
SELF ASSESSMENT ANSWERS

New murmurs in patients
with prosthetic heart valves
Q1: What is the differential diagnosis
to explain the presentation of these
patients
The differential diagnosis involves either
valvular pathology or ventricular failure.
Valvular pathology can be due to either valve
dehiscence,1 valvular obstruction,1 or pros-
thetic valve endocarditis.2 Prosthetic valve
endocarditis can be early or late. Early occurs
less than 60 days after the primary operation
and is usually due to resistant Staphylococcus
epidermidis, Gram negative baccili, and fungi.2

Late prosthetic valve endocarditis is usually
due to Streptococcus species.2

Potential causes of ventricular dysfunction
include the initial valvular lesions, coronary
artery disease, systemic or pulmonary hyper-
tension, and coincident cardiomyopathy.2 The
presence of new murmurs makes the diagno-
sis of ventricular failure much less likely.

Valve obstruction was confirmed during
x-ray screening and echocardiography in both
patients.

Q2: What pathological mechanisms
are possible causes of prosthetic valve
obstruction and what has happened in
case 2?
Pathological obstruction of prosthetic valves is
due to either pannus or thrombosis of the
valve. Pannus represents a fibrous over-
growth, which extends from the endocardium
onto the prosthesis. While pannus is common
on both biological and mechanical valves,
acute prosthetic valve thrombosis is most
commonly a complication of mechanical
valves.1 In one large case series, the most fre-
quent reoperative indications for prosthetic
valve dysfunction were dehiscence, pannus,
then thrombus.1

Case 1 is a presentation of valve thrombosis,
confirmed at pathology.

Case 2 demonstrates pannus with fibrous
overgrowth as shown in fig 2 (see p 476). The
pannus can be seen extending from the inner
ring of the tricuspid valve prosthesis onto the
valve leaflets (both panels).

Q3: What is the most helpful
investigation to differentiate these
pathological mechanisms?
Before any investigation, the history and
examination may aid the diagnosis. Pannus
in-growth causing valve obstruction often has
a more indolent onset, occurring primarily
months to years after prosthesis
implantation3 4 with an exponential rise oc-
curring with time.1 Associated with this more
insidious onset, pannus may present with less
severe clinical manifestations, as demon-
strated in case 2 compared with thrombotic
valve obstruction.

Thrombosis on prosthetic valves can give
rise to local mechanical problems including
obstruction. This can occur acutely and be
associated with rapid clinical deterioration. It
may also lead to thromboembolism and
peripheral ischaemic events—for example,
stroke.2 Numerous factors may influence the
rate of valve thrombosis. The most important
of these being periods of suboptimal anti-
coagulation (especially if anticoagulation has
been interrupted) which may not necessarily

be obvious at presentation,2 4 low cardiac out-
put and the presence of hypercoaguable
states.2

Doppler echocardiography is currently the
investigation of choice.4 Transthoracic echo-
cardiography is limited in evaluating struc-
tural abnormalities of prosthetic valves by
attenuation and acoustic shadowing.4 Tran-
soesophageal echocardiography is superior
and can assess the mechanism and aetiology
of the obstruction.3 4 Thrombus typically ap-
pears larger than pannus and in the case of
mitral valve thrombosis may extend into the
left atrium. Thrombus may also be differenti-
ated from pannus by a lower intensity signal
on echocardiographic assessment.

Cardiac catheterisation for valve haemody-
namics provides no discriminatory infor-
mation to assess the underlying aetiology of
valve obstruction.4 5 Radiographic screening of
the valve will confirm the diagnosis of
obstruction (as demonstrated in fig 1; see p
476).

Q4: What are the therapeutic options
for patients with prosthetic valve
obstruction?
Therapeutic options include pharmacological
thrombolysis and surgery. Surgery is the
traditional mode of treatment and has a
reported mortality of 0%–69%.6 Thrombolytic
therapy is an alternative to surgery and is
considered the treatment of choice for tricus-
pid prosthetic valve thrombosis.6 Due to high
risks of cerebral thromboembolism during
thrombolysis for left sided prosthetic valve
thrombosis (up to 12%), it should be reserved
for high risk surgical candidates.6

Final diagnosis
Valve obstruction in both patients: in case 1
caused by valve thrombosis and in case 2 by
pannus with fibrous overgrowth.
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An unusual cause of
peripheral neuropathy in a
diabetic patient on dialysis:
“a sural surprise”

Q1: What were these two diagnostic
procedures?
A liver biopsy and a sural nerve biopsy (fig 1).

