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The following represents the present-
er’s selection of highlights from the 
20th International AIDS Conference, 
held in Melbourne, Australia, from July 
20 through July 25, 2014.

Dual Antiretroviral Therapy and 
Nucleoside Analogue Reverse 
Transcriptase Inhibitor–Sparing 
Regimens

The MODERN (Maraviroc Once-daily 
With Darunavir Enhanced by Ritonavir 
in a New Regimen) study compared 
the nucleoside analogue reverse tran-
scriptase inhibitor (nRTI)-sparing regi-
men of ritonavir-boosted (/r) darunavir 
plus once-daily maraviroc with teno-
fovir, emtricitabine, and darunavir/r 
among treatment-naive, HIV-infected 
patients.1 Virologic response (plasma  
HIV RNA level reduced to <50 cop-
ies/mL) occurred in 86.8% of patients  
taking triple therapy compared with 
77.3% of patients taking dual therapy at 
48 weeks (adjusted difference, -9.5%; 
95% confidence interval, -14.8% to -4.2%).  
One analysis in the MODERN study 
showed no substantial difference in 

Dr Volberding is Professor of Medicine, Co-
Director of the Center for AIDS Research, 
Director of the AIDS Research Institute, 
and Director of Research in Global Health 
Sciences at University of California San 
Francisco.

The 20th International AIDS Conference held in Melbourne, Australia, 
from July 20 through July 25, 2014, provided much new data on nucleoside 
analogue reverse transcriptase inhibitor–sparing antiretroviral therapy, 
potential consequences of switching suppressive antiretroviral regimen, 
antiretroviral treatment with integrase strand transfer inhibitors, effects of 
antiretroviral therapy on HIV-associated neurocognitive impairment, and 
hepatitis C virus (HCV) treatment in HIV/HCV-coinfected individuals. This 
article summarizes an IAS–USA continuing education webinar presented by 
Paul A. Volberding, MD, in August 2014, in which he focused on a few select 
highlights from the Conference. 

Keywords: HIV, 20th International AIDS Conference, AIDS 2014, dual antiretro -
viral therapy, integrase inhibitors, cognitive impairment, hepatitis C virus, HCV, 
coinfection

Perspective

Highlights of the 2014 International AIDS Conference: 
Update From Down Under 

prediction of virologic response with 
genotype testing or use of a corecep-
tor tropism assay in either the dual- or  
triple-therapy groups. The triple-therapy  
regimen did not show noninferiority. 
As that was the aim of the study, the 
nRTI-sparing arm failed to achieve the 
study goals.

The GARDEL (Global Antiretrovi-
ral Design Encompassing Lopinavir/r 
and Lamivudine vs LPV/r-Based Stan-
dard Therapy) trial of HIV-infected,  
treatment-naive patients showed no 
statistically significant difference in 
rates of virologic response (HIV RNA 
level reduced to <40 copies/mL) at 
48 weeks between lamivudine plus  
lopinavir/r or standard triple therapy, 
among all patients (88.3% vs 83.7%, 
respectively; P = .171) or among those 
with baseline HIV RNA levels greater 
than 100,000 copies/mL (87.2% vs 
77.9%, respectively; P = .145).2 This 
dual regimen offers the potential ad-
vantages of reducing cost (lamivudine 
is now available in generic form) and 
reducing the need to monitor for kid-
ney disease.

The European AIDS Treatment Net-
work (NEAT) 001 trial also showed 
that dual therapy with raltegravir plus 
darunavir/r was noninferior to triple 
therapy with tenofovir, emtricitabine, 
and darunavir/r.3 Virologic failure rates 
at 96 weeks were 17.4% with dual 
therapy and 13.7% with triple therapy. 

Failure rates were 7% and 7%, respec-
tively, among patients with baseline 
HIV RNA levels of less than 100,000 
copies/mL and were 36% and 27%, 
respectively, among those with base-
line HIV RNA levels of 100,000 cop-
ies/mL or greater (P = .09). However, 
virologic failure was statistically signifi-
cantly more common with dual therapy 
among patients with baseline CD4+ 
cell counts less than 200/µL (39.0% 
vs 21.3%, respectively; P = .02); this 
finding, together with the higher fail-
ure rate of dual therapy among pa-
tients with higher baseline viral load, 
suggests that the dual regimen of ralte-
gravir plus darunavir/r has somewhat 
weaker antiretroviral activity than the 
triple regimen of tenofovir, emtricita-
bine, and darunavir/r.

Hazards of Switching 
Antiretroviral Therapy

A study from the Canadian Observa-
tional Cohort indicated that switch-
ing from a suppressive antiretroviral 
regimen for any reason was associated 
with increased risk of virologic fail-
ure (adjusted odds ratio [aOR], 1.35; 
P < .001).4 Increased risk of virologic 
failure after switching was observed 
among women (aOR, 0.35; P < .001, 
for men vs women) and injection drug 
users (aOR, 2.85; P < .001). No statisti-
cally significant associations between 
virologic failure and older age, baseline 
CD4+ cell count, province, or year of 
antiretroviral therapy initiation were 
observed.  

Progress With Integrase Strand 
Transfer Inhibitors

The 48-week analysis of the SAILING 
(A Study of GSK1349572 Versus Ralte-
gravir [RAL] With Investigator Selected 
Background Regimen in Antiretroviral-
Experienced, Integrase Inhibitor-Naive 
Adults) study, which compared the inte-
grase strand transfer inhibitors (InSTIs) 
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dolutegravir and raltegravir combined 
with investigator-selected background 
therapy in HIV-infected, treatment-
experienced, InSTI-naive patients was 
presented. Virologic failure occurred 
in 0 of 32 patients who received do-
lutegravir and 7 of 32 patients who 
received raltegravir, which suggested 
that dolutegravir may have greater 
potency. Virologic failure occurred in 
0 of 19 patients who received dolute-
gravir with 2 nRTIs, 3 of 19 patients 
who received raltegravir with 2 nRTIs, 
0 of 12 patients who received dolute-
gravir with 1 nRTI, and 4 of 13 patients 
who received raltegravir with 1 nRTI. 
In 1 patient taking dolutegravir with-
out nRTIs and 3 patients with missing 
phenotype, virologic failure was not 
observed.5 In studies of treatment- 
naive patients, resistance to dolutegravir 
or background drugs was not observed 
through 96 weeks in the SPRING-2 (A 
Trial Comparing GSK1349572 50mg 
Once Daily to Raltegravir 400mg Twice 
Daily) trial, 96 weeks in the SINGLE (A 
Trial Comparing GSK1349572 50mg 
Plus Abacavir/Lamivudine Once Daily 
to Efavirenz/Emtricitabine/Tenofovir) 

trial, and 48 weeks in the 
FLAMINGO (Dolutegravir 
Compared to Darunavir/
Ritonavir, Each in Combi-
nation With Dual Nucleo-
side Reverse Transcrip-
tase Inhibitors [NRTIs] in 
ART-naive Subjects) trial.

Antiretroviral 
Therapy and 
Neurocognitive 
Impairment

Neurocognitive impair- 
ment is common in HIV 
disease. The CHARTER 
(Central Nervous System 
[CNS] HIV Anti-Retroviral 
Therapy Effects Research) 
study has shown that im-
provement in neurocogni-
tive function is possible 
for some patients taking 
antiretroviral therapy. Of 
more than 400 patients, a 
decline in neurocognitive 
function was observed in  

22.7%, stable neurocognitive function  
in 60.8%, and improvement in neuro- 
cognitive function in 16.5%.6 Sus-
tained viremia was associated with 
neurocognitive decline, with neuro- 
psychiatric test scores clearly wors-
ening among patients with consis-
tently detectable HIV RNA levels 
(P = .005) compared with patients 
who had sometimes 
detectable or never 
detectable HIV RNA 
levels. Stopping an-
tiretroviral therapy 
was also associated 
with neurocognitive 
decline (relative risk 
[RR], 1.9). Other pre-
dictors of neurocogni-
tive decline included  
lower serum albumin 
level (RR, 1.6 per 1 
unit), lower hemato-
crit level (RR, 1.1 per 
1 unit), severe neuro-
cognitive comorbidity 
(RR, 2.1 vs minimal 
comorbidity), history 
of methamphetamine 

use (RR, 2.1), and depression (RR, 1.02 
per 1 unit on the Beck Depression In-
ventory). Predictors of neurocognitive 
improvement included higher baseline 
intelligence quotient, lower total pro-
tein level in cerebrospinal fluid, lower 
aspartate aminotransferase level, and 
no history of depression.

