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Arena virus outbreak, South Africa- — Updété B

This updates all previous reports and includes available data as of ~

24 Oct 2008. An‘outbreak of infaction due to an arenavirus was

identified in South Africa.in early October 2008. A;otqi of 5 cases '
has been reported for the period 12 Sep to 24 Oct.2008. ’

The pdmaq case (case 1) had ﬁnset of iliness on.-2' Sep 2008. An
additional 3 se_coqdan} cases (case 2, 3 and 4)_and 1 tertiary case
(case 5) have been confirmed to have: an arenavirus infection by -

“1aboratory testing, The-primary case ‘and 3 secondary cases have d‘ed.

The tertiary case is cuirently hosprtallzed Ages of cases ranged
from.33 to 47 years. 4 cases were femalo and { male: The source of .
infection is, as yet, unknown for the primary case. The other 4 cases
all had potem.nal exposura to bloodand/orbody ﬁu|ds of a primary s
or secondary case in the health-care semnz ’

The pnmary case was 8 safari booking agent resident in Zambla The®
patient was flown to South Africa for medical care in a cnbczlly :

il condition. on 12 Sep 2008, and died on 14 Sep 2008, Case 2 was a’

paramedic who cared for case 1, during the transfer fmm Zambla on 12
Sep 2008 and case 3 was a nurse who cared for case 1i in the intensive-

-care ‘unit from 12-14 Sep 2008, Case 2 was adimitted on 27 Sep 2008 nnd

died on 2 Oct 2008 and case 3 was admitted on 30 Sep 2008 and died on
§0ct 2008, On 14 Sep 2008, case 4 performed terminal .cleaning of the
roam in which case 1 was hospitalized. The.5th pabent is a_purse who'
cared for case 2 from 27 Sep 2008 to 2 Oct 2008, She became ill ori 9

. Oct 2008 and is currently critical but stable. Ribavirin has been *

used for treatment in’ this case based on good evtdencc “of, efﬁcacy in
patierits with Lagsa fever (an arenavirus infection). The eshmated '

"incubation period (interval -from exposure to symiptom onset).in

sacondary and-tertiary cases ranges from7 to 13 days.In 4 patients
who died, the interval from onset of iliness to death ranged from 9
to 12 days (Figure 1),

Only limited clinical data are currently available for case 4. who
presented late in the course of illness with bleeding and confusion
and-died soon thereafter. Clinical features of the remaining 4 cases,
for which more clinical data were available, dre preserited. All '
patients presented initially with a non—specific flu-ike iliness

with symptoms of fever,headache and myalgia. The illness increased in
severity over 7 days with all 4 paﬁents' developing diarrhoea and e
pharyngitis during the course of illness; A morbiliform rash on ‘the

face and trunk was reported in 4 cases on day 6 - 8 of illness.

Facial swelling occurred in 3 patients. There appeared to be an

initial clinical improvement after hospital admission in 3 patients,
followed by clinical deterioration. Sudden and rapid deterioration
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"active case finding and ir igat and nt of su

with respiratory distress, neurological signs and circulatory
coliapse were terminal features in all patients who died. Bleeding
was not a prominent feature. However, one patient had a petechial

. rash and ancther had oozing of blood from venepuncture sites. Chest

pain was reported in case 1.

At the time of admission all patients had thrombacytopenia (range:
42-104 X108/L). Liver transaminases (AST and ALT) were available for
4 of 5 cases and were variable at the time of admission, howaever all

4 patients had raised AST and ALT during the course of their iliness.
Leucopenia was present on admission in 2 patients and 3 patients had
a normal white blood cell count on admission. 4 patients subsequently
developed leucocytosis during the course of hospitalisation. Al

" contacts {family members, friends and healthcare staff) are being

monitored with twice daily temperature measurements for a period of
21 days aRer the last exposure to a known case. In addition, safe
buriat of the deceased has been supervised by environmental health
officers. Full personal protective equipment (PPE) and isalation
precautions as per VHF protocols have been instituted.

The causative agent int this outbreak was initially identified as an
Old World arenavirus by immunchistochemical tests parformed at the
Infectious Diseases Pathology Branch of the Certers for Disease

. Control and Prevention in Atlanta, USA, and on autopsy liver and skin

samples taken with biopsy needles and skin punches in the Special
Pathogens. Unit of the Nationa! Institute for Communicable Diseases,
Nationa! Health Laboratory Service, Sandringham (SPU-NICD/ NHLS),
South Africa, from cases 2 and 3 on 9 Oct 2008 under biosafaty love!
4 laboratory conditions. Subsequently, infection with an Old Worid

