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Biologic Treatment of 4 HIV-Positive Patients: A Case Series and
Literature Review
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B.S.1, Nicholas Brownstone, M.D.1, Wilson Liao, M.D.%, Tina Bhutani, M.D.1
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Background:

The management of psoriatic disease in human immunodeficiency virus (HIV)-positive patients is
challenging. Psoriasis in HIV-positive patients is often severe, progressive, and resistant to first-
and second-line therapies, including topical treatments, phototherapy, highly active antiretroviral
therapy (HAART), and oral retinoids. Other systemic agents used to treat psoriasis, such as
methotrexate and cyclosporine, are immunosuppressants and thus many dermatologists may not
feel comfortable prescribing them to HIV-positive patients who are already immunocompromised.
Biologic agents, which target specific aspects of overactive immune pathways in psoriasis,

have revolutionized the management of moderate-to-severe psoriasis. However, data is limited
regarding their safety and efficacy in HIV-positive patients. Objective: Report four cases of
HIV-positive patients managed on biologic therapy and summarize the cases of psoriasis in HIV-
positive patients managed on biologic therapy that have been published in dermatologic literature
to date. Methods: We searched PubMed and Embase databases using the terms HIV and psoriasis
or HIV and psoriatic arthritis combined with one of the eleven biologics currently approved for
treating psoriasis. Results: We identified 48 cases of anti-psoriasis biologic therapy (including
adalimumab, infliximab, etanercept, ustekinumab, and guselkumab) in HIVV-positive patients and
added four. While data is limited, the evidence available suggests biologic agents are safe and
efficacious in moderate-to-severe psoriasis and may even have a favorable effect on CD4 and
HIV viral counts when used with concomitant HAART. Conclusion: Further research would be
helpful to establish practical guidelines for the use of anti-psoriasis biologic therapy in the HIV
population, including that of newer agents.
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Introduction

Methods

Casel

In the U.S. the prevalence of psoriasis in the HIV population is estimated to be between 1
and 3%, which is comparable to that reported in the general population.! While HIV may
not be an independent trigger for the development of psoriasis, it can be an aggravating
factor in afflicted patients.2 For example, in patients with pre-existing psoriasis, their
skin disease often flares following initial infection with HIV and may worsen as their
HIV disease burden progresses.2 Psoriasis in HIV-positive patients is especially difficult
to manage, as their disease is often severe, progressive, and resistant to recommended
first- and second-line therapies, such as topical treatments, phototherapy, highly active
antiretroviral therapy (HAART), and oral retinoids.2# Other systemic agents used in
psoriasis management such as methotrexate and cyclosporine, are immunosuppressants,
which many providers are reluctant to use in HIV-positive patients who are already
immunocompromised. Biologic agents, which target the overactive immune pathways in
psoriasis, are widely used to treat moderate-to-severe disease. However data are limited
regarding the efficacy and safety of biologic agents in treating HIV-positive psoriasis
patients as these individuals are often excluded from clinical trials.?

Here, we provide a case series of four HI\-positive psoriasis patients successfully managed
with biologic therapy using adalimumab, ustekinumab, or etanercept (Table 1). We also offer
an up-to-date summary of all reported cases of HIV-positive psoriasis patients on biologic
therapy and review the efficacy and safety data from these studies.

A thorough search of PubMed and Embase databases was completed using the search terms
‘HIV’ and “psoriasis’ or “psoriatic arthritis” and ‘biologic’ or “infliximab’ or ‘adalimumab’
or ‘etanercept’ or ‘ustekinumab’ or “ixekizumab’ or ‘secukinumab’ or ‘brodalumab’ or
‘guselkumab’ or “certolizumab pegol’ or “tildrakizumab’ or ‘risankizumab.” Our search

was limited to English-language articles and those published prior to March 19, 2020. We
manually identified relevant articles, excluding duplicates. In total, we identified 19 case
reports or case series and one retrospective review regarding the use of biologic therapy in
treating psoriasis in HIV-positive patients (Table 2). An additional eight reviews on psoriasis
or biologic therapy in the HIV population were also included.

Patient 1 is a 42-year-old male with a long-standing history of severe generalized plaque
psoriasis. He acquired HIV prior to developing psoriasis and was stable on HAART on
presentation. When his psoriasis was initially diagnosed, he was started on etanercept with
good results. He began to experience a loss of efficacy after three years of treatment, so

he switched to adalimumab with much improvement. He presented to our clinic while

on adalimumab. His HIV viral load at that time was undetectable and his CD4 count

was 1,300 cells/uL. His adalimumab was continued, but after more than two years of
treatment his psoriasis began to flare, resulting in thick bilateral lower extremity plaques.
Following several weeks of poorly controlled disease despite adalimumab and maximal
topical therapy, the patient transitioned to ustekinumab therapy 90 mg every 12 weeks.
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Significant improvement was noted at week eight, and his bilateral lower extremity plaques
cleared completely. He has now been treated with ustekinumab for over 18 months and has

maintained disease remission with no adverse events. His most recent CD4 count was 1,652
cells/uL and his HIV viral load remains undetectable.

