
References
1. Hashimoto K, Miller F, Bereston EG: Colloid milium. Arch Derm 1972; 105:

684-7.

2. Touart DM, Sau P. Cutaneous deposition diseases. Part I. J Am Acad

Dermatol. 1998; 39: 149-71.

3. Colloid Milium. Available at http://www.emedicine.com/derm/topic80.htm.

Updated February 24, 2005, Accessed November 17, 2006.

4. Rodriguez-Nevado IM, Chaves AJ, de Argila D, Garcia-Garcia M, Rovira I,

Catalina I. Adult-onset colloid milium. Presentation of two cases] Actas

Dermosifiliogr. 2005; 96: 674-6.

5. Ekmekci TR, Koslu A, Sakiz D. Juvenile colloid milium: a case report. J Eur

Acad Dermatol Venereol 2005; 19: 355-6

6. Kirtak N, Inaloz HS, Karakok M, Ozgoztasi O. A case of adult colloid milium

with chronic sun exposure. Int J Dermatol 2002; 41: 936-8.

7. Findlay GH, Morrison JG, Simson IW. Exogenous ochronosis and pigmented

colloid milium from hydroquinone bleaching creams. Br J Dermatol 1975; 93:

613-22

8. Ebner H, Gebhart W. Colloid milium: light and electron microscopic

investigations. Clin Exp Dermatol 1977; 2: 217-26.

9. Ammirati CT, Giancola JM, Hruza GJ. Adult-onset facial colloid milium

successfully treated with the long-pulsed Er: YAG laser. Dermatol Surg 2002;

28: 215-9.

10. Weiss RA, Goldman MP, Weiss MA. Treatment of Poikiloderma of Civatte

with an intense pulsed light source. Dermatol Surg 2000; 26: 823-7.

Case Report

Clear cell Papillary Cystadenoma of Epididymis, a Mimic of Metastatic Renal Cell

Carcinoma
Nausheen Yaqoob, Aamir Ahsan, Zubair Ahmad, Ambreen Nasir Khan

Department of Pathology & Microbiology, The Aga Khan University, Karachi.

Abstract

We discuss a case of 25 year old male who was

evaluated for primary infertility following marriage. He had

no previous history of urogenital complaints or

abnormalities. Infact, his past medical history was

unremarkable. On examination epididymal masses were

found. Semen analysis showed azoospermia. Right

epididymal mass was surgically excised. Histopathology

showed an epididymal neoplasm composed of simple and

complex papillary processes lining and filling the ducts. The

tumor cells were clear and positive for cytoplasmic

glycogen. Immunohistochemistry was also supportive.

Diagnosis of clear cell papillary cystedenoma was made

based on histopathological and immunohistochemical

features.

Introduction

Papillary Cystadenoma of the epididymis is the second

commonest benign neoplasm of this organ following

adenomatoid tumor.1 Its is a rare epithelial tumour which is

thought to develop within the efferent ductules.2 It was first

described in 1956.3 It may occur sporadically or as a

manifestation of von Hippel-Lindau disease (VHL).  Two

thirds of patients with this neoplasms have von Hippel-Lindau

disease.4 Metastatic renal cell carcinoma (RCC) is a close

histologic mimic of this neoplasm and both are related to von

Hippel-Lindau disease. It is important to differentiate between

these two entities for the proper management of the patient. 

Case Report

A 25 years old Asian male was evaluated for primary

infertility. He was married since one year. There was no

history of any urogenital complaints or abnormalities. His

past medical and surgical history was unremarkable. On

examination he was found to have bilateral painless

epididymal masses. Right epididymal mass was 2 X 2 cm in

size and was firm, mobile and non-tender. Spermatic cord

and adnexae were unremarkable on palpation. Left sided

testis also showed a small mass. Semen analysis revealed

azoospermia. Serum Leutinizing hormone (LH) and Follicle

stimulating hormone (FSH) levels were within normal

ranges. Urinalysis and blood tests were normal.

Fundoscopic examination and CT scan of brain showed no

abnormality. Right epididymal mass was removed and sent

for histopathological examination. Grossly the tumor was

grey white in colour and measured 2 X 1.5 cm in size. Cut

surface showed multiple cysts filled with yellowish serous

fluid. Histologically, sections showed predominantly

Figure 1. Ducts showing papillary formations. H & E X 20.
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epididymal tissue with ectasia of the afferent ducts with

eosinophilic secretions. There were areas showing ducts

with papillary formations (Figure 1) which were lined by

cuboidal and columnar cells with clear to vacuolated

cytoplasm (Figure 2) and focally they were filled with

colloid like eosinophilic secretions (Figure 3). Simple and

complex papillary processes were seen in a few ducts

completely filling the cystic spaces. Nuclei were small and

round and showed no atypia. Mitoses were not identified.

Glycogen positivity was noted on PAS +/- diastase special

stain. Immunohistochemical profile showed positivity for

Cytokeratin AE1/AE3, Cytokeratin (CK7), Cytokeratin

Cam 5.2, Epithelial Membrane Antigen (EMA) and

Vimentin. The tumour cells were negative for Cytokeratin

20 (CK 20), Alpha fetoprotein (AFP), CD 68, S-100, inhibin

and CD 10. 

The diagnosis of clear cell papillary cystadenoma

was made based on morphological and immunohistochemical

features.

