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Abstract: Recurrent intraoral herpes (RIH) is a reactivation of herpes simplex virus 1 (HSV 1) 

and is treated with an antiviral. In this pandemic situation, limited access to health care may lead 

to many consequences. This case report reports the difference in clinical response between 

acyclovir and valacyclovir in RIH and treatment in the pandemic situation. A 24 years old man 

complained of ulcers and pain in the mouth in the last two weeks. The patient had a history of 

recurrent ulcers since a year ago. Intraoral examination showed multiple ulcers, with erythema 

halo, 0.2-0.3 cm in diameters on the tongue, uvula, and pharynx. The patient had difficulty in 

eating. The IgG anti-HSV 1 test showed a positive result, and the lesions were diagnosed as 

RIH. The patient was treated with acyclovir, benzylamine HCl, and vitamin B12. One month 

after treatment, the lesions improved, but new lesions still emerged. Therefore, valacyclovir was 

substituted for acyclovir. Since the patient had difficulty in going to the hospital due to the 

lockdown policy, medication for two weeks was prescribed for him. One month after treatment 

with valacyclovir, there was no more new lesion emerging. In conclusion, there was a difference 

in clinical response between acyclovir and valacyclovir. It is assumed that the patient has 

resistancy to acyclovir which resulting in poor improvement. The pandemic condition forces us 

to be flexible in handling patients and adapting to government conditions and rules. 
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INTRODUCTION 
Herpes virus is a DNA virus that can 

cause various diseases in the oral cavity.1 

One of the herpes virus families often found 

in humans is herpes simplex virus (HSV) 

types 1 and 2, with a prevalence of 60% to 

90%.2 HSV 1 is associated with oral cavity 

infections, while HSV 2 is associated with 

genital infections.2 HSV 1 lesions can appear 

on the lips, oral mucosa, and tongue, and last 

for a week to 10 days.3 Herpetic lesions 

appear as vesicles and then they rupture, 

leaving ulcerated lesions.4 Antivirals inclu-

ding acyclovir and valacyclovir can help 

patients to recover.5 

Treatment of patients with oral lesions, 

such as HSV1, may be disrupted due to the 

COVID-19 pandemic.6 The pandemic that 

has been going on since March 2020 has led 

to the emergence of various government 

regulations to reduce the spread of Covid-

19.7 Uncertain pandemic conditions made 

dentists must be able to adapt to patient care. 

This case report discussed the difference 

in clinical response between acyclovir and 

valacyclovir in HSV 1 infection and adapta-

tion treatment in the pandemic situation. 

 

CASE REPORT 
A 24-year-old male came to the oral 

medicine department with complaints of 

ulcers on the side of the tongue and throat that 

appeared two weeks ago. He had history of 

ulcers since one year ago. The patient worked 

as a teacher and claimed to experience much 

stress, especially during the Covid-19 pande-

mic. The patient had been to several dentists 

and general practitioners and was given 
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mouthwash and antibiotics, but there was no 

improvement. During the intraoral examina-

tion, multiple ulcers were found on the 

anterior and lateral of the tongue as well as 

on the pharynx. Based on the oral examina-

tion, this patient was suspected as recurrent 

intraoral herpes with a differential diagnosis 

of acute pharyngitis. The patient was adviced 

to take routine blood tests, anti-HSV 1 IgG 

and IgM tests. Alloclair mouthwash, benzy-

damine HCl, vitamin B12, and folic acid 

were prescribed for the patient. 

On the second visit a week later, the 

patient informed that the complaints had 

improved. However, new ulcers appeared on 

the left front part of the tongue. The labo-

ratory examination showed that the results of 

routine blood tests were normal. The anti-

HSV 1 IgG test was positive with a value of 

97.8 (positive reference value >25) and the 

IgM test was 0.3 which confirmed the diag-

nosis of recurrent intraoral herpes. Alloclair 

and benzydamine were discontinued. Vita-

min B12 and folic acid were still consumed 

added with acyclovir 200 mg 5 times a day. 

On the third visit a week later, com-

plaints of ulcers on the tongue still remained 

with VAS value of 9, which did not decrease. 

New painful ulcers appeared on the right 

inner lip. Therefore, the dose of acyclovir 

was increased to 400 mg 5 times a day added 

with benzydamine HCl before meals to 

overcome the pain while eating. 

On the fourth visit, the complaints of 

ulcer on the left tongue decreased, but a new 

ulcer appeared on the right buccal mucosa. 

Ulceration on the left lateral tongue improved 

and ulceration on the lower lip mucosa 

healed. We suspected that the patient did not 

use acyclovir as recommended 5 times a day 

which was inconvenient for the patient. 

Therefore, acyclovir was discontinued and 

replaced with valacyclovir 500 mg twice a 

day. Medication was prescribed for 2 weeks 

due to lockdown policy which made it 

difficult for the patient to pay a visit. 

On the fifth visit, two weeks after using 

valacyclovir, there was no new complaints. 

Intraoral examination showed that the lesion 

healed and no new ulcers appeared. 

 

DISCUSSION 

Herpes simplex virus 1 is the cause of 

recurrent intraoral herpes (RIH).1 HSV can 

become latent in the trigeminal nerve gang-

lion and be reactivated due to several factors 

such as stress, fatigue, trauma, age, sun 

exposure, and immunocompromised condi-

tions.2,8 In this patient, we suspect that the 

leading cause of reactivation of the HSV 

virus is stress due to workload and pandemic 

condition. Such condition is usually self-

limiting after two weeks.1 However, this 

healing does not occur in the patient because 

of the stress that occurs continuously. 

