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Epidemiology

Rates of sexually transmitted infec-
tions (STIs) are increasing dramatically 
in the United States, including among 
newborns. As shown in Figure 1, rates 
of primary and secondary syphilis in 
the United States are the highest since  
1994, a reversal of the dramatic de- 
cline observed with the emergence  
of HIV infection and resultant changes 
in many individuals’ sexual behaviors.1  
The recent increase in syphilis rates is 
likely multifactorial, including increases 
in high-risk sexual behaviors, decreased 
fear of HIV infection, substantial de- 
clines in condom use among adults and  
adolescents, and a marked decline in  
public health prevention services. Many  
counties and jurisdictions no longer 
have sufficient staff or resources to per- 
form follow-up of individuals with syph- 
ilis and their sexual contacts, to support 
prevention and education campaigns, 
or to promote syphilis testing in target 
populations. 

Figure 2A shows the incidence of 
primary and secondary cases of syphi-
lis (acquired in the past 6 months) in 37 
states between 2013 and 2017. Cases 
of syphilis nearly doubled among men 
who have sex with men (MSM), and 
increased among women and among 
men who have sex with women. The 
increase in cases of syphilis among 
women translated into an increase in 

Dr Klausner is Professor of Medicine and 
Public Health at the University of California 
Los Angeles in Los Angeles, California. 

Rates of syphilis and other sexually transmitted infections are on the rise in the 
United States. The lesions of early syphilis can be mistaken for those of other 
infections and conditions, and syphilis should be suspected in all sexually active 
patients presenting with a new skin rash or an oral or genital lesion. Rapid dia- 
gnosis and treatment of syphilis as well as rapid identification and treatment of  
sexual contacts are needed to reverse the trend of increasing incidence. Avail- 
able data indicate success in reducing acquisition of syphilis with doxycycline 
pre- and postexposure prophylaxis. This article is based on a presentation by 
Jeffrey D. Klausner, MD, MPH, at the 2018 Clinical Conference at the National 
Ryan White Conference on HIV Care & Treatment in December 2018.

Keywords: syphilis, treatment, HIV, primary syphilis, secondary syphilis, latent 
syphilis, prophylaxis, preexposure, postexposure 
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babies born with congenital syphilis 
over the same period. Some of that 
increase is associated with the loss of 
local public health capacity. Although 
health care practitioners may be test-
ing individuals for syphilis, positive test 
results are not being acted on in the 
same manner as in the past by local 
public health departments. Patients 
may not be coming back for treatment  
and sexual contacts are not being sought 
for testing and treatment. 

Primary Syphilis

When a patient presents with a new 
oral or anogenital lesion, there must 
be suspicion for STIs such as primary 
syphilis, genital herpes, and chancroid, 
although the latter is rare in the United 
States. Other potential causes of genital 
ulcers include fixed drug eruptions (eg,  
reactions to drugs, such as doxycy-
line or nonsteroidal anti-inflammatory 
drugs), staphylococcal or streptococcal 

infections, some autoimmune condi-
tions, trauma, and malignancy. 

When dark-field microscopy exam-
ination of a syphilis lesion reveals un- 
dulating treponemes (Treponema palli-
dum organisms, the cause of syphilis), a 
diagnosis of primary syphilis is likely. 
Figure 3 shows examples of clinical  
lesions positive for syphilis using dark- 
field microscopy that could be mis-
taken for genital herpes or chancroid. 
For uncircumcised individuals, it is im- 
portant to roll back the foreskin and 
examine the coronal sulcus. 

According to Centers for Disease Con- 
trol and Prevention (CDC) STD treat- 
ment guidelines, early syphilis of less 
than 1-year duration (ie, primary, sec-
ondary, or early latent syphilis) should  
be treated with a single intramuscular  
(IM) injection of benzathine penicillin  
G 2.4 MU, regardless of HIV serosta- 
tus. However, 3 injections of benza- 
thine penicillin G 2.4 MU are recom-
mended for individuals who have had  
syphilis for more than 1 year. The effi- 
cacy of single-dose benzathine penicil- 
lin G for treatment of syphilis was re- 
confirmed in a study in Tanzania (more 
than half of participants had HIV infec-
tion), in which the proportion cured 
was 95% at 9 months.2 

Any sexual contacts who may have 
been exposed within the past 90 days 
should receive prophylactic treatment 
with a single injection of benzathine 
penicillin G 2.4 MU. Medical practitio-
ners should make a reasonable effort 
to notify all sexual contacts exposed 
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Figure 1. New cases of primary and secondary syphilis in the United States, 1956 to 2016. 
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in the past 90 days. Although health de- 
partments have often performed such 
notifications in the past, some of them 
have been defunded or lost staff, and 
do not have the same resources they 
had 10 or 20 years ago. 

Secondary Syphilis

Figure 4 shows a rash associated with  
secondary syphilis on the chest and 
back that consists of nonspecific mac- 
ulopapular lesions. In addition to sec- 
ondary syphilis, the differential diagno-
sis of such a trunk rash includes viral 
exanthem, including acute HIV infec-
tion; pityriasis rosea; drug eruption; 
lichen planus; psoriasis; and sarcoid-
osis. Examination of the palms and 
soles in Figure 4 shows classic ery-
thematous, somewhat copper-colored 
lesions. Presence of a palmar-plantar 
rash is indicative of secondary syphilis. 
Other, rarer causes include erythema 
multiforme or Rocky Mountain spot-
ted fever.

Oral and other secondary lesions in 
syphilis are shown in Figure 5, including 
split papules, “moth-eaten” alopecia, 
mucous patches, and condyloma lata. 
The split papule presentation can be 
mistaken for oral herpes labialis. The 
white plaque lesions can be mistaken 
for thrush or oral hairy leukoplakia. 

Latent Syphilis

Latent syphilis presents with no signs, 
symptoms, or sores. It is possible—and 

strongly recommended—to contact the 
county or state public health depart- 
ment and check if a patient with sus- 
pected latent syphilis is entered in the 
syphilis reactor registry, which may con- 
tain details of any prior reports on the 
patient. 

According to CDC guidelines, the re- 
commended treatment for latent syph-
ilis of unknown duration is a weekly IM 
injection of benzathine penicillin G 2.4 
MU for 3 weeks. Sexual contacts within 
the prior 90 days should be found and 
treated with prophylactic benzathine 
penicillin G, and contacts within the 
past 12 months should be notified and 
tested. 

Given the absence of signs and sym- 
ptoms in latent syphilis, diagnosis de- 
pends on syphilis testing. Nontrepo-
nemal tests, such as the rapid plasma 
reagin (RPR) and Venereal Disease Re- 
search Laboratory tests, detect antibody  
to cardiolipin, with levels rising and fall- 
ing with infection and treatment over 
time. A 4-fold change in titer (1:2 to 1:8  
or 1:64 to 1:16) is significant. Those tests  
have a specificity of 98%, with false-
positive results seen in injection drug 
users, some autoimmune conditions, 
viral infections and in cases of recent 
vaccination.4 

Treponemal tests are more specific, 
including the T. pallidum particle agglu-
tination assay, fluorescent treponemal 
antibody absorption test, T. pallidum 
enzyme immunoassay (TP EIA), and 
rapid treponemal test, each of which 
detects antibody to treponemal antigen. 

The rapid TP test is a 10-minute point-of-
care assay that can be used in the clinic. 
It is more sensitive than and becomes  
positive earlier than an RPR test. Posi-
tive treponemal test results indicate 
past or current infection. Treponemal 
antibodies may remain detectable for 
life, although about 15% of people might 
actually become seronegative if treated 
early. In practice, it is prudent to order 
both a nontreponemal test and a trepo-
nemal test to ensure the best likelihood 
of obtaining serologic confirmation. 

Neurosyphilis

Indications for analysis of cerebrospinal 
fluid (CSF) in CDC treatment guidelines 
include neurologic findings (including 
auditory findings); ocular abnormalities 
(including visual loss, uveitis); tertiary 
disease (eg, dementia, aortic disease, 
gumma); and treatment failure (lack of 
4-fold decline at 6 [early], 12 [late or 
HIV-infected early], or 24 [HIV-infected 
late] months). The CSF can serve as a 
sanctuary for untreated infection. Neu-
rosyphilis in early disease can cause 
meningovascular syndrome and stroke. 
The most common presentations of 
neurosyphilis are the different mani-
festations of ocular syphilis, with the 
primary complaint of red eye, blurry 
vision or decreased visual acuity fol-
lowed by hearing loss. CSF analysis 
helps rule out other conditions and 
provides a baseline for following CSF 
titers to determine if there is improve-
ment during treatment. Unfortunately, 
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approximately 25% to 30% of individu 
als with hearing loss or ocular abnormal- 
ities and vision loss have some persis- 

tent deficits after treatment. Thus, it is 
important to remember that although 
syphilis is curable, it can have serious 
consequences.

