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painting her soles. The Lancet, v. 348, n. 9028, p. 658, 1996.
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THE LANCET

| Case report |

A woman who collapsed after
painting her soles

Kamil A Abdulla, Neil McD Davidson

In December, 1993, a 40-year-old Saudi Arabian woman
who had been well during the day, suddenly became
breathless in the evening, and was taken to a local clinic.
She had to have an endotracheal tube inserted in the
ambulance during transfer to hospital, where she was still
severely hypoxic despite high-flow oxygen There were
fine crepitations bilaterally up to the mid-zones, and
profuse, clear, &Ddlyspmummqt&mmpeztedm
but no evidence of cardiac failure, angio-oedema, or
bronchospasm. A chest mdlqmph showed patchy
bilateral basal consolidation without cardiomegaly. She
was admitted to intensive care, ventilated, and treated for
pulmonary ocedema of unknown cause. All routine
investigations were normal. Her chest radiograph became
normal within 24 hours, and her endotracheal tube was
removed within 48 hours.

O then led that after dinner on the

ofmmunmh:d:pp&dwmzlomka
Baure) and had begun to apply it to her left palm and it
was then that she had suddenly become breathless. She
had often used henna before, but had never experienced
any similar episodes. On this occasion, she used a henna
hair-dye mixture prepared by a neighbour, who told her
that it was a special preparation, but it proved impossible
to obtain exact details of the constituents. She recovered

fully and went home 2 days later.

Henna has been used for centuries by women
throughout Africa and Asia to beautify their hair and
hands. It is applied to hands and feet using an icing bag
or syringe to trace intricate patterns. Sometimes 2 second
dye, para-phenylenediamine (pPD, p:n in the trade),

is added to henna to speed up dyeing.' and to improve
pattern definition. In some countries, such as the Sudan,

pPD is readily lable in local mark but ing:
produces such severe toxic effects’ (angio-oedema,
respiratory distress, rhabdomyolysis,” and renal failure®)
that it is commonly used in attempted suicide. pPD is
banned in some countries, and its concentration in hair
dyes is controlled in others, including Sasdi Arabia.
therelsmptmfuinDczsedﬂispaumts
near-fatal puimonary oedema, the circumstantial evidence
Is strong, lmhdmgﬂnmﬁxs:ldﬂnnaghbwrtoglve
full details of the henna mixture, and the acute
presentation with one hand painted and the other not.
The patient had no abrasions on her skin, but hair-dye
ingredients can penetrate intact skin and cause systemic
toxicity.* Previous accounts ascribe respiratory distress
from pPD to angio-oedema’ and asthma’ but acute

Lancet 1996; 348 658

of intermal North-Wast Armed Forces:
Hospital, PO Box 100, Tabuk, Saud Anabia (K A Abduia va
N McD Davideon reoe)

Comespondence to: Dr Kam Abdulla

Figure: laft foot

pulmonary ocedema is probd)ly equally important.
Although such reactions are well known where pPD is

used freely, they are normally unknown where pPD is
used after controls are sometimes frustrated by illicit
importation. Many expatriates in Saadi Arabia will have
previously used pPD at home, and some probably bring it
in from time to time (as powder® or as black stony lumps”).

We t2ank Obed Hayibar, National Geard Hospital, Riyadh.
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to a diet. The Lancet, v. 348, n. 9030, p. 794, 1996.

An 18-year-old woman with
familial chylomicronaemia who
would not stick to a diet

Giovanni Gasbarrini, Geltrude Mingrone, Aldo V Greco,
Marco Castagneto

After having tried diets and other treatments, an 18-year-
old white woman came to our department at the Catholic
University, Rome (GG). She had been well until aged 12,
when she developed cutaneous xanthomas over most of
her body. She also complained of recurrent episodes of
abdominal pain which were associated with increased
plasma amylase. Abdominal ultrasonography showed
enlargement of liver and spleen, consistent with steatasis.
Plasma triglycerides and free fatty acids were respectively
450 gL and 099 g1 plasma cholesterol was 13-05
mmol/L.. Lipoprotein lipase activity, measured in
heparinised plasma was low (0-0015 pmol mL' min);
apolipoprotein C-I1 was normal. 2 years later, insulin-
resistant diabetes mellitus ensued: it was unresponsive to
metformin (2250 mg/day) and required up to 150 U of
insulin daily to maintain blood glucose concentrations
around 14 mmol/L.

An oral diet rich in mediem-chain MCT)
(6270 k]/day, 14-5% proteins, 42-4% lipids [87% MCT],
and 43-0% carbohydrates) and low-lipid (about 10%),
lowdcne (<6270 kjiday) parenteral nutrition failed to

ring triglycerides back to normal, of to comect
hyperg!ytneml: A euglycaemic hyperinsulinaemic clamp
showed a whole-body glucose uptake normalised to fat
mass of 0012 mmol kg' min'. She refused to follow a
life-long MCT-rich, low-calorie diet. We suggested 2
modified Scopinaro’s biiopancreatic diversion,! which
leads to almost complete malabsorption of lipkis. The
operation was agreed to and done on July 20, 1995 The
operation differed from the one currently used for the
treatment of morbid obesity in that a larger part of
stomach was retained and the tract of absorbing intestine
was half the length of the small bowel. 2 weeks after the
operation her daily dose of insulin was reduced to 20 U

Lancet 1996, 348: 794
Cattedra & Modicina Intoma Il (Prof C Casbarrin wo,
cnmun,Avaxow)dW;ih'-dm

l.plul.m‘lﬂ_.h‘]
Correspondence to: Prof Ciovenn: Casbarmin:

Figure: mmmmmmm

hyperpigmented spotty areas due to sun exposure were
left. She continues to receive fat-soluble vitamins,

calcium, iron, and folate supplements.

The favourable earty outcome for this patient indicates
that a surgical approach is effective for conditions In
which severe hypertriglyceridaemia is present. The
patient’s syndrome is linked to a high risk of early
atherosclerotic cardiovascular disease. Another important
consequence of the operation was the reversibility of
insulin-resistant diabetes mellitus. It seems likely that
insulin resistance observed in this case was due to the
presence of high plasma FFA concentrations involved in
Randle’s cycle.? Insulin resistance proved to be reversible
after the operation, which allowed 2 decrease of

and FFA plasma concentrations with normal
oral gluwcose absorption* We believe that further
mhmnnofthepmpoaal:pwoadnmmemnmof
savere chylomicronaemia is
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RC#3 — MARQUET, P.; FRANCOIS, B.; VIGNON, P.; LACHATRE. A soldier
who had seizures after drinking quarter of a litre of wine. The Lancet, v. 348, n.

9034, p. 1070, 1996.

THE LAMCET

A soldier who had seizures
after drinking quarter of a litre
of wine

P Marquet, B Frangois, P Vignon, G Lachatre

Dhering a party to celebrate bis initiation into an artillery
regiment, in September, 1904, a healthy 19-year-old
white man drank 250 mlL of wine which had fowed
through the barrel of 2 155 mm gun after several shots
had besn fired, as was the regimental ostom. 15 min
later he began to have seimires which kasted for 25 min
until they were stopped by intravenous dizzepam. He was
transferred (o a tesching hospital in Limoges. On physical
examination (BF), he was unconscims and did not react
to any stimull. Mewrological examination was othersise
unremarkabie. Blood pressure was 12580 mm Hg: heart
rate was regular at 85 min. There were no heart murmurs.
He was breathing slowdy without cyanosis, and his hings
were clear on sscultation. Abdominal examination was
normal. Central  temperature  was  37-2°C. Indtial
management was  tracheal  intubation 0 enable
mechanical ventilation. Laboratory findings at the time of
admission are shown in the table. Compsted tomography
and magnetic resonance imaging of the brain as well a5
cerebrospinal  fAuid  ecmination  were  nremarkahble.
Electroencephalographic  tracings  showed  high-voltage
slow waves without evidence of paroxysmal or focal
electric activity. Blood ethanod concentration was 0-31
L. Repeated toxicological soreendng fadled to find sy
comman intoxicant of drug in the patient™s serem.
Specific assays for oyankde, mercury, and lead were
negative.

Inchctively  coupled  plasma (ICF)  emission
spectometry showed high concentrations of tungsten in all
bidogical samples measured: 5 mgl in serum (normal
0-00E3-0-0093 mg/L. in non-expased people’); 101 mgl
in wrine {(accepted safety values <0-5 mg24 h for exposad
wiorkersT); and B mgl. in gastric contents. A high
concentration of tungsten was found in the wine the
patient drank (1540 mgL; dose ingested approximatedy
385 mg). On his second day in hospital, he spontanecashy
recovered consciousness and was extubated. Cnsst of
acigte aniric renal falbhure required hasmodialysis on day
3. Sarum creatine phosphokinase concentrations reached
1 peak on day 2 (B2 [UL) and retwrned to normal by
day 5 An ohtrsound-guided renal biopsy  showed
extensive tubular necrosis without associated glomerular
Imjury. Hasmodiahysis was maintained until day 9 and
daresis resumed on day 12, He was discharged from

Lancet 1995; 348 1070

Department of Pharmacology and Tocoology (P Marquet wn.
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Tabla: Laberatory results on admisson

hospital on day 35 fully recoverad. Despite haemodialysis,
high concentrations of tungsten were still found in the
patient’s serum and wrine untll day 12 oand 33,
respectively. Tungsten was undetectable in the patient’s
hair and naiks during his hospital admission, but high
concentrations were measured 2 months after the

accident (4-26 pp'g and 3-B1 pg'e, respectively). He was
Iast seen in Febneary, 1995, and was well.

Tungsten &5 a heavy metal that may case lung fibrosis
or dermatitis in chromoally exposed workers. In susch
people, mean metal concenirations i blood, wrine,
toemalls, and pubic hairs are higher than those in non-
exposed normal individuals.® However, to the best of oar
knowledge, this &5 the frst report of soute tungsten
intoodcation in a meman being. Acute toxicity of orally
ingested tungsten has besn stedied In pregnant mice.*
After rapid intestinal absorption, tungsten was found in
the splesn, bones, and kidneys and appeared to be
eliminated by glomerular filtration. Urine tungsten
concentration was in owr patient and
persisted for more than 30 days despite hoemodiabysis.
Mon-specific tubular necrosis was attributed to tungsten
[oxicity, becmse no other cases were jdentified. As
with animal experiments, the clinical presentation of
our patient was with neurological signs, consisting of
seimeres  accompandesd by slw o waves  on the
electroencephalogram * We found that the composition of
gun barrels had recently changed, with the inclusion of
tumgsten o harden the steal. The other recrits who had
attended the party vomited immediately after having
drunk the contaminated wine. Since this accident, such
dangerous calebrations have besn forbddden in the French
Army.

Wit thank C: Nodeler | Department of Mephroiogy and Hemodsiss, The
Vil i Corace Armmy Instruction FHeespaal, Pas, Francs).
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THE LAMNCET

A firefighter with pancreatitis

Andrea P Metkus, Philip P Trabwsy,
Richard 5 Schiobohm, Michsel 5 Hickey

A 3d-year-pdd previously healthy woman Arefighter was
admitted 1o San Francsco General Hospital on March 9,
1805, with a severe inhalation injury and 40% partial
thickness burns imvolving her Bace, neck, shdomen, and
lags. She had been trapped in a closed space and inhaled
gas fumes at an estimated temperature of 16507C, but had
niv assnciated blunt traamea. She had no history of aloohaol
abuse, biliary-tract disease, or Hpid disorders. In the
emergency department ber blood pressure was 150080
mm Hg. She had a techycardia of 1100min, tachypnoeas,
and inspiratory stridor. She was intubated, mechanical
ventilation was started, and she was transferred io the
Burns Intensive Care Unit. Carbooyhaemoglobin was
15-0%. Flexible fAbreoptic bronchoscopy  showed
carbonaceoss sputum and erythema and oedema of the
tracheobronchial mucosa. On hospital day 6, her
ventibatory  Eallure decompensated to severs respdratory
Eaflure requiring oxygen (FIO=1-00 and positive end-
respiratory pressure 18 cm HO). Vecurondum was needad
to achieve oxygenation satiuration above D0%. Propaofol
(30-140 pp kg' min-) waxs added o her continuoons
infisions of morphine sulphate and lorazepam. During the
next O wesks of mechanscal ventilation, she developed
savere hypertriglyceridsemda that directly corresponded to
her propofol dose. Her maximasm serum triglyceride leval
was 48-3 pmoll. She received mutrition by mouth, did
not have cardiovascular instability or sepsis, and newer
received pressors. O her 6O0th day in hospital, she
developed a fever of 30°C and diffuse abdominal
tenderness. Her white blood cell count was 18-63 1071,
amylase was 31 IWVL (normal 30-126 TLVL), and lpase
148 IWL {normal 10-180 IWL). A computed
tomography  scan of  her  abdomen  suggested
peripancreatic Bt stranding and cedema (figurs).

A laparotomy revealed necrotising pancreatitls with
Auid in the lessar sac. After drainage of the Buid, propofiol
infision was discontimsed . Pancreatitls resobved over 2-3
waeks. She was evenheally discharged from hospital and
was living independently when last seen in April, 1956,

Propofol  (DMprivan,  Zeneca  Pharmacesticals,
Wilmington, [E, LISA) is 2 sadative-hypnotic agent usad
predominantly for the induction of general anaesthesia.
Incresxsingly, propofol has besn used in the intensive care
unit for sedation. Provided in 3 continuous infusion,

progofol allows rapidly controflabde pericds of sedation
due o s half-life of 2-8 min. Propofod is one of the

alkyphenol group of ofls; it is highly Bpid soluble and is

Lancet 1806, 348: 1702
Department of Surgery, San Francisco General Hospital, 1007
Potrers Averme, San Francisoo, CA 84170, USA (& P Motkue wo,
F F Traiuisy wo, RS Schiobohm wo, M 2 Haclosy v

Comespondence tec Machasi 2 Hickay

Fizure: Computed tomography scan of patient's abdomen

preparad in 3 solistion similar o 10% Intralipid.’ The
assoclation  between  hypertriglyceridaemia  and
pancrestitis is weldl known among patients with primary or
secondary hypertriglyceridaemia, who are prone o
develop eplsedes of acute pancreatitls when thesr serum
trighycerides are wncontrolled. Patlents with severe
hypertriglyceridaemia usually have a3 normal serum
amylase (Hpaesmic serum interferss with the amylase
assay], and the associated pancreatitis is often necrotising.
There is conflicting evidence on the effect of short-term
proguofol ise on serum lipids. Gottardis et 2 faemd no
significant difference in serum lipid concentrations
betwean patients in intensive care who recetved a
continuous progofol infusion for 3 days and those who
received conventional sedation. Others have found that
proguofol indisces hypertrighceridasmia with short-term
andd bong-term (=7 days) use; the hypertriglyceridaemia
retiurns to normal when the propofol B discontinsed.?
Boyle et al' found that serum lpids increassd when the
rate of infusion excesdad 100 pg kg ' min' for prolongad
periods. Progofol has many advantages over other more
commonly used sedatives in intensive care, although
prodonged infisions ot high rates can raise ssrum lpid
concentrations. Propofol has been implicated in o few
sporadic cases of postoperative pancreatitls, but it is
undikely that intraoperative bohs doses woukd efther ralse
sarum lipids or induce pancreatitis, as argued by Laisure et
al.* Propofiod-induced  hypertrighyceridaemia is the maost
Bkaly case of necrotising pancrestitls in this patient.
Drespite high serum triglycerides, the infusion was
continued to allow Bfe-saving mechanical ventilation.
Prolonged comtinuous propofol infusion in the intensive
care undt should be discontimeed, if possible, in the
presence of hypertrighyoeridaemda, to prevent panoreatitis.
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THE LAMCET

In October, 1994, she wished to start 2 Fmily but had
severe anndety about amy treatment with hormone prepamtions
dertved fromm human sources, because of her fears of
Cretefeld-lakob disease. Pebvic ultrasound  showed a sl
utens and small polycystic ovares. Senm gomadotropin and
cestradiol concentrations were very low, Testment with
pulsatile LHEH was again attempted but there was no
response after 6 weeks. Supplies of rmcombinant F5H (Gomal-
F} and LH (LHadl] to induce folbodar growth, and of
recombinant hCG (Dhvidred) o induce ovilabion and stmulate
the corpus heteum, were provided by Serono Labomtbories
{UK] on a compassionate and mamed-patient basts. The
patient’s first treatment cycle was infttated with 751U of
Gonal-F and 75 [U of LHadi by suboutaneous infection. The
dome was titrated to the patient’s r=sporse. A single doss of
Chiclred (500 pg, 10000 [LT) was administered subostanecushy
to Induce madation and matntatn the corpus luteum. The
cycle wes ovulatory bt the patent did not concetve. Inoa
serond treatment cycle, with the same doses of Gonal-F and
LHadl. the patient cver-responded and treatment with Ohidrel
was withheld A third trestrment cycle wes commenced in June,
1996, and the patient comcetved. T days after Dhidrel njection,
ultrasound showed seven ovarlan oysts of 14 o 30 mm
diameter on each ovary. | week later she had a positive urine
pregrnancy test, a serum oestradiol conpentration of G908
pmoll., and a s=mim concentration of vascular endothedial
growth factort of 5B ng/ml. (nomal mnge 1-3-2-5 ng per
mlL]). She subsequently developed abdominal distension and
tightress in the chest ltrasmmd esrmination confirmed the
presence of bilaterally enlarged ovarkes, multtple cvaran cysts,
moderate ascites, and bilateral small plewral efisions. A
diagnosls of sevene ovarian hyperstimulation was made and the
patient admitted for cbsermtion Her condition rapadly
Impresend without Intervention and she now has a 26 weeks'
singleton pregaancy.

To our knowledge, this is the st pregnancy recornded after
uze of recombinant LH, FSH, and hCG but we may anticipate
that bicsynthetic preparations will soon  replace  all
preparations derdved from human udne osrently Inoase
MNotwithstanding differences of recombinant LH and FSH
From gomadotropins dertved from pitultany and urdne, 1t 1s clear
froem the published research and our case report that these
monchormonal preparations are effectve and potent. Char
patient tended to over-rspond desplte low-dose treatrment:
and, indeed, In ber cycle of conception she developed severe
ovarian hyperstimulation syndrome, which fortunately settled
quickly on conserative treatment. Management of patients
with palycystic ovaries carries the risk of mecessive response to
gonadotropin. stmadatton.® Physiclans are cautioned o
undertale carefil monttoring and surelllancee of ovlation-
Inchsction  regimens a2z thess  potent blosynthetic
manohormonal prepamtions are Intmoduced Ingo Clinkcal
practce.
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MNew variant Creutzieldt-Jakob

disease in France

AP Deslys, C [ Lasmesss, N Streichenbemer, A M, | Coflinge,
[ Dormont, N Kopp

All ten cases of the new warant of Creotefelds-Jakob disease
(mwiZ]0) studied In the UK share a specific electrophoretic
pattern of PrP-Pres,' the abnormal soform of the prion
protetn (Pri), which is partially resstant to protease digestion
and accurmiates in the brain of pattents during the disease.
The PrP protein has two possible sites of ghycosylabon and
the electmophoretic pattern shows three bands (comesponding
to the di-, mono-, and unglycosylated forms). Under mild
conditions of treatment by proteinase K, normal PP o=
completely hydrolysed while only the N-termenal extremity of
PrP-Pres is cleawved. The malecular welght of PrP-Pres after
protealysts 15 lower In mel]1) than In sporadic C]0 and there
15 a higher proportion of the di-gheoosylated form. Thus, a
type of PrP-Pres has been defined according to these tso
parmeters and appears to be spectfic for mdZ 0.

The frst patient suffering from mv(C]D described in France
was a 2i-year-old man, homoeygous for methionine at codon
129 of the PrP gene and without any known sk factor® Al
currently known cases of mels]1) have besn homozygmes for
methionine at codonl29.° Pathological examination showed
typical flord plaques and the Prf' immunostaining pattern
seen in )]0 in the UK. We report that be also had an
indistinguishable electrophoretic pattern to LK cases (ype 4,
figure]. This rsult confirms the apparent great homogenedty
of the mC]D growp.

Flond plaques were ako found In a bmin spedmen of
ancther French patient who was a methionine homozygote at
codon 120.° This patient hes been meported as a possible case
of mvC][) even though the history of this 52-year-old woman
inchuded a dura-rmater graft 11 years before. As seen in the
Bgure, the electmphoretic pattern. of this case s not & type 4
bust & type 2 pattern similar to that described In an latrogenic
dura-mater linked CJ0 case="

Thes= findings suggest that this second French cse s not
vl st rmost Ukedy an latrogendc case nked to the dura-
mater graft. These Andings ncdbcate that the obseration of a

forid plagues, and the patterm of PrP- Pres depaosition

Sﬂkn—}. I !.'.
22 KD — -.- . .
P1 P2 1 2 3 4

‘Westem biot detection of PrP5c in brains fom patients with
CID using Pr monocional antibody 3F4.

71 patient 1 (typa 4 pattarn, miCiD); P2 patiert 2 (typa 2 pattam): 1
sporadic CI0 [type 1 pattem); 2 sporadic CA0 (typa 2 patbern]: 3
\strogenic CID brked 1o grosth hormore (type 3 paktarn); 4 meC 8D from
I (iype 4 patbern). All petients prasanted hera were met hioning
homozygotes at codan 129 of tha PIP gono ancept 1ype 3 wha was a
ﬂllrr::lﬂﬂ.?gctﬂ [datais ol the probocol are: awailabio from the
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CASE REPORT
I

Do not give paraffin to packers

Loes Visser, Bruno Stricker, Mels Hoogendoom,
Alexander Vinks

A 49-year-old man with a history of appendicectomy and
three myocardial infarctions became unwell, in January,
1998, during a flight from the Dutch Antlles to
Amsterdam, Netherlands. During his flight he had not
taken any food or drink. On amival at the airport he was
unable to stand, was perspiring, had abdominal pain, was
agitated and hallucinating. He had no psychiatric history.
Because the authorities suspected he was a body-packer,
he was amrested. Owing to the severity of the symptoms,
however, he was taken to the emergency clinic of the
nearest university hospital. Here, he said that he had
ingested 102 latex packages each contsining 5 g cocaine,
together with 20 tablets of 125 mg activated charcoal. He
was a regular nasal user of cocaine. On admission he had
a distended and painful abdomen, & blood pressure of
160/112 mm Hg, and a tachycardia of 117/min. He had a
dilated left pupil; his nght eye was blind. Abdominal
radiography showed a large number of spherical packages
in his gastrointestinal tract. There were no gas haloes or
other signs of leakage from the packages. Because his
cardiovascular, respirstory, and neurological ststus was
stable, he was transferred to the prison hospital. During
his transfer he had 2 convukion and was taken to the
emergency clink of Bronovo Hospital in The Hague. On
admission, he was treated with 200 mg phenytoin and 30
myg diazepsm intravenously, later followed by 4 mg
lorszepam, 100 mg metroprolol, and 90 mL lactulose. He
had a good diuresss but some of his laboratory tests were
abnormal: serum creatine kinase 684 U/L (normal <200),
y-glutamyltranspeptidase 53 U/L (normal <30), glucose
9-4 mmol/l. (normal <8-8), and lactate dehydrogenasse
486 UL (normal <430). Electrolytes, serum

were within the normal range. Analysis of his urine was
strongly positive for cocaine, with 3 concentration of
more than 3 mg/l.. Serum concentration of cocaine was
1-93 mg'L. on high-performance liquid chromatography.
Since his condition remained stable, he had no further
convulsions, and he had not defaecated, he was given
liquid paraffin.

