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SUMMARY

67 African vitiligo patients have been studied. Idiopathic
vitiligo was the most frequent clinical type encountered. The

diesease presents before adulthood in the majority of the victims.

Samples from 40 patients were analysed for autoantibodies.
Antinuclear antibody tests were positive in 25 percent of the
patients. Gastric parietal cell antibody was weakly positive

in one patient. All samples were negative for thyroid antibodies.

Of 30 patients who used meladinine, 16 attained cosmetically

acceptable repigmentation.

The results are discussed in relation to what is/known
about autoimmunity and vitiligo as well as autoimmunity in the

African. The problems of managing vitiligo patients in Tanzania

are also discussed.




PART I: INTRQDUCTION AND REVIEW OF LITERATURE

.

Vitiligo is a systemic disease in which pigment cells anywhere
in the body are ciestro_qed."Z It may be an early manifestation of other
systemic diseases such as diabetes mellitué, pernicious anaemia and
thyroid diseases.2 ‘The disease occurs in all races and in both sexes.
Reported incidences range froﬁ 0.14 percent in Switzerland to 3.2
percent in India.4 In Africa, incidence studies are lacking.5 Phgsibians
working in the continent have had different impressioﬁs about: the
incidence of the disease in Africans. Bfowne6 stated that Vifiligo
was extremely coﬁmon in the African. On the o;ber,hand, Soyinka5 writes
that the higher incidence’repofted among the Africans 1is apparent rather
than real. Incidenpe studies are therefore, necesséry to clarify these
two opposing views. V

The term vitiligo is derived from the Latin wora "Vitellius" which
means calf. It was first used by the Roman physician Celsus in the
second century AD to refer to.ﬁhe distinguishing white spots of the

-

disease that resemble the white patches of a calf.7 !

. A: MELANOGENESIS

The understanding of the disease process in Vitiligo requires knowledge

of the process of melanogenesis. Before embarking on Vitiligo, the
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processréf melanogenesis will therefore be presented first. The
normal human skin color is produced by four skin pigment58

a) Exogenously produced carotenoids - Yellow.

b) Endogenously produced melanin-brown in epidermis.

c) Oxygenated hemoglobin - red in capillaries.

d) Reduced hemoglobin - blue in venules.

.

Melanin is produced in the melanocytes and then transferred
ihto the keratin&cytes. Of the four skiﬁ pigments listed above, it
is the émount of melanin in the keratinocytes that significantly
determines the pigmentation‘of the skin. The keratinocytes, (the
cells that make up mpst of the epidé;mis), éfe derived from the lowest
' cell layer of the epidermis called the»basal'lager. These basal>cells
constantly divide and change shape aﬁa size. As they are gradually
pushed upward to the surface, the other layers of the epidermis
(prickle, granular and horny layers) are formed. Other cells found in
the basal layer are the melanocytes and the Langerhans celis. ‘
The melanocyt;, which embryologiéally originates from the neural
crest, invades the basal layer of the epidermis during the first three
months of intrauterine development. The melanocyte and‘the basal léyer

keratinocyte are therefore in close proximity. It is in the melanocyte

that melanin is synthesized from tyrosine by the enzymatic activitu of
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tyrosinase. The different steps in the syntheéis of melanin from
tyrosine afe as shown in figure one.

The enzyme tyrosinase is formed in the endoplasmic reticulum.
It is then passed to the Golgi area where it is encapsulated by a
lipoprotein material thus‘forming a vesicle. It is in this vesicle
that melanin will be deposited to form a melanosome. The formation
of the vesicle, marks the first stage‘in the production 6f melanosomes
(i.e. melanin particles). In stage two, melanin deposition has not
occured but the inner membranous structure of the melanosome has fully
developed from the lipoprotein material. -The deposition of melanin
in the inner membranes of the vesicle marks the third stage of melanosome
procduction. In fhe last stage (stage 4) the deposited melanin in the
vesicle transférms into uniformly dense structures.> These particles are

then transfered into the keratinocytes.

The mechéhism by which melanospmes move inside the melanocytes
and their dendritic processes, (from the perinuclear and endoplasmic
. regions towards tbé\tip of the dendrité) and are transferred into the
surrounding epithelial cells is not fully understood.8 However, several
theories have been proposed:

(a) The electrophoresis tbéorg: It is thought that differences in

membrane potential between the central and peripheral part of

MRy 2
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the cell form an electrical field. The electrical forces

thus formed cause the movement of the melanosomes.