The recommended treatment for 
neurosyphilis is 14 days of intravenous 
penicillin G 18 to 24 MU followed by 
IM benzathine penicillin G 2.4 MU on  
day 14. 

Syphilis and HIV Infection

Unique features of syphilis in the context 
of HIV infection have been observed. 
Patients may present with numerous 
chancres that resemble herpesvirus 
infection (Figure 6). Patients may also 
present with overlapping primary and 
secondary manifestations (eg, chancre 
with rash, adenopathy,or fever). 

Serology results are rarely abnormal  
in individuals with HIV infection with 
syphilis. However, in a few cases titers 
may decline more slowly, and it is un- 
known whether this is associated with 
HIV infection, other immune suppres-
sion, or prior history of syphilis. Because 
of the potential slower decline in reac-
tivity, outcome timelines for treatment 
success (ie, a 4-fold decline in RPR titer) 
are somewhat extended. In patients 
with HIV infection, treatment success 
is determined at 12 months for early 
syphilis and 24 months for late syphi-
lis. Individuals with HIV infection have 
increased risk of early neurosyphilis. 
Approximately 2% to 3% of individuals  
with HIV infection who contract syphilis 
may have some neurologic involvement 
within the first 6 months of infection.

Figure 5. Oral and other manifestations of secondary syphilis. A shows a split papule; B, mucous patch; C, condyloma lata; D, mucous patch; 
E, moth-eaten alopecia. Images courtesy of Joseph Engelman, MD; San Francisco Department of Health (A, D) and the US Centers for Disease 
Control and Prevention (B, C, E).10 

A B C D E

Figure 6. Syphilis in a patient with HIV in-
fection manifesting as numerous herpes- 
virus-like chancres. Image courtesy of Joseph 
Engelman, MD; San Francisco Department 
of Health.

Figure 4. Left: Rash on the chest and back consisting of nonspecific maculopapular lesions in a patient with secondary syphilis. Right: Erythema-
tous lesions on palms and soles of the same patient are highly characteristic of secondary syphilis. Image A courtesy of Joseph Engelman, MD; 
San Francisco Department of Health.

A B C D

Figure 3. Images of primary syphilis penile chancres that could be mistaken for genital herpes or chancroid. Images A, C, and D courtesy of 
Joseph Engelman, MD; San Francisco Department of Health.

A B C D
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Further, syphilis can increase HIV 
viral load and reduce CD4+ cell counts 
in individuals with HIV infection.5 Such 
findings have been made in persons 
with HIV infection with fully suppressed 
virus, as well as in those not receiving 
antiretroviral therapy. 

Prevention

Syphilis prevention efforts are needed 
at the individual and population levels. 
At the individual level, there is need to 
reduce exposure (eg, by reducing num-
ber of sex partners), to reduce risk of 
infection after exposure (eg, by treat-
ing sexual contacts prophylactically), 
and to reduce sequelae of infection (eg, 
by treating infection early in order to 
reduce long-term sequelae). At the pop-
ulation level, the objective is to reduce 
the basic reproduction number—the 
number of new infections caused by a  
single case. Early case identification  
and timely treatment reduce the dura- 
tion of infection, an essential interven-
tion to decrease the basic reproduction 
number.

The 2015 CDC recommendations for  
screening for syphilis are shown in  
Table 1. It is recommended that preg- 
nant women in areas with a high preva- 
lence of syphilis have repeat testing  
during their third trimester. For MSM, 
screening is recommended at least  
every year and more frequently in those 
with such risk factors as numerous sex- 
ual contacts and sex in conjunction  
with illicit drug use. In the clinic set- 
ting, including syphilis testing in every  
blood test is an optimal screening ap- 

proach. In those with a prior positive 
treponemal test result, repeat screen- 
ing for infection should be with a non- 
treponemal test (ie, RPR), since a posi-
tive treponemal test result indicates 
past infection. Public programs in San  
Francisco, California in the early 2000s  
designed to increase awareness of syph- 
ilis risk and the need for frequent test-
ing successfully increased testing rates. 
In a study in Australia, more frequent 
testing led to a reduction in incidence 
in secondary syphilis between 2007 and 
2014.7 

There is evidence that chemopro-
phylaxis is effective in reducing syphilis 
acquisition in MSM. In a pilot study in 
Los Angeles, California, use of doxycy-
cline 100 mg daily resulted in a 73% 
reduction in the acquisition of syphi-
lis over a 1-year period.8 In a study of 
postexposure prophylaxis in France, 
use of doxycycline 200 mg once after 
sex also resulted in a 73% reduction in 
risk of syphilis acquisition over 1 year.9 

Trials are ongoing that may provide 
additional evidence of the efficacy and 
safety of syphilis prophylaxis. 

Summary

The most important elements in ef- 
fective management of syphilis are  
frequent screening, treating patients 
with syphilis quickly, identifying and  
treating sexual contacts, and rescreen- 
ing. Prevention at the population lev- 
el is highly effective but must be ade- 
quately funded. Doxycycline for syph-
ilis prophylaxis is a highly promising 
prevention approach. 

Presented by Dr Klausner in December 2018. 
First draft prepared from transcripts by Mat-
thew Stenger. Reviewed and edited by Dr 
Klausner in March 2019.
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Table 1. US Centers for Disease Control and Prevention Screening Recommenda-
tions for Syphilis.

Pregnancy

•  First visit
•  Repeat at 28 to 32 weeks in high-prevalence areas

Men who have sex with men

•  Every year
•  More frequently (every 3 months) if

- Have more than 1 sex partner in the past 12 months
- Meet sex partners online or in sex venues
- Have sex in conjunction with illicit drug use (especially methamphetamine)
- Have sex partners who participate in any of the above activities

 Adapted from the 2015 Sexually Transmitted Diseases Treatment Guidelines.6
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Introduction

Nonalcoholic fatty liver disease (NAF- 
LD) is now the second leading indica- 
tion for liver transplantation in the  
United States and is projected to be- 
come the major etiology within the  
next decade.1 The prevalence of NAFLD  
among the US population is approxi-
mately 30%, with an estimated 25% 
of those individuals having nonalco-
holic steatohepatitis (NASH), the more 
severe and progressive subtype. NAF- 
LD is not only the most common eti-
ology of chronic liver disease in the 
general population but also in individ-
uals with HIV infection (See Figure 1).2-4 

Since the development of effective  
antiretroviral therapy (ART), liver disease 
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The leading cause of non–HIV-related mortality is liver disease. Fatty liver  
disease can be characterized as alcoholic or nonalcoholic in nature. Alcohol  
use is prevalent among individuals with HIV infection and can lead to med- 
ication nonadherence, lower CD4+ cell count, inadequate viral suppression, 
and disease progression. The pathogenesis of nonalcoholic fatty liver disease  
(NAFLD) in individuals with HIV infection includes metabolic syndrome, hyper- 
uricemia, HIV-related lipodystrophy, genetic polymorphisms, medications, HIV 
itself, and the gut microbiome. The prevalence of NAFLD in persons with HIV 
infection ranges from 30% to 65% depending on the modality of diagnosis. 
Individuals with HIV infection and NAFLD are at higher risk of cardiovascular 
disease; however, there is a dearth of longitudinal outcomes studies on this 
topic. Current therapies for NAFLD, such as vitamin E and pioglitazone, have 
not been studied in persons with HIV infection. There are several drugs in 
phase II and III clinical trials that specifically target NAFLD in HIV, including CC 
chemokine receptor 5 inhibitors, growth hormone–releasing factor agonists, 
and stearoyl-CoA desaturase inhibitors. Persons with HIV should be screened 
for NAFLD while pursuing aggressive risk factor modification and lifestyle 
changes, given the increased risk of cardiovascular mortality.

