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The first case of this hitherto undescribed disease was seen in a 
leprosy settl ement in 'Ves t Nigeria. The case was presented as at.ypical 
tuberculoid leprosy, not responding to three years of sulfone treatment. 
Although leprosy was excluded because of lack of hypesthesia, normal 
per :.; piration in lesion s, and absence of enlarged 1lerves, a diagno ::; is 
could not be made. ']lhe following year large J1Umbel's of similar cases 
\vel'e seen in leprosy clinics in Southern B enue Province, Northerll 
Nigeri a . r:ehe local medical superintend ent a lready doubted the diag
nosi:.; of leprosy because of the atypical aspect and the lack of r esponse 
to several years of sulfon e treatment. Howrver, two pathologists d iag
nosed leprosy in 15 out of 16 biopsy specimens. In one case the possi
hility of granuloma annu]are was consider ed. 

rt is evident that clinically and histologically this skin condition 
may r esemble some form s of leprosy. ']lhe clinical aspect of thr disease 
ha s been studied ill many hundreds of patients in Benue Province. 1n
formation about the epid emiology of the disea se was derived from 311 

intensive population survey in a part of Benn e Provinco in which the 
di sease was highly endemi c. rllhc histopathologic description, which will 
follow, is based on the study of 140 biopsy specimons. 

Clinic,a l aspect s.-The fir st symptom of the disoase is a localized 
itch, soon follow ed by skin lesions at the same site. Tho early lesions 
usually are papulo-nodular. These incr ease gradually in size, at the 
rate of about 2 cm. in diameter per month, and develop into plaques or 
circinate lesion s. Of ton the lesion s are slightly to moderately hypopig
mented. 'llhe? aro always very well defin ed. The diameter varies be-
1\,'('en 1 and L,) cm. :Many pati ents show onl y on o or a f ew lesion s ; 
other s show many lesion s, and in a few patients the disea 0 becomes 
noarly generalized. 

After som e time, usually more than a year, the leR ions subsido 
spontan eously: In somo patients, however, new lesions appear while 
older ones subsid e. Often the wholo course of tho di sease cover s more 
than 10 year . 

lRecei ved f or publica ti on August 19, 1964, 
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rl']w fo llo\\' illg" clini ca l v;:nieties have hee]) r C'cognized: 
]. Pnpu lo-nodular (N). 
2. Plaque: (a) with SlIlOoth S li rface (P ); (b ) consisti ng of close ly set, (we nl~' di .. -

tributed JlOdul es (KP). 
;.1. Circinatp : (a) with ("oal":-;c n odul a r edgc (ee); (b) with fine papulu-llodular 

puge (C1i'); ((.) with in te rtll ed iate edge (e). 
-I. Atypical: (a) (·in.;inat(' with broa d, soli d s lIJ()oth l'dgl'; ( h ) l'ir(·illatt', with ~('al.v 

pdge; (r) with Illarkeu atrophy. 
5. Rl'sidtHlI hypo pig llll'n tation . . 
'I'll(' papul o-nodula I' va I'i ety (Fig. 1) shows smooth les ion :-;, 1 -;) mill. 

ill di amC'te l', elevated 1-:) mTl1. a bove the s urface of till' skill , occlll'l'in g 
s illgl~1 0 1' ill g l'Oll pS 0 1' scattel'l' d. rl'he les ioll s usua ll y develop into 
pla(]lH's 01' circin ate form s. 

FIG. ]. Papulo-nodulm' lesion s, Scattered distribution on n eck and upper bn ek, 

rrhe plaques are \\' ell defin ed, r levated l -4 mm. aho\'(~ the smface of 
tIl(' skin, and a re s ingle 01' multipl r . In most ca:-;es the surface is smooth, 
with a " peau d 'orange" aspect in the mOr e elevatelll e:-; ions (~'ig. 2), 
but in other cases the plaque cons i:-;ts of evenl y distl'ihuted, rather 
closely set, sometim es coa lesc in g' nodul es 2-;) 111m. in dialllri el' (Fig. :3). 
'I'h e plaqu es often subside fir st i]) the center , tllU S hecoming circinate. 