A transjugular liver biopsy specimen
disclosed granulomatous hepatitis with
well defined epithelioid granulomata, with
no caseation, throughout the parenchyma
and in portal tracts, but negative for fungi,
acid-fast bacilli, and with no polarisable
material.

The sural nerve biopsy disclosed epineu-
rium intensely infiltrated with monocytic
cells in a perivascular distribution and mono-
nuclear cells diffusely in the endoneurium. All
fascicles showed uniform severe deletion of
myelinated fibres, but demyelinated axons
were not seen. The conclusion was that this
represented severe acute on chronic axonal
degeneration.

Q2: What is the underlying diagnosis?
The mediastinal lymphadenopathy, granulo-
matous hepatitis, hypercalcaemia, nerve bi-
opsy findings consistent with axonal (sarcoid)
neuropathy and the raised serum angiotensin
converting enzyme (SACE) level all were con-
sistent with the unifying diagnosis of sar-
coidosis.

Figure 1 (A) Liver biopsy specimen and (B)
sural nerve biopsy specimen.
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Q3: What treatment is there, and what
is the prognosis?
Corticosteroids are the firstline treatment for
the manifestations of sarcoidosis. The ration-
ale being the affect on mononuclear phago-
cytes and T-lymphocyte activity, both of
which are heavily implicated in the patho-
genesis of the disease. The dose and duration
of treatment should be based on clinical and
laboratory evidence for the severity of dys-
function and the response to treatment. Most
patients with asymptomatic disease should
not be treated unless the pathology affects
ocular, myocardial, and renal tissue or cal-
cium metabolism as all these can have
significant long term clinical implications for
the patient.

Ultimately, sarcoidosis shows a variable
response to treatment leading to either
monophasic or chronic, remitting, and relaps-
ing phases. Frequently, relapses are seen when
the dose of corticosteroids is tapered. To
prevent this a slower and more prolonged
process is then required. Some evidence
suggests an additional agent improves out-
come in 10%–20% of patients.1

This patient received prednisolone 60 mg,
and later azathioprine 100 mg was started
with immediate improvement in liver
function, neuropathy, SACE, and hypercal-
caemia.

Discussion
Sarcoidosis is a multisystem granulomatous
disorder with an incidence of about 15 per
100 000 and a peak onset in the 20–40 age
group. It is commoner in black patients.
Several abnormalities of immune function
suggest an autoimmune or virally triggered
aetiology, but this remains largely
mysterious. The key histological feature is
granuloma formation with a central collec-
tion of modified mononuclear phagocytes
(epithelioid cells) and giant cells sharing the
same cytoplasm with multiple nuclei. The
damage this causes is secondary to mass
effect.2 3

It is a true multisystem disease, but most
often involves the lungs and intrathoracic
lymph nodes. It can also cause uveitis, skin
changes, hepatosplenomegaly, cardiac dys-
function, renal impairment and nephrocalci-
nosis, and central nervous system abnormali-
ties. Hypercalcaemia which is secondary to
high circulating 1,25 dihydroxy vitamin D3

levels (due to extrarenal elaboration of
1-α-hydroxylase by granuloma macro-
phages) is seen in about 10% of cases. Periph-
eral neuropathy is rare, seen in only 5% of
cases.4

Sarcoid peripheral neuropathy is, in most
cases, an axonal polyneuropathy.5 This case
was unusual in that there was clear electro-
physiological evidence of a (upper limb)
demyelinating symmetrical sensory motor
polyneuropathy, whereas the sural nerve
biopsy disclosed severe acute on chronic
axonal degeneration associated with a
marked epineural perivascular infiltrate.