During the next 24 h, he remained agitated and
disoniented. His pH decreased to 6-7, serum creatinine
increased to 141 pmoll. (normal <123), and pCO,
increased to 111 mm Hg (normal 33-43). His serum
cocaine increased to 2-2 mg/l., and he was prepared for
operstion, but he developed untrestable ventricular

'Y
:Eo:::,
3
o

% 3

g::-uo
E

arrhythmia and fibrillation. Necropsy showed his upper
gastrointestinal tract filled with cocaine packages (figure,
A), of which 71 were ruptured, and 93 were still intact
(fgure, B). Postmortem gas chromatography mass
spectrometry serum concentrstions of cocaime and
benzoylecgonine were 7-7 mgl. and 11-8 mgl,
respectively.

This patent died as 2 result of cardiovascular and
respiratory failure due to cocaine intoxication. The lethal
oral dose of cocaine is 1-3 g,' dependent on individual
factors such as tolerance from repeated use. This patient
had ingested more than 130 packages of 5 g each of
cocaine—a total of almost 1 kg. The usual treatment of a
body-packer is with laxatives such as sorbitol or lactulose
with activated charcoal. Surgery should be considered if
there are symptoms of intoxication.® In this case, the
patient was treated with a mineral oil which may have
contributed to rupture of the packages because mineral
oil dissolves latex. Exposure of latex to mineral oil causes
a decrease in strength and flexibility within 15 min.*
Despite this, older handbooks on clinical toxicology
advise the use of paraffin. Since a3 package generally
contzins more than 3 g of cocaine, the rupture of one
package may be fatal ' Liquid paraffin should not be used
as 8 laxative for body-packers.

We thank Peter Zwelpenning o7 the postmorism sefum measarements
and Rob Visser for the nacropsy photographs.
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Department of Epidemiology and Biostatistics, Erasmus University
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CASE REPORT

A boy with a limp

Avinash K Shetty, Russell W Steele, Victoria Silas,
Robert Delne

A 6-year-old white boy was referred to the Children’s
Hospital in New Orleans, Louisiana, USA, in December,
1996, for evalustion of hip pain and & limp for 6 weeks.
There was no history of trauma, fever, or weight loss. The
pain had worsened T until, the day before, he
had become unable to walk. He had had intermittent
bleeding from his gums over the past month. There was a
4-year history of autism with developmental delsy. On
physical examination he was apprehensive, but did not
speak. His weight was 16-7 kg (less than 5th centile) and
height 113 an (10th centile). His gums were swollen and
friable, and one of his upper indsors was Joose. Proximal
leg muscles were tender bilaterzlly. Skin and joint
examination was normal. His hsemoglobin was 11-8
g/dL; mean corpuscular volume 74 fL, platelet count
415x10VL; and white-cell count 3-7x10%L, with 34%
segmented neutrophils, 37% lymphocytes, &%
monocytes, and 1% atypical lymphocytes. ESR was 44
mm/h. Antinuclear antibody and rheumatoid factor were
negative. Coagulation tests were normal. Radiographs of
his legs showed diffuse osteopenia (figure). A
=technetium bone scan showed hyperactivity in the right
tibiofibular joint. Magnetic resonance imaging of the
pelvis and hips was normal. Acute leuksemia was the first
diagnosis considered; however, 3 bone marmmow smear and
biopsy specimen showed only nonspedfic changes.

At this point, chinical and radiographic findings were
reassessed. Scurvy was . A further history from
his parents revealed that his diet had consisted of cookies,
yogurt, whole milk, biscuits, and water for the past 12
months. He did not eat any fruit, vegetables, meat, or
fish. A leucocyte ascorbic acid concentration of less than
0-6 mgdl (nommal 0-6-2-0 mgdl) confirmed the
diagnosis of scurvy. He was treated with ascorbic acd
(200 mg orally) for 10 days and a balanced diet. The
response was rapid, with resolution of gingival bleeding
and resumption of weight bearing within 2 weeks. When
last seen in July, 1997, he was well.

Ascorbic acd is essentisl for human health. Its shsence
in the diet can be life threstening. In indusmalised
countries, scurvy has become a rare disesse. Only the
oldest peedistricians in the developed world will have ever
seen a child with scurvy, unless they have done so when
visiting a developing country. In his 1753 monograph, Sir
James Lind described the nstursl history of scurvy and its
prevention by dietsry means.’ Scurvy in childhood was
Lancet 1998; 361: 182
Department of Paediatrics and Orthopaedics, Lowssiana State
University Medical Center & Children’s Hospital of New Orlcans,
LA 70118, USA (A K Shetty wp, Prof R W Stedle mo, V Silas mo,

R Dehne mo}

Comespondence to: Dr Avinash K Shetty

Radiograph of right knee

thought to be = complicstion of acute rickets until
Thomas Barlow of London identified it s a separate
entity in 1893, and as being no different from adult
scurvy.® Scurvy is still found intermittently in developed
countries, especially among food faddists, alooholics, the
elderly, and men who lLive slone. Infants fed exclusively
cows’ milk formuls, and children with neurodevelopment
dissbilities and psychomotor retsrdation are st additional
risk.* The disgnosis of scurvy can often be made by the
presence of characteristic clinical findings and & history of
a diet inadequate in ascorbic acid. Scurvy can mimic
many other medical diseases such as vasculitis,* blood
dyscrasias, deep vein thrombosis, and rheumsatic
disorders.' Patients with scurvy sre often extensively
investigasted for other systemic disorders, including
leuksemia, ss in the present case. Presentstion with
tendemness of the imbs and the pain elicited by movement
can often lead to the erroneous diagnosis of arthritis. The
present case clearly shows that despite advences in
medicine, living conditions, and nutrition, scurvy still can
occur and highlights the need for continved medicsl
awareness of this potentially life-threstening disease by sil
heslth professionals.
References
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CASE REPORT

Progressive oedema in a
30-year-old

C M Stirling, J M Bowton-Jones, K Simpson

Awonnn:mdSOyusmxeto!hemnlumm
October, 1996, with an 8-week of progressive
generalised oedema and weight gain of 12 kg. Her serum
albumin was 28 g/L; albuminuria was 5 mg/24 h. She had
no evidence of heart failure, renal failure, or a protein-
losing enteropathy, and no abnormalities of liver
function. Antl-nuclear antibody was positive at a titre of
1:2560. Rheumatoid factor was at 77 IU/mL and
C4 was decreased. Antibodies to DNA and extractable
nuclear antigens were negative and complement studies,
including C3, C1 inhibitor, Cl-inhibitor antibody, and
Clqg and Clq precipitins, were also negative. She did not
fulfil the diagnostic criteria for systemic lupus erythe-
matosis.'! Concentrations of peripheral-blood renin and
aldosterone were slightly raised but cortisol was normal.
Her blood pressure was 114/68 mm Hg. Eosinophil count
and C-reactive protein were normal. Viral titres were
negative. Skin biopsy was normal Serum  protein

showed oligocdional banding, consisting of
an 8-2 g/l 1gG x band and two small IgC \ bands. Bone-
marrow aspiration and trephine specimens were normal
and there was no Bence-Jones protein in her urine.

Capiliary permeability, as determined by cuff capillary-
filtration coefficient,” was raised and 2 diagnosis of
systemic capillary leak was made. She was treated with
daily plasma exchange and then with high-dose human
immunoglobulin (2 g'kg) for 5 days without any clinical
improvement. Oral prednisolone 1 mg'kg was then given
which resulted in improvement within 24 h, accompanied
by a large diuresis (Agure). She lost 12 kg over the next
10 days. Repeat capillary permeability testing, 6 weeks
after starting sterokis, was normal. Prednisolone was
decreased over the next year and she was in remission 18
months later, in May, 1998.

Systemic  capillary-leak  syndrome (SCLS) was
described by Clarkson in 1960° and is characterised by

episodic attacks (usually lasting 24-48 h) of unexplained
increased capillary permeability. This permeability leads
topmunptmanandmuexmrmoatrypmnﬂmn

and cedema. The underlying cause is not known and
there have been fewer than 40 cases reported. It is
associated with an IgG paraprotein band, although it is
unclear whether this is causative or 2 marker of disease. It
affects people aged 30-40 years and has 2 high mortality,
with only six of 25 patients surviving for more than
5 years * Different treatments have been tried, including

Lancet 1988; 352: 450
Ronal Unit, Glesgow Royal Infemary, Glasgow 64 08F, UK
{C M 2tirSng MRCP, J M Boulton-Jonse FRCP, K Simpecn FRCP)

Comaspondonce to Dr C M Stirling

Chost radiographs before (A) and after (B) prodnisoione

plasmapherests, steroids, epoprostenol, salbutamol, and
Ginkgo biloba extract with success in some cases.! This

case was unkque in that the onset was slow and the
response to steroids striking. Other illnesses thought to be
due to leaky capillaries are idiopathic acute respiratory
distress (ARDS) and minimal-change nephropathy
(MCN). MCN is thought to involve a circulating vascular
permeability factor (VPF) produced by lymphocytes that
causes glomerular capillary leakage. A circulating com-
ponent may cause SCLS, possibly via production of inter-
leukin 2. Until we know more about the pathophysiology
of this disorder, treatment will remain empirical. We
recommend that steroid therapy be considered early.

We thank Alan jazp for the mezssement of Gapilary fillation coeflicient
and Alex Farmell for his advice.
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CASH REPORT

A child with severe asthma

Marco Rabusin, Loredana Lepore, Fulvio Costantinides,
Rossana Bussani

A Z-year-old boy was admitted to our Department for 3
wery severe acufe asthma aftack in June, 1926, He was
restless and had pronounced dysproea and cyanosis. His
heart rate was 133 bpm; on suscultation, wheering was
clearly evident bilaterally, Cxygen ssturation was 70%.
Diuring the previous 12 h, he had been trested at home
with nebulized salbutamol {ten doses, 2 mg'dose) without
any improvement. He had a history of extensive atopic
dermatitis (with eosinophilia [4:x10%0] and high IgE),
recurrent asthma attacks (eight episodes from 6 months
nf:ggﬂ:rsenaremta.tadhuspmladmmm}amim
episndes of urticaria and after ingestion of
horse-mest and oottage cheese. A chest radiograph at 12
maonths was normsl The atopic dermatitis was treated
with intermittent local steroidal drugs and avoidance of
fonds 0 which he had shown positive skinprick-test
responses. The parents would not sccept systemic or
nebulised sternid therapy for the asthma. On admission,
the child received oxygen (3 L'min), imtrawenouws
salbutamad {up to 0-4 pg kg min ') and subcutaneous
epinephrine (0-2 mg). As on previous occasions, the
parents refused steroid therapy. The child was transferred
to the intensive-care unit, where he was mtubated and
mﬂamdﬂqwmmwdm 100%, but
there was progressively worsening bradycardia, which led
to  candisc armest; resuscitation procedures  were
unsuccessiul.

The necropsy showed signs of very severe interstitial
and perivascular myocarditis, very probably the ultimate
cause of death, with the presence of eosinophils and
meastocytes. There were also signs of chromic fbrosis,
probably due o previous episodes of myocardits (figure).
Diuring life the child had shown no cardisc disorders so
had not undergone cardiac investigations. The skin biopsy
sample showed extrevascular infiliration with eosinophils
and plzsma cells in the derma and hypoderma; in the
lungs there was widespread infiltration of ersinophils n

Lancet 1948, 351: 32
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Pathodogy (R Bussani wol, University of Trisste, Treste, Haly
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Muitipla areas of Interstitial ibrosls and meticantric indhration of
lymphooytes, exsinophils, and mastocytes visibie; thers |5 sawamm atrophy
of myooytes. Haematorylin and Gosin; reduzed by 40% from 80,

peribronchial tissues. Eosinophilic myocarditis is a rare
feature observed in varions climicsl situations; it can be
isolated and idiopathic, or indweced by drugs (such as
antibiotices and carbamazeping).” By contrast, the
association of eosinophilic myocarditis with  severe
bronchial asthmea, an eosinophil count of more than 10%:.,
mdhnmufmfwda]lerm combined with the
described  histodogical features, meeu the disgnostic
criteria for Churg-Strauss

Churg-Strznss syndrome is 3 necrotising vasculitis of
medium and small with or without granuloma,
characterised by ssthma and hyperecsinophilia ® It =
slightly more common smong females than males, and
the mean age st onset is usually sbout 3040 years® the
gyndrome i very rare in chikiren. Our patient, to our
knowledge, i the youngest reported so far. The history of
severe asthma and food allergy with hypereosinophilia in
this czse should have suggested the diagnosis of Churg-
Strauss syndrome earfier. Cﬂmp‘umdwmugnphyul'ﬂ:e
thorax, skin  hiopsy,
mdi:m“uldhmcmﬁrmdﬂwmmmlu
the presence of cardiomyopathy, 8 poor prognostic factor,
sterpids alome or with cydophosphamide are strongly
indicated.*
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Case report

A haemorrhagic fever from the
Cote d’lvoire

Dheter Teichmann Martin P Grotusch,

Hans Wesselmam, Bettna TemmesioidWoltrick,
Thomas Breuer, Manired Dietel, Petra Emmenich,

Herbat Schmitz, Nobert Sutiorp

A 30-year-old freelance cameramean reterned o Germary
on Aug 1. 1999, from Abidjan, Cote d'Tvoire, where he
had spent 2 weaks working in Comosd National Park in the
northeast of the oountry. He stanted fissling unwell on the
fimal part of his journey and went to a2 hospital in
Frankfurt'Oder the sume day. He had 2 sudden onset of
fever with a temperature over 39°C and chills, general
makiss, and weakness Subsequently, he hed muscle and
joint pains, headache, shdominal discomfort, noessa, and
one bout of hasmatemesis Laboratory resslts showed
impadred  cosgilation  status  with

(107 = 10%L), low prothwomben (25%), and profonged
pantid thromboplastin time (FTT; 44 s). Indtially, renal
function was umnaffected and electrofytes were normal
Haemogiobin,  leucocyte count,  and  enythrocyte

concentrations were mised (22 538 UL, BT32 LVL) and 50
was bilirubin (45 pmoll), sgpesting soute Hver fadlura.
Litrasonography of the liver showed 2 hyperdensa, slighthy
enarged organ with signs of ity depeneration. A chest
radiograph on sdmission was normal He was suspected to
have a viral heemorrhagic fever and was air-lifted o a
specialised infectiows diseases undt on the third day of his
illness. O arrival at the unit, his symptoms were wirsa,
He was fully ofented, febrile (308-2°C), had enanthema of
his palate, conjunctival injection with discrete pmindice,
petechize on both srms with maudtiple sites of mosquiio
bites, and an enlarged liver without splenomegaly. His
previous medical history was unremarkable. He had taken
mefloguine for malaria prophytaxes. During his stay in the
Cote d'Tvoire he was well He stated that he had been
immunised aganst yellow fevar in 19003, Bacause of his
travel history, climical features, amd bBboratory results, he
was diagnosed as having a viral haemorhagic fever,
possibly highly contagious, and transferred to 2 negative-
air-pressure solation wnit.' The patient's wife and another
man traveling with him wers quarantined at home and in
hiospital respectively. People who had close contact with
him were identified and all possible contacts on his arline
fights were traced. Malaria was excheded by repeated

Lancet 1998; 354: 1608
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hiood smears. Piperacillintarchactam, ciprofloxacin, wnd
ribavirin - were  started.  Fhod  ond  clotting-factor
reglacement and balanced nutrient supply weare ghen
intravenoisly.  His  coagulation  status  deterdorated
{prothrombin below 10% and PTT 04 s5), he had a
thrombocytopenss  of 30 10RL, and impadred  renal
fenction resulting in complete ameria. His oonsciousness
dateriorated gradually, he fell into 2 coma and disd 5 deays
after the onset of his iliness. Mecropsy showed Features of
acuite viral leemorrhagic fever with evidencs of acute Bver
and kidney Eflure (ubadar necrosis) and cerebral oedema
Blood =mmples were analyssd in 2 biosafety leved 4
laboratory. Aerobic and onoercbic  oultures  remained
sterile. Mo antibodiss were found to HBc antigen bt
antibodies to HEs antigen and to HCV were found. There
was no evidence of Lassy winus, Marburg vines, varous
Ebola wirus strains (Zagre, Sudan, Cote d'Tvoire, and
Gabon), dengue vinses (1-4), or Crimean-Congo or Fift
Valley winses in the patients blood by RT-PCR with
Auprochrome-labelled  probes® o agarose-pd  electno-
plhiresis.

Yedlow-fever RT-PCR targsting the M553° non-coding
region yielded a clear band of the same size & obtained
with the 17D vacrine strain.? 48 h after inooulktion yellow-
fewver vines was detected in both vero and CEEE insect cells
up to 3 senem dilution of 10 by indirect immeeno-
Auorescence with a2 yellow-fever-spedfic - monoclonal
antibody. The sequence of the 675 bp PCH prodist
showed closest homology of the sobted vins with the
French viscerotrogdc strain onginating from Senegal (97%
identiy}; the vins probably belonged to the West African
strains characterised by Lepindec et al !

Them & evidence that yellow-fever vinus has moved out
of the West African sybatic cycle to cause urban outhreaks
in West Africa and the Americas. The overall Incidence of
viral haemorrhagic fevers imported to non-endemic areas 15
Iowr; in the majority of cases, travellers were not Immunised.
The patient confirmed several tmes that he hod eoeived
yellow-fever vaccination & years previously. Yellow-fever
vaccination (D17 strain) fafhire 1s rare” Despite prompt
efforts, we could not immediately get hold of his
vaccination certificate. Once the certificate was checked
there was no evidence of vaccination. The patient was
asperted of having mied wup the terms " Gelbsocht™
{(Garman for hepatits) and “Galbfieber™ (German for
yellow fever) for previows saccinations. This notion 15
supported by his positive hepatitts B vaccination statis.
Specific treatments for yellow fever do not exist. Prevention
by vacrination s highly eficient and safe and should be
ahocated for travellers to areas endemic for yellow fever.
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A 51-year-old woman with

disorientation and amnesia

Roger Derays, Andréa Collier, Michel Rubinstain
Patricia Atsama

Lancet 1999; 354: 1786

A previously healthy 51-year-old woman was admitted to
hospital in April, 1999, with acste disorientation and
amnesta. Physical examination was normal, except for a
fresh right parietal scalp wound. On neurological
examimation, she was found to have severe wverbal
memory impairment. There were no signs of me

rritation. Creatinine phosphokinase was 2200 IU/L, C-
reactive protein was 3-1 mg/dl.. Computed tomography
of her head was normal. Cerebrospinal fluid (CSF) was
dear, with 0-46 g/l. protein, 23 white cells'mm’® (80%
fymphocytes), 39 red cells'mm’, normal glucose, lactate
249 mgdL. Electroencephalogram (EEG) showed
discontinuous  psendoperiodic  paroxysmal  discharges
affecting mainly the left temporal lobe. It was considered
that she may have had an epileptic seizure due to herpes
simplex virus (HSV) encephalitis. Intravenous acyclovir
(30 mg'kg daily) and oral valproate (600 mg daily) were
given. Intravenous amoxicillin 6 g daily was also given to
prevent infection of her head wound. Our confidence in
the diagnosis of HSV encephalitis was reinforced by the
results of magnetic resonance imaging (MRI) showing
bilateral mesiotemporal lesions, predominant on the left
side (figure) and by the demonstration of a left temporal
focus of increased uptake on the Tc-%9m HMPAO brain
single-photon emission computed tomography (SPECT).
Assay of CSF for HSV 1 and HSV 2 DNA by PCR was
negative, which prompted us to consider an alternative
diagnosis of lymphocytic meningoencephalitis. We looked
for a rise in CSF antibody titre for HSV.

All tests were negative, with the exception of high
serum Ty pallidum  haemagglutimation  test
(1/40960) and fluorescent treponemal antibody (1/12800)
titres. The diagnosis of neurosyphilis was strengthened by
the demonstration of intrathecal production of antibodies
against T pafidum. Penicillin G (20 million IU daily) was
substituted for amoxicilfin and given intravenously for 10
days. Before her discharge there was 2 marked
improvement of memory, partial return to normal of CSF
(protein 0-39 g/, white cells 20/mm” [lymphocytes 90%],
red cells 10/mm?, normal ghecose and lactate), resolution
of EEG and SPECT anomalies, and regression of MRI
lesions in T1-weighted sequences. When last seen in July
1999, she had resumed work.

HSV-like encephalitis is, an uncommon presentation of
syphilis." There was no case of syphilis in 2 serles of 432
patients who underwent brin blopsy for presumptive HSV
encephalitis between 1973 and 19887 Conversely, in a
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Transaxial and coronal MRI (FLAIR sequences)
Theare ara asymmetrical, predominantly koft donsar signals in
mesictemporal arcas.

MEDLINE search of the lterature since 1970, we found
only one patient with syphilis who presented with coafission,
aphasia, and left mesiotemporal lesions on MRI suggesting
HSV encephalitis.” In our patieat, in addition to the EEG
and MRI anomalies suggestive of HSV encephalitis, there
was focal temporal increased uptake of Te-99m HMPAO on
SPECT. a finding which may be specific for HSV
encephalitis’ In the preparalytic phase of neurosyphills,
frontal and temporal parenchymas are isually involved,
producing impairment of intellect and memory, and causing
persomality changes.* Setzures may also occur. In the eardy
stages, as suggested by the present case, adequate treatment
may not only prevent further progression of the disease but
also allow complete recovery. This case underlines the
impaortance of considering the diagnosts of neurosyphills in
all patients with unexplained encephalitis.
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CASE REPORT

High blood pressure lowered by pregnancy

Takehiko Murakami, Enko Watanabe Ogura, ¥uji Tanaka, Michiko Yamamoto

A 30-year-old woman was refemed to our department from
8 local hospital @ June, 1999, for investigetion of
hypertension which had mmproved during pregnancy. Her
hypertension was first noted shortly after the defivery of her
first child in June, 1993, Since then she had had sustamed
hypertension (130-160/20-100 mm Hg by sel-monitoring
at home)) until early 1997, when her blood pressure fell sfier
she became t for the second tme. She was
normodensive (110-13070-80 mm Hg) throughout the
pregnancy, 8s she had been with her first pregnancy. After
the birth of her second child in November, 1997, her blood
pressure rose again to amund 160-100 mm Hg and she
began to have carpsl spasms and perioral numbness. In
early 1999, headache and nocturia developed. She had had
no investigations done in the past 4 years although she had
consulted her practitioner several dmes. Her post-
partum and related symptoms had been atrib-
utadt-}ﬂestnamufhringingmn . When seen in our
depariment, her blood pressure was 1787106 mm Hg
Troussean's sign was negative but carpal spasm was readily
induced by hyperventilation.

There was hypokalaemia (2-3 mmolL), suppressed renin
aotfvity (=0-1 pgls), and misd pl=ms aldosternne
concentration (1496 pmoll; normal range, 100-66%).

and had remained s when she was last seen in July, 2000,

Hypertenson and preeclampsia is & well kmown
complication of pregnancy. Non-obstetricians often have a
misconception that blood pressure ususlly incresses during
pregnancy. Presumsbly, the doctors this patient had seen

considered that she had no serious underdying
disesses to cause hypertension based on the et that her

hwemmmng:teduadwelupmmtd’hrpamum
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Contrast-enhanced computed tomogram. There is a
heterogensous, low-density tumour, about 2 cm diametsr, in
the left adrenal region [amrow).