1' he circinate lesions present an edge of papulo-nodul es, smooth 
and closely arranged around a center, which is often slightly hypopig
mented and may show slight Rtrophy . In many cases the appearance of 
the skin ill the center is neRrIy ]1'ormal. rrhe size of the papules ,'aries 
considera hly . 1n man y cases the diam eter of the papul es is only' -2 mm. 
(Fig. 4). Th e coarse circinatr variety shows nodul es averaging ahout 
-1--5 mm. in diam eter (Fig. 5) . The papul es are usually more or les. 
round hut sometimes elliptical or inegular] y shaped. Atypicallesiol1s 
with r esidual atrophy may he seen (Fig. 6). 
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FIG, :!, P lnqu0s with smooth sUI'f ace, suhs iding, on IOWN hn ck, 

Site of lesions.- 'l'hc ma jority of th e l0Sioll s arc foulld 0 11 the upper 
PHrts of thc hody (Fig. 1 ) . rl'he uppcr a rm s and shoulder s, the UPI)cl' 

hack and the uppcr chcst arc s ites of predil ect ion. 

T ABI.E 1, f)i" ll'i/)lI lion of fi l' ,' 1 le"iolls in 278 }Yalients. 

Al'IllS ilnd shoulders 
UPPCl' back a nd ellcst 
L o \\'(' 1' back a ll d abdolllc lI 
]l cad and nrck 
J.J(·g-s 

TOTAL 

Number of 
p a ti ents 

135 
87 
25 
17 
H 

278 

Percentage 

49,0 
31.0 

9,0 
6.0 
5,0 

100,0 

Les ions are more common Oll the upper a rms than the forea rm s. 
I Jc~ion s arc se ldom found on the ha nel s. The legs present a similar di s
t rihution. rrhe distribution of initialles iollS in the pat ient s seen is pre
sented in rrable 1. 

Age dist1'ibu t ion.·-'rhe highest in cid ence (9 .770 ) was found in old 
people. Th e prevalence is high ill the 40-40 yea r age g l'OUUp (6 .;') 0/0), 
much lower in the 30-39 yeal' age g roup (J .6 0/0 ), a nd low in people he
t\\'('(-n the ages of 1;') and 30 year s (0.01;') 0/0 ) . ot a s ingle case was 
found in mo)'e than 3,000 children examin NI. Age frequency is tahu
lated in rr ahle 2. 

Sex disl'ribllt io11.- The disease is more common ill females than in 
mnh'~. rrhe di ffe r ence is much more marked in the younger age gr oups. 
rl'l) e male-female sex ra tio in th e 30-39 ,Year age group is 1 :2, hut in 
peJ'lo;on s ahove the age of 50 the sex l'atio i ~ 1 :1.2 only. In very old peo
piC' th e sex differencc is n egli g ibl e. On the average the disea se start s 
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at all earlier age in femal es. 1'able 3 tabulates the sex distribution as 
ohserved in our cases. 

Age group 
III yea J'~ 

10- 1. 
20- :29 
;lO- :'W 
-IO--W 
."iO & ov(> r 

Age group 
in years 

10- 1!) 
20--:29 
:10-:39 
-10-49 
.')0 & over 

TOTAL 

T ABLE 2. Age f requency d istr ib ution in J·18 patients. 

Number Xumber of Preval ence 
exalllill ('iI cases X per cent 

1,262 1 0.01 
1,60:: :3 0.02 
'1,627 26 1.6 

81-+ 53 6.5 
667 65 9.7 

T AB L E 3. Se.1· d istr iblltion and age of lm lients. 

'Jlales F elll ll ies 

Xumber XUlIlber of Pn'\'a lenc(' XUlllber ' ~nllll)f'r of Preval en ce 
exam ined ('ases jWI' ('e llt exa lll ined cases pel' cent 

-
625 1 0.02 637 0 0.0 
541 1 0.02 1,062 2 0.02 
610 (j 1.0 1,11 7 20 2.0 
405 17 4.2 -109 :36 8.8 
384 :34 8.9 283 :31 10.5 

--- --- - - -
2,565 .')9 2.3 3,508 89 2.5 

(' linical v.(l riety and a,cle.-Although a particular vari et)T is not re
stri cted to a particular age g roup , the circinate form , with fin e edges, 
is much more common in old people. Younger age group p, more often 
show o]l e of the other va rieti es (sec Tabl e -1-). 

