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Granulomatous Hepatitis*

Nurten Kocak, M.D.** | Sinasi Ozsoylu, M.D.***

H epatic granuloma which is of reticuloendothelial origin, is an
inflamation of the liver. It consists of epitheloid cells, plasmocytes,
lymphocytes, connective tissue, and sometimes giant cells.!»? These
granulomas which are caused by infections, such as tuberculosis, sarcoi-
dosis, brusellosis, parasitosis, and drugs,%’ are frcqucntly seen in lobules
and sometimes in portal tracts.®? Quite oftcn it is not possible to find
the etiological factors.5 8

Clinically hepatomegaly,® jaundice, and fever are frequently seen.!%!2
Although laboratory findings are non-specific, abnormal liver function
tests may be shown in some cases.!3

We would like to present 10 cases of granulomatous hepatitis which
were diagnosed from 1968 to 1975 in the Hacettepe Children’s Medical
Center, since this disease is relatively rare in childhood.

Case Reports

The clinical and laboratory findings of these cases; whose agcs
range from 7 months to 10 years, are condensed in Table I.

Case 1: M. K. (HCH 465570) was a 8.5 year old boy who was
hospitalized with the complaints of fever and abdominal pain. He had
had abdominal swelling and fever for 2 years and periumbilical pain for
the last 15 days, without hematemesis, melena, jaundice or parasitosis.

Physical Examination: Temperature, 37°C, blood pressure, 110/60
mmHg, weight, 19 kg. His general condition wasgood. Theliver and spleen
were 4 cm and 8 cm palpable;respectively. Other systemic findings were
not contributory. Normal laboratory studies included IVP, esophago-
gram, chest X-ray, Ca and P levels, bone marrow aspiration, and anti A
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level (his blood group was B). Negative studies included, HbsAg, Latex,
FANA; and stool examination. Brucellin agglutination was 1 /320 positive.
Needle biopsy of the liver showed granulomatous hepatitis. With the
diagnosis of brucellosis he was given tetracycline (40 mg /kg) and strepto-
mycine (35 mg/kg) for one month duration. A year later hepatospleno-
megaly was still present without fever and the repeated liver biopsy
showed no improvement in the granulomas.

Case 2: A. H. (HCH 172644) was a 10 year old Saudi Arabian boy
who was hospitalized with the complaints of abdominal pain, swelling,
bloody diarrhea, and at times fever, without jaundice or hematemesis.

Physical Examination: Temperature was 38°C, blood pressure 120/
80 mmHg;weight 25 Kg. The liver and spleen were palpable6cmand2cm
respectively. Other systemic findings were not contributory. Shistosoma
mansoni eggs were seen in the stool. His blood group was A and anti B
titration was 1 /32 positive. Chest X-ray and esophagogram were normal.
The liver biopsy revealed fibrosis and specific granolumas of shistosoma
origin. Fuadin was started, 1.75 mg for two days then every other day,
2.5 mg. for 15 days. '

Case 3: B. K. (HCH 559790), was a 6 year old boy who was hos-
pitalized for abdominal swelling and fever of 3 wecks duration. Jaundice,
hematemesis, melena; and parasitosis were not present.

Physical Examination: Temperature 37°C, blood pressure 90/60
mmHg. The liver was 8cm and the spleen 3 cm palpable. Normal labo-
ratory studies included chest X-ray, esophagogram, IVP, Ca, and P
levels. Brucella group agglutination was negative. The liver biopsy
showed chronic granulomatous hepatitis.

Case 4: M. P. (HCH 680738) was a 5 year old boy who was hos-
pitalized for abdominal swelling and intermittent fever of 2 years dura-
tion, without jaundice, hematemesis and melena.

Physical Examination: Tempareture 37°C, blood pressure 100/70
mmHg, weight 17 kg. The liver was 2 cm and the spleens 5 cm palpable.
Other systemic findings were not contributory. Normal laboratory
studies included esophagogram and bone marrow aspiration. An IVP
showed a double collecting system. The liver biopsy showed granulo-
matous hepatitis.