Another analysis indicated that 
efavirenz use is not associated with 
increased risk of neurocognitive im-
pairment. In 2 large study populations, 
aORs for neurocognitive impairment 
among patients who did or did not 
receive efavirenz were 1.02 (P = .89)  
and 0.98 (P = .90), respectively.7 These  
findings may provide some reassur-
ance about efavirenz use, given recent 
concerns that it may be associated with 
an elevated risk—albeit a low absolute 
risk—of suicidal ideation. Efavirenz 
is now recommended by the World 
Health Organization for use as a third 
drug in antiretroviral regimens for use 
in countries with developing econo-
mies8; thus, many millions of people 
are being treated with this drug.  

HIV and Metabolism

A study in the D:A:D (Data Collection  
on Adverse Events of Anti-HIV Drugs) 
study cohort showed that patients in 
the second quartile (20.9 kg/m2-23.0  
kg/m2) and third quartile (23.0 kg/m2- 
25.5 kg/m2) of pretreatment body mass 
index (BMI) were at substantially  
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increased risk for cardiovascular dis-
ease per unit gain in BMI while taking 
antiretroviral therapy (Figure 1).9 Di-
abetes risk was also substantially in-
creased per unit gain in BMI among 
patients with a pretreatment BMI of 
18.5 kg/m2 to 25 kg/m2 or 25 kg/m2 to 
30 kg/m2.

HIV and Hepatitis C Virus 
Coinfection

A study in the ICONA (Italian Cohort 
of Antiretroviral Naive Patients) cohort 
indicated that higher Fibrosis-4 (FIB-4) 
score at the start of antiretroviral ther-
apy was associated with increased risk 
for major liver-related adverse events 
or death (P < .001 for FIB-4 score 
>3.25) among patients with HIV/
hepatitis C virus (HCV) coinfection 
(Figure 2); major liver-related adverse 
events were decompensated cirrhosis, 
hepatic encephalopathy, gastrointes-
tinal bleeding, hepatocellular carci-
noma, and hepatorenal syndrome.10 

These findings support the importance 
of assessment of liver fibrosis in HIV/
HCV-coinfected patients. Analysis 
from another study suggested that 
higher FIB-4 score at the start of anti-
retroviral therapy also predicted an 
increased risk for liver-related adverse 
events among HIV-monoinfected pa-
tients.11

Findings thus far in the TURQUOISE-I 
study suggest that HCV treatment 
outcomes with current regimens are 
not impaired by HIV/HCV coinfection. 
Among patients receiving 12 weeks 
(n = 31) or 24 weeks (n = 32) of the 
investigational nonstructural protein 
5A inhibitor ombitasvir (formerly ABT-
267) plus the investigational prote-
ase inhibitor paritaprevir/r (formerly 
ABT-450/r) combined with the inves-
tigational nonnucleoside polymerase 
inhibitor dasabuvir (formerly ABT-333) 
and ribavirin, HCV virologic response 
rates were 100% and 100%, respec-
tively, at 4 weeks of treatment (rapid 
virologic response); 97% and  97%, re-
spectively, at end of treatment;93.5% 
and 97%, respectively, at 4 weeks after 
end of treatment (sustained viro-
logic response 4 weeks after end of 
treatment [SVR4]); and 93.5% in the  

12-week group at 12 weeks after end 
of treatment (SVR12).12 In another 
study of 38 patients with history of in-
jection drug use who received metha-
done or buprenorphine, the same regi-
men produced end-of-treatment, SVR4, 
SVR12, and SVR24 rates of 97% each.13

Tuberculosis

Considerable progress has been made 
in battling the overlapping HIV and 
tuberculosis (TB) epidemics, resulting 
in a greater than 40% decline in HIV/TB 
coinfection–related deaths and more 
than 1.3 million lives saved between 
2004 and 2012 (Figure 3).14 However, 
much work remains to be done. Glob-
ally, HIV serostatus was known for only 
40% of patients with TB infection as of 
2011; although efforts have increased 
this percentage to approximately 70% 
in Africa, the percentage remains low in 
other resource-limited regions around 
the world, at approximately 30%.14 
Improvements in diagnosis of TB and 
HIV infections, timeliness of TB and 
HIV treatment initiation, completion 
of TB treatment courses, and transi-
tioning TB-infected patients to HIV 
care are needed. 

In Closing

Of course, the 20th International AIDS 
Conference was clouded by the tragic 
loss of life on Malaysia Airways Flight 
17, including that of the former Presi-
dent of the International AIDS Society, 
Dr Joep Lange. An amazing leader in 
the field of HIV/AIDS medicine, a men-
tor to many, and a close friend and 
colleague, Dr Lange was remembered, 
along with his partner Jacqueline van 
Tongeren and others on the flight, 
throughout the Conference. In the end, 
the hope represented by the scientific 
progress evident at the Conference 
was the best response to the senseless 
tragedy that affected all.        

Presented by Dr Volberding in August 2014. 
First draft prepared from transcripts by Mat-
thew Stenger. Reviewed and edited by Dr Vol-
berding in November 2014.
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Sexually transmitted infection (STI) 
acquisition and risk-taking behav-
ior are ongoing among some HIV- 
infected patients in primary care. 
Data reported in 2012 from a prospec-
tive cohort study of 557 HIV-infected 
adults in primary care in 4 US cities 
showed that 13% had STIs at time of 
enrollment and 7% had an incident 
STI within 6 months of enrollment.1 

Excluding trichomoniasis, 94% of the 
incident STIs were among men who 
have sex with men (MSM), with 20% 
of MSM diagnosed with an STI within 
6 months. The most common infec-
tions in men were rectal chlamydial 
infection and oropharyngeal gonor-
rhea. Risk factors for infection in-
cluded polysubstance use and having 
more than 4 sexual partners within 6 
months.

New Syphilis Epidemic 

Data from the Centers for Disease 
Control and Prevention (CDC) for the 
period from 2007 to 2013 showed 
that although the annual number of 
new cases of primary and secondary 
syphilis remained steady or declined 
among women and among men who 
have sex exclusively with women, it 
increased by 7% among MSM from 
2012 to 2013.2 

Dr Marrazzo is Professor of Medicine at the 
University of Washington and Medical Di
rector of the Seattle Sexually Transmitted 
Disease (STD)/HIV Prevention Training Cen
ter in Seattle, Washington.

Sexually transmitted infections are a resurgent problem in HIV disease. The 
number of new cases of syphilis among men who have sex with men has 
continued to increase, requiring renewed vigilance in screening, diagnosis, 
and treatment. Drug-resistant gonorrhea has prompted changes in treatment 
regimens and warrants continued monitoring. This article summarizes an 
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Perspective

What's New in Sexually Transmitted Infections in the HIV 
Care Setting: Focus on Syphilis and Gonorrhea

Presentations

The classically described presentation 
of primary syphilis is a chancre—a 
solitary lesion with a clean base and 
an indurated margin, accompanied by 
minimal purulence, erythema, or pain 
or tenderness. However, the presen-
tations of primary syphilis may be 
varied. As shown in Figure 1, presen-
tations can include a granular area 
with erythema on the cervix, painful 
coronal lesions that may be mistaken 
for genital herpes, chancres of the fin-
gers that may be mistaken for herpetic 
whitlow, chancres on the genitals that 
may be mistaken for genital herpes, or 
oral chancres. Any genital lesion dis-
covered on an HIV-infected man, par-
ticularly one who has sex with other 
men, should be approached as pos-
sible primary syphilis.

