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Herpes zoster virus (HZV) reactivation is commonly reported in elderly or immune compro-
mised patients. However, certain presentations are rarely reported in immune competent pa-
tients. Here we report a rare case of recalcitrant HZV infection, including 7 reactivations over 3 
years, in an immune competent patient. Due to the pain experienced, this patient self-referred 
to our clinic, and thus bypassed other specialties. As pain management specialists, it is critical 
to be aware of such presentations, the clinical implications involved, and management options 
to consider.
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Pain from herpes zoster virus (HZV) reactivation 
and post herpetic neuralgia (PHN) is an ever-
increasing part of the pain clinic patient 

population. However, such presentations in younger 
patients are normally associated with an immune 
compromised state. Although rare reports exist of 
zoster in immune competent patients (1,2), this is the 
first report of as many as 7 reactivations in less than 
36 months. In this report, we further review a possible 
link of HZV with protein S deficiency, as a potential 
harbinger of more grave pathology. We also discuss 

our central theme of a unique approach to pain 
control in such patients. 

Case RepoRt

A 38-year-old female with zoster-related pain 
(ZRP) was referred to our pain management clinic. 
The patient had a total of 7 HZV reactivations in the 
past 3 years. Each reactivation was at different der-
matomal levels, on different sides of the body, and 
associated with remnant pain for several months af-
terwards (Fig. 1). At no time did the patient develop 
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Fig. 1: Multiple crusted vesicles and erythema noted on the right T4 dermatome.
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lesions in more than 2 contiguous dermatomes, or le-
sions otherwise not confined to the thorax. The clini-
cal presentation included vesicles and crusted erosions 
associated with tactile allodynia. No other associated 
illnesses or specific stress triggers existed with the re-
activations, though the patient reported many “life 
stresses” with emotional upheaval. The patient has a 
complicated past medical history, but was tested for 
Herpes Simplex virus (HSV) and Human Immunodefi-
ciency virus (HIV) and found to be seronegative. Nota-
ble history included multiple thromboembolic events 
since age 18, a diagnosis of protein S deficiency de-
termined 1 year ago, arachnoiditis following lumbar 
discectomy surgery, asthma, and a neurogenic blad-
der. The patient and family refused further testing to 
better assess the inherited versus acquired origin of 
the protein S deficiency. An outside hospital placed 
a permanent implanted spinal cord stimulator as an 
analgesic modulation technique for the arachnoiditis. 
Outside of sporadic hospitalizations, the patient lives 
an independent productive life. 

In the Pain Management Center, the patient was 
encouraged to return during actual outbreaks. Treat-
ment was with oral antiviral agents, Lidoderm® 5% 
patch, tramadol tablets, amitriptyline, hydrocodone 
and acetaminophen, and epidural injections. Over the 
course of her visits to control ZRP, she underwent 6 

fluoroscopically-guided thoracic epidural injections 
(TESI) of methylprednisolone acetate (Depomedrol®), 
120 mg, in 4 mL of 1% preservative-free lidocaine hy-
drochloride (total volume = 6 mL placed at the derma-
tomal level of the outbreak). On her first 2 visits, the 
treatment was for PHN since the pain had persisted 
for more than 1 month after healing of the rash. She 
then returned for treatment during actual outbreaks, 
at our prompting. Following each TESI, the patient 
noted a regression and disappearance of the lesions 
with a reduction in her pain level so that she was able 
to discontinue her use of hydrocodone. Typically, le-
sions regressed within a week’s time following the 
TESI blocks, and did not recur for up to 2 months. Each 
reactivation resolved without complications, scarring, 
or long-term sequelae. She was referred to immunol-
ogy for an immune deficiency work up. No positive 
findings were noted via immunology studies including 
serology of Ig G, A, and M.

DisCussion

The number of immunocompromised patients 
from HIV disease and malignancy is increasing (3). 
As such, HZV reactivation, ZRP, and PHN pain control 
have become more important and the subject of mul-
tiple reviews (4-6). However, it is atypical to see reac-
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tivations in younger patients with no history of ma-
lignancy and no immune deficits. A literature search 
found no other case of 7 reactivations in an immune 
competent patient. 

The rarity of these cases excludes large-scale stud-
ies. The cause for such reactivations has been speculat-
ed upon, though not proven (2). For example, a recent 
report in immune competent children suggested the 
possibility of an immature immune response (7). How-
ever, in our case, we noted the history of protein S de-
ficiency. Protein S deficiency has been associated with 
HZV (8). In children, only varicella has been reported to 
cause protein S deficiency (8). This is believed to be a 
transient event occurring shortly after clinical varicella 
presentation, lasting up to 6 months (9,10). The trigger 
is believed to be an antibody generated during infec-
tion that targets the N-terminal part of protein S (11).
Though zoster represents localized reactivation of vari-
cella, it does cause complications such as encephalitis 
and hemiparesis, and it is relevant to consider the con-
sequences of further exacerbating protein S deficiency, 
especially for an adult (12). Other causes of acquired 
protein S deficiency, including HIV and Behcet’s disease, 
were absent in our patient (13,14).  