Sarcoidosis is an important diagnosis to
make, as there is a good response in most
cases to immunosuppression, conventionally
with steroids. Azathioprine can be used
adjunctively to reduce the steroid dose bur-
den. In summary we present a case of a rare
treatable cause—sarcoidosis—of a common
symptom

Final diagnosis
Sarcoidosis.
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Uncommon cause of
hepatosplenomegaly in an
immunocompetent patient

Q1: What does the bone marrow
show?
The bone marrow was cellular with myeloid
preponderance and a few atypical cells. Amas-
tigotes of Leishmania donovani (LD bodies)
were present with an average parasite density
of 1–10 parasites per 10 oil immersion fields or
3+ (see fig 1, p 478; LD bodies are arrowed).1

Q2: What is the diagnosis and what
further corroborative tests may be
done?
The diagnosis is visceral leishmaniasis. Fur-
ther tests include the aldehyde test and
ELISA to document the presence of IgG anti-
bodies against leishmania antigen in blood.
Both these tests were positive in this patient.
Other serological methods such as the indi-
rect fluorescent antibody test and the direct
agglutination test may also be used for the
diagnosis.

Q3: What is atypical in this patients’
presentation?
The classical presentation of visceral leishma-
niasis in immunocompetent individuals is
that of high grade fever with hepatospleno-
megaly in the setting of a visit to or residence
in an endemic area. There were the two atypi-
cal features in this patient. Firstly, he lived in
a non-endemic zone and had no history of

travel to any known endemic area in the
country. Secondly, the absence of fever, which
is usually the presenting symptom, was strik-
ing, especially with no evidence of immuno-
deficiency detectable.

Q4: How is this condition treated?
Sodium stibogluconate is the traditional
drug of choice, given parenterally in doses of
20 mg/kg body weight for four weeks.
However, with increasing resistance to this
compound, especially in the endemic areas, it
is gradually being replaced by amphotericin B
which is infused intravenously in doses of
0.5–1 mg/kg daily up to a total of 20 mg/kg.
Amphotericin is a toxic drug and may
produce acute febrile reactions, myalgia, and
vomiting after each infusion. Dose related
nephotoxicity is the major long term concern
and may manifest as azotaemia, acidosis, and
hypokalaemia.

Discussion
Visceral leishmaniasis, or kala-azar as it is
popularly called, is a chronic infectious
disease caused by parasites of the L donovani
complex and characterised by irregular fever,
splenomegaly, hepatomegaly, weight loss,
pancytopenia, and hypergammaglobulinae-
mia. The overall prevalence of leishmaniasis
is 12 million cases worldwide spread over 82
countries mainly in Asia, Africa, and the
Americas, with an annual incidence of
500 000 new cases.2 Ninety percent of these
cases occur in endemic or hyperendemic
areas, and are particularly concentrated in
India, Nepal, Bangladesh, Kenya, Ethiopia,
Sudan, and parts of South America,3 though
sporadic cases have been described from all
over the world. In India, it is a serious
problem in the states of Bihar, Bengal, Assam,
Sikkim, Eastern Uttar Pradesh, and Tamil
Nadu. Cases have also been reported from
Gujarat, Jammu and Kashmir, Himachal
Pradesh, and Maharashtra.4 In recent years,
HIV-leishmania coinfection has been steadily
rising particularly in the Mediterranean
basin (Spain, Italy) and France.5 Here, we
report an interesting patient with florid
visceral leishmaniasis and heavy parasitae-
mia (>100 LD bodies/100 oil fields) but
without any fever or history of visit to an
endemic area.

The spectrum of clinical disease of kala-azar
ranges from asymptomatic infection (which
may flare up due to malnutrition or immuno-
suppression) to full blown visceral
involvement.6 Fever is the commonest symp-
tom followed by abdominal discomfort, ano-
rexia, wasting, and cough. Epistaxis occurs in
44%–55% of patients. Most of the subclinical
cases occur in the endemic areas, and are
much more common in children and young
adults. Diagnosis is made by demonstration of
the parasite in stained smears or cultures of
the aspirate from the bone marrow or spleen,
although serological tests such as the indirect
fluorescent antibody test, direct agglutination
test, and ELISA are gaining popularity. Single
peripheral blood smear examinations give a
yield of only up to 46% in daytime samples
and up to 66% in night samples, hence are not
considered to be a reliable diagnostic modal-
ity. Splenic aspiration gives a higher yield (up
to 98% compared with 80%–85% for bone
marrow aspirate) but may cause haemor-
rhage.

Learning points

• Peripheral neuropathy is a feature of
many systemic diseases.