The secondary stage of syphilis 
can also present with varied signs 
and symptoms, including rash, fever, 
and neurologic symptoms. Although 
the classic presentation of secondary 
syphilis is often a diffuse maculopapu-
lar rash involving the hands and soles 
of the feet, recent observations have 
included many cases of vesicular or 
pustular rash, or scaly or psoriasis-like 
rash. As shown in Figure 1, the presen-
tation of secondary syphilis may in-
clude oral patches (a highly infectious 
coalescence of treponemes) or hairy 
anal condylomata lata. Condylomata 
lata can appear anywhere on the body 
but tend to appear primarily in warm 
and moist body areas. 

The presentation of syphilis can be 
particularly diverse in the context of 
HIV infection. Findings have included 
lues maligna, a very invasive skin dis-
order, and increased frequency of clini-
cally significant symptomatic neuroin-
vasive disease, especially auditory or 
ocular neuropathy. 

The latent stage of syphilis is char-
acterized by positive treponemal serol- 
ogy in the absence of clinical mani-
festations, with early (seroconversion  
within 1 year of infection) and late (sero - 
conversion after 1 year) latency peri-
ods characterized by evidence of sero-
conversion. Approximately two-thirds 
of individuals with untreated syphilis 
remain in the latent stage for life.

Screening

Traditionally, syphilis screening in-
volved nontreponemal tests, such as 
the rapid plasma reagin (RPR) and 
venereal disease research laboratory 
(VDRL) assays. These tests provide 
quantitative results that can be fol-
lowed over time to assess treatment 
response. Findings would then be 
confirmed by qualitative treponemal 
testing with, for example, a Treponema 
pallidum particle agglutination or a fluo - 
rescent treponemal antibody assay. 
This traditional screening approach is 
being replaced by reverse screening, in 
which qualitative treponemal testing is 
performed first with enzyme, chemilu-
minescence, or microbead immunoas-
says—automated tests that are easier 
to perform—and then followed by 
quantitative RPR or VDRL testing. This 
reverse sequence screening algorithm 
for syphilis is shown in Figure 2.3

Neurosyphilis

Neurosyphilis can occur at any stage of 
syphilis. Central nervous system (CNS) 
invasion occurs early in syphilis infec-
tion in approximately 30% to 40% of 
cases and is asymptomatic in the major 
ity of patients. Early symptomatic 



699

Sexually Transmitted Infections   Volume 22 Issue 5    December 2014/January 2015

forms of neurosyphilis, which may oc-
cur within months or years of infec-
tion, include acute syphilitic meningi-
tis with neuropathy of auditory, optic, 
and facial nerves (cranial nerves VI, 
VII, and VIII); meningovascular stroke 
(stuttering stroke); and altered men-
tal status. CNS gummas have been 
observed earlier in the brains of HIV- 
infected patients with syphilis than in 
the brains of HIV-uninfected patients 
with syphilis. Later symptomatic pre-
sentations of neurosyphilis (eg, occur-
ring after 2 years) include general pa-
resis and tabes dorsalis. Ocular syphilis 
can manifest as posterior chamber 
uveitis, retinitis, or retinal detachment.

There are data indicating that CNS 
invasion is more likely to occur among 
HIV-infected patients with CD4+ cell  
counts of 350/µL or lower or RPR titers 
of 1:32 or higher. However, there are 
no data supporting better outcomes of 
neurosyphilis treatment among such 
patients in the absence of neurologic 
symptoms. Thus, lumbar puncture for 
cerebrospinal fluid (CSF) collection is 
not recommended in the absence of 
neurologic symptoms. Patients should 
be carefully evaluated for neurologic, 
ophthalmic, and otologic symptoms, 
and lumbar punctures should be per-
formed for those who are symptom-
atic.4-6

A CSF VDRL test, the only diag-
nostic test approved for use on CSF 
specimens, is highly specific but rela-
tively insensitive in diagnosis. Among 
HIV-infected patients with neurologic 
symptoms and negative CSF VDRL 
test results, treatment can be consid-
ered for pleocytosis of greater than 20 
white blood cells/µL (a higher thresh-
old than for HIV-uninfected patients, 
as HIV infection itself is associated 
with CSF inflammation).7,8 The CSF 
fluorescent treponemal antibody test 
is not highly sensitive but is specific; 
a negative test result may help to rule 
out neurosyphilis, although it should 
not rule out infection if clinical suspi-
cion is high.

Treatment

Syphilis treatment has remained 
largely unchanged for decades. For 

primary, secondary, and early latent 
syphilis, recommended treatment is a 
single intramuscular (IM) dose of long-
acting benzathine benzylpenicillin 2.4 
million U. Other penicillin formulations 
or azithromycin should not be used. 
Doxycycline 100 mg taken orally twice 
daily for 14 days may be used but is 
inferior to benzathine benzylpenicil-
lin.9 Intravenous or IM ceftriaxone 
1 g taken daily for 8 days to 10 days 
may be used as an alternative treat-
ment to doxycycline but is a chal-
lenging regimen to administer, given 
that it involves the daily injection of 
a drug that requires refrigeration at a  
clinic and that the IM injection can 
be painful.7,10 For late latent syphilis, 
standard treatment is 3 weekly doses 
of IM benzathine benzylpenicillin 2.4 
million U; a 28-day, oral doxycycline 
regimen is an inferior alternative. For 
neurosyphilis, standard treatments are 
aqueous penicillin G 18 million to 24 

million U daily for 10 days to 14 days, 
or procaine penicillin G 2.4 million U 
plus oral probenicid 500 mg daily for 
10 days to 14 days. Daily intravenous 
ceftriaxone 2 g for 10 days to 14 days 
may be used as an alternative.

Gonorrhea

There has been an increasing number 
of reports of clinical Neisseria gonor-
rhoeae isolates with resistance to cepha-
losporins, including reports of patients 
with gonorrhea resistant to extended-
spectrum parenteral agents.

The Gonococcal Isolate Surveillance 
Project (GISP), a collaborative project 
of the CDC, monitors trends in gono-
coccal antibiotic susceptibility among 
men attending STI clinics. Urethral 
isolates are obtained from the first 25 
men per site each month and suscepti-
bility testing is conducted by 5 regional 
laboratories, with confirmatory testing  

Figure 1. Varied presentations of primary and secondary syphilis infection. Photographs 
courtesy of University of Washington Sexually Transmitted Disease Training Center.
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conducted by the CDC. As shown in  
Figure 3, data from GISP indicate that 
the percentage of isolates with elevated  
minimum inhibitory concentrations 
(MICs) of cefixime has increased 
steadily in the western United States 
and among MSM.11 In 2010 and 2011, 
approximately 1.4% of isolates had re-
sistance to cefixime, with the percent-
age decreasing to approximately 1% in 
2012. 

There has also been an increase in 
the percentage of isolates with elevat-
ed MICs of ceftriaxone, although the 
percentage of resistant isolates is not 
as high as seen with cefixime. Steady 
increases to 0.3% in 2010 and 0.4% 
in 2011 were followed by a decline to 
below 0.3% in 2012. It remains to be 
seen whether the recent declines in 
prevalence of isolates resistant to these 
agents indicate beneficial trends. GISP 
data indicate that the problem with 
cephalosporin resistance is occurring 
largely among MSM. Data from 2005 
to 2010 indicated isolates with elevat-
ed MICs of cefixime and ceftriaxone in 
1.7% and 0.4%, respectively, of 8117 
MSM and in 0.2% and 0.1%, respec-
tively, of 26,483 men who have sex ex-
clusively with women.12 

Treatment

For uncomplicated gonorrheal infec-
tions of the cervix, urethra, or rectum, 
recommended treatment is a single IM 
dose of ceftriaxone 250 mg plus either 
azithromycin 1 g or doxycycline 100 mg  
twice daily for 7 days. Azithromycin is  
the preferred choice and should be 

used in this setting ir-
respective of whether 
a patient has chlamyd-
ial infection, for which 
it is also indicated. If 
there is absolutely no 
way to administer IM 
ceftriaxone, a single 
dose of oral cefixime 
400 mg may be used 
with azithromycin or 
doxycycline. It is also 
recommended that IM 
ceftriaxone 250 mg be 
used for pharyngeal 
infections, which are 

notoriously difficult to eradicate. Vigi-
lance should be maintained for gono-
coccal persistence.

