CANCER IN RELATION TO

GENODERMATOSES
! J,_: =y
THESIS

Submitted for the Partial Fulfilment of Master Degree in
Dermatology and Venereology

By
KHADIGA SADEX HUSSIEN
M. B, B. Ch.
(-2 tt ' 2

Supervised by T f/
Profi D, MOHAMED HASSAN EL WEFNAWI o™ -2~

==
Ptof, of Dermatology and Venereology

Ain Shams University

Faculty of Medicine
Ain Shams University

1986

!
'

Central Library - Ain Shams University



ACKH OWLEDGEMENT

I wish fto express my sincere gratitude to Professor
Dr. MOHAMED HASSAN EL HEFNAWI, Professor of Deormatology
and Venereology for his cverwhelming kindness, encourage-
ment and continucus help during this work. He introduced
me to the fleld and participated in my work with marked
enthuaizam and inventiveneas, which is 80 characteristic

of his approach to science,

1 am also very much obliged to the entire siaff of
Dermatology and Venereology Department for thelr valuable

help in many ways,

Kd, SADBK
1986

Central Library - Ain Shams University



m
/‘- -
.
ST

::L% 1 :éf %
-— = [ i
,f:EE = 5::_'::

L ‘\ |

Central Library - Ain Shams University



- 5% -

CONTENTS

1. INTRODUCTIGH

2, AIM OF THE WORK

3. AUTOSOMAL DOMINANT DISEASES.

Mieltiple nevoid bassl cell carcinoma
gyndrome {basal cell nevus syndrome)
Cheilitis glandularis

Hidrotie ec¢todermal dysplasia

Muliiple self-healing aquamous cell

cancer of the skin of the Perguson-
Smith type {(keratoacanthoma)

Giant pigmented nevue

Familigl hyperglucagenemis
Hyperkeratosis lenticularis perstans
(Flegel's disease)

Kaposi sercoma

Eeratosis palumeris et plantaris with
espophageal c¢cancer.

Bazex gyndrome

Lupus erythemestosus (systemic)

Pamilial atypical multiple-mole melanoma

syndrome (FAMSD)
Multiple hamartoma eyndrome (Cowden's

disecase Y.

Central Library - Ain Shams University

10
12

13
14
16
16
17
18

20

2l



- iii -
Page
. Reurofibromatosis (Vonr Recklinghausen’s) 23

. Eultiple mucosal peuroma ayndrome

25

. Sipple's syndrome 27
. ¥affucei's syndrome 25
« Extramammary Paget's disease 29
. Intestinal polyposis II (Peutz-Jegher's

syndrome ) 30
+ Intestinal polyposis III {Gerdner's

syndrome } az
. Porokeratosis of Mibelldl 34
. Selero-atrephic and keratotic dermatosis

of limbs (Scleroiylosia) 36
. Digecrge’s syndrome 37
. Tuberous scleroais 38
. Von Hippel-Lindau's syndrome 40
., Cancer family syndrome {inclusive cutane-

ous signas of Torre's syndrome) 41
. Blue rubber bleb nevas gyndrome 43
. Porphyria cutanea tarda 45

. Porphyria variegata (South African type) 47

. Epidermolysie bullosa dystrophica A8
4., AUTOSOMAL FECESSIVE DISEASES 50

. Hemochromatoals 507

. Albinism I - Albinism II 52

Central Library - Ain Shams University



- iy =

Atazia~telangiectasia (Louis-Bar syndrome}
Bleom's syndrome

Chediak-Higashl syndrome
Epidermodysplasia verruciformis
Epidermelysis bullosa dystrophicsa
Fanconi~Like syndrome

Hemihypertrophy

Rothmund-Thomson syndrome (Poikiloderms
gongenitale)

Turcet Byndryme (melignant tumors of CNS
associated with familial polypeosis of the
¢olon)

Werner's syndrmme

Jeroderms pigmentosum

Sjogren's syndrome

5. SEX-LINKEED RECESSIVE DISEASES

-

Agammaglobulinemia (Bruton type)

. Wiskott=Aldrich syndrome

. Dyakeratomis congenita (Zinsser-Cole-

Engmen syndrome)

6. SUMMARY AND CONCLUSIOH

7. REFERERCES

8. ARABIC SUMMaARY

Central Library - Ain Shams University

Page
54

56
57

58
59
60

6l

62

63
64
66
69
71
717
T2

74
76

78



INTRODUCTION

Seientific developments 1n the fields of gene=-
tics and oncology during the past twoe decades have
been almost explosive, thia has been particularly
true for the cancer-associated genodermatoses (Lynch,

1972).

Historiegslly, many examples which indicste that
clinicél predecesscrs were extremely interested in the
cancer-agsoccinted genodermatoses, however, becsuase of
limitaticns in the body of knowledge as well as the
technology of their times, +they were necegsarily
restricted to primary descriptive approaches to these
discrders. This was clearly evidenced by the efforta
of olinicians a century age which led to their reco-
gnition of familiel aggregation in such cancer-asso-
clated genodermatomes as Recklinghsusen's neurofibro-
matosia, tubercous sclerosis, xeroderma plgmenicsum

{Xr), and others {(Lynch, 1976).

