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Acute HIV Infection is the earliest stage of HIV infection, and generally 
develops within 2 to 4 weeks after a person is infected with HIV. During this 
time, acute retroviral syndrome develops with flu-like symptoms. In the acute 
stage of infection, HIV multiplies rapidly and spreads throughout the body. 
The virus attacks and destroys the infection-fighting CD4 cells of the immune 
system. HIV can be transmitted during any stage of infection, but the risk is 
greatest during acute HIV infection.
Chronic HIV Infection - This second stage of HIV infection is also called 
asymptomatic HIV infection or clinical latency. During this stage of the 
disease, HIV continues to multiply in the body but at very low levels. People 
with chronic HIV infection may not have any HIV-related symptoms, but they 
can still spread HIV to others.
AIDS - the final stage of HIV infection. Because HIV has severely damaged 
the immune system, the body can’t fight off opportunistic infections. People 
with HIV are diagnosed with AIDS when they have a CD4 count of less than 
200 cells/mm3 and/or of any of more than 20 opportunistic infections or 
related cancers. Without treatment, people with AIDS typically survive about 3 
years.
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Comment: Contraception and HIV could theoretically interact on one hand by reduction of the effect of 
antiretroviral treatment through drug-drug interactions (DDIs) between ART and concurrently used 
hormonal contraceptives (HC) or through further suppression of the immune system by CHC. At present 
there is no evidence for a reduction in the efficacy of ART by hormonal contraception. For the second 
hypothetical mechanism the majority of studies did not find significant changes in CD4+ cell count and 
plasma HIV-RNA levels in the users of both hormonal and intrauterine contraception.
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Comment: Concerns about the possible impact of different methods of contraception on HIV 
transmission and acquisition have become less important after the World Health Organization (WHO) 
recommended ART for all persons living with HIV infection. Namely, ART contributes the most to 
reducing the risk of HIV transmission in serodiscordant couples. The risk of HIV transmission in 
women not been on ART has been the subject of extensive research, and the data are conflicting. 
There are some results indicating that in women who used injectables, mostly DMPA, HIV-1 RNA was 
more commonly detected in cervical mucus, and genital HIV-1 RNA concentrations were higher. 
Therefore, in order to reduce the risk of HIV transmission or acquisition regular condom use should 
be strongly recommended, particularly in women who use DMPA. Infection with herpes simplex virus 
type 2 (HSV-2) can also facilitate HIV transmission and HIV acquisition in injectable contraceptive 
users and therefore WHO also recommends concomitant use of condoms and other HIV preventive 
measures in women who use progestin-only injectables. No relationship between the use of other 
hormonal contraceptive methods, intrauterine contraception and tubal ligation and both HIV 
transmission and genital viral shedding was observed in studies.
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living with HIV infection (PWH). Transl Res. 2020 Jul 18:S1931-5244(20)30174-2.
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Comment: Contraceptive efficacy of hormonal methods might be reduced in women with 
HIV due to drug-drug interactions (DDIs) between estrogen/progestin and drugs that these 
women use for both HIV infection and HIV-related diseases (e.g. rifamycins or 
antiepileptics). Still, despite a possible decreased contraceptive efficacy the rate of 
unintended pregnancy remains lower in women using hormonal contraception compared to 
women not using contraception - careful consideration is needed before deciding to 
withhold a certain method for women with HIV. 
The efficacy of LNG-IUS is not reduced even when the systemic exposure to levonorgestrel is 
lower due to DDIs, because the contraceptive effect of this device is mainly achieved by the 
local action on the uterus.
A particular problem in women living with HIV is the increased risk for venous 
thromboembolism (VTE). Factors related to HIV disease, ART, co-morbidities, infections, and 
lifestyle characteristics (smoking and alcohol consumption) contributes to an increased risk 
for VTE. Therefore, caution should be exercised when prescribing a pill with a higher dose of 
ethinyl-oestradiol (EE).
HIV infection increases the risk of cardiovascular diseases, possibly due to chronic 
inflammation, ART, and high rates of typical risk factors in persons who live with HIV.
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Comment: Intrauterine devices (IUDs) do not protect against sexually transmitted 
infections (STIs), including HIV. If there is a risk of STI/HIV, the correct and consistent 
use of condoms is recommended. In women with high risk of HIV, both initiation and 
continuation of intrauterine contraception is MEC category 1. However, many 
women at high risk of HIV are also at risk of STIs. IUD insertion may further increase 
the risk of PID among women at increased risk of STIs, and therefore initiation of 
both IUD types is MEC 2/3 , while continuation represents category 2.
According to the WHO Medical eligibility criteria (MEC) for contraceptive use there 
are differences in the safety of copper-IUD/LNG-IUS use among women with varying 
severity of HIV disease. In women with HIV who are stable on ART, the use of 
IUD/IUS outweighs potential risks (MEC category 2). However, risks outweight 
benefits of starting a copper-IUD/LNG-IUS in women with severe or advanced HIV 
clinical disease (MEC category 3), and therefore in such cases if IUD use continues 
close monitoring for inflammatory complications is strongly recommended.
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Ref. 1 - The review identified eight articles from six study populations which addressed pelvic infections 
or other IUD-related complications. One study that directly compared women with varying levels of HIV disease severity found no differences in complication rates between those with severe or mild disease 
after short- and longer term follow-up. The remaining studies generally found low or no incidence of PID 
among IUD users.
Among eight articles from seven study populations that reported on HIV disease progression, there 
were generally no differences between women using IUDs compared with other contraceptives, nor were there changes between baseline and follow-up.
One article that reported directly on HIV disease transmission to non-infected male partners found no difference in HIV disease transmission, and five articles found no differences in genital viral shedding 
among women using IUDs. No direct evidence addresses potential differences in HIV disease 
progression or transmission by HIV disease severity.
In conclusion, limited evidence of fair to poor quality found no differences in infectious complications 
when comparing IUD complication rates among women with varying levels of HIV disease severity. One study found that IUD use was not associated with HIV transmission, and studies generally found no 
differences in genital viral shedding or disease progression; however, there was little direct evidence to 
address potential differences related to HIV severity.