Howewer, it is not well undemstood how blood pressure
changes when patients with primary aldcsteronism become
pregnant. We found three reporis of amelioration of
hmmdmmmm,"whaﬂﬂmtmm
reports of women presenting mid-gestation with severe
hrmmmﬂuemmhbeqﬂansﬁmfmﬂ:edjﬁmaﬂ

progesierone, = is the case with nommotensive preg-
nant women. Hypertension might dewvelop when their
aldosterone concentrations exceed the nommal pregnancy
range, that is several-fold to ten-fold higher than the
non-pregnant valee,” even if wvarious antihypertensive

hypertension during pregnancy, a8 seen in our patient,
could be a characterstic of primary aldosteromism of mild o
moderate severity.
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CAZE REPORT

A hazard of paint spraying

Martin Carby, 5 Rolf Smith

A 42-year-old man was refermed from his general
practitioner in December, 1995, He smoked 13 cigarettes
per day, had no other medical history znd was on no
medication. He complzined of 4 weeks of dry cough,
myalgia, sweats, snd anorexia with about 6 kg of weight
loss. In the 2 weeks before presentstion his cough had
become productive of white sputum &nd he had had
increasing breathlessness. There had been no response to
On examination his temperature was 37-7 C, he was
bre:ﬂ:llesaa‘tmt,ceutra]lycynmsad and had cdubbed
Angernails. His heart rate was 90 beatsmin, he was
nomotensive, and heart sounds revealed a  right
veniricular gallop. Harsh, coarse, high pitched squeaks
and fine crackles were present throughowut both lung
fedds. Arterial blood gases showed a pO, of 3-3 EPa, a
pC0, of 5-0 kPa, and oxygen ssturations of T0% on air.
Full blood count, creatinine, and electrolytes were
normal. Spirometry showed an FEV, of 1-92 and an FVC
szﬂ{madvﬂuesuf}ﬂmde}umqmcmﬂy}

Rapidly progressive pulmonary fibrosis was diagnosed
and he was started on 60 mg of prednisolone daiby.
Further questioning revealed that he worked as a paint
sprayer. He wore 3 protective space suit at work but over
recent weeks had noticed & rancid taste while wearing the
suit. An examination of his sputum revesled alveolar
macrophages containing fat droplets. An investigation =t
his work place found that an inlet for gir pumped to the
space suit was adjacent to a leaking odl mist generator. il
mist was used 85 4 lubricant in another part of the
Eactory. Filters and condensation traps along the piped =ir
supply were found to contain oil (Agure}. A disgnosis of
ipoid pneumonitis due to accidents] inhalstion of
mineral oil was made. He was discharged on omal
prmmnkznemﬂﬂjrmpmmd

Omne month later, breathlessness had improved and his
chest signs had resolved. Spirometry had improved with
an FEV, of 2-3 and an FVC of 2-7. He was informed that
although he had made some recovery, he had 2 remaining
respiratory deficit which was unlikely to resolve. He then
made an inguiry regarding compensation for indwstrial
injury through his union. The cse was settled when he
was promoted to 8 senior mansgerisl position within the
COHTYpANY.

Lancet 2000; 356: 896
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Lipid inhalation & uncommon in the population at
large but may be seen commonly within certain
subgroups, especially those with impaired swallowing =nd
recurrent aspirgton. It ocoums most frequently in the
elderly wsing paraffin as oil-based nose drops or as a
laxative' or children in whom mineral oil is often used to
treat chronic constipation.” The oil is not irtdtating to the
traches, so is deposited in the lungs without stimulsting a
cough and withoot any immediste effects. il is usually
fairly inert within the lungs, but it is difficult for the body
to clear. Patients can present with a productive cough,
low-grade fever, and breathlessness or be symptom free
and present with coincdental findings on the chest
radiograph.

Our patient was exposed to 3 partcularly high
concentretion of inspired mimeral oil droplets =nd
presented with severe respiratory failure. He was wearing
protective respiratory apparaius that wes designed to
prevent occupational lung  disease associated with
inhalation of isocyanate pain sprays. Ironicslly this was
the means by which he was scodentally exposed to
another toedc agent via the inhaled route.
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ase report

Earache and back pain

Jde Gans, S Schade van Westrum, E Kuijjper,
G R Schaazp

A 53-year-old woman, 2 native of Surinam, was admitted
in April, 1999, complaining of severe low back pain with
radiation to her right Jower leg. The pain started in
January, 1999, while she was returning from a visit to
Surinam. She had previously been well, apart from two
episodes of ear pain in December, 1998, diagnosed as
otitis media by her general practitioner. She received
amoxicillin for 7 days and then co-amoxyclav for 7 days.
Neurological examination elsewhere in January, 1999,
showed an L3 root radiculopathy; & computed tomogram
(CT) of the lumbar spine (figure, A) showed a soft-tissue
mass at the L4-3 level on the right side. A diagnosis of
lumbar disc hernistion was made and she was given non-
steroidal anti-inflammatory drugs and physiotherapy.
However, her pain worsened and she became bedridden.
WhenedmApnl,lm she was in pain but
otherwise appeared well. Her temperature was 37°C, but
rose to 38-6"C 3 days later. Muscle strength was
diminished in her right anterior tihial and extensor
hallucis muscles. Sensation to pinprick was impaired on
the dorsum of her right foot. Deep-tendon reflexes were
decreased but equal in both legs. Straight-leg raising
provoked severe back pain with radiation down her right
leg. Investigations showed haemoglobin 35 g/L., leucocyte
count 8-4x10%L, and erythrocyte sedimentstion rate
(ESR) 136 mm/h. C-reactive protein (CRP) was 40 mg/L.
nising to 131 mg/L over the next 2 weeks.

A contrast magnetic resonance image (MRI) (figure,
B), showed an L4-5 hypointense ring-enhancing lesion
extending within the spinal canal on T -weighted mmages,
suggesting an abscess. A bone scan (technetium-99m
phosphate) showed increased radioisotope uptake at the
L4-3 level. Cerebrospinal flud (CSF) obtzined by
subocapital puncture was normal and CSF cultures were
sterile. Microscopic examination of a CT-guided needle
biopsy specimen of the 1.4-5 mass showed no organisms
and no malignant cells; stains for acid-fast bactenia and
bacterial cultures were also negative. A second biopsy
specdmen yielded the same results on microscopy but
after 3 days of incubation the culture grew Fusobacterium
varnom. Treatment with co-amoxyclav 1200 mg six times
daily, was started. The strain subsequently produced

Lancet 2000; 366: 464
Departments of Neurclogy {J de Gans vo,

S Schade van We: wo), Miicrobiology (E Kuijper wo) and
Orthopasdics (G R Schaap wo), Acadesnic Medical Centre,
PO Box 22660, 1100 DD Amsterdam, Netherlands

Comespondence to: Dr J de Gans
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on CT of lumbar spine. B: L4-5 hypointense ring-enhancing
lesion on Toweighted MR images

p-lactamase but was susceptible to

clindamydn, and metronidazole. ESR and CRP
subsequently decreased. At surgery by an anterior
approach necrotic tissue was removed and her spine
stabilised with bone from her iliac spine. Culture of the
specimen obtained at operstion yielded no growth. The
patient received antibiotic therapy for 8 weeks. Both her
back pain and leg weakness improved. The presumed
source of infection was the preceding otitis media in
December, 1998. When last seen in September, 1999,
she was well.

Pyogenic spondylodiscitis is uncommon, especially in
previously healthy people. Causative micro-organisms are
usually Staphylococcus awrews or serobic gram-negative
bacteria.' Anaerobic spinal infections are even more rare,
accounting for only 3% of all non-postoperative cases of
spondylodiscitis.* The predominant anaerobic pathogens
are Bactermdes spp. Vertebral osteomyelitis usually
presents with incressing back pain, occasionally with root
compression; systemic signs of acute infection are often
absent.: MRI is the most useful diagnostic tool®
Dia@osisneedstobeoonﬁrmedbyisolaﬁonofrhe
miro-organism from biopsy specimens. As in our
patient, there is often delay in establishing the diagnosis.*
A search of Current Contents, MEDLINE, and Embase
foundnoodm'rq)omol’spondylodmmausedby
Fusobacteriom  varnem, although other Fusobacteriom
species have been reported including F necrophorom, the
causative agent of Lemierre’s syndrome.*

We thunk M H Godiried and F ] H Husmans for helpful discusdons and
contribatsons to dlagnosts.
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CASHE REPORT

A fish bone in the liver

Maria de [s Vs, José Caros Rivero, Luis Ruiz, Satuming Susrez

An B6-year-old woman presented in May, 1999 with
Mmﬂpﬁn;ﬂmaudmﬁehdahmmyuf

hypertension,
disease, spand
abdomen was soft and tender o palpation, and there were

no signs of peritoneal irmitation. She wee hyperglycaemic
(11-% mmoll) and had mised creatinine (128 pmoll) and

leukncytes. Plain chest and abdominal showed
no abnormalities other then those consistent with chromic
obstructive pulmonary disease and and

We disgnosed sepsis, secomdary to mnnrymctmﬁem:m.
A few hours later, the patient deteriorated and died.

Ar mecropsy, ﬂnzemnnplmmmepanmmlcmty
but the liver was large (2120 g). with 3 smooth surface. A
multibeculated shscess (13xEx<B cm) was found i the
right kobe (figure I). We extracted & slightly curved and
witreous foreign body of showt 2-3 om in length, from the

the liver we could see that the abscess had not
hreadiedﬂ]ehqntlcupmleﬁsﬂrepatﬂutlﬂimrmd
of ahdominal surgery, biliary cathersation or rauma, we
had o consider 8 gastrointestingl source. We thorowghly
examined the oesophagns, stomach, and bowel, but could
find no evidence of perforation. Microscopically, the Ever
showed moderate steaiosis, and the stomach showed
atrophic gastritis with intestinal metaplasia.

People frequently swallow foreign bodies and these
complications. However, intestinal perforstions or
abscesses can ooour. The first case of hepatic abscess = a
result of 3 gesrointestingl perforation caused by foreign
body was published by Lambert in 1898." Symptoms are
uﬂnﬂymletonbﬂmmmwperﬁultmwti:hmh
complicated by peritonitis or sbscesses.
patients do not remember swallowing the foreign body and
signs may appesr months or even years later ** The cause of
the symptoms can be imposgble to determine even with
meticulous dinical and mdiological evahestions. The classic
presentation of hepatic abscesses; fever, ahdominz] pain,
and jaunddice, appears in 8 small number of patients, and is
almost ahways associated with cholangitis. Most patients
have non-specific symptoms such & anorexis, vomiting, o

Lamcat 2001, 368: 982
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Figure Z: Fish bone extracted from the abscoass

differential diagnosis of sepsis, and that these may have
been caused by long-forgotten difficultes with a fish
dinmer.
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CASE REPORET

Septicaemia in a pig-farm worker

£ J Watkins, P Brooksby, M S Schweiger, S M Enright

A 30-year-old pig-ferm worker, presented in August,
1990 with 8 16 h history of genersl malaise, fever,
shorness of breath, and hesdache. Earlier that day his
primary care practitioner had visited him at home and
prescribed amoxycillin for 2 presumed chest infection. He
had had a splenectomy after trauma 3 years previoushy.
Dnadm.nmunhemfamhmidmﬂynﬁnnmuf

He was hypotensive, tachycardic, hypooc,
and oliguric with 3 symmetriczl purpuric rash on his feet
which rapidly became penerslsed over his himbs and
torso. He had a minor shrasion on his foot. He had
8 metsbolic ackdosis, disseminated  intravascular
coagulopathy, and acute renal failure (urea 12-6 mmol.,
cregtinine 311 pmol/L). A diagnosis of severe sepsis with
shock, muoltiple organ failure, and associated purpura
fulminans was made. He was meated with miravenous
cefotaxime 2 g, benzylpenicillin 1-2 g, and aggressive fluid
rﬁlmumhmmqun?dmemmgmmntpxﬂlﬁut
He developed scute respiratory distress syndrome that
rapidly deteriorated despite wentilstory support and
nebulised prostacyclin. His oliguria persisted  despite
dopexsmine, 3 bumetanide infusion, and mannitol
mmmmmwummg
death 12 h after admission. Sereptocacces sues type 14 was
culiured subsequently from blood.

He had been employed at the pig farm for 3 weeks
before his death. His main occcupation was peinting the
outside of the pig sheds, and once 3 week he pressure-
hosed the weaning pens. An outbresk of lameness
amongst the pigs at his place of work was being
m\lﬁhgltedb]rmhmmryamgenuamdSmtypeldwu

identified == the csuse in these animals. He had an
abrasion om his foot and it & possible contaminated water
had soaked into his boot. Alternstive possibilities are
either inhalation of contaminated water spray or transfer
of bacteria from his hands to his mouth as he smoked
cigarettes during his rest periods.

5 sm is 8 (Grem positive, catalase negative,
encapsulated coccus that causes a wide range of clinical

Lancet 2001 36T: 38
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dizegse syndromes in pigs and other domestic animaks._ It
occurs maimly in Morthern Eorope and Southeast Asia
Little is kmown about the pathogenesis of 5 o infection
in human beings, but the entry site is probably most
commuonly 3 minor cocupational wound.® & sae: infections
in human beings were reviewed in 1988 by Arends and
Fanen' Many serotypes of § sws have been identified.
Type 2 causes most human infections, almost exclusively
in people exposed to pigs or unprocessed pig meat? It
usually causes pumilent meningitis® 2nd is the commonest
cause of bacterial meningitss in Hong Fong Septic shock
s 4 rare complication but is commonly fulminant and
fatal. 5 nans type 14 has been reported in one human being
previously, and we believe that our case is the first reported
isolation of this serotype from 8 human being in the LTE_'»
Purpura fulminens has been sssociated with 5 s in only
one reported case previously, and thiz was with the more
commonly pethogenic serotype 2° Serious infections,
frequently mﬂl mcspulamd hactenn (S fneToRCmIaE,
mmn:nnmthmjmuraplmmmymdupeuuﬂj
during the first year. UK Department of Health guidelines
Information  about :p&nxm_p for patiems (May, 1999)
recommended several prophylactic messures sgaimst
mfection. They sdvise prophylactic snfibiofice after
splenectomy & “essential in the frst few years . . . and for
children up to the age of 16 years™. Mo prophylactic
regimen can be totally effective but the sensitivity of this 5
sus Bolate to penicillin supgests that penicillin prophylas.
would have been effective. & ans infection & an important
occupations] disesse in humans. People in dsily contact
with pigs or pig mest should wse protective gloves snd
work practices im the mest and farming mdustries should
keep skin trsuma to 8 minimum® We suggest that people
without & spleen should be advised not to work with pigs
or in the meat trade and that pig farmers should be advised
not to employ such people.

We thank | Haynes for comments.
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CASE REPORT

A traumatic car crash

Jackie Springer, Annette Chollet,

A heslthy 47-year-obd man sustaimed head and multiple

injuries in 8 motor vehicle accident in Janoary,
1998, The patient’s car was struck three times. In the
emergency room, the patient was trested for lumbar, rib,
and stermum fractures. Meurological examinstion was
nommal. The patient did not recall kosing consciousness
and had no complaints of double or blurred vision.

2 months after the accident, the patient and his family
noticed severs cognitive impairment charscterised by his
inahility to process simple information. He complained of
severe headaches and decressed peripheral vision. He was
exzmined neurclogically & months after the scddent. A
positron emission tomography (PET) scan showed right
versus left cortical asymmetry with large areas of
hypometabolism in the right frontal kebe (figure). In s
umnps}thnb:g}ca]atnu the patient scored in the
borderline or exiremely low range in all of nine

psychological tests. These included the Derogatis
Symptom  Checklist, Grooved Pegboard Test; Trail
Making Testz A & B, Digit Vigilance Test, Ammaons
Cuick Test, Hooper Visual Organiestion Test, Wechsler
Memory Scale-TI (partial), Wechsler Adult Intelligence
Scale-ITI, and the Wide Range Achievement Test-Rev.
Post-iraumaiic dementia was diagnosed.

The patient was referred to our office 2 years after his
accident for an endocrinology consuliation. He had a flat
affect and physical examination showed a complete
absence of all body hair except for the scalp. He had
difficulty with his memory and all information had to be
repeated several times. A stimulstion test for human
growth hommone  showed peak growth  hormone
concentration was less than 0-3 mIUVL (normal greater
than 9-00.' Testosterone conceniration was 10-6 omol/L
(normsl range 10-33) and cortisol conceniTEGons were
176-6 nmolL in the ing (140-690) and 46-enmol/L.
in the afternoon (B0-330). IGFBP-3 was 1800 ngl
(2000-4000). The patient started initial wrestment with
testosterome, cortisol, and thyroxine. As early as 2 weeks
following initiation of recombinant human growth
hommone, the patent’s famdly reported an improvement in
his affect and his cognitive sbilities. When last seen i
March, 2001, his cognitive ahilities had improved further.

Pituitary failure is rarely congdered in petients invoboed
in motor-vehicle sccidents. The Center for Disesse
Control estimates thst each yesr spproximately £0 000
Americans sustain hesd injury and are left with 2 related
disability.* A recent survey reported only 367 cases of
hypopituitarism due to head rauma of differing causes.”
Another study estimated that hypopituitarism oocurs in
40% of patients with moderate or severe head injury, with
growth hormone and gonadotropin defidencies being

Lancef 2001; 35T: 1848
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muost common.* Our case demonstrates the importance of
imvestigating the endocrine status of trauma patients with
or without head injuries. If sepum testing is lmited only to
pituitary hormones, pituitary faflure may be missed. In the
presence of pituitary faflure, the serum levels of pituitary
hormones will appear normsl, as the pitwitary is unsble to
respond o low end organ hormone production. It &
important to investigate patients with possible pituitary
failure with with other tess such as Insulin-like Growth
Factor (IGE-1) or a growth hormone stimulation test.
Current therapies inchyding rehabilitation sre costly and
often do not completely mitigate the negative effects of
traumatic brain injury.* Physidans most often in a
position to recognise and refer head-injured and trsuma
patients for endocrinological investigation  inchude
emeTpency care specialists, family practitioners, internists,
geriatricians, neurodogists, and peychiatrists. In view of the
3-3 million Amerticans currently living with a traumatic
brain injury relsted disability,” neurcendocrine hormone
replacement therspy is an area of endocrinology that
cClearly warrants additional research.

We thank Fichandson B Moback for critionl review mnd belpful comments
00 the MANUSCTIPt and  AMehr fr erpretton of the FET som.
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CASE REPORT

Case report

A tourist with dengue fever and visual loss

Christos Haritoglow, Sarah O Datse, Ginther Rudaiph, © M Stephan, S R Thurau, Volker Flaus

A 2%-year-old woman was in holiday in Thailand in Aprl,
2002 I days before her planned return flight to Germany,
she developed a high fever, aching musdes, and decreased
visual acuity. She did not seek medical care in Thailand,
but upon armiving in Germany, she was immediately seen

by 8 general physician who referred her to the Department
of Tropical Diseases. 3 days after onset of symptoms,
we epsmined her and found thst she was still febrile,

", thrombocytopenia
humqm{GUFIHULGFFIISULmGT
80 LIL). We suspected that she had contracted dengue

ﬂmhermua]mntymmducedmzﬂ’mhﬂnmﬂy
Electmophysiological examination showed prolonged
latencies (138 and 128 msec) and reduced amplitudes
(4 microV) of visuslly evoked cortica] responses and a mild,
bilsteral of smplindes in the mulifocal
The Arden Color Contrast Test showed
ﬂ:mhamhmumwumely

We exsmined the fundus and observed bilateral
exudative maculopathy and small heemomhages located
in the nerve fbre layer. We decided not to give any
treatment at this stage The patient was followed
Z-week intervals. At the first follow-up visit, she presented
in a better physical condition, with marked regression of
her peneralsed symptoms. Visweal scuity remained at the
level of 200290 in both eyes. 8 weeks after initial
presentation, when lsst seen in June, 2002, visual acuity
had increased to 200100 in the rght and 20032 in the keft
eye without trestment. The reduction in the right eye was
due to intraretinal lipid deposits as a sequale of exudation

observed initially (figure).

hbamng,andmmmuudemb:pm

PresEuTe , cold
dnmmyahn,andnlmdmenmlm:.'TMm

Lancet 2002; 360: 1070

Department of Ophthalmealogy (C Haritoglou wo, S D Dotse s,
G Rudalph so, & R Thurau s, V KlzeE wo] Ledwig-Maximilians-

University, B032E Munich, Germamy
mm&mml—lumu
|e-mail: christos. haritog) i.rmed uni hen.de)

were presant in the macula

seldom efected by dengue fever,™ although it & 8 major
endemic disease, affecting millions of people workdwide.
mmmidmwmmbmhmhm
dﬂnmmmmmmmm;mlyuﬂudad
retinal haemorthages 38 8 sign of incressed

pmeﬂuhqrmdhnﬂdmd'ﬂrmmb}mdrm]
barrier and cotton-wool spots representing microinfanctions:
of the perve fibre layer due to ooclusion of precapillary
arterioles. Hypoperfusion & also confimmed by delayed

time* In cxses with severe exudative maculopathy, viswsl
recovery may be prolonged or patients may remsin visually
impaired, sz described in this report. The only empirics]
treatment option is the systemic application of steroids,
whiich is contraindicated during virsemia. Although dengue
fever and its ocular manifestation is 8 rare condition among
the Eurmopean populations, we will be increasingly
confronted with this tropical disesse, 85 8 conseguence of
EIOwig TOUTism in endemic regions.
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RC#20 — VIETH, R.; PINTO, T.R.; REEN, B.S.; WONG, M.M. Vitamin D
poisoning by table sugar. The Lancet, v. 359, n. 9307, p. 672, 2002.

CASE REPORT

Vitamin D poisoning by table sugar

Reinhold Vieth, Tanyas R Pinto, Bajinder 5 Heen, Min M Wong

In June 1999, a 25-year-cld man came to the emergency
depariment with right-sided flank pzin, conjunctivitis,
anorexia, fever, chills, increased thirst, and vomiting. He
had bost 3 kg in weight, and was in acute renal filure.
He was mreated with steroids snd discharged. In
October, 1999, his 63-year-old father came to the
emergency department with similar complaints. He was
also in acute renal faflure and denied a history of renal
stones. Hizs serum crestinine was 442 pmol. (MR,
60-120 pmolL); calcium, 3-B2 mmoll. (2-20-2-63
mmolL), PTH =1 pmolL (1-3-7-6 pmolL); 23-
hydroxyvitemin IV [23(0H)IY], 1333 nmoll. (Z0-8&0
nmolL) and serum 1,2300H),D, 131 pmol/L {30-140
pmolL). More complete biochemical testing on the son
in October, 1999, showed the same bicchemical profile.
Eidney blupnes of both patients showed severe
nephrocalcinoeis. The similarities initally suggested a
penetic sbnommality, or a granulomatoos disease, but the
23(0H) D results showed severe vitamin [ intoxication.
The patients continued to be treated with prednsone.
Both denied taking any nuotritional supplements. In
December, 1999, the son was readminted with extreme
pain, nausea, and dehydration. Serum 1,23(0H), I was
266 pmoll; calcium, 4-3% mmoll. The serum
23(0H)D was now 3700 nmol/L by radicimmunoassay,
bt dtmma‘tngraphjr revealed a huge excess of vitamin
D3 (Bgure 1). pa‘nent WaE given intravemous
hydrocorizone, sodium phosphate, and pamidronic
acid.

We tested warious foods from the household,
inchading white tsble sugar sampled in December, 1999,
after the son fell sick from drinking sweetened tea. One
gram of sugar contzsined 21-4 mg vitamin D3, measured
after exirsction into ethanol. When the sugar was
dissolved in water, the distinctive, long, white crystals of
vitamin 13 floated up when centrifuged, and we did
high performance liguid chromstography which
confirmed their composition. A second sugar sample in
January, 2000, contained 3-2 mg of vitamin I} per gram
of sugar. Assuming an average of 12-6 mg vitamin D3
per gram of sugar, and a conservative usage of 100 g
sugar per month, the patient and his father had
consumed more then 1-3 g of vitamin D3 per month, or
4Z 000 peday (1 700 000 IU/day), in vast excess of the
minimal toxic level (9% pg, 3800 IU per day),' for 7
maonths. This izolated incident was caused either by the
intentionzl or sccidental mixing of crystalline vitamin

Lancet 2002; 368: 672
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Absorption spactra charscteristic of vitamin D3

[LT 000 nmal/L), &t 3 min (srow); 2H0HDE (2800 nmal/L), 2 8 min
[mmowhesd], ahted with hexane,fisopropanal from 2 slilca: high

I3 into the table sugar of this family. When last seen, in
April, 2001, the son’s serum 23({0H) D was 2530 nmolL;
creatinine, 123 mmolT. The father was last seen in
Jume, zo01, hiz serum Z3(0OH)D wes 181 nmoll;
creatinine, 179 pmoll. Both had no symptoms, and
continued to ke prednisolone.