In cases of treatment failure, an in-
fectious diseases specialist should be 
consulted, culture and susceptibility 
testing performed, treatment with IM 
ceftriaxone (250 mg) plus azithromy-
cin (2 g) attempted, partner treatment 
ensured, testing for cure completed 
1 week after treatment, and the case 
should be reported to the CDC via state 
or local public health departments. Un-
fortunately, there have been at least 2 
case reports of treatment failure with 
gonococcal isolates with high-level re-
sistance to azithromycin, a situation 
that must be closely monitored.13

It is now recommended 
that a test of cure, by cul-
ture or nucleic acid ampli-
fication test (NAAT), be 
performed in patients not 
receiving a ceftriaxone 
regimen.14 Although test-
ing is recommended at 7 
days after treatment, there 
are few data on the likeli-
hood of negative NAAT 
results at 7 days with ad-
equately treated infection. 
It is therefore reasonable 
to wait until 10 days after 
treatment to complete an 
NAAT.

Recent reports on new 
treatments have included 
good results with the ami-
noglycoside gentamicin or 
the quinolone gemifloxa-
cin in combination with 

azithromycin 2 g.15 New agents under 
investigation include solithromycin, 
dalbavancin, MUT056399 (an inhibi-
tor of fatty acid biosynthesis enzyme), 
pleuromutilins, bicyclolides, ketolides, 
nonquinolone topoisomerase inhibi-
tors, and host defense peptides with 
direct or indirect antibacterial activ-
ity. New targets under investigation 
include gonococcal lipid A and efflux 
pumps.

The United Kingdom now recom-
mends ceftriaxone 500 mg (rather 
than the 250 mg dose used in the Unit-
ed States) plus azithromycin instead of 
cefixime. This change appears to have 
been accompanied by a reduction in 
the percentage of isolates with cefix-
ime resistance, from 17.1% in 2010 to 
10.8% in 2011.16 Whether this indi-
cates a causal relationship remains to 
be determined.

Screening

Annual screening for rectal gonorrhea 
is important for patients who report 
engaging in receptive anal sex (regard-
less of whether they report condom 
use), particularly because rectal gonor-
rhea is associated with increased HIV 
shedding. Similarly, annual screen-
ing for pharyngeal infection should 
be performed for patients who report 
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engaging in receptive oral sex, as pha-
ryngeal infection appears to offer the 
opportunity for gonococci to acquire 
mutations from other Neisseria spe-
cies, which can result in reduced drug 
susceptibility.

Other STIs

Hepatitis C Virus

There has been an increase in inci 
dence of hepatitis C virus (HCV) in-
fection among MSM, beginning in 
approximately 2004 and accelerating 
in recent years.17 Risk factors include 
unprotected receptive anal intercourse 
and rough or poorly lubricated, unpro-
tected anal penetration. Current guide-
lines recommend HCV testing for all 
HIV-infected patients, injection drug 
users, and anyone born between 1945 
and 1965. Acute infection may be 
HCV antibody negative. HCV RNA level 
should be tested in patients with new, 
unexplained transaminase elevation.

Anal Dysplasia and Cancer

Primary care guidelines from the HIV 
Medicine Association of the Infectious 
Diseases Society of America recom-
mend anal Papanicolaou (Pap) testing 
for patients with a history of receptive 
anal intercourse, abnormal cervical 
Pap results, or genital warts.18 Patients 
with abnormal anal Pap results should 
be evaluated with high-resolution anos-
copy. Human papillomavirus (HPV) 
DNA screening is not recommended, 
and its role remains undefined. HPV 
vaccination is safe and immunogenic 
for HIV-infected patients and has been 
shown to prevent anal cancer and anal 
intraepithelial neoplasia. The introduc-
tion of HPV vaccination has resulted in 
declines in the prevalence of vaccine 
and nonvaccine high-risk HPV types 
among young women in the United 
States and a decline in the prevalence 
of genital warts in Australia among 
younger age groups.19,20

Conclusions

HIV-infected patients should be 
screened for syphilis, gonorrhea, and 

chlamydia infections at entry to care 
and periodically thereafter, depending 
on risk. Rectal testing for gonorrhea 
and chlamydia infections should be per-
formed for patients who report engag-
ing in receptive anal sex, and oral test-
ing for gonorrhea should be performed 
in those who report engaging in recep-
tive oral sex. Rescreening for chlamyd-
ial and gonococcal infections should be 
performed 3 months to 6 months after 
an initial positive test result.

Practitioners should be aware of 
enzyme immunoassays for syphilis 
detection and how to use them and 
should be able to recognize neuroinva-
sive disease. Vigilance should be main-
tained when gonorrhea is antibiotic 
resistant. Patients should receive HPV 
vaccination but should also continue to 
undergo Pap screening.        

Presented by Dr Marrazzo in January 2014. 
First draft prepared from transcripts by Mat-
thew Stenger. Reviewed and edited by Dr 
Marrazzo in December 2014.
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In 2012, there were approximately 2.3 
million new HIV infections worldwide, 
including approximately 50,000 new 
infections in the United States.1 Clini-
cians play a crucial role in implement-
ing HIV prevention interventions, from 
HIV testing to ensuring that persons 
on antiretroviral therapy are virologi-
cally suppressed. The IAS–USA HIV 
Prevention Recommendations Panel 
recently published recommendations 
for the biomedical and behavioral pre-
vention of HIV infection in clinical care 
settings.1 These recommendations 
seek to consolidate best practices for 
clinicians for a range of HIV preven-
tion issues.

Data from the Centers for Disease 
Control and Prevention (CDC) for 2010 
indicate approximately 38,000 (range 
33,400-42,600) new HIV infections 
in adult and adolescent men (80% of 
total) and approximately 9500 (range 
8100-10,900) new infections in adult 
and adolescent women.2 The number 
of new HIV infections in the United 
States has remained stable for the past 
decade, but there have been major 
changes in specific transmission cate-
gories. Between 2002 and 2011, the  
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Interventions

number of infections decreased in 
most transmission categories, includ-
ing among all those who were not men 
who have sex with men (MSM; 47% 
reduction), heterosexual women (36% 
reduction), heterosexual men (35% 
reduction), injection drug users (69% 
reduction among women and 65% re-
duction among men), and MSM who 
were also injection drug users (58% 
reduction). The number of infections 
remained stable among MSM overall, 
but increased by 132% 
among MSM aged 13 
years to 24 years (Fig-
ure 1).3 CDC data for 
the period of 2008 to 
2010 indicate that the 
greatest numbers of 
new infections were 
among blacks,  fol -
lowed by whites and 
Hispanics, and among 
MSM (25,000-30,000 
cases per year; 12% 
increase during this 
period).2

Recommendations 
for HIV Testing

Knowledge of HIV sero- 
status is the pivotal step 
in directing interven-
tions to prevent HIV 

infection. Approximately 50% of 
people infected with HIV worldwide 
are unaware of their serostatus.4 In the 
United States, HIV-infected individuals 
who are unaware of their serostatus 
are accountable for 45% of new infec-
tions.5 IAS–USA HIV Prevention Rec-
ommendations for HIV testing with 
regard to HIV prevention efforts are 
listed in Table 1.1

Prevention Measures for HIV-
Infected Individuals

Suppression of infectious HIV RNA in 
blood and genital secretions through 
effective antiretroviral therapy reduces  
the risk of ongoing HIV transmis-
sion. The President's Emergency 
Plan for AIDS Relief and the World 
Health Organization (WHO) now rec-
ommend antiretroviral treatment for 
HIV-serodiscordant partners regardless 
of CD4+ cell count.6,7 For other HIV-
infected individuals, WHO now recom-
mends initiating therapy at CD4+ cell 
counts of 500/µL or less, regardless of 
symptoms, and at CD4+ cell counts 

