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ABSTRACT

Seven cases of Histiocytic necrotizing Lymphadenitis (HNL) were studied. They constituted 0.56% of
all lymph nodes biopsies. The condition primarily affects young women causing cervical lymph node
enlargment and leukopenia. The basic lesion is characterized by proliferation of lymphocytes and
histiocytes with nuclear debris in the para cortex and cortex. This study examined various bacterial,
viral and immunological factors which could possibly be responsible for this condition. However, it
failed to find positive association with any of them. The existence of this disease in Pakistan is
documented. (JPMA 41: 86, 1991).

INTRODUCTION

The disease was first described by Kikuchi et all. Since then many cases have been reported from

J apanl'3, Europe4'6 and USA”. The etiology and pathogenesis of lesions is not yet known. No case has
been described from Pakistan. This paper describes the clinical pattern, morphological features,
prognosis and association of possible etiological factors in our patients.

PATIENTS AND METHODS

Armed Forces Institute of Pathology receives specimens not only from military hospitals but also from
civilian population of the northern Punjab and adjacent part of N.W.E.P. The study comprised of 7 cases
of HNL studied at the Institute. The clinical data was obtained from the attending clinicians or patients.
Paraffin sections of the cases for light microscopy were fixed in BS solution or 10% neutral formalin.
In addition to routine stains of H&E, special stains were used for demonstration of organisms and PAS
was used for cytoplasmic immunoglobin. The diagnosis was made on the basis of histological criteria
described in the previous reportsl’2’4.

Following laboratory investigations were also carried out:-

Blood complete picture, culture of sputum, throat and blood, tuberculin test, antibody titre for typhoid,
brucella, toxoplasma, mycoplasma, monospot test for heterophile antibodies, influenza, measles,
rubella adenoviruses, HIV and EB viruses, liver function tests, serological test for rheumatoid factor
and anti-DNA antibodies was also carried.

Cases were followed over a period of one year.

RESULTS

1. Clinical findings

Of 1231 lymph node biopsies, 7 (0.56%) showed HNL. The ages of the patients ranged between 10 and
42 years, with a mean of 23.7 years. Out of 7 patients, 6 were females and 1 male. All patients had
cervical lymph node involvement (frequently post cervical), with one case of adenopathy in inguinal
region. Duration of lymphadenopathy ranged from 20 days to 60 days. There was low grade fever.
None of them had skin rash. Generalized lymphadenopathy alongwith splenomegaly was not present in



our cases. Non specific signs/symptom like sneezing, catarrh, malaise were present in most of the
cases. The main clinical findings alongwith history is shown in table.
TABLE. Qlinical Findings.

SNo Age Sex Sie Duration Fever Skin  Pamt Faarsily Exposure to History of Clincal Diagnosis
(daya) (35C) Rash History History Drugy/Vaccine Allergy
L 3 M Cedal M + - Nothing Nothing Analgesic off Nil  Tuberculosis
significant significant & on
X 18 F  Cervinal 25 + = Severe Bron do Bronchitis Sulpha RN
chitis § wks back. was treated with  drugs and Gold
erythrocin aenaments
i 2 F  Cerviaal 2 + «  Acd peplic HD Antacids Hair Dryes Tubercubosis
diecase
4 B F  Cervieal 2 + «  Mothing Tuberculosis Wil Nl Tuberculosis
significant
i ¥ F  Cervical 18 * «  Respiratory Mothing Wil Nil Tuberculesi
tract infection significant,
off & on
& W F  Inguinal 8 . - Typhoid do Amoml used Sulpha Noa speailic
[ever B montha back fir nyphoid drugs chrome mphadenitis
I M F  Cervcal it + - Mothing do il Mil Tuberculosis
significant

Four patients were housewives, two were students and one was serving soldier.

2. Laboratory findings

Laboratoryfindings in most ofthe patients included neutropenia (1.9 to 3.4 x109 / 1). Lymphocytes
constituted 43 to 62% of total count. Atypical lymphocytes were seen in three cases making up 1-2% of
the differential count. Platelet count was within limits in all cases. A mild to moderate increase in ESR
was seen. Blood culture, throat and sputum cultures did not yield any pathogenic organisms.
Transaminases were raised only in two cases. Tuberculin test was positive in five cases.

3. Antibody titre

Antibodies against toxoplasma were negative in all cases. One case each had positive titre for influenza
and measles. virus. R A factor was positive in one case and anti-DNA antibodies (LE) were positive in
2 cases.