(b) The ion-exchange theory: Advocates of this theory believe
that the movement of the melanosomes is due to an ionic

release or exchange of membrane bound ions in the melanocytes.lo

i

(c) The sol and gél theory: Sol and gel transformation which causes
changes in the hydrostatic pressure of the cytoplasm is thought

i
to be the cause of movement of the melanosomes.l

(d) The microtubular theory: Ultrastructural studies suggest that

movement of melanosomes may occur within channels surrounded

2%
72

by microtubules.
In the human epidermis each melanocyte is associated with about
36 viable keratinocytes which transport and in some cases degrade the
. : 13
melanin received from the melanocytes. Together, the melanocyte and
the associated keratinocytes form an epidermal-melanin unit (figure 2).

This unit is both structural and functional.

The functional activity of the épidermal—melanin unit is largely
controlled by local genetic factors, the melanocyte stimulating hormone,
(MSH) androgens and adrénocortico—trophin hormone (ACTH), local

temperature, and ultraviolet irradiation. Increased amounts of MSH,

.../5.
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androgens and ACTH are associated with hyperpigmentationr When the
local temperature is increased within physiological raéges the tendency
is to increase melanogenesis. Increased pigmentation of the skin
following sunbathing (i.e. U.V. Irradiation) is a common experience

among the light skinned people.

B) Decreased pigmentation of the skin

In general reduced pigmentation of the skin could result from:-
(a) Absence ofvmelanocgtes e.g. following severe bﬁrn.
(b) Production of abnormal melanocytes.
o, (¢) Disturbed tfansfer’of melanosomes from melanocytes to the
epidermal cells as in psoriasis.
(d) Interference wiéb the activities of the enzyme tyrosinase e.g.
blocking the enzymatic oxidation of tyrosine to dopa by )

hydrogquinones.

In vitiligo, the loss of pigmént is a result of melanocyte
de~truction. Exémination of'biopsy maferial from a vitiliginous lesion
stained by a silver containing stainvor the dopa reaction under both
the light and electron microscope shows complete absence of melanocytes.

In recently acguired lesions, few dopa positive melanocytes and granules

162

are found in the\basal layer of the epidermis.l4 Morohashi and associatesl5

studied the melanocytes at the periphery of vitiliginous lesions and
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‘reported that many melanocytes contain signs of deg;neratioﬁ, such
as vacuolation of cytoplasm and or fatty degeneration. These
investigators also shqwed that there was direct continuity between
the Schwann cell basal laminae and the basal laminae of the melanocytes.

It has been reported that Langerhans cells are increased in

1 5 1 . ;
ki Inga Silberg of New York University

vitiliginous lesions.
found that Langerhans cells adsorb or phagocytose antigens and or
immune complexes which penetrate the skin and; carry them to the lymph
bodes where immune sensitization océurs. ‘The»sensitized célls then
return to the epidermis as effector cells. The increased number of

Langerhans cells in vitiliginous lesions may, therefore, be a reflection

of the immunological—activities‘taking place in such lesions.

C: AETIOLOGY
The aetiology of vitiligo is not known. However, it tends to occur
in families and may show a pattern consistent with a dominant mode of
. 2 17 o 3 i ;
inheritance. In large series the frequency of a positive family
history of vitiligo among patients is reported to range from 35 - 38
3l

percent. Therefore, there must be modifying factors affecting the

expression of the trait.

The aetiolégical mechanism(s) in vitiligo are currently considered

2
under the following headings:

ovind T v
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(a) Autoimmune vitiligo or idjopathic vitiligo.
(b) Chemical vitiligo.

(c) Neurogenic or dermatomal vitiligo.

(a) Autoimmune Vitiligo:

The evidence for autoimmune pathogenesis is mainly circumstantial.

i
£

Goudie and associateslg have reported patients with anatomical

distribution of tbe'skin lesions resembling those of interﬁal lesions
in some of the classical autoimﬁune diseases. Altﬁdugh approximételg
one percent of thé general population has vitiligo, the incidence is

720

: ; . 3 1 Ay,
8% ~ 20% in people with disorders such as thyroid disease, pernicious

2
2720.522.,25 20, 26

, 21-2 N ; : S :
anaemia $=5e diabetes mellitus alopecia areata idiopathic
S HLGN2E8 : : 75229
hyperparathyroidism uveitis and sympathetic ophtalmia. The
increased prevalence of organ specific autoantibodies reported in several
but not.all large series of patients with vitiligo provides further support

