . .

Catherine Worthington

(University of Victoria).

Investigator Dr.
Deborah Money
and community
collaborator Shari

Building a new clinical trials Complementing Dr. Gill's long-standing Margolese (ft) show

- . . ) . booklets from the
o clinical expertise is Dr. Worthington’s experience . .
unit in Uganda in conducting social and behavioural research in E?\l;“ll)inginoml
In partnership with Makerere University community settings. Planni S
. . anning Guidelines
College of Health Sciences in Kampala, (NHPPG). They

Uganda, the CTN supported the n B r\i d g i n g t h e g a p developed these

launch of a new clinical trials unit. guidelines alongside
Led by Drs. Nelson Sewankambo Dr. Mona Loutfy and

and Nogh Kiwanuks, the new between clinical and B S

unit is a training centre and future the CTN.

coordinating hub for an expanded C D m m u n Ity r\ e S e a P C h 1

clinical trials network in the region.

DATA SAFETY
MONITORING COMMITTEE

COMMUNITY ADVISORY
COMMITTEE




PILOT STUDIES

Pilot studies are a new initiative of the CTN, funded through the
CTN Pilot Study Funding Opportunity. These studies allow for the
collection and analysis of sufficient data to determine if larger

studies are feasible.

Fracture case-control study in HIV

This study will compare bone
architecture parameters as assessed by high
resolution quantitative peripheral computed
tomography of the radius and tibia among
HIV-positive adults with a history of fracture
to similarly matched HIV-positive adults
without a history of fracture (controls).

Dr. Darrell Tan
Clinical Management
Science (CMS)

Impact of counselling on sexual risk behaviours

This is a prevention-based study
that provides rapid HIV testing interventions
and measures the impact of counselling
on sexual risk behaviours in men who
have sex with men (MSM]. Three types of
interventional counseling are compared:
Routine counselling, classic counselling, and
motivational counselling.

Drs. Joanne Otis,
Mark Wainberg
Prevention and Vulnerable
Populations (PVP)

Bone and renal outcomes in HIV-exposed
uninfected infants with perinatal exposure
to tenofovir

This study will gather data to
help better understand the effects of two
HIV medications (tenofovir and zidovudine)
on HIV-negative infants” health. Study
researchers will examine if tenofovir
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exposure during the mother’s pregnancy
might affect the bones and kidneys of her
infant, and if the effects on bone and kidney
health are different from infants who were
exposed to zidovudine during pregnancy.

Dr. Jason Brophy
Prevention and Vulnerable
Populations (PVP)

Effects of HLA allele frequencies on HIV
disease progression

This study will explore the role of
HLA alleles in disease progression and its

contribution to the risk of viral transmission.

Researchers will measure the frequencies
of HLA alleles — a group of different
human genes that help the immune system
distinguish the body's own proteins from
proteins made by foreign invaders such as
viruses and bacteria.

Drs. Ken Kasper,
Marissa Becker, Yoav Keynan
Prevention and Vulnerable
Populations (PVP)

Measuring cognition in HIV

This study will assess changes
in neurocognitive functioning — the
ability to think and reason — over one
year in individuals at risk for developing
HIV-associated neurocognitive disorder
(HAND) despite virologic suppression of
HIV. Researchers will use CANTAB®, a
computerized neurocognitive assessment
tool, to measure cognitive decline.

LEFT: DR. JASON BROPHY HOLDS A TOY BONE AND KIDNEY: THE FOCUS OF CTNPT 003. CENTRE: DRS. BERTRAND
LEBOUCHE OF CTNPT 006 AND MARIE-JOSEE BROUILLETTE OF CTNPT 005. RIGHT: DR. HAROUT TOSSONIAN AT THE CLINIC

SITE FOR CTNPT 014.

Drs. Marie-Josée
Brouillette, Marina Klein
Co-infections and Concurrent
Diseases (CCD)

The Niaspan® study

Study researchers will assess
the impact of extended-release (ER) niacin
supplementation and antiretroviral therapy
(ART) compared to ART alone on T-cell
immune activation. This study examines
an immediate versus deferred use of ER
niacin for 24 weeks to assess the ability of
oral ER niacin to reduce immune activation.
This may in turn increase CD4 cell recovery
in individuals living with HIV, who achieve
sub-optimal immune responses despite
sustained virologic suppression.

Dr. Bertrand Lebouché
Vaccines and
Immunotherapies (VIT)

Hypophosphatemia and renal monitoring in HIV

This study will determine the
prevalence of hypophosphatemia, in terms
of renal dysfunction, among HIV-positive
adults before and after HAART initiation in

two existing large cohorts of Canadian HIV-
positive patients.

