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Introduction

Herpes simplex virus type 1 (HSV-1) is a cause of recurrent 
vesiculoulcerative lesions of the oral or genital mucosa. It can 
also cause infection in the eye, skin, central nervous system, and/
or visceral organs.

This topic will review treatment and prevention of primary and 
recurrent HSV-1 infections in immunocompetent adolescents 
and adults. The epidemiology and clinical manifestations of 
HSV-1, as well as the treatment of HSV-1 infections in young 
children, are discussed elsewhere. (See “Epidemiology, clinical 
manifestations, and diagnosis of herpes simplex virus type 1 
infection” and “Herpetic gingivostomatitis in young children”.)

Treatment of HSV-1 infection

General principles — The management of HSV-1 infection 
in the immunocompetent host depends upon a variety of 
considerations, including:

•	 Whether the patient has primary HSV-1 infection or 
reactivation disease

•	 The severity of symptoms

•	 The site of infection (eg, mucosal versus disseminated disease)

•	 The frequency of recurrences

Antiviral agents for HSV infection include acyclovir, valacyclovir, 
and famciclovir. Metabolites of these nucleoside derivatives 
interfere with the synthesis of viral DNA by inhibiting viral DNA 
polymerase.1 Of all the human herpesviruses, acyclovir has the 
greatest in vitro activity against HSV-1 and HSV-2. However, 
famciclovir and valacyclovir have greater oral bioavailability than 
acyclovir1 and are dosed less frequently.

Oral agents are generally very well tolerated; however, 
gastrointestinal side effects or headache may occur. The margin 
of safety and tolerability of these oral antiviral medications is 
excellent, since these medications are selectively converted to 
active compounds only within the virally infected cells.

With all of these agents, dose adjustment is needed in moderate 
to severe renal insufficiency, since acyclovir and its analogues are 
dependent upon renal function for clearance. Dose adjustments 
are described in the Lexicomp drug information topics within 

UpToDate. Additional discussions on the use of acyclovir and its 
analogues are presented elsewhere. (See “Acyclovir: An overview” 
and “Valacyclovir: An overview” and “Famciclovir: An overview”.)

Oral infection

Primary infection — The classic clinical manifestation of 
primary oral HSV-1 infection (ie, initial HSV infection in a 
seronegative host) is gingivostomatitis, which may be associated 
with pharyngitis. Although gingivostomatitis and pharyngitis 
are self-limited illnesses, severe infection can lead to significant 
oral pain and dehydration. Symptomatic primary HSV infections 
are associated with an increased risk of constitutional symptoms, 
a longer duration of lesions, and prolonged viral shedding 
compared with recurrent disease. (See “Epidemiology, clinical 
manifestations, and diagnosis of herpes simplex virus type 1 
infection”, section on ‘Primary infection’.)

Whom to treat — We recommend antiviral therapy for patients 
with evidence of primary gingivostomatitis who present within 
72 hours of symptom onset. Early antiviral therapy leads to 
faster healing of lesions, decreased pain, and a shorter duration 
of fever. However, antiviral therapy should still be offered if a 
patient presents with new lesions and/or significant pain after 
this time frame.

Most of the available data on the efficacy of antiviral treatment 
of primary oral HSV infections are in young children. Small 
treatment trials of antiviral therapy in children suggest that 
treatment is beneficial if begun early during primary HSV 
infections.2,3 As an example, in a randomized trial of 72 children 
(one to six years of age) with herpes gingivostomatitis who were 
treated with one week of oral acyclovir (15 mg/kg up to a dose 
of 200 mg five times daily) or placebo within three days of illness 
onset, those who received acyclovir had earlier disappearance 
of fever (1 versus 3 days), shorter duration of lesions (median 4 
versus 10 days), decreased duration of odynophagia (4 versus 7 
days), and reduced viral shedding (1 versus 5 days).2 In this trial, 
acyclovir was well tolerated without any significant side effects.