- for the autoimmune hypothesis.23’3o_33

Demonstration of antibodies directed to the melanocytes in patients
with vitiligo will provide direct evidence for the autoimmune hypothesis.
Langhof, Feustein and Schabinski34 demonstrated "precipitating# antimelanin
antibody in the majérity of their twenty six vitiligo patienté. However,v
inspite of attempts by several other workers the findings of Langhof et al

33 ; .
have not been reproduced. Recently, antibodies to the melanocyte have

\
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been demonstrated in patients with multiple endocrine abmormalities.27'32

These antibodies however, were found to bind to intracellular antigéns
rather than cell surface. It is therefore quite likely that they were
a result rather than the cause of the melanocytic injury. Todate, there

is no convincing direct evidence for the autoimmune hypothesis.

(b) Contact or Chemical Vitiligo

As early as 1940, Oliver and assOciates34 described under the
heading of occupational leucoderma cases of loss of pigment in the
dorsum of hands of Workeré in a factory who wore protective rubber
gloves. These gloves had been treated with hydroquinone in the
finishing process. The leucoderma was followed by the appearance of
vitiliginous macules scattered symetrically in the non-gloved areas
(clinically indistinguishable from idiopathic vitiligo). Leucnderma,
morphologically indistinguishable from true vitiligo was detected in
54 of 198 men exposed to p - tert - butylphenol (PTBP) during its
manufacture.36 Other chemicals known to produce depigmentation in
man include thiols, phenolic compounds, catechol, derivates of
cathechol mercaptopurine ana several quinones.37 The pigment 1o0ss
in chemical vitiligo results from inhibition of tyrosinase and from
a direct cytotoxic effect on the melanocyte. The phenomenon of
depigmentation distant froﬁ the site of exposure has not been fully

explained. In the reported event with PTBP it was found that not only

voe By
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was the océurence of vitiligo related to the duration of exposure

but to the intensity of exposure as well. The authors suggested a
systemic absorpfion of PTBP as a possible explanation for the widespread
lesions. Immunological response, resulting from sensitization of
lymphocytes after exposure %o.melaHOCytic antigens following melanocyte

/
death has also been proposed to explain the appearance of lesions far

from the site of exposure.37’38 A detailed clinical and occupational

history is therefore of paramount importance if the correct diagnosis

is to be made.

(c) Neurogenic or dermatomal vitiligo

Unlike autoimmune vitiligo, neurogénic vitiligo is not associated
with autoimmune disease and cannot be explained on immunologic basis.
Response to premelanosome antigens positive in autoimmune vitiligo is

PR TP ) 3 b
negative in neurogenic vitiligo. Because melanocytes arise from the
neural crest it is logical to claim that neural factors may play a role
in vitiligo. Cases in which vitiligo occur in dermatomal distribution
lend support to the hypothesis that neural factors play-an important
role in the pathogenesis of the disease.

Many authors have reported data suggesting distrubance of the

! \ 2 140 ;
autonomic nervous system. Breathnach, Bor and Wyllie using the

electron microscope found degenerative changes in the terminal portion

.../I0.
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of peripheral nerves in vitiliginous lesions. Local injection cf
physostigmine showed dysfunctioning adrenergic sympathetic pathway

in dermatomally distributed Vifilig; lesions;4l Repigmentation occured
in 50 percent of patients with dermatomally distributed lesions

following oral nialamidine (a monoamine oxidase inhibitor).4l

Lerner of Yale University, has suggested that the melanocyte‘
is destroyed by a cytotoxic agent released close to or within the cell.
This agent could be nor-epinephrine or some catecholamine released in
increased amounts at the peripheral nerve endings or more slowly

. . 37
inactivated.

¥

In conclusion, occumulated evidence suggests that sympathetic
nerves play a major role in the depigmentation that occurs in dermatomal

vitiligo.

D. CLINICAL PRESENTATION AND NATURAL HISTORY

The clinical presentation and natural history of vitiligo is quite
; 4 3 4 ; iy
variable. The disease may occur at any age. Congenital vitiligo has

been reported.

In autoimmune vitiligo, initially there may be one or several areas
of depigmentation. The loss of pigment may first occur around a nevus.

With time, the disease may spread to involve other parts of the body.

LT
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The time interval between the appearance of the first lesion and
the widespread disease varies beﬁween days and a few years. The
size of the depigmented area(s) is quite variable. On the one hand
there may be a single macule and on the other extreme the whole body

may be depigmented with only small patches of normal skin.

