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ABSTRACT

A set of twins born to a 24-year-old primigravida had evidence of sepsis 24 to 60 hours after birth and were ireated empirically with
penicillin and gentamicin. A non-encapsulated H. influenzae biotype IV strain was isolated Jrom the llood cultures of both and from
the CSF of twin I1. The isolates were S-lactamase positive and hence showed resistance to ampicillin and therapy was changed to
chioramphenicol only. Twin I recovered but Twin I developed a brain abscess in the leftoccipital region which resolved with extended
antibiotic treatment. Although ampicillin-resistant H. influenzae have been reported in Malaysia, invasive disease by such strains are
rare.
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INTRODUCTION hours duration, she was given ampicillin 500 mg 6 hourly for a

Haemophilus influenzae is an imporlant cause of invagive disease probable urinary tract infection.

in children between the ages of 2 months and 4 years with an Twin 1
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mc1dence_ of 52/_1 00,000 live births!”. Neenatal infections are Female, birth weight of 2,250 gm, was delivered by vacuum

rare but increasing prevalence has been reported®®. Al (he . p f hi ) 1 witl 1 blood

University Hospital, KualaLumpur, f1. influenzae is an important extraztion and except for a chignon was well with nonnal bloo
yriospital, T ¢ counts and negative bacterial cultures. However. at 48 hours of

1 enl meningitis bu : . . ; .
catasfa o-f_ (i:lldhmd purulent meningitis but not of neonatal life, she became febrile and C-reative protein (CRP) was elevated
MENINGINST. lo 62 mg/L. She was started on iniravenous crystalline penicillin

Invasive H.‘ mﬂuenzac.’ infections have been associatgd with (200,000 iufkg/day) and gentamicin (5 mg/kg/day) afier blood
capsulated strains belonging 1o serotypes a-f, type b being the for culture was taken. At 60 hours of life. the baby was found to

TnOIStlré“}Oﬂant}; Non—e.ncapsu]alcd str(ziallns hz;ve commoply . be irritable and scleraemic. Cerebrospinal fluid obtained by
tsolated from the respiratory tract and less frequently from the lumbar puncture was negalive for erganisms both on the smear

i 25) : . .
gem»i:mhl tract. i d . . and culture, but CSF biochemical and cellular findings were
¢ antibiotics commonly used to treat serious H. influenzae suggestive of pyogenic meningitis. Antigens of H. influenzae

dlse.ase h“%\'e been chl(.)rz.mjlpherz;col e ampn:cnl]m. HOWEVF" type band Group B strepiococci were not detected in the CSF by
strains resistant to ampicillin and chloramphenicol appeared in alatex agglutination method (Slidex meningite kit, Bio Merieux,

lhe‘ear]y 1970's® and ml.he Um}ed Kingdom in 1986ar-nplc111m France) or a coagglutination method (Phadebact, Pharmacia
resistance was 7.8% whilst resistance to chloramphenicol was Diagnostics)

Q) . e
1.7%. . ) ) However. since there were positive findings in the CSF of
In this paper, we describe a case of neonatal H. influenzae Twin 11, penicillin was replaced by cefrazidime and the dose of

meningitis in aset of twins born at the University Hospital, Kuala gentamicin was increased 1o 7.5 mp/kg/day. 12 hourly and iwice

Lumpur in August 1987. volume exchange transfusion was carried out for scleraemia. On

CASE REPORT day 3 of life the blood culture results were positive for 1.
A 24-year-old primigravida went into spontaneous labour afier influenzae and chloramphenicol (100 mg/kp/day) was started,
39 weeks' of uneventful twin pregnancy. Membranes were replacing all otherantibiotics. However, onday 10, feverrecwrred
artificially ruptured and the liquor was clear. During labour of 20 and a small abscess (estimated volume of | ml) was seen in the

left occipital region on the CT scan (Fig 1). The neurosurgeen
was of the opinien that the abscess was located in a high surgical
risk area and conservative management was recommended.
Chloramphenicol was continued for a total of 4 weeks and she
was discharged well.
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Bacteriology

The organisms isolated from the CSF of Twin II and blood
cultures of both babies were identified as A. influenzae using
standard bacteriological techniques. Agglutination with H.
influenzae polyvalent antisera (Difco) was negative and there
was no iridiscence of growth on Levinthal agar indicating a non-
encapsulated strain. Using the method described by Kilian® the
isolates were identified as biotype IV. A high vaginal swab taken
post-partum from the mother grew a similar organism. The
isolates were sensitive to chloramphenicol, erythromycin,
cotrimoxazole, gentamicin, ceftazidime, cefotaxime and
ceftriaxone but resistant to ampicillin and tetracycline by thedisc
diffusion method. The MIC for ampicillin by the agar dilution
method was > 32 mg/L. B-lactamase activity of the isolate was
detected by the acidometric method {Oxoid, UK).

