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Comment

Intravenous treatment was used in these patients to exclude problems of
absorption from the gastrointestinal tract. The combination oftrimethoprim
and sulphadimidine was preferred to co-trimoxazole to prevent further
compromising renal functions.4 Monitoring the serum concentrations of
trimethoprim lessens the risk of nephrotoxicity, and using sulphadimidine
avoids the danger of haemorrhagic crystalluria with sulphamethoxazole.5
Intravenous administration of co-trimoxazole also meais giving large
volumes ofdiluent, which are contraindicated in this group of patients.
Adding sulphadimidine or trimethoprim to the cyclosporin radio-

immunoassay in vitro or adding serum from patients being treated with these
drugs but not with cyclosporin A did not influence the results of this assay.
Furthermore, two patients developed rejection episodes while their serum
cyclosporin concentrations were unrecordable, so we were convinced that
the effect was not artefactual. As the trimethoprim concentrations remained
constant throughout intravenous and oral treatment we think it probable
that sulphadimidine was responsible for the decrease in serum cyclosporin.
These cases emphasise that serum cyclosporin A concentrations must be

closely monitored when a patient receiving this immunosuppressant is given
concomitant treatment with a sulphonamide. In addition, histological proof
of the presence ofP carinii pneumonia should be obtained before starting a
treatment that may precipitate rejection.

We thank Miss Sally Smyth for her secretarial help. Measurement of serum
cyclosporin values was financed by a grant from the Wellcome Foundation.
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Pyoderma gangrenosum after
cholecystectomy
Pyoderma gagrenosum may be difficult to diagnose clinically. It is
commonly associated with ulcerative colitis, arthritis, and myeloprolifera-
tive disorders and often occurs at sites of minor trauma.' We present a
case that occurred after elective cholecystectomy without other known
associations.

Case report

A 64 year old man was admitted with acute cholecystitis in December 1984. Six
months previously he had undergone successful femoral angioplasty for
peripheral vascular disease. He underwent routine cholecystectomy in April
1985, and his initial postoperative repovery was uneventful. On the third day,
however, his wound became erythematous and he had a fever of38°C and a raised
white cell count of 18 5x 109/l with a neutrophil leucocytosis. Five days after his
operation his general condition had deteriorated and the edges ofhis wound were
blistered and blue (figure (top)). Wound and blood cultures were taken and
antibiotics started. On the sixth day he developed a deep venous thrombosis and
was given heparin. By the 16th day his condition hadslowly deteriorated despite
antibiotic treatment.- He then developed erythematous swellings in both ante-
cubital fossas at the sites of previous venepuncture; on the 18th day further
ulceration developed on the right thigh and right thumb. He had pancytopenia
with a white cell count of 1 6x 1O'/l and haemoglobin concentration of 76 g/I.
A bone marrow biopsy showed marrow depression with no specific features.

On the basis of the clinical appearance, negative wound and blood cultures, and

poor response to antibiotics pyoderma gangrenosum was diagnosed and
prednisolone 50 mg daily started. Skin biopsy showed an acute on chronic
inflammatory reaction with perivascular lymphocytosis. Within 24 hours his
condition dramatically improved, his fever dropped, the skin lesions began to
resolve, and the white cell count returned to normal. Anticoagulation had been
stopped at this stage. Ten days after steroid treatment had been started he was
discharged. The prednisolone was gradually reduced over the next month. One
week after stopping his treatment he was readmitted with a deterioration of his
'skin lesions; his- condition again improved dramatically when steroid treatment
was started and the lesions were healed four months'-later (figure (bottom)).
Extensive investigations including rectal biopsy, assay of immunoglobulins and
for rheumatoid factor, and biopsy of bone marrow failed to find an underlying
cause of his pyoderma gangrenosum.
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Top: Pyoderma gangrenosum of abdominal wall 12 days after elective chole-
cystectomy. Bottom: Lesion four months after treatpet with steroids.

Comment

Pyoderma gangrenosum was originally described in 1930.2 Recognition of
the typical lesion, which begins as a sterile pustule and progresses to an
ulcerated area with surrounding erythema, remains important in its
diagnosis. The condition has been previously confused with postoperative
synergistic gangrene described by Meleney. Immunocompromised patients
with pseudomonas septicaemia may develop ecthyma gangrenosum, in
which the cutaneous lesions are similar to those ofpyoderma gangrenosum.
In this case an infection was originally suspected, but the appearance of the
wound and negative wound and'blood cultures made this'less probable. The
established tteatment of postoperative gangrene includes antibiotic chemo-
therapy specific for the organism and wide excision of the lesion,'whereas
corticosteroids are the mainstay in treatment for pyoderma gangrenosum.3
Pyoderma gangrenosum occurs at sites of minor trauma, particularly on

