Liver-Function Tests in Patients
Receiving Ipmniazid

LOUIS ZETZEL, M.D.,* HERMAN KAPLAN, M.D.,7
and KARL T, DUSSIK, M.D.}

HE RECENT AND EXTENSIVE UsE of iproniazid in a variety of clini-

cal eonditions has foeused attention not only on its ugefulness
but on certain undesirable associated reactions. A elinical picture
and laboratory findings indistinguishable from viral hepatitis have
been seen in some patients during iproniazid administration®®
The best statistics presently available indicate a casge incidence of
1:4000 and are based on incomplete reports of hepatitis among an
estimated number of 400,000 patients receiving this drug.® The
mortality rate is more firmly established and in practically all
series iz 15-20 per cent of those involved with hepatitis.

The protocols of those patients succumbing to iproniazid hepa-
titis fail to reveal any early clue to the subsequent and rapid elini-
cal deterioration. It was felt that the serial determination of ap-
propriate laboratory tests might indicate such a degree of liver
damage that the drug could be omitted before serious disease had
become established. Shay and Sun had suggested that abnormali-
ties in serum glutamic oxalacetic transaminase (SGOT) and serum
glutamic pyruvie transaminase (SGPT), might offer the carliest
evidence of iproniazid liver toxicity.*

MATERIAL AND METHOD

To this end a group of 34 patients in a large general psychiatric
hospital was studied for approximately three months while they
were receiving iproniazid.§ Thirty patients had already been re-
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ceiving iproniazid for varying periods of time when the first liver-
funection 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 iproniazid
administration. All patients were observed clinically and serial
determinations of the serum bilirubin,® thymol turbidity,” and
serum glutamic pyruvie transaminase® were made every 7 to 10
days.

RESULTS

All patients had normal serum bilirubin levels throughout the
period of ohservation. In 2 of the 4 patients who received a placebo
before iproniazid, all three tests of liver function remained normal
throughout the period of ohservation, and there was no clinical
evidence of liver disease. The thymol turbidity reaction was ab-
normal in the remaining 2 patients in this group even before ipron-
iazid was started, and it remained esaultmﬂy unchanged during
the subsegnent period of iproniazid administration. In these same
two patients, however, the SGPT, which had remained normal 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 clinieal evidence of liver disease, nor did any develop sub-
sequently, The SGPT levels were normal when re-examined some
nine months later, in spite of continued iproniazid administration.

In the group of 30 patients who had been receiving iproniazid for
periods ranging from 10 to 172 days before the first observations
were made of liver function, 22 showed neither clinical nor labora-
tory evidence of hepatic dvsfunction throughout the-period of
study. . Four patients had a persistently elevated thymol turbidity
test at the very first determination (Table 2). In four other pa-
tients in this group there was a distinet rise in SGPT levels after
preliminary observations during the preceding 3-12 weeks were
normal (Table 3). These were 15013196 findings and were not asso-
ciated with or followed by any clinical or other laboratory evidence
of liver disease.

DISCUSSION

The clevated thymol 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 adwinistration. These results may be explained in the
light of findings by Kline that in 85 per cent of several thousand
patients in a large mental hospital one in four routine liver-fune-
tion tests were ontside the normal range cven before any drug
therapy had been instituted.”

The development of a significant rige in SGPT levels in 6 of 34
patients after a preliminary period of normal observations is more
readily associated with iproniazid administration. Whether the
elevated SGPT is actually due to iproniazid or to some nonspecific
abnormality of the liver as a reflection of nutritional deficiencies
or other vague aberrations in mental patients cannot be deter-
mined. Of importance is the fact that these SGPT abnormalities,
whatever their canse, were not associated with or followed by any
clinical or other laboratory evidence of liver disease, in spite of
continued administration of iproniazid.

Pare and Sandler have recently deseribed levels of SGOT above
28 units in 9 of 29 patients reeeiving iproniazid and advised dis-
continuance of the drug if the level rose above 40 wmits.** In our
studies SGPT levels were determined becaunse of their more specific
relation to liver disease and as a more sensitive reflection of acute
hepatitis.®® Only levels above 40 were consideved abnormal. Our
own findings bear out the skepticism of others as to the value of
any liver-funection test as a warning sign of impending disaster.*

CONCLIISIONS

Klevations in SGPT may occur in mentally sick patients receiv-
ing iproniazid, but they do not foreshadow the inevitable develop-
ment of liver disease in spite of continued administration of the
drug.
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