“arenavirus has been confirmed in all 5 cases by positive PCR results

and virus isolation by SPUNICD/ NHLS and CDC. Analysis of sequencing
data generated at SPU-| NICD/NHLS, Columbia University, New Yor‘k and
CDC, Atlanta appears to indicate that the current cm’hreak is caused
by a unique Old World arenavirus,

"There are currently no additional sus;)ected cases. The outbreak
- appears to be contairied and has beern corifined to individuals with

very close contact in a health—care sattmz, Momtonng of contacts, . -
ao

cases will. conunue as needed. Further chamctqnzauon ofthe .
causative agent is under way and mvesﬂznuon into the source of :
mfecuon in the pnmary case is requnred Addluonal studies to X
detennlne whethsr mild/asymp - irtf A occurred gst close
contacts and other exposed-individuals would be essential in better

ng the extent of this outbreak and clinical spgctrum of (‘ilsease."

Arenaviruses are a family of enveloped negative sense single-stranded
RNA viruses.'Members of the family are parasites of rodents, in which
they establish chronic renal infection. High titres of virus are

prasent in rodent urine, which can contamir\aie human food or house
dust. Exposed humans may become infected as accidental hosts. The

" _prototype of the family is lymphocytic chariomeningitis (LCM) wrus

and infection of humans with this virus may present as an

o nfluenza-tike illness, aseptic meningitis or severe

memn(o-encephalomyehv& Nenavwses which cause. a haemorrhagic
fever syndroma are welt documentsd in South America (New World’
arenaviruses, including Junin, Machupo, Sabia and Guanarito viruses).

. The so-cailed Old World arenaviruses include LCM which in fact has 3
_ worldwide distribution, and Lassa féver virus which affects up to 500

000 people annually in West Africa, specxﬁcally in Nigeria; Sierra
Leone, Liberia and Guinea, but the virus is suspected to be more
widely distributed in that region.

*The clinical spectrum of Lassa fever virus infection ranges from

lnapparent. through mild febnle iliness to fulminant haemorrhagic
disease, and mortality rates vary from 1-2 percent among cases in the
community at large, through 20 percent among hospitalized patients,
to >40 percent in nosocomial suttireaks. The multmammate mouse

{ Mastomys natalensis ), which is the most important host of Lassa
fever virus, has a distribution extending from West Africa across to
East Africa and from there southwards to the northeastemcorner of
South Africa. Its distribution overlaps with that of other Mastomys
species, and arenaviruses have been found in southern African rodents -
in the past, but there has been no previous association of these
viruses with human disease despite sustained monitoring. Preliminary
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testing indicates that the virus associated with the present
nosocomial disease outbreak is a distinct new member of the family.

Communicated by:

Dr Irene Lai MB BS

Deputy Medical Director

Intl. SOS Online and Corporate Medical R&D
International SOS -

Leve! § Challis House 4 Martin Place
Sydney NSW 2000 Australia
<73022@internationalsos.com>

{This update provides a definitive account of the recent outbreak of
arenavirus-associated disease i South Africa. A primary case (case
1) had onsat of illness on 2 Sep 2008. An additional 3 secondary
cases (case 2. 3 and 4) and 1 tertiary case (case 5) have been .
confirmed to have an uranawms infection by laboratory testing, Case

" 5 {not previously reported) is a nurse who cared for case 2 from 27
Sep 2008 to 2 Oct 2008. She became ill on 9 Oct 2008 and is currently
critical but stable. Cases 1, 2, 3 and 4 did not survive infection.

Infaction with an Otd World arenavirus has been confirmed in all §

cases by positive PCR results and virus isolation by SPUNICD/ NHLS
and CBC. Analysis of sequencing data gener'ated at SPU-NICD/NHLS,
Columbia University, New York, and CDC, Atlanta, appears to indicats’
that the current outbreak is caused by a unique Old Woﬂd'a’renav?ms.

There ars currently no additional suspected cases. The outbreak
appears to be contained and has been donfined to- indivi&ua!s with ..
very close contact ina health-caré setting. Moriitoring of contacts
_active case finding-and i ition and nt of cted -
cases are continuing. Further characterization of- the causative agert
is under way, as is |nvost|gahon into the sotrcé of mfecuon in the .
pnmary case.

