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USE OF BIOLOGICS TO TREAT
PSORIASIS IN HIV

Background

Standard treatments for moderate-to-severe, refractory psoriatic disease generally involve
immunosuppressant medications, which can complicate treatment in patients with concomitant immune
suppression, including human immunodeficiency virus (HIV) infection. HIV is uniformly an exclusion criterion
for clinical trials of biologic therapy, leaving dermatologists with scant evidence to support clinical treatment
decisions for this subpopulation of patients. Patients with HIV also experience healthcare related inequality
in disproportionately higher levels compared to the general population. It is important for dermatologists
to have some degree of knowledge and comfort treating and managing patients with significant, refractory
psoriatic disease and comorbid HIV infection.

Two sets of guidelines for the treatment of psoriatic disease in patients with HIV infection were published

in 2010, each having similar recommendations.’? For mild-to-moderate disease, topical therapy including
corticosteroids, vitamin D analogues, tazarotene and tar derivatives are recommended as first-line treatment
options. For moderate-to-severe disease, phototherapy and oral retinoids are subsequently recommended.
In refractory moderate-to-severe disease, the use of cyclosporine, methotrexate and tumor necrosis factor
(TNF) inhibitors can be considered. The paucity of evidence for methotrexate use in psoriasis and HIV makes
informed and evidence-based clinical decisions difficult to incorporate into treatment management. Very
few published cases exist in the literature. An article describing 9 published cases of patients with HIV (some
with AIDS) receiving methotrexate therapy describes 8 developing infectious complications.® Six of the eight
were not on concomitant antiretroviral therapy. The three receiving antiretroviral therapy were on zidovudine
monotherapy, which is no longer the standard of care. It should also be noted that one of the patients was
receiving high dose intravenous methotrexate as part of a treatment protocol for Kaposi sarcoma, the other



eight received standard doses for
psoriasiform disease. The paucity
of published cases, combined
with the few patients who are
described not matching the clinical
context of the majority of North
American patients with HIV today,
make results difficult to interpret.
It is unknown if patients would
have experienced the same rate
and extent of complications had
their HIV been well controlled on
antiretroviral therapy, which is the
current recommendation for any
patient with HIV being started on
immunosuppressant therapy.

It is worth noting that since

the above guidelines were
published, apremilast has become
available as an additional non-
immunosuppressive option to treat
psoriasis. Several case reports
have been published illustrating
effective and safe use of apremilast
to treat psoriatic disease in
patients with HIV.** Biologic agents
with mechanisms of action not
involving TNF inhibition have also
become available.

TNF inhibitors — etanercept,
adalimumab, infliximab

Current evidence for TNF inhibitors
in patients with HIV consists mainly
of case reports and small case
series. As the TNF inhibitor class
of biologics has been available to
treat inflammatory dermatologic,
rheumatologic and gastrointestinal
diseases for over two decades,
physicians understandably have
developed the most experience
and, by extension, comfort with
their use. However, it is important
to not automatically conflate the
length of time a medication has
been in use with superior efficacy
or safety. The literature shows

that individual patients have been
followed for time ranges varying
from months to almost 10 years.

Etanercept

Currently available evidence
consists of 19 patients captured

in 9 case reports.®'* All patients
had clinical responses consistent
with what would be expected in
the general population, with five
patients switching to alternate
biologic therapy due to lack of
efficacy. No significant changes

in relevant laboratory parameters
such as CD4 count and viral load
were observed. One patient
experienced multiple polymicrobial
infections, which continued for

4 months after etanercept was
discontinued, and eventually led to
the patient’s death. There were no
other significant adverse events or
opportunistic infections reported.

Adalimumab

Currently available evidence
consists of 7 patients in 4 case
reports.”#'>1¢ Six patients had
satisfactory clinical responses, and
one being treated for psoriasis was
switched to an alternate biologic
therapy due to unsatisfactory
response. No significant changes
in relevant laboratory parameters
were observed. There were no
other significant adverse events or
opportunistic infections reported.

Infliximab

Currently available evidence
consists of 7 patients in 3 case
reports.®”18 All patients had
clinical responses consistent with
what would be expected in the
general population. No significant
changes in relevant laboratory
parameters were observed. There
were no other significant adverse
events or opportunistic infections
reported.

Other Anti-TNFs

No published evidence exists
regarding the use of certolizumab
in the treatment of patients with
HIV. It is also worth noting that
several patients in the case reports

described above had concomitant
hepatitis C virus (HCV) infection
and none experienced elevations
in alanine aminotransferase

(ALT), HCV viral load or
substantial changes on hepatic
ultrasound.”:10.12

Another review looked at the rate
of serious infection in patients with
HIV treated with TNF inhibitors

in a series of 24 patients.” Two
cases of serious infection over
86.7 person years of follow up
were identified. This equates to

a serious infection rate of 2.3

per 100 patient years, which

is comparable to the serious
infection rate seen in registries of
patients with rheumatoid arthritis
treated with TNF inhibitors. The
two cases were Streptococcus
pyogenes pneumonia complicated
by empyema and bacteremia,

and methicillin-sensitive
Staphylococcus aureus infection
of a chest tube placed for pleural
effusion of unknown etiology. The
incidence of serious infection was
not significantly different based on
viral load and there were no cases
of opportunistic infection.