These patients initially posed a diagnostic challenge
which highlights the need to consider poisoning as part
of the differential diagnosis in metabolic disonders,
especially if more than one family member is affected.
Fortunately, the poison and its source were identified.
All known poisonings of adults with vitamin 13 reflect
misuse on an industrial scale. Huge excesses of vitamin
3 have been added in error to milk® or to 8 food
supplement.* There are two reports of howsehokds where
industrial concentrates of vitamin I3 were mistaken for
cooking oil* In contrast, all reports of iatrogenic
vitamin I} intcedcation of adults have involved vitamin
2, a synthetic analogue of the physiological
compound, vitzmin D3 Ouor cases offer 8 perspective
into the risks, mansgement and prognosis of the worst
possible form of vitamin D3 toxicity.
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Case report

A child with oesophageal strictures

Nadeem Ahmad Afzal, David Albert, Adrian Lioyd Thomas, Mike Thomsaon

An 18-month-old gid was brought to the hospital in
Angaret, 2000, sfter accidentally swallowing some caustic
soda. She was in dscomfort, and had bums around the
mauth and tongue, but no haematemesis or dysphagia.
She was observed for 6 h and then discharged = her
discomfort had resalved, with no treatment. | month later
che wes regurgitating lumpy food, sithough she tolerated
pureed food, yoghurt, snd liquids. An  upper
gastrointestingl endoscopy and barum swallow showed a
1 mm siticture, 33 mm in length, 3 on distal to the
bifurcation (Gpure A). We dilated the
siricture 0 12 mm with a balkeon dilator expanded with
water o 3% psi, for 2 min twice, separated by 1 min
deflation. We were then shle to pass a neonatsl endoscope
(Olympus GIF N30, diameter 3-2 mm), and found a
sepond siricture, 3 mm in diameter, and 1-3 cm in length,
lncated & cm from the tracheo-oesophagesl bifurcation
(figure B). We dilated this strichure to 12 mm using the
same technique, and gave the child fluticasone propionate
100 ng twice daily by metered dose inhaler. Her
for solid foods resolved temporarily, but she needed a
sepond dilatation 3 days kster This time we mjected
dexamethasone (1 mg, four imes) droumferentially into
the stricture. Recurrent dysphagia for solids and drooling
necessitated weekly dilatations on a further 14 oocasions;
the size of the balloon progressively incressed o 18 mm
with 33 psi for 2-7 min

As the proximal siricture was s0 close to the tracheo-
oesophageal bifurcation, we did not think that surgical
stent placement was feasible. We discussed the possibility
Dfmgmmmyrmﬂmﬂmdﬂiipamls a5 it

had been shown to be useful in traches] stenosis. They
gave their consent. We gave the child general anaesthesia,
dilated the stricture agzin, and i;n_;lhed T omyCin
C topically by 3 cotton pledget soaked i solution
(0-1 mg/mlL). We held the pledget in a pair of forceps
under endoscopic vision for 2 min at the stricture, and
repeated the procedure | week later. She needed only one
additional endoscopic dilatation. 3 months after applying
mitomycin, it was possible to pass a paedistric endoscope
(Fufinon EG 410PE, 8-4 mm diameter) without dilatation.
We saw lithe residual stenogis, and oesophageal
manometery and motility tests were normal. When last
seen in March, 2002, she had no symptoms and was
proawing well.

strictures befors, and 2 months after [C) treatment with topical

mitomyoin &

Children under ¥ years of age often scoidentally swallow
chemicals, which can cause deep circumferentisl

many times,* and has a8 suocess mate of 41-100%
depending on_the number and extent of stenoses.

interferes with the G2 stage of BNA synthesis, inhibiting
fibroblast  proliferstion. Topical spplication st the
concentration we used {0-1 mg/ml) has been wsed with no
complications after 18 months’ follow-up,** but adverse
effects have been reported with high-dose long-term
topical wse. Mitomydn C may be 3 useful adjunct w
endoscopic  dilatstion in  the gastrointestinal tract,
potentially preventing the need for future surgery.
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CASE REPORT

Case report

Cerebellar ataxia and coeliac disease

Howard W Sander, Paul Msgds, Russafl L Chin, Anits Wu, Thomss H Brannagan IV, Peter H R Green, Norman Latoy

A 37-year-old woman presented in July, 200z, with 2
1 2-year history of progressive dysarthria and atacs. Her
symptoms became noticeshly worse during pregnancy in
1929 and 2001. She had zlso been znsemic for the past
7 years, and coeliac disesse had been disgnosed in 1997,
Ar that time, she had high serum concentrations of IgG
and IgA antibodies to glisding, an endomysial titre of 1:32,
and duodenal atrophy on endoscopy; 8 dwodenal biopsy
showed subtots] villows atrophy. Meurological tests were
done at the same time; medisn somatosensory evoked
potentials showed a delay between the lower brainstem
and cortex. She underwent tesis for spinocerebellar
ataxiz " brainstem suditory and visual evoked potentialks,
and cerebral MRI, none of which showed any
abnormalites. Cervical spine MRI  showed mild
degenerative changes. For 3 years, she had followed 2
sirict gluten-free diet, but on examinstion in 2002 she had
severe dysarthria, left finger-to-nose dysmetria, poor right
rapid-alternating and fine-finger movements, diminished
pedal pin-perception, ankle areflexia, and a severely
ataxic, wide-based gait. & modified (without Archimedes
Spiral) International tiwe Atswia Hating scale
(TCARS) score was 31/96.° We did many serobogical tests
for sutoimmune disease including Izl and IgA antibodies
to gliadin, purkinpe cells, and wvoltage-gsted caldum
channels. The only abnormal results were mcreased [gA
antibodies o transglutsminase, and glutamic  acid
decarboxylase (GEALD). Cerebral MBI showed superior
vermis atrophy, whereas lumbesacral MRI was normal.
S.ﬂ_mur_\l nerve  conduction  amplitodes  were  low.

reflexes were shsent. Electromyography showed
pruhmﬂddmmusufmmnrumtpmmuuhdﬁmlly We
did not do 8 nerve biopsy, and we do not have the
Eacilities to do  indirect immunchistochemistry or
immunofluoresence.

We treated her with intravenous immumoghebulin
(T¥Tg) 2 gk initially, and 0.5 gy 2 weeks later. Within 2
month, she reported substantial improvements in her
speech and gait. She was shle to safely hold her children.
Acquaintances noted that the audible slap of her walk

Lamcef 2003, 362: 1548
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dizappeared. Squatting, walking, stair-climbing, tandem
gait, and standing on one leg all became much essier, and
she mo longer spilt cups of Bquid. On examinaton, we
found that all the neurodogical signs had improved; she
Eﬂlhadﬂ:gfﬂdymﬂmmdhﬂﬁngﬁmdma
an unsteady gait with 8 widened base and wery shght
slapping, and impaired tandem walking, and we calonated
3 modified ICARS score of 3/96. She developed a shght
rash, so we stopped IVIg and gawve her a single dose of
methylprednisolone. However, 3 weeks later, she
detmmtad.andswaehnltermelastﬁ']glnﬁmnn_her
modified ICARS score had worsened to 17796, We
changed to another brand of T¥1Ig and again started with
2 p'kg after hydrocortisone pretreatment. 3 weeks later,
she was much improved, with 3 modified ICARS score of
/w6, When last s2en in September, 2003, she had been
stable for 6 months, on maintenance doses of IVIg,

0-3 gkp/month.

Coeliarc disease ocours in approcimately 9% of patients
with idiopathic cerebellar atavia. Patients can present with
atzxia of Imb, ststion, and gait, andior
oculomator, sensory, of bladder dysfunction. The ataxia
occasionally improves after a prolonged gluten-free diet.
Ataxic patients also hawve a higher incidence of gloten-
sensitivity, defined a: the presence of antibodies to gliadin
or transglutaminase in the absence of histological evidence
of coeliac disesse’' IWIg has had a beneficial effect in
patients with sporadic cerebellar ataxia, in the context of
GAD antibodies,” and gluten sensitivity,” but has not yet
been shown to work for the combinstion of staxia and
coeliac disease. It would be interesting to test plasma-
pheresis or corticosteroids, as an alternative to costly IVIg,
and to ascertsin whether all ataxic patients with coelisc
disegse eventuslly respond to therspeutic long-term
mmunosuppression.
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CASE REPORT

Neonatal epileptic encephalopathy

P'T Clsyton, R A H Surtees, C DelVile, K Hyland, 51 R Hesles

In July, 2002, 8 boy was bom st 33 weeks™ gestation by
Caesarean section for femal disress HE oo

parents were of Ezst African Asisn origin. A daughter bom
at 33 weeks (ko by ememency section for fetal distress)
had developed metabolic scidoss and intractable seizures
om the first day of Ife; she died 6 weeks lter. This infant

acidosis. Seimres on day one and repidly
progressed to status epipleptious. An
showed severe ised burst suppression. He showed no

susteined response to anticonyulants nor to orsl pyridoxine
(30 mg twice daily incressing to 100 mg twice deily for
5 days). Urine organic-scid analyss showed wvanillactic
acd (VLA). Anslysis of cerebrospinal fluid showed:
homovanillic acid (HYA) 151 nM (normal 324-1098);
leacetic acid (3-HIAA) 122 nM (199-608);
F-methoxytyrosine (3-MT) £33 oM (=300); threonine
EEpM{lH.'r} mdgtyauez-ipﬂ(-l—]ﬂ Plasmea glycine
and threonine were raised when protein mtske was
normeal (eg, ghyone 2884 M {100-330), threonme 311 pM
(T0-220).

The VLA, HVA, THIAA, and 3-MT results suggested
reduced activity of aromatic L-smincacid

(AADC), a pymidoxal phosphate (pyridoxal-F) d
enzyme required for synthesis of dopamine and serotonin. '
However, when AADC activity in plssma was messured at
8 sgturating concentration of pynidoxal-P, it was normal
Morecver, the plycne snd threonine results

reduced sctivity of other pyridoxal-P enzymes. At 3 weels,
the infant was given 30 mg of pyridoxal-P via 3 nasogsstric
tube. Ome hour later, seizures had stopped but he was
extremely hypotomic, unreponsive, snd apnoeic (like an
infant with pyridoxine dependency when given pyridome).
Forndaﬁ{mjummufpytﬂnml—mhmmed
akinetic, unresponsive, and apmoeic, then woke up seizure
free and rapidly started to behave nommally. On reatment,
VLA was not found in his urine, CSF 3-MT was normesl,
there had been a rise in CSF HVA (277 nM) and 3HIAA
(173 nM), and 2 fall in CSF ghycine and threonine. The
plasma aminoackd {onm & normal diet) showed no

abnormality. On pyridoxal-P and vigabatrin the infant has

Meonatal epileptic encephalopathy (WEE) often presents
within hours of birth with intractable seizures. Progressive
deterioration can lead o death within weeks. Briutigam
et al reported twins with fsts]l MEE and biochemisiry

Lancat 2003, 361: 1614
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PyridoxalHP-dependent pathways

suggestive of reduced activity of AADC (Agure) = We are
aware of two similar czses in the UK which were also Eatal
(M Champion, perscms]l communication)). In some patients
with WME, 8 response to pyridoxine irestment suggests

3 metEbolic bass for MNEE hmmeenctdefetthasmt
been confirmed (pyridoxine dependency, OMIM 266100).
A report from Taiwan described an infant whose sefures

were conmolled by pyridoxsl-P but not by pyridoudne,

NEEmraﬂlapmumﬂyﬁmmmm
dramatically o P, Defective conversion  of
pynidoane o pynidoal-P is probably due to deficency of
wnd-:m:m,}meplmq:hte * In a neonate who
m:landnms there is 8 danger of
atm'bunugmmmhypmcﬂmxemhalupaﬂw
when there may be 3 rare but treatsble metabolic disease.
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CASE REPORT

Case report

Amnesia, cerebral atrophy, and autoimmunity

1 M Schott, K Harkness, J Bames, A Incisa della Rocchetta, A Vincent, M N Rossor

AS?—yez—oldmnnnsmnedmhmmnlmDemter

2001, with a seven-day history of memory impairment and
mnﬁmaﬁammlhm—hhﬂlmlnlmml,l!had

mnplu—pandandmhsedm Despite treatment

antibodies for s
thyroid autoantibodies, markers, electro-
myography, co tomography of the chest, and

ry (Recognition
Test- 14/25 words, 10/25 faces), naming (Graded Naming
Test lBD)mdﬁunnllobeﬁmcum with preservation of
visuoperceptual function.

lnvnewof:mcemmpmofmluwmdpomum
channel (VGKC) antbody-assodiated limbic encephalitis,*
these antibodies were measured and found to be raised st
4005 pM (normal range: <100). Five days of intravenous
immunoglobulin were given in June, after which
prednnobnembegtmstwmg(hily

neuropsychologicsl performance had improved. Repeat
MRI in October, 2002, showed profound cerebral atrophy,

Lancet 2003; 361: 1266

National Hospital for Neurclogy and Neurosargery, London UK
{K Harkness war); Dementia Research Group, Institute of
Neurclogy, University College London WCIN 386, UK

{4 M Schott wacr, JmmwMNMfmw

11-4% whole brain and 22-6% (left) and 39-6% (night)
hippocampal volume loss over 6 months. In November,
2002, VGKC antbodies were 97 pM.

The differential diagnosis of limbic encephalitis includes
herpes simplex encephalitis and paraneoplastic syndromes.*
Raised VGKC antibodies and sustained dlinical response to
immunosuppression, strongly fsvour an sutoimmune
aetiology in this case. VGKC annboches'are typumny

mplnhns,mtedwnhVGKCwﬂndneshvebeen
reported.” Unlike the two previously reported cases, this
patient had no excessive secretions. Prompt immuno-
suppression in this condition may hasten recovery and
prevent the longer-term morbidity caused by rapid cerebral
(and particularly medial temporal lobe) atrophy.

J M Schott, M N Rossor, and K Harkness cared for the patsent and wrote
Mpqr;!mmuqqu-ﬂmm

for madiciogical advice. § Schott s suppartad by an Alzhefmer’s Sodlety
research Seliowship.
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CASE REPORT

c-ANCA as a serological pitfall

Ajda T Rowshani, Linds J Schot, Ineke J M ten Berge

A 30-year-old man presented in February, 2000, for a third
opinion on recalatrant Wepa‘s gunulommns. 10 years
pmlyhelndﬁmmmmd with arthralgia,
palpable purpura on his legs, and glomerulonephritis with a
creatinine clearance of 81 ml/min'm®, proteinunia of
Izyuh,andmmuyredce!lm HstlU—ANCA

the chest showed no abnormalites, and a biopsy of the nasal
mucosa showed ulceration. He had

daﬁy}kmnmnndmmbvmmnﬂam T recurrent
nasal infections with P and

Staphylococcus aureus. i

In July, 1999, dissatisfied with his lack of response to
treatment, persistent rhinitis and recurrent septal
perforation, he requested s second opinion in another
hospital. Tests were repeated; he had no signs of other
organ involvement and no detectsble serum ANCA.
Doctors suspected that he had progressive Wegener's
granulomatosis and prescribed a varety of immuno-
suppressive regimens including  cyclophosphamide,
azathiopnine, mycophenolate mofetil, and methotrexste. In
February, 2000, he came to see us, complaining of nasal
obstruction. The cartilaginous pyramid was severely
deformed, and he had almost destruction of the
nasal septum. The lateral wall of the nasal cavity was visible
as a8 muocosal layer and, combined with a defect in the
velum palstine, caused a nasal-oral fistula (figure) resulting
in considerable dysphagia and dysphonia. He had no other
complaints. We found that he had an
sedimentstion rste of 80 mmMh and a PR3-ANCA titre of
1:256. We suspected cocaine use, which was confirmed by
the presence of urinary metabolites. We explained the

Lancat 2004; 363: 782

Department of Internal Medicine, Division of Chmecal Immunclogy
and Rheumatology (A T Rowshani mo, | 1 M ten Berge wo) and
Department of Otodhimolaryngology (L J Schot s), Academio
Medical Center, University of Amsterdam, 1100 DE, Netherlands
Comespondence to: Dr Ada T Rowshani

{e-mail: T.Rowshani@AMC.UVANL)

Chinical and laboratory findings

Frofila (kft) and fronts! {right) viows showing daformation of the nasal
Septum, and 3 nesaloral fstula. 1§ CANCA
(insst).

possible link between his drug use and his symptoms, and
advised him to stop taking cocaine. When last seen in
Novmbamhmmmodphyndmmmm
creatinine clesrance was 122 mb/min'm* with no

proteinunis or erythrocyturia.

This patient had destructive rhinitis due to cocaine use
after an inital presentation with Henoch-Schinlein
purpurs. A relation has been shown between cocaine use
and biopsy-proven cerebral vasculitis, ischaemic stroke, or
Henoch-Schonlein m"(]oamelmunmmc
vasculitis and is (requently accompanied by positive
ANCAs. Cocaine-induced destructive lesions are
dmaamdbymumddmagemdmchmmof
the nasal septum. Histopathological similarity with
leukoncytodiastic vasculitis and the presence of PR3-ANCA
anlendmmuﬁlsmbetmeegenengmuhmam
and cocaine-induced midline destructive lesions.** The
ANCA response in cocaine-induced midline destructive
lesions may be related to polyclonal Bcell stimulation by
cocaine or non antigen-specific T-cell and B-cell
stimulation by superantigens of § awews. Nephrologists
may feel that typical upper sirwsy inflammation with
positive ¢-ANCA m the presence of glomerulonephritis
justifies the diagnosis of Wegener’s granulomatosis without
the need for renal biopsy. This patient reminds us that
maeu;wmaymﬂammamnwnhponmec-ANCk
mmﬂuhmryofumanglomaulonq)lunn
to the diagnosis of Wegener's

not necessanily lead

granulomatosis.
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CASE REPORT

A silver man

Nordwig Sebastian Tomi, Birger Kranke, Wemer Aberer

or antimalsrials. To ameliorste the
of rhinitis, he had been applying one to
two 10 mL bottles of a topical vasoconstrictor,

umpmmmdmnopmghumdm
When last seen in December, 2002, although shavin,
mundﬂ)euuofdmmalpeelsbowedsllgm

improvement, his grey tinge was still quite evident.

Metallic discolouration of the skin can be caused by
haematogenous spread or topical application of silver,

wmzooa;aas:saz

-‘mdw
Otwious discolouration {tog) causad by Intradsamal sivar deposts {bottomy.
serious side-effects with chonic use. A clear warning label
shouki be mandatory on all silver-contsining drugs to
prevent argyrosis due to therapy or misuse.
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Case Report

Lovsest 2004; PS4 730
of Darmatokagy
WA LWkt MRCF,

Eappal  soralogy, myoobacterial and fungal

Granulomatous amoebic encephalitis

| ML Wiite RD Barkar, | R Salisborg A | Fife, § Bl cos, DC Worhorst, £ M Higgins

A 32-year-old man presentsd in March, 2003, with a
purple nodule on his righe elbow (Agure). He had had a
mmorcycle accdent im Bolivia the previous year,
sustining minor abrasions o the albow. A purpls mass
developed ar the same st months leeer, followed by

 gimilar nodoles on the wunk. He was otherwis

asymprarmatic and had no hissory of drug uss. We found
no palpable ymphadenopathy or hepatosplenomegaly.
We considered the dlagnoses of cutanspus ymphoma,
hupass vulgarts or deep fungal infiecdon. His fll blood
count, ured and elecirolytes, erythrocete sedimentation
rate, immunogiobuling, syphilis, yeast and HIV 1 and 2
cahure, and chest
were all unremarksble. His CD4 count was
621 (range: 775-1385) whil 2 normal CD8 coune. We
ook skin blopsies which showed dense non-caseating
gramulomata i the lower dermis with no donal
proliferation. We saresd loaconasole while swaiing
ubtures, bt the patient stopped treasment after 14 days.
B weeks later, he was admited in an aooe confusional
state. Cerebral CT showed mulipls space-ocoupying
lestons in the righe cerebral hemisphere with oedema,
hydrocephalus and a midiine shifi. This was conslseent
with cerebral lymphoma, inferton could no
be exchuded. Wi did another skin bliopsy which showed
amoebic gophozoles wihin gramulomata. Belewehic
serology was strongly postthee at 3 thire of 1°10000
dsseminased  Balowuethia  mandrillans

infection.

Wea staned o-ifimoazole, Empldn, kesnoonazobe
and artthromyon (500 myg dally) as well as
dexameshasone (4 myg qds) for cerebral oedema. The
patient deterioraved rapidly with swinging pyrexa of
41°C and died 2 weeks laver, In Sepsember, 2003. Post-
morem examinadon showed hemiaton Induced by
ralsed imra<ranial pressure. Smear of brain dssoe
showed B mandrllans, which was fsolated in oubiore at
Eirkbeck College, using human brain micovascular
endothaliz] cells.

Balamuthic mandnlariz 15 an amoeba originally
tzolated from the brain of a baboon. I has only recendy
been 1solated from the environmen:. It 15 noe easily
cubured s may be grown on agar seedad with viable
Acanthamoeba.” Balamushia encephalisls 15 very rare and
follows a prolonged cuaneous phase® The rouse of
imfection may be via the nasal mucosa or skin trauma,’
as i our padent with presumed inoculation from skin
abrasions. Haematogenows spread to the lungs or brain*
may cause vasculisls of cerebral wessels, leading o
haemorrhagic necrosts. This makes brain  blopsy
hazardous. Diagnosis 15 made on culnore, serology or
mmunofiuorescence, and ofien only afier desth.
Serology 15 relagvely non-invaskee, therefore 3 useful

Figure: Purple:nosdule ar che sice of an abrzsion sescained In Boleia

sreening test. Mary of the reporeed cases are children
and only two cases have survived.” They were trazted
with fAucytosine, pentamidine, Auconarole, sulfadlazine
and etther azithromydn or dartthromydn. In 2 cell-frea
n vitro sysbem, pentamidine appears o be most ackve
agent against B mandrllars. Opdmal weamment has not
yet heen defined. Given the extreme rary of infeacdon,
patlents with Falomudhia may dsplay deficient humaoral
Immune-responses of poor cellmedizeed Sty .
Preclse mechanisms have not yet besn idemtified
Balamuthia encephalitis has besn repomed with HIV
infecion, although many padens are oseensibly
Immunocompsetent. Our paHent's low CDM count may
have been a faoor i suscepibility. B mandrilars
should be considered in the comeext of 3 gramulomatous
skin conditon. an immune defact in thesa
patlents may help idensfy those ar risk of dhis faral
disease.
Feferences
1  Schusior FL, Dunnebacks TH, Boson GC, & 2l Eovirommensal
tsolaion of Balsrsahis mandniied s ssocaed wih a coa of
amabic encapbalids | s Misobid 200%; 1- 717530
1 Deol [, Roblads L, Meza A, Viveswra G5, Andrews B[

Eni:n]iulﬂ.dmu:hﬂ-lﬂngmh ariarmahiz mandrilony
Sﬂgmmﬂ El-16

&nﬂ:ﬂaﬁun
mmm 2 ]5]‘—56

i F. Eal hiz armabic encaph and
ﬁﬂpﬁnﬁ!gthﬂmpu_rmﬂimam

5 Doom TE, Sawyor MH, Billman G, Ednmﬂmdmmmc&
Surressfal weatmant of Balamuhia smoelric
mﬁlm{hl‘#mmﬂ]!ﬂl—'ll
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Case Report

1360

Lupin flour anaphylaxis
Michod Roddffe Genis Scodding Homy Morrow Brown

In Auypuest, 2004, 3 25-year-old woman was wransfemed o
hospital following 2 restauran: meal of chicken, French-
fried potatoes, and omlon the meal, her
mouth leched and her Hps and empgue samed o swell.
Fifieen mimuees laer she was having difficulty
breathing, her throatr had narrowed, and she felt very
wezk. An ambulance was cllad, anaphylaxts diagnosed,
and she was given imramuosoular adrenaline. In spie of
this wextment she contnued w0 deterlorate and during
the joumey o hospieal required cominuous eogen and
twi further doses of adrenaline. On armival, Imravenous
fiodds, hydrocordsone, and chlorphenimmine wers
ghven, and she recowered without furdher complicaons.
She had a history of mild asthma and ar the age of 15 had
had severe anaphylaxis after aating a peamue. Occastonal
minor allergic reacxions had ocourred since then due o
inadveren: peanu Peamut contaminadon of
the meal was therefore constderad the most lkaly causs
of her anaphylaxts. The restauran: chef assured her that
this was unlkely and referred her to the onfon ring
diseribuzor.

