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Malignant lymphoma presenting 
as fulminant hepatic failure 
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ABSTRACT: A patient with fulminant hepatic failure who had a T8 malignant 
lymphona is described. A review of the literature yields 11 other cases with hema
tologic malignancies with similar presentation. To the authors' knowledge this is 
the first case in which cell marker analysis was performed. Pitfalls in morpholog1c 
diagnosis are discussed. Can J Gastroenterol 1989;3(3):111-114 
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Le lymphome malin et l'insuffisance hepatique fulminante 

RESUME: Le cas d'un patient atteint d'insuffisance hepatique fulmmante et 
ayant un lymphome malin T8 est decrit. Une erude des publications portant sur 
lesujet revele 11 autres cas de tumeurs malignes hemacologiques se presentant de 
la meme maniere. D'apres !'auteur, ii s'agit du premier cas pour lequel une ana
lyse utilisant !es marqueurs cellulaires a ere effectuee. Les pieges du diagnostic 
morphologique sont examines. 
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L !VER INVOLVFMENT DURING TIi i 

course of both Hodgkin's and non
Hodgkm 's lymphoma is not unusual ( I) 

and Jaundice may develop (2.3) How
ever, fulminant hepatic failure ts rarrly 
a presenttng feature of malignant lym 
phomas and , when tt occurs, the clime:, I 
picture may strongly suggest virus. alco
hol or drug mduced hepatttis ( 4 ). A case 
whose presentation with malignant lvm· 
phoma was dominated by fulmmant and 
fatal hepatic failure is described A rl'
view of the literature yields 11 other cases 
with a similar presentation (6-11 ). 

CASE PRESENTATION 
A 66-ycar-old caucas1an wom:in was 

hospttal1zeJ having presented \\'tth leth
argy. anorexia anJ vomiung of several 
Jays duratton Thl• patient also noted 
decreasing energy and a 2.5 kg weight 
los:. over a period of one year since h,n -
ing a tooth abscess complicated by scp-
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ticemia There were no other ,ymptoms 
The pauent did not consume alwh0l and 
there wa~ no history of b lood transfu
sions; hypercens1on was treated with a 
diuretic Physical examination revealed 
feve r ( 38.8°C) and an erythemarous 
pharynx with no exudate. T he remain
der ot th e ex,1mination \l'as normal. 
including the abdominal examination. 

Investigations revea led hemoglobin 
145 g/L, white blood cell count 6600/mm 1 

and hyponatrcmia (sodium 127 mEq/L). 
Despite supportive, steroid a nd ampi
cillin treatmen t. on day 6 the patient's 
abdomen became distended ,md tender 
with righ t upper quadrant pain and peri
pheral edema . T his was accompanied 
by hypcrbilirubinemia, hypoproteinemia 
and thrombocytopenia On transfer ro 
the authors' hospital on the next day, 
blood pressure was 110/80 mm Hg, res
piratory rate 24/min. pulse 100 heats/ 
mm and temperature 38.7°C. The pa
tient was lethargic and orien ted to per
son only. T here was dehydration , jaun
dice, anasarca, palmar erythema. astcr
ix1s and oral petechiac. The abdomen 
was obese hut also distended and soft. 
and there was shifting dullness. 

O n day 7 of the illness ( trnmfer day) 
the lahorn tory mvestigations were as fol
lows: hemoglobin 107 g/L; p latelets 
1600/mm 1; white blood cell count 6500/ 
mm 1; neu trophils 4000/mm 1; lympho
cytes 2000/mm 1; aspartatc aminotrans
ferase 195 (normal 8 to 29 iu/L); alanine 
aminotransferase 132 (normal I to 41 
iu/L); lactate dchydrogcnase 2405 (nor
mal l 17 to 2 59 iu/L); and alkaline phos
phawsc 402 (normal 30 ro 104 iu/L). 
Total bili ru bin was 95 (normal O to 16 
µMIL); albu min 23 (normal 38 to 50 
g/L); ammonia 76(normal 5 to 35µM/L), 
partial thromboplastin time 3 3. 5 (nor
mal 25 to 35 s); and proth rombin time 
13.5 (normal 10 5 to 12.5 s). 