/
In some patients, for reasons not known, spontaneous repigmenta-

tion occurs. Often times there are peribds of activity when new

lesions occur followed by prolonged intervals of quiescence.

Neurogenic vitiligo is rare. Ouvt of 821 cases of vitiligo
reported by El—Moftg,2 only 41 (i.é. 5%) had this clinical type.Z»
Usually, neurogenic vitiligo presents as a single lesion of depigme-
ntation with a dermatomal disfribution. Rarely, siﬁilar lesions may

occur elsewhere.

Vitiligo may occur several months following exposure toerpptential
chemical. The areas maximally exposéd show depigmentation first.
Subsequently lesions may occur distant from the area of contact. Once
this has occufed, it becomes clinically impossible to differentiate
this type of disease from autoimmune vitiligo. The value of a thorough
and detailed history of the patients' occupation and activities is

therefore, ohvicus.

.../12.
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E. TREATMENT
Various modalities of treatment have been tried. A review of

the published data indicate that good results have been obtained with
3,41,42 '

3,

psoralens, steroids and surgery.45

(i) Psoralens

Fucocoumarine containing‘plants have been used for centuaries in

! : P
India and Egypt in the treatment of vitiligo. In 1947, El-Mofty
introduced methoxsalen (i.e. 8 methoxsalen) for the treatment of
el 3

vatiligo.

The increased melanogenesis with bsoralens appears to result
from cellular injury, due to UV irradiation in the presence of psoralens,

" . sy : ! ; S

that directly stimulates mitosis and other biochemical changes.
The skin that has been photosensitized by psoralens shows increased
melanocyte population, an increased size of the melanocyte and their
dendrites, increased tyrosinase activity and increased turnover of

; 46 ;s ‘ : :
melanin granules. The intracellular manifestation of psoralen
photosensitization of the skin (e.qg. erythema‘and melanogenesis) appear
to be directly related to biophysical changes in the psoralen molecules.
‘'The role of these molecules in the photosensitizing process is to absorb
the guanta of light of specific wavelengths and to dessipate this

absorbed energy in such a way as to induce the biochemical changes that

R 5 8
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;i . 46 S
are presumed to initiate melanogenesis. The response is

related to both the drug and solar or UV-irradiation. Neither.
psoralens alone nor UV irradiation are effective in producing
repigmentation. The best results are obtained for lesions on
42
the face and trunk.
The onset. and duration of repigmentation veries widely from
; 3 8 : ;

one patient to another. In some cases repigmentation begin to
appear within two to three weeks. On the other hand it may appear
after one year of uninterrupted treatment. In the majority of .
favourable cases repigmentation appear within six to twelve weeks
of uninterrupted treatment. Once repigmentation has been acquired
: . ; 42
it may last for upto 20 years without further treatment.
Psoralens are available for topical application and oral

i ; ; : ; 39
administration. The dosage varies with body weight. E1 Mofty
has recommended oral meladinine (methoxsalen) in a single dose
of 0.7mg/kg body weight. (40-60mg) followed 2-3 hours later by
solar or UVA irradiation. In man over 95% of orally administered
methoxsalen is absorbed -from the gastrointestinal tract and peak

blood levels are reached in 1 %- 3 hours. :&bout 90% of psordlens

are excreted in urine within 12 hours.

(b) Steroids:

Steroids have been used in vitiligo on the basis that it is an

autoimmune disease. Corticosteroids given orally produced satisfactory

ses/14,
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results in 6 out of 22 patients with vitiligo within six months.43

5 R - v ;
Lijama and Mishima in a well controlled double blind study reported
that fluoctinomide cream was more effective than a placebo. On the
other hand, oral corticosteroids alone or with ultraviolet irradiation

for 3 months failed to produce any pigmentary response.

Long acting cortico trophin hormone (ACTH), given on a twice
weekly dose of 25 - 40 I.U. I.M. depending on the age of the patient

produced 80 percent repigmentation in 16 out of 27 patients.44

AJ]though there are potential hazards to such treatment, no side effects

were observed in this series.

&’

Todate there is no clear information regarding the use of steroids

in treating vitiligo.

(c) Surgery

Skin grafting has been done in the treatment of resistant patches
: ) o 45
(to other forms of therapy) in quiescent vitiligo. However, the
observation that depigmentation commonly occur over scar tissue in
patients with vitiligo and the fact that vitiliginous lesions are
usually multiple speaks much against surgery as a means of treatment.

Surgery is therefore, of doubtful value in the treatment of this disease.