Figure 1. Centers for Disease Control and Prevention esti-
mates of new HIV infections, by transmission category, for 
the years 2002 and 2011. IDU indicates injection drug user; 
MSM, men who have sex with men. Adapted from Johnson 
et al.3 
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greater than 500/µL in some specific 
clinical settings. In the United States, 
IAS–USA and Department of Health 
and Human Services antiretroviral 
treatment guidelines recommend that 
antiretroviral treatment be offered to 
all HIV-infected individuals, regardless 
of CD4+ cell count, who are ready 
and willing to initiate and adhere to 
long-term antiretroviral therapy.8,9

Data on HIV-serodiscordant couples, 
including that presented in a classic  
study by Quinn and colleagues of cou-
ples in Uganda (Figure 2),10 show a 
greater risk of HIV transmission (man 
to woman or woman to man) when the 
HIV-1 viral load in the HIV-infected in-
dividual is high and a reduced risk of 
HIV transmission at lower HIV-1 viral 
loads. Analysis of several cohort studies 
showed that taking effective antiretro- 
viral therapy reduced the risk of HIV 
transmission by 66% (rate ratio, 0.34; 
95% confidence interval, 0.13-0.92).11 
The strongest and most direct evidence 
of the effect of antiretroviral therapy 
in reducing HIV transmission came 
from the HIV Prevention Trials Net-
work (HPTN) 052 trial, a double-blind, 

placebo-controlled trial in which 1763 
HIV-serodiscordant couples (the HIV- 
infected partners had CD4+ cell counts 
of 350/µL-550/µL) were randomized to 
receive immediate or delayed antiret- 
roviral therapy.12 Of 29 linked trans-
mission events, 28 occurred in the 
delayed-treatment group, yielding a 
relative risk reduction of transmission 
of 96% with immediate antiretroviral 
therapy initiation. 

A recent analysis  
outside the clinical trial 
setting showed an esti-
mated HIV transmission 
rate of  0% with con-
domless sex among het-
erosexual or same-sex 
couples in which the HIV- 
infected partner was tak-
ing effective antiretro- 
viral therapy and had 
a plasma HIV RNA level 
of less than 200 copies/
mL.13 This analysis 
included vaginal sex 
with ejaculation among 
couples in which the 
man was HIV-infected  

(192 couple-years of follow-up [CYFU]), 
vaginal sex among couples in which 
the woman was HIV-infected (272 
CYFU), receptive anal sex with ejacu-
lation (33 CYFU) and without ejacu-
lation (157 CYFU) among MSM, and 
insertive anal sex among MSM (262 
CYFU). However, there is still uncer-
tainty regarding the upper bounds of 
the 95% confidence intervals for the  
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Figure 2. Plasma HIV RNA levels and HIV infection rates 
among HIV-serodiscordant couples in Uganda. Adapted 
from Quinn et al.10

Table 1. IAS–USA HIV Prevention Recommendations for HIV Testing, Antiretroviral Therapy, and Risk Reduction

HIV Testing Antiretroviral Therapy Risk Reduction

• Adults and adolescents between 15-65 years should be 
offered HIV testing at least once

• High-risk individuals should be tested more frequently, 
as appropriate

• Individuals should be informed prior to HIV testing; 
however, pretest counseling should be sufficient only 
to meet the individual's needs and to comply with local 
regulations.

• Persons at risk with a negative HIV test result should 
be informed about the possibility of having a false-
negative test result during the HIV infection “window 
period” and should be encouraged to undergo repeat 
HIV testing

• Risk-reduction counseling is warranted for people with 
negative HIV test results who are in high-risk popula-
tions (eg, individuals in HIV-serodiscordant sexual 
relationships)

• HIV tests with the best sensitivity and specificity should 
be used

• Rapid HIV testing should be prioritized for individuals 
who are less likely to return at a later date for their 
results

• HIV self-testing and home testing should be considered 
for those with recurrent risk or who have difficulties 
with testing in clinical settings

• Clinicians should provide 
education about the 
personal and public health 
benefits of antiretroviral 
therapy and assess pa-
tients’ readiness to initiate 
and adhere to long-term 
antiretroviral therapy

• Antiretroviral therapy 
should be offered to  
patients on diagnosis of 
HIV infection

• Adherence strategies 
should be developed 
according to individual 
patient needs

• Patients should be moni-
tored for nonspecific 
presentation of acute HIV 
infection, and diagnostic 
testing (ie, for plasma 
HIV RNA level) should be 
pursued if acute infection is 
suspected

• HIV-infected individuals should have 
regular assessment of sexual and injec-
tion drug use practices 

• Sexually transmitted infection screening, 
condoms, and harm-reduction services 
should be provided to injection drug  
users (IDUs) in conjunction with adher-
ence strategies

• Assistance should be provided for pa-
tient- or clinician-based notification of sex 
and IDU partners to facilitate HIV testing 
and linkage to care, and patients should 
be encouraged to disclose HIV infection 
to relevant partners and persons 

• IDUs should be provided access to anti-
retroviral therapy, needle and syringe 
exchange programs, supervised injection 
sites, medicalized heroin, and medically 
assisted therapy (eg, opioid-substitution 
therapy)

• Individuals who use substances in ways 
other than injection should be offered 
antiretroviral therapy, adherence support, 
and behavioral counseling

Adapted from Marrazzo et al.1
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risk estimates, particularly for recep-
tive anal sex with ejaculation. Ad-
ditional follow-up is needed to pro-
vide more precise risk estimates. Of 
note, duration of prior antiretroviral 
therapy without HIV transmission 
of patients included in this analysis 
may have selected for lowest-risk HIV- 
serodiscordant couples. 

The IAS–USA HIV Prevention Rec-
ommendations for HIV antiretroviral 
therapy and risk-reduction interven-
tions are listed in Table 1.1

Prevention Measures for 
Individuals at Risk for HIV 
Infection

Preexposure Prophylaxis

Several randomized, double-blind, 
placebo-controlled studies have inves-
tigated the efficacy of antiretroviral pre- 
exposure prophylaxis (PrEP) in pre-
venting HIV transmission. In the iPrEx 
(Chemoprophylaxis for HIV Prevention 
in Men) trial of 2499 HIV-seronegative 
MSM and transgender women in South 
America, Africa, and southeast Asia, 
there were 64 HIV infections among 
1248 placebo recipients and 36 HIV in-
fections among 1251 patients receiving 
a fixed-dose combination of tenofovir 

and emtricitabine (44% preventive ef-
ficacy).14 In the Partners PrEP trial of 
4758 heterosexual HIV-serodiscordant 
couples in Africa, in which the HIV-
infected partners were not taking anti-
retroviral therapy and had CD4+ cell 
counts greater than 495/µL, 52 HIV in-
fections occurred among 1584 couples 
in the placebo group, 17 HIV infections 
among 1584 couples in which the HIV-
uninfected partner received tenofovir, 
and 13 HIV infections among 1579 
couples in which the HIV-uninfected 
partner received tenofovir and em-
tricitabine (67% efficacy with teno-
fovir; 75% efficacy with tenofovir and 
emtricitabine).15 In the TDF2 trial of 
1219 heterosexual men and women in 
Botswana, 24 HIV infections occurred 
among 608 placebo recipients and 9 
HIV infections occurred among 611 
tenofovir and emtricitabine recipients 
(62% efficacy).16 In the Bangkok Teno- 
fovir Study of 2413 injection drug 
users, there were 33 HIV infections 
among 1209 placebo recipients and 
17 HIV infections among 1204 tenofo-
vir recipients (49% efficacy).17 

