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From the Director’s Desk

MINI-REVIEW
Treatment

A World of HIV Treatment Experience
Freely Available at the Click of a Mouse

Dear Colleagues,
Greetings!
This issue of the YRG CARE Bulletin features two interesting review articles. The
first being HIV Resistance Response Database Initiative (RDI)’s treatment decisionmaking tool which is a novel approach to predict virological response to antiretroviral
therapy. With the encouraging set of data generated from RDI’s tool recently, this
model approach could possibly be very useful in resource-limited settings. The
second review article is on IPAQT, a new Indian initiative to improve TB diagnosis.
This highlights the role of IPAQT in addressing the problem of suboptimal diagnosis
of TB in India by improving access to the availability and affordability of WHOendorsed tuberculosis tests.
It is heartening to know of the second baby from Los Angeles, born with HIV that had
also shown remission following similar intervention, as with the ‘Mississippi baby’.
Looking forward to having more insights in this direction and a possible breakthrough
for HIV cure.
I thank all the speakers of the 2 nd International Science Symposium on HIV &
Infectious Diseases, for having made this event a successful one. My heartfelt
thanks to the keynote speaker, Prof. Françoise Barré-Sinoussi and distinguished
speakers from NIH, Dr. Jack Whitescarver and Dr. Carl W. Dieffenbach. My special
thanks are due to the International AIDS Society, Geneva for co-organizing “HIV
Cure” session.
I hope you find this issue of Bulletin interesting and informative.
Sincerely

Prof. Suniti Solomon, MD, FAMS
Editor-in-Chief
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HIV therapy has come a long way in the last quarter of a century.

If healthcare
resources are not limited, then most patients now enjoy a remarkably positive
prognosis. This is being achieved through the use of highly active combinations
of antiretroviral drugs, regular viral load monitoring to detect if the drugs are no
longer achieving viral suppression and genotyping to detect viral mutations
associated with drug resistance and help select the next highly active
combination of drugs for the individual [Thompson MA et al., 2012; Williams I et
al., 2012].
However, in many settings, resources are limited, to an extent that poses a
number of threats to the long-term success of antiretroviral treatment [WHO,
2013]. Many of the newer, more effective and tolerable drugs may not be
available. Genotypic resistance testing is often not available or unaffordable so
cannot be used to help individualise drugs following failure. Therapy failure is
often detected late because of the infrequence or absence of viral load testing,
which facilitates the development of resistance, compromising future treatment
responses [Hosseinipour MC et al., 2009; Sigaloff KCE et al., 2011, Zhou J et al.,
2010; Keiser O et al., 2011; Barth RE et al., 2012].
The lack of monitoring and diagnostic tools to finesse the use of a limited range
of drugs means that many physicians do not have the technical means to
optimise therapy on an individual basis. Faced with these considerable
challenges, the WHO has promulgated a public health approach to therapy,
including simple protocols for first and second line therapy and guidance for third
[WHO, 2013]. This is in stark contrast to the individualised approach to HIV
management in high income countries [Thompson MA et al., 2012; Williams I et
al., 2012].
The HIV Resistance Response Database Initiative (RDI) is a global not-for-profit
research collaboration established in 2002 with the aim of using bioinformatics to
optimise and individualise the use of antiretroviral therapy. Our approach is to
use computational models trained with data from thousands of patients treated in
clinics around the world to predict virological response to combination
antiretroviral therapy [Larder BA et al., 2002].In effect, distilling millions of patientyears of experience and making it available to physicians around the world.
As of October 2013, data from approximately 110,000 patients have been
collected and significant progress has been made in terms of the development of
accurate models. The information used to train the models are the viral load,
CD4 count and, where available, the genotype, taken while a patient is still on
their failing therapy, plus the treatment history, drugs in the new regimen and the
viral load after it is introduced (up to a year later). This set of data is called a
treatment change episode (TCE) (Figure 1).
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The Treatment Change Episode (TCE)
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Figure 3: ROC curves for RF models tested with a global test set (n=1000),
southern African cases (n=100) and GSS using three common interpretation
systems (ANRS, Stanford HIVDB and REGA)
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Figure 1: The Treatment Change Episode (TCE)
The models have achieved predictive accuracy (measured primarily as the
area under the receiver operator characteristic curve) in excess of 80% (Figure
2) and have proved significantly more accurate predictors of response than
genotypic resistance testing [Larder BA et al., 2006; Revell AD et al., 2011;
Frentz et al., 2010]. In open prospective clinical studies of the models, highly
experienced HIV clinicians evaluated the system as being a useful treatment
decision-making tool and changed around one-third of their treatment
decisions following use of the system [Larder BA et al., 2011].

Figure 2: Typical ROC curve* from a high-performing model during cross
validation [Revell AD et al., 2011]
* Receiver-Operator characteristic curve. Hypothetical perfect prediction
shown in the black line, chance prediction (50% accuracy) in the dotted line
and the model’s performance in blue
Having established the accuracy and potential clinical utility of the approach,
the models were made freely available over the Internet in 2010.