The ster01ds were continucJ and the 
an tibiotic was changed to ticarcillin and 
tobramycin. Platele t transfusion:, were 
given. The pauent developed hilatcral 
plcur.11 effusions, mctaholic acidosis and 
encephalopathy. Lactu lose was srnrtcd. 
Bone marrow aspirates were done on dw 
eight and ninth Jay:. of illnes~ On the 
10th day, the hemoglobin fell from 82 
ro 51 g/L nnd blood transfusion:, were 
given T he patient suffered cardiac arrest 
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Figure I) Lymph nod,• 1hmm1.~ /wlymor/1ho111 hm/i/101rl m/ilrr@• 1rirh <1 Re,·,/ Srrrn/,rr)! /1k,, cd/ 
( ctn<Hd; IX~ k\)/ 

later that day and d ied. The cl111ical d 1f
fcrent1nl was v1rnl hcpanns nr a lympho
proliferauvc d isordt'I' Scrum was nega 
tl\'l' tor hepatitis B surface antigen 
(HB:-.Ag) and annhoJy to HBsAg St'rol
ogy for hepatitis A was not pcrlorrncd 

BON E MARROW 
The first bone marrow aspirate showed 

some atypical lymphoid cells hut this was 
not diagnosttc and a second spl'Cimen 
was requested. Thl' second bone mnr
row aspirate showed replacement of nor
mal marrow with lymphoid cells with 
nuclei of vnrying size and shnpc with 
nucleoli and mitoses. Some similnr small 
abnormal lymphrnd cells were present in 
the peripheral blood and these increased 
in number terminally Eryth rophagocy
tos1s was seen in benign h1stiocytes. 

Cell ..,urfoce marker analysis was per
formed on the cclb obtained from the 
second bone marrow aspirate, using a 
method from Ortho Diagnostic Systems 
lnc(Rarirnn, New Jersey). Mouse mono
clonal an tibodies OKT3. OKT4. OKT8 
and OK I al from Ortho Diagnostic Sys
tems, anc.l NKH I from Coulter and B 
from Mcloy were used . 

The hone marrow was collected in 
heparin, cenrrifugcd and the plasma w;is 
d iscarded. The cdb were resuspended 
in phosphate buffered saline. Mononu
clear cclb were separated by Ficoll-Paque 

density solu tion and waslwd lWlrt' 111 
phosphate buffered ,al1ne w!lh 2'\, se
rum. The n·lls were resuspended 111 
1.0 ml. phosphate buffered s.1lme w11h 
2"o scrum and the cell count was adju,ted 
to I x IO• Cl' lls/mL The (ells were mcu 
bated with the mou,e monoclon;i l nnti· 
hndil':, and Ortho FlTC-t·nnJugatcd go;u 
anti mouse lgG was added The cells were 
counted ll'ith the fluon~:;ccnt microscopt' 
Terminal dcoxynucleondyl transfcrasc 
w.1s done by an immunopcrox1dasl' tech 
nique from Supertechs Inc !Bethesda, 
Maryland). The fo llowing results were 
obtained: 82'l;, of the hone rn;irrow lym
phoid cells were mature T lymphocytes 
expressing the T3 antigen; 76''1,, were TH 
ce lls; 5'1(, were T4 cells; and terminal dc
oxynucleotidyl transfcrasc was negauvc 

AUTOPSY RESULTS 
The liver was cholestatic and weighed 

1700 g. There was no biliary ohstructinn 
and there was mild splcnomegaly (250 
g). The cystic duct, pancreatic and one 
para-aortic lymph nodes were enlarged 
(2.5crneach). 

Histology showed Jiff use non-Hodg
kin's lymphoma involvi ng thnr::icic and 
abdominal lymph node,, spll'en and 
hone marrow, liver, myocard ium, lungs, 
kidney a nd cervix. The infi ltrate wa, 

pleornorphic, consisting ofbiwrre atyp
ical lymphocytes Thl' nucleus varied in 
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size and ,hape. Some nuclei were hyper

chromatic and hypl•rlohated. while 

others were vesicular with prominenL 

nucleoli. Some cells resembled RL·ed

Sternberg ce lls ( Figure I) There were 

widespread infiltrates in ptwtal trncts 
and adjacent sinusoids with cholcstasis 
(Figure 2) T he remaining hep,1tocytes 

appeared norm:,I. Cw1cl1J<1 alhica111 cp1-

glottitis :ind esnphagitb \\'ere also noted 

DISCUSSION 
Fulminant hep:ltlc failure is defined 

as a clinical syndrome of sudden onse t 

resulting from severe impairment oflivcr 

function ( 'i) There shou Id he no pre
existing liver diseast.' The mt)st common 

cause b massive hepatic necrosis due lO 

acute vira l hepmitis A, hepmitis B or non

A, non-B hepatitis In this case. the syn

drome should occur within eight weeks 
ofonsct of symptoms. Alcohol ::ind drugs 

such as halmhane. monoamine oxidasc 

inhibitors, i:onia:iJ and acetaminophen 

have also been reported to gl\ c rise to 

fulminant hepatic failure. Less com 

monly, fatty liver of pregnancy and sur
gical shock a rc responsible. Lymphoma 
1s dis··Tictly an uncommon cause. 