TA BLE 4. F req ll ent·y di., tribution of 1'a riet ies according to age of palipnts . 

J\ ge g roup 
Variety 

In year s e li' c CC P 

10- ]9 - 1 _. 

20- :29 - 1 1 2 
::10-39 10 6 10 4 
40-49 29 16 6 2 
.')0 & 0 \,(' [' 42 15 8 1 - - --. --

'L'OT r\ L 81 38 26 9 

Histopath o logy .-~~h e epid ermi p, i ~ llormal 0 1' slightly atrophic. 
F~;ua lly there is slight to moderate loss of pigment in the basa l layer. 
Clumps of pigment are fo nnd fr eqnently in the upper parts of the 
cl ermi ~ . 

The dermis shows a tuberculoid infiltra te, more intensive in the up
per third, but extendin g not rarely throughout the dermis. The papil
]ary spaces are r ela tively f r ee f r om infiltrate, amI often a free sub
cpid e]'mal zone is seen. rChc cente r of infiltrates shows various degr ee 
of collagen clegeneration . 
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·PIG, :1 , Plaqu es of closely nl'l'UlIgcd, ]'cgu l n l'l~' di s tJ'ihuted nodules, locn tcd 011 hoth tll'll1f;, 

'11hC' infiltrate com;ists of histiocytes, lymphocytes, epithelioid cells 
Hnd many fOI'C'igll hody giant cC'lls, Small nU1ll1)('l's of Langhe1ll s' giant 
cell s ma,\' 1)(' prC'se lit in some cas('S, III SOIllC' of the, Celses all inc l'C'HsC 
of C'os inophilic lC' ucoc,vtC' s wa s SC'C' ll. III a fC'w casC's thC' 1l11111I)(' 1' of 
pla sma cC' lls was increa sed. The increase of cells of the latter two typ ('" 
is 1l0t a con sta nt phenomenon and may be unrelated to the di sease. The 
ill filtrate is not conn ected with appendages of the skill , 11 01' with 1H' l'VeS 
or sweat glalld s, Normal llerve bnlll ch('s w(' r(' Of(-C'll fOllncl \\' ithil1 all 
('xtC'll s iv C' infiltrat('. 'r]1(' hlood v('ss('ls appea I' to 1)(' normal, 

J) esiq1Htfiol1,-'11 he co ndition \\'a s first ca ll0d "~ I kar di seas(''' aft('l' 
tlw tOWIl where it wa s fir s t studied. BC'ca use of the granuloma tOll S C011-

dition a]](1 the variation s in clillical aspC'ct "granuloma l11nHifo!'OH'" 
would he a more appropriate name, 

Differential dingnosis.- Clinically and histo]ogica]]y there are (lif
ferel1ces hetween g ranuloma multifol'm e and other granulomatous con
ditions r esembling it. .A clos(' r(' semhlance is seen with !!:l'anuloma all
nulare, 'rhe latter, ho\\, ev(' l', is commOll ill childr(,ll, fre qu(,lltl .\' on tilt' 
hands. Hi stologically a l'aelial arl'ang('ment of fihrobla si" s is seen a round 
CC'llte rs of n ecrosis, at least in some of the cases. 

111 this article special attention is paid to the differ ential diagno. is 
hC'tween granuloma mu1tifol'me and le'pros,v, 

[tchill g, a t~vpical symptom of g ranuloma l11ultiformr, is ahs(' nt ill 
leprosy , Paresth esia in l ep ros ~' may he drsc ribed hy som r patients as 
itching; it is present in only a minorit~r of il10 ca ses , illt C' rmitt('llt, all(1 
u sually of short duration, 

Of very g r eat importan ce is the ahsence of any sensory impair
ment in g ranuloma multiform e. There is no loss of p r r spirahon, Hail' . 
may be short, as a r esult of scratching , hut th e,\' arc not completely 
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FIG. 4. Circill nt e lesion with fin e pnpular cdge n nd s light h."popigmcnt"tion. L eft sub
e I" l'i cul :l1' rcgion. 

lo.·t. H ypopigmcntation may be p l' eSellt in hoth condition s, particularly 
in circinatc varieties I'csemhling minol' tubel'culoicl lcprosy. On tIl(' 
average thc degree of hypop igmentation is less than in comparabl c 
leprosy lesions. Atroph~r ma~' he present, but is usually less markcd 
in granuloma multiforme. 