The RDI’s models are available for use, free of charge, as part of the HIV
Treatment
Response
Prediction
System
(HIV-TRePS)
at
https://www.hivrdi.org/treps/. The system has been designed to provide the
maximum clinical utility to the healthcare professional user. The user enters the
values of CD4 count and viral load and the antiretroviral drugs used in the past
by the patient. Unavailable or poorly tolerated drugs can be ruled out on an
individual or default basis. Genotypic information can also be entered, but it is not
mandatory. The user can obtain predictions of the probability of virological
response (follow-up viral load <50 copies/mL), for any regimen that they define,
and/or for more than a hundred alternative regimens in clinical use around the
world. A report is presented to the user in a matter of a minute or less, which
lists the five alternative regimens with the highest probability of response, plus
any user –defined regimens, ranked in order of the probability of response
(Figure 4).
Local therapy costs can be added to the system and it can be used to identify
potentially effective regimens within a certain budget. A recent retrospective
study using data from a cohort in India found the system was able identify
regimens that were more likely to work than those used in the clinic at
substantially less cost, for the majority of cases [Revell AD et al., 2013]. The
development of these models, which has been pursued and refined for over ten
years, involving dozens of studies and hundreds of thousands of TCEs from
clinics throughout the world, has produced a system that has enormous potential
for supporting the effective salvage treatment of HIV infection, particularly in
settings with limited resources where genotypic resistance testing is not
available. The level of accuracy achieved means many cases of failure could
potentially be avoided, with substantial personal, financial and public health
benefits.

Case summary for RDI case 1292, patient ID TestCase
Baseline Data Completed: 27/09/2013
Patient Details

Viral Load
SEX

PREGNANT

SAMPLE DATE

VIRAL LOAD VALUE

SAMPLE DATE

CD4 VALUE

22/01/1970

M

N

16/09/2013

25,400

09/09/2013

342

Genotype
GENOTYPE SAMPLE DATE

With the intention of helping physicians working in settings where genotypic
resistance testing is not available, in 2013 a new set of models were trained
that do not require a genotype for their predictions using our largest training
data set so far (22,500 TCEs), including more than 1,000 from resource-poor
settings in southern Africa. The results were extremely encouraging in that the
models achieved approximately 80% accuracy during independent testing
[Revell AD et al., 2014]. Moreover, in a subset of patients who had a genotypic
resistance testing, the models, operating without the genotype, were
significantly more accurate predictors of outcome than genotyping with
interpretations systems commonly used in western countries, including the
Stanford HIV drug resistance database, the French National Agency for AIDS
research (ANRS) and the Rega database (Figure 3).
In addition, for most of the therapy failures, the models were able to identify
alternative simple regimens, comprising only those drugs that were available in
each clinic at the time, that were predicted to be more likely to result in
virological response than the regimen that was used in the clinic.

CD4

DATE OF BIRTH

PROTEASE MUTATIONS

RT NRTI MUTATIONS

RT NNRTI MUTATIONS

No genotype provided

Treatment History and Drug Exclusions
PREVIOUS DRUG EXPOSURE

UNAVAILABLE DRUGS

EXCLUDED DRUGS

3TC,AZT,D4T,DDI,IDV/rtv
LPV/rtv,NFV,NVP,SQV/rtv

ENF,MVC

D4T,ENF,MVC,TPV/rtv

Predictions*
HIV-TRePS (v5.3.2.0) was instructed to model responses at 24 weeks to user-defined antiretroviral regimens plus
alternatives comprising no more than 4 drugs.
The table below lists the regimen(s) you selected plus the top five alternatives, ranked by the predicted probability of virological response (viral load
<50 copies).
Those regimens that the system predicts will produce a response (using the cut-off value for the probability of response that produces optimal
accuracy) are highlighted in green and those predicted to fail in red.

Predictions of responses at 24 weeks for the regimens you selected plus the top five alternatives (up to 4 drugs)
RANK

DRUGS USED TO TREAT PATIENT

NO. DRUGS

PROBABILITY VL <50

RANGE OF MODELS PREDICTION

RESPONSE CATEGORY

1

DRV/rtv, ETV, RAL

3

83%

75 - 96%

Response

2

3TC, DRV/rtv, ETV, RAL

4

82%

73 - 96%

Response

3

AZT, DRV/rtv, ETV, RAL

4

81%

76 - 93%

Response

4

3TC, DRV/rtv, RAL

3

80%

71 - 96%

Response

5

DRV/rtv, EFV, RAL

3

79%

71 - 96%

Response

User

ABC, ETV, RAL, TDF

4

55%

45 - 70%

Response

User

DRV/rtv, EFV, FTC, TDF

4

51%

43 - 63%

Response

These predictions were requested without genotype information being provided and were made by models specially developed for that purpose. Their predictions may be
less accurate than those made by models that use the genotype.
* TRePS Predictions Disclaimer
Use of the HIV-TRePS is subject to the following conditions, to which you have agreed:

Figure 4: Example of HIV-TRePS report
April 2014

1. HIV-TRePS is an on-line software programme ("Programme") which enables physicians to input specific user-defined information in order to obtain predictions concerning
the use of combinations of antiretroviral drugs ("Predictions").
2. The RDI does not accept any responsibility for the accuracy of the data entered by the user or the consequences of any inaccuracies in those data.
3. The Predictions provided by the Programme are produced by an experimental system that is unproven and intended for research use only.
4. Responses to HIV treatment are complex and affected by a number of factors not taken into account by the Programme.
5. The selection of drugs for the treatment of HIV infection is the responsibility of the physician in consultation with the patient and reliance should not be placed on the
Predictions for such purposes.
6. The Predictions are not intended to replace professional medical care and attention by a qualified medical practitioner and consequently the RDI does not accept any
responsibility for the selection of drugs, the patient's response to treatment or differences between the Predictions and patients’ responses.
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the costs to make them virtually unaffordable to the average patient. High cost of
WHO-approved tests means that they cannot easily replace the banned
serological tests that were cheaper.
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Thanks to a new initiative launched in April 2013, aimed to improve the
affordability of WHO-endorsed TB tests, the landscape has changed again.
Initiative for Promoting Affordable, Quality TB tests (IPAQT; www.ipaqt.org) is a
consortium of private labs, supported by industry and non-profit groups (e.g.,
Clinton Health Access Initiative, McGill International TB Centre), that has made
several WHO-endorsed tests available at affordable prices to patients in the
private sector.