= o gl Di
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PART <11 : BHE STUDY

The above cited literature show that studies from the west have
associated vitiligo with diseases believed to be of autoimmune aetiology. ke
Other reports have shown {# increased formation of antibodies to the

; : ; : TR ; 31,32
thyroid, gastric and adrenal tissue in vitiligo patients. Although
these reports have shown an association between vitiligo and

autoimmunity, it should be pointed out that these observations are not

true for all patients.

Taking these observations into consideration workers in this

field have classified the disease into:2'37

(a) Autoimmune or idiopathic vitiligo

(b) Neurogenic vitiligo

(c) Chemical vitiligo

Diseases thought to be of autoimmune aetiology as well as autoimmunity
: , . 50-5
per se, are said to be rare in the African. The relevance of the

foregoing information to the African vitiligo patient need to be determined.

The aims of the present study are:

(a) To determine the clinical types of vitiligo in the

African patients.
(b) To find\out the prevalence of
(i) Autoimmune diseases associated with vitiligo
(ii)7 Autoimmunity in the African with vitiligo
(c) To look into the problems of management of vitiligo in

Tanzania.

son /16
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PATIENTS AND METHODS

<

The study was conducted at the Skin Clinic, Muhimbili Medical

Centre from lst April 1980 to 30th October 1981.

Patients

A detailed history and thorough clinical examination was performed
on all patients with leucoderma attending the clinic during the period
of study. Personal and family history of Vitiligo, diabetes melliéus,
pernicious anaemia & thyroid disease were elicted in all patients.
Patients with localizéd leucoderma due to known causes were excluded
from the study. Those withlvitiligo had a detailed description of
the lesions as regards site, number and size. Investigatiéns included
urinalysis, stool examination, full-blood count, erythrocyte sedimenta-
tion rate, blood groupinc and rhesus factor determination. Fasting
blood sugar was determiped in ald patiepts. Glucose tolerance test
was done whenever the fasting blood sugar was 140 mg percent or more.
Other appropriate laboratory tests were done where indicated to e?clude

known causes of leucoderma.

Serological Studies

Serum samples from all patients seen by mid - June 1981 were sent
to Norway for analysis of autoantibodies to the gastric parietal cell,
thyroid microsomes & thyroglobulin as well as antinuclear antibody and

rheumatoid factor. Standard indirect immunoelectrophoretic techniques

R i
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were used to detect anti-nuclear antibod957 antithyroglobulin antibody58

thyroid microsomal antibody59 and gastric parietal cell antibody.60

Screening for rheumatoid factor was done by both latex slide dgglutina-

tion test & Rose-Wealer test.

i

A control group, matched for age (15 yrs) and sex was selected
from patients attending the clinic with conditions not known to be

associated with autoimmunity.
Treatment

Adult patients were pu* on 3 tablets of meladinine at eight
o'clock and one tablet atlll 0 “elock (1 tablet contains 10mg of 8 -
methoxsalen) Children between 10 - 15 yeafs were put on %wo tablets
at 8 am and one tablet at 11 am. Those éhildren in the age group

5 - 10 years of age were given two tablets daily.

Patients were advised to get snlar exposure to the vitiliginous
lesions 2 - 3 hours after the bigger dose of meladinine. The initial
duration of exposure recommended was up to five-minutes. ,Thé duration
of exposure was then gradually increased if no unwanted reaction

developed.

Often times meladinine was not available from the hospital pharmacy
where drugs are dispenced without fee. In such occasions patients

were advised to purchase the drugs from''the pharmacies in the eity.

3 R
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The response to meladinine was graded as good when more than
60 percent repigmentation occured, fair when repigmentation was
between 40 and 60 percent, poor when less than 40 percent and nil
when no repigmentation occured at all. all case notes were retained

to facilitate smooth record keeping.

RESULTS

A total of 67 patients with vitiligo were seen during the period

of study. Tkirty three (49.2%) patients were males and 34 (50.8%)

females~-. giving sex ration of approximately one to one.

The age distribution of the study population is as shown in

figure 3.

From figure 3, it can be seen that over 86% of the patients

are 40 years or less.

The mean age is 24.2 years and the mode is in the age range

20 - 30 years.

Figure 4 shows the age at the times of onset of vitiligo. It
can be seen that the disease appeared before the tenth birthday in
20‘(30 per cent) patients; and before the 30th birthday in 58 (Qver
86 percent) patients. Vitiligo, therefore manifests first during
childhood, adoleéce;ce or early adulthood in the majority of the

victims.