Dr. Mark Hull
Clinical Management
Science (CMS)

HIV quit smoking study

This study will aim to identify the
barriers and benefits of smoking cessation
among people living with HIV. Researchers
will use an HIV-tailored approach developed
at the University of Ottawa Heart Institute.
This is a 24-week, single group non-
randomized study to help reduce the risk of
cardiovascular disease among HIV-positive
smokers, and establish an exemplary HIV
smoking cessation program.

Dr. Louise Balfour
Clinical Management
Science (CMS)

Examining the use of traditional/
alternative/herbal medications amongst
Aboriginals living with HIV/AIDS

Using a survey-based study,
researchers will examine the use of
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Research Core
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Principal Investigator
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CTNPT 012
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Principal Investigator

Research Core

CTNPT 013

Objective

Principal Investigator
Research Core

CTNPT 014

Objective

Principal Investigator
Research Core

NEW TRIALS

CTN 256
Phase IIB study of efficacy and safety
of AGS-004

Objective This study will test the efficacy
and safety of AGS-004, an experimental
immunotherapy, to control HIV replication
during analytical treatment interruption.
CTN 256 seeks to find out if it is safe to give
individuals living with HIV multiple injections
of an investigational immunotherapy made
from the persons’ own dendritic cells and
their own strain of HIV; if the immunotherapy
increases the body’s immune response

to HIV; and if after stopping ART, the
immunotherapy can control HIV replication.

Principal Investigator Dr. Jean-Pierre Routy
Research Core Vaccines and
Immunotherapies (VIT)

CTN 257
Impact of HIV on mucosa

Objective This study will assess the impact
of HIV infection and antiretroviral therapy
(ART) on mucosal (gut) and systemic
memory CD4 T cells in treatment-naive
HIV-positive individuals within six months of
infection. Researchers hope to gain a better
understanding of how HIV infection and

TRIAL RESULTS

ART affects immune activation and disease
progression. The study does not require
participants to take any medications and

will only require the completion, with study
personnel, of questionnaires and blood tests.

Principal Investigator Dr. Jean-Pierre Routy
Research Core Vaccines and
Immunotherapies (VIT)

CTN 260
Raltegravir switch study

Objective This study will evaluate the safety
and feasibility of switching from a ritonavir
boosted Pl-based therapy to raltegravir

for 48 weeks in co-infected persons with
significant liver fibrosis. To measure liver
fibrosis in participants, researchers will use
two non-invasive methods, APRI (Aspartate
aminotransferase to platelet ratio index,
and Fibroscan® — an ultrasound to assess
hepatic stiffness. This study builds on

the valuable early data of CTN 222 — the
Canadian co-infection cohort, the largest
HIV-HCV co-infection cohort in Canada.

Principal Investigator Dr. Marina Klein
Research Core Co-infections and Concurrent
Diseases (CCD)

CTN 239 Phase Il study of AGS-004: Immunotherapeutic agent in combination with ART

followed by ART interruption

Objective This study aimed to assess the efficacy and safety of a personalized
immunotherapy during a 12-week ART structured treatment interruption. This was a
two-year, open label (where both the investigator and participant knew who is receiving
the experimental drug) examination of the ability of AGS-004 to improve immune control of

viral replication.

Results Researchers concluded that the experimental treatment resulted in an
unexpectedly long delay in viral rebound, time to peak viral load during structured
treatment interruption and a reduced viral load when compared to pre-ART levels.

Principal Investigator Dr. Jean-Pierre Routy

Research Core Vaccines and Immunotherapies (VIT)




CTN 222

Enrolled
Target Enrolment
Principal Investigator

CTN 236

Enrolled
Target Enrolment
Principal Investigator

CTN 238
Enrolled
Target Enrolment

Principal Investigator

CTN 240

Enrolled
Target Enrolment
Principal Investigators

CTN 244

Enrolled
Target Enrolment
Principal Investigator

CTN 247

Enrolled

Target Enrolment
Principal Investigator
CTN 254

Target Enrolment
Principal Investigators

CTN 194

Enrolled
Principal Investigator

CTN 198
Enrolled
Principal Investigators

CTN 246

Enrolled
Principal Investigator
CTN 147

Enrolled
Principal Investigator

CTN 214

Enrolled
Principal Investigators

CTN 216

Enrolled
Principal Investigators

CTN 233
Enrolled
Principal Investigator

CTN 242

Enrolled
Principal Investigator

CTN 253

Enrolled
Principal Investigator

FINANCIAL STATEMENTS

CONSOLIDATED STATEMENT OF REVENUE, EXPENDITURE AND
UNEXPENDED BALANCE FOR THE YEAR ENDED MARCH 31, 2011

NOTES TO FINANCIAL INFORMATION FOR THE YEAR ENDED MARCH 31, 2011

1. Status

The CIHR Canadian HIV Trials Network National
Centre is an unincorporated fund which was set

up under the umbrella of the University of British
Columbia and St. Paul's Hospital (Providence Health
Care). The fund receives a yearly grant from the
Canadian Institutes of Health Research to coordinate
HIV trials for all regions in Canada.