• Clinical neurological examination with
nerve conduction studies provides the
best pathway for reaching a definitive
diagnosis.

• Nerve biopsy is a useful diagnostic tool
for specific cases, particularly those
thought to be secondary to sarcoidosis
or a vasculitis.

• Clinicoradiological findings in conjunc-
tion with histological evidence of non-
caseating granulomas is central to the
diagnosis of sarcoidosis.

• Sarcoid neuropathy is largely an axonal
neuropathy, although acute demyelinat-
ing polyneuropathies have been
described.
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Apart from other known causes of massive
splenomegaly such as chronic myeloid leukae-
mia and myelofibrosis, the possibility of
hyperactive malarial splenomegaly, formerly
called tropical splenomegaly syndrome,
should also be kept in mind. Hyperactive
malarial splenomegaly is an immunological
disorder related to chronic exposure to ma-
laria. It is primarily a diagnosis of exclusion
and is characterised by massive splenomegaly,
absence of malaria parasite in the peripheral
blood smear, high titres of antimalaria anti-
bodies, hyperglobulinaemia, pancytopenia,
and lymphocytic infiltration of hepatic
sinusoids.7 Since visceral leishmaniasis and
hyperactive malarial splenomegaly have many
clinical and laboratory features in common,
these two conditions should be differentiated,
as was conclusively done in this patient by the
demonstration of LD bodies in the bone mar-
row aspirate.

There were two unusual features in this
patient. Firstly, he lived in a non-endemic
zone and even on repeated questioning,
denied any history of travel to any known
endemic area in the country. Though there
have been reports of asymptomatic individu-
als with amastigote forms in the bone
marrow and peripheral smear,8 they were
residents of known endemic areas and had
significantly lower parasitic load (<10/1000
oil fields).

Secondly, the patient was always afebrile.
He also had no evidence of immuno-
deficiency. However, he may have been
specifically immunosuppressed due to a high
antigenic load to leishmania parasite leading
to lack of an inflammatory response resulting
in absence of fever. Such observations have
been reported previously in leishmaniasis,9

lepromatous leprosy, and tuberculosis. Due to
these atypical features, kala-azar was not
considered as a likely possibility until the
bone marrow aspirate revealed the diagnosis,
after which the aldehyde test and ELISA
testing to detect antileishmania antibodies
were done. In the absence of fever and
significant travel history, other known modes
of transmission of this disease should be
considered, such as congenital transmission,
via blood transfusion or due to a novel auto-
chthonous focus.10 Since our patient had
never received a blood transfusion and at this
age congenital transmission is rather un-
likely, the possibility of an autochthonous
focus should also be considered. Conse-
quently, in a tropical country like India,
where kala-azar causes hundreds of deaths
annually, such atypical presentations should
be borne in mind to make a rapid diagnosis of
this potentially fatal, but fully treatable
disease.

Final diagnosis
Visceral leishmaniasis.
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A conundrum from
antenatal testing

Q1: What is the prognosis and
management of mild cerebral
ventriculomegaly?
Mild cerebral ventriculomegaly is usually
defined as an atrial width of 10–15 mm
measured by ultrasound between 15 and 40
weeks’ gestation. Estimates of incidence vary
from 1.48 per 1000 to 22 per 1000.1

In a series of 234 cases, 23% had an abnor-
mal outcome as summarised below2:

• Perinatal death 3.7%.

• Chromosomal abnormalities (mostly tri-
somy 21) 3.8%.

• Malformations undetected at second tri-
mester ultrasound scan 8.6%.

• Neurological sequelae 11.5%.

Most of the neurological sequelae involved
a mild to moderate delay in cognitive and/or
motor development. No clinical sequelae
occurred in the remaining 77% of cases of iso-
lated mild ventriculomegaly.

