
B U LLOUS TY PE OF REACTION I N  LEPROSY 4 1 

BU L LO U S  TY P E  O F  R EACT I O N  I N  L E P ROSY 

by D R .  C. K .  JOB, M . D . ,  

Pathologist, Schieflelin Leprosy Research Sanatorium, Karigiri 

and D R .  G .  W. GAULT, M . D . ,  M . S . ,  F. R . A .C .S . , 

Professor of Pathology, Christian Medical College, Vellore 

There are many cases of leprosy with bul lous lesions reported 
in medical l i terature,  though  detailed autopsy findings on these 
cases are not avai lable .  Most of these case reports are from workers 
in South America and i t  has not been described in patients from 
India .  Th is  is a case report of an f nd ian pat ient with lepromatous 
leprosy who developed the bul lous type of lesions  and died .  The 
autopsy find ings of this case are also described in  detai l .  

REPORT OF A CASE 

A farmer aged 40 years, a nat ive of North Arcot District in South I ndia, 
was registered in  Schieffel in Leprosy Research Sanatorium for the first t ime on 
4th Janua ry, 1 95 7 .  He gave a h istory of a hypopigmented patch on the right 
thigh 1 6  years ago, which gradual ly increased in size. Six years later, many 
more hypopigmented, shiny, macular lesions were not iced all over the body 
for which he had period ica l injections of hydnocarpus oi l  for one year only.  
The patient's father had leprosy. 

Eight months before adm ission to this hospi ta l ,  the patient not iced bul lous 
lesions, which after a t ime, u lcerated and then resolved . H e  contin ued to get 
these l esions at interva l s  and each episode was worse than the prev ious one and 
t he u lcers became extensive and deep. 
Physical Examination. The general condit ion of the pat ient was poor. H e  was 
drowsy and no coherent answers could be obtained from h i m .  

T h e  cardiovascular system, the respiratory system and t h e  gastro- intest inal  
system showed n o  abnormal ity. There was bi latera l wel l  marked irit is  in the eyes. 
Examination of the Skin. There was general ised diffuse infiltration which involved 
t he entire trunk and face. There were extensive ulcers on both lower and u pper 
extremities. The ulcers were very deep in the legs and feet .  The base was red in 
areas and in  places was covered by necrotic t issue. The edges were ragged . 
Superficial  u lcers, involving the cheek and the nose, were seen on t he face. 
There was loss of hair on both eyebrows and thickening of the ears. 
Laboratory Data. The significant findings were that his bl ood haemoglobin was 
4.5 g. % and his urine showed the presence of a lbumih,  a trace of sugar, many 
pus cel ls and occasiona l granular casts. 
Progress. The patient was given Seclopen injections twice a day and blood 
t ransfusion of 500 ml. of blood . H e  remained semi-conscious throughout the 
period of stay in  hospital  and died after 14 days. 

POST M ORTE M E XA M I NATION 
Post mortem examination was carried out  five hours after death.  

External Appearance. The body was that of a very emaciated man, weigh ing 
3 8  kg. and measuring 1 65 cm. in length. There was diffuse l epromatous infiltra
tion of the skin over t he body and face. The eyes were sunke n .  Both thfl cheeks, 
the nose and the ear l obes showed superficia l ulceration.  Tn the l ower exiremities 
t here were extensive deep u lcers with base partly covered with granulation t issue 
and partly necrotic, and tendons were exposed in some areas. These ulcers 
i nvolved the entire leg and l ower third of the t h ighs. There were ulcers on the 
upper extremities a lso, involving t he hand, t he forearm, and the lower t hird of 
t he upper arm. Superficial ly, the involved areas appeared gangrenous. A few 
bul lous lesions were seen on the extensor aspect of the forearm and the upper 
arm. The buttocks showed deep ulceration. 
Gross Examination : 

Liver weighed 1 ,500 g. It was pale and was increased in size, with round 
edges. Cut surface showed pale and yellowish appearance. 