Patient 2 is a 58-year-old male who presented to our clinic with generalized, erythematous
plaques covering over 75% of his body surface area. His medical history included alcohol
abuse disorder, chronic Hepatitis B, and HIV infection. He is an HIV elite controller,
with his HIV viral load maintained at undetectable levels in absence of HAART. He

had previously participated in a clinical trial for ustekinumab and reported considerable
improvement, so he was restarted on ustekinumab 45 mg every 12 weeks. His HIV viral
load prior to initiating therapy was 51 copies/mL and his CD4 count was 997 cells/uL. He
experienced rapid relief of his symptoms, with his disease burden improving immensely
with near clearance within a few weeks of his first injection. He has now been on
ustekinumab for 11 months and has minimal residual disease with no adverse events. At
last follow-up, his HIV viral load was 76 copies/mL and his CD4 count was 1,063 cells/uL.

Patient 3 is a 66-year-old male with a long-standing history of severe plaque psoriasis and
chronic Hepatitis B and HIV infection initially managed on HAART. He has tried and failed
several psoriatic treatments, including acitretin, laser therapy, and several topical agents,
and was unable to initiate phototherapy because of schedule restraints. Prior to receiving
approval from an infectious disease specialist to start biologic therapy, he had not been

on psoriasis treatment for two years. On presentation to our clinic, thick scaly plaques
covered more than 30% of his body surface area, and he complained of intense pruritus. The
patient chose to start adalimumab, however treatment was delayed due to his active Hepatitis
B infection. The patient followed with a hepatologist and was started on a concomitant
regimen of dolutegravir and lamivudine. Once adalimumab therapy (40 mg every other
week) was initiated, the patient experienced near-complete clearing of his skin by week

12. His HIV viral load was less than 40 copies/mL at that time and most recently was
undetectable. He is still on adalimumab therapy and has not experienced any adverse events.

Patient 4 is a 46-year-old male with a long-standing history of chronic psoriasis, which
became much more severe following initial infection with HIV ten years prior to
presentation at our clinic. He is an elite controller, with well-controlled HIV viral loads in
absence of HAART. He also has a history of foot pain with difficulty walking. After trying
and failing several topical agents and phototherapy, he began treatment with methotrexate
and experienced complete resolution of his skin and joint symptoms. After five years of
methotrexate therapy, he began to experience recurrence of his symptoms. He presented to
our clinic at this time to discuss his treatment options. His CD4 count was 350 cells/uL and
his HIV viral load was undetectable. The patient was started on etanercept 50 mg twice a
week and then weekly after three months. After three months of therapy his plaques nearly
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completely resolved, and he has not experienced any adverse events. His most recent CD4
count was 472 cells/uL and his HIV viral load remains undetectable.

Review of biologic therapy in HIV-positive psoriasis patients

Etanercept, Adalimumab, and Infliximab (TNF inhibitors)—To date, 39 cases

of HIV-positive patients with psoriasis treated with TNF inhibitors [etanercept (n=31),
adalimumab (n=11), or infliximab (n=5)] have been published (including this case series)
(Table 1). The majority of these patients report therapeutic success, without serious or
opportunistic infections or significant alterations in their CD4 counts or viral loads; however,
seven adverse events, including six serious or opportunistic infections, have been reported.

Four cases of HIV-positive psoriasis patients experiencing serious adverse events on
etanercept have been reported. In one case, a patient initially experienced dramatic
improvement in psoriasis and psoriatic arthritis symptoms on etanercept and HAART, but
his treatment course was complicated by frequent polymicrobial infections.” In another
case, a patient was in the acquired immunodeficiency syndrome (AIDS) stage of disease
on etanercept and HAART when he experienced fatal peritonitis, two years after initiating
etanercept therapy.8 Another patient was in the AIDS state of disease on etanercept and
HAART when he developed esophageal candidiasis and prostatic adenocarcinoma.® Finally,
there is a report of a psoriasis patient on etanercept who had undiagnosed HIV disease.
Following a year of treatment, the patient experienced significant improvement with a 50%
reduction in affected body surface area. However, physical examination at that time also
revealed molluscum contagiosum, which resulted in termination of etanercept and patient
referral to the HIV clinic.®

Three reports of HIV-positive psoriasis patients experiencing serious adverse events on
infliximab have been reported. One patient developed miliary TB while on HAART

and infliximab, resulting in discontinuation of infliximab despite efficacy in improving
psoriasis symptoms.8 Another patient developed a facial abscess while on HAART and
infliximab. The facial abscess responded to antibiotics without complications.? Another
patient developed a hypersensitivity reaction after his first infliximab injection, but was
able to continue therapy by premedicating with corticosteroids. This patient experienced

a transitory increase in HIV viral load to 428,503 after his first infliximab injection as
well, which was attributed to HAART noncompliance at that time. This did not occur with
subsequent injections.10

No reports of HIV-positive psoriasis patients experiencing serious adverse events on
adalimumab have been reported.