Dosing of antiviral therapy — Oral treatment options for 
adolescents and adults with primary infection include:

•	 Acyclovir: 400 mg orally three times daily or 200 mg five times 
daily
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•	 Famciclovir: 250 mg three times daily or 500 mg twice daily

•	 Valacyclovir: 1 g twice daily

Most of the data evaluating the efficacy of treatment have been 
with acyclovir, as described above.2,3 However, for patients who 
are able to tolerate oral medications, it may be preferable to use 
an agent such as valacyclovir, which has greater bioavailability 
than acyclovir, and therefore requires less frequent dosing. 
Dose adjustments for patients with reduced kidney function 
are described in the Lexicomp drug information topics within 
UpToDate.

Patients with severe odynophagia may sometimes require 
hospitalization for intravenous acyclovir therapy (5 mg/kg dosed 
every eight hours in patients with normal renal function) and 
intravenous fluids. Such patients can be transitioned to oral 
therapy to complete the course of treatment when they are able 
to comfortably swallow.

The usual duration of treatment is 7 to 10 days, depending on 
the severity of symptoms and response to therapy. If the lesions 
have not healed or progressed to the dry crust phase after  
10 days, the duration of treatment can be extended.

Dosing recommendations for first-episode oral or genital HSV-
1 infection are extrapolated from the treatments studied for 
primary genital HSV-2 infection.4 (See “Treatment of genital 
herpes simplex virus infection”, section on ‘Treatment of first 
episode’.)

Adjuvant therapy — Patients who present with gingivostomatitis 
often require either topical or oral administration of analgesics. 
As an example, short-term pain relief can be achieved via 
mouth rinses with viscous lidocaine or topical benzocaine. 
Intravenous rehydration may be required for patients with 
severe odynophagia.

Recurrent infections — Oral HSV-1 recurrences occur when the 
virus reactivates from the trigeminal sensory ganglion, where 
it persists in a latent state. Symptomatic reactivation leads to 
oral herpes (“cold sores”), which occur along the vermillion 
border of the lips.Recurrent mucosal HSV-1 infections are 
generally associated with less severe clinical symptoms and a 
shorter duration of illness than primary disease. Some patients 
recognize that reactivation of disease is about to occur due to 
the onset of prodromal symptoms (eg, pain, tingling, burning), 
which precede the development of vesicles. (See “Epidemiology, 
clinical manifestations, and diagnosis of herpes simplex virus 
type 1 infection”.)

Various strategies may be employed in the management of 
patients with HSV-1 reactivation disease. These include:

•	 No treatment

•	 Episodic therapy

•	 Chronic suppressive therapy

Choosing a strategy should be done on a case-by-case basis, 
taking into account the severity of symptoms, the frequency of 
recurrences, the presence of a well-defined prodrome, patient 
preference, and cost.5

Patients with mild to moderate symptoms — Many patients 
experience occasional clinical recurrences with minimal 
symptoms, and in such patients antiviral treatment may not 
be necessary. To help alleviate the minor discomfort, treatment 
options include symptomatic relief with local anesthetics, such 
as topical lidocaine.

However, for patients who have occasional recurrences that are 
more severe, particularly those with a well-defined prodrome, 
we suggest episodic oral antiviral therapy, since treatment can 
decrease the length of recurrences if initiated promptly after 
onset.6 Patients should have medications readily available so 
they can initiate therapy as soon as symptoms start to develop 
(eg, during the prodromal period). Episodic treatment must be 
initiated quickly to be effective, given the rapid development of 
vesicles once prodromal symptoms occur and the rapid decline 
in viral shedding during reactivation disease (< 48 hours).

The choice of oral agents includes:

•	 Acyclovir (400 mg three times daily for five days)

•	 Famciclovir (750 mg twice daily for one day or 1 500 mg as a 
single dose)

•	 Valacyclovir (2 g twice daily for one day)

Dose adjustments for patients with reduced kidney function 
are described in the Lexicomp drug information topics within 
UpToDate.