4. Light microscopy findings

There was proliferation of transformed lymphocytes which had oval or slightly indented vesicular
nuclei, small nucleoli and pale amphophilic cytoplasm. They were found focally, mainly in paracortex
and subcapsular cortex. Histiocytes and nuclear debris were intermingled with these lymphocytes.
There were no neutrophils and plasma cells. Fibrin thrombi were present in the vessels alongwith
necrosis in affected areas (Figures-1,2).
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Figure 2. High magpnification of the affected area. Many transformed lymphocytes, macro-
phages and histiocytes are present, accompanied by individual cell necrosis, A few im-
munoblasts are seen at places. H & E stain X 400.

Special stains were used but yielded no organisms, PAS stain was negative for cytoplasmic
immunoglobins. Two of seven cases were referred from other Institutes. One case had been diagnosed
as “Malignant Histiocytosis" and another as “Large cell Non Hodgkin’s Lymphoma". This
misdiagnosis was apparently due to the presence of transformed lymphocytes and histiocytes in the
affected foci.

Prognosis and follow-up

The disease resolved spontaneously (6-18 weeks) in all of the cases alongwith complete resolution of
all clinical and laboratory findings without any residual complication. Regular follow up was carried
out but no abnormal

findings were noticed in any case.

DISCUSSION

HNL has been reported from various parts of the world!3 It is a unique lymphadenitis affecting

mainly young women but male patients and older people may also be affected’. The patients usually
present with enlargement of lymph nodes of short duration (3-12 weeks). The disease mainly affects



cervical lymph nodes but any other lymph node may be involved or there may be generalized
lymphadenopathy alongwith splenomegaly7’8’10’”. Most patients have low grade fever, without any

specific pattern. The general condition of patients is usually excellent . Our cases generally confirmed
to this clinical pattern. The disease typically resolves spontaneously in weeks to months without any
residual complication. Occasionally disease recurs or it may persist upto 8-12 months"71213 In

Dorfinan’s comprehensive review, there have been no fatalities or malignant transformation. Some
authors recommend longterm follow up of the patientsg’B. Chan et al recently reported a fatal case of
HNL!# The etiology of HNL is unknown. Viral etiology which is unidentified is claimed by various

authors>”>1>. The observation was based on neutropenia alongwith relative lymphocytosis, no response
to antibiotics and seasonal variation in incidence. Electron microscopic studies also suggest a viral

edology. structures in the cytoplasm of lymphocytes and histiocytes) but do not confirm it>16:17 Our
cases were mostly reported in winter. We searched for positive antiviral titre but only two cases showed
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association with past viral infection. Chan et al*® discussed the morphological changes in salmonella

infection and similarities of lesion in their reported fatal case!*. The blood culture and antityphoid
antibodies were negative in all of our cases. No other microbial agents have shown relationship with

the lesion. Immunohistological studies carried out by Kikuchi et al® demonstrated that proliferating
lymphocytes in the lesion were composed mainly of both CD4 and CD8, with a predominance of CD8
in the early stage. These immunohistologica! features are also seen to be related to delayed type of
hypersensitivity reaction as well as defence mechanisms against some agent. Tuberculin test was
positive in all except two cases but positive tuberculin is reported in normal adults of our country. None
of our patients gave history of vaccination. Use of any chemicals or drugs with past history of allergy
was not reported. Rheumatoid factor (one case) and anti DNA antibodies (two cases) were positive in
our study. Young women in their active reproductive life constitute main bulk of the patients. The skin
rashes, fever, myocarditis, leukopenia, lymphadenopathy and positive anti-DNA antibodies, are all
suggestive of autoimmune disorder. Defective Immuno-regulation alongwith immune-effector

mechanism and altered estrogen metabolism are characteristic of SLE!%22, Tubuloreticular structures
(TRS) have also been noted within lymphocytes of patients with SLE and other autoimmune

disorders'2. These clinical and morphological features are strongly suggestive of SLE-like condition
induced by different etiological agents (chemical, microbial, physical, or immunological). We could not
correlate these findings with etiology of HNL because plasma cells are scanty and there is no PAS
positive cytoplasmic immunoglobulin. No significant increase in vascularization is seen. Lastly we
stress the importance of correct diagnosis of HNL. Two of our cases were misdiagnosed even by
experienced histopathologists. HNL has excellent prognosis but requires a correct diagnosis. A long
term follow up of all patients is also recommended.

REFERENCES

1. Fujimori, T., Shioda, A., Susaman, E., Miura, M. and Katayama, I. Subacute necrotizing
lymphadenitis; a clinicopatbologic atudy. Acta Pathot. Jpn., 1981; 31: 791.