Ref. 2 – In a randomized controlled trial in Cape Town, South Africa, 199 women with confirmed HIV 
seropositivity and not desiring pregnancy in the next 30 months were recruited and allocated, with 98 receiving 
the copper-IUD and 101 the LNG-IUS. Participants had genital tract samples collected by menstrual cup and 
blood taken for genital and plasma viral load levels at enrollment and at 3-, 6-, 12-, 18-, and 24-month visits. 
Women could return at any time for unscheduled visits and remained in the study even if the IUC was removed 
on request. Women receiving the LNG-IUS did not have any significant difference in change in detectable genital 
tract viral load compared with C-IUD users, regardless of ART status. However, women receiving the copper-IUD 
were more likely to have the IUC removed than those receiving the LNG-IUS through the study period.

Comment: Rates of symptomatic PID with IUD are low. As asymptomatic STIs increases the risk of PID in IUD 
users, screening for at least chlamydia and gonorrhoea is necessary before inserting a copper-IUD/LNG-IUS. 
However, in the systematic review the rates of STIs and PID after IUD insertion were low, without 
differences in the incidence of inflammatory complications among women with different degrees of HIV 
disease severity. Hence, laboratory STI screening can be replaced in resource poor areas by syndromic 
screening and treatment of all STIs that present within the certain syndrome. 
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HIV medicines are grouped into six drug classes according to how they fight 
HIV. The six drug classes are:
1 and 2: Non-nucleotide and nucleotide reverse transcriptase inhibitors 
(NNRTIs) prevent HIV from replicating by blocking HIV reverse transcriptase -
HIV uses reverse transcriptase to convert its RNA into DNA (reverse 
transcription). 
3. Protease inhibitors (PIs) prevent new (immature) HIV from becoming a 
mature virus that can infect other CD4 cells by blocking protease (an HIV 
enzyme). 
4. and 5: Fusion and entry inhibitors prevent HIV from entering the CD4 cell 
by blocking the HIV envelope from merging with the host CD4 cell membrane 
(fusion) or by blocking the CCR5 coreceptor on the surface of certain immune 
cells, such as CD4 T lymphocytes (CD4 cells).
6: Integrase strand transfer inhibitors (INSTIs) prevents HIV from replicating 
by blocking integrase (an HIV enzyme). HIV uses integrase to insert 
(integrate) its viral DNA into the DNA of the host CD4 cell. 
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antiretrovirals. AIDS 2017, 31:917–52.

3. Patel RC, Bukusi EA, Baeten JM. Current and future contraceptive options for 
women living with HIV. Expert Opin Pharmacother. 2018 January;19(1):1-12.

Ref. 2: Systematic review of the published evidence on drug interactions between 
hormonal contraceptives and antiretrovirals. Fifty reports from 46 studies were 
included. Analyses of two large trials of hormonal contraceptives and NRTIs used 
for PrEP found that use of tenofovir/ emtricitabine did not affect pregnancy rates 
among users of COCs, injectables, or implants.
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4. Scarsi KK, Darin KM, Chappell CA, Nitz SM, Lamorde M. Drug-Drug Interactions, Effectiveness, and Safety of Hormonal 
Contraceptives in Women Living with HIV. Drug Saf. 2016 November;39(11):1053-1072.