R 8
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Clinical types

Of the 67 patients studied, 64 (95.5%) had cutaneous lesions
consistent with Idiopathic vitiligo. The disease was generalized
in 48 (71.7%) and localized in 16 (23.9%) patients. None of the

patients had halo-nevi associated Vitiligo.

Neurogenic or segmental vitiligo occured in 3 (4.4%) patients.

No patient could clinically be assigned to the chémical group.

Eleven patients (16.4%) developed new lesions during the period
of study. None of these patients was on meladinine at the time the

new lesions developed.

Associated autoimmune conditions

Three patients were known diabetics. In one more patient, there
was an abnormal glucose tolerance test. Of the known diabetics, two
were on insulin and one was on chlorpropamide. Vitiligo appeared

several years before the diabetes in all three patients.

In eleven patients (16.4%) there was a positive family history
of vitiligo. Five (7.4%) patients had a family history of diabetes

mellitus. Macrocytic anaemia was not detected in any of the patients.

Autocantibodies

Forty three blood samples from vitiligo patients and 35 from a

control group were sent to Oslo, Norway for immunological studies.

sl 20
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However due to technical difficulties only 40 samples, all from
vitiligo patients were analysed. Of these, 22 samples were from
male patients and 18 from female patients. Their ages ranged from

5 to 47 years. Duration of disease was from 2 months to 18 years,

Antinuclear antibody tests were positive in ten specimens (25%).

Of these ten patients one had in addition a weakly positive test for
i
gastric parietal cell. Another patient had a positive test for

rheumatoid factor (with a titre of 1:32).

One sample had an antinuclear antibody titre of 1:100. In the

rest of the samples the titres did not exceed 1:50.

All samples were negative for thyroid microsomal. and thyroglobulin
antibodies. There were no relationship between the autoantibody status

and duration of the disease.

Published results of autoantibody studies in patients with vitiligo

are compared with those of the present study in table I.

o

Blood groups

There was no relationship between vitiligo and blood group or

rhesus factor.
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The response to meladinine is shown in table IT below.

TABLE II. Response to Meladinine
RESPONSE NOT TREATED TREATED TOTALS
"~ GOOD (0] : e 8
FAIR o ) 8. 8
-
POOR , 2 Al 13
NIL 16 ; 3 49

It can be seen that in 8 (16.6%) patients repigmentation was good.
Infact two patients had 100 per cent repigmentation. A similar

number of patients had a fair response. Thus sixteen (53.3%)

patients attained cosmetically acceptable repigmentation compared

to none in the untreated group. The results are significant (p 49.01).

- | o/24,
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Table III compares the response to meladinine with the duration

of the disease.

TABLE III: . Response to meladinine viz duration of disease

Response to Number of Dﬁration of Disease
Meladinine Patients
Range Mean (Years)
GOOD 8 2 months - 10 years 329
FAIR 8 2 months - 23 years 4.5
POOR 11 2 months - 35 years 7.0
NIL 3 6 months - 14 years 7.0

From table III it can be seen that there is no clear relationship

between the duration of the illness and response to meladinine.

However, the results imply that chances of repigmentation are higher

when the disease is of a shorter duration.

e nf 25,
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Repigmentation in the different age groups is shown in table IV.

TABLE IV: Patients' age viz response to meladinine
Resporsel 48 e Age in Years Sex ratio
Meladinine Patients ‘

Range | Mean M:F
GOOD 8 5 - 34 17 3¢5
FAIR 8 8 - 28 24 Fsdl
POOR 11 4 - 40 27 3:4
NIL 3 20 - 42 27 gl v

The smaller mean age for patients with good repigmentation
(table IV) indicate that younger patients respond better té meladinine
than older patients. (The age distribution in this group was 6, 6, 7,
13, 17, 23, 31,34 years). prever( other factors (in addition to the
=ge) are likely to influence repigmentation. That this is true is
suggested by the fact that not all children attained repigmentation.

On the other hand, some adults had good repigmentation.

Repigmentation was faster and better for lesions on the head and
neck. On the contrary genital lesions and those on bony prominences

had poor repigmentation.

-v-/26¢
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DISCUSSION

This study was conducted at the Muhimbili Medical Centre's
skin clinic. The clinic receives patients from different parts
of the country. Some patients came from as far away as Arusha to
the north, Lindi and Songea to the south and Tabora to the west of
the country. However, the majority of the patients came from
Dar es Salaam. Nq effort was made to encourage doctors working in
these areas or otﬁer'parts of the counfry to refer patientsbwitb

leucoderma to our clinic.