Case 5: S. D. (HCH 522357) was a 7 month old girl who was hos-
pitalized for fever and cough. She had had pneumonia at 1 week of age.
She did not have hematemesis or melena.
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Physical Examination: Tempecrature 38°C, blood pressure 100 /50
mmHg, and weight was 8 kg. The liver was 8 cm and the spleen 7 cm
palpable below the respective costal margins. Other physical findings
were not contributory. Normal laboratory studies included esophago-
gram, IVP, sweat chloride, anti A anti B titration (1/16), and stool
cxamination. The patient died abruptly in 2 days and granulomatous
hepatitis was observed in necropsy.

Case 6: (Y. G. 5905779), was a 7 year old boy who was hospi-
talized with the complaints of abdominal pain and fever. Jaundice,
hematemesis and melena were not present.

Physical Examination: Temperature, was 38°C, blood pressure90/
60 mmHg, weight 24 kg. The liver was 8 cmand the<pleen2..m palpable.
Other physical findings were not contributory. Normal laboratory stu-
dies included esophagogram, bone marrow, and duodenal aspiration, and
brucella group agglutination. IVP revealed hydrourcter, most likely
related to the infection. There was hymenolepis nana in the stool. The
needle biopsy showed granulomas and piperazine citrate was started

(75 mg [kg).

Case 7 M. G. (HCH 633025) was a6 year old boy who was hospi-
talized with the complaints of abdominal swelling, night sweating and
parasitic infection.

Physical Examination: Temperature 37°C, blood pressure 110/70
mmHg, weight 19 kg. The liver was 8 cm and the spleen 2 cm palpable.
Other physical findings were not contributory. Normal laboratory studies
included chest x-ray, esophagogram, IVP and bone marrow aspiration
and Brucella agglutination. The liver biopsy showed granulomas;
(Figures 1, 2).

Case 8: T. A. (HCH 178324) was a 1 year old boy who was hospi-
talized for fever, abdominal swelling, jaundice, dark urine and pale
stools of 15 days duration.

Physical Examination: Temperature, 37°C, blood pressure 115 /65
mmHg, and weight 9 kg. The scleras werc subicteric and there were rales
over the lungs. The liver was 10 cm and the spleen 6 cm palpable.
Other physical findings were not contributory. Normal laboratory studies
included lung x-ray, csophagogram, IVP, sweat chloride and bone
marrow aspiration. Negative studies included VDRL, brucella agglu-
tination, and PPD. The liver ncedlc biopsy showed granulomatous hepa-
titis and infantile cirrhosis.
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Case 9: B. K. (HCH 483539), was a 6 year old boy who was hospi-
talized with the complaints of periumblical pain and fever of one week
duration. He had had jaundice 35-40 days previously and at that time
his urine was dark but stool colour was normal. Hematemesis and melena
were not present. Twenty days prior to admission he had passed ascari-
asis.

Physical Examination: Temperature was 37°C, blood pressure,
90/70 mmHg; and weight 16 kg. The liver was 5 cm and the spleen
2 cm palpable; respectively. The other physical findings and chest X-ray
were normal. There was eosinophilia 10 9, in the blood smear, and 50 %,
in the bone marrow aspiration. There was trichuristrichura in the stool.
His blood group was A, anti B titration was 1/256 positive. The liver
needle hiopsy showed parasitic granulomatous hepatitis. Toxocara infec-
tion was diagnosed and hexyl resorchionol was stared, 5 mg /kg.

Case 10: A. 1. (HHCH 441714) was a 4.5 year old boy who was hospi-
talized with the complaints of periumblical abdominal pain which pass-
ed after defecation. Jaundice and parasitic infection were not present.

Physical Examination: Temperature, was 36.5°C, and weight 19
kg. The liver was 2.5 cm palpable. Other physical findings were normal.
There was eosinophilia 60 percent in the blood smear and 50 percent in
the bone marrow aspiration. Blood group was A, and anti B titration was
1/256 positive. The chest X-ray was normal. The liver biopsy showed
eosinophilia and granuloma. Toxocariasis was diagnosed and Comban-
trin was started, 10 mg/kg.

