
Definitions of AE related to 
ARVs: 

What are we talking about?
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Disentangling a drug effect
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Time to first severe drug-related AE
P

ro
po

rti
on

 o
f s

ub
je

ct
s 

w
ith

ou
ta

 g
ra

de
 3

/4
 A

E

Time (weeks)

0 4 12 24 36 48
0.00

0.25

0.50

0.75

1.00
Saquinavir/r

Indinavir/r

Adverse events

P = 0.0002 (log rank test)

MaxCmin1: Dragsted

 

et al, JID, 20



Time to first severe drug-related AE
P

ro
po

rti
on

 o
f s

ub
je

ct
s 

w
ith

ou
ta

 g
ra

de
 3

/4
 A

E

Time (weeks)

0 4 12 24 36 48
0.00

0.25

0.50

0.75

1.00
Saquinavir/r

Indinavir/r

Adverse events

P = 0.0002 (log rank test)

Diarrhoea Diarrhoea ((ritonavirritonavir))

MaxCmin1: Dragsted

 

et al, JID, 20



Time to first severe drug-related AE
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Stavudine but not abacavir associated with 
depletion of limb fat
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Changes in limb fat by dexa scan

Presenter
Presentation Notes
The final results from the DEXA substudy of the ABCDE trial presented yesterday by Daniel Podzamczer, which unlike in the Gilead study did include a baseline DEXA measurement likewise show the lack of limb fat loss with a thymidine-analogue sparing backbone of abacavir/3TC as opposed to what was seen in those randomized to the d4T-arm. These results with an abacavir/3TC backbone are also consistent with those recently reported for the CPCRA FIRST trial.



Abacavir hypersensitivity reaction (HSR) 
and HLA haplotype

• Presence of HSR and HLA-B*5701 status:
• B*5701 pos: 14/18 (78%)
• B*5701 neg: 4/167 (2%)

• Reduction of prevalence of HSR by denying 
patients with HLA-B*5701, HLA-DR7, HLA-DQ3 
abacavir:

• 9% to 2.5%

Mallal et al, Lancet 2002



Time to Onset of Asymptomatic ALT or 
AST >5 x ULN on NVP in Controlled 

Trials
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The ”conundrum” of using cART

• Allow persons to get older
• De-masking other HIV-associated disease processes

• eg. HBV, HCV
• Allow the normal aging process to manifest itself 

clinically
• dementia, cancers, CVD, hypertension, diabetes, body 

shape changes, etc
• Exacerbate AEs of cART that interacts with the normal 

aging process 
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Deaths in D:A:D 
Multivariable relationships with death rate 
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Relationship between combination 
antiretroviral therapy and liver-related deaths: 

benefits and potential harm
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Glomerular filtration rate (GFR) over time 
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Impaired baseline GFR  improved

Presenter
Presentation Notes
Key point: Using CG equation, patients with mild renal impairment at baseline showed greatest improvements in GFR over time, suggesting that renal benefits outweigh risks over the short-to-mid-term 
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Presenter
Presentation Notes
This shows Kaplan Meier estimates of the risk of major CVD events according to treatment arm.  Contrary to the original hypothesis, there was a raised risk in the DC arm.  The relative hazard was 1.57 which was of borderline statistical significance.  The breakdown of the types of events are shown.  Note that there were 48 events in the DC arm and 31 in the VS arm, so power for some of the following analyses is limited.



Subgroup in SMART either naïve or not 
currently on ART: early versus deferred

Serious Non-AIDS

SMART Study Group. J Inf Dis (in press)
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Serious non-AIDS events: 
complication of using ART but also from untreated HIV

• Decompensated liver disease
• End-stage renal disease
• Cardiovascular disease
• Non-AIDS defining cancers
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Adjusted incidence rate ratios of new AIDS/death, 
AIDS, HIV or non-HIV death after starting HAART
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EuroSIDA: Mocroft et al, AIDS 2005
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Young age makes adverse influence on 
risk of myocardial infarction from using PI 

trivial
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Laboratory based 
AEs



Laboratory defined 
adverse effect endpoints: 

grading
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Time to Onset of Asymptomatic ALT or 
AST >5 x ULN on NVP in Controlled 

Trials
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Laboratory defined 
adverse effect endpoints: 

already abnormal (e.g. viral hepatitis)
ALT
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Laboratory defined 
adverse effect endpoints: 
timing of measurement
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Laboratory defined 
adverse effect endpoints: 

clinical detectable consequences
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Critical issues in pharmacovigilance

• Prioritize collection of well defined events 
• Clear & simple case definition
• Easy to ascertain & clinically important (to patient, 

his/her provider and treatment programme)  
• Severe clinical disease (fatal or non-fatal)
• Reasons for treatment switch
• (laboratory defined endpoints)

• Keep track of emergence relate to starting drug 
(early vs late)

• Have procedures in place to capture emerging 
problems
• Spontaneous reporting (UMC)
• Causes of death



Serious non-AIDS events: 
complication of using ART but also from untreated HIV

• Decompensated liver disease
• Liver (pre)coma or transplantation

• End-stage renal disease
• Permanent dialysis or kidney transplantation)

• Non-AIDS defining cancers
• Pathology reports or clinical obvious

• Cardiovascular disease
• Dundee classification (WHO Monica)



Changes to a first combination ART regimen
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Quality versus quantity

Volume of questions/
work required

Quality
of 

data



Summary

• ARVs = millions of life-years gained
• All ARV induces AEs
• All AEs are not induced by ARVs
• PV system

• Events: Clinical important, easy to define & 
ascertain

• Keep it simple but consistent and harmonised
• Keep things in perspective

• Frequency
• Benefits
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