IL-12/23 (ustekinumab)
Currently available evidence
consists of 8 patients captured in
5 case reports.” 4162021 Al| patients
had clinical responses consistent
with what would be expected

in the general population. No
significant changes in relevant
laboratory parameters such as
CD4 count and viral load were
observed. There were no other
significant adverse events or
opportunistic infections reported.
Of note, one patient with minimal
and stable concomitant Kaposi
sarcoma maintained stability while
on ustekinumab therapy.?

IL-17 (secukinumab)
A single case report currently exists
detailing secukinumab use in an
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HIV positive patient.?? A 48-year-
old woman with a long history of
psoriasis and psoriatic arthritis
who was found to be HIV positive
during screening for biologic
therapy eventually went on to start
both antiretroviral therapy and
secukinumab, achieving control

of her HIV, psoriasis and psoriatic
arthritis. Her laboratory parameters
remained stable and seven months
into treatment she was found

to have esophageal candidiasis
which was successfully treated

with fluconazole. Secukinumab
therapy was not discontinued and
her disease remained under good
control at the 12-month follow up
mark.

No published evidence exists
regarding the use of ixekizumab
or brodalumab in the treatment of
patients with HIV.

IL-23 (guselkumab)

A single case report currently
exists of guselkumab use in an HIV
positive patient.? A 51-year- old-
male with longstanding refractory
psoriasis underwent successful
treatment with guselkumab. No
alteration in laboratory parameters,
adverse events or opportunistic
infections were reported.

No published evidence exists
regarding the use of risankizumab
in the treatment of patients with
HIV. Several excellent review
articles have been published
which summarize sections of the
evidence above.?*28

It is essential that we develop
strategies to adequately treat
HIV positive patients who suffer
from psoriasis, psoriatic arthritis
and other inflammatory skin
conditions. As with any given
segment of the population,
some patients who happen to
acquire HIV will have psoriatic
disease that is refractory to non-
immunosuppressant therapy. HIV

infection itself can precipitate

or exacerbate psoriasis which is
perhaps due to the production of
inflammatory cytokines including
IL-17, IL-23, interferon and TNF by
CD8+ and CD45RO+ T cells.? The
cytokines which play roles in the
pathogenesis of both psoriasis and
HIV may serve as common targets
for biologic agents.

The existing body of evidence
outlined above demonstrates
that biologic agents can be used
safely and efficaciously in patients
with HIV. It is important to realize
however, that the current best
level of evidence available to
clinicians consists of case reports
and small case series and that

we lack randomized controlled
trials. These descriptive data,
such as case reports and case
series, are prone to publication
bias in that cases of biologic use
in the context of HIV leading

to a negative outcome are less
likely to be published than those
leading to a positive outcome. The
prospective, deliberate study of
HIV positive patients on biologic
therapy, be that in the form of a
registry or inclusion in clinical trials,
would significantly add to our
existing knowledge regarding this
particular clinical scenario.

In terms of real-world clinical
practice, dermatologists often
consider efficacy, safety and the
availability of existing published
evidence when making treatment
decisions. Etanercept, while
perhaps relatively limited in terms
of efficacy, has the largest body
of evidence for use in HIV and
the shortest half-life, making it
the most easily discontinued
therapy should complications
occur. In contrast, biologics that
have a longer half-life, such as
ustekinumab and secukinumab,
prohibit the drug being withdrawn
quickly if complications occur--- a
consideration which should be
balanced against their greater

efficacy, more targeted mechanism
of action and subsequent
theoretically reduced rate of
infectious complications.

Important clinical considerations
when treating patients with
psoriasis and HIV include ensuring
that patients are adherent to
antiretroviral therapy, have stable
CD4 counts and undetectable
viral loads, and are followed
regularly by their physician. Non-
immunosuppressive therapies
should be exhausted before
immunosuppressive therapies
are considered. Follow up and
monitoring of HIV patients on
biologic therapy do not differ
greatly from that required for
non-HIV patients on biologic
therapy in general. Although

no formal consensus exists,
monitoring could include more
frequent follow up visits, diligent
education on how and when to
report any possible symptoms

of infection, ensuring relevant
vaccinations are up to date,

and the consideration of annual
screening for tuberculosis
infection. HIV parameters including
CD4 count and viral load should
be regularly monitored by the
patient’s physician.

Biologic therapies continue to
play an important role in the
management of moderate-to-
severe psoriatic disease and

HIV infection is not an absolute
contraindication to the use of
biologic therapy. These agents can
be used safely when prescribed
and monitored as part of a team-
based approach to care which
involves the patient, the HIV
physician and the dermatologist.
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