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LETTERS TO
THE EDITOR

N1303K mutation and diabetes mellitus
in cystic fibrosis

EDrrOR,-In the last two decades, 28 patients
with cystic fibrosis (19 girls, nine boys) out of
the 313 (160 girls, 153 boys) attending the
Genova Cystic Fibrosis Centre developed
diabetes mellitus. In all cases the diagnosis of
diabetes was based on the National Diabetes
Data Group criteria and patients were treated
with insulin or oral hypoglycaemic agents.

In the 28 patients with diabetes two differ-
ent groups (A and B) could be identified.

Patients in group A (12/28 patients) were
characterised by earlier onset diabetes (14.4 v
22.5 years, t = 4.09, p < 0.001). They
presented with overt diabetes and had not
been previously tested by oral glucose toler-
ance tests. Insulin treatment was required at
the onset in 6/12 patients in group A and after
an average period of 1.2 years (range 0.2-2.1)
in another 4/12; one patient died 12 months
after diagnosis when she was still under treat-
ment with oral hypoglycaemic agents.

In contrast, patients in group B (16/28
patients) were characterised by slowly pro-
gressive diabetes. The diagnosis was based
upon two abnormal consecutive oral glucose
tolerance tests and all the patients were
treated at the onset of diabetes with oral
hypoglycaemic agents. Eleven of the 16 are
still being treated with oral hypoglycaemic
agents; in the other five, insulin treatment was
required after an average period of 3.03 years
from the diagnosis (range 1.64-6.96 years).
The average time between the diagnosis and
the start of insulin treatment was longer in
group B patients (3.0 years) than in group A
(1.9 years) but the difference was not statisti-
cally significant (t = 1.92, p = 0.09 1).

Genetic analysis was performed in 23 out
of the 28 patients. The most frequently found
mutation was AF508, with a frequency of
47% (slightly lower than that in the general
Italian cystic fibrosis population: 51.05%).
N1303K was the second most frequent
mutation and its frequency was higher than in
non-diabetic patients attending our cystic
fibrosis centre (11.1% and 2.6% respectively;
%2 = 5.083, p = 0.029) (table 1). All the five
diabetic patients with N1303K mutation
were in the early onset diabetes group (group
A). Among the six patients presenting with
overt diabetes and who required insulin
treatment at diagnosis, three were negative
for islet cell antibodies and the others could
not be examined for these antibodies.
The N1303K mutation is classified as a

severe' mutation with respect to the exocrine
pancreatic secretion, in that it is associated
with pancreatic insufficiency. The frequency
of the N1303K mutation varies between eth-

Table 1 Frequency of the N1303K mutation in diabetic and non-diabetic cysticfibrosis patients

No ofCF alleles tested No ofN1303K alleles % ofN1303K in CF alleles

CFwithDM 45 5 11.1
CF without DM 335 8 2.6
CF total 380 13 3.4

%2= 5.083, p = 0.029.
CF: cystic fibrosis; DM: diabetes mellitus.

nic groups, being more common in southern
than in northern Europe. The genotype/
phenotype correlation for the N1303K muta-
tion has already been evaluated, but diabetes
was not taken into account among clinical
manifestations' 2 and no apparent correlation
emerged (but no information on the patients'
age was reported).' We are aware of only one
study evaluating the incidence of the different
cystic fibrosis gene mutations in diabetic
cystic fibrosis patients, but in that series only
8/21 patients were diabetic, they were older
than our diabetic patients and only one
patient was heterozygous for N1303K.4
Our data support the possibility that two

types of diabetes can be associated with cystic
fibrosis and that there is a genotype/
phenotype correlation between the early
onset cystic fibrosis associated diabetes and
the mutation N1303K. This suggests that the
mutation N1303K is a possible risk factor for
early onset insulin requiring diabetes in cystic
fibrosis patients. The relevance of our results
must be verified in different populations.
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Secondary cases ofmeningococcal
disease