They informed her thar lupin four, an ingredien: of
the batter. might have caused her amack. An allergy
omsulan: (HMB) comacted the company and the
Anaphylacls Campaign (infogdanaphylaxs orguk) who
suggested allergy clinic referral. Skin prick tess were
dome e common inhalane allergens bue only birch
pollen was posttve. The skin prick test w0 peanoe (1:10
dilutton of the standardised ectracy) was stongly
positive, and the padent had posithve reactions to garden
pea and soya. Skin prick tesss w0 Brazill muos and
hazslmuts wirs . A made 1100 wiv wolume
eluate of lupin was prepared by micing lupin fAour with
sterile 1sowomic saline. A skin prick test was strongly
positive jweal diameter 14 mm). Specific IgE w hupin
{12-5 kUAfL; reference range, <0-35 kUASL) was
sdemitfied by the UniCAP tes: (Pharmaca Dlagnosics,
Uppsala, Sweden). The patien: was unwilling to undergo
an ozl challenge.

IgE-mediased food allergy 15 an impomam cause of
dangerous anaphylaxls. Peanues, ree mus such as Brazil
muts, cashew ms, or hazelmots, and seafood, are the
commonest causes in adukts. The first report of upin
allergy was in 1994 and involved a S-year-old girfl with a
known peamut allergy who developed urdcarla and
angioedema afier eating spaghet fordfied with hpin

| flour® Tupin four zllergy has been mainly reported 10

European patiemss known to be allerglc w0 other
legumes, pamdoularly peanut, sova or pea’* The first
repart of hupin anaphylaxs was in 1999, The prevalence
of lupin allergy has increased markedly in some

coumntries, especially in France, where the addidon of
Tupin flour o0 wheat four was first permiced In 19977 In

200, hupin was the fourth mose frequent canse of severs
food-assodzted anaphylaxis reponed o the Fremch
Allergy Network. Three cases of anaphylaxis
due w0 lupln have been reporeed from Australia, where
over BO0000 tonnes 15 grown anmually. Although mainky
In use as an animal feed, since 2001 1t has besn
inreasingly supplied w food mamafacamers s a
substhute for the more expenshe tradidonal cereal
grams. The Ausirallan Depanment of Agricuhure is
proposing hupin as the pex: major compesior e soya
beans. The use of lopin for human food has besn
permitted in the UK since 15996, A new directve on food
labelling came imo force tn Europe in November 2004
[2003/82/EC) requiring ford mamefacmrers w spedi
{cally list 12 poteniially allergic ingrediens (ghoten, fish,
CTUSEaCEans, aggs, paanues, soy, milk and datry products,
nuss, celery, mustard, sesame seed, and sulphives), and
thelr allergenic dertvatves. Lupin four is not induded
in this lseng in sphe of 3 recommendadon from the
UK-based Insinne of Food Scence & Technology.

The Food Standards Agency has advised us that & is
diffilt to assess the scope of Hs ouTen: use, bt unil
recently, lupin Aour was hmited o cenatn baked goods
Impaned from Europe. However, two of us (MJR and
GES) have since tdemiified a further case of Hie-
threatening anapiylids caused by hupin flour in an
Iralian apple tart and are investganng two other possible
cases. Withous knowledge of luptn four allergy all of
these eplsedes would have been misdiagnosed as
idiopathic anaphylacts. Further wirk will be required o
establish the prevalence and significance of hupin food
allergy. Meanwhile, those with peamue allergy (around
1% of the UK population, induding 250000 pre-school
children) appear to be at pardcular risk as up o half may
be pre-sensitsed These people should be advised to
avold all producs consatning lupin undl they can be
specfic@lly weswed.
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Case Report
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Placental site trophoblastic tumour arising from a partial

hydatidiform mole

Covds P, Rozam ary Fisher, M e | Sebie, basinLindoary | Richard Smith, W (Ghernn Mc(Tuggage Philip Savage Mishas | Sec

In June, 2003, a ¥9-year-okl woman had a rousdne shdo-
minal uhrasound 2t 12 weeks' gestation, which showed a
possible molar pregnancy. Diation and curetage (D&C)
showed 2 pardal hydstdiform mole {fgare, A} Flow
ovtometry showed that e dssue was wiplold We
montored the pateny's -human choronic

{BhOG), which retmed o pormal (<5 UL In
Wowember, 2003. In April, 2004, her BhOG was increasad,
and an abdominal uhrasound showed a gestational sac.
1 month laer, she developed vaginal bleeding mis-

© carmiage was suspected and DEC showed decsdua bt no

fetal ssue. The bieeding contimuad, her BhCG rematned
mised, and In June, 2004, a further D&C showed

hiseological
mophoblasdc wumour (PSTT) (figure, B). Her BhCG was
1924 TUJL. and a werne doppler ulirasound showed a
105 mil wens with a 4 om vascularissd mass ecending
im0 the lek admexs and ovary. Fullbody CT showed
bilzteral pulmonary metassses. MEL of the brain showed
no abnormalides. We smred her on systemic chemo-
therapy In comjuncion with imrathecs]l methotrewse as
propiylads for oombt ceneral nereous syssem diseasa
invohvement. BhOG resurmed o normal afier 11 wesks of
meatment, and the lefi adnexal and thoradc lestons
disappeared. She then had 3 hysserecromy and left sided
y to debulk any residus] momour.
showed that the only viable nmour
persisiad as tsolated cells in the ledk ovary (figure, C).
We genoeypad the patlens, her parmer, and the hismlo-
gical spacimens. There wene four fully infrmarve micro-
satellise polymorphizms, and the pardal mole showed
both masernally and patermally derbeed alleles. For wo of
these markers the molar dssue was trisomic with ome
matemal and two peternal alleles, and for the other wwo
markers the 2o of paemal w0 masernal DMNA was also

consisent with trisomy from one masemnal and o pat-
ernal comrbuitons. Genotyping therefore confirmed a
partial mole of dispermic origin. Analysts of the DNA
from the subsequent FSTT also showead pasernal allebes.
Raoth masernal alleles were present for 2ll markers tn the
DMA prepared from the wophoblassc dssue due W con-
tamination of the wmour sample wish nfilradng ma-
ermal cells. The propordon of maternal and pavernal DNA
showed that the PSTT oniginated in the previous pardal
hyissdtform mola. We geve the patent chemoeherapy for
2 further 8 weeks; when last seen in May, 2005, she was
healthy and had 3 normal senim concenmaton of phos.
Geswaionz] wophoblasic neoplasla 15 a group of

pregnancy-related  dsonders raoging from die pre
mallguammmpﬂemh}dmiﬁrmmulemﬂpama]mde
v the malignan: imvasive mole, chorocarcinoma, and
PSTT. Complete moles ocour tn about 1 per 1000 preg-
nancles and partial mobss 3 per 1000 pregnandes.'
Although boeh secrese BhCG, complets moles are diplotd
and neatly always androgenetic i ongin By consast,
partial miodes are triplold, constsing of one maernal and
twd patermal sets of chromosomes® Afier werine
evaruation, 16% of complete and 0-5% of panial moles
underge malignan: change' For complew moles this
maligman: change inchedes invaske mole, dioriocron-
oma, and PSTT. Pardal moles can ako change i
choriocamingma s have never been shown v progress
tr PSTT. PSTT & usmly owable if diagnossd within
4 years of the asocised pregrancy.’ Dealay in recognistng
malignan: change afier malar pregnency @n resuk in
haemorrhage, wering perforatlon, metastass, and dead).
Since parial moles can hecome choriocardnomas and
PSTTs, and dils malignant change can be effectively
detecsnd by stmply monisoring seTum ooncemradons of
phG, patients should be followed up afier panizsl malar
PrEgnancy.

phencype (HRE .42, (E] D&
specimen showing myomental infirracion by sheers of menomorphic cell:
with focaivansotarion (HEE 5 .po), and {C) kefr svarian section showing
single Infiraring cells sraining strongly (e CAM o).
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Superwarfarin poisoning

i Pavly Dominic | Howington, Kieran Vioong, GeoffF Sovidge, Riar) on-Mohamed Richord Kaczmarski

A ryear-old Indlan woman awended Hillingdon
Hospital with nausea, vomting abdominal patn,
haematuria, and bleeding gums in June, 2004. Her
medical history and physkal  eaminadon  were
unremarkable excepe for diffise gum blesding she had
no brutses. Blood veses showed a prothrombin
dme of =150 5 (normmal 9-12-6) and aoheased pardal
thromboplasedn dme (& PTT) of 92 5 {22-32), which was
firlly correcsed when mixed with nommal plasma (50:50).
Other iIvestigations cﬁbnnugm.ma,elaurdylzg.:md
Iver funcion tests) weme normal. The
ﬂrwghtnheﬂ:er&u}tufﬂmxdﬂ_ﬁnmq«andahe
wias gwen 10 mg of viamin K inravenously. Further
sdies confirmed defidency of viamin K-dependemt
facors: facwor X=1-3 UfdL (50-200) and facor
VII=3-5 UfdL {50-150%. Concenmradons of fackor V wera
normal at 118 UfdL {50-150). She was admiwed and the

gum bleeding stopped & h after she was ghen vimmin K.
12 h lzter her dotng remaimned abnormal (proshrombin
dme 53 5, APTT 59 5, and AFTT and INR 5-0). Further
doses of imtravenous visamin K (10 mg) datly for 3 days
fatlad o reaurn her tosts t0 normal. The next
day shewas not gven anyviamin K and her prochrombin
dme (150 5} and AFTT (56 &) beame dangerousky
prolonged. She was gheen viamin K 100 mg orlly each
day undl her dostng became normal on day 7. The dose
was then reduced w0 30 mg a day.

Serum was semt w0 5t Thomas' Hosphal where
sceening for viamin K anegonists showed the
modenticide {superwarfanin) brodifacoum (0-86 mg/T)
and commensurate elevatons n descarbogprosirombin
{70-79 AUmL [<0-2 AUfmL]) and viamin K0 23
epocide (41-36 pgf'L [=0-05 pgfl)), indicarive of viamin
K amagonssm. She demted fmeentiomal imgesdon of
superwarfann and thought # was unbikely that anybody
would delberassly wish 0 @use her harm. She was
unmarded and Hved with four fends. They prepared
mezls amd aee together. None of her friends had been (1L
We asked them o attend for blood tests. None of them
had abnormaltties in INR, or droolsory concentrations of
descarboxyprothrombin o visamin KO 2.3-epocide.
Hetsher the pasem’s general pracitioner nor Hillingdon
Hosphal's Acddens and department knes of
other cases of unexplained besding. She firmly refised o
allow us 1o repont her possoning o the police or public-
health authories, and would not accepe a pewchiaric
comsubadon. After extenslve disossion, we decided that
we were obliged o respect her wishes. We weswed her
blpod regulary for 77 days afier her discharge from
hospital During this dme, ciroolatory concemrations of
brodsfacoum fell to 0- 16 mgf L with a terminal half-ife of
31 days, while ralsed concentradons of descarboxypro-
thrombin  and viamin KO 23epxide pemised

{0-24 AUjmL and 205-34 pgyl, respeakvely). The
patient’s cloeting rematned normal afier viamin
K. she decided eo return v India and lefi the UK In
September, 2004.
Superwarfarin posoning should be suspectsd when
there 1s 3 severe defidency of viamin K-dependsnt
cloting facors of unknown aedology with a transiens or
no response o standard doses of viiamin K. Management
of soch pademss  gpically inwvobes  prolonged
admintsiradon of high dosss of viamin K. The
angeoagulant effect (indicsted by alevasd descar-
‘boxyprochrombin and vieamin K0 2.3-epodde ooncen-
trations) may persist in the absence of dewcble
brodifacoum. Although i has been over 20 years since the
first descripions of superwarfann rodemicide polsoning
in humans,' awareness of the problem among péysicans
remains minimal. Superwarfarins are pownt, highly
lipophilic  4-hydrocycournarin dertvathves  and  Hke
warfarin they ecen thetr anticoagulan: effoc by inhibeing
the viamin K epoxdde reductase enzyme complex that
TeryCles viamin K 23-epmide w0 viamin K
hydroquinone, the cofacor tequited by y-ghusmyl
carbinylase for the posetransladons]l modification of
coaguladon factors 11, VIL I, X, and cther polypeptides *
These compounds are available without restricons and
are used with inreasing frequency o comrol nfessation
of warfarin-resistamt rass. In the UK there & no statsnry
obligasion that requires reporeng of polsomng by
‘brodifacoum (or other superwariarin type rodenticides)
the public health =uthoriies or o the police. Self-
admintssration by aduls with Munchansen syndrome or
those atemptng suscdes, or accsdental ingesdon by
children, accoumt for the majoriy of reponed eplsodes of
posoning with viamin K amagoniss’ Incdences of
malicious polsoming are also known.t Repomning without
patents” oomsent would represemt 2 breach of
confidendaliey. Legal judgmenss have establshed that
patiemns” mght 0 privacy may be brasched bot only when
there 15 an overniding public fnterest® We question
whither the unresmriced availabiltty of superwarfarin-wpa
compounds should comtime.
Refenes
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Pharmacogenetics of morphine poisoning in a breastfed
neonate of a codeine-prescribed mother

Giddeon Keren, James Caims, Diovid Chityat Andven Gasdigh, Steven L zeder

In April, 2005, a full-termn healthy male infint, delivered
mﬂﬂy ghowed intermittent periods of difficulty in
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feeding and letharngy starting on day 7 During a
vmﬂ-hbypedummmd:yllﬂupudnmn:nmud
that the haby had regained hig birthweight. On day 12,
however, he had grey skin and hig milk intake had fallen.
He wig found dead on day 13. Postmortem analesis
showed no anatormical anomalies. Blood concentration of
marphine [the active metabalite of codeine) was 70 ng/ml
by g2 chromatogrphy-mass spectrometry (GC-M5—
mmhms&dhmadummmdumlnmuﬂy
harve Serum i of 0-2-2 ngfml’
The mother had been prescribed 8 combination
preparation of éodeine 30 myg and parcetime] 500 mg
after hirth for epigiotomy pain (initially two tablets every
12 h, reduced to half that doge from day 2 beciuse of
sommolente ind constipation). She continued the tablets
for 2 weeks. Becauge of poor neonatal feeding, she stored
milk on day 10, which was later assayed for morphine by
GC-MS5. A morphine concentration of B7 ngfml was
fund—the typical rnge of milk contentrations after
repeated maternal codeine ig 1-9-20-5 ng/ml at doges of
60 myg every & h.

Genotype analysis was done for rtochrome P450 206
[CY¥ P2D4), the enzyme catabysing the O-demethylation of
¢odeine to marphine.  The mother was heterozygous fora
CYP2D6*2A allede with CYP2DE*2¢2 gene duplication,
clagsified 2% an ultri-ripid metiboliser This genotpe
leads to incrested formation of morphine from codeine,
congigtent with the Sommnolence and constipation she
experienced.” The maternal grandfather, the father, and
the infint had two funetional CYP2D6 alldes (CYP2DEFY
*2 genotypes), clugified 28 ectendive metabolisers. The
maternal grindmother wag an ubtri-rapid metabolizer

The dinical and labortory pichure i3 congistent with
opioid toxicity leading to neonatal death. Most of the
amalgesic and central-nervous-system depredsint effecs
of codeine are gecondary to it metabolism to morphine

by CYPIDG® Meonates irvariably hive impaired capacity
to metabolige and eliminate morphine. Codeine ig a
commonly used analgesse afier labowr for pain associzted
with epigiotorny and clesarean gection. The Americn
Acaderry of Pedistrice lists endeine 28 compatible with
breastfeeding, despite bk of sufficient published data to
support thig recommendation! Thig case shows thar
polymorphigm of CYPZD6 can be life threstening for
gome breastfed babies. Given that the frequency of
CYP206 ultri-rapid metaboliser genotypes ranges from
1% in Finlind and Denmark to Mmﬂmeﬁ:md
Portsgal, and 29% in Ethiopia, this paly ik ig
dmﬂﬂrml’&mlmﬂmbemhﬂemd
o prevent life-threatening neonatal toodcity (table). Careful
followeup of brexstfeeding mothers uging codeine, and
their infimts, may be a useful approach. Testing of
mother—child pairt when the mother or neonate is
experienting Symptoms consitent with opioid toodcity
miy be necessary—eg somnolence, or poor milk intake.
The facilities to meagure morphine concentritions ire not
routine in most hospitals; in amy suspicions cte, nalmone
can reverse, and, therefore, coroborate opicid ocicity.
Ahbove all, avoidance of endeine we during bresstfeeding,
with it# use being retsined 2% second or third hne for
uneontralled pain, could akio overt this sination. Whitever
climical approach is taken, codeine cannot be congidersd
ag a gafe drug for all infins during breasteeding.
el Milker

et b e | o 1 8% 9 T
T Mijer UA. Fl w5 of b s doug rissctionss. LERcE

2000 356 BEET-TL.
1 Gasche Y, DusiY, Fatl M, il Codiiss imhisssson isodisd with

uhtrimigid CYFID% stabectiorn. N Engl [ Mad 2004; 351 22731
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Eu:t:h- =
* Bachgrond Taw“’mw%m o
3 jeappl 2 722

Acdom Adranmages Disadanmages
Bovoid o e paraceamol neonaral iy Ponemial uncomuroled manemal pain
o7 s ¥ g
#oyvid high-doe mdeine [240 mgidally} formore Minimises potenial neonasl ooy Subopuimal masemal pain coml
than atew days Dose may 2l be oo higha dose for v rapkd
metaboler
Bovoid g g codein I neonacal mxldry Lz of the benefius of brerteeding
Infiorm and manhor moher and boby forsigrsol A bilioy 10 incensene arty and prevent serous Farenual andery and taise positve identficasion of
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Chikungunya: an epidemic in real time

Patrick Bodenmann, Bloke Genton

On Fab 15, 2006, 3 28-year-old woman atended our clinsc
because of fiver, headache, and phowophobia thar had
lasted for 3 days and rash of 1 day's duration. 2 days earler
she had remumed from a Zweek wrip s Mauritus. She
reponied  mary mosquio bises dnrmg her mp. On

therewas painfl ing

and a mamulopapular rash on her umk (figore), and her
thighs; knees, wrists, and hands were painful The
defferential diagnosts included Chikungurya fiver becauss
of the condnuing and large epldemic in Maurkths,” te
comparblechronology, and the eypical clinical presensation.
Less ltkely disgnoses were primary HIV infection,
rickettsiosls, malarta, and dengue, gyphoid, or relapsing
fever (see wewfeveravel.ch for desatls on disferensial
dizgnosts)’ Rapid diagnosdc wese and migoscopy wera
negatve for malaria. Full Hood coum showed 2 low whie-
cell coune [2-8«10°L; normal range 4-MeddPyL) and
manodymsis (15%; 2-8%). Mo other laborasory wests wene
done odher than semlogy for Chikungunya.

and followed wp as an ouspatent. Chikungumnya fever was
later confirmed by serology Tesuls (IgM posigve 0-42
[posttive 1f =0-15] and 1gG negative [positve B »0-10] on
Feb 15; IgM 3-51 and IgG 0-72 on Feb 28). When the
pasent was List seen on Feb 23, 2006, fever had subsided
bur diffizse anthralgla on both hands persisved.

Chilunguny & o d by Aedes aegymi or

A albopfous. In his originagl repont of this arbovimsts,
Robinson® mendoned fever (1005 of the cases dlagnosed
on 1a Réunion), anhralgla (100%), mmyalgla (9979,
headache (B43¢), and diffuse maculopapular rash [33%).

Chikungunya means the flness of the bendad walker;
indeed, arthralgla = ofien severe and can persts: for a long
time—12% of padems have chronic arthralgla 3 years after
orses of fllness.* During the recent epidemic in the Indian
Ocean 1slands, 13 cases of meningoencephalits have been
confirmed, which could suggest that the presem sirain is
‘more vinilent than those causing previous epidemics; st
cases were diagnosad in neonases whoss mothers had
comeraceed the vinus 48 h before ghving birth and sk tn
elderly people. 77 death centficates 1ssued in the reglon
‘betwaen Jan 1, 2006, and March 2, 2006, state Chikungunya
as the canse of death, but, for mos: of them, there was
underying comorhidity (median age 78 years). Thanks to
the rapid devalopment of temet survelllancs Detworks,
more developed counertes can be informed 1n real tme
abous the dynamic ofan epidemic thar powendally threarens
travellers health. Chikungunya on La Reunion 1s a good
example: once the epidemic worsened in Jamuary, 2006,
reports Tapldly acoumulsted with detatled descripion of
clinical cases, rase, and type of complications. However,
the local populavon had s wait for the firs: @ses In
tourists w0 see the deployment of effective coneol
measures. As taval-medicine physidans, we were
pressurised by the media and our patsents to give Informed
advice on whether to go or w0 cancel a planned journey.
Afier thorough assessment of the doouments avatlable on
the imemer, we developed recommendatons based on the
evidence from several disssse-qurvelllance systems ™ We
suongly discouraged pregnant women, fmiles with
young children, people alder than 70 years, and thoss with
significan: comorbidiy from travelling o the Indian
Ocean islands. We informed other pasents about the
magnivade of the Hsk of conracung the disesase and le
them decde according o thetr own judgmen: We
retnforced the message on protective Mezsures agalns:

allow the consmm modificdon of preventhe and
therapemic measures.
I

cimwisdgments:
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in Mainland China

Honge Yu, Yuslang Shy, Shiiong H, HongZhang, Zh
Yiuromji Guso, Moncy Cox, WilinolLim, DexinLi Yo Wang, Weishong Yong

Om Oct &, 2005, 2 previously healdy 12year-old g in
mrzl Hunan, China, developed fever, sore throat, and
cough. She consuked 2 village outpadens dindc 4 days
laser, and was admitsed to the local hospital on Oct 13. On
admission she had a fever (40-4°C), and chest

showed shadowing in the lefi middle and lower lobes.
Elood tests showed whise cell ocoune 3-28x 1071
kmphocytes 0-64:x 107 L. platslets 941001, alanine
aminatransfirase 801U/, and creasnine %9 mmalf L On
Ot 16, she was taken w0 the Hunan Frovindal Children's
Hospital because of ineasing dyspnoea and cyanosks.
Chest radiography showed diffuse bilsteral consolidation

meamment, and she was inbawd and vensllaed on e
same day. She diad of aouse respiratory diswess syndnome,
disseminated imravasoular coagulavion, and muhsorgan
distress syndrome on O 17.

In the meantme, her 3year-old brother developed fover
and cough on Oct 10. He was admisted =0 hospieal on
Oct 17 where he responded to eamment mchuding
amantadine, ribawirin, conscosterolds, and brosd spec-
trurn antibioeics; he was discharged on Now 12. At his final
folloer-up on Dec'®, 2005, he remained asympeomardc.