In cases of granuloma multifol'm e \\'ith one or a few les ions thc 
distribution may bc similar to that of lep rosy. In cascs with multiplc 
lesions the distributioll usually diffcr s from that in leprosy. 'rhe 
prcdilection sites, i. c., upper arms, upper hack, allclllpper chest. are not 
t~'pical fo r leprosy. Granuloma multifol'me pati ents with many lesions 
seldom prescnt lesion s on the hands, lower legs, and feet. Tn leprosy 
cases with many lesion s usually a fc\\' arc sccn on these parts of thc 
extr cmi ties . Largc ncl'VCS are ncver affected. 

Histologicall~r some cases of granuloma multiform e may reo eruble 
tu berculoid or "dimorphous" (bonlerlin e) leprosy. As a rule the dif
fer ences are suffi ciently marked to enahl e differentia l cliagnosii:l on a 
single section of an active lesion. 

Nerve brallches are not affected. 'They arc usually found without 
(lilticulty, even within the infiltrates (6) . Nerves and sweat glands arc 
not predilection sites of infiltration. Tn cascs with an extensive tnher
cllloid infiltrate the papillary spaces are almost unin volved. Often a 
frce subepid ermal zone is seen, and atrophy of the epidermis is com
paratively slight. ~ome central collagenou s necrosis is usually pr('s
ent. Th e numher of foreign boc1y giant cell s is usually large, and far 
exceeds the numher of Langhans' giant cell s. 

Rtiology.- The cause of the dis case is as yet llllknown. A bactcr ial 
origin is not probabl e. Bacilli have not bcen found after Gram and 
Fite-Wade staining. Antibiotic' have ]l ot produced an y effect 011 the 
cour c of the disease. The di.stribution of the cases in thc commnnity 
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PIG, 5, Circinate lesion with to:1I'SC nodll101r ('(l g(', on right fO l' ('l1l'nl, 

is lIOt ill favor of all illfect ious ag('nt. P \ S s taining does not l'e\'(,<ll 
ilw pn'se ll ce of fungi, 

~ \ pal'H l; itic origin ha l; h ('('n s(' rioll l; l,Y cOl1 s id (' r (>(l , III a lIundw r of 
I'('ctioll s microfilaria and an incr eas('d numhel' of eosinophi l" \\' e 1' 0 

found, No tissue l'eaction , however, was noted a 1'0und microfila ria, ll OJ' 
ha ve degel1 el'a ti ng microfilaria he0n c1 et0cted in ea rly infiltration s, rl'his 
does not elltirel," exclud e the pOl's ihi lit ,\' of a late tissue respOllf; e to 
compj ete l~ ' degeneratcd para s ites that are he),olld r ecogllitioll , H o\\'
eve I'. g ranuloma muHiform e is 11 ll COll111l 011 ill all adjacellt Hr ('a \\'ith H 

\'0 ry high in cid en ce oj' mi crofi laria s is . • \ Iso the clisb 'ihuti oll of the 
lesions is not typical for filaria sis. rrhe possibility of another parasite 
01' a hitin g 01' st in g in g in sect ca nnot 1)(> elltil 'ely excluded. 

Another possibility c1 esel'\/ing con sid eration is an agent dropp0d 
f rom loacls cani ed on the l10ads of patients 01' hom the 1'00f ahove th e 
fir e in hut s. rrhi s would explain not olll.,' the dis tribution of the' les ions 
0 11 the upper pa rts of the hod~' , but also the sex differences . ~ \c1ult f e
mal e'S spend mOl'e time' n e'a l' the' fire' them adult males, lmt ill old age 
1h(' m en a pprcciatc tll(' warmth of the nrc as much as old female- so 
rl' h e' causat ive agent may have a ll e (,fect similar to that of s ili ca, l)('r.d 
linm, and zirconium. Douhl y r efractil e' mate'l'ial , ho\\' ever , wa s 11 0t' 
prcsent in thc section s. -:\ 1 iCl'ochemical analysis ha s not yet l)0e11 made. 