The counselling of parents of a fetus with
isolated mild ventriculomegaly is complicated
by the fact that it is not always possible to
predict the fetus that will have abnormal
neurological sequelae. The parents should
therefore be informed about the possible
causes, their prognosis, and the techniques
available to help reach an underlying aeti-
ology with their advantages and disadvan-
tages and what the couple would wish to do
with this information.3

Amniocentesis is usually performed in
preference to chorionic villus sampling (CVS)
as pregnancy loss is more common after
CVS.4 The procedure estimated increase in
miscarriage rate with amniocentesis is gener-
ally quoted as 1% above background
risk levels5 compared with a generally quoted
figure in the literature of 2% for CVS.
Chorionic villus sampling is also associated
with more sampling and technical failures,
and more false positive and false negative
results. However, the couple should be
made aware that in 0.4% of amniocentesis
cases the cell culture will fail and a repeat
procedure will be required to obtain a
karyotype.4

Furthermore with the availability of FISH
providing results from amniocentesis within
24–48 hours, the previous advantage of CVS
over amniocentesis in obtaining a faster

karyotype (48 hours for direct CVS karyotyp-
ing compared with two weeks for standard
cytogenetic karyotyping of amniotic fluid) is
not as crucial.

The literature generally agrees that mater-
nal blood should be screened for toxoplasmo-
sis, rubella, cytomegalovirus, and herpes sim-
plex (TORCH) as well as parvovirus B19 to
exclude congenital infection, although there
is no clear evidence that any of these
organisms are implicated in the causation of
mild lateral cerebral ventriculomegaly.1 3

Fetal echocardiogram should be considered
to exclude associated cardiac anomalies. Mag-
netic resonance imaging (MRI) may be
indicated in cases where infection screening is
negative and karyotyping is normal because
MRI may diagnose agenesis of the corpus
callosum,1 a condition that may be asympto-
matic in some children through to major
neurological manifestations in others.

Ultrasound follow up is necessary if parents
decide to continue with the pregnancy to dis-
criminate between progressive and stable
ventriculomegaly. In progressive ventriculo-
megaly consideration for early delivery may
be warranted.

If the fetus is reported as being karyo-
typically normal with no evidence of
congenital infection, an ethical dilemma
can occur if the parents then request termi-
nation of pregnancy because of the risk of
mild delay in cognitive and/or motor develop-
ment.

Q2: What are the causes of two cell
lines in a sample of amniotic fluid
after amniocentesis?
The causes for the finding of two cell lines in
an amniocentesis sample are:

• Maternal cell contamination.

• Vanishing twin.

• Chimaera.

• Mosaicism.

Q3: What is the “best guess”
diagnosis?
Maternal contamination of the amniotic fluid
sample is the most common cause for two cell
lines in an amniotic fluid specimen but is
unlikely in this case as the fluid was not blood
stained.

A chimaera, where there is an individual
with two cell lines from two separate zygotes,
can be caused by:

• Early fusion fraternal twin zygotes.

• Double fertilisation of egg and polar body.

• Exchange of haemopoietic stem cells by
dizygotic twins.

A chimaera is an extremely rare condition
and so is highly unlikely to be the diagnosis.

Vanishing twin could have been the cause,
although the 10 week scan showed no
evidence of a twin pregnancy. Before the cou-
ple decided on termination of the pregnancy
our best guess was that the trisomy of
chromosomes 13, 18, and 21 represented a
fetus with a triploidy which had demised
(vanishing twin) and the 50% diploid cells
were from the viable fetus.

However, after delivery the female infant
macroscopically had dysmorphic features.
Therefore, our working diagnosis changed to a
fetus with triploidy and maternal cell con-
tamination giving rise to the diploid cell line.
The commonest triploidy is 69,XXY (60%) fol-
lowed by 69,XXX (37%), and then 69,XYY
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(<3%). Dispermy accounts for 65% of the
cases of trisomy followed by a diploid sperm
fusing with a haploid egg (25%) and then a
haploid sperm fusing with a diploid egg. If the
extra haploid is paternally derived then one
would expect to see hydatiform changes in
the placenta. The best guess diagnosis before
the karyotype being available was therefore
69,XXX with a haploid sperm fusing with a
diploid egg.

After the postmortem the best guess
changed again because the postmortem find-
ings only added cerebral ventriculomegaly to
the macroscopic findings. Triploidies are asso-
ciated with:

• Ventricular septal defects.

• Atrial septal defects.

• Omphalocele.

• Gastroschisis.

• Umbilical hernia.

• Adrenal and renal abnormalities.

Therefore our new best guess was that the
fetus’s genotype was secondary to
mosaicism—an individual with two cell
lines—and that the presence of the diploid
cell line moderated the phenotype.