Discussion

Tumoirs of the epididymis comprise only 5% of

intrascrotal neoplasms and most are benign. Papillary

cystadenoma of the epididymis is the second most common

benign tumour following adenomatoid tumour. Other

benign tumours of epididymis include leiomyoma, lipoma,

melanotic neuroectodermal tumour of infancy, mixed

gonadal stromal tumour and cavernous haemangioma.1

Clear cell papillary cystadenoma is a rare epithelial

tumor that is thought to develop within the efferent

ductules.2 It was first described by Sherrick in 1956 in a 21-

year old man.3 It occurs in post pubertal males of 16-65

years, with a mean age of 36 years. Most common location

is the head of epididymis. It may occur sporadically or as a

manifestation of von-Hippel Lindau disease. Two thirds of

patients have risk of developing benign cysts in kidney,

pancreas and tumours of the central nervous system,

kidneys, adrenals, pancreas and reproductive adnexal

organs. The risk of developing papillary cystadenoma of

epididymis with von Hippel-Lindau disease (VHL) is high

in bilateral cases. In up to 40% of patients having VHL

these tumours can be bilateral. Tsuda et al described a

familial pattern of occurrence with three siblings having this

tumour, one of whom was suspicious for having VHL.5

Gaffey et al6 has described a solitary case of benign adnexal

papillary tumour of probable mesonephric origin in the

broad ligament seen in association with VHL.

Price7 reported on 5 patients with bilateral papillary

cystadenoma, four of whom had lesions in other organs

consistent with an incomplete form of von Hippel-Lindau's

syndrome. Elevated levels of Vascular endothelial growth

factor have been shown with in situ hybridization

techniques in a patient with von Hippel-lindau disease with

bilateral epididymal clear cell papillary cystadenomas.8

Metastatic renal cell carcinoma may appear to be

histologically similar to papillary cystadenoma and both

may be seen in patients with VHL. To differentiate between

these two entities is most important and may present as a

diagnostic challenge. Possible explanations for the

histologic similarity between papillary cystadenoma and

RCC include similar origin of renal tubules and the ductuli

efferentes of globus majus of the epididymis from meso-

metanephric tissue. Another explanation is that both are

related to VHL protein function, which may disrupt tumour

suppression through Hypoxia-inducible factor (HIF)

stimulation of angiogenesis. This link might explain the

high vascular nature of tumours associated with VHL,

which is one of the notable similarities between clear cell

RCC and clear cell papillary cystadenoma.9 Kragel et al

Figure 2. Papillae lined by cuboidal and columnar cells with clear to vacuolated cytoplasm

H&EX20.

Figure 3. Ducts focally filled with eosinophilic colloid like secretions.
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demonstrated positive staining with soybean agglutinin in

two of three cases of clear cell papillary cystadenoma and

was not observed in renal cell carcinoma.10 Lectin

histochemical staining may also provide a means to

differentiate papillary cystadenoma from renal cell

carcinoma.

Ayedin et al2 compared the immunohistochemical

profile of this tumour with RCC and described that papillary

cystadenomas are positive for cytokeratin AE1/AE3 and

EMA, CK7 and negative for CK20 and RCC immunostain.

Four of 5 cases were negative for CD10. This staining

profile contrasts with that reported for clear cell RCC,

which are typically negative for CK7 and are

immunoreactive for RCC and CD 10 immunostain.

There is a possibility of discovering an epididymal

neoplasm in patients presenting with epdidymal enlargement

and azoospermia. The recognition of this entitiy is important so

that unnecessary radical surgical procedures in these patients

may be avoided; and they should be further investigated for

von Hippel-Lindau syndrome and its other associated lesions. 
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Opinion and Debate

Boundary violations in medical practice: what should be done?
Amin A. Muhammad Gadit, Sujay Patel 
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The relationship between patients and doctors is

considered to be the most sacred one in terms of trust,

confidentiality and smooth therapeutic rapport. Very often

cases are reported where the relationship between patient

and doctor has been questioned. A number of patients have

made unofficial complaints about improper advances made

by doctors which threatened not only their psychological

but also physical health. In a country like Pakistan, such

incidents are buried and not allowed to surface in view of

massive corruption. It zis often heard of that a number of

doctors in their training and service life have had physical

relationships with colleagues from allied health care and

patients. Many such incidents were reported and remained

subject of inquiry with the concerned hospital chiefs but

nothing happened. There also seems to be a 'conspiracy of

silence' as professionals have often bonded together to

support each other and may even dismiss such reports as

rumours or gossip. If senior clinicians are involved then

there is particular reluctance in terms of taking any action

because of past loyalties. Even the Pakistan Medical and

Dental Council (PMDC) the only regulatory body of the

country has not been very effective in addressing such

issues. There is a clear provision in PMDC's code of ethical

conduct1 which is being reproduced as "Personal

relationships:  Any form of sexual advance to a patient with

whom there exists a professional relationship is professional

misconduct.  A practitioner's professional position must

never be used to pursue a relationship of an emotional or

sexual nature with a patient, the patient's spouse, or a near

relative of a patient. Sexual misconduct: Sexual contact

with patient or patient's spouses, partners, parents,

guardians, or other individuals involved in the care of the

patient is liable to lead to exclusion from the register". In

scientific terms any violation which may even not be of

sexual nature is called "Boundary Violations" and a milder

term "Boundary Crossing" that signifies broken borders

between professional and personal identity. In order to

understand this issue microscopically, it is not only a full

sexual relationship which would come under this domain

but a number of other acts fall under this purview like:

inappropriate touch, failure to render the appropriate

therapy, failure to refer for other services, creating

unhealthy dependency, breach of trust and interference in

family relationships etc. Some warning signs for this issue

include: obvious therapist distress or upset, shifting style of

approach to a given patient, lack of goals, therapy exceeding

normal length of time, exceeding areas of competence,

special fee arrangements, allowing telephone calls between
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