Keywords: HIV, liver, fatty liver disease, NASH, NAFLD, nonalcoholic, alcoholic, 
steatohepatitis 
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remains one of the leading causes of 
non–HIV-related mortality.5,6 HIV-relat- 
ed liver disease has a wide variety of eti- 
ologies, including coinfection with hep- 
atitis B or C virus, NAFLD, alcoholic liver 
disease, medication-related hepatotox- 
icity, and potentially the virus itself.7 

Subtypes of Fatty Liver and 
Fatty Liver Disease

The presence of fat in the liver does not 
automatically mean that liver disease 
is present. Indeed, normal physiologic 
processes include temporary storage 
of fat in the liver prior to processing 
and distribution. Longer-term storage  
of fat in hepatocytes may lead to in- 
creased cell turnover and subsequent 
development of an immune-mediated 
response, as well as fibrosis. Simple ste-
atosis (fatty liver) can be distinguished 
from fatty liver disease by the presence 
of serum transaminase abnormalities 
(injury) or by the development of fibro- 
sis. Fatty liver disease is broadly differ- 
entiated by its underlying etiology into 
alcoholic versus nonalcoholic forms. Al- 

coholic liver disease (ALD) and NAFLD 
are histologically similar; therefore, clin- 
ical history must be taken into consider-
ation, which is often challenging when 
dealing with the stigma and miscon- 
ceptions associated with alcohol use. 

Alcoholic Fatty Liver Disease 

ALD can range from alcoholic steatosis  
to alcoholic steatohepatitis (ASH) and, 
ultimately, advanced liver disease in 
the form of cirrhosis. Alcoholic steato- 
sis is simple steatosis, a direct conse- 
quence of alcohol oxidation, and is typ- 
ically benign and reversible with absti- 
nence.8 In the majority of cases, stea- 
tosis is macrovesicular in nature. How- 
ever, the presence of mixed steatosis 
(macro- and microvesicular) has been  
associated with higher risk (28% vs 
3%, respectively) of progression to cir-
rhosis over a median interval of 10.5 
years than with purely macrovesicular 
steatosis.9 A proposed mechanism of 
progression of liver disease includes oxi-
dative stress, which may promote the 
formation of giant mitochondria. The 
presence of giant mitochondria is also a 
histologic predictor of ALD progression 
to advanced fibrosis or cirrhosis.9 

ASH is characterized by the presence 
of macrovesicular steatosis, Mallory-
Denk bodies, neutrophilic infiltration, 
and hepatocyte ballooning, the latter 
of which distinguishes ASH from sim-
ple steatosis. Ballooned hepatocytes,  
Mallory-Denk bodies, and lobular in- 
flammation are primarily located in  
zone 3 (the pericentral portion of the  
liver lobule), promoting the eventual  
development of zone 3 fibrosis. A dif- 
ferentiating feature of ASH is the pre- 
dominant lobular infiltration of poly-
morphonuclear leukocytes, compared 
with portal tract infiltration of mononu-
clear cells in other types of hepatitis.8 
Severe neutrophilic infiltration is often 
a feature of ASH. 

ASH (often referred to as alcoholic 
hepatitis) is a clinical diagnosis based 
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on development of jaundice plus as- 
partate aminotransferase (AST) and ala-
nine aminotransferase (ALT) elevations 
5 to 10 times the upper limit of nor-
mal, with ALT classically being lower, 
in the setting of alcohol use within 8 
weeks.10 There is a marked short-term 
mortality of up to 30%. In cases where 
alcohol use is unclear or there may be 
confounding etiologies, liver biopsy is  
utilized to confirm the diagnosis. In or- 
der to assist with prognostication, the  
Alcoholic Hepatitis Histologic Score was  
developed.11 Histologic features, includ- 
ing degree of fibrosis, degree of neu- 
trophilic infiltration, type of bilirubin- 
ostasis, and presence of megamito-
chondria were associated with 90-day 
mortality (area under the receiver operat-
ing characteristic curve [AUROC], 0.77;  
95% confidence interval, 0.71-0.83). In  
fact, features such as severe neutro- 
philic infiltration and presence of mega- 
mitochondria portended a better prog-
nosis than do features of advanced fi- 
brosis and canalicular with hepatocel-
lular bilirubinostasis, which predicted 
higher mortality.11

In individuals with ongoing injury, 
cirrhosis will eventually develop. Those 
who progress to cirrhosis will have peri- 
venular and perisinusoidal fibrosis with 
micronodular versus macronodular cir-
rhosis if they continue to actively use 
alcohol.8 In fact, fibrosis stage is the 
main long-term predictor of mortality  
in persons with compensated ALD, with  
a 10-year mortality of 45% in those with 
advanced fibrosis (Metavir score, F3/F4;  
P <.001).12 

Alcohol use is prevalent among indi-
viduals with HIV infection and can lead 
to medication nonadherence, disease 

progression, and inadequate viral sup-
pression. One large-scale study of more  
than 1000 participants found that 10% 
participated in hazardous alcohol use 
(defined as >14 drinks/week for men 
and >7 drinks/week for women or binge  
drinking).13 A longitudinal study of 231 
individuals with HIV infection found 
that those who frequently used alcohol 
(defined as ≥2 drinks daily) were 2.91 
times more likely to have a decline in 
CD4+ cell count to below 200/µL (P= 
.015) independent of ART use over time,  
baseline CD4+ cell count, viral load,  
sex, age, and duration of HIV infection. 
Persons who frequently used alcohol 
while on ART had higher viral loads af- 
ter controlling for sex, age, and CD4+ 
cell count than those who did not use 
or moderately used alcohol (P=.04).14 

Alcohol use causes suppression of 
the innate and acquired immune sys-
tems that not only augments disease 
susceptibility but can also accelerate 
HIV progression.15 Additionally, alcohol  
disrupts the gut barrier, increases en- 
teric microbial burden, and causes bac- 
terial translocation, which exacerbates 
HIV disease progression.16 Nutrient de- 
ficiencies accelerate HIV progression, 
and alcohol is well known to cause nu- 
trient, particularly micronutrient, defi-
ciencies. Inadequate viral suppression 
is thought to be secondary to ineffec-
tive ART metabolism; the 2 proposed 
mechanisms are enzymatic inhibition 
from acute alcohol use competing with 
cytochrome p450 isozymes, and enzy-
matic induction from chronic alcohol 
use. Patients should be screened for 
high-risk alcohol use behaviors and ex- 
tensively counseled on this modifiable 
risk factor. 

Nonalcoholic Fatty Liver Disease

NAFLD constitutes a spectrum of dis-
ease encompassing nonalcoholic fatty 
liver (NAFL), NASH, and advanced fi- 
brosis or NASH cirrhosis. NAFL, other- 
wise known as simple steatosis, is the  
accumulation of steatosis in more than  
5% of hepatocytes, with or without mild  
lobular inflammation, in the absence 
of substantial alcohol intake.17 Steato-
sis is often macro- and microvesicular. 
Unlike alcoholic steatosis, microvesicu- 
lar steatosis has a nonzonal distribu-
tion in the parenchyma, which can lead  
to higher grades of steatosis and pro- 
gressive disease.18 Mild lobular inflam- 
mation with mononuclear cells, partic- 
ularly lymphocytes, is typically found 
even in cases of simple steatosis. 

The hallmark of NASH is the pre- 
sence of ballooned hepatocytes, re- 
flecting hepatocellular injury, which are 
required to make the diagnosis. Given 
the prognostic implications of differ-
entiating NAFL from NASH in clinical 
trials, the NAFLD Activity Score (NAS; a 
histologic scoring system) was designed 
by pathologists to be a semiquantita-
tive scoring system for defining NASH. 
The NAS focuses on scoring each of the 
following histologic changes: steatosis, 
lobular inflammation, and hepatocellu-
lar ballooning. An NAS of 5 or higher 
correlates with a diagnosis of NASH, 
and a score of below 3 indicates the 
absence of NASH.19 Notably, fibrosis is  
not included in the score. Steatosis, 
inflammation, and hepatocellular bal- 
looning tend to be centrilobular in lo- 
cation. Without a clinical history, it can  
often be difficult to histologically dif- 
ferentiate NASH and ASH; however, 
certain features, such as presence of  
large Mallory-Denk bodies, canalicular  
cholestasis, chronic portal inflamma- 
tion, and perivenular fibrosis, are ob- 
served more frequently in ASH than 
NASH.18 Unfortunately, no histologic 
features are pathognomonic to distin- 
guish ALD from NAFLD, making a clini-
cal history imperative. 

