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Introduction

+ Observational cohort studies have consistently
demonstrated that the rate of CD4+ T cell declines
is slower in patients with multi-drug resistant HIV
compared to historic controls of untreated patients
with wild-type HIV.

These studies have been used to justify waiting to
modify therapy in patients with virologic failure,
particularly if the options for complete viral
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Methods: Statistics

Marginal Structural Models (MSM)

* Mimic a RCT where subjects are enrolled at time of
failure and assigned a random switch time

+ Model counterfactual CD4 count 8 months after
failure if a subject were assigned to switch treatment
after ¢ months: Yc¢ (8)

Table 1: Candidate confounders evaluated

Covariate

Age
Current treatment (P/NRTI/NNRTI) Gender
Plasma HIV RNA level

CDA4 T cell count

CD8 T cell count

Lab frequency

Self-Reported Adherence

Year HIV diagnosis

Drug experience: T20, TDF, 3TC

Drug experience: #Pls, #NRTIs, #NNRTIs

disease
Education
Yearly Income

Racelethnicity

Sexual orientation
Homeless within past year
Diagnosis with opportunistic

Self-identified HIV risk group

Results

100 subjects (116 episodes of failure) were evaluated
Median time to switch was 6 months (IQR=4,11)

Marginal Structural Models (MSM)

Effect of time until switching (¢ ) on CD4 count 8
months later, given CD4 count at failure ( CD4(0) ):

E[Y,(8)| CD4(0)]= S, + Ac + B,CDA(0) + S3,c x CD4(0)

Figure 1: HA-MSM, separate model for each time point

Effect of each additional month until treatment modification on future
CD4 count, given current CD4 count (CD4(j)) and elapsed time since
failure

Difference in future CD4 T
cell count per additional
month until switch
o hbMONDO®

suppression are limited. History-Adjusted MSM (HA-MSM) SES‘ ;Wonﬂ/Duag‘hsr;x%T ;raﬁk (n:‘sm months) P— p,=-131 95%Cl:(-22.5,-4.8)
- These prir observational studies may have been |+ Mimic @ RCT where subjects who have notyet |25 tiesed e e e o) =006 9%CI003, 009

confounded by the likelihood that treated patients
who were doing well were less likely to modify
therapy than those not doing well.

switched therapy are enrolled at various times after
failure and assigned a random future switch time
« At each time point after failure (j ), model the

Nadir CD4 T cell count

drug use

Table 2: Subject characteristics at time of failure

In other words, the effect of waiting to switch depends
on CD4 count at time of failure

Elapsed months since virologic failure (j)

CD4=75 — CD4=150 -~ CD4=350
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