In contrast, in the FEM-PrEP (Pre-
exposure Prophylaxis Trial for HIV Pre-
vention among African Women) trial 
of 2120 heterosexual women in Kenya 

and South Africa, 35 HIV infections oc-
curred among 1058 placebo recipients 
and 33 HIV infections among 1062 pa-
tients receiving tenofovir and emtric-
itabine; the trial was stopped for futil-
ity.18 In the VOICE (Vaginal and Oral 
Interventions to Control the Epidemic) 
trial, 5029 heterosexual women in 
Uganda, Zimbabwe, and South Africa 
received tenofovir and emtricitabine, 
tenofovir tablets, or placebo and were 
randomized to receive tenofovir gel or 
placebo. The comparison of tenofovir 
tablets and gel was stopped for futility, 
and tenofovir and emtricitabine exhib-
ited no preventive efficacy.19 

The difference in PrEP efficacy in 
these trials can be explained by dif-
ferences in patient adherence to the 
assigned medication. The 44% pre-
ventive efficacy rate in the iPrEx trial  
was observed in the context of a 51% 
adherence rate to the prophylactic 
regimen. The 75% efficacy rate in the 
Partners PrEP trial occurred in the con-
text of an 82% adherence rate. The 
6% efficacy rate in the FEM-PrEP trial 
occurred in the context of a less than 
40% adherence rate. However, there 
are important discrepancies between 
measures of adherence and drug de-
tection. In the iPrEx trial, among those 
reporting perfect adherence, 51% had 
detectable drug levels, but this varied 
by site, with higher correlations be-
tween adherence measures in the 
United States and lower correlations 
between adherence measures in the 
Andean region of South America.20 In 
the open-label extension of the iPrEx 
trial, the HIV incidence rate was 4.7 per 
100 person-years among those with no 
detectable drug levels in dried blood 
spots, 2.3 per 100 person-years if the 
drug concentrations suggested use of 
fewer than 2 tablets per week, 0.6 per 
100 person-years for those who used 2 
to 3 tablets per week, and 0.0 per 100 
person-years for those who used 4 or 
more tablets per week.21,22 

IAS–USA HIV Prevention Recom-
mendations for PrEP are listed in Table  
2.1 CDC guidance on PrEP recommends 
prescribing a once-daily tablet of teno-
fovir and emtricitabine after a negative 
HIV antibody test result is obtained.23,24 
Further, acute HIV infection should 

Table 2. IAS–USA HIV Prevention Recommendations for PrEP and PEP

Preexposure Prophylaxis (PrEP) Postexposure Prophylaxis 
(PEP)

• Daily tenofovir and emtricitabine as PrEP should be 
offered to:
 –   Individuals at high risk for HIV infection based on 

background incidence (>2%) or recent diagnosis 
of sexually transmitted infection (especially syphilis, 
gonorrhea, or chlamydia)

 –   Individuals who have taken PEP more than twice in 
the past year 

 –   Injection drug users who share injection equip-
ment, inject 1 or more times per day, or inject 
cocaine or methamphetamines

• PrEP should be part of an integrated risk-reduction 
strategy and may become unnecessary with behavior-
al changes. Patient risk should be regularly assessed 
and PrEP discontinuation considered if behavioral 
modifications (ie, reduction in high-risk sexual or 
injection drug use practices) have been made

• PrEP considerations for HIV-serodiscordant couples 
should include whether the HIV-infected partner is 
taking antiretroviral therapy, the HIV-uninfected part-
ner’s access to care, and associated costs

• PEP should be offered as 
soon as possible, within 72 
hours, to all individuals who 
have sustained a mucosal or 
parenteral exposure to HIV

• The US Public Health Service 
preferred PEP regimen, 
currently tenofovir and em-
tricitabine with raltegravir, 
should be used

• Women who are prescribed 
PEP should also be offered 
emergency contraception to 
prevent pregnancy

• Individuals who are pre-
scribed PEP should be 
rescreened for HIV infection 
with a fourth-generation HIV 
antigen and antibody test 3 
months after completion of 
the treatment course

Adapted from Marrazzo et al.1
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be ruled out with HIV-1 RNA testing if 
there are suggestive or nonspecific 
symptoms, patients should receive 
counseling regarding safer sexual 
practices, pregnancy should be ruled 
out for women, patients should be 
screened for hepatitis B virus infec-
tion, and creatinine clearance should 
be greater than 60 mL/min. A 90-day 
supply of tenofovir and emtricitabine 
should be given and a follow-up HIV 
test and assessment of adherence per-
formed before refill. Monitoring for 
sexually transmitted infections (STIs) 
should be performed every 6 months 
and blood urea nitrogen and serum 
creatinine levels should be assessed 
every 12 months. 

There are several concerns with 
PrEP that must be addressed with 
longer follow-up periods and con-
tinued study. Risk compensation has 
thus far not been observed in clinical 
trials.25 Renal insufficiency has been 
rare and reversible, although individ-
uals were required to have normal 
renal function to participate in clinical 
trials. Statistically but not clinically 
significant bone demineralization has 
been observed after 18 months of 
PrEP; additional follow-up is needed 
to determine whether bone demin-
eralization becomes of clinical im-
portance. Transmission of resistance 
has thus far been observed only in  

patients taking PrEP who had acute 
HIV infection and were therefore 
receiving inadequate antiretroviral 
therapy. All but 1 case of HIV trans-
mission involved the M184V resistance 
mutation.26

Postexposure Prophylaxis

Occupational postexposure prophy- 
laxis (PEP) is recommended for health 
care workers who have been exposed 
to HIV-infected material via needle-
sticks or cuts. Nonoccupational PEP, 
for sexual or other exposures, is ad-
ministered to those who have had 
mucosal contact with an HIV-infected 
individual’s blood or genital secre-
tions. IAS–USA HIV Prevention Rec-
ommendations for PEP are listed in 
Table 2.1

HIV Prevention Efforts in Clinical 
Care

Improvement in moving patients 
through the continuum of HIV care and 
increasing efforts in risk assessment, 
risk reduction, and screening for and 
treatment of STIs are crucial to HIV 
prevention. IAS–USA HIV Prevention 
Recommendations for STI screening 
and treatment, as well as reproductive 
health and hormonal contraception, 
are listed in Table 3.1

The CDC estimates that in 2011 
there were approximately 1.2 mil-
lion persons with HIV disease in the 
United States, 86% were diagnosed, 
40% were engaged in care, 37% were 
prescribed antiretroviral therapy, and 
30% achieved virologic suppression.27 
Given that effective antiretroviral ther-
apy substantially reduces transmission 
risk, there is enormous room for im-
proving all stages of the HIV continuum 
of care and ultimately increasing the 
percentage of people living with HIV 
who achieve sustained virologic sup-
pression. IAS–USA HIV Prevention 
Recommendations for improving link-
age to HIV care are listed in Table 3.1

Summary

After 30 years, an AIDS-free generation 
seems possible. However, the involve-
ment of clinicians is paramount to 
achieve this goal. All adults and adoles-
cents should be offered HIV testing. For 
all persons with or at risk for HIV infec-
tion, injection drug use and sexual risk 
practices should be regularly assessed. 
Antiretroviral therapy and adherence  
support should be offered to all individ-
uals with confirmed HIV infection, and 
PrEP and adherence support should 
be offered to those at risk for HIV in-
fection. A high index of suspicion 
should be maintained for nonspecific  

Table 3. IAS–USA HIV Prevention Recommendations for Sexually Transmitted Infection Screening, Linkage to HIV Care, and 
Reproductive Health and Hormonal Contraception 

Sexually Transmitted Infection Screening Linkage to HIV Care Reproductive Health and 
Hormonal Contraception

• Regular screening for common sexually transmitted 
infections should be performed based on sexual history

• HIV-infected individuals should be tested for hepati-
tis C virus at entry to care and reassessed at regular 
intervals

• Quadrivalent human papillomavirus vaccination should 
be offered to all HIV-infected individuals who meet 
Advisory Committee for Immunization Practices criteria

• HIV-infected individuals who have not already been 
infected with hepatitis B virus (HBV) should be  
offered HBV vaccination

