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The important finding in this case was that subcorneal 
neutrophilic pustules and subcorneal eosinophilic 
pustules were observed simultaneously; however, it is 
difficult to explain the findings. We think that these two 
forms of pustules might be due to different pathogenic 
mechanisms or simply due to the time course of each 
lesion. A biopsy from the abdominal lesion performed 
1 week after the appearance of the erythematous papules 
showed subcorneal eosinophilic pustules. By contrast, a 
biopsy from the right forearm performed 1 month after the 
occurrence of the vesicular eruptions displayed subcorneal 
neutrophilic pustules. Indeed, Takata et al.[1] performed a 
biopsy 3 weeks after onset and diagnosed eosinophilic 
cellulitis with  subcorneal eosinophilic pustules, whereas 
Chao et al.,[2] performed a biopsy after 6 weeks and 
diagnosed eosinophilic cellulitis with subcorneal pustules 
containing both neutrophils and eosinophils. Eosinophils 
can release interleukin (IL)-8, which exhibits chemotactic 
activity for neutrophils.[5] We postulate that subcorneal 
eosinophilic pustules could be sequentially replaced by 
subcorneal neutrophilic pustules.
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Oculocutaneous tyrosinemia: Oculocutaneous tyrosinemia: 
A case report with delayed A case report with delayed 
diagnosis and excellent response diagnosis and excellent response 
to dietary modifi cation to dietary modifi cation 

Sir,
Oculocutaneous tyrosinemia (tyrosinemia type II, 
Richner–Hanhart syndrome) is a rare inherited disorder 
involving tyrosine metabolism. Ocular symptoms 
classically appear months to years before the typically 
painful palmoplantar hyperkeratosis. Although many 
of the reported families are known to be of Italian 
origin,[1] the disease has also been reported from other 
areas of the world, including India.[2]

An 11-year-old girl, born to a consanguineous marriage, 
presented with painful plantar hyperkeratosis that she 
had suffered, from the age of 2 years. She was admitted 
to the emergency department several times during her 
childhood due to severe attacks of pain that affected 
walking. A punch biopsy from the sole of her foot taken 
5 years ago revealed compact orthohyperkeratosis, 
hypergranulosis, and epidermal hyperplasia consistent 
with palmoplantar keratoderma. She had ocular 
surgery to treat bilateral corneal ulcers when she 
was aged 1 year, with a presumptive diagnosis of 
herpes. Dermatological examination revealed sharply 
demarcated, yellowish hyperkeratotic plaques localized 
to pressure bearing areas on both plantar surfaces and 
the palmar surface of her fingertips [Figures 1a and 2a]. 
The lesions were tender to palpation and accompanied 
by hyperhidrosis. Bilateral irregular astigmatism due 
to corneal opacities was noted on eye examination. 
Her maternal uncle had similar plantar lesions and her 
maternal grandmother experienced early deterioration 
of vision. Her parents and 7-year-old sister did not 
have any skin or eye complaints.

Oculocutaneous tyrosinemia was suspected, which 
was supported by her elevated blood and urinary 
tyrosine levels (blood tyrosine level: 1526 μmol/L, 
normal: ≤100 μmol/L; urinary tyrosine level: 521 
mmol/mol creatinine, normal: ≤58 mmol/mol 
creatinine) measured at baseline (the patient’s parents 
and sibling had normal blood and urinary tyrosine 
levels). Sequencing of the complete coding region of 
the cytoplasmic tyrosine aminotransferase (TAT) gene 
revealed the known mutation c.355C>T (p.R119W) 
(the mutation was homozygous in the patient and 
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heterozygous in both parents). This confirmed the 
diagnosis of oculocutaneous tyrosinemia. A modified 
diet with strict restriction of tyrosine and phenylalanine 
was started. The patient reported significant 
improvement of her skin lesions and pain within the 
first week of treatment. At the 3-week follow-up, almost 
complete regression of the hyperkeratotic plaques 
was noted [Figures 1b and 2b]. During the 1.5 years 
after diagnosis, the patient has largely adhered to 
the recommended diet and remained symptom-free, 
except for brief periods of non-adherence followed by 
mild exacerbations.

