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Dear Cutis®:
I propose that Lee et al, the authors of “Hereditary 
Basaloid Follicular Hamartoma Syndrome”  

(Cutis. 2006;78:42-46), reconsider their diagnosis 
in favor of nevoid basal cell carcinoma syndrome 
(NBCS), especially in the context of their own 
statement to the effect that “familial BFHS [basaloid 
follicular hamartoma syndrome] possibly is a forme 
fruste of NBCS.” The countless brown papules on 
the face in Figure 1, the palmar pits in Figure 2, and 
the histopathologic findings stereotypical of infun-
dibulocystic basal cell carcinoma (BCC) in Figure 3 
surely compute to a diagnosis of a syndrome but one 
that in the skin consists of BCCs rather than basaloid 
follicular hamartomas. In brief, the captions origi-
nally published with the figures do not convey that 
every patient with innumerable infundibulocystic 
BCCs has NBCS.1

Sincerely,
A. Bernard Ackerman, MD
New York, New York

The author reports no conflict of interest.
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Scribendi; 2001. 

Figure 1. A patient with basaloid follicular hamartomas 
in a perioral distribution. Reprinted with permission from 
Cutis. 2006;78:42-46. ©2006, Quadrant HealthCom, Inc.

Figure 2. Palmar pits in the patient shown in Figure 1. 
Reprinted with permission from Cutis. 2006;78:42-46. 
©2006, Quadrant HealthCom, Inc.

Figure 3. A polypoid circumscribed lesion composed  
of anastomosing cords of basaloid cells with follicu-
lar differentiation (H&E, original magnification 34). 
Reprinted with permission from Cutis. 2006;78:42-46. 
©2006, Quadrant HealthCom, Inc.
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Author Response
We appreciate Dr. Ackerman’s comments, and with 
his recent letter to the editor concerning academic 
dermatology,1 we will engage in an “interplay of 
ideas” consisting of both dermatopathologic and 
clinical perspectives on why the syndrome aspects of 
basaloid follicular hamartomas (BFHs), infundibulo-
cystic basal cell carcinomas (BCCs), and BCCs are 
not the same entities. 

Dermatopathologically, one is always tempted to 
classify BFHs as BCCs. However, as pointed out in 
most of the standard dermatopathology texts, BFH 
is composed of folliculocentric strands and cords of 
blue cells that do not possess a high grade of nuclear  

pleomorphism, and usually does not possess the strik-
ingly fibrous stroma of BCCs that is focally myxoid.2 
In addition, with BFH one does not observe numerous 
mitotic and apoptotic figures as seen in BCCs. Also, 
molecular studies suggest that the human homologue 
patched (PTCH) signaling pathway might be altered in 
BFH; however, the level of dysregulation is lower than 
in patients with nevoid BCC syndrome (NBCS).3

Clinically, hereditary or generalized BFH syn-
drome (BFHS), multiple hereditary infundibulocystic 
BCCs (MHIBCCs), and NBCS can be distinguished 
based on several varying characteristics (Table).

In our article, to give a balanced review of the 
literature, we did mention that some authors believe 

Syndrome Review

	 	 Multiple 
		  Hereditary	  
		  Infundibulocystic	 Nevoid Basal Cell 
	 Basaloid Follicular	 Basal Cell 	 Carcinoma 
	 Hamartoma Syndrome4-6	 Carcinoma5,7	 Syndrome5,6,8

Inheritance	 AD	 AD	 AD

Gene	 Decreased PTCH	 Normal PTCH	 Lack of PTCH 
	 signaling pathway	 signaling pathway	 signaling pathway

Skin 	 Papules	 Papules	 Papules, plaques, 
morphology			   nodules

Basal cell 	 No	 Yes	 Yes 
carcinoma–like 
appearance

Aggressive nature	 No	 No	 Yes

Distribution 	 Yes	 Yes	 No 
favors head  
and neck

Palmar pitting	 Yes	 No	 Yes

Bone disease	 No	 No	 Yes

Ocular disease	 No	 No	 Yes

Systemic diseases	 Yes 	 No	 No 
	 (autoimmunity)

Systemic neoplasia	 No significant 	 No significant	 Significant association 
	 association 	 association	 (medulloblastoma, 
	 (breast and stomach CA,		  fibromas) 
	 chondrosarcoma reported)	  

*AD indicates autosomal dominant; PTCH, human homologue patched; CA, cancer.
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these syndromes are the same. Some patients with 
NBCS have been reported to have BFH intermixed 
among BCCs.9 However, side-by-side comparisons 
do not support this premonition.4-8 BFHS acts and 
looks different than MHIBCC and NBCS (Figures 1  
and 4). In fact, MHIBCC also is different from 
NBCS.5,7 Furthermore, medulloblastomas, rare tumors 
associated with NBCS, have not been reported in 
BFHS or MHIBCC.8 Finally, BFHS lesions are benign 
and do not require extensive surgical procedures as is 
routine for patients with NBCS.4

Although, in general, dermatology and dermato- 
pathology would benefit from reevaluation and con-
solidation of some entities, we feel that hamartomas 
such as BFH should not be classified with malignant 
neoplasms such as BCC; rather, if consolidation would 
need to be performed, one should classify all of the hair 
follicle–derived hamartomas together. In conclusion, to 
say the patient we presented had NBCS is incorrect, 
even withstanding dermatopathologic controversies. 
We do agree with Crawford and Kobayashi5 in that these 
syndromes may share characteristics of abnormalities 

in the same signaling pathway but with resultant varia-
tions in extent and severity of each. 

Sincerely,
Drazen M. Jukic, MD
Joseph C. English III, MD
Pittsburgh, Pennsylvania

The authors report no conflict of interest.
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Figure 4. Typical lesions of nevoid basal cell carci-
noma syndrome.


