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In case clients or community members have questions, PleasePrEPMe.org wants to share information about three rare cases of 
HIV transmission that have occurred despite very high adherence in PrEP users. Although PrEP is highly protective when taken  
as prescribed, these few cases show that it’s not 100% protective. 

 
• As background, no HIV breakthrough transmissions have occurred in highly adherent individuals in clinical 

studies. These studies have included cisgender men and women and some transgender women. Infections 
have been reported only in those who were incorrectly diagnosed as HIV negative when they started PrEP, 
in people believed to have taken only 2–4 doses per week (although infections were rare), and in people 
taking less than 2 doses. 
 

• The presence of drug resistance in PrEP users is a concern because both drugs in Truvada are also used for 
treating HIV infection. Therefore, if a person develops resistance to one or both drugs while on PrEP, it can 
limit their treatment options if they become infected. 

 
• All three transmissions occurred in gay men, and all appeared to be highly adherent–based upon various 

evaluation methods such as refill history, self-report and blood drug level tests when available. Two cases 
resulted from reported condomless, receptive anal sex (first and third cases) while the other was from 
reported condomless, insertive sex (second case). 

 
• The first two men are similar in that they were both exposed to a strain of HIV with resistance to many HIV 

drugs. The strain in each case was already resistant to one or both of the drugs in Truvada and other HIV 
meds. Therefore, the HIV they came into contact with got past the preventive effects of Truvada. Although this 
has not been seen in clinical studies of PrEP, the situation was still theoretically possible, and these cases 
now appear to confirm that possibility. 

 
• In stark contrast, the third man got “wild-type” virus–a strain that has no resistance to any HIV drug. This man 

was highly adherent to PrEP, but also had condomless sex dozens of times each month within a network of 
partners who were also at high risk for HIV. 

 
• The first two men are similar in that they were both exposed to a strain of HIV with resistance to many HIV 

drugs. The strain in each case was already resistant to one or both of the drugs in Truvada and other HIV 
meds. Therefore, the HIV they came into contact with got past the preventive effects of Truvada. Although 
this has not been seen in clinical studies of PrEP, the situation was still theoretically possible, and these 
cases now appear to confirm that possibility. 

 
It is only after enough virus reproduces when the immune system makes enough HIV-specific antibodies that cause a person 
to “test positive.” In contrast, direct signs of HIV (antigen) can almost always be found several days to a week or so before 
antibodies are found. However, the reverse happened in this case, which makes it difficult to understand.  
 
Additional details of this case will likely be forthcoming. Experts generally agree that the case represents an actual 
breakthrough infection, but also point out that this individual was at exceptionally high risk for HIV.  
 
Although the focus may be on PrEP failing in these cases, it’s also very possible that PrEP had effectively prevented other 
transmissions over the months of PrEP use before each infection. 
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IN A NUTSHELL, HERE ARE THE THREE CASES:  
 

   

CANADA USA NETHERLANDS 
On PrEP 2 years On PrEP 4-5 months On PrEP 6 months 

exellent adherence exellent adherence exellent adherence 
 

Several acts of 
condomless receptive 

anal sex 2-6 wks before 

 
Couple acts of 

condomless insertive 
anal sex 5.5 & 11 wks before 

 
Many acts of condomless 

receptive anal sex 
highly sexually active 

Highly resistant hiv Highly resistant hiv “Wild type” HIV 

Undetectable on tx Undetectable on tx Undetectable on tx 

 
WHAT DOES THIS MEAN FOR PEOPLE CONCERNED ABOUT GETTING HIV WHILE ON PREP? 
If you consider the more than 100,000 people who have been or are on PrEP, as well as the number of sex acts that they 
have had while on PrEP, these few cases show that breakthrough infections are possible but still very rare. 
 
Taking PrEP every or nearly every day is highly protective against HIV, although it’s not 100% protective. PrEP users should 
consider this information when choosing to start PrEP, and can think about using additional prevention methods that work for 
them.  
 
Although it’s unfortunate that these infections occurred, one benefit of being in regular care while on PrEP is that a new 
infection can be addressed immediately. All three men began 
effective HIV treatment and quickly became stably undetectable. 
 
ADDITIONAL RESOURCES 
• Best For more information on the first case, go to: https: https://tinyurl.com/PrEPtransmission1. 
• For more information on the second case, go to: https://tinyurl.com/PrEPtransmission2. 
• For more information on the third case, go to: https://tinyurl.com/PrEPtransmission3. 

 