Oculocutaneous tyrosinemia is a rare genetic 
disorder of tyrosine metabolism with autosomal 
recessive transmission. Among the tyrosinemias, 
oculocutaneous tyrosinemia is the only form with 
typical hyperkeratotic lesions of the palmoplantar 
area. They usually arise as bullae and erosions during 
childhood and progress to sharply demarcated, 
yellowish plaques limited to pressure points. Intense 
pain is an important diagnostic clue. Patients usually 
present with ocular findings such as photophobia 
and corneal ulcers in the first year of life. Mental 
retardation is a highly variable feature.[1] Our patient 
had normal intelligence (intelligence quotient = 110, 
Cattell Culture Fair Intelligence Test).

Various dermatological, ophthalmological, and 
neurological findings of oculocutaneous tyrosinemia 
have been reported. Lesions of the skin and eyes are 
probably caused by deposition of tyrosine crystals 
leading to an inflammatory response.[3] The disorder can 
be diagnosed by the detection of a high plasma tyrosine 

Figure 1: Yellowish focal hyperkeratotic plaques without an 
erythematous border on the soles (a) before, and (b) 3 weeks after 
the patient started a tyrosine-restricted diet

a b

Figure 2: (a) Plaques on the fi ngertips, (b) showing regression 3 
weeks after the patient started a tyrosine-restricted diet

a b

level and a normal plasma phenylalanine level, and 
can be confirmed by demonstrating a mutation in the 
tyrosine aminotransferase gene located on chromosome 
16q22.1-q22.3.[4] Dietary restriction of tyrosine and 
phenylalanine is a highly effective treatment. Our 
patient’s daily protein consumption was modified with 
0.6 g/kg/day of natural proteins and 0.6 g/kg/day of 
phenylalanine and tyrosine-restricted special formula. 
She was advised to abstain from excessive amounts of 
protein-rich foods such as meat, milk, and egg products. 
Following these dietary principles, her symptoms were 
under control while maintaining an adequate and 
balanced intake of nutrients for growth.

Timely diagnosis can help in the regression of lesions, 
reduce pain, and save vision, and thus greatly improve 
the patient’s quality of life. In addition, mental 
retardation can gradually progress if the patient is not 
treated.[5] The coexistence of painful keratoderma with 
ocular symptoms should lead physicians to suspect a 
diagnosis of oculocutaneous tyrosinemia.

ACKNOWLEDGMENTACKNOWLEDGMENT

The authors thank the patient and her family for their 
participation in the study. RCB is recipient of a Heisenberg 
Professorship from the German Research Foundation (DFG).

Burak Tekin, Deniz Yucelten, Burak Tekin, Deniz Yucelten, 
Cigdem A. ZeybekCigdem A. Zeybek1, Ertugrul Kiykim, Ertugrul Kiykim1, , 

Maria WehnerMaria Wehner2, Regina C. Betz, Regina C. Betz2, Ayse E. Toker, Ayse E. Toker3

Departments of Dermatology, 3Ophthalmology, Marmara University 
School of Medicine, 1Department of Pediatrics, Division of 

Metabolism, Istanbul University Cerrahpasa Medical Faculty, Istanbul, 
Turkey, 2Institute of Human Genetics, University of Bonn, 

Bonn, Germany



Letters to the Editor

305Indian Journal of Dermatology, Venereology, and Leprology | May-June 2015 | Vol 81 | Issue 3

Address for correspondence:Address for correspondence: Dr. Burak Tekin, 
Marmara University Pendik Training and Research Hospital 

Department of Dermatology, Mimar Sinan Street, 
No: 41. Pendik/Istanbul, Turkey. 

