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The first case of this hitherto undeseribed disease was seen in a
leprosy settlement in West Nigeria. The case was presented as atvpical
tuberculoid leprosy, not responding to three years of sulfone treatment.
Although leprosy was excluded beeause of lack of hypesthesia, normal
perspiration in lesions, and absence of enlarged nerves, a diagnosis
could not be made. The following year large numbers of similar cases
were seen in leprosy elinies in Southern Benue Provinee, Northern
Nigeria. The local medical superintendent already doubted the diag-
nosis of leprosy because of the atypical aspeet and the lack of response
to several years of sulfone treatment. However, two pathologists diag-
nosed leprosy in 15 ont of 16 biopsy specimens. In one case the possi-
bility of granuloma annulare was considered.

It is evident that eclinically and histologically this skin condition
may resemble some forms of leprosy. The clinical aspeet of the disease
has been studied in many hundreds of patients in Benue Provinee, In-
formation about the epidemiology of the disease was derived from an
intensive population survey in a part of Benue Provinee in which the
disease was highly endemic. The histopathologie deseription, which will
follow, is based on the study of 140 biopsy specimens.

Clinical aspects—The first symptom of the disease is a localized
iteh, soon followed by skin lesions at the same site. The early lesions
usually are papulo-nodular. These incerease gradually in size, at the
rate of about 2 em. in diameter per month, and develop into plaques or
cireinate lesions. Often the lesions are slightly to moderately hypopig-
mented. They are always very well defined. The diameter varies he-
tween 1 and 15 em. Many patients show only one or a few lesions;
others show many lesions, and in a few patients the disease hecomes
nearly generalized.

After some time, usunally more than a vear, the lesions subside
spontaneously. In some patients, however, new lesions appear while
older ones subside. Often the whole course of the disease covers more
than 10 years.
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The following elinical varieties have been recognized:
1. ]’:t|ll|1!i—l|ndll|:l1' 1X).

2. Plaque: (a) with smooth surface (P); (b) consisting of closely set, evenly dis-
tributed nodules (NP).

3. Cireinate: (a) with coarse nodular edge (CC); (h) with fine papulo-nodular

edee (CF); (¢) with intermediate edge (C).

. Atypical: (a) eireinate with broad, solid smooth edge: (h) cireinate, with sealy

edges (¢) with marked atrophy.

5. Residual hypopignientation.

The papulo-nodular variety (Fig. 1) shows smooth lesions, 1-5 mm.
in diameter, elovated 1-3 mm. above the surtface of the skin, occurring
singly or in groups or scattered. The lesions usually develop into
plaques or eireinate forms.

Fia. 1. Papulo-nodular lesions. Seattered distribution on neck and upper back.

The plaques are well defined, elevated 1-4 mm. above the surface of
the skin, and are single or multiple. In most eases the snrface is smooth,
with a **peaun d’orange’ aspeet in the more elevated lesions (Fig. 2),
but in other cases the plaque consists of evenly distributed, rather
closely set, sometimes coaleseing nodules 2-5 mm. in diameter (Fig. 3).
The plaques often subside first in the eenter, thus becoming ecireinate.

The cireinate lesions present an edge of papulo-nodules, smooth
and closely arranged around a center, which is often slightly hypopig-
mented and may show slight atrophy. In many cases the appearance of
the skin in the center is nearly normal. The size of the papules varies
considerably. In many cases the diameter of the papules is only 1-2 mm.
(Fig. 4). The coarse cireinate variety shows nodules averaging about
45 mm. in diameter (Fig. 5). The papules are usnally more or less
round but sometimes elliptical or irregularly shaped. Atypical lesions
with residual atrophy may be seen (Fig. 6).
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Fig. 2. Plagues with smooth surface, subsiding, on lower back.

Nite of lesions.—The majority of the lesions are found on the upper
parts of the body (Fig. 1). The upper arms and shoulders, the upper
back and the upper chest are sites of predilection.

Tavre 1. Distribution of first lesions in 278 patients,

Number of

patients Percentage
Arms and shoulders 135 49.0
Upper back and chest 87 31.0
Lower back and abdomen 25 9.0
Head and neck 17 6.0
Loegs 14 5.0
TOTAL 278 100.0

[esions are more common on the upper arms than the forearms,
[Lesions are seldom found on the hands. The legs present a similar dis-
tribution. The distribution of initial lesions in the patients seen is pre-
sented in Table 1.