Under the nagonwide survelllance sysiem essablished
i July, 2004, patens admisged with pneumonta of
unexplained ongn are reponed s the Chinese Center for
Disagse Comtrol and Prevension. This family duster was
recogmised on Oct 18, Like other families in the rural area,
backyand poultry-ralsing s commonly pracdsed; befors
the outbreak, the family had 22 chickens and five ducks
kepe In cages in a confined area adjacent o the bathroom
and tofles within the house. Bacause of the Kagonal Day
holidays (from O 1 w0 Ot 7), children were in the houss
for a longer pertod of #me. Itwas nowd In retrospect that
a fewr chickens and ducks had bagun o die in the villags
from Sepe 16. Betwesn Oct 6 and Oct 12, up 4o sk binds in
the affecwed housshold died per day; by Oc 19, only
one chicken and one dock remaimed alve. The
mother cooked the dead and dying birds for consump-
ton by the family. The padems’ close comacts—totalling
191 persons—were all healthy following medical chser-
vadon for 10 days afier thelr last exposure to the two
cases. Only one senum spectmen taken 8 days afier onset
of sympeoms could be obtained from the girl, which was
negative for H5-specifc andbodies in both micronetral-
taron and haemagghirination-inhibislon assays agatnst
the AfHunan-Xlangean-he/13/2006 vins, which was
tolased from the only lve chicken remaining in the

g Gon, Healan Then, Jie Dang, (wiling ¥e, YeZhong, Mipaon Xiang, Min Wang,

homechold. The boy's samples, collected on days B, 17,
and 22 after the onset of the {liness, showed a 4-fold or
greater Tise in antbody tire. Throat swabs fr RT-PCR
were, however, negathve. The HA gene of the vins is
closaly relased eo that of H5N1 vimmses 1solaved from
pouliry In Fujlan Province in 2005, belonging o clade 3.
The aminoadd restdues imeohed in the recepaor-

siee of haemagglusimin are similar o those of ocher H3
vimses, with o2-3 sialic add recepior inding specificity,
and the haemagghminin has a polybasic aminoacd
cleavage site (RERRRRR) "

The 12-year-old g in the duster 15 the firse dinlcally
diagnosed case of human H5N1 mfeodon repored in
mainland China, 8 years afier the fimt dooumensed
outhresk in Hong Kong.* Althaugh anoeher family chuster
in Hang Kong in 2003 gave a previous history of travel o
Fujian Prowince, the spadfic soume of the infectons was
not ascertained ! Clindcally, the respiratory disiess in the
Infiecwed children was stmilar wo that repored alsewhere,
and human-to-human transmission appeared o be nef-
Adient.* It 15 plausible that our mses had acquired the vims
from diseased poulry rather than fiom one anodher. Our
Invesdgation the major public health chal-
lenges in the unique seting of backyard farming whera
Infierdon comrol measures remain w0 be improved, and
wheTe acoess o and tretment 15 ofien Brmsed
Huopefully, lessons from this and other cases will be trans-
lased inen effectve serategles to minimise the adverse impact
of pathogenic H5N 1 infecelons.
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Collapse, reported seizure—and an unexpected pill

David MWood, Paul | Dargan, Jermnfar Burtton, David W Halt, Honno Dwasha, lohn Romseg Alson L ones

In May, 2006, an a Bank Holidiy weekend, an 18year-cld
woman presented to in innercity London emergency
department. She had been at a nightclub with friends
and punchased tablets, which she understood to be
Ecstigy or amfstamines, from 8 dealer. After ingesting
five tablets, she collapged in the nightelub and appeared
to hive 3 deimure lasting 10 min. On amrival in the
emergency department, the was agitited and had dilated

wig detected ot 3 concentration of 2-5 mgf L Toxicologieal
streening of the same fe=rum @ample did not detect the
pregence of other piperizines, other dmgs, or ethanol. &
tahlet purchased by the patient [fignure) was also analysed,
and found o éontain -benrylpiperasine.
I'henaylpiperazrine is one of the piperazine family of
dnags, initially developed a8 veterinary anthelmintic agents
in the 19508, Is chemical struacture is similar to thae of

T“ff-"'*;'“'-m pupils (B mm), sinus tachycardia (156 bpmy), and 2 blood  amfetirmine * Fiperarines are marketed in the UK where
u.-..-.-m...n..ﬂl...l_l pressure of 130f5] mm Hg. Her score on the Glasgow  they are legally svailable in shops and over the internet, as
BW17 08, U andFacety of  Comma Scale was 15 and she was apyrexial (35-9°C). She  having similar effects to controlled recrestional doogs; pills
Hualth, Unbeeitty of  hayd mo sigmificant past medical history and was on o contiining pipersines are known 22 “pep pills™* No
A__':m:_‘:; regular medication. refisble dita are svailibleon the consurnption of piperrines
- She was one of geven patients i atend the department  in the UK. although one mamufschurer daims that “over
DeDmatocs  that might with a similir presentation. We therefore 20 million pills have been congumed in New Zeabmd with
Devidwood@ottsbaut  Congidered it possible that she had taken a contaminated no deaths, or gignificant beting injuries™* However, in
drug, or 2 substince not previowsly sold in the arex; andwe  initial dinical trials of Fhensylpiperizine, adverse effects
took 2 gerumn simple for anabysis, in addition to treating  gimilir o thoge of amfetamines were noted * A progpective
the patient gymptomatically with intrvenous  study in New Zealand identified adverge effects inchiding
benzodiarepines (4 mg lorizepam followed by 15 mg niuses, vomiting, tachyeandia, hypertension, amodety, and
diyzepam). Afier 12 h, she wig agympiomatic and aﬁuﬁmmﬂpﬁmﬂmﬁmhm
dmscharged with advice o avoid recreational drags. The  departments after i ingestion.® Seirres
gerum sarmple wag dmalyeed by gas chmomatography with  were reported in 15 (199, atup to 8 h after ingestion. Thres
mass-gpectrometric detection (GCME); 1henrylpiperazine  patients had potentzally hife-thredtening returrent Seinires
ingestion of Fhenzylpiperizine by these patients was
A confirmed by toxicological sereening of their urine. Other
potentilly  gerious  adverse  effects  inchoded QT
profongation (e durasion 430-4%0 ms in 32 patients) and
hyponatrasmia [gerum sodivm concentration 118 mmol/ T
Chnicians should be sware of the potential presenting
: festures of piperizine toxicity, pasticulady beciuse
commercially available urine todoological screening kits
Exdrugsufahsemqmdunupupumﬁﬂm
with i of
lbmylplpmzuuﬂﬁnuldhuanmlﬂ]blﬂquCGm
sk featres of cardictoricity. They should be cheerved for
- up to B h afier ingestion, becansze the onget of seinres can
bedahyui.hmﬂmmghmubehudmh&mu]
TR Further r cin require the advice
@_ d'admﬂl-:n:nlngm_
,—N H—H
= T e Al e
1 pmnh:&lmﬂ—sugqﬁm?ﬂpuh.lmp:mw o
npnp-pihm:wpmdnpdlm
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Small bowel enteropathy associated with chronic low-dose

aspirin therapy

'Wailkl L eung | ngqvar Bjormason, Vincert W SWong, |oseph | Y Sung, Fronas K L Chen

In Agpril, 2005, a P¢yearold Chinese man presented with
gevere iron defidency anaemia (haemoglobin 67 g/1). He
had no history of peptic wlter disssge and there were no
signs or symptoms of gastrointestinal bleeding or dissise

He had had a myocardial infirction in 1999, ind had been
taking aspirin B} myg daily gince then; he wis not using
amy non-steroidal anti-inflammatory dnegs [NSAIDS) o
herbal preparitions. Upper amd lower gastrointestinal
endogcopy failed to identify any bleeding lesions. He was
supportively tringfuged, and misoprogtol 400 pg dily was
empirically added.

In the subsequent 7 months, he had a progressive drop
in hasmoglobin from 106 g/ L (post-transfusion) to 54 gL
He developed bilateral ankle cedema, with serum albumin
concentrition dropping from 39 gL o 23 g/ L There was
o proteinuria and the cnse of hypoalbuminaemia was
sugpected o be losz from the gastrointestingl tace. A
which i purporied to be 3 sensitive test for 3 protein
loging enteropathy, wat nommal. Small bowe cipgule
endogcopy [(Oympus, Tokyo, Japan), however, showed
multiple small bowel ulcers, particulady in the ileal region
[figure A and B). In view of the posgible link between
withheld A repeat capsule endoscopy 3 months Later
showed a few small healing emasions only {figure Cand D).
When last geen in July, 2006, our p:l.l:.cnt remained

relisble teste for examining the small
advent of capsule endnm:py and
cin

prevalence of NSAID-er : h
about ?l:ﬁsul'r:g-uhr}lsun nsers ]n-ve semall 1
erogiond ind uleers® Here we ilustrate 2 cage of gevere
entermpathy induced by low-dose aspirin that has many
striking gimilarities with MSAID-enteropathy. Alhowgh
agpirin at ant-nfammatory doog doges Gm cauge stomach
and dundenal ulcers, it i@ generally believed that aspirin
dioes not cinge any small bowel damage baged on intestinal
permeability and faecal mfammatory marker studies * Cur
ohtervation not only challenges the safety of aspitin on
gmall bowel muoss bt aleo raises questions about the

i with no oed: or (haemaglohi
mg{dlhmdbsm:hmmwﬂﬂml
Emall bowe] injury is increagingly recognised o be an
impartant complication of NEATD therapy. NSA DS ciige
varying degrees of gmall bowel mjury from increased
intestinal permeahility, intestinal mﬂ.‘lnmﬂmn,pmlcm
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Varicella vaccination in a child with acute lymphoblastic

leukaemia

André Schrauder, Comelia Herke-Genda, Kat frin Seidemann, Michael Sasse. Gunnar Corio, Anjo Moeridee, Martin Schrappe, Albert Heim,

HAremin'Wesss

In fuly, 2003, during reinduction trestrment 5 momnths after
dizgnogis of acute hmphoblastic lenkaemia (ALT), 2 4-year-
She had been treated according toprotoco] ALL-BFM 2000,
Gmﬂmmdmﬂrmdmbmepmﬂﬂmdshmadun
signs of cerebral b i ul v showed
:nmhrpdluumdmmgnsd’mnrvmu—uﬁdtﬂu
digezie. Her skin appeared normal, with mo vesicular
raghes Blood tests showed only raiged concentrations
of aminotransferises. During the next few  hours,
she developed respirstony nsufficiency, petechize, hasma-
tomas, and vegicular k=tions of the oral and vaginal
mucrsal. Ehﬂ:emmafmmdu#mgm&mms
Gnse, intrvenous treatment with pa , sulbactym,
tobramycin, IgG. and aciclovir was initisted . 48 h afier the
farst setmure, her liboratory test results deteriorated, with
increaging to 20864 UfL and 6029 WL, respectively, and
the full blood cell tount indicated pancyiopenia. Within
12 h, she developsd multi-organ faihoe (liver, renal, and
cinculitory Grihare, and soute respirstony distress syndrome
[ARDS]), necessitating artificial ventilation. Sercstats for
varicellr-roster vines [VZV) was negative, but PCR for VZV
wag pogitive in peripheral blood samples [Fl0# genome
copies per ml]. VEV was abio isclied from a
nmasopharyngeal swab but not from cercbrospinal flusd
PCHR analyzis of peripheral blood was negative for hepatitis
Band C vinges, herpes simplex vinug 1 and 2, Epstein-Barr
virmus, grtomegalovinus, adenovimus, enterovirus, human
herpes vims 6, and parvovinus B19. High doges of VIV-

IgG were added to the treatment. Despite haemodialysis
and ventilation, the child died of progressive ARDS and

muti-organ filure 10 days after admission.
Om receiving the pogitive VZV-PCR rﬁl.llﬂ..'lll.cmd]:u
recalled that her ﬂlug]:rh:r‘hul received bve

VEZV infection and showed that viremia was cused by
the VEV vatcine strain OFA [figure). Vacrination was
done 5 months afier complete remission had been
achieved; at that time lymphoorte count wag more than
1- 5 WL, and chemotherapy was intermupted for 1 week
before and after vaccination.

Deaths affer vaccinations with numerous attenuted
vimuzes are well established Fatal wild-type VZV infections
hinve been reported in A LL patients during chemotherapy®
and afier bone-marrow cell mansplantation” Therefore,
VIV vawination # 3 useful, ind generilly sccepted,
therapeutic meagure for patients with ALL in rermiggion.
Studies of VZV vaccination 34 months after autologous
stem-cell transplantation.! ind in eady ALL maintenince
therapy, did not show faal side-effects. However, any
interruption of maintenance therapy in ALL cimn adversely
affect mutcome for the patient. In our patient, bver Sihoe
developed 5 weeks after VZV vactination, which indscates
longstanding replication of OKA strain in the liver This
suggestion accords with observations of late onset of
complicitions [fever, vegicles, and severe hepatitis] in
immunocompromiged patents afier VZV vactination.
Therefore, a]ﬂnug}l we  Cannot ﬁj.l]}' exchude  that
imtensification of chemotherapy could hawve aggravated
her sympioms, we fuggest that VEV vaccination in
seromegative children with leukaemi, whoare in complete
remigsion for atleast 17 months, should not be undertaken
until at bexst 9 months after the end of immumesuppresgive
tregatment findhading maintenamice therapy) and not before
a lymphocyte count of at least 1-5c10PfL hag been
ascertyined. In addition, high-risk patients should remain
under cloge surveillimis in the aitical phase (6 weeks after
vaigination) so that immediate antiviral treatrnent with
aticlovir cim be initisted in $ymptomatic children.

VIV vaccine (Varilrix) at another hospital 32 days before
the onget of gymptoms. Partial sequencing of VIV genes
3E and 54' igclated from the patient evcluded 3 wild-type
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Gardening can seriously damage your health
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In May, 2007, o &F-yearold man was admitted with 2
l-week history of productive cough, pleuritic chest pain,
increaging shorness nfhreaﬂ:.ﬁemer.mdnqﬂgn He
smoked ten cigarettes per diy, and worked 28 2 welder;
]ie]:ﬂdmal]:ermediﬂ]]:d&h:q-ufnnle, and had
previously been in good health. Omn presentation, his
redpirttion rate wat 30 breaths per min, ind he had 2
fever |387C). There were coarse crackles throughout both
hings. The patient had newtrophilia {17 3 10% L; white
cell ¢ount 18-Gx10°L), but was ales hmphopenic
[0 1P L). Chest radiography showed many irregular
nodubes throughout both lungs. Intravenous eo-amorick
and clarithromycin were started for 2 presumed
commmunity-acijuired pneumonis. However, the fever
and dyspnoea did not abate. 2 days afier admission, a
C-readtiveprotein concentration of 442 mg/L (417 mg/L
on  admisgion) Suggested that inflammation was
increaging: chest radiography ghowed extensive congoli-
dation and nodular shadowing throughout both hings
[fgure). After further blood tests and sputom cultures
were taken, fludocacillin was added. However, 24 h Later,
the patient became 2o short of breath despite supple-
mentary ooygen, that he was transferred o the intensive-
care umit (ICU). Hisarterial lood had a pH of 7-17, FaDy
aof -2 kPa, PaCOy of 6-6 kPa, and hage deficit of 9-5.
Serial blood gas measurements showed that endotracheal
intubation and ventilition were not providing adequate
gz exchange With signs of overwhelming sepsis,
inchuding tachycardia, hypotension, pyrexia, and
worening renal function, we preseribed 3n inotrope
[morepinephrine) and scivated protein C and referred
the patient to 2 regional specialist unit, for probable etra-
corporeal membrane copgenation (ECMO). An HIV test
wag negative, but Aspergillus firmipens had grown from

‘twn sputurn sEamples. On cloger questioning, the patient's

led that hig gymp had started less than
Rhtﬁnhhﬂ&mﬁmmudphlmﬂﬂ:
in the garden, when clouds of dust had engulfed him.
Before transfer, we strted trestment with intevenous
lipogomal amphotericin B.

Om arrival at the regional centre, less than 12 h afier
admisgion o our ICU, the patient was given venoremous
ECMO via his femoral veins. Despite being given
increaging damounts of inotropez, he remained by poten-
sive and developed acute renal fiihure. Contimaous haemo-
diafiltration wag begun, but his acidogis worsened and
further treatment esclation was considered inappro-
priate. ECMO was withdrown afier 72 h; the patient died
thortly thereafier. The disgnogie of aspergillosiz was
confirmed when the Mycology Referente Centre, Leeds,
UK, analyged two gerum samples, collected before the
patient’s transfer. The first sample comtined a high
aspergillis  galactomannin  antigen  tite  (index
vahue 25-46, pogitive »0-5); the second sxmple showed
signficant aspergillus ansibodies (40 mgA ).
Aspergillus spores are often found on decaying plant
matter. Inhalxtion of gpores can ciuge allergic broncho-
pulmonary aspergillogis, pulmonary aspergilloma, or
pulmonary  aspergillogis—which can be atumte and
imasgive, a8 in our patient, or chronic and necrotiging.
Unlike most patients with acute, invagive aspergillosis,
our patient did not feem to be immunosuppressed;
however, smoking and welding could hive damaged his
lungs, increaging hiz vulnerbiliy? Since he died 20
quickly, we cannot exchade the possibility that he had an
undetected immunodeficiency! Acute agpergillogic after
comtact with deciyed plint matter 18 rire, but may be
congidersd an ocotupational harard for grdeners
Prompt tregtment with @n appropriate intravenous
antifimgal agent i2 esgential Alhough lipogomal
amphotericin B has been used in such cizes, and was
recommended treatment of choice within our hoepital
trust at the time of this cse more recent guidelines
suggest voricondazole may curmmently be the optimum
empirical therapy."
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Of pigs and pregnancy

Monigu el Andersson, Jon Hughes, Fiona H Gardon, Sarrreen i, Motthew Donati

In March, 2007, a 31-y=ar-old woman was advised by her
midwife to attend the antenatal] department at St Michael's
Hospital, becimge she had been itching all over her body
for a week She was 24 weeks pregnant. She had been
pregnant twice before. Her first pregnancy had ended in
migcarriage, at 11 weeks, and her gecond in intrinaterine
death, at 30 weeks. The cise of intrnterine death had
not been identified; 3 thrombophilia sereen and lver
fumction tests had given normal resobts. The medical
higtory was otherwize unremarkahle.
The patient had no rash. Blood pressure, and findings
on basie neurological somination, were normal. Although
she wag not pundiced, and had no gigne of chronic lver
digeate, liver function was very abnommal {figure); blood
test results were otherwise normal. Uhragonography of
the fetus, and doppler ultrssonography of the umbilical
artery [UA), showed nothing abnormal. An sutnantibody
SCreen wis negative; tesss showed no evidence of recent or
active infection with hepatitis A, B, or C vinses, grio-
megalovine, Epstein-Barr ving, herpes gimplex vinss,
adenovitug, parvovirug  B19, tocoplisma,  chlammyedia,
M}mﬂmamﬂmm or } fever. HIV-antibody testing
e 3 negative result. Histopathology of a lver biopsy
sample showed no fbrogis or drrhogis; however, we sw 2
patchy hymphooptic infiltrate, and interfice hepatits
[e, pietemes] necmogiz). These findings were congigtent
with dutnimrmune active chronic hepatitis. We therefore
giave the patient a steriod. The patient had no apparent
risk factors for hepatitis E: she had not recently been
ahroad, had not eaten any unusual foods, and did not live
in an area of increased risk! Nonetheless, a8 part of our
routine gcreen, we Sent 3 blood sample o 3 reference
hbumm-_r mtﬂ.ﬁrbepﬂhnsﬂhmgﬂurunﬂ.md:rnf

Ressults woere normal, exeept for & rangiently reduced AFI,
and increaged pulsnility of the UA, at 7 weeks. We
gradally reduced the dose of the steriod, so it was
discontinued at just over 7 weeks. [ust before dis-
contimzition, liver unction test redults started to improve;
at amund the same time, we received the hepatitis E test
Lﬂulﬂ Hep:mnsE IgM and genotype 3 RMA were

4 Tecent, ‘hthonmes infection! We
mﬁml&dﬂmuﬂﬁzmilgﬂ,mdﬁm
serocomversion. At 34 weeks, the patient's membranes
ruptured, 20 bBbour was induced by sdminitration of
prostaglindin. A healthy baby, weighing 1-85 kg, was
delivered.

Hepatitis E i# cauged by 3 gmall, non-enveloped vims
with an RMA genome. Trangmisgion i@ faecal-oral;
witershorne epidemics hive been described in some
refource-poor Countries, such a8 Sudim (Darfur) and
India. The virs i found in pigs. Contact with pigs, or
with certain foods (shellfish, pig liver, venison, boar),
geems to be linked to sporadic infections in developed
Countries.'? Simce 2004, the number nl:-mpnrh:d cases of
hepatitis E in the UK has substantially increaged. White
men more than 55 years of age, living in coastal or
eshorine areag, hive been stpecially vulnerable ' People
whoge infection seems unrelated to travel have 2 vims
with genotype 3, dogely relited to that found in Britizh
pige’ Hepatitit E vins @n ciuge no Symptoms, self
limiting  hepatitic, or acute liver filure; imeounc-
compromiged patients are at risk of chronic infection * In
late pregnancy, infection cn be especially severe, and
cauge fetal infection; infection cnuging jaundice is
asenciated with intrnuterine  death, stillbirth, and
premiture defivery! We do not think that infection with

oW weekly,

I itig E cnsed our patient’s previous stillbirth, sinee,

Mm@tmhmﬂﬂﬂmzmﬂn
[AFI), and doing doppler ubtrsonography of the UA
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o Blirobir.
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J I
| 6
lo =
E
ban 3
k]
lma
Stwvoad theragy Lo
a T T T T T T T T T _ T T T T T T o
‘?‘f‘:'\d'dﬁ‘?‘?‘?‘?&&‘w‘?‘?#‘? '.1*‘*‘?
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Fige: Hepanis E I pregancy

s

atlhemo&'tueumem.herml’n:muﬂg acute.
However, hepatitis infection may hive ciuged the
trangient probable fetal distress ar 37 weeks; we were
unahle i measure fetal antibodies, to test this hypothesis.
Inmmm:wiihal]:ﬂ'g,"-‘“bdimthﬂttslingrnr
hepatitic E should be routine in the UK, in cases of
rmald. Bnh al o

1 Iﬂ.shmwﬁ. M it Md‘mwwunuim

Quhmmhg:-l

:hm_rl‘qﬁ:mmﬁi!tlﬁﬁ-‘.ll
HR, Thurairiga H, it al. fareecbebeonmm
hnpth:!mmumg]ud._r Fepas 2007, 14: 304-09.
3 Eamiir N, Sebes |, Moy [M, ot al. Hopasitis Evin and deniie
hupaseis in eogan-transplant civipicsss. N Engl [ Mad 2008;
TR AT
4 Puzi 5, Kumic A, Teiwadi 55, Puri M, Sarin SK. Miternal and fitsl
inabeoeEE B et With drute hepesss Evin sdfiction.
Anx [maers Misd 207, 147: 18-32.
3 wummnmludm = E
Wirses e @ cin of heparitis in
] Viral Fepas 200; 1: 140-46.
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RC#39 — FLEMING, J.D.; McSORLEY, A.; BATES, K.M. Blood, semen, and an
innocent man. The Lancet, v. 371, n. 9616, p. 958, 2008.

Case Report
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Blood, semen, and an innocent man

Jlohn Diawid Flemning, Amanda McSodey. Kersten Morgan Bates

In Aungust, 2007, a 30yearold doctoral student, from
Migeria bast living in London, noticed bright red blood in
hig sjaculate. The problem pergisted for 2 months, 2o he
went to 2ee his general practitioner. There was no history
of mjury to the genitals or the prostate; the patient had
uged barrier contraception with his current and previous
two girliriends. The patient was not phy sically eximined,
but was adviged to sttend a walk-in genitourinary climic.
When he did g0, 3 days later, hig blood p e Wik

or gonorrhoe. An el=ttrocardiogram showed severe lefi-
ventricular hypertrophy; radicgraphy of the chest showed
no evidence of sortic coanctation. Fundostopy showed
bilsteral papilloedema, but no heemomhages. Ul
sonography showed kidneys of nommal sire, without
cygts. CT of the abdomen showed nothing abnormal—
and specifically, no adrenal masges. The patient's blood
preggure was lowered gradally, over several days, with
arrilodipi tpril, and i ahyceryl trimitrate:;

memﬁgﬁzwﬂmmsqmﬁ@mm

zemt to hospital. There, reg with a
mamual sphygmomanometer, gave a blood presgure of
around 239141 mm Hg, in both arms.