There are no clinical trials directly comparing any of these 
antiviral agents for oral HSV;7 however, high-dose, single-day 
dosing with either famciclovir or valacyclovir affords greater 
patient convenience compared with acyclovir.8

Placebo-controlled trials have demonstrated that oral antiviral 
therapy with acyclovir, famciclovir, or valacyclovir hastens the 
healing of lesions by approximately one to two days if treatment 
is initiated during the prodromal stage:

•	 In one trial, 174 immunocompetent subjects with recurrent 
oral herpes were randomly assigned to oral acyclovir (400 mg 
taken five times daily for five days) versus placebo within one 
hour of onset of prodromal symptoms.9 The acyclovir group 
had a decreased frequency of HSV culture-positive lesions (25 
versus 48 percent). Treatment decreased the duration of the 
lesions that did occur by approximately 2.1 days compared 
with placebo.

•	 In a randomized, double-blind trial, 701 patients with 
recurrent herpes labialis were randomly assigned to placebo or 
famciclovir (as a single dose of 1 500 mg or 750 mg twice daily 
for a single day).10 All were instructed to take their assigned 
treatment within one hour of onset of prodromal symptoms. 
The time to healing of lesions was significantly shorter in 
the two treatment groups (4.4 and 4.0 days) compared with 
placebo (6.2 days).

•	 Two randomized trials compared short-course regimens of 
valacyclovir administered for prodromal symptoms for one day 
(2 g twice daily) or two days (2 g twice daily on the first day and 
1 g twice daily on the second day).11 Valacyclovir shortened 
outbreaks by approximately one day compared with placebo; 
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treatment for one day was as effective as treatment for two 
days.

We do not use topical antivirals, since topical therapy must be 
administered multiple times per day and is less effective than 
oral antiviral therapy. Many of the topical agents are based on 
acyclovir or related compounds (eg, penciclovir) as the active 
component.12,13 One of the largest randomized trials assigned 1 
573 patients with frequent recurrences of oral HSV-1 infection to 
receive penciclovir cream or placebo every two hours during the 
day for four days.12 The penciclovir cream modestly decreased 
the time to lesion healing (4.8 versus 5.5 days), the duration of 
pain (3.5 versus 4.1 days), and viral shedding. Studies have also 
evaluated topical agents unrelated to acyclovir that are available 
over the counter in the United States (eg, benzalkonium chloride-
benzocaine [Orajel single-dose, Viroxyn], docosanol [Abreva]); 
however, data are conflicting regarding the potential benefit.14-16

Patients with severe disease — We suggest chronic suppressive 
antiviral therapy for certain patients to reduce the number of 
clinical HSV episodes.17,18 This includes those who have any of 
the following:

•	 Frequent recurrences of oral HSV-1, particularly if there is no 
clear prodrome

•	 Recurrences that are very bothersome to the patient (eg, 
disfiguring lesions or lesions associated with severe pain)

•	 Recurrences that are associated with serious systemic 
complications (eg, erythema multiforme)19,20 (see ‘Cutaneous 
disease’ below)

We initiate suppressive therapy with acyclovir (400 mg orally 
twice daily) or valacyclovir (500 mg orally once daily). The dose 
of valacyclovir can be increased to 1 g daily for those with 
breakthrough recurrences. Dose adjustments for patients with 
reduced kidney function are described in the Lexicomp drug 
information topics within UpToDate. Long-term use of these 
agents appears safe,21-23 and specific laboratory monitoring on 
treatment is not recommended.

