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INVESTIGATIONS ON THE HEPATIC IMPAIRMENT
CAUSED BY RIFAMPICIN®

——With Special Reference to the Liver Biopsy Findings—

Rinzo SOEJIMA, Naoaki UENO and Masahiro HATTORI

(Received for publication September 10, 1970)

In 7 patients with pulmonary tuberculosis, observations were made on the changes of liver
functicns and liver biopsy findings during Rifampicin (RFP) treatment. RFP was used daily
in a dose of 450 mg day for 3 to 12 months. All cases had been treated with various anti-
tuberculosis drugs.

It was found that the liver function tests showed no abnormalities in all the cases examined
except slight rise of GPT 60, 66) found in 2 cases.

The liver biopsy showed no pathological changes in 1 patient who was administered RFP
for 12 months, while, in :he other 6 cases, fatty degeneration was observed mainly in the
intermediate zone of liver lobule to a relatively slight extent. The liver biopsy was repeated
in 2 cases, and it was found that the cellular infiltration and the proliferation of connective
tissue were reduced, but the fatty degeneration of the intermediate zone showed a trend of
slight increase.

Except 2 patients to whom the treatment was initially instituted with combined therapy
of SM, INH and PAS for 6 months and was shifted to the therapy with RFP thereafter, all
the patients had been treated with other anti-tuberculosis drugs for a long period of time.
Therefore, it is dificult to conclude that the pathological findings on the liver biopsy among
our cases are derived from RFP alone, although the possibility of fatty degeneration by RFP
could not particularly be denied. Based on the results with liver biopsy and liver function tests
of the patients receiving RFP, it was considered that the drug is fully worthy of clinical

application.
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* From the First Dept. of Internal Medicine, Kumamoto University, Medical School (Directed by Prof.
Tokuomi), Kumamoto Pref. 860 Japan.
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Table 1. The Past History «f Chemotherapy among Patients Examined by Liver Biopsy
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Varleties of past chemotherapy (in month)
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Table 2. Results of Liver Function Tests at the Time of Liver Biopsy

Serum

Case Duz?rtlicr)‘:ogih%y? proteins Bilirbin Ch(:leerso.l
3\ 7.2 0.9 154

L .{ 7 M 7.3 0.4 174
) .{ 7 M 6.9 0.3 126
‘ 9 M 7.7 0.4 165

s A 7 M 67 0.5 142
| 7M 7.3 0.5 144
5 B 12 M 6.8 0.3 260
6. Il 11 M 7.0 | 0.3 180
7. W 2 M 6.6 | 11 172

GOT GPT

Al-P  T.T.T. CCLF ZST
49 60 7.0 3.17 ﬁjri 5—8_
37 60 7.3 0.9 - 4.7
38 43 7.6 2.2 — 5.0
34 65 5.7 0.8 — 3.8
15 18 4.8 1.9 — 4.3
12 14 6.0 2.6 —+ 9.5
18 22 7.0 0.6 - 3.7
12 17 6.3 0.5 - 3.5
16 | 14 9.2 2.7 — 6.3
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Table 3. Liver Biopsy Findings
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*1: R&eumpnon of structure
*2:Necrosis and hemorrhage in the center of lobule
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(Rinzo SOEJIMA et al.) (1)

Fig. 1. Case 1. RFP for 3 months. H.E. stain. Cell
infiltration and proliferation of connective tissue in
Glisson's sheath are noticed. Nu abnormality is
found in liver cells.

Fig. 3. Casel. RFP for 7 months. Sudan III stain.
Moderate fatty degeneration is noted in intermediate
zone. Large-size fat drops are few, and the majority
is occupied by small fat droplets.

Case 2. RFP for 7 months. Sudan III stain.
Diffuse fatty degeneration with a large-size fat drop
is found.

Fig. 5.

Fig. 2. Case 1. RFP for 3 months. Sudan III stain.
Fatty degeneration is noted only to a slight extent.

Fig. 4. Case 2. RFP for 7 months. H.E. stain. Cell
infiltration in Glisson's sheath and difuse vacuolar
degeneration are found.

H.E. stain.

RFP for 9 months.
Similar findings to that in 7 th month, but vacuole
in intermediate zone shows slight increase in size.

Fig. 6. Case 2.



(Rinzo SOEJIMA et al.) (2)

Fig. 7. Case 6. RFP for 11 months. H.E. stain. Fig. 8. Case 6. RFP’ for 11 months. Sudan Il stain.
Discrete vacuolar degeneration is found in inter- Fatty degeneration is noted more clearly than in
mediate zone. H.E. stain.

Fig. 9. Case 3. RFP for 7 months. H.E. stain. Fig. 10. A case biopsied after receiving SM, INH,
Diffuse vacuolar degeneration is found. and PAS for 6 months. Sudan Il stain. Slight
fatty infiltration is noted.