Inherited protein S deficiency is predominantly 
autosomal dominant. The degree of symptomatology 
varies in relation to the level of the deficiency (14). 
In inherited cases, familial protein S deficiency can 
present as thrombosis in the most susceptible family 
member during varicella infection, while not affect-
ing other family members (15). In this patient, the 
initial thrombotic episode was believed to be due to 
use of contraceptives, cigarette smoking, and an im-
mobilizing knee brace. Since no other family member 
developed thromboses, it may be that she is the most 
susceptible member with familial protein S deficiency. 
Unfortunately, due to the expensive and burdensome 
testing required of the patient and family, we could 
not define the inherited or acquired nature of her 
protein S deficiency. 

Another possibility to be identified is the relation-
ship of recurrent zoster as an initial presenting sign or 
harbinger of malignancy or immunocompromisation 
(16). This case emphasizes the importance of a com-
plete medical workup. As in previous reports with no 
other findings beyond HZV recurrence, we remain 
optimistic on the ultimate outcome (2). Nevertheless, 
the patient was referred to Immunology and is being 
monitored for potential changes in immune status or 
malignancy. 

When managing such patients, pain treatment is an 
essential part of appropriate care. However, the use of 
epidural steroid injections to treat zoster-related pain 
is controversial. In 2 separate prospective, randomized, 
controlled trials, intrathecal methylprednisolone 60 
mg mixed with lidocaine (3 mL of 3% solution) proved 
superior to epidural steroid injections or subarachnoid 
lidocaine only in treating patients with long-stand-
ing, refractory PHN (17, 18). Nevertheless, some have 
implicated the epidural use of another corticosteroid, 
trimacinolone, in 40 mg or 80 mg doses, during active 
HZV eruptions (19). However, in 3 cases presented in 
the study by Sen and Yarmush, there was no indication 
that diagnostic examinations corroborated the clinical 
impression that patients had developed acute zoster, 
thus no conclusions could be drawn regarding implied 
associations (19). In our patient, who did manifest clini-
cal features of recurrent HZV reactivations and who 
had proved seronegative for other viral exanthema, 
the use of epidural methylprednisolone mixed with li-
docaine produced a rapid and complete resolution of 
both the rash and the associated ZRP. No reactivation 
of the lesions or symptoms could be causally or tempo-
rally related to these interventions. 

It is possible that the analgesia experienced by 
our patient resulted from the sympathetic block that 
accompanies the administration of local anesthetic 
into the epidural space. As early as 1938, sympathetic 
blocks proved effective in treating symptoms of ZRP 
(20). Tenicela et al validated the concept of sympa-
thetic blocks in relieving the pain of zoster outbreaks 
in a randomized, double-blind, placebo controlled, 
cross-over study, with 90% of bupivacaine treated pa-
tients responding favorably, vs. 20% of saline controls 
(21). Lundborg offered corroborating evidence for a 
“fiber dissociation” mechanism amenable to sympa-
thetic blocks in 1975 (22). He demonstrated that small 
fibers (A-δ, C) could survive prolonged ischemia and 
hypoglycemia (commonly considered to be a mecha-
nism of pain associated with the intense inflammatory 
reaction caused by HZV reactivation) and subsequent-
ly recover, in contradistinction to larger fibers (22). 
Sympathetic blocks administered early after the onset 
of the zoster outbreak, then, would likely reduce the 
ischemic and hypoglycemic insult, allowing the small-
er sensory fibers to recover function, and also would 
reduce the resultant allodynia (23, 24). As the mecha-
nism of pain related to HZV remains elusive, and PHN 
remains a serious complication of HZV activation in 
inadequately treated patients, we remain commit-
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ted to offering this treatment to selected individuals 
for whom epidural corticosteroids are not otherwise 
contraindicated. This seems intuitive based on the 
possible relationship of PHN with ongoing peripheral 
nociceptive excitation combined with a central deaf-
ferentation mechanism, both suggested as interactive 
in the etiology of PHN (25).

In conclusion, this case highlights several themes. 
Firstly, not all cases of zoster are the same, and while 
we provide symptomatic relief, we need to work up 
possible causes of immune deficits. Considering the 
rarity of reports of zoster in immune competent pa-
tients, we recommend performing a full workup and 
consulting other subspecialties after 2 episodes of 
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