The need to continue suppressive therapy should be evaluated 
annually; however, patients should be counseled that episodes 
may recur once the antivirals are stopped.24

Studies demonstrating a benefit of chronic suppressive therapy 
include:

•	 In a controlled trial, 56 adults with a history of frequently 
recurrent herpes labialis (six or more episodes/year) were 
observed during a four-month period; 22 patients who 
had two or more episodes of herpes labialis were randomly 
assigned to receive either acyclovir (400 mg twice daily) or 
matched placebo. After the first treatment period, patients 
were switched to the alternate arm for another four months. 
Recurrent outbreaks were determined by physical examination 
and by viral culture. The acyclovir group had a lower mean 
number of recurrences (0.85 versus 1.8 recurrences) and a 
longer median time to their first documented recurrence (118 
versus 46 days).17

•	 Two small randomized, double-blind trials evaluated oral 
valacyclovir (500 mg once daily) versus placebo for 16 weeks 
in patients with frequent recurrences or herpes labialis (four or 
more episodes during the previous year).18 Patients receiving 
valacyclovir were more likely to remain free of recurrences 
during the four-month period than those receiving placebo 
(60 versus 38 percent). The time to the first recurrence was 
significantly longer with antiviral therapy (13 versus 9.6 weeks).

There are no studies directly comparing acyclovir and 
valacyclovir, and there are no data on the use of famciclovir to 
suppress oral HSV recurrences.

Genital infections — Patients with primary genital HSV-1 
typically present with bilateral genital ulcerations and tender 
lymphadenopathy. Systemic symptoms such as fevers, headache, 
and myalgias can also occur. Genital HSV-1 lesions may recur, 
particularly in the first year after infection; however, multiple 
recurrences are rare in the setting of HSV-1 infection. The 
treatment of genital herpes is similar to that or oral disease and is 
discussed elsewhere. (See “Treatment of genital herpes simplex 
virus infection” and “Genital herpes simplex virus infection and 
pregnancy”.)

Other HSV-1 infections — In immunocompetent patients, 
primary and recurrent HSV-1 infections can occur at a variety of 
anatomic sites, such as the genital tract, skin, eye, and central 
nervous system, although these occur less frequently than herpes 
gingivostomatitis and labialis. On rare occasion, disseminated 
disease involving visceral organs, such as the liver and spleen, 
can also be seen.25 (See “Epidemiology, clinical manifestations, 
and diagnosis of herpes simplex virus type 1 infection”, section 
on ‘Clinical manifestations’.)

Cutaneous disease — HSV-1 can cause cutaneous skin lesions 
in a patient with primary HSV infection. These include herpetic 
whitlow, herpes gladiatorum, eczema herpeticum, and erythema 
multiforme. The etiology of these skins infections is thought 
to be due to autoinoculation from mucocutaneous lesions 
or through primary inoculation of the skin during viremia. 
(See “Epidemiology, clinical manifestations, and diagnosis of 
herpes simplex virus type 1 infection”, section on ‘Cutaneous 
manifestations’.)

There are no formal studies evaluating treatment of skin 
infections due to HSV-1 infection, and the approach depends 
upon the specific condition. As examples:

•	 For most patients with cutaneous disease, we initiate oral 
therapy using the same dosing and duration as those used for 
the treatment of primary gingivostomatitis or pharyngitis.26 
(See ‘Dosing of antiviral therapy’ above.)

In contrast, for hospitalized burn patients with vesicular 
lesions, we initiate treatment with intravenous acyclovir 
administered at doses also adequate to treat varicella-
zoster virus (eg, 10 mg/kg every eight hours in patients with 
normal renal function) until cultures confirm cutaneous HSV-
1 infection; then dosing can be reduced to 5 mg/kg every 
eight hours.27 Once the patient is substantially improved, 
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with crusting of all lesions, they can be transitioned to oral 

antivirals to complete the course. Although HSV-1 infection 

can be very severe in burn patients, we do not administer 

prophylactic antiviral therapy; however, early recognition and 

treatment with acyclovir are important.27

•	 For some patients with frequent recurrences, suppressive 

therapy may be warranted using the same regimens as those 

used to suppress recurrent oral disease. (See ‘Patients with 

severe disease’ above.)

Suppressive therapy may be particularly important for those 

with erythema multiforme felt to be triggered by HSV. (See 

“Erythema multiforme: Management”, section on ‘Herpes 

simplex virus-induced or idiopathic erythema multiforme’.)