the legs&4 Iftrauma was the tigger factor in this patient then it is interesting
that his femoral angioplasty six months previously had been uncomplicated.
The condition is usually associated with systemic diseas, arthritis
and inflammatory bowel disease being the most common; monoclonal
gammopathy, leukaemia, and malignancy should also be excluded. There
are no specific histological changes in the skin in pyoderma gangrenosum,
and the appearances may vary depending on the site of biopsy.5 The
aetiology of the condition remains unleaWr, but vascular damage from
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circulating immune complexes seems the most likely explanation. We
believe that this is the first case of pyoderma gangrenosum to occur after
elective surgery. It highlights the importance of early clinical diagnosis in a
condition that is usually highly amenable to treatment.
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Meningitis and pneumonia due to novel
multiply resistant pneumococci
Multiply resistant pneumococci associated originally with nosocomial
infection' and more recently with community acquired disease' I have been
characterised by resistance to , lactam antibiotics in addition to other agents.
We report the isolation of novel multiply resistant pneumococci showing

sedimentation rate 67 mm in first hour. A pneumococcus with the resistance
pattern found in case 1 was isolated from the blood but was unavailable for
serotyping. The patient improved with benzylpenicillin. We discovered later that
he had received co-trimoxazole during the week before admission. Four children
attending the same cr&he were examined for nasopharyngeal carriage ofresistant
pneumococci (table).

Case 3-A 46 year old white man suffering from multiple myeloma was
admitted to the Johannesburg Hospital in October 1984 with signs and symptoms
ofpneumonia. Blood culture taken on admission grew Strpneumoniae serotype 6B
showing the same resistance pattern and minimum inhibitory concentrations of
drugs as in the other two cases. He responded to benzylpenicillin. Nasopharyngeal
swabs were taken from 17 adult patients and staff at the convalescence home
where he lived (table).

Case 4-A 2 year old black boy was admitted to the Baragwanath Hospital,
Soweto, in December 1985. He was feverish (38-9°C) and showed clinical and
radiological signs of pneumonia. A pneumococcus (serotype 14) isolated from
blood culture showed the same resistance pattern as in cases 1-3. His mother
disclosed that for five days before admission he had been given erythromycin
(250 mg thrice daily) prescribed for a toe infection. Resistant pneumococci were
not isolated from nasopharyngeal swabs from two other children in the household
(table).

Comment

The emergence of community acquired nasopharyngeal and clinical
isolates ofpneumococci resistant to tetracycline, erythromycin, clindamycin,
and co-trimoxazole but susceptible to benzylpenicillin is reported for the
first time. Multiple resistance in Str pneumoniae with more than three
antimicrobial agents has to date been associated with resistance to ,B lactam
antibiotics. All three children reported here gave a history ofprior treatment
with antimicrobial agents to which the pneumococci were resistant. A
relation between exposure to antibiotics and nasopharyngeal carriage of
penicillin resistant pneumococci has been described in hospitalised patients. I

The strains noted here are not likely to pose therapeutic problems for
serious pneumococcal infections requiring admission to hospital. The
presence of these organisms does, however, demand urgent consideration of
resistant organisms in the management of community acquired pneu-
mococcal diseases such as otitis media and sinusitis, for which erythromycin
and co-trimoxazole are often prescribed.

We thank Professor Robert Austrian, of the University of Pennsylvania, for
subtyping of isolates.

Nasopharyngeal camage ofmultiply resistant pnewuococci

No of subjects No carrying multiple resistant
tested strains Serotypes % Carriage

Daycarecentre I* 29 2 14+19F 6-9
Day care centre 2t 4 2 14+14 50 0
Convalescence homet 17
Private households 2

*Case I attended day care centre 1. tCase 3 lived in convalescence home.
tCase 2 attended day care centre 2. SCase 4 came from this household.

susceptibility to ,B lactam antibiotics but resistance to tetracycline, clinda-
mycin, erythromycin, and co-trimoxazole.

Case reports

Case I-A 15 month old white boy was admitted to the Johannesburg Hospital
in September 1984 with a one day history of lethargy and vomiting. He was
feverish and drowsy with pronounced neck stiffness. Lumbar puncture yielded
cerebrospinal fluid containing 1260x 106 neutrophils, 44x 106 lymphocytes, and
0-38 g protein per I; glucose 4-4 mmol/l (79-3 mg/100 ml); and chloride 125
mmol(mEq)/l. Staining ofthe fluid disclosed Gram positive diplococci resembling
pneumococci, and Streptococcus pneumoniae serotype 14 (antipneumococcal
serum, Statens Seruminstitut, Copenhagen) was subsequently isolated. The
organism was susceptible to benzylpenicillin but resistant to tetracycline,
erythromycin, and clindamycin by disc susceptibility testing (Mastring-S, Mast
Laboratories Ltd, UK). Minimum inhibitory concentrations using the agar
dilution method4 (with Columbia agar (Oxoid, Basingstoke) as the base) were:
penicillin 7-0 pg/I; tetracycline 4-0 mg/l; and erythromycin, clindamycin, and co-
trimoxazole >8 mg/l. The patient responded to initial treatment with benzyl-
penicillin and chloramphenicol, which was subsequently changed to benzyl-
penicillin alone. He had had a dose of tetracycline syrup eight weeks before
admission. The table gives the results of nasopharyngeal swabs taken from 29
children from the same creche.

Case 2-This 20 month old white boy was also admitted to the Johannesburg
Hospital in September 1984. He had a two week history offever and coughing and
on the day of admission had a convulsion accompanied by a fever of 38 9°C, right
sided otitis media, and radiologically confirmed left upper lobe pneumonia.
Blood leucocyte count was 50 2x 109/l, haemoglobin concentration 9 8 g/l, and
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