EDrTOR,-Two thousand cases of meningo-
coccal sepsis occur every year in the UK, pre-
dominantly in the winter, and 10% of these
children die.' Household contacts of cases of
meningococcal disease have a 500-4000
times increased risk of developing the dis-
eases 3 4and the incidence of secondary cases,
as a percentage ofthe total number of cases of
meningococcal sepsis, ranges from 0-4.5%.7
Antibiotic chemoprophylaxis effectively
eliminates nasopharyngeal carriage of Neisse-

ria meningitidis in household contacts, and
prevents contacts from acquiring the
diseases."8-10 Guidelines for administration of
chemoprophylactic antibiotics have recently
been re-emphasised'0 but failure of adminis-
tration still occurs.
We are aware of five recent cases where

there has been a failure of chemoprophylaxis
which has lead to secondary disease. Failure
of prophylaxis was multifactorial. In four
cases no prophylaxis was prescribed after
admission of the index case in the family. In
the fifth, prophylaxis was prescribed but not
taken. Secondary cases occurred because the
aetiology of the presenting illness in the index
case was not recognised either clinically or
microbiologically and chemoprophylaxis was
not given; there was a delay in administering
chemoprophylaxis; chemoprophylaxis was re-
fused or overlooked; or because an alternative
coincidental pathogen was identified leading
to confusion.

Table 1 Antibiotic chemoprophylaxis

Rifampicin Ceftriaxone
(twice daily for two days) (single im injection)

<1 year 5 mg/kg per <12 years: 125 mg
dose

1-12 years 10 mg/kg per >12 years: 250 mg
dose

> 12 years 600 mg per
dose

Since a petechial rash occurs in 80% of
children with meningococcal sepsis, recogni-
tion of disease and administering chemo-
prophylaxis (table 1) to contacts should be
straightforward, particularly if clear protocols
are to be established in paediatric units for
the management of meningococcal sepsis
which include recommendations for chemo-
prophylaxis. Further, since the likelihood that
a child with bacterial meningitis in the UK
has meningococcal infection is high after the
virtual elimination of Haemophilus influenzae
type b disease by vaccination, we believe
prophylaxis should be offered to all house-
hold and kissing contacts of cases whenever
bacterial meningitis is suspected, as early as
possible, before culture results are available,
and by the parenteral route in young children
who refuse oral medication.
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Diphtheria: are we ready for it?

EDITOR,-The article by Begg and Balraj dis-
cusses the adequacy of current control and
containment measures for diphtheria.' We
agree with the authors that the diagnosis of
Corynebacterium diphtheriae and Corynebacte-
rium ulcerans has in the past often been
delayed or missed altogether as many labora-
tories have ceased to culture throat swabs
routinely for these organisms.
The Public Health Laboratory Service

(PHLS) Standardisation of Clinical Bacteri-
ology Methods Working Group recommends
in their standard operating procedure (SOP)
on the investigation of throat swabs that all
throat swabs should be cultured routinely for
C diphtheriae and C ulcerans using Hoyle's tel-
lurite medium.2

Reasons for this include:
* Immunisation does not prevent asympto-

matic carriage of the organism
* Vaccinated individuals may still be suscep-

tible
* There is a risk of indigenous transmission
* A major outbreak is possible
* Early recognition of a case allows for con-

tainment of the patient
* Treatment must be initiated at an early

stage to reduce the risk of fatality.
With laboratories returning to this kind of
routine screening, isolation of C diphtheriae
and C ukerans from asymptomatic carriers
will be increased thereby minimising the
potential for missed or delayed diagnosis. It
will also allow for the collection of consistent
epidemiological data on the presence of the
organism in the population.
The PHLS has recently issued a standard

method for the investigation of throat swabs
as part of the 50 specimen SOPs to be issued
to the PHLS during the next 18 months.3
These SOPs may also prove useful to micro-
biology laboratories other than the PHLS.
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Non-steroidal anti-inflammatory drugs
may predispose to invasive group A
streptococcal infections

ED1TOR,-The suggestion that ibuprofen
should be considered as an alternative to
paracetamol for the treatment of fever in
young children ' warrants caution. There
have been numerous reports suggesting an
association between the use of non-steroidal
anti-inflammatory drugs (NSAIDs) and the
progression to severe invasive group A strep-
tococcal infections, including necrotising
fasciitis.2" NSAIDs may also mask important
clinical features that may help in the early
recognition of invasive group A streptococcal
disease.
Prompt diagnosis and treatment of group