NASH is a more severe and progres- 
sive subtype of NAFLD; therefore, more  
aggressive modification risk factors is 
warranted in individuals with NASH. In- 
dividuals with NASH are at not only 

Nonalcoholic liver disease
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Figure 1. Prevalence of alcoholic and subtypes of nonalcoholic liver disease varies depending 
on the modality used for diagnosis, but is also attributable to varying definitions of alcohol 
abuse, variability of alcohol use, and social stigma; therefore, the true prevalence is unclear.
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at higher risk of liver-related mortal-
ity but also all-cause malignancy and, 
most of all, cardiovascular disease 
(13%-30%).20 

Hepatocellular carcinoma (HCC) can  
occur in the absence of cirrhosis, a find- 
ing exemplified by the fact that cir- 
rhosis was present in only 50% of par- 
ticipants in a multicenter study that 
compared NAFLD with hepatitis C virus 
(HCV)-related HCC.21 This observation is                          
concerning, as persons without cirrho-
sis are generally not undergoing HCC 
surveillance. Therefore, HCC can pres-
ent with higher tumor burden due to 
delayed diagnosis.21 Ultimately, fibro-
sis stage and not NAS has been shown  
to be predictive of long-term mortal- 
ity.22-24 In a large retrospective study ex- 
amining participants over a period of 
20 years, 12.1% of those with F3 fibrosis  
and 45% of those with F4 fibrosis devel-
oped decompensated liver disease.22 

Although the prevalence of NAFLD 
in individuals with HIV infection varies 
depending on the study, a prospective 
biopsy-proven study found that 55% of 
individuals with chronically elevated li- 
ver enzymes had NASH, corroborating 
the importance of NAFLD screening in 
this patient population.7 

The gold standard for distinguishing  
NASH from NAFL and assessing fibro-
sis stage is via liver biopsy. However, 
the inherent invasive nature, cost, and  
potential complications of liver biopsy 
preclude universal use. Alternative 
modalities for distinguishing NASH 
from NAFL include transient elasto- 
graphy (TE) with controlled attenuation  
parameter (CAP) and magnetic reso-
nance elastography (MRE), each of 
which have been well studied. MRE and 
transient elastography assess degree of 
fibrosis. The addition of CAP to tran-
sient elastography and proton density 
fat fraction (PDFF) to MRE allow for the 
measurement of steatosis. 

A prospective cross-sectional study  
of more than 100 persons with biopsy- 
proven NAFLD compared the accuracy  
of TE to MRE for assessment of fibro-
sis and of CAP to magnetic resonance 
imaging-derived PDFF (MRI-PDFF) for 
assessment of steatosis.25 MRE was su- 
perior to transient elastography (AUROC, 
0.82 vs 0.67) for diagnosing any stage 

of fibrosis and was significantly 
more accurate (P=.0116). How- 
ever, no significant difference  
was found between the 2 mo- 
dalities for diagnosing dicho- 
tomized stages of fibrosis. No- 
tably, this study did use the 
extra-large (XL) probe during  
transient elastography, to ac- 
count for high rates of obe- 
sity in the United States.25 MRI-
PDFF was also superior to CAP  
(AUROC, 0.99 vs 0.85) in dia- 
gnosing any degree of steato- 
sis, with significantly more ac- 
curacy (P=.0091), and in diagnosing  
dichotomized stages of steatosis (P= 
.0017 and P=.0238).25 

The main limitations of MRE and 
MRI-PDFF are institutional availability,  
technical expertise required to perform  
and interpret results, cost, and claus- 
trophobia for some patients.26 There-
fore, some experts recommend that 
MRI-PDFF be considered mainly for 
individuals at high risk for NASH for 
whom an intervention is planned.26 
Because of the acceptability of the  
AUROC for CAP in the study men-
tioned above and others plus the ability 
of transient elastography to rule out 
advanced fibrosis, transient elastogra-
phy remains a viable option for most 
patients.  

Etiologies 

NAFLD Pathogenesis 
There are many established risk fac-
tors for NAFLD, metabolic syndrome  
being primary. Metabolic syndrome en- 
compasses hypertension, dyslipidemia  
(hypertriglyceridemia or low levels of  
high-density lipoprotein [HDL] choles-
terol), increased waist circumference, 
and insulin resistance. Visceral adiposity  
and insulin resistance are well-studied 
driving forces of NAFLD with a com- 
plex interplay. In general, visceral adi- 
posity contributes to worsening insulin 
resistance through excessive adipose 
tissue lipolysis, which can increase 
levels of free fatty acid and inflamma- 
tory cytokines plus decreased adipo- 
nectin levels, ultimately causing hepa- 
totoxicity through mitochondrial dys- 
function and oxidative stress.27 Other  

comorbidities that have been linked 
to NAFLD include obstructive sleep 
apnea and polycystic ovarian syn- 
drome.17,28 

Genetic predisposition also plays a  
role in the development of NAFLD. The 
patatin-like phospholipase domain-con- 
taining 3 (PNPLA3) rs738409 allele 
increases hepatic fat content and has 
been associated with elevated markers  
of hepatic inflammation. Notably, this 
allele has the highest frequency in the 
Hispanic population followed by the 
white and then African-American pop- 
ulations, making it a possible mech- 
anism for racial disparities in preva- 
lence of NAFLD.28 Additionally, there 
has been more evidence implicating 
the role of the gut microbiome in the 
pathogenesis of NAFLD. Possible mech-
anisms include impairment of the gut 
barrier causing endotoxemia and acti-
vation of toll-like receptors, reduced 
choline bioavailability, increased short- 
chain fatty acids in obese adults, al- 
tered bile acid metabolism, and subse-
quent changes in farnesoid X receptor 
(FXR) signaling.29

HIV-Specific NAFLD

There are several proposed mecha-
nisms leading to fatty liver disease in 
persons with HIV infection, including 
the traditional risk factors of meta-
bolic syndrome (as mentioned above), 
hyperuricemia, HIV-related lipodystro-
phy, medications, HIV itself, and the 
gut microbiome (Box 1). 

Metabolic syndrome has been shown 
to play a role in the development of fatty 
liver in individuals with HIV infection 

Box 1. Risk Factors for HIV-Specific Non-
alcoholic Fatty Liver Disease

• Metabolic syndrome (hypertension, 
dyslipidemia, increased waist circum-
ference, insulin resistance)

• HIV-related lipodystrophy

• Hyperuricemia 

• Combination antiretroviral therapy 

• HIV virus

• Gut microbiome
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in some studies. Increased abdominal 
visceral adiposity (P <.001) and insulin 
resistance (P=.01) were independently 
associated with increased odds of fatty 
liver defined by computed tomogra-
phy in participants with HIV infection 
in the MACS (Multicenter AIDS Cohort 
Study).30 The PNPLA3 rs738409 allele 
was independently associated with in-
creased odds of fatty liver (P=.001). 

In a retrospective study of individu-
als with HIV infection comparing those 
with biopsy-proven NASH with those 
who did not have NASH, body mass 
index, waist circumference, waist-to- 
hip ratio, and markers of insulin resis-
tance were higher and HDL was lower 
in those with NASH. Participants with 
NASH had significantly higher frequency 
of 2 minor alleles for the PNPLA3 poly- 
morphism (P<.004). Notably, partici- 
pants with substantial fibrosis (mea-
sured as Ishak stage ≥2) tended to have 
concomitant NASH,7 defined by NAS. 

A cross-sectional study in Italy as- 
sessing 225 individuals with HIV infec-
tion found that male sex and increased 
waist circumference were significantly 
associated (P<.001) with NAFLD in a 
multivariate logistic regression analy- 
sis.31 This study also assessed lipodys- 
trophy through the respective anthropo-
metric measurements. Although only  
4.8% of the cohort was obese, a striking 
number had lipoatrophy (41%) and lipo-
atrophy with lipoaccumulation (38%).  
The presence of NAFLD in mostly non-
obese, lipoatrophic men highlighted  
the possible link between NAFLD and 
HIV-associated body fat distribution.31 

Fat misdistribution that occurs in the 
setting of HIV is known as HIV-related 
lipodystrophy and occurs frequently in  
long-term infected patients.32 Lipodys- 
trophy is an umbrella term for lipoat-
rophy, lipoaccumulation, and a mixed 
syndrome of both. Lipoaccumulation is  
fat accumulation in areas such as the  
dorsocervical spine, abdomen, neck,  
and breasts. Lipoatrophy is loss of fat  
from regions such as the face, extrem- 
ities, and buttocks. Patients will often 
present with a combination of lipoac- 
cumulation and lipoatrophy. Lipodys-
trophy is thought to be a sequela of 
ART rather than HIV itself and has long-
term cardiovascular implications, as 

it is associated with insulin resistance 
and dyslipidemia.33,34 Risk factors for 
lipodystrophy include older age, use of 
nucleoside analogue reverse transcrip-
tase inhibitors (nRTIs) and protease 
inhibitors (PIs), and total duration of 
ART.33 Given that worsening visceral 
adiposity has been linked to worsening 
insulin resistance, studies have demon-
strated that persons with HIV infection 
and lipodystrophy had higher hepatic 
fat content (P<.05) measured by proton 
spectroscopy as well as features of in- 
sulin resistance.35 