Discussion
Triploidy is the presence of three (rather than
two) haploid sets of chromosomes so that the
fetus has 69 chromosomes instead of the
usual complement of 46. It is not an
uncommon condition and is estimated to
effect 2% of all pregnancies and 20% of
miscarriages. The condition causes multiple
congenital abnormalities with most fetuses
either stillborn or dying soon after birth. The
longest survival of a full triploidy infant pub-
lished in the literature is 10.5 months.6 A
mosaic is an individual derived from a single
zygote with cells of two or more different
genotypes. We suggested our fetus was a
mixoploidy—an individual with a diploid cell
line and a triploid cell line.

What mechanism can be postulated for this
scenario? Examination of the process of ferti-
lisation and early development may explain
the process of mixoploidy.

Fertilisation occurs in the fallopian tube
when a sperm binds to the zona pellucida of
the ovum and undergoes the acromosomal
reaction. Enzymes are released that allow the
sperm to penetrate the zona pellucida and
enter the ovum. Normally, the zona pellucida
becomes an impenetrable barrier stopping the
entry of further sperm.

Once fertilisation occurs the sperm
becomes a pronucleus while the ovum
completes the second meiotic division and
produces a female pronucleus and a second
polar body. During normal fertilisation the
two pronuclei fuse to form the zygote and the
second polar body is extruded. Multiple
mitotic divisions then begin to produce the
blastomere.

To explain the occurrence of mixoploidy
six hypothetical mechanisms have been
proposed.7 However, incorporation of the sec-
ond polar body into one of the blastomeric
cells appears to be the most likely mech-
anism. If the two pronuclei initially joined
and the second polar body was not extruded
during fertilisation then at the first mitotic
division two different genetic cell lines would
be formed—one cell would contain a diploid
cell line while the other cell would contain a
triploid cell line. Further mitosis of each cell
line would result in the fetus becoming a
mosaic.

A study of short tandem repeat polymor-
phisms in lymphocyte and fibroblast DNA of a
46,XX/69,XXX mixoploidy showed that there
was a maternal origin of the supernumerary
chromosome complement which was best
explained by the second polar body being
incorporated into the blastomere.7 This in
keeping with the extra set of chromosomes
being maternally derived and the clinical
finding of no hydatiform change in the
placenta.

Mixoploidy is an extremely rare condition
but there are case reports of babies surviving
for up to 5 years of age.8 9 All children suffer
from varying degrees of mental and physical
disability. Fortunately, the recurrence risk is
low and couples can be therefore reassured
that their chances of a successful outcome are
similar to those parents in the “normal popu-
lation”.

Final diagnosis
Mixoploidy.
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A young woman with
palpitations

Q1: What does the ECG show (see p
479)?
Alternate complexes in the ECG (1,3,5,7)
show evidence of short PR segment and a
delta wave. This is referred to as “intermittent
pre-excitation” or “intermittent Wolff-
Parkinson- White syndrome”.

Q2: What should be the next step in
management?
This patient is symptomatic. Her palpitations
are most likely due to supraventricular
tachycardia—more specifically atrioventricu-
lar re-entrant tachycardia. This warrants an

electrophysiology study to localise the acces-
sory pathway and perform curative ablation.
Care must also be taken when starting the
patient on atrioventricular node blocking
agents like calcium channel blockers for
supraventricular tachycardia as this may
facilitate conduction down the accessory
pathway during tachycardia.

Q3: Is this patient at risk for sudden
death? If yes, how will you evaluate
her for this risk?
Sudden death in patients with accessory
pathways can occur due to ventricular fibrilla-
tion following rapid conduction over the
accessory pathway during atrial fibrillation.
The present patient may not be at risk for
sudden death. This is because the accessory
pathway seems to have a long refractory
period. However, this cannot be stated with
certainty as conduction properties of the
accessory pathway can change with sympa-
thetic influences. Studying the ECG during
exercise may help to determine the properties
of the accessory pathway. The use of sym-
pathomimetic agents such as isoprenaline
during electrophysiology study also serves the
same purpose.