Fig 1 — CT scan of the brain of Twin I, showing an
enhancing ring lesion, indicative of an abscess in the left
occipital region.

DISCUSSION

Neonatal infections due to H influenzae are rare but increasing
prevalence had been reported by several authors®?, In our
hospital enly two cases have been reported®. Non-encapsulated
strains have been mainly responsible for neonatal sepsis®'®
especially those belonging to biotypes IT and I1I* but two other
reports implicate biotype IV in 25% to 38% of neonatal
septicaemia®' . BiotypeIV strains have characteristic peritrichous
fimbriation and a homogenous outer membrane protein pattern
which may help in colonisation of the genital tract!').
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H influenzae is believed to be transmitted from mother to the
baby either in utero or during delivery®*'%'?), Prematurity, early
rupture of membranes, prolonged labour and maternal genito-
urinary infections all contribute to the development of neonatal
sepsis™®_Early onset fulminating infection and pneumonia with
respiratory distress are the usual clinical manifestations ofneonatal
H. influenzae infections®'?, Neutropenia, a feature in early
neonatal sepsis, and CRP values are useful in evaluating and
monitoring the progress of such infections"®. Complications
such as brain abscess following meningitis are rare and only
about four such cases have been reported®®,

The drugs of choice inthe treatment of /. influenzae meningitis
have been ampicillin and chloramphenicol. However, ampicillin
resistance due to B-lactamase production has been reported to be
6.2% of H influenzae strains in the UK in 1986, In addition there
wasa high prevalence of J-lactamase production amongst biotypes
IV and V strains®. Chloramphenicol resistance due to the
production of acetyl transferase is extremely unusual with a
reported rate of 1.7% in 1986 in the UK.

In our experience, the prevalence of ampicillin and/or
chloramphenicol resistance among all isolates of H. influenzaeis
less than 5% and thus these antibiotics are still useful in the
empirical treatment of H. influenzae infections. However, in
neonates in whom non-encapsulated strains of I1. influenzae,
gram-negative bacilli and group B streptococci are important
pathogens, then perhaps a cephalosporin such as cefotaxime,
ceftriaxone or ceftazidime may be a better choice. Listeria
monocyfogenes may not be effectively treated with the third
generationcephalosporins butisa rarecause of neonatal infections
in our setting.

R EFERENCES

1. Takala AK, Eskola 1, Pelola [, Makola PH. Epidemiology of wivasive flaemophilus
infliwenzae type b disease among children in Finland before vaccinalion with Haemophilus
influenzae Lypes b conjupate vaccine, Pediaw Infect Dis | F989; 8: 267-302.

2. Wallace RJ. Baker CJ, Quinones FJ. Hollis DG, Weaver RE, Wiss K. Nomtypable
Haemophitus inflnenzae (biotype [V) as a nconatal, maternal and genital pathogen. Rev
Infect Dis 1983; 5: 123-36.

3, Campognone P, Singer DB. Meonalat sepsis duc to nontypable [laemophifus infinenzee
Am ] Dis Chald 1986; 140: I17-21.

4, Parasakihi N, Pulhuchcary 8. The bactericlogy of acute meningitis in the University
Hospital, Kuala Lumpur. Asean J Clin Sci 1988; 8: 59-63.

5. Thong ML. faemophitus influenzae infections in Maiaysia, MD. thesis. University of
Malaya, 1979: 263-8.

6. Gunn BA, Woodall JB, Jones JF, Thomsberry C. Ampicillin - resistant Haemophilus
influenzae. Lancet 1974; ii: 845.

7. Powel M, Koutsia-Carouzou C, Voutsinas D, Seymour A, Williams JD. Resislance of
clinical isolates of Heemophitns infinenzae in United Kingdom 1986. Br Med I 1987; 295:
176-9.

8. Kilian M. A taxonomic study of the genmis Haemophilus, with the proposal of a new species.
1 Gen Microbiol 1976: 93: 9-62.

9. Thong ML, Puthucheary SD, Omar A. Haemtopiting infliuenzae meningitis. Asean ¥ Clin Sci
1983; 4: 47-56,

10.  Friesen CA, Cho CT, Characteristic features of necnatal sepsis due to Heenmophilus
inflieenzac. Rov Infect Dis 1986; 8: 777-80.

11, Quentin R, Musser M, Mellouet M. Sizaret PY, Selander RK, Gowdeau A, Typing of
urogenital, matemnal and neonatal isolates of Haemophilys influenzae and Haemophilus
parainfluenzae in correlation with clinical source of isolation amd evidence for a genital
specificity of Haemophilus influenzae biotype IV, J Chin Microbiol 1989; 27: 2280-94.

12, Takala AK, Pekkanen B, Eskola J. Neonatal Flaemophilis influenzae infections. Arch Dis
Child 1991; 66: 437-40.

13.  Feldman WE, Schwartz ). Haemophifus influenzae 1ype b brain abscess complicating
meningitis: Case report. Pediatrics 1983 72: 473-5.