+»During the course of the study two major problems were encountered.

(a) The supply of the drug (meladinine) came to a stop in the hospital
pharmacy and subéeguently in the city drug stores. All attempts
to get the supply restored failed. However, some patients managed
to gét drugs from outside the country but the supplies were
irregular.

(b) Aﬁalgsis for auto-antibodies could not be done locally, It was
therefore arranged to have the tests done in Oslo, Norway. As the
specimens were being shipped to Norway, some specimens were mislaid
and were subseguently rendered unsuitable for analysis. The
samples affected were those from the control group and few

from vitiligo patients.

e
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Not witbstandfﬁg the foregoing problems the sgudy provides very
useful information about vitiligo in Tanzania. In the first place,
over 30 percent of the patients developed vitiligo before their 10th
birthday, and the disease had clinically manifested itself before ﬁhe

age of 30 years in more than 88 percent of the patients.

The mean age was 24.2 years and the mode was in the age range
20 - 30 years. Tke nredominantly young populaéion in this study could
be due to se&eral factors. vFirstlg it could be simply a reflection of
tbe‘age strugture of the population since the Tanzania population is
comprised mainly of young peopie,48 Secondly it could be that the
older patients did not turn up to the clinic. This is particularly
likely tearing in mind the fact that vitiligo per se doe” not portend
shortened life expéctan;y‘of its Victims-zg The older patients may
have thus lost hope of getting cured‘aﬁd saw no reésongof going to the
hospital. However, other studies, done in populations with different
age structures, have shown that the disease manifests itself before or
during early adulthood in the majority of the Viﬁtims;3’4l Tk ds;
therefore, quite likely that the population age structure has had no

significant influence on the results of the present study.

The sex ration was about one to one. This concurs with what has

been reported in larger series by Kugelman and Lerner4 and by El—-Mofty.3
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Fitzpatric and assoc1ates,1 reported a sex ratio in favour of females,
however they ascribed the female preponderance in their series to the
"skin conciousness" of women. The available evidence to date, therefore,

suggests that vitiligo has no sex predilection.

The majority (95.5 per cent) of the patients had idiopathic vitiligo.
The disease was generalized in 71.6 per cent of the total patients.
éonsidering that this is a hospital based study, it is quite likely that
patients with more severe disease sought medical help and were referred
to the skin clinic. Patients with small, localized lesions, especially
in the covered areas were less likely to go to hospital and even more

less likely to have been referred to the skin clinic.

During the period of study, eleven (16.4%) patients developed new
lesions. This was not unexpected since the natural history of the disease

is characterized by periods of exacebations amd remissions.

History of vitiligo in the family was positive in 11 (16.4%) patients
and negative in 56 (83.6%) patients. These results indicate that in the

majority of cases the disease was sporadic.

Lerner16 workiné in the United States reported that 38 per cent
of his patients gawe a family history of vitiligo. In Egypt, the
frequency was reported to be 35 per cent. Genetic or en;ironmental
factors (or a combinatioh of the two) are likely to be the major
factors to account for the différence between these reports and my

findings.

. ee/29.
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Five (7.4%) patients had a family history of diabetes mellitus.
In the three patients with clinical diabetes, vitiligo appeared
several years before diabetes was detected. Two patients were on
insulin and one was on chlorpropamide. Two of the patients had
clinical diabetes mellitus before the ag= of 20. One patient, a 22
years old female "had abnormal glucose tolerance test. Since the
incidence of diabetes mellitus in Tanzania is unknown, it is difficult

to interpret¢ these observations.

The prevalence of antinuclear antibody for the patients was 25
per cent. > Except in one sample_twitb a titre of 1:100) the antinuclear
antibody (ANA) titres were loﬁ ?1:50 or less).....lLorincz, :Soltani and
Bernstein,49 in-a review article stated that only titres of i:160 or
more were of diagnostic significance,. T-tres of ANA in the range
1:60 — 1:160 were of doubtful significance, and those below .l1:60
were of no diagnostic significance. Using this criteria, the ANA
titres in this stgdy ére insignificant in 9 patients anrd of doubtful

significance in one patient. g -

Thyroid antibodies were not detected in any of the 40 samples
analysed. One sample gave a weakly positive test for géséric parietal
cell antibody; /Theqe results‘indicate that vitiligo in the African is
not associatedbwith autoantibbdies and probably not to autoimmune

disease of the thyroid or the gastric parietal cell.

o /30431
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Serum level of antibodies fluctuate considerably depending on
the activity of the diseaseiat the time,of'taking the blood samples.
Estimations of antibodg levels while the diseas= is active (as _
evidenced by appearance on new lesions) could proVide uééful

information.