Age distribution.—The highest incidence (9.7% ) was found in old
people. The prevalence is high in the 40-49 year age grouup (6.5%),
much lower in the 30-39 vear age group (1.6% ), and low in people he-
tween the ages of 15 and 30 years (0.015% ). Not a single case was
found in more than 3,000 children examined. Age frequency is tabu-
[ated in Table 2.

Sex distribution—"The disease is more common in females than in
males, The difference is much more marked in the vounger age groups.
The male-female sex ratio in the 30-39 vear age group is 1:2, hut in
persons above the age of 50 the sex ratio 1s 1:1.2 only. In very old peo-
ple the sex difference is negligible. On the average the disease starts
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at an carlier age in females, Table 3 tabulates the sex distribution as
ohserved in our cases,

TasrLe 2. Age frequency distribution in 1I8 patients.

Age group Number Number of Prevalence
in vears examined cases X per cent
10—19 1,262 i 0.01
20—29 1,600 3 0.02
30—39 1,627 26 1.G
H0—49H 814 53 6.5

S00& over 667 65 9.7

TasLe 3. Sex distribution and age of patients.

Males | Females
Age group Number | Number of | Prevalence | Number  Number of | Prevalence
in years examined Cases per cent | examined cases per ecent
1019 e | 1 | o2 | 63 0 0.0
20—29 541 ' 1 0.02 1,062 2 0.02
30—39 610 | G | 1.0 1,117 20 2.0
10-49 405 | 17 1.2 109 36 8.8
A0 & over 384 } 34 8.9 283 31 10.5
TOTAL 2,565 | a9 | 23 3,508 89 25

Clinical variety and age—Although a partienlar variety is not re-
stricted to a particular age group, the circinate form, with fine edges,
is much more common in old people. Younger age groups more often
show one of the other varieties (see Table 4).

TavLe 4. Frequeney distribution of vavieties according to age of patients.

Variety
Age group L : - = -
i years CF ‘ C {0} P
10—19 - 1 =
20—29 - 1 1 2
30—39 10 , 6 10 4
1049 29 i 16 6 2
A0 & over 42 | 15 ] ]
TOTAL | 81 , 38 26 o

Histopathology.—The epidermis is normal or slightly atrophie.
Usually there is slight to moderate loss of pigment in the basal layer.
Clumps of pigment are found frequently in the upper parts of the
dermis.

The dermis shows a tuberculoid infiltrate, more intensive in the up-
per third, but extending not rarely throughout the dermis. The papil-
lary spaces are relatively free from infiltrate, and often a free sub-
epidermal zone is seen. The center of infiltrates shows various degrees
of collagen degeneration.
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Fia, 3, Plaques of elosely arranged, regularly distributed nodules, loecated on hoth arms.

The infiltrate consists of histioeytes, lymphoeytes, epithelioid cells
and many foreign body giant cells. Small numbers of Langhans™ giant
cells may be present in some cases, In some of the cases an inercase
of cosinophilie leucoeytes was seen. In a few eases the nummher of
plasma cells was inereased. The inerease of cells of the latter two types
is not a constant phenomenon and may be unrelated to the disease. The
mfiltrate is not conmected with appendages of the skin, nor with nerves
or sweat glands. Normal nerve branches were often found within an
extensive infiltrate. The blood vessels appear to be normal.

Destgnation.—The condition was first ealled ** Mkar disease™ attor
fhe town where it was first studied. Beeaunse of the granulomatons con-
dition and the variations in elinical aspeet “erannloma multiforme™”
would be a more appropriate name.

Differential diagnosis—C(C'linically and histologically there are dif-
ferences between eranuloma multiforme and other eranulomatous con-
ditions resembling it. A elose resemblance is seen with eranuloma an-
nulare. The latter, however, is common in children, frequently on the
hands. Histologically a radial arrangement of fibroblasts is seen around
centers of neerosis, at least in some of the easoes.

In this artiele speecial attention is paid to the differential diagnosis
bhetween granuloma multiforme and leprosy.