Outside of causing lipodystrophy, 
the role of ART in fatty liver continues 
to be investigated. It has been proposed 
that nRTIs can cause hepatic microve-
sicular steatosis by causing inhibition 
of mitochondrial DNA replication and 
overexpression of the sterol regulatory  
binding protein. nRTIs also cause hyp- 
ertriglyceridemia, lipodystrophy, and 
hypoadiponectemia.30 Additionally, PIs 
promote insulin resistance and dyslip- 
idemia.36 Longer cumulative ART expo- 
sure, nRTI exposure duration, lamivu-
dine exposure, and dideoxynucleoside 
exposure were all significantly asso-
ciated with fatty liver in a univariate 
analysis in the MACS.30 Conversely, a  
smaller study of 65 individuals with 
HIV infection found that neither NASH  
nor fibrosis was associated with dura- 
tion of ART or specific antiretroviral  
drugs.7 Overall, the association between 
ART and fatty liver is likely driven by 
the adverse metabolic effects of ART, 
separate from the direct drug toxicity 
and hypersensitivity that can occur.6 
Reports of ART exposure and fatty liver 
remain conflicting. 

The role of HIV infection in causing 
fatty liver has also been controversial. 
In the MACS, presence of detectable 
HIV RNA (P=.66) and nadir CD4+ cell 
count (P=.69) were not associated with 
fatty liver. In a cross-sectional, case-
control study conducted in China, HIV 
infection (P=.016) was associated with 
substantial liver fibrosis in a multivari-
ate analysis. In a subset analysis of the  
participants with NAFL, 27% had sub-
stantial fibrosis (≥7 kPa; P=.014).37 
Again, duration of disease, nadir or 
current CD4+ cell count, or prior AIDS  
were not associated with fatty liver.37 

In a prospective study of 222 indi-
viduals with HIV/HCV coinfection, the 
strongest determinants of progression 
of hepatic steatosis between biopsies 
were alcohol use and high body mass 
index. In fact, effective ART was as- 
sociated with reduced progression of 
steatosis.38 

HIV may perpetuate fibrosis through 
infection of activated hepatic stellate 
cells (HSC), the principle fibrogenic 
cells in the liver. HIV can promote col-
lagen I expression and secretion of 
proinflammatory chemokines. HIV and 
envelope glycoprotein gp120 can affect 
parenchymal and nonparenchymal 
cells, subsequently causing inflamma-
tion and fibrosis.39 Further, gp120 can 
cause an increase in HSC migration, 
which in turn increases secretion of 
monocyte chemoattractant protein-1 
and expression of interleukin 6, each of 
which create a proinflammatory state 
and cause chronic inflammation and 
damage to surrounding hepatocytes. 
The action of gp120 on stellate cells 
is mediated through chemokine recep-
tor 5 (CCR5). Studies in vivo found 
CCR5 expression at the sinusoidal level 
on inflammatory cells and the fibrotic 
septum,40 and CCR5 is now a pharma-
cologic target. In individuals with HIV/
HCV coinfection, gp120 can induce 
hepatocyte apoptosis through interac-
tions with HCV proteins.41 Many of the 
mechanisms discussed above are par-
ticularly relevant in persons with HIV/
HCV coinfection. 

There is increasing evidence of the 
role of the gut microbiome on fatty 
liver disease. When bacteria translocate 
across the intestinal epithelial barrier,  
there are typically host mucosal im- 
mune barriers in place. However, when 
gut integrity is compromised, there are 
elevated markers of bacterial transloca-
tion such as lipopolysaccharide (LPS). 
LPS is a component of the cell walls of 
gram-negative bacteria. These height-
ened levels of LPS can lead to a state 
of deviant immune activation through 
a cascade that causes cytokine pro-
duction. This becomes problematic in 
chronic disease processes such as HIV 
that lead to elevated circulating plasma 
LPS levels due to increased microbial 
translocation.42 HIV-associated micro-
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bial translocation occurs because in the  
setting of acute and even chronic in- 
fection, CD4+ cell depletion is more 
prevalent in the gut mucosa versus per- 
ipheral blood and lymph nodes, there- 
by leading to endothelial damage and 
exhaustion of intestinal macrophages. 
Subsequently, increased levels of LPS 
activate Kupffer cells, leading to release 
of profibrotic and proinflammatory cy- 
tokines and ultimately causing acceler-
ated liver damage.16 

Natural History Controversies 

The estimated prevalence of NAFLD in 
individuals with HIV infection varies 
depending on the modality utilized to 
diagnose NAFLD but tends to be higher  
than in the general population; study 
estimates range from 30% to 40% based 
on imaging or transient elastography 
and up to 65% based on biopsy.3,36,43 
The increased prevalence is likely re- 
lated to the fact that prevalence of met-
abolic syndrome in individuals with 
HIV infection has doubled, from 19.4% 
in 2001 to 41.6% in 2007.44 

In a cross-sectional, case-control 
study comparing individuals with HIV 
infection and NAFLD and individuals 
with primary NAFLD, those with HIV  
infection had higher rates of steato- 

hepatitis (P=.04), corroborated by  
higher mean NAS (P=.00) and in- 
creased histologic features such as lob- 
ular inflammation and acidophil bod-
ies (P < .001).45 Longer duration of HIV 
infection was associated with NASH  
(P=.004).45 

A prospective cross-sectional study 
determined that coronary artery cal- 
cium score (CAC), a surrogate for cor- 
onary artery atherosclerosis, was as- 
sociated with fatty liver disease in par-
ticipants with HIV infection (median 
age, 43 years; odds ratio, 3.8; P <.01).46 
However, CAC in the majority of par-
ticipants was associated with a low or 
moderate Framingham risk score. Fac-
tors associated with CAC in participants 
with HIV infection included longer dura- 
tion of HIV infection (median, 18 years; 
P <.01), lower CD4+ cell count nadir 
(P <.01), and current ART use (P <.01).46 

With individuals with HIV infection 
living longer because of effective ART, 
the findings above underscore that 
those with HIV and NAFLD are not only 
at risk for more advanced liver disease 
but also cardiovascular disease associ-
ated with NAFLD. There are limited 
longitudinal studies assessing long-
term outcomes in individuals with HIV 
infection with NAFLD, and it is an area 
that remains to be investigated. 

Treatment Options

Current Therapies 

Lifestyle modifications are the corner 
stone of treatment for fatty liver dis- 
ease, as there are limited pharmaco-
logic therapies for NAFLD (Figure 2). 
Vigorous exercise alone, in the absence 
of weight loss, has demonstrated a de- 
crease in the odds of developing NASH. 
Doubling the amount of time spent per-
forming vigorous exercise resulted in  
decreased odds of advanced fibrosis.47 
A separate meta-analysis showed im- 
provement in hepatic fat with exer- 
cise in the absence of weight loss.48 In 
terms of the effects of weight loss on 
NAFLD, 3% to 5% weight loss is asso-
ciated with improvement in steatosis, 
weight loss of 7% or more is associated 
with improvement in steatohepatitis,  
and weight loss of 10% or more is as-
sociated with improvement in fibrosis 
and the highest likelihood of NASH re- 
solution. In extreme cases, bariatric  
surgery can be considered and has led 
to improvement in NASH and fibrosis. 
Regarding dietary changes, a hypocalo-
ric diet with goal weight loss of 0.5 to 
1.0 kg per week is suggested.49 

A major limitation of many of the 
currently available pharmacologic ther- 
apies for fatty liver disease is that they 

Obtain TE with CAP for assessment of fibrosis and steatosis for risk stratification

Fibrosis (TE, <7.5 kPa)  
with CAP >300 dB/m

Low probability for  
significant disease

Figure 2. Clinical suspicion of nonalcoholic fatty liver disease based on elevated liver-associated tests or abnormal ultrasound suggesting 
presence of fatty infiltration. TE indicates transient elastography; CAP, controlled attenuation parameter; ART, antiretroviral therapy; NASH, 
nonalcoholic steatohepatitis; HBV, hepatitis B virus; HCV, hepatitis C virus; HCC, hepatocellular carcinoma.