Hereditary (single gene determined} forms of
cancer play a primary role in the pathogenesis of
approximately 5-10 % of all human cancer, but exogenous
gnd endogenous factors, including suppressor gehies,

position effect, maternal and cytoplasmic effects, may
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iemper gene peneirance and expressivity. Less clearly
defined genctypes, including polygenic inheritance,
predispose to as much ag an additional 5-10 % of the
cencer load, bwni asgain, myriad exogenous and endogenous
factora may be influentigl. It is well recognized that
primary genetic factore mediate the nature of the immune
regponse and the susceptibiliiy of individual cell types
1o virml infection. Ip the case of immunodeficiency
disease, the frequency of malignancy may be roughly
10,000 times greater than that of the genersl age-matohed
population., While the skim provides a convenient "look=
ing glass” for the detection of a wide variety of sys-
temic digcrders, ite significance 1n cancer-azgociated
genodermatoses ig virtually unparalleled. Tn -ortain
circunstances, cutaneous signs may oz recognizable at

-

birth i.e., sebaceous cysts in Gardner's symdrome

{Lynch and PFrichot, 1978 .

Research in the human cancer genetics has reves-
led a growing consensus regarding the manner in which
particular genctypes contribute to the overall cancer
burden. Cancer 1ligbilitiy c¢an be geen as & combinastion
of genetic susceptitility and envirommental exposure

{Lynch, 1980C).
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Attention throughout this thesis will be focused
upon a8 concerted apprasisl of those common denominators
which best characterize the cancer-assscclsted genoderma-
toses,. Net only should this then sid imn providirpg inte-
gration of the seemingly diverse and multifaceted con-
tributions to the field, but it will aisc agssist 1in
syndrome ldentification, classification, and hopefully,
early cancer disgnosis, Purthermore, it should also pro-
vide a more enlightened comprehension of current knowle-
dge about the eticlogy of cancer sssociated genoderma-

toges,
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ATM OF THE WORK

This work has heen performed to review the
clinical picture, cancer association, the mode
of genetlc transmissiocn of the specific disorder,
prevention and trestment in some cases of cancer

asasncinted genodermatoses.
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AUTCSOMAL DOMIWANT DISEASES

Autosomal dominent inheritance mugt fulfil the

following criteria :

1. Bvery affected person has an affected psrent.

2. The trait is trangmitted by an affected person to hslf

of his children on the agverage.

3. Unaffacted persons do not transmit the trait to their

children as they have only normsl slleles.
4, The trait appears in every genergtlion with no "skipping®.
5. Transmigsion of the trait is not influenced by sex or by

consanguinity of the parents.

4 DB{homozygousa) person cennot be distinguished
from e Dd (heterozygous) person by hie phenotype but only
by the progeny he produces .
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Multiple nevoid basal ¢ell carcinoma syndrome

{(bagsal cell nevus syndrome)

—— -

The bassl ¢ell nevug is hereditary dysplasia
conditioned by an autosomal deminant gene {Sanderson

and Mackle, 1979}.

The syndrome ig a dysgenetic dermatosis charac-
terized by muliiple amall cutapnecus tomere, These are
histolozicelly indistinguishable from basal-sell
cancer, Malignant supervention is common, generally
resulting in multiple bassal-cell cancers of the face
in young sdults, The bagal cell epitheliomas are nevoigd
and occur between puberty and the mid-thirties. The
early lesiong appear as brownish or flesh-colored
papules with a marked tendency for the central facial
ares, especially the nose, upper lips, cheeks, perior-
bital regions, and eye lids, but they also occur ox the
trunk. These nevpid tumors are blolegically as desiruc-
tive and invasive as the regular basal cell epitheliomss
and have been known to metastasize tc brain and lung.
The cutanecus lesions alsoc inclul e palmar and plantar
pits, which are 1-3 mm shallow holes. Further cutan-

eoug legions are milia, epithelial cysts, comedone,
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lipomas, end cafe su lait pigmentation, Multiple

dental feollicular cysts, a bifid sizth rib, a fibroma

of the ovary, asnd a fatiy tumor of the left foot as
developmental defects are often present ., Prophylectic

treatment of the nevi as B means of preventing cancer

highly desirseble especielly in the region of the eye lids

and nose by cautery, elecirosurgery, excision or freezing

with liquid oxygen or nitrogen end thie is glgc the treat-

ment of a single basgl cell cancer resuzliing from g beaal

cell nevus (Howell and Caro, 1959).
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Cheilitis glandularig

This rare dominant traiit manifests as a diffuse
enlargement of the lower lip, with firm nodularity.
A mucus substances 1s erxuded from the dilated orifices
of the mucus glsnd. The condition is a hyperirophy of
the mucns giands and ducts., Varying smountis of acute
and chronlec inflemmatory processeg occur with the

resulting demage to tissue (Doku, 1965).

There is controveray concerning the reported
20 % malignancy rate{squamous cell carcinoma) in
these patients . Sunlight iz gn important carcinogen
where patients develeop actinic damage and sguamous

cell carcinomas on their protruding lips (Schweich,

1964} .

Central Library - Ain Shams University



-8 =

Hidrotic Eetodermal Dysplasis

——

There are two forms of ectodermal dysplasia,
hidretic type and snhidretic type. The former is usua-
1ly dominant in its genetic expression, while the later
ig nsually Z-linked recessive (Campell and Keohan,
1966).

This ectodermal defect shows nail dystrophy,
a generalized hypotrichosis, and palme plantar kerato-
derma. The nall changes are varied (Thick, slow-growing,
discolored)}, the body hair may be sparse or shbsent and
the scalp heir is wminimal, The aweat gland and teeth
are invariably normal in contrast to the anhidrotic
type. Hyperpigmentation of the skin especially of the
Joints (Gold ard Scriver, 1972).

There are many examples of squamous cell carci-

nome of the nail bed and hands reported with this disease

L
(Campbell and Keokam, 1966).

Demonstretions of defects in sulphur metabolism
of polypeptides, and the feormation of preteinas of
abnormally low molecular weight in the tissue, suggest
a fefect in structurel genes of the mairix polypeptides

{Gold and Soriver, 1972).
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