42 LEPROSY REVIEW 

Spleen weighed 350 g.  f t  w a s  marked ly congested a n d  friable.  
Testes. The left testis weighed 1 8  g. It  was firm in consistency. On cut sect ion,  

no normaL test icular t issue was ident ified, but there was gross evidence of fibrosis .  
The right test is showed a smal l  hydroce le contain ing about 50 ml .  of  s traw

coloured fl u i d .  It weighed 20 g. The cut surface showed a n  appearance s imi lar  
to that  of the left testis.  

In the respiratory system, the card iovascular system ,  the a l i men tary system, 
the urinary system, and the cen tral nervous syste m, no significant  abnormal i t ies 
were detected . 

M I C ROSCO P I C  EXA M I NA T I O N  
Sections from a l l  organ s  were stained w i t h  haematoxy l i n  and eosin a n d  for 

acid fast orga n isms. 
Skin. Pieces of skin were taken from representat ive a reas i n  the upper and lower 
extremit ies. The basic lepromatous picture was seen with flatten ing of  e pidermis 
and a clear area beneath i t  separat ing the epidermis from an inflammatory 
infi ltrate consist ing of  lymphocytes, plasma cel ls,  and many macrophages. The 
bul lae involved the ent ire t h ickness of t he epidermis.  The corium was oedematous. 
congested, and necrotic in some a reas. There were sma l l  a rteries showing colla
genous t h ickening and panarterit is .  The d i fferent coats were indist inct and the 
inflammatory infil trate was most abundant i n  the media and t he advent i t ia .  
The l u m i n a  of some of these vessels  were very narrow. Sma l l  veins and capi l laries 
showed endothelial  prol i fera t ion and vascular i t is .  There was also evidence of 
thrombosis i n  a few of them. 

The subcutaneous fa t showed an inflam ma tory infil trate predominantly 
com posed of neutrophi l  gra n u l ocytes and a lso macrophages. This was primari ly 
seen i n  the septa .  The nerve bundles showed fibrosis, and infil tration with 
lym phocytes and macrophages. 

The acid-fast stain showed n umerous bac i l l i  i nside the macrophages present 
i n  the cori u m  and i n  the subcutaneous t issue. Many baci l l i  were seen in  the i nter
st i t ia l  spaces. The endothel ial  cel l s  of the wal ls  of the blood vessels  were 
d istended with acid-fast orga n isms. The nerve bundles contained many baci l l i .  
Liver. Showed wel l-marked fatty change of t h e  parenchymal  cel l s .  There were 
smal l gra n ulomas consist ing of lymphocytes, plasma cel l s ,  and macrophages 
s i t uated foca l ly and in the periportal areas. There was s l ight increase i n  fibrous 
t i ssue but the a rchitect ure of the l iver was preserved . Many acid-fast bac i l l i  
were seen ins ide macrophages. 
Spleen. Showed wel l  marked congestion and scattered granu lomas consist ing of 
foamy macrophages, plasma cel l s  and leucocytes .  Many acid-fast baci l l i  were 
seen inside macrophages in the gra n ulomas and lying free in the s inusoids. 
Testes. The seminiferous t u bu les were atrophic and hyaLin ized . Tn the interst i t ia l  
t issue t here were many granulomas consist ing of lymphocytes, p l asma cel l s, and 
macrophages. There was marked increase in  fibrous tissue. Acid-fast s ta in  
s howed many bacil l i  i n  the gra n ulomas and i n  t he sem in iferous tubules. 
The Adrenals. The cortex revealed a few scattered granulomas consis t ing of 
plasma cel ls ,  leucocytes, and macro phages. But  the med u l l a  showed no lesion.  
Acid-fast stain showed many baci l l i  packed inside the macrophages . 

M icroscopical ly, the heart,  t he aorta, the l ungs, the pancreas, the k idneys, 
the bladder, the thyroid, the bra i n ,  the spinal  cord, the pi tu i tary, the gastro
i ntest inal  tract showed n o  abnormal ity, but the l ungs and the kidneys showed 
acid-fast bacil l i  in the endothel i a l  cel l s  of the capi l laries of the a lveolar wal ls 
and the glomerular t u ft .  