2. Purpose of Financial Information

This financial information was prepared for the
Canadian Institutes of Health Research (CIHR)
and presented in a format which CIHR requested.
It does not include the presentation and disclosure
of all of the financial information which would be
reported in financial statements prepared under
Canadian generally accepted accounting principles.

Accordingly, this financial information has not
been, and was not intended to be, prepared in
accordance with Canadian generally accepted
accounting principles.

3. Accounting Policies

Revenue
CIHR Funding

Expenditures
Personnel
Meetings/Travel
Office Operations
Honoraria
Capital

Total Expenditures

Excess of Revenue Over
Expenditures for the Year

Surplus (Deficit] at
Beginning of Year

Surplus (Deficit) at
End of Year

$4,656,000

2,486,410
412,854
1,554,179
187,363
13,796
$4,654,602

(1,398)

14,912

16,310

(a) Revenue and expenditures are recorded on an accrual basis. For the prior year ended
March 31, 2010, revenue of $110,000 was deferred and was recognized as revenue during

the current period, ending March 31, 2011.

(b) Capital assets are written off in the year in which the expenditures are incurred.

For further information on the above listed financial information, please contact David

Cox, Chief Administrative Officer, at dcox@hivnet.ubc.ca or at 1.800.661.4664.

M 7 0@@4;&:
Dr. Martin Schechter
National Director

David ] Cox, CGA, MBA
Chief Administrative Officer




CTN POSTDOCTORAL FELLOWSHIPS

The CTN’s Postdoctoral Fellowship Program fosters the
next generation of HIV researchers. Many former CTN

fellows now hold key roles in the Network and have
become leaders in the field of HIV research.

This past year marked the first time the CTN
awarded an International Fellowship, granting it to
Dr. Lawrence Mbuagbaw from Cameroon. This
fellowship is aimed at scientists who are committed
to developing HIV treatment or prevention research
studies in a resource-limited setting.

The CTN, in partnership with sponsors, awards
several Postdoctoral Fellowships every year, each worth
$50,000 with up to $5,000 for travel expenses. The
International Fellowship awards a maximum $35,000

including travel expenses, comparable to the rates of the

home country.

Sponsors include the Canadian Foundation for AIDS
Research (CANFAR), Merck Canada, Ontario HIV
Treatment Network (OHTN) and ViiV Healthcare.

Dr. Marfa Fabiana De Rosa (CTN) (Supervisor:

Dr. Reina Bendayan, Department of Pharmaceutical

Sciences, Leslie Dan Faculty of Pharmacy, University
of Toronto) is investigating the transport mechanisms
of microbicides in genital mucosa and recto-sigmoid

colon tissue.

Dr. Constance Finney (CTN/OHTN) (Supervisor:
Dr. Kevin Kain, University of Toronto) is working
on characterizing the immune mechanisms in
HIV-malaria co-infection.

Dr. Bertrand Lebouché (CTN/Merck) (Supervisors:
Drs. Jean-Pierre Routy, Norbert Gilmore and
Richard Lalonde, McGill University) is doing
research on the design and analysis of HIV immune-
based trials with a focus on ethics and the risk of
HAART discontinuation.
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FROM LEFT: DR. MARIA FABIANA DE ROSA, DR. RICHARD SLOAN, COMMITTEE CHAIR DR. ANITA RACHLIS, DR. CONSTANCE FINNEY, POSTDOCTORAL PROGRAM MANAGER
JACQUELINE SAS, DR. LAWRENCE MBUAGBAW, DR. ESZTER PAPP AND DR. BERTRAND LEBOUCHE. NOT PICTURED: DR. ADEFOWOPE ODUEYUNGBO.

Dr. Lawrence Mbuagbaw (CTN International Fellow)
(Supervisors: Dr. Lehana Thabane, Department of
Clinical Epidemiology and Biostatistics, McMaster
University and Prof. Jimmy Volmink, South African
Cochrane Centre) is investigating the use of mobile
phone text messages to increase adherence to HIV
medication in Cameroon.

Drs. Adefowope Odueyungbo (CTN James
Kreppner Fellowship) (Supervisor: Dr. Marina Klein,
Immunodeficiency Service McGill University) is
studying the effects of switching drug treatments on
liver fibrosis progression in HIV-HCV

co-infected individuals.

Dr. Eszter Papp (CTN/CANFAR) (Supervisors:

Dr. Héléne Coté, Dr. Deborah Money, Pathology and
Laboratory Medicine, University of British Columbia)
is studying HAART-related mitochondrial toxicity in
human placenta.

Dr. Richard Sloan (ViiV Healthcare/CTN)
(Supervisor: Dr. Mark Wainberg, McGill AIDS
Centre, McGill University) is working on
characterizing the sensitivity of CCR5 co-reception
inhibitor resistant HIV-1 to neutralizing antibodies.
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