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are we seeing the end of the HIV pandemic?
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Dear Editor,

FTC/TDF-based (emtricitabine/tenofovir) pre-exposure
prophylaxis (PrEP) for human immunodeficiency virus
(HIV) infection was registered by the US Food and Drug
Administration in 2012 [1], with Poland adopting its own
guidelines in 2014 [2]. However, only when generic for-
mulations became available in October 2017 at 25 Euros/
30 tablets was PrEP actually launched in Poland [3]. Before
this date, patients using patented Truvada for PrEP had
been few and far between, with no real impact on the
HIV epidemic [4]. The number of newly diagnosed HIV
infections has been rising constantly for the last 20 years,
with increases due to both migration and regional trans-
mission [4]. Especially among men having sex with men
(MSM) engaging in chemsex, a very rapid clustered HIV
spread can be seen with onward transmission during
6-18 months [5]. Regular 3-monthly testing as advised
by all guidelines for individuals at increased risk of HIV
infection has not reduced the incidence [4, 6]. PrEP has
proved to be a gamechanger, and countries that have intro-
duced combined HIV and other sexually transmitted in-
fections (STIs) prophylaxis (London UK, New York USA,
Melbourne Australia) have been seeing a stable decrease in
the number of new HIV infections [7-9].

Sadly, most Central and Eastern European (CEE) coun-
tries have not introduced either PrEP or combined pro-
phylaxis in their national programs, leaving large groups
of people at risk of HIV infection, no actual access to rapid
diagnosis and treatment, let alone prophylaxis. Patients
struggle not only with limited or no access to prophylaxis
but also stigma among medical professionals, high medica-
tion/consultation prices, and sometimes no access to PrEP
whatsoever, Croatia and Slovenia being the only exceptions
in CEE countries [10-13].
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The efficacy of FTC/TDF PrEP (i.e. risk reduction) ex-
ceeds 96%, irrespective of whether dosed daily (one tablet
once a day) or on demand (2-1-1) [14]. Nonetheless, new
HIV infections are still seen among PrEP users, mostly due
to non-adherence, dosing mistakes, or stopping PrEP alto-
gether despite ongoing risk [15]. This has been partly ad-
dressed in clinical trials of injectable cabotegravir (CAB)
dosed intramuscularly every two months. The results have
shown higher efficacy compared to oral PrEP; however, it
may be due to low adherence and persistence in the oral
PrEP arm (74% and 64% during the blinded and unblinded
periods, respectively). It is important to note that adherence
to the 2-monthly CAB injections also decreased from to 91%
in the blinded phase to 80% in the unblinded period [16, 17].

CAB as PrEP has been introduced more widely in the
USA and Canada, but due to its cost it has not gained much
ground in Europe. Italy and Scotland have been preparing
to roll out injectable CAB PrEP but have not implemented it
yet in their systems.

Recent PURPOSE-1 and PURPOSE-2 PrEP trials of in-
jectable lenacapavir (LEN) have shown even better results
with no incident infections among women [18] and two in-
cident infections among MSM and trans-women [19]. LEN
was injected subcutaneously once every 6 months. It sur-
passed the efficacy of oral FTC/TDF PrEP among women in
Africa (trial run in South Africa and Uganda), where adher-
ence to oral PrEP was a major hurdle [20-23]. If accepted by
women, LEN PrEP has the potential to increase the current-
ly small numbers of cis women using PrEP.

If PrEP became more easily available among key popula-
tions (MSM, migrants, sex workers, incarcerated individuals)
and new injectable methods were introduced among hard
to reach and non-adherent populations, a rapid fall in new
HIV infections could be achieved, as shown in numerous
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trials in Australia, New York, and London. However, for this
to become a reality, national bodies should address barriers
and inequalities to oral PrEP access (like in CEE countries)
as well as create incentives for injectable PrEP manufactu-
rers to lower the price and increase the number of PrEP
users rather than gains from a single user.

PrEP should be part of combined prophylaxis efforts in-
cluding regular HIV and STI testing for those at risk with
rapid treatment in case of infection. Rapid treatment for
HIV leads to undetectable viral load and zero risk of sexual
transmission, which has been the base for undetectable =
untransmittable (U=U) messaging [24]. Apart from test and
treat approach, vaccination for HAV, HBV, HPV, and possi-
bly for Neisseria meningitidis should be offered universally.

It is important to note that PrEP use has been previous-
ly connected with rising numbers of other STTs, especially
syphilis (TP), gonorrhoea (NG), and chlamydiosis (CT).
However, these numbers are rather the result of increased
testing and diagnosing previously missed infections as 80%
of NG and CT throat and rectal infections are asymptom-
atic. Only CT incidence has been shown to increase by
17% after PrEP commencement [25]. Additionally, it has
been shown in different settings that the number of sexual
partners, rather than condom use, correlate with the risk
of transmission of TP, NG, and CT because these patho-
gens are transmitted through direct contact with skin or
mucosal lesions [25-27].

Doxycycline post-exposure prophylaxis with 200 mg
taken 1-3 days after exposure has been shown to reduce
the risk of TP and CT infections by around 80% while NG
by 30-40% only [28, 29]. NG risk reduction will most prob-
ably diminish further due to rapid resistance spread. Such
prophylaxis has been proven to be highly efficacious and ac-
ceptable among men and trans women; however, no efficacy
has been shown for cis women so far. Nonetheless, doxy-
PEP offers an additional choice for people at risk, especially
in regions with reduced access to STI clinics. Questions re-
main about its potential influence on microbiome, potential
drug resistance emergence among commensals, and their
clinical significance [29]. The same hopes are invested in
the gonorrhoeae vaccine utilizing meningococcal serogroup
B vaccine, which has been shown to reduce NG incidence by
around 20-50% [30-32].

We now live in a period in which numerous prophylactic
methods for HIV and other STIs are available. When imple-
mented and combined, they have been shown to be extre-
mely efficacious and reduce incidence at the populational
level [33, 34]. The newest injectable PrEP formulations ap-
pear to be able to address the needs of different populations
as well as non-adherent users. These formulations might eas-
ily be offered to women when combined with birth control
or hormonal replacement therapy. The price of the new in-
jectable forms has been set extremely high, especially when
compared to generic oral forms. The suggested price for one
cabotegravir injection exceeds the monthly oral PrEP price
by over 10 fold. When considering that over 60-70% of PrEP
users in Poland dose PrEP on demand [3, 10, 15], this price
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difference gets even bigger. Cost studies have shown that
despite the price difference, injectable PrEP might be cost-
effective, especially if adherence among oral PrEP users is
low [35]. However, data show that long-term adherence to
two-monthly cabotegravir injections might be decreasing
with time, posing additional problems [16]; no such data
for 6-monthly LEN have been presented. To achieve stable,
long-term HIV incidence reduction, especially among non-
adherent PrEP users, injectable PrEP has to be easily accessi-
ble, and hence affordable or even cheap. We suggest driving
the price of injectable PrEP formulations to levels compa-
rable to that of oral generic FTC/TDE, to reduce financial
barriers and include large numbers of individuals at risk. If
the price is not reduced, we fear injectable PrEP will remain
exclusive and not impact the population meaningfully to
the extent it could.

We therefore urge health officials to introduce combined
prophylaxis programs that include PrEP, while injectable
PrEP manufacturers should rapidly rethink their strategies
and move from exclusive to universal access. Otherwise, due
to limited funds in health systems and generic oral PrEP be-
ing cheap and highly efficacious in most users, there might
be no political will to cover the extreme extra costs. There-
fore, we will miss the opportunity to swiftly put an end to
the HIV epidemic.
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