Disseminated or visceral disease — Primary HSV-1 infection 

may rarely lead to widespread vesicular eruptions in the 

immunocompetent host or visceral disease (eg, hepatitis) with 

or without skin lesions.28 Visceral disease may be associated 

with high morbidity and mortality, and, therefore, early 

diagnosis and prompt initiation of intravenous acyclovir are 

critical. Disseminated disease, often with prominent hepatitis, is 

important to consider in the differential diagnosis of pregnant 

people with hepatitis. (See “Overview of coincident acute 

hepatobiliary disease in pregnant women”, section on ‘Herpes 

simplex hepatitis’.)

Patients with disseminated or visceral disease should receive 

intravenous acyclovir (5 mg/kg every eight hours in patients with 

normal renal function).29 Such patients should be managed in 

consultation with an infectious disease specialist, if possible. The 

duration of treatment is unclear and depends upon the patient’s 

response to therapy (eg, clinical response, normalization of liver 

function tests, clearance of viremia).

Ocular infections — HSV keratitis (corneal infection and 

inflammation) is a major cause of blindness from corneal 

scarring and opacity worldwide. The treatment of HSV keratitis is 

discussed elsewhere. (See “Herpes simplex keratitis”.)

Central nervous system disease — HSV-1 is the most common 

cause of acute, nonepidemic viral encephalitis in the United 

States. HSV-1 is also an etiologic agent of Bell’s palsy.30 The 

treatment of these clinical entities is discussed separately. (See 

“Herpes simplex virus type 1 encephalitis” and “Bell’s palsy: 

Treatment and prognosis in adults”.)

Future drug development — Two helicase-primase inhibitors 

have shown activity against HSV-1 and HSV-2 in animal 

models.31,32 In human trials, these candidate agents have 

antiviral activity, but safety concerns have led to a halt in further 

development for use in oral or genital herpes.33,34 Pritelivir is 

being studied in a Phase 3 clinical trial for acyclovir- resistant 

herpes in immunocompromised hosts (  clinicaltrials.gov 

NCT03073967).

Prophylaxis for recurrent HSV with identified trigger

Both iatrogenic and natural triggers can lead to predictable HSV-
1 infections in some patients.35-39 Treatment trials have addressed 
a variety of strategies when managing these patients.

Sunlight exposure — In some patients, intense sunlight 
exposure can lead to HSV-1 reactivation.35,36 Various treatment 
strategies have been evaluated to prevent these recurrences, 
including zinc-based sunscreen products and topical and oral 
antiviral therapies, although no studies have directly compared 
any of these strategies.

We advise patients with HSV-1 triggered by sunlight to use 
sunscreen. A placebo-controlled crossover trial of 38 patients 
found that after ultraviolet (UV) light exposure, herpes labialis 
developed in 27 patients (71 percent) treated with placebo with 
a mean time to HSV recurrence of 2.9 days.40 In contrast, when 
sunscreen was applied before UV light exposure, no lesions 
developed, although 1 of 35 patients did shed virus at the UV 
light exposure site.

In general, we suggest not using prophylactic antiviral therapy 
for the sole purpose of preventing recurrences due to sunlight, 
since there are conflicting data on the benefit of antiviral therapy 
in this setting. However, some patients with frequent recurrences 
may choose to go on suppressive therapy, as discussed above. 
(See ‘Patients with severe disease’ above.)

Studies evaluating the use of oral therapy to prevent reactivation 
in the setting of sun exposure include:

•	 A randomized trial was performed among 237 skiers with a 
history of recurrent labial herpes triggered by sun exposure 
to determine if acyclovir could lead to a lower frequency of 
HSV reactivation or faster lesion resolution.35 Oral acyclovir 
(800 mg twice daily) was initiated 12 to 24 hours before sun 
exposure and continued for three to seven days. Patients in 
the treatment arm did not have any clinical benefit compared 
with those in the placebo arm.