P1'eral en re ,- The prevalence of leprosy in the' S l1l 've ~' a),0a wa s 
1.;) pel' cent. That for g ranuloma mllltiforme wa s 1.7 per ce'nt. rl' wo 
cases of granuloma multiform e and tllhel'cnloicl leprosy in th e sam e 
pati ent werc S(len, and two cases of gnmuloma mll1tiform e Hnd lepro
matous leprosy. ']' h c latt0l' ca, 'es are' of particulal' intel'est in ),ela
t ion to the concepti on of Sagher and hi s coll eagues, <2-6) that lepromatous 
pati ~ut. , r e, pond to Va l'iO~l S agents with a 10}1romatous type of l' eHC-
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FIG. 6. A typic:!1 les ioll with mil rl«('d r es idu a I a trophy. 

t iO]). rl'his is douhted by Kooij. ( 1) rl'he finding of a tuherculoid t~'pe 
of r eaction in the two lepromatous patients points against the op inion 
of Sagher and is in favor of th e hypothes is that lepromatous patiellts 
arc m er ely unabl e to r eact with a tuberculoid type of response to cer
ta in compon ents of acid-fa st ha cilli . 

SL\Il\IAHY 

Clillical , hi Htologi c, Hlid epid emiologic desc ription s a 1"(\ pre sC'nted 
of H ll ew skin disease r ef;C'llIhling tuherculoiclleprosy. 1 t is common in 
01(1 people in Benue Provill ce, NortheJ"ll ~i,!.!."eria. HUllClreds of cases 
have heen treated with dapsone in leprosy clinics, withou t effC'ct. 
Pathologists have diagllosec1leprosy on a number of biopsy specim ens. 

'J~he disea se can be cl i ffe ren tia ted from lepTos ~r h.Y the presence of 
itchin g, t he atypical distributi on of its 1esioll s, which occur mainly on 
the upper parts of the bod~' , and the absence of certain characteris tics 
of l el)l"O S~r , inchHling an esth esia, thickened nerves, and loss of perspira 
t ion. Hi stologically the tuberculoicl infiltrate chllractel'istic of the dis
ease ha s no cOlln ection with nen 'es and sweat glalHls; normal nerve 
twigs are seen within infiltrates. Central coll agenou s degener ation is 
common. Foreign hod? giant cells are usually present in large numher. 

rPhe mo. t common clinical ., 'a ri cties arc papulo-nodular, circinate, 
",it'h a fine or coa rse papular margin, and plaques with a smooth sur
face 01' in groups consisting of closely a11(l evell ly di st ribu ted nodules . 

rpJ1(' cause of the disease i,' unknown. Itis designated" gr311uloma 
mllltifol'me" hecau e of the granulomatous structure and th e vD riation 
ill clin ical aspect. 
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HESUlIJ 1~1\ 

~(' prCH(,lItall ' deserip c iollt,~ (' Ifni cas, hi s tol6g ieaH .y l'pidclllio[og ieas de ulla nueva 
cnft' l'Ili edad que :;e aselllCj a a la lepra tubcr t ul oidr. Es COllllll1 en gC llte ell' edad en la 
PJ'ovill r iH de Brllue, ); o l'te ell' );ig (,l'i a. C il'ntos de t11 S0;; hall sido trataelo;; s ill ef eeto con 
dap solla I' ll las (' lilli ras de Ir pra . Los pa t61ogoH ha ll elia g' lI os ti caelo Il'pra ell un nllln er o 
de hi opsiaH. 