The patient's blocd pressure had b=t been measured
10 years before, when he had been told it was 2 litthe
high™. He had never taken antihypertensive drugs. He
had been feeling entirely well, although, on cloge
questioning, he deseribed having had 2 nozeblead and
headache 2 months before noticing the blood in his
ejaculate. He had no other relevant medical higtory, and
was a lifelong non-smoker. Inspection showed no signs
af Cushing's syndrome, scromegaly, or systemic sclerogis.
and rectal examination, showed nothing abnormal—
notably, radicfermaral delyy and renal bruits were absent,
and the patient scored /1 on the abbreviated mental
tesit seore. Dipatick testing of urine showed much protein,
but not blood. Urine microscopy showed no casts. Blood
test showed nothing abnormal: notably, condentrations
of caleiurm, creatinine, C-reactive protein, aaoantibodies,
and prostite-specific antigen were normal. Serological
and immunalogical testing showed oo evidence of HIV
or tuberculogis, rﬂpeﬂ:rrl:l}' Micragcopy :ndc-ulhne uF

Figare: Retinal photography of 2 mam with malignant hyperemion

‘meanwhile, we took three 24-h urine collections: after the
collections wers done, we started trestment with stenolol,
hiving stopped the ghyceryl trinitrate. Urinary concen-
trations of catecholamines were normal, confirming that
the patient did not have a phasochromocytormna. Retinal
photography showed regalution of the papillosdema, but
many cottonwoal gpots and nerve-fibre-byer (“lame”)
ba.unnrrhzg\s (Bigure—eondistent with grade 3 hyper
e retinopathy. The pligma reninaldosterone ratio

Bmmmmsﬁsmnﬂh«mmm
hyperaldogteronigm. The patient was dischanged 10 days
after admission. When List seen by us, in late November,
2007, his blood pressure wag around 150f'%6 mm Hg; he
continued to feel well, and had no blood in his semen.

Ham:mpu-mn i# moft commonly ciused by
i som or injury—including trogenic infury from
taking biopsy samples of the prostate” Other ciuses
incdude stones, cysts, vasoolar abnormalitiss—and gevere
hypertension,! which ciuges an estimated 5% of cases®
Maligrant hypertension is defined 28 blood pressure over
180/HM) mm Hg. with papilloedema or retinal haemor-
thage " Although malignam hypertengion @n oceur in
esgential hypertengion, ciuses of 2etondary hypertension
ghould alwiays be gought Apart from hasmatospermia,
mpumwu:qmpmmu:mnmmdmxur
people with Lig hyp ! N heless, lefi-
ventricular hypertrophy, proteinuria, and retinopathy
indicated pronounced end-organ damage, congistent
with severe, longstanding hypertension.
A cimowisdgment:
Wi thanle Peul Kinneer and [obm Arnold, for oplthalsskgiesl roview
and pichnicsl suppors.
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In-laws, insecticide—and a mimic of brain death

John Victor Peter, Apy T Probhakos, K ishare Pic
In December, 2006, 2 2&year-old woman from Andhra
Pradesh, India, impulsively swallowed 50 mL of phorate
[2 diethy] organophosphoms insecticide) after quarrelling
with her huskand's family, with whom ghe lived. Her in-
Lows saw her vomit and briefly loge consciousness—and,
smiperting what che had done, took her by moped o a

local hospital. The patientwas given gaseric Livage, before

cholinesterage was 254 IWfmL [normal range 3000—
G000 TUfmL). During the coma, findings on eximination
were birgely congigtent with brain death: otulocephalic,
pupillary, comeal, and deep-tendon reflexss were abgent;
the patient did not react to painful stimuli or caloric
stirmulation; ghe did not breathe spontaneously. Unlike
in brain death, howeves, the pupils remained constricted.

being ferred by ambul. to the
department at our hospital, 400 km awiy. The panent
arrived 9 h 30 min after her guicide attempt Her
giddiness and vomiting had persgisted, and she now also
had abdominal pain; but she was stable.

5 h after amival, the patent became increagingly
breathless; her arterial oopgen saturation decresged o
T, necesgitating intubation and ventilation. She was
transferred to our intendive-cire unit. We prescribed
atropine, at 4 mg'h, o ocounteract the effecs of
organophosphate. Although the chest idiograph was
clear, we suspected that the breathlessness was ciuged by
agpiration, and prescribed penicillin and levofmacin. We
also prescribed morphine and lorazepam, to keep the
patient comfortable but eagily arousable. We titrated the
doge of atropine to the patient's heart rate, but aimed also
for quiet bowel sounds, pupils that were neither
contracted nor dilited, a clmrsounding chest, and a
systolic blood presture higher than %0 mm Hg The
patient recovered steadily until her 4th day in hospital,
when her score on the Glsgow coma scale |GCOS)
decreased to BT (figure), prompting us to discomtinue
gadition. Ower the next 12 h, the patient's limbes trembled
and jerked, although she did not have ssinures; we noted
that the musculir tone of the limbs had increaged. The
GCS score then decreased to 3T over the next 12-24 ho
We could not find any crge for the coma, other than
organophosphate poisoning, despite doing blood tests
[including arterial blood gages), CT of the head, 2 lumbar
puncture, and monitoring the patient's arterial oopgen
saturations. The Serum concentration of peewdo-

F & 7 & 9§ W 1 1 @I 1§ 1B B

potsoning

Figre:
Since the veral component of the GCS cnnot be 2T meed In the G5

‘ghveen oma scale of Z1- 10T, where 7 seg

103, and 10T s equvalemn 15,

An electy phalog: showed global suppression of
cortical activity. We contimued to preseribe atropine. After
5 days of deep coma, the patient started to recover, and
wiz fully comscious by day 15 She later developed
poeumonia, but was disdharged from the hospital, in
good health, after 3 39-day stay. When last seen, in March,
2007, che was well.
Organophosphates  inhibit  acepdcholinesterage,
ciging overstimulstion of nicotink, muscarinic, and
central  acetylcholine receptors.  Mewrological mani-
festations of organophosphate poisoming range from
amuiety, restleginess, and tremord o Seizures, central
respiratory deprestion, and coma." Althowgh neurological
manifestations  are wsually observed shorly  after
poigoning oerurs, they can be delayed ® Recognition of

ingecticide wag absorbed by the patient's body fat, and
released geveral days into her hospital sty * Patients who
hive swiallowed lipid-s¢oluble organophosphates may
benefit from trestment with m:mes which separae
hogphate from Ach for longer
than 'l:ﬂttnﬂ who have swallowed other organo-
phosphates. By contrast, gaseric lwvage may oot be
helpful,’ althowgh patients” relatives may demand it, 23 2
gign that all possible efons are being made Most
hoepitals in rural India are able to provide gastric lvage
and atropine—however, few are able to intubate and
ventilate the patient, and many prefer to avoid the legal
and adminigtrative complications of suicide sttempes.
Banning the most tic pesticides in China and India
could gave more than 150000 lves 2 year®
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E.; SCHULMAN, R.; GRANT,

SINGER, M. HIN1 pneumonitis treated with
intravenous zanamivir. The Lancet, v. 374, n. 9694, p. 1036, 2009.

H1N1 pneumonitis treated with intravenous zanamivir

IMichod! Kidd, Jim Down, B eni Nostow!i, Rob Shodman, Poud R Gront, Dowd ] Howell, Menom Singer

Om July 8, 2009, a 22-year-old woman, neutropenic after
chemotherapy for Hodgkin's disease, was referred o
ICU with 3 daye' (d) inereaging dyspnoes, hilateral chest
infiltrates, and laboratory-confirmed pandemic HINL
2009 influenz vird infection not regponding to ogela-
mivir 75 mg twice dily and booad-spectrum  amti-
microbials [meropenem, teicoplinin, and cgpofungin).
Mo other organigms were detected from blood or
respiratory tract. Detedoration necessitited  imeagive
ventilation from ICU d 3 {figure). She remained in gingle
organ failure requiring high indpired oopgen, protective
hang ventilation [tidal vohimes <68 mIfkg), and neutral
fluid balince. Hydrocortisone was given (d 3-6), then
gradually reduced and digcontinued (d 13). Neutropenia
recovered by d 6, athough lymphopenis remained
[“h'ppmch:] High level HIN1 BNA was detected in
bromchoalveolar lavage 1BM.] on d 10, d.spmz [
ﬁgmmﬂiﬂwﬂ@wh ulized

repeat sample taken the next day was negative. In view of
her immunosuppresssd state and ongoing rmphopenia,
inhaled ranamivir was stitted a2 3 precaution, although
her dinical stanag remained unchanged.

Deeathe due to pandemic HIN are primarily relited to
Severe regpiratory Bibure” Chur patient did not regpond to
extensive anthviral treatment and 2 weeks' mechamical
ventilation. RT-PCR detects viral RNA rather than infec-
tious vims, bt B uted to Semi-uantitatively agsess
replication. The small difference in C, between d 10
and 16 implisd contimed high-level replication. Effective
treatment depends on adequate enteral  absorption
[oseltamivir) ind an uninhibited access o the infected
redpiritogy tissue (mmamivir). In view of high vwohime
adequate drag abeorption, and dinical improvemnent was
not forthtoming, we uged intrvenms  funhicenssd)
wir High doging achieves effesctive respicitory

[d 613). Treatment escalation on d 1316 deliver=d
neither clinical nor virological responge (figure).

On d 16, intavenous mmamivir 600 mg twice daily
[provided by GlimoSmithKline, Brentford, Middlesex) was
started as unlicenged antiviral monotherapy; agresment
for use was granted by the Hospital Formubary Committes
and next af kin. Methylprednisolone was also sarted. Cur
patient’s condition improved within 48 h, with a decreaze
in BAL viral load on d 21. She was sxtubated on d 21 and
digcharged o the ward on d M. Antiviral and sternid
treatment were Stopped on d 26 and d 28, respectively.
Singe ICU discharge che remaing stable Of four
nagopharymgeal swabs taken post-ICU, the third, gken
on d 10 post-ICU, showed HINI RNA C,of 24, althowgh a

[ |

[E] o

Mebwinec” zarwrwe [T mg be romd &1 . — |

epithelial concentrations and i well-tolerated ** Our patient:
incomsisteniies, the changs in BAL C from 23 to 30 after
5 d treatrnent indicates in spprovimate 128-fold &l in
viral load Persisting highlevel HIN1 replication may
drive ongoing hing inflammation ind fitrosis (implied by
our patent’s poor hing complisnce). We resoned that
high-doge corticosternids, although this approach may be
tongidered controversial and # not recommended in treat-
‘ment guidelines." However, controlled trials are Bcking and
a rationale does exist for the use of coricosteraids in
Am‘ﬂﬂuug!\mmsam#e:mmpmlanddum

couriges prompt further investigation, bath alone and in
combination with high-doge methylprednisolone.
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Case Report

Variant (JD in an individval heterozygous for PRNP codon 129
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A Iyearold man was sdmitted to hospital in fune, 2008,
with a I3-month higtory of persomality change, progressive
ungeadiness, and intellectual decline. He complained of
severs leg pain and poor memary. 2 months later he de
veloped visual hallucinations and falsely believed he had
am abdominal humour. Symptoms wontened over the nect
3 months. In October, 2008, his store on the mini mental
Stite eomination was 26/30. Purtuit eye movements
were saceadic. He had a powt reflex. There was mild sty
in the arme. His legs were severely atic with brisk
tendon reflexes and a left extensor plantir regponge. He
needed two crutches to walk, Medical higtory included
tomsillectomy  and removal of 3 cervical mph node
15 years previoush but he had never had a blood trans-
fusion or reteived implmtation of other hurman taswes.
EEG showed slow wave activity. CSF protein, ghenge,
and ¢ell eount were normal but the 143-3 protein was
pzitive. MR of the brain was congigtent with the pulvinar
sign (fgure A). Although not all newroradiologists con-

assesiment showed smmetrical higher signal in the pul-
vinar muclei than the caudste e (hgure B). BErtensive
sereens for genetic, metabolic, and manimrmme digseages,
including those induced by neoplista, were negative. PRNF
amalysis did not show any known disssesssociated
mutitions; todon 129 was heteromygous. A clinical dsag-
nogig of variant Creutrfelds-Jakob digseage frC) D) wis made
on the bagis of 3 charsceristic dinical onget and progres-
sion, evchugion of other disgnoses, and MRI findings.
Sporadic CJD was judged unlikely given the combinastion
of young age, dinical festures, MRI findings, and ahgence
of ptendnperiodic compleves on EEG. Hig cirers did not
he diied in Jarmaary, 2009, Autopsy was not done.

inherited astiologies, show wide phenoty pic heterogenesty,
amd are associsted with propagition of nfections prions of

Fgare:
(A} Incresssed sigral Incensity in the pulvinar nuciews hitaierally [amow).
(B MR sigral Imeeresy In he pubinar (Pu) s Higher than in the head of the
icausdare nudie (T} putamen (7], and dght inonal white mames FsM].

iy distinet Strain types! Since 1994, about 200 cites of
v, cmsally related to ecposure o bovine spongiform
encephalopathy (BSE] prions, have been identified world-
wide vC]D ig generally seen in young adules, has charae-
of infectivity, and 4 distinctive type 4 [London dassifics-
tiom] moletular strin type' A polymorphism at codon 129
[entoding methionine or valine] of the human prion
prodein gene |FRNP), constitutes 2 powerful susceptibilite
factor in all gpes of prion disesse In vCD, every case
gemotyped o dite has been methionine homosygows. In
the other acquired prion diseages, cages have otourred in
all genotypes but with different mean incubation periods,’
which can gpan decades? PRN P codon 129 heterooygotes
generally have the longest incubation periods. There iz a
report of 2 recipient of 2 blood trinsfugion from a donor
incubating v2] Dwho died of unrelated cnizes but showed
gigne of prion infedion #t Jutopsy and was FENF
codon 129 heternaygows.? Animal studies have suggested
in people with variows PRN P codon 129 genotypes. ** The
majority of the UK population have potentially heen
expaged to BSE prions but the extent of dinically silent
infection remaing undear. About a thind of the UK
‘population are FRN P todon 129 methionine homosy gous.
Ifindividuals with other genotypes ire similady susceptible
to developing prion digeite afier BSE prion expogure, but
with longer incubation perinds, further ciges, which may
or miy not mest disgnostic iteria for w20, would be
expeded in these PENFP todon 129 genotypes. Howeves,
that cages of viO]D o dite may have umgoal combinations
of genotypes at these lod, yet to be fully charscterised.

‘Conorbamors

Al i Wins ol i Sracuion bt digynos, cere ol e patient,

and prapacation of thi repoct. Writhn coest to publish was shesinal.

‘Conflkors of Inpevest

[ i dhiiacior il ekl of DG L, o i spris-cut

commpansy in the feld of pricn disisss diageeosis, decontsrinasion,

i py. Thise orthvier ssthres) dackios it thay hive no conflacts of intimist.
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Case Report
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Painless jaundice with serial multi-organ dysfunction

Arezow Khesroshah |ames R3tong. Danid 5 Fratt, Vibrom Dshpande, | ofs H Stone

In April, 2008, a G8-year-old man presented to ws with
pruritug and painless jaundice. 2 years eardier, he had
developed aprtic stenosis and undergone replacement of 2
biugpid aortic vabe and hig dilated ascending aorta
Preoperative stessment showed extensive mediastinal
amd hilar ymphadenopathy. A mph node obtained at the
time of hig surgery howed follicular hyperplasia. Patho-
logy of the aort wast recorded 3% chronic sclemging aors-
2. 1year biter, he developed nodular, painless swellings in
hoth submandibular regions. A disgnogis of sialadenitiz
wag made. The submandibular ghind swelling wared and
waned but remained lagely asymptomatic 'When he
presented tous, total bilinabin was 88-92 pmuolf L (nommal
<20-52 pmalfl), direet bilirubin was 53-01 pmalfL
F=11-97 pmolfL), and alkaline phosphatase was 400 UYL
=120 LY L). CT of hiz abdomen showed a lypodense kegion
in the ver and intrahepatic ductal dilatation, suggestive
of malignant diseste. Thers was alio 3 mantle of soft
tidue anterior to the aort (figure A). Endoscopic retro-
grade chalingiopimereatmgraphy showed an wloerited,
stenotic papilla, with no evidence of malignant disease
Hi# #@mptoms: and hyperbiirubinaemis  improved
fallowing 2 papillotory.

His jaundice returned 2 months bter A repeat CT
showed enlargement of the pancrextic head and 2 opstic
legion within the pancreas. His ESR was 128 mmjh
[normal <20 mmfh). We remained concerned about

deterted malignane di Hi , biopsy of the
pancTerE wad negative for cartinoma. Liver biopsy showed
a ymphoplagmactic infilttate, with pogitive staining for
1G4 ffignre B). His serum IgG was 41-6 g/L (nommal: 6-14
1o 12-95 g1), B6% afwhichwas IgG4 [oeal 1pG4 35-E0g/L;
normal «1-35 gfL). Review of his aortic surgery specimen
from 2 years sxrlier also demonstrated intenge staining of
plisma cells within the adventitia for 1G4 [figure C).
Prednisome 40 mgfday led to 2 return to normal mardkers
af liver fmetion and serum 15564 concentrations indtially;

Flgore: T amd o

msmmnm:mmnm“nmmwumlmmmm

ml'lsm'mg_fbrlgt.—“ sma el (T g 400}, [T} Re Tt
'g'lﬂ'!ﬂhm-

1494

arathioprine was added when our patient did not respond.
o the ghwocorticeid tiper When kst seen in March, 2009,
he was agymptomatic on 12 -5 mg of prednisome.

Chrr patient had IpGérelated systemic disease. His
mandibular glinds. The concept of IgGd-related systemic
digeage has emerged in the past several years from a
climical entity known 32 Sutoimrme  pancrestitis.
Autoimrmume pancreatitis frequently mimics adenoearci-
noma of the pancreas by ciging painkss jumdice, and
hag been disgnoged in 7% of patients undergping the
Whipple proctedure! IgGérelited Systemic dieste cin
affect various organs and anaomical sies, including the
aorta, kidney, lung, ind prostate® Most patients hive
marked increase of serum 1G4 concentrations. Foensive
depogition of IgG4-pogitve plagma cells and T-hmphooyte
gysternic diseases share certiin pathological feanires
irrespective of the affected omgan. Tumorss swelling,
diffise rmphoplasmacytc infiltction, and obliterative
phlebitis are tommon and have been reported in the
setting of inflammatory shdominal sortic aneusysm* The
digeage ooturs predominantly in older men, & frequenty
asanciated with lymphadenopathy, and responds well to
ghucocorticnid therapy. The serum oncentration of IgG4
can gerve 28 3 biomarker for tregtment responge. The triad
of 1gG4 concentration »1-35 gL, infikration of =509
Igﬂhﬂmamﬂsmmndﬁhuuum&muhs
been ag i Criterza
Hunevcr. |]:u.- pm:ube pﬂﬂnphpnlug« of thiz diseise
remaing unclear. IgG4 may be 3 coumter-regulbitory
mechanigm to an cheive primay infammatony process.
IgGd-related systemic diteste is 3 potential cnge of mult-
organ syttem dysfunction and 3 mimicker of makigramey.
The diseage & responsive o immumosuppressive therapy,
and should therefore be bomne in mind when a suspected
[

Al guthirs eomeribsied s passent management snd in Weiting the napect.
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In September, 2007, an 1F-month-old girl pregented to
us with intractable inflammatory bowel disease; she had
Crohn'slike colitis with formation of perianal and
rectovaginal fistulae. Colonoscopy and histology of
biopsy samples showed extengive wléeration of the
ileum and focal active colitis with areas of patchy
eryptitis and polymorphs entering surfice epithelium
[fgure]. Her colitie wig resistant to treatment with
immunosuppressants, ind the was treated surgically.
In February, 2000, an B-month-ald boy also pregented to
ut with diagrrhoea and rectal bleeding: his symptoms
had started when he was 3 months old. The appearance
of hiz bowel wall at eolonoscopy, and histological
features were similir to thoge of our first patient;
treatment with immunosuppressants  was  also
unsuceessful Frtensive immunological tests in both
patients showed no striking abnormalities. The children
were both from conganguineous marrisges of South
Agian parents.

W have recently found rutations in the interdekin-10
receptor that ciuge Severe colitis in patients younger
thain 12 months' Swh patientt have abrogated
interbeukin-10 gignalling and present with excessive
inflammation and a phenotype regembling inflammatory
horwrel digease ! Our two patients did not have mutations
in the interleukin-10 receptor genes, therefore we
gequenced the interlmukin-10 gene il We assumed
that mutstions there could mimic the phenotype
obgerved in patients with interleukin-10 receptor
mutations and might lead to 2 gimilir phenotype o
interleukin-W-deficient mice’ Both patients had a
homorygous mistense mutation 3t codon 113 that
regulted in the replacement of a ghcine regidue with
arginine; the parents were heterozygous for this
mutation [(#ee webappendix figure 1). We tested
100 healthy controls for this mutation; they all showed
wild-type Sequences. The mutition was also absemt
from genome databases inchoding HGMD, Engembl,

Focal arbee colieks, with normal aschieciure bur aress of parchy crypeizk: (armows) and chresers of pol mompie:

A ouher speciic femunes.

and 1000 Genomes. The online tool Polymorphism
might be dimaging, and molecular modelling with
Swiss PDB viewer indicated changes in the formation
of hydrogen bonds that might affect the tertiary stucure
of interdeukin-10 and its dimerigation [gee webappendix
figure 7). To imvestigate whether the mutation is
deletericus, we synthegised wild-type and mmataed
imterleukin-10 in vitro. AS evpected, commerncial [RED,
UK} and inwvitro-gynthesized wildtype intedeukin-10,
but mot the mutated interleukin-10, suppressed
lipopolysaccharide-medisted release of tumour necmsis
factor @ (measured by ELISA:; Peprotech, UK} in
figure 3). Both patients were given a final diagnosis of
early-omget inflammatory bowel disease due o oa
mtation in interleukin-10. Owing to the resistnes to
trestment, bonemarrow  transplintation hag  besn
offered to both children. The girl has started conditioning
for her bone marmw transplint. The boy had his
trangplant in August 2010 and has greatly improved.
Diegpite the importance of interleukin- 10 for intestinal
immunity, in prientswith Crohn's diseage recombinant
human  interleukin-10 did not induce significant
remigsion ’ The ue of genetically modified bacteria jeg,
Logococoes spp) that secrete the human protein could
be an attractive therapy option, but ite efficasy in
patients  with interleukin-10 mubtions:  remaing
unproven.® Cur clinical cages underine the importance
Exome sequencing, which enables analysis of all eoding
regions of the genome, might allow identification of
further mutations cimging chromic inflammation of
the gut*
Coneribumes
B and EG devignid thicshuly and wrobs the rapert; M5hoand ME
vl firr she putiinse 50 did the histopatbelagy; EG, MP, wl NF did
the experimants. Writhen cossent o pablishwis obtained
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Altered pain perception in schizophrenia

Hirerchi Morakomi, Nooki Tomasawa, Maki Yemeshito, Shinobu Tokayeoy, TabechiMNigawomn, jun Matow, Toshihio Suda

In Jume, 2009, a 5lyear-old woman presented with a
4-day history of abdominal swelling and fever, and a
2-week history of loss of appetite. There wag no history
of abdominal pain or nanses. She was febrile [(38-47C)
and her abdomen was swollen ot soft withoat
spontaneous pain or tenderness. She had a history of
schizophrenia since the age of 40 years which was well
controlled with perogpirone 12 mg/day and quetispine
150 mg/day. At the age of 45 years, she was diagnoged
with diabetes mellitug and had achieved good ghycasmic
control (HbA, 6-5%) with biphagic insulin aspart
30 (6 Uyday). There was no sign of obvious peripheral
neuropathy. Laboratnry test results showed normooytic
andemia [haemoglobin 95 /1), leucocytnsis (13- 0L}
with neutrophilia [91-5%), high concentration of
C-reactive protein (129 mg/L), and nommal liver and
kidney function. Urinalysic showed negative protein
and no leueneytogis. Chest diography showed normal
lungs with no cardisc enlirgement. Abdominal CT
showed a birge volume of partly encapsulated ascites
[fAgure). The peritoneum in her pelvic cavigy was
thickened, and ascites in the right infe abdominal

turbid, gelHlike material filled the abdominal city with
retention of puz in the pouch of Douglas. The sppendix
was necrotic and comtyined fecolith. The bacterial
peritonitis wag suspscted to be cinged by perforation
asgocisted with acute sppendicitis. Postoperative course
wig uneventful, ind the patient recovered. When lasz
geen in October, 2009, the patient was well.