•	 In another trial, 147 skiers with a history of sun-induced 
recurrences of HSV-1 were treated prophylactically with oral 
acyclovir (400 mg twice daily) or matching placebo and were 
observed during their ski holidays.41 This study demonstrated 
a clinical benefit of acyclovir prophylaxis; 5 (7 percent) of 75 
acyclovir-treated subjects developed lesions compared with 
19 (26 percent) of 72 persons in the placebo group.

•	 A systematic review and meta-analysis of studies that 
examined the effectiveness of topical and systemic antivirals 
in the prevention of oral herpes found that both oral acyclovir 
(800 to 1 600 mg daily) and valacyclovir (500 mg daily) were 
effective in reducing the risk of oral herpes when initiated 
prior to exposure to triggers.42

Similarly, placebo-controlled trials of topical antiviral creams 
have shown conflicting results as to whether treatment 
decreases the risk of recurrence in patients with light-induced 
herpes labialis.43-45

https://www.uptodate.com/external-redirect?target_url=https%3A%2F%2Fclinicaltrials.gov%2F&token=nbsXe3i4qfUea5RCPRHtOc5ko1zksgMm05jF47%2FUSB3l0tvt%2BGAm3dUe1JoUg9nw&TOPIC_ID=8287
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Surgical procedures — HSV reactivation can be seen in 
the setting of surgical procedures, such as trigeminal nerve 
root decompression, facial dermabrasion, and ablative laser 
resurfacing;46-53 in some reports, the risk of recurrent oral herpes 
has been reported to be as high as 50 to 70 percent. Given the 
high risk of HSV reactivation associated with these procedures, 
we typically administer antiviral prophylaxis around the time of 
surgery, even to those without a known history of HSV.

There are no standardized regimens, so we typically use those 
that have been described in studies evaluating the efficacy of 
antiviral prophylaxis in these settings. As examples:

•	 Trigeminal surgery – For patients undergoing trigeminal 
surgery, we administer oral acyclovir (400 mg twice daily) 
starting the night before surgery and continuing twice daily 
for five days. In a controlled trial of 30 patients, this regimen 
led to a high degree of protection against HSV reactivation 
compared with placebo (1 versus 12 patients developed 
herpes labialis).45,54 In addition, at day 3 after surgery, HSV-
positive cultures were demonstrated in 3 of 14 patients in the 
treatment arm versus 12 of 16 placebo recipients. Prior oral 
herpes infection or presence of antibodies to HSV was not 
required for participation in the trial, and only 13 (43 percent) 
had a history of herpes labialis.

•	 Dermabrasion – For patients undergoing dermabrasion, we 
administer valacyclovir (500 mg twice daily) for 14 days. There 
ere no episodes of HSV reactivation in 84 patients undergoing 
dermabrasion over a 21-day period of observation when this 
regimen was initiated the morning before or the morning of 
the procedure;55 however, the study did not include a placebo 
arm for comparison, and only 70 percent of participants in the 
study had HSV-1 antibodies.

•	 Ablative laser resurfacing – For ablative laser resurfacing, 
acyclovir, valacyclovir, or famciclovir can be used.46 Regimens 
for oral prophylaxis in this setting are discussed elsewhere. 
(See “Ablative laser resurfacing for skin rejuvenation”, section 
on ‘Prophylaxis’.)

Dose adjustments of these agents for patients with reduced 
kidney function are described in the Lexicomp drug information 
topics within UpToDate.

HSV reactivation has been occasionally reported in patients 
undergoing dental extractions,56,57 and there are conflicting data 
as to whether dental surgery leads to an increase in asymptomatic 
HSV shedding;58,59 however, routine antiviral prophylaxis is not 
recommended for these procedures.

Preventing new HSV-1 infections

Most HSV-1 infections are acquired during intimate (but not 
necessarily sexual) contact. Family members are the most likely 
source, but others may be a source when saliva-sharing behavior 
occurs.