A review of the literature yielded 11 
other patients with lymphoprolifcrative 

and malignant histiocytic disorders who 

presented in a similar fashion w ith ful
minant hepatic failure (6-11) (Table l). 
The patients, seven males and four 
females, ranged in age from 24 co 79 
years. Death occurred within 48 h to 

TABLE 1 

Lymphoma presenting os fulm1nant hver failure 

Fi~urc 2) L11·er ,/wH"mg an expanded Jwrwl rrc1c1 in the c:enrrc u•u/i a 1/Jcctnan of h•m/1lw1d .:ell, a/;o 
111Ji/tnmng m1mo1d., r x 'i lOJ 

three months. [n l1111l' cases the liver fa il

ure was clinically attributed to acute 

infccum1:- or drug induced hcpmitis; only 

two ca,l's were attn bu red to neoplasm· 

disease The diseases were Hodgkrn's 

disease ( five cases). non-Hc)dgkin's lym
phoma (two cases) and malignant his

tiocycosis (three cases). One was desig
nated only as pnmitivc lymphorcticulnr 

malignancy hut \vrts suspected to he 

malignant histiocytosis. At autopsy, a ll 

except one patient showed tumour invol
vement of the liver In most cases, rnl'ol

vement of the spleen and lymph node 

was nOLl'd . In the exception, the hi led uet 
was ohscructeJ hy 111volved porm hcpau~ 
nodes 

The present case rest·mblcJ 5ome of 

the ,1hovc cases morphologically. lt 1,, 

111tercsting to nme rh::n Colby and La

Brccque (6) dcscrihc a polyrnorphou~ 

int"iltrate with bizarre hyperlobatcd nuclei 

and some crythmphagocytm,1s, par11c

ularly in view of the eryrhrophagocyto

sis the :iuthors observed in benign h1s

tit1Cytc~ Tt1 thl' authors' knowledge. the 

present case is the first such case in which 

the \'.:ell surface markers were considered. 

Other coses of malignant lyphomo presenting as fulminont hepatic failure 

Reference 

Broude et al (7) 

Zofrani e101 ( 11) 

Colby and LaBrecque (6) 

Lefkowitch et al ( 10) 

Trewbyet al (8) 

Fairbank (9) 

M Mole. F FemoJe. no Not ovo,loble 

Age(sex) 

24M 
66F 

30F 
30M 
60M 
65M 

79F 

49M 

33 F 
77M 
52M 
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Autopsy 
diagnosis 

Non Hodgkin's lymphoma 

Burkitt's lymphoma 

Malignant h1st1ocytos1s 
Malignant h1sliocytosis 
Malignant h1stiocytos1s 
Primitive lymphoreticular 

malignancy? Malignant 
histiocytosis 

Hodgkin's lymphoma mixed 
cellulority 

Hodgkin's lymphoma 

Hodgkin's sarcoma 
HodgK1n·s sarcoma 
Hodgkin's granuloma 

Premortem HAV-lgM HBsAg HBsAB 
diagnosed 

Negative Negative Negative 
Bone marrow no no no 

no Nega11ve no 
Bone marrow. liver no no no 

no no no 
no no no 

no no Positive 

no Negative no 
no no no 
no no no 
no no no 



N!ZALIK er al 

The cells were mature T lymphocytes 
which expressed the T3 antigen and 
were of rhe T S cytoroxic-su ppressor 
subset. 

Histologically, the authors designated 
this as malignant lymphoma. large cell 
immunoblastic and polymorphous in 
the working formulation ( 12). This sub
type of high grade immunoblastic lym
phoma was included in the formulation 
to encompass th e wide spectrum of 
T cell lymphoma reported in Japan and 
referred to as adult T cell lymphoma
leukemia ( 13). These neoplasms are 
endemic in southwestern Japan and are 
associated with a type C retrovirus. 
HTLV-1. The patients have lyrnphade-
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