HSV 1 infection can occur in the oral 

mucosa, oropharynx, and skin above the 

waist. 1,8 The recurrence of HSV infection 

often appears on the lips and keratinized 

mucosa but does not rule out the possibility of 

appearing on another oral mucosa such as the 

tongue.8 RIH usually presents with clustered 

vesicles that rupture and leave ulcers.3,4 The 

same clinical picture was seen in this patient 

with ulcerated lesions on the oropharynx, 

tongue, buccal mucosa, and labial mucosa. 

The diagnosis of RIH is usually con-

firmed from the patient's history and clinical 

condition.1 HSV 1 and 2 can be identified 

based on their specific antibodies.8 The 

patient had an increase in anti-HSV 1 IgG 

antibody almost 4 times the reference value 

which indicates the presence of chronic 

infection caused by HSV1. 

Treatment of HSV infection depends on 

the severity.3 Mouthwash can be prescribed 

to reduce pain and antivirals in hopes of 

reducing symptoms.3,5 The patient was given 

benzydamine HCl mouthwash to reduce 

pain, therefore, he could enjoy his meal.9 

Antiviral drugs commonly given for oral 

herpes infections are acyclovir and vala-

cyclovir, with acyclovir being the first line 

antiviral.1,5 These drugs can inhibit viral 

DNA synthesis and replication.2 As a sub-

strate for viral DNA polymerase, acyclovir 

triphosphate competes with deoxyguanosine 

triphosphate and is integrated into viral 

DNA, causing premature DNA chain termi-

nation.10 The dose of acyclovir can vary from 

200 mg to 500 mg, given five times a day 

because of its short half-life.1,8,11 In this case, 
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we gave him 200 mg 5 times a day as initial 

therapy and hoping that acyclovir would 

increase the healing speed of ulcers and 

decrease new lesions. 

Due to the slow healing and the 

emergence of new ulcers, we decided to 

increase the dose of acyclovir to 500 mg 5 

times a day. Acyclovir is usually effective to 

treat herpes simplex virus.8 However, despite 

increasing the dose of acyclovir, the patient 

still got new lesions.

 

 

 
Figure 1. First visit, multiple ulcers on the tongue (a) and pharynx (b) 
 
 

 
Figure 1. Second visit, healing of the right lateral tongue (a) and pharynx (b); new ulcer on the left 

lateral tongue (c) 
 
 

 
Figure 3. Third visit, ulcer on the left lateral tongue (a) had not yet healed, and a new ulcer appeared 

on the lower lip mucosa (b) 
 
 

 
Figure 2. Fourth visit. lesion on the left lateral tongue healed (a) and a new ulcer appeared on the 

right buccal mucosa (b) 
 
 

 
Figure 3. Fifth visit, after using valacyclovir, there were no lesions on the lower labial mucosa (a), 

left lateral tongue (b), and right buccal mucosa (c)  
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Acyclovir has a low solubility in water 

and after oral administration the bioavaila-

bility is low, with 85% stay in unmetabolized 

form, needing relatively more frequent admi-

nistration to achieve viral suppression.12,13 

This can make the patient level of com-

pliance decreased.14  Therefore, we replaced 

the antivirus with valacyclovir due to its 

more convenient dosing.4 

Valacyclovir is a prodrug, that converts 

to acyclovir rapidly after oral administration 

and has plasma concentrations 3–5 times 

higher than acyclovir.4,11,15 Valacyclovir had 

the same mechanism of action as acyclovir 

but have higher oral bioavailability up to 

70%.13 The use of valacyclovir at a dose of 

1g per day can reduce symptoms of infection 

and reduce viral shredding.3 Valacyclovir 

had a longer duration of action and 7 to 10 

days of valacyclovir is recommended.8,11  

The lockdown conditions imposed by the 

government caused us to prescribe valacyclo-

vir 500 mg 2 times a day for two weeks. In 

addition to the lockdown conditions, the 

patient refused to control through telemedi-

cine because he had an unpleasant experience 

with telemedicine. The patient has tried to 

consult various doctors through telemedicine, 

but the condition of his oral cavity has not 

improved. In dealing with this condition, we 

asked the patient to control after two weeks. 

After using valacyclovir for two weeks, the 

patient came back and showed healing of the 

ulcer and no new lesion.   

We believe that the patient used the drug 

regularly because it is more convenient to use 

valacyclovir 2 times daily. This result in an 

improvement in the clinical response. Another 

case report also showed improvement in 

herpetic lesion after switching drugs from 

acyclovir  to valacyclovir due to patient’s low 

obedience.16  

 

CONCLUSION 

In recurrent intraoral herpes caused by 

the herpes simplex virus 1, acyclovir is the 

first line therapy. However, valacyclovir can 

be used to replace acyclovir if there is no 

clinical improvement in the patient after 

treated with acyclovir. 

Uncertain pandemic conditions with 

many new regulations that have undergone 

many changes, have made it difficult for 

patients to get the utmost care. This condition 

encourages dentists to be more flexible in 

providing care including using teledentistry. 
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