1. Rule out hazardous drinking behaviors: >14 drinks/week OR 4 drinks/occasion for men
                          >7 drinks/week OR 3 drinks/occasion for women
2. Full serologic evaluation to rule out other causes of liver disease

TE, ≥9.5 kPa with CAP >300 dB/m

High probability for NASH
TE ≥7.5 kPa and CAP score >300 dB/m

Consider vitamin E, aggressive cardiovascular risk 
factor modification, modification of ART regimen, 

and consideration of bariatric surgery

Consider liver biopsy in:
- Patients with metabolic syndrome, particularly  

type 2 diabetes
- Those at high risk for accelerated disease pro-

gression (coinfections, uncontrolled HIV)

Lifestyle modifications, careful 
selection of ART, treatment of 

coinfections (ie, HCV, HBV)

Same as for median probability of 
NAFLD but consider enrollment in 
clinical trials for antifibrotic agents, 
bariatric surgery, referral to trans-
plant center, and HCC surveillance
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have not been studied in individuals  
with HIV infection. In nondiabetic per- 
sons, vitamin E 800 units daily led to 
notable improvement in NASH histol-
ogy but not fibrosis. There have been 
some concerns regarding the associ- 
ation of vitamin E with prostate cancer.  
A randomized trial across the United  
States, Canada, and Puerto Rico found  
that the risk of prostate cancer at a  
median follow-up of 7 years was in- 
creased by 17% in men taking 400 IU 
of vitamin E daily (hazard ratio [HR], 
1.17; P=.008).50 However, in a ran- 
domized controlled trial of more than 
14,000 men, taking vitamin E 400 IU 
every other day did not affect incidence  
of prostate cancer (HR, 0.99).51 The  
decision to treat with vitamin E should 
be individualized and discussed with 
the patient, taking into account the risk 
of cardiovascular disease with NASH 
compared with the potential risk of 
prostate cancer. Use of pioglitazone, 
a thiazolidinedione, caused improve-
ment in steatosis, lobular inflammation, 
and the NAS, but fell short of achieving 
the primary endpoint of improvement 
or resolution of NASH,52 and it does not 
improve fibrosis. Obeticholic acid, an 
FXR agonist, and pentoxifyilline, a phos- 
phodiesterase inhibitor, each demon-
strated improvement in fibrosis along  
with improvement in NASH in a meta- 
analysis.53 Currently, vitamin E and pio- 
glitazone are the mainstay of pharma-
cologic treatments for select persons 
with NASH. Neither has been studied 
in the HIV-infected population nor have 
obeticholic acid or pentoxifyilline. 

Investigational Therapies 

A multitude of phase II and III clinical tri-
als are underway evaluating treatment 
for NAFLD. Therapies for NAFLD in- 
clude peroxisome proliferator-activated 
receptor (PPAR) agonists; stearoyl-CoA 
desaturase (SCD) inhibitors; incretin-
based agonists, such as glucagon-like 
peptide (GLP) agonists; tumor necrosis 
factor alpha inhibitors; those that target 
the gut microbiome; and most impor-
tantly, antifibrotic agents.54 

PPAR agonists regulate several meta-
bolic processes, including increasing 
fatty acid oxidation. Use of elafibrinor, 

a PPAR-α/δ agonist, led to significantly 
increased rates of NASH resolution and 
regression of fibrosis stage in a post 
hoc analysis with modified definitions 
for resolution of NASH and fibrosis 
progression from the initial analysis. 
Elafibrinor is currently in phase III clin- 
ical trials.55 

SCD is an enzyme needed for syn-
thesis of monosaturated fatty acids, 
and it has been shown that obese pa- 
tients with NASH have higher SCD-1 
activity. Aramachol is an SCD-1 inhibi-
tor that led to decreased hepatic fat  
content, measured via magnetic reso-
nance spectroscopy, when given over a 
period of 3 months.56 Notably, arama-
chol is currently being studied in the 
HIV-infected population. 

GLP-1 has multiple metabolic roles, 
including augmenting peripheral in- 
sulin sensitivity. The LEAN study (Li- 
raglutide Efficacy and Action in Non-
alcoholic Steatohepatitis) found that li- 
raglutide, a GLP-1 agonist, caused reso- 
lution of NASH and halted progression  
of fibrosis.57 

Given that fibrosis predicts long- 
term mortality in NAFLD, there are sev- 
eral antifibrotic agents in clinical trials. 
Simtuzumab, a monoclonal antibody, 
was studied in persons with HIV or HCV  
infection or HIV/HCV coinfection in the  
setting of advanced liver disease but did 
not improve fibrosis or hepatic venous 
pressure gradient and is being investi-
gated further.58 Galectin-3, an essential 
protein for fibrogenesis, is being tar-
geted in a phase II clinical trial.54 

Tesamorelin is a growth hormone–
releasing hormone analogue initially 
approved for treatment of HIV-related 
lipodystrophy. However, it was found 
to improve serum ALT levels and he- 
patic fat content on magnetic reso- 
nance spectroscopy.59 There is a multi- 
center study in process to further in- 
vestigate these preliminary results.2 

Chemokine receptors (CCR2 and 
CCR5) are involved in the migration of 
inflammatory cells, and their respec-
tive chemokines have been found to 
upregulate in persons with NASH.60 
A study evaluating 2 distinct cohorts 
proved that blockade of CCR5 leads to 
improvement in hepatic fibrosis, mea-
sured by Enhanced Liver Fibrosis Index 

after first validating with liver biopsy.61 
Cenicriviroc, an oral dual CCR2 and 
CCR5 agonist, recently underwent a 
1-year primary analysis with promising 
results. Although the primary outcome 
of NAS improvement was not signif-
icant, improvement in fibrosis was  
achieved in almost twice as many par-
ticipants compared with placebo (20% 
vs 10%; P=.02).62 

Other NAFLD treatment considera-
tions in individuals with HIV infection 
include ART selection, because of the  
predilection for certain agents to cause  
insulin resistance, promoting alcohol ab- 
stinence, and treatment of coinfections  
such as HCV. If cirrhosis develops, liver 
transplantation should be considered 
barring any contraindications.

Conclusions
Fatty liver disease can be alcoholic or 
nonalcoholic in nature. Although there 
are subtle histologic differences, ALD 
and NAFLD must be distinguished based  
on clinical history. Alcohol use is preva-
lent among the HIV-infected population 
and can lead to nonadherence to ART,  
viral progression, and ineffectiveness of  
ART. NAFLD is a spectrum of disease 
ranging from simple steatosis (NAFL) 
to steatohepatitis (NASH) and subse- 
quently to advanced fibrosis or cirrho- 
sis. NAFLD is becoming a leading cause  
of liver transplantation in the United 
States. Persons with NASH are at higher 
risk of liver-related mortality, all-cause 
malignancy, and cardiovascular dis- 
ease. Ultimately, fibrosis stage predicts 
long-term mortality. 

Aminotransferase abnormalities  
in individuals with HIV infection are 
common, occurring in up to 60% of 
patients and clinicians should evaluate 
for NAFLD. As ART continues to im- 
prove and individuals with HIV infec-
tion are living longer, there has been a  
concerning rise in the prevalence of 
metabolic syndrome and NAFLD in 
this population. Besides metabolic syn- 
drome, there are numerous factors be- 
hind HIV-related NAFLD, including HIV- 
related lipodystrophy; ART, specifically 
older agents, nRTIs, and PIs; higher  
frequency of PNPLA3 polymorphisms; 
gut microbiome disturbances; and HIV  
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infection itself. Persons with HIV in- 
fection tend to have more aggressive  
NAFLD in terms of higher rates of 
NASH and thus are at risk for liver- and  
cardiovascular-related morbidity and  
mortality. For now, lifestyle modifica-
tions and perhaps careful consideration 
of ART are the mainstays of treatment 
in the HIV-infected population. Vita- 
min E and pioglitazone have not been 
studied in this population, but there are 
several promising ≠agents in the pipe-
line in phase II and III clinical trials, 
namely antifibrotic agents. 