Cite this article as: Revell AD et al., A World of HIV Treatment Experience Freely Available at the Click of a
Mouse. The YRG CARE Bulletin 2014; 1(2): 1 – 3.

World TB Day: 24th March, 2014
The

World TB Day 2014’s theme : ‘Reach the
3 Million’, highlights that, 3 million are adequately
diagnosed, treated or cured of
their disease as
about 3 million people are “missed” each year by
health systems.
www.who.int/campaigns/tb-day/2014/event/en/

The business model of IPAQT is based on a shift from high margin low volume
(premium) model to lower margin high volume (mass-market) pricing. IPAQT
member laboratories get test reagents and instruments at the same price as the
public sector. In return, private laboratories have agreed to not exceed
negotiated, ceiling prices to patients. They have also agreed to notify all TB
cases to the government, participate in external quality assurance, and avoid
offering serological TB tests. In exchange for offering lower prices, diagnostic
companies and distributors benefit from greater volumes from the previously
untapped private market.
Thanks to this initiative, the cost of Xpert MTB/RIF is now reduced to
`.2000(maximum price labs can charge patients). The line probe assay (Hain
Genotype MTBDRplus Version 2) is now available at `.1600. MGIT liquid culture
is now available for `.900 for detection. These prices are approximately 30 to
50% less than the private market prices before IPAQT was launched, and the
prices are comparable to the banned TB ELISA tests. Thus, for the money
patients were paying for serological tests, they can now get high-quality tests.
Any laboratory can join IPAQT, provided they have accreditation (e.g., NABL,
CAP, RNTCP) and agree to abide by the guiding principles of IPAQT.
Laboratories that join IPAQT must agree to stop doing TB serology and avoid
promoting tests (e.g., IGRAs) that are discouraged by the RNTCP.

MINI-REVIEW
Diagnostics

Since its launch in April of 2013, the IPAQT initiative has already achieved a panIndia presence-with 64 labs which encompasses over 3000 franchisee labs and
greater than 10,000 collection centers committed to providing these tests at
affordable prices. The number of labs is expected to increase greatly in the
months ahead. The IPAQT initiative has already received international attention
as an interesting model to engage private laboratories in TB control, with
coverage in Wall Street Journal, BMJ, UNITAID, Times of India, and the WHO
Global TB Report.

IPAQT - A New Indian Initiative to
Improve TB Diagnosis
Madhukar Pai, MD, PhD
McGill International TB Centre & McGill University, Montreal, Canada.
Corresponding author email: madhukar.pai@mgcill.ca

For more information on the IPAQT initiative, please visit: http://www.ipaqt.org/

India’s tuberculosis diagnostic landscape changed suddenly in June of 2012

References

when the Indian Ministry of Health and Family Welfare, acting on the 2011
World Health Organization (WHO) policy against serological, antibody-based
TB tests, banned the use, import, sale, and manufacture of these tests, and
discouraged the use of latent TB tests like “TB Gold” and “TB Platinum” for
active TB.
This ban in 2012 was the first time such action had been taken by the Indian
government and it had a major impact in reducing the use of inaccurate blood
tests in the country. However, the ban on serological tests had resulted in a
void in the market and it became important to address this gap and make sure
that WHO-approved, high quality, sputum-based TB tests replace the
inappropriate blood tests in the private sector. The private sector in India
manages over 50% of all TB cases, and even poor patients seek private
healthcare.
There are four accepted sputum tests that are recommended by the WHO and
these are also used by the Revised National TB Control Programme (RNTCP).
These are sputum smear microscopy, Xpert MTB/RIF (GeneXpert), line probe
assay, and liquid cultures. If private doctors and laboratories replace
Source: http://www.nacoonline.org
suboptimal
tests with the above sputum tests, this should greatly help improve
the accuracy of TB diagnosis for patients in India.
However, a big challenge is that high-quality tests like GeneXpert, line probe
assay and liquid culture are very expensive in the private sector. For example,
the GeneXpert test can cost the patient as much as `.3500 or even higher in
private laboratories. This is because WHO-endorsed tests are not available at
specially negotiated low prices to the private sector and customs duties also
inflate the costs. In addition, margins by doctors and laboratories further add to
April 2014

Pai M. J Lab Physicians. 2013;5[1]:1-4.
Kay M. BMJ. 2013;346:f2161.
Anand G. Wall Street Journal. 2013.
Iyer, M. 70 labs in India cut TB test bill in half. Times of India, 2014.
Cite this article as: Pai M et al.,IPAQT – A New Indian Initiative to Improve TB Diagnosis. The YRG CARE
Bulletin 2014; 1(2): 3.