Discussion

Tuberculosis, brucellosis, ascariasis, amebiasis, histoplasmosis, Hodg-
kin’s disease, malaria, Q) fever, sarcoidosis, shistosomiasis, syphilis, toxoca-
riasis, infectious mononucleosis, cytomegalovirus diseases, and drugs can
cause granulomatous hepatitis without clinical and biochemical chan-
ges. 913

Persistent and intermittent fever is an important finding in these
patients!®!! and jaundice may be observed. Varying degrees of hepa-
topslenomegaly can be present according to the etiological factors and
portal hypertension may be produced by massive granulomas.*

Although biochemical findings are nonspecific, mild elevation of
transaminases and alkaline phosphatase may be observed. Normal
transaminascs and hepatosplenomegaly were present in all cases, except
for one cach.
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In two cases toxocariasis was diagnosed with hypergamma-globu-
linemia, eosinophilia, elevated anti A, anti B titration and specific tissue
reaction. In case II, from Saudi Arabia, shistosomiasis was diagnosed
following stool examination and observation of specific granulomas in
the liver. Although brucellosis was strongly considered in one case beca-
use of high agglutination titer, his granulomas did not disappear followi-
ng specific therapy. Tuberculosis was not found in any of our cases.
Since the drug history was not obtained in any of the cases, granuloma-
tous hepatitis related to allopurinol, sulfadimetoxine were not considered
as an etiological factors in any of our patients.®9%!4

In seven of our patients with fever, the etiologic factors could not be
documented as in some of the cases in literature.!> This disease in general
has a good prognosis with spontaneous healing of the granulomas.!?
Prednisone can be used symptomatically.”

Summary

Ten cases with granulomatous hepatitis were presented and the
clinical and laboratory findings of this disease are discussed. A short
review of the literature is also given.

REFERENCES

1. Quickian, J. C., Pery, J. E.: Granulomatous hepatitis. An alalysis of 63 cases and
review of the literature. Ann. Intern. Med. 65: 1081, 1966.

2. Quickian, J. C. Perry, J. E.: Granulomatous hepatitis of unknown ectiology; an
etiologic and functional evaluation. Am. J. Med. 44: 207, 1968.

3. Mir-madijlessi, S. H., Farmer, R. G., Hawk, W. A.: Spectrum of hepatic mani-
festations of granulomatous hepatitis of unknown ctiology. Am. J. Gastroenterol.
62: 221, 1974.

4. Wagoner, G. P., Anton, A. T., Gall, E. A. et al: Ncedle biopsy of the liver. VIII.
Experiences with hepatic granulomas. Gastroenterology. 25: 487, 1953.

5. Terplan, M: Hepatic granulomas of unknown cause presenting with fever. Am.
J. Gastroenterol. 55: 43, 1971.

6. Espiritu, C. R., Kim, T.S. Levine, R.A.: Granulomatous hepatitis associated with
sulfadimethoxine hypersenisitivity. JAMA. 202: 985, 1967.

7. Simmons, F., Feldman, B., Gerety, D.: Granulomatous hepatitis in a patient
receiving allopurinol. Gastroenterology. 62: 101, 1072.

8. Rubin, E.: Interpretation of the liver biopsy. Diagnositic Criteria. Gastroentero-
logy. 45: 400, 1963.

9. Sherlock, S: Disease of the liver and biliary system. Ed. 4 Oxford. Blackwell
Scientific publications. 1968, p. 578.

10. Eliakim, M., Eisenberg, S., Levine, I. S. et al: Granulomatous hepatitis accom-
panying a self limited febrile disease. Lancet. 1: 1348, 1968.



46

11.

12.

13.

14.

15.

THE TURKISH JOURNAL OF PEDIATRICS

Gelb, A. M., Brazcnas, N., Sussman, H. et al: Acutc granulomatous disease of
the liver. Am. J. Dis. Child. 15: 842, 1970.

Mir-madijlessi, S. H., Farmer, R. G., Hawk, W. A.: Granulomatous hepatitis
a review of 50 cases. Am. J. Gastroenterol. 60: 122, 1973,

Peterdoff, R. G., Beeson, P. B.: Fever of unexplained origin; report of 100 cascs,
Medicine. 40: 1, 1961.

Min, K. W., Qyorkey, F., Cain, D.: Talc granulomata in liver discase in narcotic
addicts. Arch. Pathol. 98: 331, 1974.

Munro, I.: Granulomas of the liver. Lancet. 1: 1079, 1975.