E s ta (' II fel'lilcel ad plwde SPI' di f' (, I't'n cia cia de In I('pra p orI a presencia de pieaz6n, la 
a tfpica dis tribuci6n de sus lesion es, las cu a les oturl'en principaitllrnt(' l' 1I la p ()J'('ioll 
superior del cum'p o, ,Y ('II la au ,;e lJ{· in dt, !'i e i'ta s !'ara (·te rlsti cas dl' la It'pl'a, ill(' lu ,Ye ndo la 
a ne.-tesia, eng rosa llli en to de ncrvios Y p Cl'dida dl' la p er spil'aeion. ]I is tolog i(·a ll1 ente pi 
infiltrado tube rculoid e rara ctt'r1s ti ('o de la rn f t'I'IIH'ellid 110 tirllt' ('ollt' xioll (,Oil 111.>; g l ;ll1e1ulll ~ 
sud'or fp a r ns ni con los n('rvios; r a llii tos IIt'l'v iosos 1I01'lilalpH ~(' v('n dplltl'o <I I' los infil 
trados. Es co rnun la elegt'nera('i oll ('ol agl'na ('cntra l. LT sua 1IIII'n t(' f'H t;l II i)J'l'sr n tl' '; PII g'l'a n 
1I111111 ' I'O las N~lulas g ig-Il ntcs (It, tipo euerp o extrlliio . 

Las va ri edad es clini eas lIIas CO lllUn('s !'lon la p :1P UI O- 1I 0dui l1 r , (·in·illa d;!, (' 0 11 UII lIIarg'1'1I 
fi no 0 p a pulnl' g rul':;o, .v plae·as ('011 un fl supt'rfi('il' ii ,;a () t'll g' l'll pO'i ('onsist t'll t (' ,; dl' 1I 0(l!ll o.; 
de d istri hu ci6n cer can os y igua les . 

La causa de la l'n fef'lII edad es des('o noc ida. Se la ha des ig nado COIll O "gl'flnulolll!l 
lIl11lti forllle" porIa es tJ'lwtUl'I1 g' I'Hlllll olll ll tosa ~. \'a r ia(' i{)J ] {' II ~ u s :J s P{'t'tos ('Iilli e·os. 

RI~8Ul"rl~ 

L ps cal'aet el'i stiqut's (· liniqlH>';, hi stol ogiques t't ep id cllliol ogiqu t's d'ull(' n() uvt'll e Illaladi(· 
(' utn ner qui l'esspillbip II la ippl'l' tniw r cui(iidc son t d CC' l'it('s. Crtte Illaladip ps t ('ollrante 
pfll'llli les g(, IIS a.ges dans la pI'O\' in ('r dl' B pIllH', da n,; I!' \' ighia tlu ?\ () I'(l. [)ps C' t'ntaines 
de ('a . ont cte traites pal' la da psonr dans Irs (·Iiniques de Il>prr, SIl IlS resulta t. Lcs 
path ologis tes ont dia g nostique la lepl'e sur hiopsic dans nOlllhl'e el l' r·fl S. 

L a 1lI f1 1adie peut et re diffel'ene ice d r la lep!'l' pal' la presence de delllangeaisolls, pal' 
la dis tribution atypif[ue des les ions, qui sUl'vi ennent prinC'ipalrment sur Ie:; p a rties ;;u 
peri eures du corps, et pal' l'ah~en ce de certain es caraeteris tiques de la lep!'e t ell e;, 
qU'flIl<'sthesie, nerfs epaissis I' t anh ydl'ose. 1:1 istolog iqu elll cnt l'infiltrat tuher culoi'de cal'a(' 
tel'i :;ique de la mallldi e n'es t pas pn conn e ~tion avrc les nel'fs et les g landes sudoripa r es : 
des fil(' ts n erveux n orm a ux pell vent etrc vus dans l'infiltrat. U nl' cl egenel'esccn C'e colla g l>ll l' 
au centre es t courante. Drs (,l'lIul es geantl'S Ii corps etnmg el'H sont generalelilent pres('ntes 
en g r fl ncl n ombre. 

L es val'ietes cliniqu {'s les plus ('ourantes sont It'S vaJ'i etes p a pulo-llodui ll il'e, cil' (' inel'. 
Ilvec horel s p apula il'es fin s ou rug ueux, et la "flrietc ii plflques IlI'l'C sur fl1t'e li ,se ou en 
g r oupes cons istan t en nodules rap pl'oches et eli s trihu 8,; de Ill a nipre uni form!'. 

L a cflu se de la Illalacli e n'est pas COl1l1ue. S ur la hase de la s tru cture g'l'anulomateusc 
<'t el l' III vH ri ete dans l 'H p pa r l'nce cl iniCjue, c(' tte lIl a laelic est desig ne sous 1(' 11 0 111 dt· 
"g ra nul ome lI1ulti foJ'lIl (,." 
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