DISCUSSION 
Lucio and Alvardo of Mexico ( 1 852) as quoted by Pardo Castel lo 

and Pineyro6 described a form of leprosy with diffuse lepromatous 
infiltration, and bullous eruptions which burst giving rise to deep 
ulceration .  They considered i t  as an entirely new form of the disease 
and termed it "Lazarine Leprosy". 

Pardo Castello and Caballero ( 1 930)5 made a study of Lazarine 
Leprosy and presented it  as a peculiar mono-symptomatic form. 
Their experience was based on 23 Cuban cases. The basic histo
pathological picture in these cases was thought to be tuberculoid 
leprosy. 



I .  The right hand showing extensive IIlceration and slIperficial gangrene. 

2. The right foot showing extensive deep IIlceration. 



3. Photomicrograph of the skill showing the ulcer with jagged edges after the 
blister has burst . Superficially. there is a large collection of polymorphonuclear 
leucocytes. Deeper in the dermis there is necrosis and infiltration of fat with 
polymorphonuclear leucocytes and macrophages. H & E x  3 5 .  

4 .  Photomicrograph of skin showing marked engorgement of the capillaries adjacent 
tn the hlister area. H & Ex 1 00. 



5. Photomicrograph of a small vessel ill the deep dermis, sho wing a lIecrotizillg 
lesion. The lumell is markedly narrowed and occluded with a thrombus. There 
is also ellgorgemellt of small blood capillaries arol/lld it. H & E x 1 00. 

6. Photomicrograph showing a vessel deep in the dermis showing endothelial 
proliferatioll, narrowing of the Ilimen, and infiltration of the entire wall with 
polymorphonuclear leucocytes, lymphocytes and macrophages . There is marked 
engorgement of the surrounding blood capillaries. H & E x 1 00. 



7. Photomicrograph oj' the liver showing granulomatous inflamma tion around the 
portal tract and marked j'atty change oj' the parenchymal cells. H & E x 1 00 .  

8 .  Photomicrograph oj' the testis showing marked hyalinization oj' the seminiferous 
tubules. There is also infiltration with lymphocytes, plasma cel/s, macrophages 
and small collections oj'j'oall/ cells. H & E x 1 00. 
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Rodriguez ( 1 935)'  of t he Ph i l ippi nes, reported a case which he 
thought presented a typical pict ure of Lazarine Leprosy. In th is  
case al so, the  bas ic  h istologic pict ure was that of tuberculoid leprosy. 
He suggested that Lazar ine Leprosy may occur in the Orient also. 

Rodriguez and Wade ( 1 940)8 reported a case of bu\ 1ous tuber
cu loid leprosy . They thought t hat bu l lous  format ions can occur in 
both lepromatous and tuberculoid leprosy. So Lazarine Leprosy was 
not a separate type of the d i sease but was a reaction  that occurred 
in t he co urse of bot h t u bercu lo id and lepromatous forms of the 
d i sease . 

Burks and Brunst ing ( 1 94 1 ) l reported a case of pemph igoid 
lepro y.  The h i stopathological examinat ion showed a basic lepro
matous picture .  There was a l so congestion of the en t i re cut is .  Acid 
fast bac i l l i  were seen abundant ly t h roughout the ent i re section 
especial ly i n  t he vesse ls  and nerve bundles .  They found acid-fast 
baci l l i  in the walls and lumina of b lood ves els also. 

Latapi and Zamora ( 1 948)4 publ ished their study i n  Lazarine 
Leprosy. Tn the ir  h i stopathological study of the d iffuse cutaneous 
i nfiltrat ion t hey found that i t  was d ifferent  from the classical nodular 
type and t he acute epi sodes were essent ially dependent on an 
"acute vasculari t is" .  Latapi had proposed t he name " Lucio's 
Phenemenon" or " Eryth ema Necrot isans" to this rare man i festation 
of leprosy. 