FDA Approves
Cipla’s Generic
HIV Drug
Recently,

FDA has given a tentative approval to Cipla, India's leading
generic drug maker, for a generic HIV drug and this approval is for use
outside of the United States. This fixed dose formulation of FTC and TDF
tablets, 200 mg/300 mg, is indicated for use in combination with other
antiretroviral drugs for treatment of HIV and is a generic version of
Truvada tablets, manufactured by Gilead Sciences, Inc.
Source: http://www.fda.gov/
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RESEARCH HIGHLIGHTS

NIH Study: New Genetic Mutations
Lead to Immune Deficiency
\

Computerized Counseling for HIV Care
Kurth

Zhang
et al from New York University College of Nursing, New York, USA

evaluated a computerized intervention for antiretroviral therapy (ART)
adherence and HIV transmission prevention. The study is a randomized
clinical trial, involving 240 HIV-positive adults on ART and of which, 209
participants completed nine-month follow-up visit with about 87% retention.
The main study outcomes measured include: HIV-1 viral suppression, selfreported ART adherence and transmission risks. The study revealed
intervention participants had reduced plasma viral load and significant
difference observed in ART adherence. And also their sexual transmission
risk behaviors decreased significantly. [Kurth AE et al. J Acquir Immune Defic
Syndr. 2013. © Wolters Kluwer, USA].

Combination ART Effectively Combat
HIV Cell-to-Cell Transmission
Agosto et al from Yale University School of Medicine, Connecticut, USA have
demonstrated that some NRTIs are less effective against HIV-1 cell-to-cell
transmission and that most NNRTIs, entry inhibitors and protease inhibitors
remain highly effective. Interestingly, the study observed that poor NRTIs
become highly effective when applied in combinations explaining the
effectiveness of ART in clinical settings. [Agosto LM et al. PLoS Pathog. 2014;
10 (2): e1003982. © Public Library of Science, USA].

HCV: Longevity of Infectivity Revealed
Paintsil et al from Yale School of Medicine, USA had evaluated the infectivity

of HCV after keeping the dried biospecimen (plasma / serum) spots at 3
different temperatures (4°C, 22°C, and 37°C) for up to 6 weeks. The
viral infectivity was measured using a microculture assay. The viable HCV was
recovered from the low-titer spots for up to 6 weeks of storage at 4°C and
22°C. The infectious HCV was recovered only up to 7 days of storage at
temperature of 37° C. [Paintsil et al. J Infect Dis. 2014;209(8):1205-11. ©
Oxford University Press, UK].

HIV Patients at Greater Risk for Heart
Attack?
Post and colleagues from Johns Hopkins School of Medicine, Baltimore, have

reported that men with HIV infection are at increased risk for the development
of coronary artery disease than HIV-uninfected. This cross-sectional
observational study included 618 HIV-infected and 383 uninfected men who
have sex with men and aged between 40 to 70 years. HIV-infected men had a
greater prevalence of coronary artery calcium with the prevalence ratio of 1.21
than uninfected men. Greater than 50% coronary stenosis in HIV infected men
were associated with longer duration of exposure to antiretroviral therapy and
lower nadir CD4+ T-cell counts. [Post WS et al. Ann Intern Med. 2014;
DOI:10.7326/M14-1754. © American College of Physicians, USA].

Molecular Scissors to Snip HIV
Tebas et al. from the University of Pennsylvania have conducted a first-of-itskind study with gene editing approach in humans. In this phase I study with 12
HIV positive patients, using Zinc-finger nuclease (ZFN) technology, the CCR5
genes of CD4+ T cells were rendered dysfunctional and the cells infused to the
same patients again. The study results demonstrate that this autologous
infusion of genetically engineered CD4+ T cells is safe. The study also shows
promise in the ability of this approach to suppress the virus, as evidenced by
reduced blood level of HIV DNA in most patients and HIV RNA was
undetectable in one of the patients evaluated. [Tebas P et al. N Engl J Med
2014; 370:901-910. © NEJM Group, Massachusetts Medical Society, USA].
April 2014

et al from National Institutes of Allergy and Infectious Diseases, NIH,
Bethesda, have reported a new type of genetic syndrome characterized by
severe allergy and immune disorders. The investigators studied 8 patients from 2
families with similar syndromic features and exome sequencing revealed a new
disease-causing genetic mutation in them. It was found that the syndrome is
caused by mutations in the PGM3 gene that result in the production of
underactive PGM3 protein.[Zhang Y et al. J Allergy Clin. Immunol.2014:DOI:
10.1016/j.jaci.2014.02.013. © Elsevier Inc., USA].

Ring of Protection: Double Action
Clark et al from University of Utah, Salt Lake City, USA have designed longacting drug delivery systems that simultaneously protect women from sexual
transmission of HIV and unwanted pregnancy for up to 90 days. This is a dualreservoir (made out of polyether urethanes) intra-vaginal ring that delivers
Tenofovir and the contraceptive 1.3 wt% Levonorgestrel. The device is designed
to release an average of 7.5 mg TDF and 21 µg Levonorgestrel per day in
vitro for 3 months.[Clark JT et al. PLoS ONE, 2014; 9 (3):e88509. © Public
Library of Science, USA].