E-mail: burak.tekin@marmara.edu.tr

REFERENCESREFERENCES

1. Krol AL, Siegel D. Keratodermas. In: Bolognia JL, Jorizzo JL, 
Schaffer JV, editors. Dermatology. 3rd ed. China: Elsevier; 2012. 
p. 871-85.

2. Gokhale NS, Dherai AJ, Desai H, Ashavaid TF. Unusual 
dendritic keratitis. Indian J Ophthalmol 2007;55:57-9.

3. Valikhani M, Akhyani M, Jafari AK, Barzegari M, Toosi S. 
Oculocutaneous tyrosinaemia or tyrosinaemia type 2: A case 
report. J Eur Acad Dermatol Venereol 2006;20:591-4.

4. Madan V, Gupta U. Tyrosinaemia type II with diffuse 
plantar keratoderma and self-mutilation. Clin Exp Dermatol 
2006;31:54-6.

5. Scott CR. The genetic tyrosinemias. Am J Med Genet C Semin 
Med Genet 2006;142:121-6.

Access this article online

Quick Response Code: Website: 
www.ijdvl.com

DOI: 
10.4103/0378-6323.152744

PMID:
*****

Histiocytoid sweet syndrome Histiocytoid sweet syndrome 
related to bortezomib: A mimicker related to bortezomib: A mimicker 
of cutaneous infi ltration by of cutaneous infi ltration by 
myelomamyeloma

Sir,
Histiocytoid Sweet syndrome presents with 
lesions mimicking classical Sweet syndrome but 
histopathologically is characterized by an inflammatory 

Figure 1: (a) Nonconfl uent, erythematous, and edematous well-
demarcated plaques, slightly infi ltrated and without epidermal 
involvement. (b) Closer view of the lesions

ba Figure 2: (a) Edema in papillary dermis. Polymorphous nodular 
infi ltrates in reticular dermis and extravasation of erythrocytes 
(H and E, ×100). (b) Lymphocytes without atypical nuclei, scattered 
mature neutrophils and many histiocyte-like cells (H and E, ×200) 

ba

infiltrate composed of monocytoid or histiocytoid cells 
positively stained with CD15, CD43, CD45, CD68, 
MAC-386, HAM56, myeloperoxidase, and lysozyme, 
which correspond with immature neutrophils.[1] This 
pattern is independent of the length of time the lesion 
has been present and can be demonstrated in lesions 
of less than 24 h duration.[1]

Several skin lesions associated with bortezomib 
have been described as skin rash which show 
histopathological findings of lymphocytic infiltrates, 
interphase dermatitis,[2] vasculitis,[3] and different 
neutrophilic diseases.[4-11]

A 66-year-old male with an IgG lambda myeloma 
that progressed despite autologous peripheral 
blood stem cell transplantation was being treated 
with bortezomib (1.3 mg/m2) and melphalan 
(9 mg/m2) according to VISTA protocol (Velcade as 
Initial Standard Therapy in Multiple Myeloma). On 
the 8th day of the second chemotherapy cycle, he 
presented with asymptomatic lesions on the trunk 
that had appeared 5 days earlier on his chest and 
remained stable. No fever, malaise, or systemic 
symptoms were present. On physical examination, 
he had 15–20 well-demarcated erythematous, 
slightly infiltrated, edematous plaques [Figure 1]. 
Blood analysis showed neutropenia (2860/mm3 with 
39.2% neutrophils). Erythrocyte sedimentation rate 
was 54 mm. 

Skin biopsy revealed a perivascular, polymorphous, 
inflammatory infiltrate composed of lymphocytes 
and histiocyte-like cells [Figure 2]. Histiocyte-like 
cells were positive for myeloperoxidase and 
lysozyme. Karyorrhexis was observed although 
vasculitis was not seen. Skin biopsy culture 
was negative. He did not receive treatment with 
granulocyte-macrophage-colony stimulating factor 
or other drugs known to be associated with Sweet’s 
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