Iteching, a typical symptom of granuloma multiforme, is absent in
Ii-[n'n:-:_\'_ l’;u’l*:-&{ilt':a'i;| i|| ||-}|I'n.-'_\' may he (||-.-'|'I‘i|n'{| |i_\' SO0 |1;lI'|n[|1.-' HE
itching; it is present in only a minority of the cases, intermittent, and
usually of short duration.

Of very great importance is the absence of any sensory impair-
ment in granuloma multiforme. There is no loss of perspiration. Hairs
may he short, as a result of seratehine, hut they are not ecompletely
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FiG, 4. Cireinate lesion with fine papular edge and slight hypopigmentation. Left sub-
clavienlar region,
lost. Hypopigmentation may be present in both conditions, particularly
in circinate varieties resembling minor tuberculoid leprosy. On the
average the degree of hypopigmentation is less than in comparable
leprosy lesions. Atrophy may bhe present, but is usually less marked
in granuloma multiforme.

In cases of granuloma multiforme with one or a few lesions the
distribution may be similar to that of leprosy. In cases with multiple
lesions the distribution usually differs from that in leprosy. The
predilection sites, i.c., upper arms, upper back, and upper chest, are not
typical for leprosy. Granuloma multiforme patients with many lesions
scldom present lesions on the hands, lower legs, and feet. In leprosy
cases with many lesions usunally a few are seen on these parts of the
oxtremities, Large nerves are never affeeted.

Histologically some cases of granuloma multiforme may resemble
tuberenloid or ““dimorphous’ (borderline) leprosy. As a rule the dif-
ferences arve sufficiently marked to enable differential diagnosis on a
single seetion of an aetive lesion.

Nerve branches are not affected. They are usually found without
difficulty, even within the infiltrates (°). Nerves and sweat glands are
not predilection sites of infiltration. In cases with an extensive tuber-
culoid infiltrate the papillary spaces are almost uninvolved. Often a
free subepidermal zone is seen, and atrophy of the epidermis is com-
paratively slight. Some central collagenous necrosis is usually pres-
ent. The number of foreign body giant cells is usually large, and far
exceeds the number of Langhans' giant cells.

Ktiology.—The cause of the disease is as vet unknown. A bacterial
origin is not probable. Baecilli have not been found after Gram and
'ite-Wade staining. Antibioties have not produced any effeet on the
course of the disease. The distribution of the cases in the community
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i, 5. Cireinate lesion with coarse nodular edge, on right forearm.

is not in favor of an infeetious agent. PAN staining does not reveal
the presence of fungi.

A parasitic origin has been seriously considered. In a number of
secetions mierofilaria and an increased number of cosinophils were
found. No tissue reaction, however, was noted around mierofilaria, nor
have degenerating microfilaria been deteeted in early infiltrations. This
does not entirely exclude the possibility of a late tissue response to
completely degenerated parasites that arve beyvond recognition. How-
ever, granuloma multiforme is uneommon in an adjacent area with a
very high inceidence of mierofilariasis.  Also the distribution of the
lesions is not typical for filariasis. The possibility of another parasite
or a biting or stinging inseet cannot be entirvely exeluded.

Another possibility deserving consideration is an agent dropped
from loads carried on the heads of patients or from the roof above the
fire in huts. This would explain not only the distribution of the lesions
on the upper parts of the hody, but also the sex differences. Adult fe-
males spend more time near the fire than adult males; but in old ace
the men appreciate the warmth of the fire as much as old females.
The causative agent may have an effeet similar to that of siliea, heryl.
linm, and zirconium. Doubly refractile material, however, was not
present in the seetions. Mierochemical analysis has not yet heen made,

Prevalence—The prevalence of leprosy in the survey area was
1.5 per eent. That for granuloma multiforme was 1.7 per cent. Two
cases of granuloma multiforme and tubereuloid leprosy in the same
patient were seen, and two cases of granuloma multiforme and lepro-
matous leprosy. The latter cases are of particular interest in rela-
tion to the coneeption of Sagher and his colleagues-*® that lepromatous
patieuts respond to various agents with a lepromatous type of reac-
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Fra. 6. Atypieal lesion with marked residual atrophy.
tion. This is doubted by Kooij. " The finding of a tuberculoid type

of reaction in the two lepromatous patients points against the opinion
of Sagher and is in favor of the hypothesis that lepromatons patients
are merely unable to react with a tuberculoid type of response to cer-
tain components of acid-fast baeilli.