Even though our patient had 3 purulent pan-peritonitis
canged by @ perforated appendix, she did not present
with abdominal piin, tendernesg, or  guarding.
Diminighed pain $ensitivity or logs of pain Sensation in
people with schizophrenia has previously been reported
in cages of scute myocardial infarction and perforated
gastrointestinal  tract® Clinically, diminigshed pain
sengitivity in &chizophrenia hag been linked to key
features of the disorder, such a3 positive symptoms,
affective flattening, or atention deficits. Disturbances
in dopamine, Servtonin, ghramate, and opicids have
been propoged to account for hypoalgesia in
schizophrenia * Hypoalgesia in schizophrenia hag been
reported throughout the acute phasge of illnesges and in

dx i stable or drug-free patients; neuroleptic

cavity contiined caleification and air [figure). The
aspirated aseitic fuid had an unpleasant smell and was
suppurated. Culbture of the fhid was positive for pyogenic
agents, including Prpoarepococms 5pp and  Baclhes
subidis. Blood culture was negative. We diagnosed severs
bacterial pan-peritonitis.

Surprigingly, her general condition was stable and she
did not eomplain of any abdominil pain. Abdominal
drainage wag done and antihiotics started (imipenem/
cilaszatin 1- 5 gfday). but her symptoms did not improve.
Therefore, laparotomy was done on the seventh day of
admiggion. Om laparotomy, a brge amount of yellowish,

Figre:Abcominal €T mn:mnmwamm

cany
I che iy v ey, Cakcificamion and air (amows) are vishie

Farcy
hrherlgu inferior epen.

dmgs hive been suggested to have minor analgesic
effects’ DHabetes ooturs in people with schizophrenia
two to four times more often than in the general
population.’ Compared with people without disbetes,
ippendu‘.'l.ts in people with dizbetes i2 more likely to
retult in pedorition or other lications" Decreaged
pain Sengation may resultin aggrnam of the condition
and in 2 delay of diagnodis and tregtment Our cade is
an important reminder that people with schizrophrenia
do not always present with typical clinical feanures of
acute abdominal digeage pathology.

Conoribus:
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Writtin consent 10 publzsh wes obtsined

References

1 Marchsnd WE, Sirots B, Marhls HT, Lisiry TM, Brhank CF,
Balliagyer M. Oxrreenan oof pac s sk secges] diserdies i
pipchose paticess. N Eugl [ Mad 195%; 260 580-35.

I Poevin 5, Stp E Tempir A, etal. Pan peecption ia schizopbmsar
0 chumg in difuse nosous inhilssecy conteols [DNIC] bt & lack
oof i sersssation. | Pryckdar Res 2008 42 MIW-16.

1 ViritD, Sevs HA, Altindag A Lack of pein in schizopousie
i it s W s i Wi brurssed el sputised
G Moy Prychdary 2008; 30: 38485,

4 Rouills F, Sorbers F. Scbopophmenis and disbose epidisssobegieal
date Eur Prpchckaery 2005; B0 {Sappl 4] 534548

5 'Mmhhcw,dﬂmﬁnﬂmslwm
sppendicitia i dishetic patints Am | Serp B00%; 196 1439,

www thebnom com Vol TS Manch &, 2010


DBD
PUC-Rio - Certificação Digital Nº 1012074/CA


PUC-RiIo - Certificacédo Digital N° 1012074/CA

196

RC#46 — SAMMLER, E.M.; FOLEY, P.L.; LAUDER, G.D.; WILSON, S.J,;
GOUDIE, AR.; O'RIORDAN, J.I. A harmless high?. The Lancet, v. 376, n.
9742, p. 742, 2010.

Case Report

Lencet 2000 77 41

Dapart rmarits of Masroiogy
JEM Sarrmber MID,

PLFaly MPCF,

] Wikon MBCRE,
J1CrRrcdan M, Biochemicsl
Mucicins [T [ Lawcer M), and.
Maicina (A F Coadin MRLF),
Kirewalh Hopital s Medical
Echoel, Durndss, LK
Lormmpcrdence ke

Exther M Sarsm by, Dopartmant
of Neuralegry Ninswsls Hoapical
rd Msciical Scbe] Durclen:
Din =5%, UK
waarmminr@nbanat

fL s

A harmless high?

EstferM Sommie;, Peter L Foley, Govin D Lovder, Simon | Wikson, Ardrew R Goudie, jonathon | ORiardan

In March, 2010, a 15-year-old girl presented o our accident
and emergency departoent with altered mental stanes,
mauged, dnd vomiting. During the previous evening she
had been out with friends, and had consumed a white
powdery substance together with alechal. On the day of
symptoms that ¢ould not be attributed to 3 hangover and
presenied tous in the afternoon. Upon armival, our patient
wag somnolent with 8 Glugow Coma Score of 11 ghe
opened her eyesin responde o speech, uttered inappropriate
words, amd localised o pain Blood pressure was
106858 mm Hg; pulte rte was 54 heate per min; respinitory
ratewas 15 breaths per min; and ear-temperature was 367
Arterial blood gas amahysis and 12-lead electrocardingram
were normal. Thers was no evidence of external injury,
neck stiffness, or lncaliging neurological gigne. Her pupils
mdﬂ:mdhmmhl@tﬁuemmppﬂhodmﬂ.
The inder of the physscal wag 1
Brsin CT scin was unremarkable; however, the
cerebrogpinal fluid [C5F) opening pressure during hembar
puncture in the lateral decubitug pogition was rised at
350 mm of water. The CSF was otherwige normal with no
hyponatraemia at 118 mmol/ L Other relevant blood teszs
included: potasshurm, 4- 5 mmol/ L bicarbonate, 33 mmaolfL;
wrea, 3-3 mmolfl; creatinine, 46 wmol/L; and blood
ghwrge, 5-3 mmol/l. Serom cemolaliy was low at
256 mmolfkg whers urine cemolality was high ot
742 mmol kg, We suspected drug intorication and did gas
&mm:mgnphrmmspemamwnf&:pmfsm

1

thi# wad unequivocally pogitive for  mepl

raiged intracramial pressure wag made. The patient was
managed with fluid restriction and dioge surveillainee. Her
electrolyte imbalanice regolved over 24 h and she became
alert and oriented, with no focsl neurological abnormalites
other than mild dysphagia and anterograde ammnesia.
Three days after admisgion, cerebral MRID showed
maltifoeal subeortical gignal abnormalities (fgure). Owver
the: next few days her symptoms gradually improved and
at follow-up in My, 2010, ghe had made 3 full recovery.

Mephedrone i@ 2 synthetic derivate of cathinone, a
monoamine alkaloid found in the shub Ceha edulls; it
haz amphetaminelike poychostmubmt efecss” This
drug'gsuytmhhﬁqmdmnsmmasalqﬂh@:

16, 2000, pcmﬁhngurmmﬂyugmqﬂ:ﬂdmmlsﬂzﬂﬂm
the UE? Litthe i# known about mephedrone’s mechanism
of action, spectrum of dinical signs and rmptoms, and in
particular, potential neurotoric effects® Giwven it chemical
structure, mephedrone i thought to stimulate releage and
inhibit reuptike of monoamine neurotransmitters? There
i% amnple evidence that other amphetimines such a8 ecstasy
are associated with dinically signifcant hy ponatraemia **
Excessive sweating with electrolyte logs and increased fhuid
intake may be comfounding factors, but there @@ aleo
evidence from human and imimal stedies of ecstasy-
induced  gecretion of antidhoretic hormone  [ADH)

diated via i We think that mephedrone, like

metabolites, but was negative for opioids, methadone,
barbfturates, eocaine, cannabimoids, akeohol, benso-
diazepines, and armphetarmnines inclding ecstasy. Analysis
uf'ﬂ:end:ﬂepmﬂcrwﬂﬂnﬂ&tﬂm‘lhmep‘bﬂbumzh

h induced srvoliemie
hypu—:mnumhypmmawﬂeu:cphlupﬂ:ymd

[Figore: Cerebyral M FI 3 darys afeer admission

Cororl FLAR (1} and 2 72wy | al
whise maner sy I che: fromal and parietal lobes with
sparing of he pons

ecgtagy, promotes Serotonin-mediated ADH relesse, and
'ﬂﬂt:mq:bﬂhunemd:mdsynd:umenflmwuprﬂle

ADH gscretion lted in our patient’s hype

and altered ment] sttms, In the dinical setting, it ig
important to be sware of the possibility of mephedrone
Conoribumors

A sty Wiern i olved with easaging thi patien and writing e
mapert. Writsen consine to prablish wis clesinml.

References:

1 Woul DM, Davies 5, Pack icx B, atal. R ional ke of

ﬂwmm MM with enciatind
ity [ Mind Tkl [ periis) De00: WOLIONE ]

o
s1V1E-000-0008-5
1 Wamsseck AR, Mazsden |, Mitchoson | Whee sburld b doae sboot
rmphustrose® BM]; J0: c1605
1 200 No. 1207 DANGEROUS DRUGE. The Misuse of Dnggs Act
1571 wmmnmqmwww
DA i pdf faccssind Aug 3, 2000},
4 Ressnson ], Smallin C, Specer KA, Blase P, Olson KR Patserss of
sy pestsitrantia in Califorss. Anm Emep Mad 2007,
316471, Tl el
5 Hancy JA, Fallon JK, Kiessan AT, Hute A, Cowan DA, Forsling M.
Lovw-dlecis MOMA. | ooy ™) andes vioprsian scnson. L
199E; 351 B4,

weww thelancer oom Vol 376 Auguest 28, 2000


DBD
PUC-Rio - Certificação Digital Nº 1012074/CA


PUC-RiIo - Certificacédo Digital N° 1012074/CA

197

RC#47 — SCHEMBRI, G.; SCHOBER, P. Killing two birds with one stone. The
Lancet, v. 377, n. 9759, p. 96, 2011.

Case Report

Lenocet J0100; 377 265
Dpartmant of Garitouiny
and HN Muadicine. Lakastar
Poyal bnfrmary, Laicmar, LK
1 Schembx M RCF,

F Schober FROPY
omepondence b

Dl Schember; Marchesisr
Comvirn For Sl Hudith, Thae:
Hatheruags Centre, 780 lpper
Brock Stresl, Mancheds,
Miz OFH, LE
gabrishcbambri@gmal.om

For the Patant we etz ware
rpmbentsorlineomy)
¥ DGR bl

Killing two birds with one stone

Gabrie Schembr, Pouwl Schober

In Septemnber, 2008, 3 Sé-yearold man pregented to our
department with fever, myalgia, pharyngitis, and a
maculopapular skin eruption. He reported  having
unprotected ex with 2 man 2 months prior to the onset
of hit symptoms. He was disgnoded with HIV
gerpiorversion dlness in view of a high HIV viral load
[+14 280000 enpies per ml) and 4 third generstion HIV
antibody test that was weakly positive. During routine
HIV follow-up in March 2009, his previously nommal
alkaline phosphataze had rigen to 486 IUJL and his
alanine aminotransferase was 185 IUJL His total
wlnbmwﬂlSmlechﬁmsymphmsuuplEx

multiple large gtones in the gallbladder but was otherwise
normal. Hig antimitochondrial antibody was stongly
pagitive (14000 IgG, M2 and M4 pogitive), comgistent
with a diagnogis of primary hiliary cirmhogis. A bver
biopsy showed damaged interdobular bile duwcts, with
granulomas, and increased amoumts of eosinophilic
eytoplasm and intraepithelial inflammatory cedls, also

typical of primary biliary drrhosis.
In April, 2009, hig CD4 count wag 360 cells per pl, and
hee wrag started on fowir 245 myg, icitabine 200 myg,

and efivireny G600 mg once daily. In fune, 2009, owing to
to lopinavir 400 my and ftonavir 100 my tablets twice
daily. Untodemycholic acid was introduiced at a dose of
15 mg'ky per day in Movemnber, 2009, Hig liver function
tests improved considerably once antivetroviral therapy
wag introduced [figure). In May, 2010, after 13 months of
trextment with anti-retroviral therapy, and & months of
mﬂn&my&n&ﬂih&hﬂﬁmtﬂummmﬂl
Hiz imitochondrial i to 1250
Using a brnched chain I:,-Imd:.um assy
[Quanti-Gene™ Affymetrin, California, USA) we found
that serum from our patient was strongly positive for
hurman betaretrovins RMA. He waslast seen in June, 2000,

P A AT Y R R AR
T [rocethn)
Figare: Allaline phoptacse AL T levets

and was afymptomatic, with no clinical or biochemical
evidence of cirrhogie. Hig HIV wvims was completely
supprested  and his CDd4  count  increaged to
580 cellz per gl

In 2003, a human betaretrovirug dogely relaed to
mouse mammary tumour vims wag doned from the
hiliary epithelium from patients with primary biliary
cirthogis.! Viral infection of cholangiocytes with human
betiretroving results in the sbermint ecpreggion of the

itochondrial E2 F of the pynovate dehydro-
genage comple. This protein, normally located on the
inner mitochondrial membrane, appears on the cell
surfice in patients with primary biliary cirrhosis, and iz
thought to trigger the appeatince of antimitochondrial
antibodies ' The relation between betiretrovirs infection
and primary biliary circhogis i controversial. 1t has been
suggested that mndomized controlled trials with antiviral
therapy may provide supportive evidence for a causal role
of viral infection! Rindomiged controlled trials using
combination bmivadine 150 mg and midovsdine 300 mg
twice a day, hive shown biochemical improvermnents in
patients with primary biliary cirthogig, but fled to
achieve gignificant endpoints, possibly beciuge of the
development of viril res@tinee to themapy! Other
antiretrovirals  that have proven  effective  against
betiretrovirug in vitra, inchide: adefovir, tenofovir, and
lopinavir® Here, we report that the combination of
tenofovir, emtricitabine, lopinavir, and ritonavir used to
manage HIV infection, coindded with marked reduction
of cholestatic bver Amction tests, before the instihtion of
urgndemycholic acd. If an asgociation betwesn primary
biliary cirrhogis and human betaretroving infection cn
be established, the efficacy of this highly active antiviral
regimen ean be tested in future controlled trials in
uniodeoycholic acid.
A
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Within European margins

Bisabeth Aberer, Vdlker Fingerle, Mo Wit ¢ Regine Fink-Pudies, Lorenzo Carroni

In June, 2008, an E8-year-old woman presented to us with
a 4-muonth higtory of dark red, partly ulcerated cutineous
nodules and plagques on both feet (figure A). We suspected
large B-cell ymphoma of the leg, cotineous follicle
cemtre lymphoma, or merkeleell camtinoma. Full bood
count was normal. Serum  protein electrophoresis
suggested 3 monmoclonal IgG L bind. Mo antibodies
to  hmphotropic  viruses, Toeoplasme  gondll,  or
Heicobacrer pplor were detected, but IgG antibodies o
Borrdie  burpdorfert were found.  Sonography, chest
radiography, and whole-body CT were normal. Biopsy
samples from the plaques showed denge infilirates with
CD2-positive lymphocytes mived with mphoplasma-
eytoid plasma cells and small reactive mphocytes
[fguze E). Duscher bodie: [PAS-positive, disstise-
resistant nuclear pgeudoindugions found in mali

hitological findings of monodomal = light chain
proliferation. Chr patient's legions regressed gradually,
but erythema was still present after 24 months. This
phenomenon of slow regresgion i algo ¢=en in 13t Iyme
borrelicgis and  suggests that the effectivensss of
antibiotics might be misinterpreted.
Ambmucﬂ:m-gyﬂsmﬂdh-emus-dmduaﬁ:m—]m
treatrnent option in patients with cutmeooss
zome mphoma, in the pregsence of B Berpdorfert
infection, or local rdistherapy in doges of 10-50 Gy We
did not give radiotherapy beciuge of our patient’s age
and stable digedse state. B berpdorfer! sensu lato hag been
shown by PCR in cotineous B-cell lymphomas in
Emupﬁn.hltmtmn i , or Agian pat
He=gpanse to antibiotic trestment has been rep-url:u:L

plagma cells) were obgerved, and also 3 monodonal
« light-chain restriction of plama cells. The presence of
B hurpdorfod DMA was shown by PCR targeting of the
OspA gene. Sequence analysis of the amplified DNA
showed that the strain belonged o the Borrelia agfzdn
genospeties” Our patient did not recall 2 tick bite, and
the had no hlshcr_r nfu'_rﬂlem: migrane, borrelia
hmphogrtoma, acrodermatitis chromica strophicans, or
other gymptoms of Iyme borreliogis. Primarny cutineous
marginalzone mphoma with plismacytic differen-
tizHon induced by B afell was disgnosed. Cefirimone
2 g intmvenously for 3 weeks was started.
zmmﬂ-ﬂaﬁcrlhetunafmlmml.ﬂuphmuhul
sul jalhe i Afier 18 h, red,

The phyl =tic link to the B @fZelf genospecies has not
been made for gkin mphomas. In our patient, B afzeli
gpecific DMA was reported for the firgt time in skin
kmphoma. The predominant species igolited from
acrodermatitié  chronica  atophicing  and  borrelia
ymphocytoma in Europe @ B gfzelll ! Since B afdif iz
not pregent in the USA, B-cell hmph
induced by thiz genospecies & probably 2 Furopean
phenomenon. B burgdorfer! serology can be bordedine or
negative, even in patients with mphoma with
B burpdorfert positive PCR Acrodermatitis chronica
atrophicans is a polyclonal mphoytic proliferation, bue
clonal B-cell proliferation has been cheerved in erythema
mngrans. I'u:ﬂ-cr studies are needed o :ﬂmu whether

1 iea

hwmdmmlsmpu-mmdmdym
the left foot. O histological examination, Dutcher bodies
were greatly reduced. B hurpdorfirt antibody titres had
decreaged. Om gerum lectrophoresis, there was a switch
from L to x light chain, which wag in line with the

Fgure: B ofoell il the lefit foor
H]Hutmmnmmﬂlnmmﬂmmﬂﬂum Iymiphioid Infifrnes inithe dermis,
without Invovemnem of epldermis.

e
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Case Report

Heat, Oriental sore, and HIV
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hospital with a G-month history of four, well-defined,
non-tender, erythematous plaques of area 13 cm? on
his right hand (figure A). Parasitological svamination of
a2 skin smesar and biopsy sample confirmed a diagnosis
of cotineous  leishmaniagis.  Restocton-fragment

antimonial treatment & agtociated with relaipges becamse
a healthy immune gystemn and CD$-=xpressing T cells
lmmﬂdndfmuphmﬂmmmt‘ﬁm

ig in HIV-inf: waking
anummrn:] theripy can respond In antirnomials

length polymerisation PCR identified” the ive

uwmgmmptwadlmmmﬁm:hm_ Thur

species g Leshmanda fropice. Cur patient algo had oral
candidoziz. He had no histooy of overseas travel, but
hiz work a2 2 truck driver took him all over India and
he had had multiple sevual contacts with sex workers
from many regions. HIV infection was confirmed by
ELISA HIV TRI-DOT and HIV COME [Delhi, India).
Hig viral load was 145600 copiet per mL and CDé-call
count was 180 per pl.

Du.r pm:un'g HIV infection was trested with

imjections of sSodium sthoghwonate 0-5 mlfem?
(100 gL} for & weeks. Despite an incresge in CDd-ell

'p.'ll:.cnt did not retpond to  imtralegional Sodinm
stiboglucomate despite an increase in CD4 cells afier
HAART, perhaps beciuge the causative agent was
L propics. Cutaneous leishmaniasss cnsed by this
species @ difficult to treat, tikes longer to heal, and can
vigceralige ! Successhil management in HIVinfected
individuale i crocial, because HV-induted immune
suppression can lead to rapid widespread disgemination
of paragites and development of diffuse digease
Radiofrequency-induced heat therapy is effective and
even better thin intimonials in trestment of legions
canged by L ropicd in immunocompetent individuals,”
but its effectivensss in immunocompromised patients
i# unclear. The treatment is effective, cruges litdes or no

Depurtmantci Pathokg,  C0UNT o 240 per pL after 24 weeks, he did not improve
TheDhinSttallnrmnity,  climically or pargitologically. The lesions were then damage to underlying healthy tissue, and is eagy to
Cchmiam, OH 47210, USA.

e s ELESA, N TR DOT and.
HN' OOME ek e b it

treated by a2 single application of ndiofrequency-
induced heat therapy for 60 2 under local snaesthesia
2% lidocaine) by use of a localised curremt field
radiofrequency  generator (ThermoMed 18; Thermo-
surgery Technologies Inc; Arizona, USA). He was given
oral ni lide and topical fusidic acid cream for 5 days.

Crur patient responded well to the heat therapy, with
complete healing of the legions within llmh..ﬁtﬁﬂlm
up a year later, the fine scarring and by perpig

administer, and adherence by patients is better. As well
a2 in thiz patient, heat therapy was highly effective in
cutaneous l=ishmaniasic in a 28-year-old HIVinfected
mian who did not respond to sodium stiboghwonate
and subgagquent rifsmpicin for 3 months. Both patients
hazmmhneddm:m&ufm.\]ur.\ﬁumunm
Onnhﬂ.u\ed a8 first-line for

1 niagis in HIV-infected patients.

af the legions had decreaged (Rgure B).
meuq:pmauummm mudniatinsous,
and vigceral d Ey lemt antimonials

are the mﬁnmm.ﬂlded Irﬂtmcu.l for utineows
leighmaniasis, but they are toxic, and adherence with
treatrnent is poor beciuse daily injections for 3 weeks

B0

‘Conflioms of Inpsest
Ths patiins Wi triatisd With & ThirmeMed 15 hise Serpy macban
doated by Thirtcsergery lnc o 5 P Mikical Colege, Bikane
‘Comoribumors:
NP, BOG, RAB, and ARS kool after thi petient; HE and PS did the
PR sy AAS sl the petholegy: RAR, ARS, and TR wrob:
thiie pipier. Wrssin consns o poblish wi cbisined
References
1 Schissin G, Nissddin &, Dinse N, ot al. PCR dagnedss sad

| zawtacn i bocal o aevgatid cinzesd |

Diags Micobid Bfra Dis 3M0; 47- 345-58.

1 Clhdl:“.'l.hﬂhiﬂ.' s ¥ - 1
wﬂ;&unﬂwwu
Am | Chs Dormasdl 2002 3 91-105
s mwmmnunvmwwq
oo in Witirans of Operiion. Disert Stons,
N Eng | Med 1993; 32%: 138637
5 Rethinger R, Molsen, M, Walsd M, i ol By of
mhﬂwlﬂwﬁlﬂ ciruied by Lo shmeamls aroplos in
: i vl il conitrallid sl Chiw o Dis

Eabedl,
BO05; 4iE THE-55.

weww helanceroom Vol T February 13, 2001


DBD
PUC-Rio - Certificação Digital Nº 1012074/CA