Tweet to Thwart HIV?
Young et al from University of California, Los Angeles, carried out a study to
establish methods of using data from real-time social media like Twitter for HIV
prevention. The study methodology included extracting geo-located
conversations about HIV risk behaviors and studying the prevalence and content
of these conversations. The study findings show that it might be possible to
predict high risk behaviors by monitoring tweets, mapping the locations from
where the tweets originate and linking them with data on the geographical
distribution of HIV cases. The study highlights the feasibility of using this costeffective approach to use the ‘big data’ from social media for remote monitoring
and surveillance of risk behaviors and potential outbreaks. [Young SD et al. Prev
Med. 2014; pii: S0091-7435(14)00055-3. © Elsevier Inc., USA].

Vitamin A and Immunity : Mouse Model
Study Reveals the Connection
Spencer

et al from NIH, Bethesda, USA, used a mouse model of vitamin A
deficiency to examine how malnutrition affects immunity and found that the type
2 innate lymphoid cells (ILC2) subset typically provides immune defense against
helminth infections. This study identifies ILCs as sensors of malnutrition that alter
gut immunity in response to diet. [Spencer SP et al Science. 2014;
343(6169):432-7. © American Association for the Advancement of Science,
USA].

Xpert MTB/RIF to Diagnose
Extrapulmonary TB?
Denkinger

et al from McGill University, Montreal, Canada and collaborating
institutions performed a systematic review and meta-analysis to assess the
accuracy of Xpert MTB/RIF assay for detection of extrapulmonary TB. The study
included 18 studies involving 4461 samples and the sensitivity differed
substantially based on the sample types. When compared against culture, the
Xpert pooled sensitivity was 80.5% for cerebrospinal fluid and 83.1% for lymph
node tissues or aspirates. Based on this systematic review, the World Health
Organization now recommends Xpert over conventional tests for TB diagnosis in
lymph nodes, other tissues and as the preferred initial test for TB meningitis.
[Denkinger CM et al. Eur Respir J. 2014: DOI:10.1183/09031936.00007814.
©The European Respiratory Society, UK].
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Approaches to hepatitis C treatment and cure using NS5A inhibitors.Kohler JJ,
Nettles JH, Amblard F et al. Infect Drug Resist. 2014 Mar 5; 7:41-56.

Free Online CME Credits
The

American Conference for the Treatment of HIV (ACTHIV) is
a premier conference dedicated exclusively to the clinicians
caring for individuals with HIV infection. The conference delivers
information on key newer developments and research findings that can be
rapidly translated and applied directly to the clinical setting.
Source: https://www.signup4.net/Public/ap.aspx?EID=ACTH20E

CLINICAL TRIAL News

The medical and surgical treatment of drug-resistant tuberculosis.Calligaro GL,
Moodley L, Symons G et al. J Thorac Dis. 2014 Mar; 6(3):186-195.
The importance of implementing safe sharps practices in the laboratory setting in
Europe. De Carli G, Abiteboul D and Puro V. Biochem Med (Zagreb). 2014 Feb
15; 24(1):45-56.
Drug hypersensitivity in HIV-infected patient: challenging diagnosis and
management.Yunihastuti E, Widhani A and Karjadi TH. Asia Pac Allergy. 2014
Jan; 4(1):54-67
Antiretroviral treatment of HIV-1 prevents transmission of HIV-1: where do we go
from here? Cohen MS, Smith MK, Muessig KE et al. Lancet. 2013 Nov 2;
382(9903):1515-24.

HIV/STD Guidelines New

ACTG 5176 Trial: Fruitful Outcome
with DermaVir, a Therapeutic HIV
Vaccine Candidate

WHO: March 2014 supplement to the 2013 consolidated guidelines on the use of
antiretroviral drugs for treating and preventing HIV infection; 28 February 2014.
NIH: Guidelines for the Use of Antiretroviral Agents in Pediatric HIV Infection; 12
February 2014.

A phase I/II, randomized, double-blind study evaluated the safety, tolerability,

and immunogenicity of a DermaVir vaccine in HIV-1 infected subjects currently
under treatment with HAART. Treated HIV-infected adults with HIV RNA <50
copies/mL and CD4 >350 cells/µL were randomized to placebo or escalating
DermaVir doses. The immunogenicity was assessed by a 12-day cultured
interferon-γ ELISPOT. The study outcome showed that DermaVir vaccine was
well tolerated and showed greatest immunogenicity. [Rodriguez B et al. J
Acquir Immune Defic Syndr. 2013;64(4):351-9. © Wolters Kluwer, USA].

CAPRISA 004: Breakthrough
Microbicide Gel

AASLD/IDSA/IAS-USA: Recommendations for Testing, Managing, and Treating
Hepatitis C, 21 March 2014.
WHO: Standards for TB Care in INDIA, 24 March 2014.
NIH: Recommendations for Use of Antiretroviral Drugs in Pregnant HIV-1Infected Women for Maternal Health and Interventions to Reduce Perinatal HIV
Transmission in the United States; 28 March 2014.
WHO: International standards For Tuberculosis Care, 3rd edition, 2014.
NIH: Corrections to the Pediatric Opportunistic Infections Guidelines ; 02 April
2014.

The

CAPRISA 004 Tenofovir gel trial showed proof of concept that an
antiretroviral gel used before and after sex can protect against HIV. This
double-blind and randomized controlled trial compared Tenofovir gel in
445 women with a placebo gel in 444 women in and around Durban,
South Africa. The women participating in the trial were all sexually
active and between 18 and 40 years of age. The microbicide gel,
containing 1% Tenofovir was 39% effective in preventing HIV infection in
women. This microbicide gel has provided additional benefit of preventing
genital herpes infections demonstrating more than 50% effectiveness.
[http://www.caprisa.org/View/NewsEvents/2/31].