Pardo Caste l l o  and P ineyro ( 1 949)6 reviewed the l i terat ure on 
Lazarine Leprosy and concl uded that there was no specific form of 
leprosy that could be cal led Lazarine, but this term might be used 
as a synonym for p redominantly bu\ 1ous and necrotic lesions which 

might occur in e i ther lepromatous or tuberculoid forms. Cochrane2 
in h i s  text book described Lazarine Leprosy in the words of Latapi 
and Zamora as a d iffuse "Iepromatosis" . He had looked for th is  
special  manifestat ion i n  other parts of the ,  wor ld and had not 
defin i te ly seen it outs ide the A merican cont i nent .  

According to Khanolkar3, in the early pha e of the d i  ea e few 
types of changes were encountered. Firstly a marked proliferation 
and mobil izat ion of polyblasts and histiocytes in the dermis and 
secondly a considerable d i latat ion ,  necrosis, and thrombosis of 
capillaries. At a later phase there was a formation of a soft bl ister 
which bursts, leaving an u lcer ringed with a zone of chron ic inflam
mation .  This phase is characterised by wide-spread , multiple, 
necrot is ing lesions of blood vessels in the sk in .  

I n  the  case described above, the patient gave a h i story of having 
a hypopigmented les ion 1 6  years previously which later spread all 
over  the body. On examinat ion ,  a d iffuse infiltration of the entire 
sk i n  of the body was n oticed , so a cl in ical diagnosis of lepromatous 
leprosy was made. There were also bul lous lesions  that led to the 
formation bf cutaneous plaque of necrosi s and gangrene, fol lowed 
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by deep ulcerat ion that extended on to the muscles and tendons,  
thus  caus ing extensive m ut i lat ions of t he extremities. The h i sto
pathological picture -revealed a basic lepromatous pattern . A l so, 
t here was inflammation of the vessel s  of the skin . Some of the 
vesse ls  showed narrowing of l umina and even thrombosis.  Acid
fast sta in showed numerous baci l l i  i n  the cori um and i n  the sub
cutaneous t issue, especia l ly  around the blood vessel s, and i n  the ir  
pro l iferated endothe l i um.  

The c l i n ical and patho logical find ings show that th i s  i s  a case 
which conforms to what has been called " Lazar ine Leprosy", a 
term used to denote leprosy wi th  predominant ly bu l lous  and necrotic 
lesions .  

There i s  a confus ion that exists in regard to the correct appl i
cation of the term " Lazarine Leprosy". The term is used to denote 
leprosy with predom inant ly bu l lous and necrot ic lesions. Rodriguez 
and Wade ( 1 940) commented on the formation of bu l lae during the 
course of l epromatous and tubercu loid types of the disease. There 
seems  to be no doubt that there are a n umber of pat ients with leprosy 
who develop bu l lous  lesions. But t hey can be classified in e i ther  one 
of the two polar forms of the d i sease. So instead of giv ing a new name 
to t lus particular man ifestation in the course of the disease, we might 
as well cal l  i t  by a descriptive name " Bu l lous Reaction" in leprosy. 

Bu l lous reaction i n  leprosy i s  not confined only to Mexico and 
South America. Rodriguez ( 1 955) has reported it in a defini te case 
of tuberculoid leprosy from the Phil ippines .  Our report records 
bullous formation in a case of lepromatous leprosy from I ndia .  The 
reaction may be seen in  countries where lepromatous cases with 
diffuse infiltration of the skin are commonly met with.  In I ndia, 
lepromatous cases with d iffuse infiltration are q uite frequently seen ,  
and this  case i s  reported to st imulate others to look carefully for 
pat ients with bu l lous lesions and publ ish "the i r  findi ngs. 

Summary 

1 .  A case of bullous reaction in leprosy is described glVlng post 
mortem findings and histopathological observations. 

2.  A short review of the l i teratu re on the subject i s  given . 

3 .  It i s  pointed out  that Lazarine Leprosy i s  not a separate entity, 
but only a p hase of the disease in  the course of either  tuberculoid 
or lepromatous type of leprosy. 

4. It is suggested that bullous reaction in lepromatous leprosy may 
be found i n  cases with diffuse infiltration. As  such, it may be 
prevalent in I ndia where this type of case is frequently see n .  
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