Individuals with HIV infection with 
NAFLD should be closely monitored 
alongside pursuing more aggressive  
management of disease, as liver-related 
mortality is rising in this population. 
Major gaps in the literature include 
longitudinal outcomes studies of indi-
viduals with HIV infection with NAFLD, 
and further investigation is needed. 
Additionally, consensus on definitions  
used to categorize persons with ALD 
versus NAFLD is needed. 
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 UPCOMING ACTIVITIES

        Cases on the Web
 A series of web-based, case-driven CME activities, created to offer convenient online access to top-
quality professional education. Visit the IAS–USA website for a full list of Cases on the Web activities. 
Recent activities address the following topics:
HIV-2: Clinical Features, Diagnosis, and Management
Author(s): Jacqueline T. Chu, MD; Rajesh T. Gandhi, MD
Date of Last Review: February 11, 2019
Expires: February 11, 2020
1.25 AMA PRA Category 1 Credits™ Available

Considerations in the Treatment of Opioid Use Disorder in Patients with HIV Infection and HIV/
HCV Coinfection
Author(s): Jennifer Edelman, MD, MHS; Jeanette M. Tetrault, MD 
Available soon for 1.50 CME credits

Dates above may be subject to change. IAS–USA announcements are paperless, so please watch for 
email updates or visit www.iasusa.org for course information, agendas, and online registration, or to 
access archives of educational resources from past activities. 

Coming Soon

Annual Full-Day HIV Courses
These live, full-day CME courses continue to feature cutting-edge, scientifically rigorous topics 
presented by leading experts in the field of HIV medicine. Visit the IAS–USA website for up-to-date 
information and podcasts of prior courses. This spring, IAS–USA courses focusing on the manage-
ment of HIV infection will be held in:

Chicago, Illinois—Thursday, May 23, 2019
Chairs: Paul A. Volberding, MD; John P. Phair, MD

 Interactive Webinars
Live, interactive continuing medical education (CME) in the comfort of your home or office, free of 
charge. Participants can ask questions and receive responses in real time. Visit the IAS–USA website 
for details. Upcoming webinars will cover the following topics: 

Updates From CROI 2019: Treatment of HIV and Its Complications—May 21, 2019
Presenter: Timothy J. Wilkin, MD, MPH

HIV 101: Fundamentals of HIV Infection and Applications of Antiretroviral Therapy—Tuesday, 
June 18, 2019
Presenter: Michael S. Saag, MD; David H. Spach, MD

PrEP 2.0: TDF/FTC and Beyond – State of the Science and the Product and Delivery System  
Pipeline—Tuesday, June 25, 2019
Presenter: Raphael J. Landovitz, MD

Update on HIV Cure Strategies—Tuesday, July 16, 2019
Presenter: Katharine J. Bar, MD

HIV and the Aging Brain
Presenter: Victor G. Valcour, MD, PhD

Global Control of Hepatitis C Virus Infection and New Strategies for Prevention
Presenter: Andrea Lynn Cox, MD, PhD

Prior webinars are available for CME credit for up to 1 year after the live broadcast. Visit the  
IAS-USA website for a full list of archived webinars.

 New  Sexual Health, HIV Prevention, and Primary 
Care in 2019
This new, full-day, live CME course will address the shift in primary responsibility for managing PrEP 
and STIs from HIV and infectious disease clinicians to primary care and internal medicine practitioners, 
and the best practices for maintaining the sexual health of those with or at risk for HIV infection. 
Information will be presented by an expert faculty of STI and HIV/AIDS clinicians and researchers. 
Visit the IAS-USA website to register.

New York, New York—September 12, 2019
Chairs: Roy M. Gulick, MD, MPH; Jeanne M. Marrazzo, MD, MPH, FACP, FIDSA

https://www.iasusa.org/activities/cases-on-the-web/
http://www.iasusa.org
https://www.iasusa.org/activities/live-courses/hiv-courses/
https://www.iasusa.org/activities/webinars/upcoming-webinars/
https://www.iasusa.org/activities/webinars/upcoming-webinars/
https://www.iasusa.org/activities/webinars/archived-cme-webinars
https://www.iasusa.org/activities/webinars/upcoming-webinars/
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Intimate partner violence (IPV) can 
impact an individual’s ability to engage 
in HIV care and adhere to treatment 
recommendations. A better under-
standing of this issue is needed to 
create an environment that supports 
engagement of individuals who expe-
rience IPV in care and fosters their 
emotional and physical well-being. 

IPV includes but is not limited to 
physical abuse. It is important to dispel 
any misconceptions that all individu-
als who experience IPV are women 
and are fragile, helpless, have low self-
esteem, or fear for their lives daily, 
and that their abusers are all men who 
could easily be identified in a single 
interaction. Although these scenarios 
are true for some individuals, a one- 
size-fits-all approach does not hold  
true for IPV. Men also experience IPV, 
and IPV occurs in same-sex as well as 
heterosexual relationships.

IPV can be defined as the use or at- 
tempted use of physical, sexual, verbal, 
emotional, economic, or other forms  
of abusive behavior with the intent to 
harm, threaten, intimidate, control, iso- 
late, restrain, or monitor another per-
son. Physical abuse includes grabbing, 
pushing, hitting, punching, choking, 

Dr Sullivan is Associate Professor of Psy-
chiatry at Yale School of Medicine in New 
Haven, Connecticut. 

Available data indicate that 55% of women and 20% of men living with HIV 
infection experience intimate partner violence (IPV) and that 24% of women 
experience abuse by their partners after disclosing their HIV serostatus. IPV 
increases the risk of HIV acquisition and often interferes with victims’ en- 
gagement in and adherence to HIV care. The processes of integrating IPV 
screening as part of a health-centered approach in the HIV clinic are discussed. 
This article is based on a presentation by Tami P. Sullivan, PhD, at the 2018 
Clinical Conference at the National Ryan White Conference on HIV Care & 
Treatment in December 2018.

Keywords: intimate partner violence, IPV, HIV, psychological abuse, screening, 
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The Intersection of Intimate Partner Violence and HIV: 
Detection, Disclosure, Discussion, and Implications for 
Treatment Adherence

or holding an arm against someone’s 
neck. Sexual abuse includes unwanted 
sexual interactions (can be through ver-
bal coercion, use of physical force, or 
other means such as alcohol or drug 
use). Psychological abuse includes be- 
littling remarks, threats, making some-
one afraid by using looks, gestures or  
actions, controlling what someone 
does or who they see, or monitoring of 
someone’s whereabouts. 

Daily Patterns of IPV

A study among women who experi-
enced IPV assessed patterns of abuse 
over a period of 2778 days during 
which women had face-to-face con-
tact with their partners.1 No abuse was 
reported on 62.1% of days; psychologi-
cal abuse alone was reported on 27.1% 
of days; psychological and physical 
abuse on 6.3% of days; psychological, 
physical, and sexual abuse on 2.3% 
of days; and psychological and sexual 
abuse on 1.2% of days. These findings 
indicate that the women were sub-
jected to combined abusive behaviors 
on more than one-third of days during 
the study period. Sexual abuse alone 
was reported on 0.6% of days, physical 
abuse alone on 0.3% of days, and phys-
ical and sexual abuse together (without 
the co-occurrence of psychological ab- 
use) was not reported. The results of 
this study have several implications. 

First, the finding that on most days no 
IPV occurred may help to explain the 
ambivalence that some individuals ex- 
perience about ending an abusive rela-
tionship. Often, individuals state that 
they do not want the relationship to 
end, although they do want the IPV to 
stop. Second, the time between inci-
dents of IPV may minimize problems 
in the relationship and instill hope that 
abusive partners will change their abu-
sive behavior. 

Third, presentations of IPV in media 
often depict women undergoing fre-
quent and severe physical abuse. Such 
presentations do not accurately rep-
resent the range of individuals who 
experience IPV and may do a disser-
vice to the range of adults, children, 
and families who could benefit from or 
are in need of assistance. This under-
scores the importance of addressing 
psychological IPV, given that it is the 
most frequently occurring form of abu- 
sive behavior.

Connection Between IPV  
and HIV

Individuals who experience IPV are 
more likely to become infected with 
HIV than those who do not experi-
ence IPV. One study has shown that 
persons who experience IPV are 48% 
more likely to be infected with HIV 
than those who do not. If an abusive 
partner has HIV infection, they can 
increase HIV risk in the abused partner 
in a number of ways: they can force 
or coerce sex (protected or unpro-
tected) or they can force or coerce 
engagement in high-risk behaviors or 
themselves be engaged in high-risk 
behaviors (eg, injection drug use). 
Approximately 10% of women cur-
rently experiencing IPV are infected 
with HIV,2 a prevalence that is almost 
10 times that of women in the general 
population. Available data indicate 
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that 55% of women and 20% of men 
living with HIV experience IPV.3,4 

Does IPV Matter to HIV 
Treatment Planning and 
Adherence?

