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T ~t~: RLCES-T AXD ~:X~:E~'SIW USl~ of iproniazid in a var ie ty  of clini- 
cal conditions has focused at tention ~~ot only on its usefulness 

but on certain undesirable associated reactions. A clinical picture 
and laboratory findings indistinguishable from viral  hepati t is  have 
been seen in some patients during iproniazid adminis t ra t ion2 -s 
The best statistics present ly  available indicate a ease incidence of 
1. :4000 and are based on incomplete reports  of hepati t is  among an 
est imated number  of 400,0(t0 patients receiving this drug2 The 
morta l i ty  ra te  is more firinly established and in practical ly all 
series is 15-20 per cent of those involved with hepatit is.  

The protocols of those patients succumbing to iproniazid hepa- 
titis fail  to reveal  any early e.lue to the subsequent and rapid clini- 
cal deteriorat ion.  It  was felt that  the serial determinat ion of ap- 
propr ia te  laboratory tests might  indicate such a degree of liver 
damage that  t,he drug could be omitted before serious disease had 
become established. Shay and Suu had suggested that, abnormali- 
ties in serum glutamic oxalacetic t ransaminase  (S(~OT) and serum 
glutmnie pyruvie t ransaminase  (SGPT) ,  might  offer the earliest 
evidence of iproniazid liver toxicity? ° 

MATERIAL AND METHOD 

To this end a group of 34 patients in a large general  psychiatr ic 
hospital was studied for approximately  three months while they 
were receiving iproniazid.§ Thi r ty  patients had a l ready been re- 

~'rom the GastrointestinM Clinic and the Medical Service, Beth Isr~el Hospital, the 
Department of Medicirle, Harvard M[cdi~'al Sehoo], arid the ~etropol l tan State Hospital. 
Bostm~, Mass. 

~'Assistant C]inieal Prafessor of Medicine, Harvard Medical Sehool~ Chief, Gastro- 
intestinal CIinic, I~eth Israel Hospital. ~Researeh fellow in medicine, Harvard Medical 
School; assistant resident in gastroenterology, Beth Israel ~[ospital; United States 
Public Health Service trainee. ~CliMeal instructor in psychiatry, Tufts University Medi- 
cal School; senior psychiatrist, ~fetropolitan State Hospital. 

~The ipronlazid used in this study was the trademarked brand, Marsilid (Roche Lab, 
oratories). 
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ceiving iproniazid for wtrying periods of time when the first liver- 
function tests were obtained. The remaining 4 were observed dur- 
ing a double-blind study, so that liver-function determinations were 
made during a. period of placebo as well as subsequent ipron.iazid 
administration. All patients were observed clinically and serial 
determinations of the serum bilirubin, ~ thymol turbidity/~ and 
serum glutamic pyruvic transaminase ~3 were made every 7 to 10 
days. 

RESULTS 

All patients had normal serm-n bil.irubin levels throughout the 
period of observatiol~..In 2 of the 4 patients who received a placebo 
beforo iproniazld,.atl three tests of l~ver function remained normal 
throughout the period of observation, and there was no clinical 
evidence of tiver disease. The. thymotturbidi ty reaction was ab- 
normal in the remaining 2 patients in this group even before ipron- 
iazid was started,  and it remained essenti'ally unchanged during 
the subsequent period of iproniazid a&nhfistratlon. In these same 
two patients, however, the SGPT, which had remained normM dur- 
ing the period of the placebo administration, was found to be ele- 
vated for the first time after 50 and 55 days, respectively, of ipron- 
iazid administration (Table 1). In no instance was there any as- 
sociated clinical evidence Of liver disease,.nor ~lid any develop sub- 
sequently. The SGPT levels :were normal when re-examined some 
nine months later, in spite of continued iproniazid :a(tmini;.trafion. 

In the group of 30 patients who had been receiving iproniazid for 
periods ranging from 10 to 172 days,before the fi~'st obs.ervations 
were made of liver function, 22 showed neith'er dinicai nor labora- 
tory evidence of hepatic dysfunction tt~roughout thepe~'iod of 
stu¢ly. Four patients had a persistently elevated thymo] turbidity 
t(ist at the Yery first determination (Table 2). ln  four other pa- 
tients in this group there was a distinct rise i n S G P T  levels after 
prelimhmry observations during the preceding 3-12 weeks were 
normal (Table 3). These were isolated findings and were not asso- 
ciated with or followed by affy clinical or other laboratory evidelme 
of liver disease. 

DISCUSSION 

The elevated th~nnol turbidity tests in the 6 patients cannot prop- 
erly be attributed to iproniazid, since these findings were present 
at the very first determination, in 2 patients even during the period 
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of placebo adminis t ra t ion .  These  resul ts  may  be explained in the 
l ight of firtdings by K l i n e  tha t  in 85 per  t en t  of se~eral t housand  
pat ients  in a large menta l  hospi tal  one in fore' rout ine  liver-func- 
tion tests  were outside the normal  range  even before any d rug  
the rapy  had  been in s t i t u t ed2  

The development  of a significant rise in S O P T  levels in 6 of 34 
pat ients  af ter  a p re l imina ry  per iod  of normal  observat ions  is more  
readily associated with iproniazid  adminis t ra t ion ,  W h e t h e r . t h e  
elevated S O P T  is actual ly due to ipr0niazid  or to some nonspeeific 
abnormal i ty  of the liver as a reflection of nu t r i t iona l  deficiencies 
or o ther  vague  aber ra t ions  in menta l  patien.ts cannot  be de te r -  
mined. Of importm~ee is the fact tha t  these S G P T  abnornmtit ies ,  
whatever  their  cause, were not  associated with or followed By any 
clinical or other  l abora tory  evidence of liver disease, in spi te  of 
cont inued admin i s t ra t ion  of iproniazid.  

Pa re  and Sandier  have recent ly described levels of S~ ' '~ /~-Of above 
28 uni ts  in 9 of 29 pat ients  receiving iproniazid and ad~fised dis- 
cont inuance of the d rug  if the  level rose above 40 unitsJ~ In  our 
s tudies ~ ~ r a .  levels were de te rmined  because of their  more  specific 
re la t ion to liver disease and as a more  sensit ive refleetio~{ of acute 
hepat i t is .  ~ Only levels above 4{) were eonsMered abnormal .  Our 
own findine's~.,~ bear out the skeI)ticism of others  as to the value of 
any l iver-funct ion test  as a wa rn ing  sign of impending  d i sas te r / °  

CONCLUSIONS 

Elevat ions  i n ,  uz  J m a y  occur in menta l ly  sick pa t ien ts  receiv- 
ing iproniazid,  but  they  do not  fo reshadow the inevi~ab!e develop- 
ment  of l iver disease in spite of cont inued  admin i s t r a t ion  of the 
drug.  
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