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Haemophilus influenzae type b
meningitis resistant to ampicillin and
chloramphenicol
Sir,
Guiscafre et al have reported two cases of meningitis due
to Haemophilus influenzae type b tesistant to ampicillin
and chloramphenicol.' In their report they say 'since 1980
eight cases of meningitis. have been reported'. This is
not true. In previous reports we have drawn attention to
the explosive increase of multiply resistant strains of H.
influenzae type b causing invasive and non-invasive infec-
tions in Spain.' - From January 1981 to December 1984 we
have seen over 364 consecutive cases of culture proved
bacterial meningitis, 35 of which (9-6'%0) were caused by H.
influenzae type b. In 20 cases (57'%o) strains were found to
be resistant to ampicillin and chloramphenicol.
As this problem has also been described in other parts of

Spain we arc led to the conclusion that in our country
resistance of H. influenzae b to ampicillin and chloramphe-
nicol could be endemic. Uncontrolled and widespread use
of antibiotics in Spain over many years played a role it the
emergence of these multiply resistant strains.
We cannot use ampicillin and chloramphenicol as initial

treatment ol meningitis caused by H. influenzae b and we
are currently using cefotaxime as the treatment of choice
until susceptibility tests become available.
The report from Mexico, like others, remind us of the

possibility of emergence of strains resistant to both
antibiotics in every country.

J M GAIRI, J CAMPOS, and S GARCIA-TORNEL
San Jutan de Dios Children's Hospital,

Barcelona, Spain
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High plasma urea concentration in
babies with lamellar ichthyosis
Sir,
The interesting observation of Beverley and Wheeler
about raised plasma urea concentration after cutaneous
application of Calmurid (10% urea and 50/% lactic acid) in
collodion babies or in babies with lamellar ichthyosis was
attributed to increased urea absorption through the skin.'
This explanation seems logical. There are two additional
factors that may contribute, however, to the rise in plasma
urea in these patients: (a) the application of a hygroscopic
substance like urea can increase the hydration of the skin2

but may decrease the water contents of other tissues, and
(b) babies with lamellar ichthyosis have a tendency
towards dehydration caused by increased loss of water
through the affected skin. My colleagues and I reported
several babies with lamellar ichthyosis who developed
hypernatraemic dehydration due to excessive loss of water
through the skin.3 They were not treated with urea cream
but developed raised serum urea on several occasions in
association with hypernatraemic dehydration, as can be
seen from the examples in the Table.

Table Urea concentrations in three cases of lamellar
ichthyosis who developed hypernatraemic dehydration

Case Age Weight loss Plasma Plasmna Plaisma
No (davs) urea soditum chloride

(g) (% Of bodrl (mminiiolil) (mEqll) (mnEq/l)
weight)

3 490 11 I)0 159 118
2 42 160 7 9 6 165 12(0
3 91 165 7 9-6 158 126

334 140 5 29-9 179 151

The state of hydration of babies with lamellar ichthyosis
can be difficult to evaluate as the skin turgor is not a
reliable sign of hydration. The amount of water loss
through the skin in lamellar ichthyosis is variable and
probably depends on the condition of the skin; shedding of
the scales, with exposure of great areas of erythematous
skin can increase the insensible water loss, although
aesthetically the skin appears improved. Thus dehydration
can be a relatively common cause of rises in plasma urea
concentration in babies with lamellar ichthyosis.

