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Granuloma annulare has been a commonly reported 
�second disease� as part of an isotopic response. 
Other diseases reported include lichen planus, 
granulomatous folliculitis, tinea, multiple epidermoid 
cysts, morphea, rosacea, erythema annulare cetrifugum 
and sarcoidosis (scar sarcoidosis).[2-4]

Our case was interesting because it represented a 
segmental presentation of a preexisting generalized 
disease. The segmental presentation usually precedes 
the development of generalized lesions. The other 
salient feature was the presence of prominent 
Koebnerization or isomorphic phenomenon, 
concurrently presenting with an isotopic response. 
The need for distinguishing isomorphic response as 
a totally different entity from the isotopic response 
has been dealt before by Thappa. [4] The term isotopic 
response as mentioned earlier refers to the occurrence 
of a new skin disorder at the site of another, unrelated, 
and already healed skin disease. The isomorphic 
response, or Koebner phenomenon, indicates the 
appearance of typical skin lesions of an existing 
dermatosis at sites of injury.[4] However, considering 
that granuloma annulare has been described 
commonly in the contexts of both isomorphic and 
isotopic response, we wonder if there could be an 
underlying common pathology? Happle[5] has, in a 
recent article, suggested that in polygenic disorders, 
such as granuloma annulare, which sometimes 
shows segmental or linear patterns, a genetically 
oriented concept of an isolated or superimposed 
segmental manifestation may be more meaningful. 
Happle suggests that this genetic basis possibly 
involves loss of heterozygosity of one of the genes 
that predispose to the disorder.[6] Local neuroimmune 
dysregulation set off by herpes virus-induced lesions 
of dermal sensory nerve fibers has been suggested 
as a possible explanation for the Wolf�s response by 
Ruocco et al.[3] Psoriasis is another condition, which 
has been described in the context of both isotopic 
and isomorphic responses. The role of substance P 
has been considered in the pathogenesis of psoriasis 
occurring in herpes zoster scars, as substance P 
is implicated in the pathogenesis of psoriasis as 
well as in the pathogenesis of pain associated with 
herpes zoster.[5] Through this article we would like 
to highlight the possibility of both isotopic and 
isomorphic response occurring simultaneously, thus 
suggesting the possibility of some common link in the 
etiopathogenesis. It is possible that neuropeptides are 
significantly involved in both conditions.
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Finasteride-induced Finasteride-induced 
gynecomastiagynecomastia

Sir,
Finasteride has successfully been used for treatment of 
male androgenetic alopecia.[1] Gynecomastia is a rare 
adverse effect of this drug, which has been reported 
by some authors, especially at the dose of 5 mg/d;[2] 
few authors have also reported of this complication 
with 1 mg/d finasteride.[1] We also observed the same 
adverse effect in two patients receiving orally 1 mg/d 
finasteride.

Case 1: A 19- year-old man affected by male pattern 
hair loss (MPHL) received finasteride, 1 mg/d for 
8 months. Seven months later, he presented with a 
painful enlargement of his left breast, with no evident 
nodules at palpation. On sonography, there was diffuse 
increase in breast tissue, without any abnormal mass 
or parenchymal distortion [Figure 1]. Axillary lymph 
nodes were normal. Laboratory evaluations including 
testosterone, free testosterone, luteinizing hormone, 
dehydroepiandrosterone, and prolactin were within 
normal range. Dihydrotestosterone level was 135 µg/ 
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100 mL (normal, 133-441). Follicle-stimulating hormone 
was 1.1 IU/L (normal, 1.4-10.5). 17-hydroxyprogesterone 
level was elevated at 3.63 ng/mL (normal, 0.5-2.4). The 
result of semen analysis was normal. Liver function 
and thyroid function studies were normal. Any other 
causes of gynecomastia, including other drug-induced 
gynecomastia and breast cancer, were ruled out in 
this patient by endocrine consultation. Treatment was 
stopped, and 4 months later gynecomastia completely 
disappeared and laboratory tests returned to normal 
levels. Two months later, the patient was restarted on 
the finasteride regimen, 1 mg every alternate day, with 
no relapse of gynecomastia.

Case 2: A 43-year-old man with male pattern hair loss 
(MPHL) presented with unilateral painful mammary 
enlargement that had developed 20 days after starting 
finasteride 1 mg/d. He presented with a gynecomastia 
of the right breast [Figure 2], with no evident nodules 
at palpation. He also noticed a decrease in libido 
during treatment with finasteride. There was a history 
of opium use since 20 years, but he had stopped it 
6 months before starting the finasteride regimen. 
Results of hormone studies were normal. He refused to 
undergo sonography or mammography. Treatment was 
stopped, and 3 months later the pain decreased, but 
after 7 months he still had the right breast enlargement.

Reduction in serum dihydrotestosterone is a theoretical 
cause of gynecomastia induced by finasteride.[3] 
Ferrando et al., reported four cases of gynecomastia 
induced by 1 mg/d finasteride. All cases had unilateral 
gynecomastia and the symptoms disappeared after 
discontinuation of therapy.[1] Some authors have 
reported the occurrence of gynecomastia with the use 

of finasteride for benign prostatic hypertrophy.[2,4,5] 
A similar case of unilateral painful gynecomastia by 
using 1 mg/day finasteride has been reported by Wade 
and Sinclair.[3] Our both patients also presented with 
a unilateral painful gynecomastia, which showed 
complete resolution in one and partial resolution in 
the other after cessation of therapy, but Miller et al., 
reported recurrent gynecomastia, with finasteride in 
treating benign prostatic hyperplasia.[5] Continued 
surveillance and close follow-up of cases on long-
term treatments with finasteride are needed for better 
knowledge of real incidence of gynecomastia.
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Figure 1: Breast sonography of the patient who received 1 mg/
day fi nasteride

Figure 2: Breast enlargement of the patient who received 1 mg/
day fi nasteride