Although there are no licensed vaccines to prevent HSV-
1 infection,60 certain strategies may help reduce the risk of 
transmitting HSV-1 to someone without prior infection. As an 

example, when a patient has an active outbreak of oral HSV, 
patients should avoid kissing or sharing utensils, glasses, water 
bottles, towels, or lip balm. Although this may not reduce 
the risk completely, since asymptomatic shedding can occur, 
transmission is most likely in the setting of active lesions. (See 
“Epidemiology, clinical manifestations, and diagnosis of herpes 
simplex virus type 1 infection”, section on ‘Transmission’.)

Other strategies may also reduce the risk of transmission in select 
settings. Examples include:

•	 Health care workers – To prevent acquisition of HSV infection, 
health care workers should use gloves during physical 
examination of a patient with active HSV lesions and for 
examination of mucus membranes. Providers involved with 
procedures that may involve exposure to infected secretions, 
such as suctioning or bronchoscopy, should also wear eye and 
mouth protection.

•	 Sexual transmission – Patients with oral HSV infection 
(primary or recurrent) should be educated that they can 
transmit HSV-1 through oral sex to uninfected partners, 
which may result in genital ulcers.61 This issue is particularly 
important if the HSV-negative partner is pregnant, given that 
HSV acquisition during pregnancy is associated with high risk 
for transmission to the neonate.62 (See “Epidemiology, clinical 
manifestations, and diagnosis of genital herpes simplex virus 
infection” and “Genital herpes simplex virus infection and 
pregnancy”.)

To reduce the risk of transmission, barrier use for oral sex is 
recommended.63 Whether condom use is effective against 
sexual transmission of genital-to-genital HSV-1 has not 
been evaluated; however, extrapolating from HSV-2 data, it 
is likely that condoms reduce the risk of transmission when 
HSV shedding is present. Studies of condom effectiveness 
for genital HSV-2 indicate substantial protection for men 
and a high level of protection for women whose partners 
used condoms.64 (See “Prevention of sexually transmitted 
infections”.)

The decision to use valacyclovir to prevent sexual transmission 
of HSV-1 to an uninfected partner must be determined 
using shared decision making with the patient. Although 
valacyclovir is effective in reducing the risk of transmission of 
genital HSV-2 infection in heterosexual, discordant couples,65 
its role in the prevention of sexual transmission of HSV-1 
infection has not been studied. (See “Prevention of genital 
herpes virus infections”.)

•	 Herpes gladiatorum – Cutaneous HSV-1 infections are 
common among certain athletes, such as wrestlers. To prevent 
transmission to others, athletes should not participate in 
contact sports until all herpes lesions have entered the dry 
crust stage. In addition, the use of suppressive oral antiviral 
therapy in those with and without a known history of HSV-
1 may reduce the risk of an outbreak in certain settings by 
reducing both the risk for transmission and acquisition. As an 
example, one summer camp suggested all wrestlers, regardless 
of their history of HSV, take prophylactic valacyclovir (1 g once 
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daily) while at the camp, and this resulted in an 85 percent 
decrease in the likelihood of developing an outbreak.66

Summary and recommendations

•	 Spectrum of disease – Herpes simplex virus type 1 (HSV-1) 
can cause recurrent vesiculoulcerative lesions of the oral or 
genital mucosa. It can also cause infection in the eye, skin, 
central nervous system, and visceral organs. (See ‘Introduction’ 
above.)

•	 Antiviral agents – Antiviral agents for HSV infection include 
acyclovir, valacyclovir, and famciclovir; metabolites of these 
nucleoside derivatives interfere with the synthesis of viral 
DNA and are well tolerated. With all of these agents, dose 
adjustment is needed in patients with moderate to severe 
renal insufficiency, since acyclovir and its analogues are 
dependent upon renal function for clearance. (See ‘General 
principles’ above.)