One study queried women with HIV 
infection who experienced current or 
past IPV about how it affected their 
ability to engage in HIV care. Review of 
the data revealed that: 

•  Abusive partners can actively or  
passively interfere in HIV care 
(eg, by keeping their partner from 
taking medications or going to 
appointments).

•  A person’s self-worth can be so 
affected by IPV that they do not 
engage in self-care (eg, an individ-
ual becomes depressed and does 
not take his or her medications).

•  Physical harm may impact rela- 
tionships with health care practitio-
ners (eg, if an individual wants to 
hide the signs of abuse from their 
doctor).

There are numerous barriers to dis- 
closure of IPV for individuals who ex- 
perience IPV, including:

• Shame or stigma
• Fear
• Gender, race, or sexual orientation
•  Previous negative disclosure 

experiences 
•  Investment in the abusive 

relationship
•  The belief that the abuse is not 

serious enough

•  Potential mismatch of goals (ie, the 
reasons that a health care worker 
might want to screen for IPV 
might not be the same reasons an 
individual wants to disclose IPV)

•  A victim’s belief that the health 
care practitioner cannot help them

• Media portrayals of victims

Despite such barriers, about 8 of 10 
patients who experience IPV want their 
health care practitioners to ask them 
about it (privately).5 Individuals who 
were asked about IPV were 4 times 
more likely to use an intervention and 
2.6 times more likely to leave the abu-
sive relationship.5 Given such data, 
health care practitioners can make a 
difference in the lives of these indi- 
viduals. Most people who experience 
IPV never encounter a domestic vio-
lence service provider or talk with 
a victim advocate in the court sys-
tem (because most abusers are never 
arrested), but they do come into con-
tact with clinicians. 

Screening for IPV 

Clinicians should screen for current and 
past IPV, but only if they are prepared 
to adequately respond to a patient’s 
disclosure. The goal of discussing IPV 
does not need be victim disclosure or 
detection of abuse. It can be to pro-
vide education and resources about 
IPV and to normalize the topic, so 
that the patient may feel more at ease 
about disclosing and not feel coerced 
by someone in a position of power (the 
clinician). 

The US Preventive Services Task 
Force recommends IPV screening and 
referral to ongoing support services.6,7 
Emphasis must be placed on referral 
to support services, as screening with-
out access to such services is not likely 
to be of benefit. Direct screening can 
be performed using various screen-
ing tools: Humiliation, Afraid, Rape, 
Kick (HARK); Hurt, Insult, Threaten, 
Scream (HITS); Extended Hurt, Insult, 
Threaten, Scream (E-HITS); Partner 
Violence Screen (PVS); and Woman 
Abuse Screening Tool (WAST) (Table 
1). The practitioner should investigate 
these tools and determine which is 
most appropriate for the clinical setting 
and patient. 

IPV Resources

Futures Without Violence in collabora-
tion with U.S. Department of Health  
and Human Services partners, the Ad- 
ministration for Children and Families’ 
Family and Youth Services Bureau, the 
HRSA Bureau of Primary Health Care, 
and the HRSA Office of Women’s 
Health, have worked to create a com- 
prehensive website, www.ipvhealth-
partners.org, of resources on IPV for 
community health centers working in  
partnership with domestic violence 
programs.8 The website provides edu-
cational videos and printable resources 
for health center staff about how to 
talk with potential victims of IPV, with-
out detection of IPV being the primary 
goal. One such resource is the Confi-
dentiality, Universal Education and 
Empowerment, and Support (CUES) 
intervention (Table 2).

A folded safety card can easily fit 
in a pocket or purse. The practitioner 
should review the elements on the 
card with the patient when providing 
it. Safety cards contain information on 
the effects of IPV on health, how one  
can help a friend, and some strate-
gies that can be used to reduce harm. 
The back of the card features a safety 
plan and a 24/7 hotline with personnel 
who have a thorough understanding of 
IPV. A partial sample of a safety card 
is shown in Figure 1. When providing 
safety cards to patients, the practitio-
ner can indicate that it is common 

Table 1. Screening Tools for Intimate Partner Violence

Test Name Available At

HARK: Humiliation, 
Afraid, Rape, Kick

https://www.ncbi.nlm.nih.gov/pmc/articles/
PMC2034562/

HITS: Hurt, Insult, 
Threaten, Scream

https://www.stfm.org/FamilyMedicine/Vol46Issue3/Shakil180

E-HITS: Extended Hurt, 
Insult, Threaten, Scream

https://journals.sagepub.com/doi/pdf/10.1177/10249079100 
1700202

PVS: Partner  
Violence Screen

https://medicine.uiowa.edu/familymedicine/sites/medicine.
uiowa.edu.familymedicine/files/wysiwyg_uploads/PVS.pdf

WAST: Woman Abuse 
Screening Tool

http://womanabuse.webcanvas.ca/documents/wast.pdf

https://ipvhealthpartners.org/
https://ipvhealthpartners.org/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2034562/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2034562/
https://www.stfm.org/FamilyMedicine/Vol46Issue3/Shakil180
https://journals.sagepub.com/doi/pdf/10.1177/102490791001700202
https://journals.sagepub.com/doi/pdf/10.1177/102490791001700202
https://medicine.uiowa.edu/familymedicine/sites/medicine.uiowa.edu.familymedicine/files/wysiwyg_uploads/PVS.pdf
https://medicine.uiowa.edu/familymedicine/sites/medicine.uiowa.edu.familymedicine/files/wysiwyg_uploads/PVS.pdf
http://womanabuse.webcanvas.ca/documents/wast.pdf
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practice to discuss IPV with all patients, 
allowing an individual to accept the 
card without overt admission of IPV. 
A good practice is to give a patient 2 
cards, mentioning that they can also 
be provided to friends and family if 
needed.

Detection of IPV

If detection of IPV is the focus, the 
practitioner can normalize the topic 
through nonjudgmental conversa-
tion with the patient. The practitioner 
should evaluate current level of danger, 

violence, substance use, and general 
well-being; approximately 48% and 
59% of current IPV victims use alcohol 
or illicit drugs, respectively.9

The patient should be supported as 
much as possible, but the practitioner 
should avoid acting as a therapist. The 
practitioner can respond to a patient’s 
disclosure of IPV with appropriate 
resources and referral to mental health 
professionals and domestic violence 
advocates. In most states, mandatory 
reporting requirements do not apply to 
IPV victims unless they are children, 
elders, or vulnerable persons (such as 

those who are disabled).
If the patient does not dis-

close abuse, the practitioner 
should offer education and pre-
vention information and query 
and assess the patient again at 
future visits. It is helpful to place 
informational posters in the 
clinic, including in bathrooms, 
and to have informational pam- 
phlets or cards on desks in pri- 
vate offices. 

Potential Clinic Model
In the clinic setting, a success-
ful program for dealing with IPV 
among patients should include 
the following elements: support  
for clinic staff, connection of IPV  
to health, appropriate interven- 
tions (eg, safety cards), and hav- 
ing a protocol in place for sup-
port and a warm patient referral. 
In a warm referral, assistance is 

provided to help the patient connect 
with the provider to whom they’re be- 
ing referred rather than simply giving 
a patient a phone number or the name 
of a resource they can connect to.

A system that supports clinic staff 
is necessary to handle the emotional 
load that staff may carry when assist-
ing victims of IPV.10 For example, the 
clinic can provide training on vicarious 
traumatization, which equips staff to  
understand the ways in which hear-
ing victims disclosures can affect staff 
personally. In turn, staff can be bet-
ter prepared to minimize the effects 
of disclosure on their own well-being. 
IPV should be connected to patient 
health: the primary objective of the 
clinic. The goal is to help victims of IPV 
understand how IPV is impacting their 
health, hopefully providing them the 
motivation to be more engaged in this 
issue with the practitioner and more 
engaged in their own care. Finally, a 
protocol for warm patient referral and 
support must be in place. This requires 
having a good working relationship  
with local domestic violence service 
providers or knowledgeable consul-
tants. It is helpful to have such providers 
assist in developing the IPV model for 
the clinic. 

Presented by Dr Sullivan in December 2018. 
First draft prepared from transcripts by Mat-
thew Stenger. Reviewed and edited by Dr 
Sullivan in March 2019.
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