Thibela TB Trial: Mass Isoniazid
Preventive Therapy is not Beneficial

WHO: Guidelines for Hepatitis C treatment: Evidence, Recommendations and
Implications; 10 April 2014.

Funding Opportunities / Fellowships
If you are not able to access the hyperlinks we can send you hyperlinks through
email on request to bulletin@yrgcare.org.
Mathilde Krim Fellowship in Basic Biomedical Research. Deadline: 15 May 2014.
DST: Call for India-UK Scientific Seminar scheme.Deadline:10 June 2014.
NIH: Beyond HAART: Innovative Approaches to Cure HIV-1 (U19). Deadline: 28
July 2014.

The Thibela TB study evaluated whether mass screening and treatment for

latent tuberculosis has impact on tuberculosis control in South African gold
mines. This was a randomized study with 78,744 miners as either intervention
group (n=40,981) or control group (n=37,763). In the intervention group, all
miners were offered tuberculosis screening. If active tuberculosis was
diagnosed, they were referred for treatment and if not, they were offered 9
months of isoniazid preventive therapy. The intervention did not reduce the
incidence of tuberculosis during the 12 months follow up period. The trial
concluded that the mass screening and treatment for latent tuberculosis had
no significant effect on tuberculosis control. [Churchyard GJ et al. N Engl J
Med. 2014;370(4):301-10. © NEJM Group, Massachusetts Medical Society,
USA].

NIH: Multidisciplinary Studies of HIV/AIDS and Aging (R01). Deadline: 07 August
2014.
HIV Research Trust Scholarships. Open date: Sep 2014.

FREE Online
CME Courses
HIV, HCV & STD
Clinical Education Initiative

Top REVIEW ARTICLES FREE
Benefits of curing hepatitis C infection.Marinho RT, Vitor S, Velosa J.J
Gastrointestin Liver Dis. 2014 Mar; 23(1):85-90.
Non-tuberculous mycobacterial pulmonary infections.Johnson MM and Odell
JA. J Thorac Dis. 2014 Mar; 6(3):210-220.

April 2014

The Clinical Education Initiative (CEI) offers FREE online and onsite HIV,
HCV and STD trainings to meet the education needs of HIV care
providers.
Source: http://www.ceitraining.org/
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YRG CARE
Past Events

On the Road

Sun Foundation’s Donation for
Laboratory Equipment

A Cure for HIV: Dare to Dream?
: Online Video
On

19th March 2014, UNAIDS India hosted a seminar at the India
International Centre in New Delhi. Prof. Sharon Lewin, Co-Chair of the
AIDS2014 Conference, outlined the recent developments in HIV Cure
research that have made global headlines over the past few years:
examples such as Timothy Brown, the first man cured of HIV/AIDS
through a bone marrow transplant and the case of the Mississippi baby
who was treated with antiretroviral drugs for HIV immediately after birth
and two years since being taken off therapy at 18 months, remains free
of HIV. Source: http://www.aids2014.org/Default.aspx?pageId=716

Sun

Foundation, Chennai, as part of its philanthropic contribution, donated
` 6,00,000 towards lab equipment, which will be used for patient care.

Upcoming Scientific Events
2014 - 2015
June 2014 – Sep 2015
9th International Conference on HIV Treatment and Prevention
Adherence, June 8 -10, 2014, Miami, FL, USA.
XX International AIDS Conference –AIDS 2014. July 20-25, 2014,
Melbourne, Australia.

Mrs. Mallika Maran presenting the cheque to Prof. Solomon and Ms. Kaveri Maran
looks on.

7th Asian Congress of Pediatric Infectious Diseases, October 12 15, 2014, Beijing, China

Nobel Laureate: (Co-discoverer
of HIV) Prof. Françoise BarréSinoussi Visits YRG CARE
Facility

HIV Drug Therapy Glasgow 2014, November 2-6, 2014, Glasgow,
UK.
Conference on Retroviruses and Opportunistic Infections (CROI
2015), February 23 - 26, 2015, Seattle, USA.
World STI & HIV Congress 2015, September 13 – 16, 2015, South
Brisbane, Australia.

YRG CARE
Academic Programmes

PhD Degree Course

Applications for the PhD degree course in Medical Microbiology
(Affiliated to the University of Madras) at YRG CARE are invited
from candidates who have passed national entrance tests for
independent fellowships such as CSIR /ICMR/ DBT or INSPIRE
fellowship. For more details, please write to lab@yrgcare.org.

YRG CARE
Upcoming Events

GCLP Workshop
- International Standard

YRG CARE will be organizing a 3-day workshop on Good
Clinical Laboratory Practices (GCLP), International Standards
ISO15189:2012 in early 2015 (exact dates will be announced
soon) at TICEL Bio-park, Taramani, Chennai. This GCLP
workshop will outline the basic principles and procedures to
be followed by medical laboratories involved in patient care
and/or clinical research. For more details on the workshop,
visit the website at http://yrgcare.org/gclp.
April 2014

Prof. Solomon extending a warm welcome to Prof. Françoise B. Sinoussi (Nobel
Laureate for HIV co-discovery and President, International AIDS Society) at Voluntary
Health Services (VHS) Campus facility on 30th January 2014.