•	 Treatment of primary oral infection – For most patients with 
gingivostomatitis or pharyngitis due to primary HSV infection, 
we recommend antiviral therapy within 72 hours of symptom 
onset (Grade 1B). Early antiviral therapy leads to earlier 
healing of lesions, decreased pain, and a shorter duration 
of fever. However, if a patient presents after this time frame 
with ongoing development of lesions and/or significant pain, 
antiviral therapy should still be offered. (See ‘Primary infection’ 
above and ‘Whom to treat’ above.)

	▪ Treatment of primary HSV gingivostomatitis or pharyngitis 
typically consists of oral therapy with acyclovir (eg, 400 mg 
three times daily), famciclovir (eg, 500 mg twice daily), or 
valacyclovir (1 g twice daily) for 7 to 10 days.

	▪ Patients with severe odynophagia may sometimes require 
hospitalization for intravenous acyclovir therapy and 
intravenous fluids. Such patients can be transitioned to oral 
therapy when they can comfortably swallow. (See ‘Primary 
infection’ above and ‘Dosing of antiviral therapy’ above.)

•	 Management of recurrent oral infections – Various 
strategies may be employed in the management of 
immunocompetent patients with recurrent oral infections 
(eg, cold sores), including no treatment, episodic therapy, 
or chronic suppressive therapy. The choice depends upon 
the severity of symptoms, the presence of a recognizable 
prodrome, and patient preference.

	▪ Many patients experience occasional clinical recurrences 
with minimal symptoms and, in such patients, treatment 
may not be necessary. To help alleviate the minor 
discomfort, treatment options include symptomatic relief 
with local anesthetics and antiseptics. (See ‘Patients with 
mild to moderate symptoms’ above.)

	▪ For patients who have occasional recurrences that are more 
severe and have an identifiable prodrome, we suggest 
episodic oral antiviral therapy (Grade 2B). Treatment can 
decrease the length of recurrences if initiated promptly 
after symptom onset (eg, during the prodrome). We do not 
use topical antiviral therapy since it must be administered 
multiple times per day and is less effective than oral 

antivirals. (See ‘Patients with mild to moderate symptoms’ 
above.)

	▪ For patients with frequent, painful, or disfiguring lesions, 
particularly those who do not have an identifiable prodrome, 
we suggest chronic suppressive therapy rather than episodic 
therapy (Grade 2C). Chronic suppressive therapy is also well 
suited for patients who have HSV recurrences associated 
with serious complications (eg, erythema multiforme). (See 
‘Patients with severe disease’ above.)

	▪ Some patients will have an identifiable trigger for developing 
recurrent disease, and interventions may reduce the risk of 
HSV-1 in this setting. As an example, when sun exposure is 
identified as a potential trigger, use of sunscreen may help 
prevent a recurrence.

Prophylactic oral therapy may prevent HSV reactivation 
during certain procedures, such as trigeminal nerve root 
decompression, facial dermabrasion, or ablative laser 
resurfacing. (See ‘Prophylaxis for recurrent HSV with 
identified trigger’ above.)

•	 Management of non-oral infections – For patients who 
develop HSV-1 infection at other anatomic sites (eg, the genital 
tract, skin, eye, or central nervous system), or who develop 
disseminated disease involving visceral organs, the approach 
to treatment depends upon the specific manifestation. 
Although oral therapy is used to treat most of these infections, 
intravenous therapy is usually indicated for more severe 
disease (eg, hepatitis, encephalitis). (See ‘Genital infections’ 
above and ‘Other HSV-1 infections’ above.)

•	 Reducing risk of transmission – Patients with HSV-1 
infection should be educated about how HSV-1 is transmitted 
and provided with strategies to reduce the risk of transmitting 
virus to others (eg, avoid sharing utensils, glasses, or water 
bottles, particularly when patient has active lesions). They 
should also be reminded that HSV-1 can be transmitted to 
uninfected partners through oral sex, which may result in 
genital infections. (See ‘Preventing new HSV-1 infections’ 
above.)
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