Ustekinumab (IL-12/23 inhibitor), Guselkumab (IL-23 inhibitor)—There have been
16 reported cases of HIV-positive psoriasis patients successfully treated with ustekinumab,
an IL-12/23 inhibitor (including this case series) (Table 1). Similar to the TNF inhibitors,
reports of ustekinumab in HIV-positive psoriasis patients appear to demonstrate considerable
efficacy with reasonable safety profiles. No adverse events have been documented. For the
majority of cases, CD4 counts and viral loads actually improved throughout the ustekinumab
treatment period. Two patients on ustekinumab experienced a relapse in psoriatic symptoms
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at weeks ten and 13, respectively. Starting concomitant phototherapy resulted in increased
disease control for one patient.1! In several patients, including case 1 above, ustekinumab
treatment resulted in complete or near-complete clearing of psoriatic lesions following loss
of efficacy from etanercept or adalimumab treatment.2.8:12

Only one case of a HIV-positive psoriasis patient treated with the IL-23 inhibitor
guselkumab has been reported to date. Following six months of treatment, the patient
achieved complete clearing of his skin lesions. He did not experience any adverse events,
and his viral loads and CD4 counts remained stable throughout treatment.13

As of yet, there have been no published reports of HIV-positive patients on other
anti-psoriasis biologics secukinumab (IL-17A inhibitor), ixekizumab (IL-17A inhibitor),
brodalumab (IL-17RA inhibitor), tildrakizumab (IL-23 p19 inhibitor), risankizumab (IL-23
p19 inhibitor), or certolizumab pegol (TNF inhibitor).

Discussion

This series adds four cases of psoriasis managed by biologic therapy in HIV-positive patients
to the 48 that have been published in the dermatologic literature to date (in some cases
patients underwent more than one trial of biologic therapy, often due to the lack or loss

of efficacy with a particular agent). While data are still limited regarding the efficacy

and safety of biologic therapy in the HIV population, available evidence supports the
therapeutic efficacy and safety of these agents in treating HIV-positive patients that have
moderate-to-severe psoriasis. However, publication bias of successful cases could result in
misrepresentation.}® Randomized controlled trials or even open label trials have not yet been
done for HIV patients on biologic therapy, but would help provide objective data on the
therapeutic efficacy and safety profiles of these agents in this population.

Due to the often severe, progressive, and refractory nature of psoriasis in HIV-positive
patients, biologic therapy is often necessary for disease management in these individuals.
For the patients in this case series, several had failed several agents prior to initiating
biologic therapy. Due to the U.S. Food and Drug Administration’s warning of potential
increased infection risk on psoriasis biologic agents, these drugs may not be routinely
prescribed in already immunocompromised HIV patients. This review suggests that with
well-controlled HIV disease and regular monitoring of HIV viral loads and CD4 counts, the
likelihood of serious or opportunistic infections on these agents may be low. In nearly all
cases from the literature, biologic therapy did not negatively impact the CD4 count or HIV
viral load, with values often comparable or improving over time.

When choosing a biologic to treat a HIV-positive patient, there are several important
considerations. First, the decision should be individualized and involve collaboration
with an infectious disease specialist.1* CD4 counts and HIV viral loads should be
assessed pre-treatment to ensure stable HIV status, and regularly assessed throughout
treatment to monitor for worsening laboratory values at which point termination should
be considered.14.15
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While there have been more reports of infections in HIV-positive patients on TNF inhibitors
versus other biologics, this may be due to the fact that TNF inhibitors have been available
for a longer period of time and thus there are more reports of HIV patients on TNF
inhibitors.> According to 2019 guidelines made by Kaushik and Lebwohl, TNF inhibitors
and ustekinumab are all useful in managing psoriasis in HIV-positive patients, as long as
their management includes cooperation with an infectious disease specialist and careful
monitoring of viral loads and CD4 counts.14 As for the other psoriasis biologics, data is
currently insufficient or unavailable.

No funding sources were used for the purposes of this manuscript.

Dr. Tina Bhutani has served as a consultant for Abbvie, Pfizer, Novartis, and Meiji Pharmaceuticals. She is
currently an investigator for Amgen, Janssen, Pfizer, Regeneron, and Sun Pharma. Dr. Wilson Liao is funded in
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HIV human immunodeficiency virus
HAART highly active antiretroviral therapy
AIDS acquired immunodeficiency syndrome
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