Indo-US Bilateral
Workshops/ Symposia/
Conferences/Training
Program
For more information, please visit: http://www.indousstf.org
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Dedication of HIV Cure
Research Laboratory

Satellite Session
on HIV Cure:
Co-organized by IAS,
Geneva

/

Satellite

session on “HIV Cure” was organised in conjunction with
SCIENCE 2014 on 31st January 2014. Prof. FB. Sinoussi (Institut
France), Dr. Diana Finzi (NIH, USA), Dr. Asier Sáez-Cirión (Institut
France) and Dr. Anna-Laura Ross (IAS, Geneva) delivered talks in this
co-chaired by Dr. Jack Whitescarver and Prof. Solomon.

the HIV
Pasteur,
Pasteur,
session,

YRG CARE
August 2013 – April 2014

Publications

Prof. Françoise B. Sinnoussi inaugurating and dedicating the new HIV Cure
Research Laboratory at Infectious Diseases Laboratory, VHS Campus on
30th January 2014.

Inaugural Ceremony of
HIV SCIENCE 2014
YRG CARE conducted a 3-day event, 2nd International Science Symposium

on HIV & Infectious Diseases (HIV SCIENCE 2014) on 30 th Jan-1st Feb 2014
with 25 international and 14 national speakers. The distinguished speakers of
the event include Prof. Francoise B. Sinoussi (Nobel Laureate for co-discovery
of HIV and President of International AIDS Society, Geneva), Dr. Jack
Whitescarver (Director, Office of AIDS research National Institute of Health
USA) and Dr. Carl W. Dieffenbach, Director, Division of AIDS, National
Institute of Health (NIH), USA. Totally 461 delegates participated in this
meeting including 21 international delegates. The event was accredited by
Tamilnadu Medical Council and Tamilnadu Dr.MGR Medical University. The
abstracts presented in this symposium were published in the journal, BMC
Infectious Diseases.

Bone mineral density in HIV participants randomized to raltegravir and
lopinavir/ritonavir compared with standard second line therapy. Martin A, Moore
C, Mallon PW, et al. AIDS 2013 Sep 24; 27(15):2403-11.
Characterizing HIV Manifestations and Treatment Outcomes of Perinatally
Infected Adolescents in Asia.Chokephaibulkit K, Kariminia A, Oberdorfer P, et al.
Pediatr Infect Dis J. 2014 Mar;33(3):291-4.
Clinical and genetic determinants of plasma nevirapine exposure following an
intrapartum dose to prevent mother-to-child HIV transmission.Vardhanabhuti S,
Acosta EP, Ribaudo HJ, et al .J Infect Dis. 2013 Aug 15;208(4):662-71.
Effects of early versus delayed initiation of antiretroviral treatment on clinical
outcomes of HIV-1 infection: results from the phase 3 HPTN 052 randomised
controlled trial. Grinsztejn B, Hosseinipour MC, Ribaudo HJ, et al. Lancet Infect
Dis. 2014 Apr; 14(4):281-90.
Emergence of cocaine and methamphetamine injection among HIV-positive
injection drug users in northern and western India. Mehta SH, Srikrishnan AK,
Noble E, et al. Drug Alcohol Depend. 2014 Feb 1; 135:160-5.
Evaluation of Dried Blood Spot as an Alternative Specimen for the Diagnosis of
Anti-HCV in Resource-Limited Settings.
Nandagopal P, Syed Iqbal H,
Saravanan S, et al. Indian J Med Microbiol. 2014; 32 (2).
Experiences in recruiting volunteers through community based initiatives in
Phase- 1 vaccine trials in India. Sahay S, Kumar M, Srikrishnan AK, et al, Hum
Vaccin Immunother. 2013 Oct 18;10(2).
Immunodeficiency at the start of combination antiretroviral therapy in low-,
middle-, and high-income countries.Avila D, Althoff KN, Mugglin C, et al. J Acquir
Immune Defic Syndr. 2014 Jan 1;65(1):e8-16.

Prof. Sinoussi lighting the traditional kutthu vilakku marking the inauguration of HIV
SCIENCE 2014. Prof. SP Thyagarajan, Dr. Jack Whitescarver and Prof. Solomon
look on.
April 2014

Source: www.davp.nic.in/WriteReadData/ADS/eng_17137_1_1213c.pdf
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NABL Accredited (ISO15189:2007)
YRG CARE Laboratory: Offering

SPECIAL NEWS

Cost-Effective Diagnostic Services
YRG CARE Laboratory offers certified, quality assured and cost-effective HIV
monitoring laboratory tests:

Report of 2nd Baby: A Potential
“Functional Cure”
Recently

Persaud et al. presented a case report at the Conference on

Retroviruses and Opportunistic Infections (CROI 2014), Boston, in which, a
second baby put on ART had also showed “viral remission”. The baby girl,
born at Long Beach’s Miller Children’s Hospital, was given triple drug ART
(AZT+3TC+NVP) starting 4 hours of birth to a mother who was not on
medication during pregnancy. The baby’s HIV RNA level was 217 copies/mL
at 36 hours of age and it became undetectable on Day 11. It remained
undetectable through age of 8 months. Replication-competent HIV could not
be recovered from resting CD4+ T-cells.
Source: Persaud D et al. Very early combination antiretroviral therapy in
perinatal HIV infection: two cases studies. CROI 2014, Oral abstract-75LB,
Page126.

