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When to start antiretroviral therapy
Key differences between “when to start” for HIV-1 and for HIV-2

- No “START study” for HIV-2: no randomised trials of timing of ART
- Lower viral loads than HIV-1 in general
- Many (25 – 40%) have undetectable HIV-2 RNA without ART
- hence lower horizontal and vertical transmission risk than HIV-1
- and slower disease progression

When to start antiretroviral therapy
And key similarities
- Opportunistic infections and clinical presentation are the same
- We assume that U=U
- 90-90-90 targets apply
- Stigma is likely to be the same

Evidence: recent cohort study example

•
•
•
•
•

Occupational cohort, 1990 2013
No viral loads, but good
estimates of date of infection
HIV-1/HIV-2/HIV negative
comparisons
Time to clinical AIDS 6.2 vs 14.3
years for HIV-1 vs HIV-2
Minority started ART

Recommendations
Reminder of GRADE
Grading Recommendations Assessment, Development and Evaluation
Strength of recommendation

Strength/quality of evidence

1: “we recommend”

A:

high

2: “we suggest”

B:

moderate

C:

low

D:

very low

“GPP” = good practice point

Recommendations




It is essential that the risks and benefits of initiating ART are discussed with all individuals with HIV-2. (GPP)
We suggest that all people with HIV-2 start ART. (Grade 2C)



We recommend that people with HIV-2 start ART in the following circumstances:
 If there is dual HIV-1 and HIV-2 infection; (Grade 1A)
 When a diagnosis is made during primary HIV-2 infection; (Grade 1C)
 If there is co-infection with hepatitis B (HBV); (Grade 1C)
 In pregnancy; (Grade 1C)
 If there is detectable HIV-2 viraemia; (Grade 1B/C)
 If the CD4 count is below 500 cells/mm3; (Grade 1B)
 In advanced HIV disease, or if there are opportunistic infections; (Grade 1B)
 If there are symptoms, or an indicator condition for HIV-1 and/or HIV-2, regardless of CD4 count or viral load.
(Grade 1C)



We suggest that additional consideration is given to starting ART if there are significant
comorbidities. (Grade 2D)

We recommend that people with HIV-2 start ART if:
1. If there is dual HIV-1 and HIV-2 infection (1A)
Evidence in HIV-1 and the treatment recommendation is the same.
A treatment regimen should be designed that has fully suppressive activity against both viruses.
2. When a diagnosis is made during primary HIV-2 infection (1C)
Largely extrapolated from HIV-1: may reduce the reservoir of infected cells and likely to reduce risk of
onward transmission
Clinical syndrome appears to be the same as primary HIV-1
3. If there is co-infection with hepatitis B (1C)
Extrapolation from evidence in HIV-1/hepatitis B co-infection
A treatment regimen should be designed that has fully suppressive activity against both viruses.

We recommend that people with HIV-2 start ART if:
4. In pregnancy (1C)
Vertical transmission is a risk (not zero; 0.6 – 4%) and ART is likely to reduce that risk
Observational data on pregnancies in women with HIV-2 suggest ART effective
Start ART even if undetectable HIV-2 RNA, since this may change later in pregnancy
5. If there is detectable HIV-2 viraemia (1B)
Prevents disease progression (evidence in HIV-2)
Prevents onward transmission, as well as reducing the risk of non-AIDS adverse events (evidence in HIV-1).
Disease progression seen in HIV-2 with very low-level viraemia (CD4 matched viral load 10-100x lower than HIV1), so viraemia is a strong indication to treat
6. If the CD4 count is below 500 cells/mm3 (1B)
Disease progression is similar to (but slower than) in HIV-1 and opportunistic disease may be seen at higher CD4
counts

We recommend that people with HIV-2 start ART if:
7. In advanced HIV disease, or if there are opportunistic infections (1B)
WHO definition: CD4 <200 cells/µL or WHO stage 3 or 4 clinical event
Some extrapolation from HIV-1, but ART does lead to improved CD4 counts in HIV-2
8. If there are symptoms, or an indicator condition for HIV-1 and/or HIV-2, regardless of CD4 count or viral load.
(1C)
To improve symptoms and because symptoms may be markers of immunosuppression
We suggest that additional consideration is given to starting ART if there are significant comorbidities. (2D)
Higher mortality in >45s with HIV-2
Extrapolation from HIV-1

We suggest that people with HIV-2 start ART (2C)
FOR
 CD4 count improvement seen in cohort studies
 Disease progression seen without ART, leading to advanced disease and death
 Opportunistic disease seen at higher CD4 counts in people with HIV-2 vs HIV-1
 Likely public health benefit, as U=U

AGAINST
 No randomised controlled trials to determine optimal timing of ART in HIV-2
 Cohort studies subject to confounding, many without viral load monitoring and not in high-income settings
 In cohort studies, 25-40% of ART-naïve individuals have undetectable HIV-2 RNA
 Long term follow up data including people with undetectable HIV-2 RNA off ART not available

It is essential that the risks and benefits of initiating ART are
discussed with all individuals with HIV-2. (GPP)




Detailed discussion, perhaps more so than in HIV-1
Ensure correct information given and explain differences between HIV-1 and HIV-2
Consider benefits to engagement and retention in care of starting ART

GPP = good practice point
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