Discussion
Intermittent pre-excitation was present in
6.7% of men and 16% of women in a large
French study.1 Pre-excitation results from an
accessory pathway. It is seen when an
impulse travels down both the normal atriov-
entricular node and the accessory pathway.
The pathway in this patient has a long refrac-
tory period allowing it to conduct only during
alternate impulses. Accessory pathways
can be localised from the surface ECG.2

Asymptomatic patients with intermittent
pre-excitation are not at increased risk
for sudden death. Intermittent pre-
excitation may also disappear over time.3

Whether patients with asymptomatic Wolff-
Parkinson-White syndrome should undergo
electrophysiological or pharmacological test-
ing to determine their “potential” to develop
serious cardiac arrhythmias is controversial.
There is paucity of data concerning the natu-
ral history of Wolff-Parkinson-White syn-
drome in asymptomatic patients. Long term
prospective studies are necessary to clarify
which asymptomatic patients with Wolff-
Parkinson-White syndrome require treat-
ment. However, sudden death has been
reported in asymptomatic patients as well.4

The conduction properties of the accessory
pathways may change, especially during
exercise or sympathetic activity which may
lead to rapid atrioventricular impulse
transmission. The use of isoprenaline
has been shown to facilitate anterograde and
retrograde conduction in accessory pathways
in patients with intermittent pre-excitation.5

In patients with Wolff-Parkinson-White
syndrome, a pre-excited RR interval of
less than 220 msec on the surface ECG also
identifies candidates at risk for sudden
death.

Final diagnosis
Intermittent pre-excitation (intermittent
Wolff-Parkinson-White syndrome).
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Clinical Evidence—Call for contributors

Clinical Evidence is a regularly updated evidence based journal available worldwide both
as a paper version and on the internet. Clinical Evidence needs to recruit a number of new
contributors. Contributors are health care professionals or epidemiologists with
experience in evidence based medicine and the ability to write in a concise and structured
way.
Currently, we are interested in finding contributors with an interest in the follow-
ing clinical areas:
Altitude sickness; Autism; Basal cell carcinoma; Breast feeding; Burns; Carbon monoxide
poisoning; Cervical cancer; Chronic renal failure; Cystic fibrosis; Ectopic pregnancy;
Emphysema; Grief/bereavement; Halitosis; Hodgkins disease; Infectious mononucleosis
(glandular fever); Jet lag; Kidney stones; Malignant melanoma (metastatic); Mesothe-
lioma; Myeloma; Ovarian cyst; Pancreatitis (acute); Pancreatitis (chronic); Polycystic ova-
ries; Polymyalgia rheumatica; Post-partum haemorrhage; Pulmonary embolism; Recurrent
miscarriage; Repetitive strain injury; Scoliosis; Seasonal affective disorder; Squint;
Systemic lupus erythematosus; Testicular cancer; Uterine prolapse; Varicocele; Viral men-
ingitis; Vitiligo

However, we are always looking for others, so do not let this list discourage you.
Being a contributor involves:
• Appraising the results of literature searches (performed by our Information Specialists) to

identify high quality evidence for inclusion in the journal.
• Writing to a highly structured template (about 2000–3000 words), using evidence from

selected studies, within 6–8 weeks of receiving the literature search results.
• Working with Clinical Evidence Editors to ensure that the text meets rigorous epidemiological

and style standards.
• Updating the text every eight months to incorporate new evidence.
• Expanding the topic to include new questions once every 12–18 months.
If you would like to become a contributor for Clinical Evidence or require more information
about what this involves please send your contact details and a copy of your CV, clearly
stating the clinical area you are interested in, to Claire Folkes (cfolkes@bmjgroup.com).

Call for peer reviewers

Clinical Evidence also needs to recruit a number of new peer reviewers specifically with
an interest in the clinical areas stated above, and also others related to general practice.
Peer reviewers are health care professionals or epidemiologists with experience in
evidence based medicine. As a peer reviewer you would be asked for your views on the
clinical relevance, validity and accessibility of specific topics within the journal, and their
usefulness to the intended audience (international generalists and health care profession-
als, possibly with limited statistical knowledge). Topics are usually 2000–3000 words in
length and we would ask you to review between 2–5 topics per year. The peer review
process takes place throughout the year, and our turnaround time for each review is ide-
ally 10–14 days.
If you are interested in becoming a peer reviewer for Clinical Evidence, please complete
the peer review questionnaire at www.clinicalevidence.com or contact Claire Folkes
(cfolkes@bmjgroup.com).
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