Impact of antiretroviral therapy on opportunistic infections of HIV-infected
children in the TREAT Asia pediatric HIV observational database.
Prasitsuebsai W, Kariminia A, Puthanakit T, et al. Pediatr Infect Dis J. 2013
Dec 30.
Impact of generic antiretroviral therapy (ART) and free ART programs on time
to initiation of ART at a tertiary HIV care center in Chennai, India. Solomon
SS, Lucas GM, Kumarasamy N, et al. AIDS Care. 2013 Aug; 25(8):931-6.
Impact of antiretroviral therapy on quality of life in HIV-infected Southeast
Asian children in the PREDICT study. Bunupuradah T, Kosalaraksa P, Vibol
U, et al. AIDS Patient Care STDS. 2013 Nov; 27(11):596-603.

\



CD4 Count (absolute and %) by Beckman Coulter FlowCARE assay (`350)



HIV-1 Viral Load by ABBOTT RealTime PCR Assay (`2200)



HIV-1 Drug Resistance Homebrew Genotyping Assay ( `4000 for RT drugs,
` 7000 for RT and PI drugs).

TB PCR (GeneXpert MTB/RIF) (`2000) and other internationally certified STD testing
for HIV, HSV-2, Syphilis, Chlamydiasis and Gonorrhea also offered.
For details, please contact us at

We welcome your contribution towards YRG CARE. Donations to YRG CARE
are eligible for tax deductions under Section 80G of the Income Tax Act. The
Foundation is registered with the Ministry of Home Affairs to receive Foreign
Contributions under the Foreign Contributions Regulation Act (FCRA) vide
registration No. 75900630/12 July 1991. Please mail us with the subject head
'Donations' with your contact details.

Ask the Experts

Readers are invited to send their queries on HIV/AIDS to bulletin@yrgcare.org,
which will be answered by experts from YRG CARE.

Volume 2, Issue 1, April 2014
Editor-in-Chief & Publisher

Incidence and predictors of severe anemia in Asian HIV-infected children using
first-line antiretroviral therapy.Bunupuradah T, Kariminia A, Chan KC, et al. Int
J Infect Dis. 2013 Oct;17(10):e806-10.

Prof. Suniti Solomon, MD, FAMS
Director, YRG CARE
Associate Editors

Intermediate vaginal flora and bacterial vaginosis are associated with the same
factors: findings from an exploratory analysis among female sex workers in
Africa and India. Guédou FA, Van Damme L, Deese J, et al. Sex Transm
Infect. 2014 Mar; 90(2):161-4.

Dr. P Balakrishnan, PhD
Dr. R Vignesh, PhD
Mr. P Nandagopal, MSc
Contact Us

Prevalence, characteristics, management, and outcome of pulmonary
tuberculosis in HIV-infected children in the TREAT Asia pediatric HIV
Observational Database (TApHOD).Sudjaritruk T, Maleesatharn A,
Prasitsuebsai W, et al. AIDS Patient Care STDS. 2013 Dec; 27(12):649-56.

Y.R. Gaitonde Centre for AIDS Research and Education (YRG CARE)
Voluntary Health Services Hospital Campus
Rajiv Gandhi Salai, Taramani
Chennai 600113, India.

TB-IRIS after initiation of antiretroviral therapy is associated with expansion of
preexistent Th1 responses against Mycobacterium tuberculosis antigens.
Vignesh R, Kumarasamy N, Lim A, et al. J Acquir Immune Defic Syndr. 2013
Nov 1; 64(3):241-8.

Trends of CD4 cell count levels at the initiation of antiretroviral therapy over
time and factors associated with late initiation of antiretroviral therapy among
Asian HIV-positive patients.Kiertiburanakul S, Boettiger D, Lee MP, et al. J Int
AIDS Soc. 2014 Mar 14;17(1):18804.
Undisclosed antiretroviral drug use in a multinational clinical trial (HIV
Prevention Trials Network 052).Fogel JM, Wang L, Parsons TL, et al. J Infect
Dis. 2013 Nov 15;208(10):1624-8.
April 2014

sakthivel@yrgcare.org

Invitation for Contributors

Immunodeficiency at the start of combination antiretroviral therapy in low-,
middle-, and high-income countries.Avila D, Althoff KN, Mugglin C, et al. J
Acquir Immune Defic Syndr. 2014 Jan 1;65(1):e8-16.

Transmitted Drug Resistance and Antiretroviral Treatment Outcomes in NonSubtype B HIV1- Infected Patients in South East Asia. Phanuphak P,
Sirivichayakul S, Jiamsakul A, et al .J Acquir Immune Defic Syndr. 2014 Jan 9.

044-39106804 /

Phone: +91 44 22542929 ; Fax: +91 44 22542939
……….

eMail: bulletin@yrgcare.org; Website: www.yrgcare.org

Should you wish to send us your comments/ suggestions/ email subscription
regarding this bulletin, please write to us.
Editorial Policy and Disclaimer. The objective of this bulletin is to impart current scientific
news to the readers and the bulletin is circulated free of cost. The editorial process is
independent and any individual or organization that provides financial support to YRG
CARE does not participate in the editorial process and decisions. Description or
reference to a product or publication does not imply endorsement by
YRG CARE.
Every effort is made to ensure the timeliness and accuracy of information presented in
this bulletin. The authors, editors and publisher will not in any way be held responsible for
the timeliness of information, errors, omissions and inaccuracies in this publication. Users
are advised to recheck the information with original resource materials before applying to
patient care or other purposes.

The YRG CARE Bulletin

Page 8 of 8