• Routine herpes simplex virus 2 (HSV-2) infection 
screening should be considered for HIV-infected 
individuals who do not know their HSV-2 serostatus 
considering suppressive antiviral therapy to prevent 
HSV-2 transmission

• Linkage to HIV care should be actively 
facilitated as soon as possible following a 
new diagnosis of HIV infection

• Case management interventions utilizing 
individual patients’ personal strengths 
should be incorporated to promote link-
age to and retention in HIV care

• Patient support services should be em-
ployed, including assistance with patient 
health navigation, community and peer 
outreach, culturally appropriate print 
media, verbal encouragement from clinic 
staff promoting health care utilization and 
retention, and youth-focused case man-
agement and support where appropriate

• Currently, data are not suf-
ficiently conclusive to restrict 
use of any hormonal contra-
ception method 

• Women using injectable 
progestin-only contracep-
tion should also be advised 
to always use condoms and 
to use other HIV preventive 
measures as feasible

• Counseling with regard to 
the range of options for fam-
ily planning, including hor-
monal contraception, should 
be offered to HIV-infected 
women

Adapted from Marrazzo et al.1
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presentation of symptomatic acute HIV 
infection. Linkage to HIV care should 
be emphasized and supported. Finally, 
individualized risk-reduction counsel-
ing should be facilitated and regular 
STI screening should be performed.   

Presented by Dr del Rio in September 2014. 
First draft prepared from transcripts by Mat-
thew Stenger. Reviewed and edited by Dr del 
Rio in November 2014.
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Interactive Webcasts With IAS–USA Faculty
Monthly webinars provide live, interactive accompaniment to a variety 
of published Cases on the Web. The webinar format provides a chance 
to ask questions and receive responses in real time. Moreover, registra-
tion is free of charge.

Register now for this upcoming webinar:

	 •	 Will You Still Treat Me When I’m 64? Care of the Oldest  
  Adult With HIV Infection, presented by Howard Libman,  
  MD—January 15, 2015

For the webinar schedule and an archive of past presentations, please 
visit www.iasusa.org/webinars.

  COMING SOON

Cases on the Web is a series of case-driven continuing medical educa-
tion activities sponsored by the International Antiviral Society–USA. The 
Cases on the Web program was created to offer physicians convenient 
online access to top-quality education. 

Look for these new Cases on the Web activities.

Diagnosis and Management of Major or Persistent Depression 
in the HIV-Infected Patient 
Francine Cournos, MD, and Milton L. Wainberg, MD

Treatment of Opioid Dependence in HIV 
Jeanette M. Tetrault, MD, FACP, and David A. Fiellin, MD

End-Stage Renal or Hepatic Damage and Antiretroviral  
Drug Dosing 
John J. Faragon, PharmD, BCPS

 SELECTED CURRENT CASES ON THE WEB

Prevention of Cardiovascular Disease in the HIV-Infected 
Individual
Michelle Zikusoka, MD, MHS, Wendy S. Post, MD, MS, and Todd T. 
Brown, MD, PhD 
CME Credit Available: 1.50 AMA PRA Category 1 Credits™ 
Level: Advanced
Given the prevalence of traditional risk factors, the aging of HIV-infected 
individuals, and the potential cardiovascular consequences of HIV 
disease and antiretroviral therapy, more attention should be focused 
on efforts to decrease the morbidity and mortality associated with 
atherosclerotic cardiovascular disease (ASCVD) and HIV infection. 
The key to success in CVD prevention is education of the clinician 
and the patient.

Geriatrics and HIV
Harjot K. Singh, MD, ScM, and Eugenia Siegler, MD  

For information about Cases on the Web, please contact the IAS–USA.
Phone:  (415) 544-9400  •  Fax:  (415) 544-9401  •  E-mail: info ”at”iasusa.org  •  Website: www.iasusa.org/cow

CME Credit Available: 1.50 AMA PRA Category 1 Credits™  
Level: Advanced
The percentage of HIV-infected patients older than 50 years is ex-
pected to increase to more than 50% by 2020, based on modeling. 
Treatment with single-tablet regimens can lead to durable viral sup-
pression. However, viral suppression comes at the price of lifelong 
treatment and is further complicated by the expected challenges 
associated with aging itself.

Hepatitis C Viral Targets
Stuart C. Ray, MD, Justin R. Bailey, MD, PhD 
CME Credit Available: 1.50 AMA PRA Category 1 CreditsTM  
Level: Advanced

A 2008 study by Limketkai and colleagues showed that in patients 
with HIV/HCV coinfection, hepatic fibrosis stage was independently 
associated with risk of progression to end-stage liver disease, hepato-
cellular carcinoma, and death, and that sustained virologic response 
after treatment of HCV infection was associated with survival. These 
findings highlight the importance of staging of liver disease and, 
whenever possible, treating HCV in HIV/HCV-coinfected individuals.

Initiating Antiretroviral Therapy in Resource-Limited Settings
Habib Ramadhani Omari, MD, MPH, MHS, and John A. Bartlett, MD
CME Credit Available: 1.50 AMA PRA Category 1 CreditsTM 
Level: Advanced

Antiretroviral therapy has been tremendously successful in reducing 
morbidity and mortality among HIV-infected persons, and an esti-
mated 10,000,000 people globally are now receiving it. Stigma and 
the need for strict medication adherence are commonly encountered 
throughout the world. In resource-limited contexts, there is an addi-
tional challenge of maintaining a continuous drug supply and having 
the ability to properly monitor treatment. Early treatment initiation 
is essential to preserve immunity, prevent the emergence of AIDS-
defining illnesses, and decrease HIV transmission.

Novel HIV-1 Resistance and Tropism Testing
Jonathan Li, MD
CME Credit Available: 1.25 AMA PRA Category 1 CreditsTM 
Level: Advanced

The remarkable diversity of HIV stems from a high replication rate 
and the error-prone reverse transcriptase enzyme used to translate 
HIV RNA into DNA. Up to 5 mutations may arise with each new HIV 
virus produced; more than a billion new virions may be produced 
daily in a chronically infected patient. This diversity and rapid evolu-
tion allow HIV drug resistance to emerge in patients who are on 
antiretroviral therapy that is not adequately suppressive or who are 
not fully adherent to their antiretroviral regimen. When available, HIV 
drug–resistance testing should be used to guide the selection of an 
optimal antiretroviral regimen. 
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Recommendations for Testing, Managing, and Treating Hepatitis C  
is a website sponsored by the American Association for the Study of 
Liver Diseases (AASLD) and the Infectious Diseases Society of America 
(IDSA) in collaboration with the International Antiviral Society–USA 
(IAS–USA) to provide the most current guidance for the treatment of 
hepatitis C virus (HCV).

Recently, several sections of the Guidance were extensively revised 
based on newly available therapies approved by the US Food and Drug 
Administration. Visit www.hcvguidelines.org to review the updates 
to sections on Initial Treatment of HCV Infection; Retreatment of Per-
sons in Whom Prior Therapy Has Failed; Monitoring Patients Who Are 
Starting Hepatitis C Treatment, Are on Treatment, or Have Completed 
Therapy; and Unique Populations (Patients With HIV/HCV Coinfection, 
Patients With Decompensated Cirrhosis, Patients Who Develop Recur-
rent HCV Infection Post–Liver Transplantation, and Patients With Renal 
Impairement).