SUMMARY _

(linical, histologie, and epidemiologic deseriptions are presented
of a new skin disease resembling tubereuloid leprosy. It is common in
old people in Benue Provinee, Northern Nigeria. Hundreds of cases
have been treated with dapsone in leprosy elinies, without cffect.
Pathologists have diagnosed leprosy on a number of biopsy specimens.

The disease can be differentiated from leprosy by the presence of
itching, the atypieal distribution of its lesions, which occur mainly on
the upper parts of the body, and the absence of certain characeteristies
of leprosy, including anesthesia, thickened nerves, and loss of perspira-
tion. Histologically the tubereunloid infiltrate characteristic of the dis-
case has no connection with nerves and sweat elands:; normal nerve
fwigs are seen within infiltrates. Central collagenous degeneration is
common. Foreign body giant cells are usnally present in large number.

The most common clinical .varieties are papulo-nodular, circinate,
with a fine or coarse papular margin, and plagques with a smooth sur
face or in groups consisting of closely and evenly distributed nodules.

The cause of the disease is unknown. It is designated “ granuloma
multiforme’ hecause of the granulomatous structure and the variation
in clinical aspect.
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RESUMEN

Se presentan cdeseripeiones elinieas, histologicas v epidemioldgicas de una nueva
enfermedad que se asemeja a la lepra tuberculoide. Es comiin en gente de edad en la
Provincia de Benue, Norte de Nigeria. Cientos de casos han sido tratados sin efecto con
dapsona en las elinicas de lepra. Los patélogos han diagnosticado lepra en un niimero
de hiopsias,

Esta enfermedad puede ser diferenciada de Ia lepra por la presencia de pieazon, la
atipica distribucién de sus lesiones, las cuales ocurren prineipalmente en la poreién
superior del euerpo, v en la ausencia de clertas caracteristicas de la lepra, ineluyendo la
anestesia, engrosamiento de nervios v pérdida de la perspiracion. Histoldgicamente ol
infiltrado tuberculoide caracteristico de la enfermedad no tiene conexion eon las glindulas
sudoriparas ni con los nervios; ramitos nerviosos normales se ven dentro de los infil-
trados. Es comiin In degeneracién coldgena central. Usualmente estin presentes en gran
niimero las eélulas gigantes de tipo cuerpo extraiio.

Las variedades elinieas mas comunes son la pdapulo-nodular, eiveinada, con un margen
fino o papular grueso, v placas con una superfieie lisa o en grupos consistentes de nodulos
de distribueidn cereanos v iguales.

La eausa de la enfermedad es desconocida. Se la ha designado como “grannloma
multitorme” por la estructura granulomatosa v varineidn en sus aspectos elinicos,

RESUME

Les earactéristiques elinigues, histologiques et épidémiologiques d’une nouvelle maladie
cutanée qui ressemble & la lepre tuberenloide sont déerites. Cette maladie est courante
parmi les gens dgés dans la provinee de Benue, dans le Nigéria du Nord. Des centaines
de eas ont été traités par la dapsone dans les elinigues de lépre, sans vésultat. Les
pathologistes ont diagnostiqué la lépre sur biopsie dans nombre de tas.

La maladie peut étre différenciée de la lépre par la présence de démangeaisons, par
la distribution atypique des lésions, qui surviennent principalement sur les parties su-
péricures du corps, et par 'absence de certaines earactéristiques de la lépre telles
qu'anesthésie, nerfs épaissis et anhydrose, Histologiquement Pinfiltrat tubereuloide carac-
terisique de la maladie n'est pas en connestion avee les nerfs et les glandes sudoripares;
des filets nervenx normaux peuvent étre vus dans 'infiltrat. Une dégénérescence collagéne
au centre est ecourante. Des cellules géantes it corps étrangers sont généralement présentes
en grand nombre.

Les variétés cliniques les plus courantes sont les variétés papulo-nodulaire, eivcinée,
avee hords papulaires fins ou rugueux, et la variété i plagues avee surface lisse on en
groupes consistant en nodules rapprochés et distribués de maniere uniforme,

La eause de la maladie n'est pas connue. Sur la base de la structure granulomatense
et de la variété dans Papparence elinique, cette maladie est désigné sous le nom de
“oranulome multiforme.”
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