2. Kikuchi, M., Yoahizumi, T. and Nakamura, H. Necrotizing lymphadenitis; possible acute
toxoplasmic infection. Virchowa Anch. (A) 1977; 376: 247.

3. Kikuchi, M., Takeahita M., Tashiro, K, Mitsui T., Eimoto, T., Okamura, S. Immunobistological study
of hiatiocytic necrotizing lymphadenitis. Virchowa Arch. (A), 1986; 409: 299.

4. Pileri, S., Kikuchi, M., Helbron, D. and Lennert, K. Histiocytic necrotizing lymphadenitis without
granulocytic infiltration. Virchows Arch. (A), 1982; 395:257.

5. Ali, M.H. and Horton, L.W.L. Necrotizing lymphadenitis without granulocytic infiltration (Kiltuchi’s



diaeaae). J. Clin. Pathol., 1985; 38: 1252.

6. Fefler, AC., Lennert, K., Stein, H., Bruhn, H.D. and Wuthe, H.H. Immunohistology and aetiology of
histiocytic necrotizing lymphadenitis. Report of three instructive cases. Histopathology, 1983; 7:825.
7. Dorfman, R.F. Histiocytic necrotizing lymphadenitia of Kikuchi and Fujumoto. Arch. Pathol. Lab.
Med., 1987; 111: 1026.

8. Suseelan, A.V., Auguaty, T.S. and Harilal, ICR. Necrotizing lymphadenitia. An analysis of seventeen
cases. Indian). Pathol. Microbial., 1984; 27: 331.

9. Asano, S., Kannon, H., Tominaga, K., Muramatsu, T., Nozawa, Y., Akaike, Y., Segami, H. and
Wakasa, H. Necrotizing lymphadenitia. Electron microscopical and immunohistochemical study. Acts
Pathol. Jpn., 1987; 37: 1071.

10. Evens, CS., Goldman, R.L., Klein, HZ, and Kohout,N.D. Kikuchi’s necrotizing lymphadenitis.
West.). Med., 1985; 143: 346.

11. Imamura, M., Eno, H., Matsuura, A., Kamiya, H., Surulci, T., Kilcuchi, K. and Onoe, T. An
ultrastructural study of subacute necrotizing lymphadenitia. Am.). Pathol., 1982; 107: 292.

12. Turner, R.R., Martin,). and Dorfman, RE. Necrotizing tymphadenitia; a study of30cases. Am.).
Surg., Patbol., 1983; 7: 115.

13. Ma, D.D., Hollis, RR. and Deibridge, U Hiatiocytic necrotizing lymphadenitis (Kikuchi’s disease).
Aust. N.Z.J. Med., 1986; 16: 711.

14. Chan, J.K. et at. Fatal case of Multicentric Kiltuchi’s necrotizing lymphadenitis. Cancer, 1989; 63:
1856.

15. Emioto, T.Y., Kikuchi, M. and Mitsui, Y. Histiocytic necrotizing lymphadenitia: An ultraatructural
study in comparison with other type of lymphadenitis. Acts Pathol. )pn., 1983; 33: 863.

16. Chan, 1K. and Ng, C.S. Kikuchi’s histiocytic necrotizing lymphadenitia in the regional lymphnodes
of malignant fibrous histiocytoma; causal or coincidental. Histopathology, 1988; 12: 44K

17. Chan, J.K. and N.G. CS. Immunohistochemical studies on hiatiocytic necrotizing lymphadenitia
(letter). Pathology, 1987; 19.

18. Smith, ).H. Typhoid fever, Edited by Binford, C.H. and Conner., D.H. in pathology of tropical and
extraordinary diseases. Washington, Armed Forces Institute of Pathology, 1976; p. 123.

19. Granisger, W. Etiologic and pathogenetic aspects of SLE. Clinical and experimental aspects. New
York, Springer Verlag, 1987, p. 6.

20. Pisetaley, D.S. Systemic lupus erythematous. Med. Clin. North Am., 1986; 70: 337.

21. Morimoto, C., Steinderg, A.D., Letvin, N.L., Hagan, M., Tekevcji, T., Dally, )., Levine, H.,
Schloasmo,H.F. Defect of immuno-regulatory Tcetl subsets in cyatemic lupus etythematosus. 3. Chin.
Invest., 1987; 79: 762.

22. Dorfman, R. F. and Berry, Gi. Kikuchi’s histiocytic necrotizing lymphadenitis. An analysis of 108
cases with emphasis of differential diagnosis. Semin. Diag. Pathol., 1988; 5: 329.