A streptococcal infection has become increas-
ingly important as there has been a worldwide
resurgence in invasive group A streptococcal
disease since the mid-1980s with the emer-
gence of strains of increased virulence.5

Recently, it has been proposed that the
underlying biochemical basis for the possible
link between the use ofNSAIDs and invasive
group A streptococcal infection is the ability
ofNSAIDs to inhibit neutrophil function and
enhance cytokine (particularly tumour necro-
sis factor) production.6 In addition, by mask-
ing cardinal signs of inflammation, such as
myalgia, arthralgia, erythema and localised
swelling, these agents may delay the recogni-
tion of invasive group A streptococcal infec-
tion until signs of shock and multiorgan fail-
ure are apparent. This hypothesis may also
apply to staphylococcal toxic shock syn-
drome.

Varicella is an important predisposing fac-
tor for both invasive group A streptococcal
and staphylococcal infection in immunocom-
petent children.7 NSAIDs may be particu-
larly dangerous in this condition: their use has
been associated with the progression to
necrotising fasciitis and toxic shock syn-
drome.4

Antipyretics play an important part in the
management of febrile young children with
non-specific signs in whom the diagnosis is
unclear. However, the possibility that
NSAIDs may facilitate the invasion of group
A streptococci should limit the use of these
agents in patients with varicella or in those in
whom the cause of fever is not known.
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HIV related Kaposi's sarcoma

EDrroR,-McCarthy et al report a Zambian
mother and her son with HIV related
Kaposi's sarcoma and suggest the possibility
ofvertical transmission of a Kaposi's sarcoma
agent.' They comment on the rarity of Kapo-
si's sarcoma in the United States and Europe
and in their abstract say that it is 'extremely
rare in children'.

In Kampala Kaposi's sarcoma is not rare.
In a study of children presenting with
lymphadenopathy to the paediatric wards of
Mulago Hospital, Kampala, between Sep-
tember 1992 and April 1993, 15 cases were
diagnosed. The sex ratio was M:F 10:3. Since
1993 about two to three cases are being diag-
nosed each month. Apart from lymphaden-
opathy, which can be differentiated from
tuberculosis only by histology, other clinical
features include pigmented nodular skin
lesions, hepatosplenomegaly, pleural effu-
sion, and oral mucosal lesions. We do not
have facilities for bronchoscopy, lung punc-
ture, or intestinal biopsy to detect internal
lesions. As mothers are not routinely exam-
ined in cases of childhood Kaposi's sarcoma
we do not know how many might have it.
However, it would not be surprising, consid-
ering the not uncommon occurrence of
Kaposi's sarcoma in women, that both
mother and child might have it if they
originate from areas of high HIV prevalence
such as Uganda or Zambia.

Nevertheless, a transmissible Kaposi's sar-
coma agent (whether vertically transmitted or
not) is a possibility, and we are also looking
for an association with a herpes-like virus.

J B S COULT-ER
Liverpool School of Tropical Medicine,

Pembroke Place,
Liverpool L3 SQA

C M NDUGWA
Department ofPaediatrics and Child Health,

Makerere University,
PO Box 7072, Kampala, Uganda

1 McCarthy GA, Kampmann B, Novelli V, Miller
RF, Mercey DE, Gibb D. Vertical transmission
of Kaposi's sarcoma. Arch Dis Child
1996;74:455-7.

BOOK
REVIEWS

Symptoms of Disease in Childhood. By
T J David. (Pp 258; £15.95 paperback.)
Blackwell Science, 1995. ISBN 0-632-
03635-4.

Updating Common Symptoms of Disease in
Children by R S Illingworth, this book follows
a symptomatic as opposed to a system
approach. For each of the 185 symptom
(sign) headings a list of causes is followed by
a text, giving a brief account ofthe conditions
listed.

In an attempt to be thorough, many of the
lists are lengthy and daunting not only to the
medical student but also to the experienced
paediatrician. Some attempt has been made
to subdivide the causes but further subdivi-
sion would have supported the problem solv-
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