Recommendations for Testing, Managing, 
and Treating Hepatitis C

n Developed by a panel 
of experts in the field.

n Provides practitioners 
with regularly updat-
ed, evidence-based, 
consensus recommen-
dations for screening, 
treating, and manag-
ing patients with HCV.

n Assists practitioners in 
treating the estimated 
3 to 4 million Ameri-
cans infected with 
HCV by highlighting 
the latest information 
in improved diagnos-
tics and new drug 
options as they meet 
FDA approval.

n Offers guidance to 
practitioners about 
how to best use the 
next generation of 
direct-acting antivirals 
and other treatment 
options in the care of 
their patients.

www.HCVguidelines.org

Available sections:
n HCV Testing and Linkage To Care
n When and in Whom to Initiate HCV Therapy
n Initial Treatment of HCV Infection
n Retreatment of Persons in Whom Prior Therapy Has Failed
n Monitoring Patients Who Are Starting Hepatitis C Treatment, 

Are on Treatment, or Have Completed Therapy
n Unique Patient Populations
  - Patients With HIV/HCV Coinfection
  - Patients With Decompensated Cirrhosis
  - Patients Who Develop Recurrent HCV Infection Post–Liver     

   Transplantation
  - Patients With Renal Impairment
n Management of Acute HCV Infection
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Guidelines for Authors and Contributors

The IAS–USA publishes Topics in Antiviral Med-
icine™ as a resource for physicians and other 
health care practitioners who are actively in-
volved in the care of patients with HIV or other 
viral infections. The journal is indexed in Index 
Medicus/MEDLINE and is distributed to ap-
proximately 13,000 national and international 
subscribers. 

The following guidelines describe the types 
of articles and contributions published in 
the journal, outline its policies, and provide 
instructions for authors. For further informa-
tion, contact Topics in Antiviral Medicine™ at 
journal“at”iasusa.org.

Categories of Articles

Perspectives. Perspective articles are summa-
ries of selected talks given at IAS–USA continu-
ing medical education courses. An IAS–USA 
medical writer prepares a summary manu-
script from a transcript of the talk. The manu-
script is reviewed and edited by the presenter 
and the journal’s appointed peer reviewer(s). 

Reviews. Topics in Antiviral Medicine™ wel-
comes original review articles on current is-
sues related to infection with HIV or other 
viruses. Topics in Antiviral Medicine™ does not 
publish original research. Manuscripts should 
be 3000 to 6000 words (excluding references, 
tables, and figures) and should include num-
bered references and a brief introductory 
abstract of approximately 100 to 200 words. 
Original, adapted, or reprinted figures and 
tables may be included and should be cited 
in the text and accompanied by a brief title. 
Adapted and reprinted work requires proof of 
permission obtained from the original publish-
ers and authors. Authors interested in submit-
ting unsolicited manuscripts are encouraged 
to submit an outline or abstract of the pro-
posed manuscript first; please contact the edi-
tor for further information.

Editorials. Topics in Antiviral Medicine™ in-
vites submission of editorials. Editorials should 
be approximately 500 to 1500 words (exclud-
ing references) and should include numbered  
references.

Special Contributions. A special contribution 
article often represents the unique contribution 
(such as a consensus statement) of an author or 
group of authors.

Cases From the Field. Topics in Antiviral 
Medicine™ invites submission of case reports 
accompanied by a scholarly literature review 

of the topic. Each case report should be 1500 
to 3000 words (excluding references, tables, 
and figures), include numbered references, and 
seek to teach an important lesson for HIV or 
viral hepatitis care practitioners.

Stories. Stories for the Telling Stories column 
share the experiences of those involved in  
the care of people infected with HIV or other 
viruses. Stories may be approximately 800  
to 3500 words; submissions are welcome for 
consideration.

Commentaries. Discussion on a current issue 
in the management of viral diseases is wel-
come as a Commentary. Commentaries should 
be 500 to 1500 words and include numbered 
references as appropriate. Commentaries may 
be invited by the editors; unsolicited submis-
sions are also welcome for consideration.

Letters to the Editor. Letters to the editor 
are welcome and should be sent to the address 
listed below. Please limit letters to 300 words.

Special Issues. Topics in Antiviral Medicine™ 
publishes 1 or 2 issues each year with a spe-
cial focus, for example, summaries of IAS–USA 
continuing medical education courses and re-
ports from scientific meetings. For example, 
the special issues on the Conference on Ret-
roviruses and Opportunistic Infections (CROI), 
held annually, include one issue that summa-
rizes coverage of major topics relating to HIV, 
HCV, and other viral infections and another 
that publishes all of the abstracts presented at 
the conference.

Online Articles. Occasionally articles are on-
line only. They are distinguished from printed 
articles by pagination beginning with “e.”

Reprints. Reprints of articles by expert panels 
convened by the IAS–USA are included periodi-
cally in Topics in Antiviral Medicine.™

Submission of Manuscripts

Manuscripts should be submitted via mail 
or e-mail to the address below. Each author 
should complete an Authorship Form, which 
is available online at www.iasusa.org/pub or 
may be obtained by contacting the editor 
at the address below. Outlines or abstracts 
of proposed manuscripts are welcome and 
may be sent via mail or e-mail.
 Editor, Topics in Antiviral Medicine™ 
 IAS–USA 
 425 California Street, Suite 1450 
 San Francisco, CA  94104-2120 
 E-mail: journal“at”iasusa.org

Receipt of submitted manuscripts will be 
acknowledged by editorial staff, and submis-
sions will be reviewed by peer reviewers. 
Acceptance for publication is based on the 
quality and relevance of the work.Copyright

Copyright

Copyright to all manuscripts and graphics pub-
lished in Topics in Antiviral Medicine™ is owned 
by the IAS–USA unless noted otherwise. All au-
thors and contributors of manuscripts accepted 
for publication, with the exception of US federal 
government employees, must sign a copyright 
transfer form as a condition of publication.

Authorship Requirements

Topics in Antiviral Medicine™ uses the defini-
tion of authorship formulated by the Interna-
tional Committee of Medical Journal Editors 
and published in its Uniform Requirements for 
Manuscripts Submitted to Biomedical Journals.1 
This definition states: “Authorship credit should 
be based on (1) substantial contributions to 
conception and design, acquisition of data, or 
analysis and interpretation of data; (2) drafting 
the article or revising it critically for important 
intellectual content; and (3) final approval of the 
version to be published. Authors should meet 
conditions 1, 2, and 3.... Acquisition of funding, 
collection of data, or general supervision of the 
research group alone does not constitute au-
thorship.” Topics in Antiviral Medicine™ will not 
consider ghostwritten articles for publication.

Financial Disclosure

It is the policy of the IAS–USA to ensure balance, 
independence, objectivity, and scientific rigor in 
all of its educational programs. To that end, all 
authors and contributors of articles published in 
Topics in Antiviral Medicine™ are required to dis-
close to readers any significant financial interest 
or other relationship with any organization hav-
ing financial interest in the content of the manu-
script. Financial interests include employment, 
consultancy, honorarium, grant/research sup-
port, major stock ownership, or membership in 
a speakers bureau and directly paid lectures or 
other contribution. The complete financial dis-
closure statements for all authors and contribu-
tors are published with the articles.

1. International Committee of Medical Journal 
Editors. Uniform requirements for manuscripts 
submitted to biomedical journals. Updated De-
cember 2014. Available at http://www.icmje.org. 
Accessed December 22, 2014.
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IAS–USA
425 California Street, Suite 1450
San Francisco, CA 94104-2120

IAS–USA Spring 2015 Upcoming Courses and Events

n  Annual Improving the Management of HIV Disease® Full-Day Courses

	 	 	 – Atlanta, Georgia—Tuesday, March 10, 2015 
   – San Francisco, California—Friday, March 20, 2015 
   – New York, New York—Tuesday, March 31, 2015 
   – Los Angeles, California—Wednesday, April 29, 2015 
   – Washington, DC—Wednesday, May 13, 2015 
   – Chicago, Illinois—Monday, May 18, 2015

n  Evolving Strategies in Hepatitis C Virus Management: Small-Group,  
 Intensive, Half-Day Workshops

   - Atlanta, Georgia— Monday, March 9, 2015 
   - San Francisco, California— Thursday, March 19, 2015 
   - Los Angeles, California—Tuesday, April 28, 2015 
   - Washington, DC— Tuesday, May 12, 2015 
   - Chicago, Illinois— Tuesday, May 19, 2015 
      

For detailed information about upcoming IAS–USA courses, visit www.iasusa.org.


