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Abstract: Herpes simplex virus type 1 (HSV-1) is a common neurotropic virus that remains latent in sensory neurons 

after the initial infection. Reactivation can occur throughout life, especially in the presence of triggering factors such as 

trauma, immunosuppression, or stress. We present a case of a 72-year-old male developed herpetic stomatitis with perioral 

vesicular lesions following multiple traumatic injuries, including severe head trauma and subarachnoid hemorrhage. 
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INTRODUCTION 
Herpes simplex virus type 1 (HSV-1), and type 2 (HSV-2) are two of the most prevalent human viruses; worldwide 

prevalence is estimated at up to 67% and 13% respectively. Transmission of both occurs through close contact and results 

in a lifelong infection [1, 2], which is characterized by periodic reactivation at the infection site. HSV-1 virus is primarily 

transmitted by oral-to-oral contact, while HSV-2 is almost entirely sexually transmitted, causing genital herpes [2, 3]. 

Latent infection occurs primarily in sensory neurons, characterized by silencing of most viral genes via epigenetic 

repression, HSV reaches peripheral neurons via retrograde axonal transport. Reactivation occurs in response to neuronal 

stress and is mediated by the JNK-DLK signaling pathway, facilitating gene expression [2]. The immune system of an 

individual tends to decay upon aging, trauma, stress and opportunities arise for HSV to reactivate in the organism and 

spread to tissues [3]. Brain injury induces systemic immunosuppression, which increases the risk of HSV reactivation; this 

reactivation was linked to a specific monocyte transcriptomic signature that it is characterized by impaired interferon-γ 

mediated and antiviral responses, suggesting that trauma-induced immune dysregulation facilitates viral reactivation and 

may negatively impact neurological outcomes [4]. This case report emphasizes the reactivation of HSV-1 following a 

multiple traumatic injury (including traumatic brain injury). 

 

CASE PRESENTATION 
72 year-old male patient who was admitted to Internal Medicine service after a multiple contusion due to a traffic 

accident presenting severe head trauma, subarachnoid hemorrhage, unstable thorax and patellar fracture. During his 

hospitalization he developed with septic shock due a urinary tract infection. Three days after multiple trauma he began 

with a dermatosis located in the perioral region characterized by multiple vesicles with a diameter of 1-3 mm (Figure 1), 

with a tendency to confluence, without internal involvement of the oral mucosa, which progressed to a necrotic warty 

appearance (Figure 2), a diagnosis of herpetic stomatitis was made. Management was started with supportive care measures 

and oral acyclovir with subsequent resolution and improvement of the condition (Figure 3).  
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Figure 1 

 

 
Figure 2 

 

 
Figure 3 

 

DISCUSSION 
HSV-1 is a widely distributed neurotropic human pathogen that is transmitted mainly by intimate contact between 

infected and susceptible individuals, and it may cause labia or ocular infections [5], after primary infection of epithelial 

cells, the virus becomes latent in neurons of the peripheral nervous system and can be periodically reactivated resulting in 
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recurrent clinical or subclinical episodes throughout life [5]. A range of stimuli, including trauma, emotional stress, 

hormone imbalance, UV exposure, fever, and immunosuppression, can reactivate the latent virus within infected ganglia 

[5, 6], on this case the reactivation was due to severe head trauma and subarachnoid hemorrhage, local injury to nerves or 

ganglia can precipitate viral reactivation [6]. Multiple mechanism has been described, including direct nerve injury, that 

can facilitate viral reactivation from latency due to direct disruption of the neuronal integrity or ganglionic 

microenvironments, and the associated stress response, including activation of sympathetic system and activation of the 

glucocorticoid receptor which can promote viral gene expression and further reactivation [2-6]. Head trauma triggers 

cascades of secondary injuries that promote neuroinflammation, excitotoxicity, and disruption of the blood-brain barrier. 

Traumatic brain injury provides a unique environment for these triggers, initiating an acute inflammatory response 

characterized by the release of cytokines such as IL-1β, TNF-α, and IL-6. By interfering with immune surveillance systems 

and neuronal homeostasis, these cytokines foster an environment favorable for HSV reactivation. Diagnosis is mainly 

clinical, based on the patient's history and physical examination [7, 8]. 

 

The treatment of herpetic stomatitis is primarily supportive including adequate hydration, pain control and topical 

anesthetic, with the addition of oral antiviral therapy in selected cases; moderate to severe cases, oral acyclovir dose ranges 

from 15 to 20 mg/kg/dose, up to 400 mg/dose five times daily for 7 days; other options includes valacyclovir 1 g twice 

daily for 7 days. In immunocompromised patients administration of acyclovir is recommended to be intravenous (5 to 10 

mg/kg/dose IV every 8 hours). The administration of topical antiviral is not routinely recommended due to limited efficacy 

[9,10]. 

 

CONCLUSIONS 
Trauma can precipitate reactivation of herpes virus, likely due to a compromised immune system or direct nerve 

damage. These findings underscore the importance of considering HSV reactivation in patients with head trauma. 
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