Ref. 2: Systematic review of the published evidence on drug interactions between hormonal contraceptives and 
antiretrovirals. Fifty reports from 46 studies were included. Fourteen reports from clinical trials and six secondary analyses 
described contraceptive effectiveness measures among women using NNRTIs and hormonal contraceptives. 
Most antiretrovirals whether used for therapy or prevention, have limited interactions with hormonal contraceptive methods, 
with the exception of efavirenz. Although depot medroxyprogesterone acetate is not affected, limited data on implants and 
combined oral contraceptive pills suggest that efavirenz-containing combination antiretroviral therapy may compromise 
contraceptive effectiveness of these methods. However, implants remain very effective despite such drug interactions. 
Antiretroviral plasma concentrations and effectiveness are generally not affected by hormonal contraceptives, except for 
efavirenz.

Ref. 3: A retrospective cohort study of 24,560 HIV-positive women aged 15-45 years from Kenya which contributed 37,635 
years of follow-up with 3337 incident pregnancies. In women using implants, adjusted pregnancy incidence was 1.1 per 100 
person-years (95% CI 0.72-1.5) for nevirapine-based ART users and 3.3 per 100 person-years (1.8-4.8) for efavirenz-based ART 
users (adjusted incidence rate ratio [IRR] 3.0, 95% CI 1.3-4.6). In women using depot medroxyprogesterone acetate, adjusted 
pregnancy incidence was 4.5 per 100 person-years (95% CI 3.7-5.2) for nevirapine-based ART users and 5.4 per 100 person-
years (4.0-6.8) for efavirenz-based ART users (adjusted IRR 1.2, 95% CI 0.91-1.5). Women using other contraceptive methods, 
except for intrauterine devices and permanent methods, had 3.1-4.1 higher rates of pregnancy than did those using implants, 
with 1.6-2.8 higher rates in women using efavirenz-based ART.
Conclusion: Although HIV-positive women using implants and efavirenz-based ART had a three-times higher risk of 
contraceptive failure than did those using nevirapine-based ART, these women still had lower contraceptive failure rates than 
did those receiving all other contraceptive methods except for intrauterine devices and permanent methods. Guidelines for 
contraceptive and ART combinations should balance the failure rates for each contraceptive method and ART regimen 
combination against the high effectiveness of implants.

Ref. 4:  This review article summarizes the potential for drug-drug interactions, tolerability, and contraceptive effectiveness 
when hormonal contraceptives are combined with ART.
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Note: In one study of COC (ethinyl estradiol/norethindrone) combined with darunavir/ritonavir, norethindrone
exposure was non-significantly reduced 14%. No significant change in the progestin Cmin was observed after 
coadministration of lopinavir/ritonavir with COC (ethinyl estradiol/desogestrel). In contrast, norgestimate
exposure increased 85% when combined with atazanavir/ritonavir. When COC (ethinylestradiol/levonorgestrel
(EE/LNG) 30/150 μg) was combined with atazanavir/cobicistat (ATV/COBI) 300/150 mg no significant changes in 
LNG concentrations and a 25% decrease in EE C24 was found.

Similarly, in two studies of a POP in women predominately receiving atazanavir/ritonavir-based ART, the 
norethindrone exposure was 50% higher in combination with the PIs. HIV-positive women taking PI 
demonstrated thickened cervical mucus with oral norethindrone 0.35 mg and are similar to HIV-positive women 
taking no PI therapy.

Studies evaluating the pharmacokinetics of medroxyprogesterone (DMPA) have not identified a clinically 
significant effect of ART on DMPA. One study compared women receiving lopinavir/ritonavir-based ART to 
women not receiving ART and found that medroxyprogesterone exposure was 46% higher with 
lopinavir/ritonavir-based ART, but remained well tolerated. 

An etonogestrel implant was placed at entry in HIV-positive women either receiving lopinavir/ritonavir-based 
ART, efavirenz-based ART, or not yet on ART (control group). Pharmacokinetic samples were collected over 24 
weeks, at which time the minimum etonogestrel concentration was 33% higher in the lopinavir/ritonavir group, 
but 70% lower in the efavirenz group, each compared to control subjects. 

Although pharmacokinetic data on are lacking, limited observational data suggest the contraceptive 
effectiveness of the levonorgestrel-releasing IUD is not compromised when used in women receiving ART.
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recommended.
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A decrease in lamotrigine plasma concentration can be explained by the fact that 
synthetic estrogen increase lamotrigine clearance through induction of 
glucuronidation.
According to WHO Medical eligibility criteria use of COC not usually recommended 
unless other more appropriate methods are not available or not acceptable
Note:  In special circumstances COC in extended regimen/continuous cycling might 
be prescribed with with a corresponding increase in the dose of lamotrigine while 
taking hormone tablets and a decrease in the hormone-free period.
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rupture. Follicle rupture was assessed as >50% decrease in mean size and adjudicated unclear outcomes with serum hormones. Results: 
Compared to Cycle 1 (UPA only), more subjects demonstrated evidence of follicle rupture in <5 days in Cycle 3 [1/33 (3%) vs. 9/33 (27%), p = 
.008]. Data from 2 subjects who experienced
rupture prior to COC dosing in the analysis were also included. Conclusion: UPA’s effectiveness is significantly reduced by administering COCs 2 
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