B Z GARTY
The Children's Hospital of Philadelphia,

Philadelphia,
United States of America

Drs Beverley and Wheeler comment:
We read with interest the comments of Dr Garty and agree
with him that other factors may have contributed to the
raised plasma urea in our patients, particularly in case I
who had lamellar ichthyosis. We were able, however, to
observe case 2 (whose underlying skin was normal) more
closely. She had normal plasma creatinine concentrations
at the time of the raised plasma urea concentration (as
shown in the Figure of our paper'), her weight never fell
more than expected for a newborn infant, the plasma urea
fell on stopping treatment with Calmurid, and throughout
she maintained a good urine output. These factors
suggested to us that the primary cause of the raised urea
was transdermal absorption of urea rather than dehydra-
tion as suggested by Dr Garty. Because of our experience
with case 1 we felt it to be inappropriate to challenge case 2
with further treatment with Calmurid to determine
whether the plasma urea would rise again. The patients
that Dr Garty describe are of interest; again making the
point that skin, in particular abnormal skin, is not an
impermeable barrier, in his cases there was excessive
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transdermal loss of water and in our cases absorption of
urea.
We hope that our cases and those of Dr Garty will

remind our colleagues that skin is not an impervious
barrier.
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Vitamin D metabolites in idiopathic
infantile hypercalcaemia
Sir,
We have further investigated two of the intants with
idiopathic infantile hypercalcaemia described by Martin et
al' and confirmed the presence of appropriate suppression
of lc hydroxylase activity in the presence of hypercal-
caemia, suggesting intact feedback mechanisms.
As vitamin D supplements (400 IU/day) werc withdrawn

and a low calcium diet begun in case 1 the serum cal-
cium concentration fell. Concentrations of 1,25-dihydroxy-
cholecalciferol (1,25(0H2)D) rose and 25-hydroxy-
cholecalciferol (25-OHD) fell due to the withdrawal of
supplements (Table 1).

Calcium load tests, modified from the protocol of Barr
and Forfar,2 showed an abnormal response when per-

Table I Reaction of serum calcium and vitamtin D concentrationis to withdrawal of vitamin D supplements in case I

At diagnosisN Time after ireatwent

2 sks 4 vweek.s 7 monts/

25-OHD (ng/mI) 4866 53-5 40(6 30-7
1.25(OHF)D (pg/mi) 310( 38(0 47-( 69-(
Calcium (ptmol/l) 3 16 2-38 2 47 2 44

25-OHD=25-hydroxycholccalcitcrol, 25(OH2)D=1.25-dihyvdroxvcholecalcifcrol.

Table 2 Vitamin D metabolites during calcium loading in the twov cases

hI.sfing Calctim load(litng (hoers)

05 I /3 2 3 5

Case I
Calcium ((tmol/l) 2 44 2-77 - 286 -- 2-79 -

I.25(0H2)D, (pg/mi) 6 7 7 5
I ,25(OH2)DI (pg/mi) 63 55 - 53 61 _

Case 2
Calcium (Itmol/I) 2-53 - 3-37 - 323 3-15 2-79
1.25(0112)D, (pg/mI) 21 21 20( 20( 16
I.25(0H,)D5 (pg/mi) 6(0 57 56 47 34

1.25(011,)D=1I,25-dihydroxyvcholcc.tlcitcrol.

formed at 7. 13, 18, and 24 months in case 1 and at 22
months in case 2. Furthermore, 1,25(0H,)D concentra-
tions performed during the most recent load tests showed
appropriate suppression in the presence of hypercalcaemia
(Table 2), suggesting intact homeostatic mechanisms.
Our assay is able to distinguish between 1,25(OH)D,

and 1,25(0H,)D3 and it would seem that 1,25(0H2)D3
is more tightly controlled than 1,25(0H.)D2. The signifi-
cance of this observation is unknown as these metabolites
have not previously been measured in children with this
condition. Further studies will be necessary to confirm our
findings.
Dr Martin suggested that the low concentrations of

1,25(0H,)D seen in the patients with hypercalcaemia
could be due either to appropriate suppression of let
hydroxylase activity or to a reduced growth velocity. The
results of the loading studies and the fact that the growth
velocity of our first child did not alter with correction of the
hypercalcaemia suggests that the former is a more likely
explanation. Whether there is poor control of production
of 1,25(OH,)D, and whether this is important in the
aetiology of the hypercalcaemia is an area for future study.

I thaink Dr Barbara Mawcr, Manchcstcr Univcrsity, for pcrforming
the assays.
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