/

My results of autoantibody analysis differ from those reported
. s : 23,31,32 : :
for caucacian vitiligo patients” ’""'"" and concur with repofts
that autoimmunity as well as autoimmune diseases are rare in-the

50,51,52

African. The explanation for the rare occurence of

autoimmunity in the African is not known. It has been said to be
’ v

related to altered immunological state produced by multiple

Tl ke i ST g o8
parasitic infections since childhood. However, the manner in
which parasitic infections would interfere with autoimmunity
remains entirely speculative. Reduction of the sensitivity of the
immune system, to the factors responsible for the production of
autoimmune disease, by massive antigenic stimulus of multiple heavy
parasitic infections has been suggested to explain the inverse
relationship between parasitic infections and auteimmune disease.

52 ; .

Taylor, suggested that genetic factors protect the African from
autoimmunity. The absence of organ speycific antibodies in the

patients studied is, therefore, likely to be due to both genetic and

environmental factors.

CiIyan;
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Concerning the association between ABO blood groups and vitiligo,
none could be demonstrated in the present study. The studies of

53
Srivastava and Shukla and thosé of Sehgal and Dube reported a

higher risk of vitiligo in patients with blood groups B and A and B
respectively. Howeve;, these reports have been disputed on the ground
that the coﬁtrol groups were not properly selected. In a study of
1000 patients Kareemullah and associate556 could not find any
association between vitiligo and blood groups. Todate, there is no
convincing evidence to suggest that the ABO blood groups and vitiligo

are related.

%

Turning to treatment, lésions on the head and neck responded
better to therapy thén lesions elsewheré; Conversely genital lesions
and those on bony prominences had the poorest response. These
observations could be'accounted for by histological or biochemical
differences of the lesions or differences in the duration and

frequency of solar exposure or a combination of these factors.

Histological or biochemical facéors are however, unlikely to
account for the noted differences as the biochemistry and anatomy
of vitiligo lesions in the skin are the same irrespective of the
anatomical site. In the tropics, he head and neck frequently and
unintentionally get solar exposure. On the contrary lesions bn the

genitalia are covered and don't get direct solar exposure. Though

.../32.
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adviced to expose all the lesions to the sun, patients admitted, on
questioning, that they did not expose the genital lesion(s). Lack
of privacy was the major explanation. It is therefore, likely that

genital lesions had poor repigmentation because they never had

ultraviolet light which is essential for inducing repigmentation.

o

As regards the duration of illness and response to therapy no
concrete deductions could be made from this study. However, the
tendency was for newer lesions to repigment faster and better than
older lesions. This could have been due to reactivation by psoralen
and U.V. light of few melanocytes that may have been bresent in
such lesions to increase production of melanin whiéh in turn led

to repigmentation.

Six of the 8 patients with good repigmentation were children
or adolescents. It may bé interesting to note that the highest
success rate with psoralens‘has been reported to occur in children.
There is no known explanation to account for the observed better
responge for children. waever, it could be that lesions in children
have some melanocytes which are reactivated by the psoralens. It

is noteworthy that once repigmentation has been acquired, it may

last for 20 years after treatment has been stopped.
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Optimal response to psoralens occur after six to twelye
; S 3 ‘ ;
weeks of continuous treatment, In only four of my patients was
treatment continuous for over six weeks. Two of these patients
had complete (100%) repigmentation. It is, therefore, gquite

likely that other patients would have had better repigmentation

had treatment been uninterrupted and for longer duration.

With over 30 per‘cent of the vitiligo population in the
present study, being children, it is expected that treatment with
psoralens and ultraviolet light may bring happiness to many

miserable patients and their families,
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concLuszons

Like in other racial groups, idiopathic vitiligo was the
predominant clinical type of the disease encountered in the African.
However, the association of autoimmunitg and vitiligo reported

in the caucacians was not observed in .the present study.

Since psoralens combined with solar exposure (or UVA) can
induce complete repigmentation in some patients, it is recommended
that vitiligo patients should be given psoralens continuously for

a substancial duration of time (preferably six months) .

Pébralens should therefore be available in a few selected

centres where proper instructions and follow up can be offered.
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