
1

Professor Brian Gazzard
Chelsea and Westminster Hospital, London

17TH ANNUAL CONFERENCE OF THE

BRITISH HIV ASSOCIATION (BHIVA)

6-8 April 2011, Bournemouth International Centre

Professor Brian Gazzard
Chelsea and Westminster Hospital, London

17TH ANNUAL CONFERENCE OF THE

BRITISH HIV ASSOCIATION (BHIVA)

6-8 April 2011, Bournemouth International Centre

COMPETING INTEREST OF FINANCIAL VALUE > £1,000:

Speaker 
Name

Statement

Professor Brian 

Gazzard:

Professor Gazzard has given consultancy advice for Gilead Sciences, 
Bristol-Myers Squibb and ViiV Healthcare.

Date 1 April 2011



2

History of HIV and AIDS

Professor Brian Gazzard
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““What can I say? The medicines are eloquent enough. What they have done for me 
is amazing.  Everyone was shocked when I went home for Christmas.  I was so sick 
before I started treatment.  I was skinny, and the medicines made me big again.  I was 
so weak I could not walk, and now look at me.”

Lessons learnt 

Miracles do happen!
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1 million years ago…

� A chimp was bitten by 2 monkeys:
� Red-capped mangabey

�Greater Spot – nosed 
(Cercopithecus 
nictitans)

rcm = red-capped 
mangabeys (Cercocebus 
torquatus)

Gsn=greater spot-nosed 
monkeys (Cercopithecus 
nictitans) 

A part of SIVcpz (the pol 
gene) is closer to 
SIVrcm,
and another part (env) is 
closer to SIVgsn
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Next 100,000 years…

�95% of chimp population eradicated

�Restricted MHC repertoire

UPGMA phylogenetic tree of human and chimpanzee MHC  class I intron 2 sequences.

de Groot N G et al. PNAS 2002;99:11748-11753
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1999. Nature

Geographic distribution of chimpanzee subspecies
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KinshasaKinshasa

1950’s1950’s

Histopathology Department Histopathology Department –– unexplained deathunexplained death

HIV DNA extractedHIV DNA extracted

Molecular clock Molecular clock →→ 18991899
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Why 1900s?

Simply because only around that time, major 
cities, including Kinshasa emerged.

Kinshasa  1955 

Kinshasa  1896 

Bayesian 
analysis

HIV-1 O is a sister 
clade of SIV from 
Gorilla! 
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Transmission

� Africa � USA
� MSM

� ?Haiti

Transmission

� Gay steward
� Several hundred partners:

� New York

� San Francisco
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AH 1979

� Temperature
� Lymphadenopathy
� Weight loss
� VDRL +
� Penicillin

AH – no better in 1980

� Weight loss
� Acquired icthyosis
� Pigmented
� Laparotomy – Whipples
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Initial report

http://www.ncbi.nlm.nih.gov/pubmed/6272109
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AH 1981

� All teeth fell out
� Died in 1984 

Multiple Cerebral 
Lymphoma

Chest X ray: PCP with bilateral, 
diffuse granular opacities

Sexual network

http://www.ncbi.nlm.nih.gov/pubmed/6147547
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Microsporidial diarrhoea

Lessons learnt 

Sexual history not always reliable!

Careful study of 1 patient can produce 
lots of papers
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HIV originsHIV origins

1.1. An infection An infection -- bloodblood

2.2. TT44 cells cells ↓↓ -- retrovirusretrovirus
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Lessons learnt 

Pressures to be first are overwhelming

Science and politics provide complex 
motivations

Humbleness never goes amiss



16

Fischl new england j med 1987

The Delta TrialThe Delta Trial
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TMC125

Church House, Westminster, London 4–5 July 2008 Adapted from Montaner J, et al. JAMA 1998;279(12):9 30−937

INCAS 52-week Results
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Church House, Westminster, London 4–5 July 2008

Lessons learnt 

RCT’s are important

long

?big

Church House, Westminster, London 4–5 July 2008

George Orwell
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Church House, Westminster, London 4–5 July 2008

Freddie Mercury

Progression to AIDS/Death

Time (months)
Adapted from: Hogg R, et al. JAMA 1998;279(6):450−4 54;

Hogg R, et al CMAJ 1999;160(5):659−655 

No therapy
Mono-therapy

Dual-therapy

Triple therapy

0

5

10

15

20

25

30

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15



20

Church House, Westminster, London 4–5 July 2008 Centers for Disease Control Available at: http://ww w.cdc.gov/hiv/topics/
surveillance/resources/slides/pediatric/slides/pedi atrics_4.pdf Accessed 1 July 2008 

Church House, Westminster, London 4–5 July 2008

Now a ‘generic’ market

1) Most combinations are of equal potency

Decisions for prescribing based upon:

- convenience

- toxicity

- price
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Church House, Westminster, London 4–5 July 2008

ATV/r vs EFV primary virologic endpoint
A5202: Overall

Daar E et al. 17th CROI 2010:Abstract 59LB
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Weeks from randomization

ATV/r versus EFV with

ABC/3TC: HR 1.13 (95% CI 0.82, 1.56)
Prob. VF free at wk 96: 83.4 vs 85.3% diff -1.9% (9 5% CI -6.8, 2.6)

TDF/FTC: HR 1.01 (95% CI 0.70, 1.46)
Prob. VF free at wk 96: 89.0 vs 89.8%, diff -0.8% ( 95% CI -4.9, 3.3)

EFV + TDF/FTC

EFV + ABC/3TC

ATV/r + TDF/FTC

ATV/r + ABC/3TC

ABC/3TC + EFV (72 events)
ABC/3TC + ATV/r (83 events)
TDF/FTC + EFV (57 events)
TDF/FTC + ATV/r (57 events)

Date of Preparation April 2010

STARTMRK: RAL vs EFV (+TDF/FTC)
48-week results

� Shorter time to virologic response with RAL vs EFV (p<0.001)

� Greater CD4 increase with RAL vs EFV
– +189 vs 163; ∆: 26 (95% CI: 4–47)

� Fewer CNS events by Week 8 with RAL vs EFV (10.3% v s 17.7%; p=0.015)
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Antiretroviral therapy with the integrase inhibitor Raltegravir alters 
the kinetics of HIV, significantly reducing the second phase.

J. Murray et al., AIDS 2007, 21: 2315-2321

Efavirenz

Raltegravir

Date of Preparation April 2010

Boosted Pls in ARV naïve patients
Virological suppression at 48 weeks

Adapted from: 1. Eron J et al. Lancet 2006;368:476–4822; 2. Walmsley S et al. EACS 2007; 3. De Jesus E et al. ICAAC 2007. 
Abstract LBA H-718b; 4. Gathe J et al. CROI 2008. Abstract 775; 5. Molina J-M et al. Lancet 2008;372:646–655

Data in figures are from different studies and cann ot be compared directly. 
ITT-E, intent-to-treat exposed
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Chronic liver disease 

Cognitive disorders

Non-Aids cancers

Chronic renal disease

Osteoporosis
CVD

Frailty

Depression

Diabetes mellitus

Non-infectious complications

Now – major issues

1) Are there major diseases which are not corrected 
by ART?

Lesson: don’t jump on every bandwagon!
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Cohort Studies

Many hidden biases

How to make a silk purse out of a sow’s ear

Cohort studies

1. Channelling biases

2. Missing events

3. Lead / lag time
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Head and neck cancer
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Other studies have found a 2 fold increase (95%CI: 1.62-2.52) JCO ‘03

Error bars 
represent 
95% 
confidence 
intervals

Age at cancer diagnosis among persons with AIDS and  the general population in the United 
States, 1996–2007.Points represent cases of cancer observed among persons with AIDS.

Shiels M S et al. Ann Intern Med 2010;153:452-460

©2010 by American College of Physicians



26

Changing Rates of Use of Antiretroviral Drugs (Panel A) and 
Vascular Events and Death (PanelB)

CHARTER study: high prevalence of 
neurocognitive impairment 
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Charter Study

1) Not all patients undetectable

2) Nadir <50: structural brain damage

What about: - heroin?

- Hep C?

- crystal meth?

etc

Pathogenesis

Continuing activation – all the rage

Is it true?
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Alteration in immune activation after ART

Prevention

1) Vaccines

2) Behaviour

3) DRUGS
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Number of public-sector ARV therapy sites and number of people
receiving ARV therapy in the public sector in Botswana, 2002–2004
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Prevention

1) Swiss HIV Commission statement

2) Multiple studies confirming

3) Find and treat policy

4) Cost to stop epidemic: £100 billion

(cost to rescue the banks)

Prep Results

NEJM
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Drug levels and Prep results

NEJM

Humans

(slow evolution)

The Arms Race

Intrinsic antiretroviral 
factors

Retrovirus

(rapid evolution)

Cellular promoting 
genesFactors inhibiting 

intrinsic mechanisms
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CCR5

PROTEASE

VPU

RT

A3G-VIF

INTEGRASE

CHROMATIN MODELLERS

LEDGF

EXISTING DRUG TARGETS

NEW DRUG TARGETS

New therapeutic targets in HIV-1 replication

Summary

Life is wonderful

Doctors can still do what they were trained to do

Do not give too many hostages to fortune
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Date of Preparation April 2010

William Stewart, MD
Surgeon General, United States 1965–69

“The time has come to close the book on infectious diseases.
We have basically wiped out infection in the United States”


