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Post-Herpetic Neuralgia
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 Introduction

Primary varicella infection (chickenpox) is typi-
cally a mild and self-limited childhood illness 
presenting with a characteristic rash (pox), fever, 
malaise, and fatigue. Following primary infec-
tion, the varicella zoster virus (VZV) exists in a 
clinically inactive state in the dorsal root ganglia 
spinal nerves or sensory ganglia of cranial nerves. 
The virus can remain latent for years, but has the 
potential to reactivate as acute herpes zoster 
(AHZ)—typically seen as a blistering skin rash 
in the distribution of the affected ganglia. 
Symptoms are usually self-limited and resolve 
within several weeks. However, a subset of 
patients may have persistent pain that can last for 
months to years. If persistent, this neuropathic 
pain condition is known as post-herpetic neural-
gia (PHN) and is the most common complication 
from AHZ. Though a 3-month time period for 
continued pain is typically used as a defining cri-
terion for PHN, time frames in the literature 
range between 1 and 6 months.

 Risk Factors

The risk of AHZ increases with advanced age. In 
the general population, the lifetime risk of AHZ 
is 25% and escalates to greater than 50% in those 
older than 80 years. In general, immunocompro-
mised patients are at increased risk for AHZ. 
Specific examples include advanced age (older 
than 50), patients with HIV, diabetes, respiratory 
diseases, and/or cancer, and patients that take 
medications (e.g., steroids, chemotherapy) that 
weaken the immune system.

There are several risk factors cited in the lit-
erature that increase the chance of developing 
PHN after AHZ. Like AHZ, the elderly are sus-
ceptible—nearly 75% of PHN cases are seen in 
those 60 years and older. Other named risk fac-
tors include: female gender, pain/neurologic 
symptoms prior to rash (prodrome), uncontrolled 
acute pain, and rash severity during AHZ.

 Pathophysiology

The pain associated with acute herpetic neuralgia 
is likely due to inflammation and damage to the 
nerve structures during AHZ. Neural damage is 
amplified through peripheral and central sensiti-
zation mechanisms. Even innocuous afferent 
input may result in increased spontaneous activ-
ity of primary nociceptive and their associated 
second-order neurons.
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 Clinical Manifestations

AHZ and PHN most commonly affect thoracic 
and cervical sensory spinal nerves in addition to 
one or more divisions of the trigeminal ganglion. 
Patients present with pain and sensory distur-
bances along affected nerve distributions. Pain 

can be spontaneous, paroxysmal, and/or evoked 
with even innocuous stimuli. Allodynia, hyperes-
thesia, and dysesthesia are common. Sensory dis-
turbances can include loss of thermal, tactile, and 
vibration sensations. Persistent pain can affect 
quality of life, interfere with activities of daily 
living, and result in chronic fatigue, sleep disor-
ders, depression, and anxiety.

Table 148.1 Post-herpetic neuralgia treatment modalities

Common agents/modalities Side effects and limitations

Tricyclic antidepressants (TCA) • Amitriptyline • Anticholinergic side effects 
(drowsiness, dry mouth, 
constipation, urinary retention, 
blurry vision)

• Nortriptyline

• Desipramine

Anticonvulsants • Gabapentin • Somnolence, dizziness, 
confusion, ataxia• Pregabalin

• Valproic acid

Topical Agents • Capsaicin (may require multiple 
daily applications for pain relief)

• Burning sensation, erythema 
(more frequently seen with 
higher concentrations)

• Lidocaine cream, ointment, or patch • Local skin irritation

Opioids • Morphine, oxycodone, tramadol, 
methadone, clonidine most 
commonly used

• Sedation, respiratory 
depression, tolerance, physical 
dependence, overdose

• Not suitable for long-term use

Infusion therapies • Ketamine • Increased bronchial secretions, 
emergence reaction, cognitive 
dissociation

• Magnesium • Arrhythmias, fatigue, sedation, 
blurred vision, respiratory and 
cardiac depression

• Lidocaine

Cutaneous/electrical nerve stimulation 
(TENS)

• TENS unit • Skin irritation

• Acupuncture • Small risk for infection

Interventional pain techniques • Intercostal nerve blockade/
neurolysis, cryotherapy

• Questionable efficacy

• Sympathetic Blockade • Deafferentation neuritis, nipple 
anesthesia

• Epidural steroid injection • Risk for bleeding and infection 
with more invasive techniques

• Intrathecal steroid injection 
(therapeutic benefit not proven and 
thought to be unsafe)

• Arachnoiditis

Neurosurgical techniques • Electrocoagulation of dorsal root, 
anterolateral cordotomy

• Permanent neurologic deficits

• Questionable efficacy

• Dorsal root and/or dorsal column 
stimulator

• Risk for bleeding and infection 
with more invasive techniques

• Lead migration
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 Management

No disease modifying agents currently exist for 
PHN. Therapy should be geared towards symp-
tom control. Often multiple agents may be neces-
sary to achieve optimal pain control. Topical 
agents, tricyclic antidepressants (TCAs), and 
anticonvulsants are recommended as first-line 
agents. Topical applications of lidocaine and cap-
saicin are generally well-tolerated, have minimal 
side effects, and may offer efficacious pain relief. 
Although opiates can also provide analgesia, they 
should not be offered as an initial option. If pre-
scribed, close monitoring is recommended. Non- 
pharma cological treatments such as 
transcutaneous electrical nerve stimulation 
(TENS), acupuncture, and behavioral therapies 
should also be considered in patients who have 
failed first-line pharmacologic treatments. Of 

note, NMDA receptor antagonists and antiviral 
medications have not been shown to be effective 
for treating PHN.

The zoster vaccine is recommended for pre-
vention of AHZ and PHN in patients 50 years old 
or greater, particularly those with a previous his-
tory of AHZ. The vaccine is not recommended in 
patients who have already received the varicella 
vaccine (Table 148.1).
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