. =Mod.CP]

‘[see also: ’ :
- Undiagnosed fatalmes - 8. Afm:l ex Zambla (09) arenavirus 20081015 3300

.. Undiagnosed fatalities — S, Africa ex Zambia (08): arenavirus' 20081013.32411 ' o

“Undiagnosed fatalities — . Africa ex'Zambia (07): arenavirus- 20081012.3234
Undlagnosed fatilities = South Africa ex. Zambla (08) WHO 20081010,3211
i Undiagnosed" fatalitios — South.Africa ex Zambis (05) 20081008.3192 -
Undiagnosed fatalities ~ South Africa.ex Zsmbia (04) 20081008.3188
Undiagnosed fatalities ~ South Africa ex Zambia (03} 20081007,3178
Undiagnosed fatalities ~ South Africa ox Zambia (02) 20081008.3157 .
Undiagnosed fatalities — South. Africa ex szbia RFI 2908100§ ;];9] .
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ProMED-mail makes every effort to verify thie reports that

are posted, but the accuracy and completeness of the

.information, and of any statements or opinions based

" theréon, are not guarantsed The reader assumes all risks in

- using information pasted or. lrvhuved by ProMED-=mail.. XSI[_)
"‘and its sssociated servlce providers shalt-not be held

" tesponsible for ervors or omissions or held liable for any-

damages incurred as a result of use oF reliance upon posted -

or archived mat?)rial. i o

Become a ProMED-mail Premium  Subscriber at.
<http://wwrwe. isid, org/ProMEDMail Premium. shtm|)

Visit ProMED-mail's web site’at <httpi//vrww., pramedmall ofg)
Send all items for _posting to: promed@promedmail.org

(NOT to an individual-moderator).” if you do not give your

full name and -affiliation, it may not be posted. Send
commands to subscribe/unsubscribe, get - archives, help, '
etc. to: majordomo@promedmail.org.  For assistance from a
human being send mail to: owner-promed@promedmail.org.
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ABCNewsIetter - -9- October 17,2008

“WNV Case in Italy is First There in Many Years

Two human cases of West Nile Virus (WNV) enceﬁha\itis have been reported in Italy in the last month,
the first human cases in that country in many years.

On Septémber 20, the laboratory of the Regional Reférencg: Center for Microbiological Emergencies in
Bologna, Italy, reported the detection of specific IgM and 1gG antibodies against WNV in the serum ofa

female patient in her‘8Qs'who~lives ina rural area between Ferrara and Bologna.

Six confirmed cases of WNV-disease in horses have recently been reported inthis area, and 13 birds (six
crows and seven magpi‘es)‘ha‘v'e*been identified as positive for WNYV. Subsequently, an active surveillance
program.for possible haman cases of WNV meningoencephalitis began. ' '
Nucleic acid amplification testing has been introduced for blood-douor screeaing in the
provinces of Bologna-and Ferrara. The Italian National Blood Center also has instructed
all blood centers to defer for 28 days donors who have been. for at least one night in the

subject areas.”

No Travel Reported: The patienthad fever and repeat vomiting episodes on September 5. A first diagno-

sis of suspected urinary:fract infégtion was made and the patient was.given medication, but the symptoms

remained and the patient 'w'as-nghitted to an Imola hospital on Sép}e_}nbet;il9'with high fever, vomiting, .
impaired conséioustiess; did hallacinations. The patient’ went; into “convulsions in the emergency room.
" She has regained coriscipusness and has almost completely recoveted; though she remains hospitalized as

i for) WNV-specific antibodies using an erizyme-linked immuno-sorbent assay,:
J infection. WNW-specific antibodigs-wete furthier; confirmed bysadditional
ples. The samples. were tested- for Japanese encephalitisivirus (JEV) and
 tick-borne encephalitis: vigus! (TBEV). “Results clearly demonstrated- that. fhéjantibgdy response was
matnly directed;against: WNV, thys corroborating .the hypothesis of & WNV. neurginvasive infection,”
according to the:Ewrosigveillance Report (10/9/08). s B :

which 'indibated
serological tests’on

The patient’s relatiw‘/,es".tcp'orth that she had not traveled outside the: smiall village where she has lived. for
the past two years. Th¢ patient’s home is located within a few Kilemeters from a-large swamp that'is home
to a sizeable population of different bird species and is infested; by mosquitoes (both Culex and Aedes

albopictus). .

A second human case:of WNV.neuroinvasive discase was identified in Bologna-on October.3 ~ a man in
his late 60s who lived'in the province of Ferrara where WNVipositive horses and birds have recently beea
identified. The patientisuffered from symptomis of acute'meniﬁgocncephali_ti‘sv with high fever. Serum and’
cerebrospinal fluid’samples ot this patient have tested positive. for 1gG and IgM antibodies against WNV
and two different RT-PCK performed on the serum were positive; though confirmatéry laboratory testing
was still pending. . . N o o ’ N

WNV has been reported-in Europe, the Middle East, Africa, India, parts of Asia, and Australia. Human
WNV discase has beén reportedsin the Mediterranean Basin: in Algeria in 1994, Morocco in 1996, Tuni-
sia in 1997 and 2003; Romania-iti 1996 through.2000, the Czech Republic in 1997, Israel in 1999 and
2000, Russia in 1999 through: 2001, and France in 2003. Enzootics involving horses were. reparted in
Morocco in 1996 and 2003, Italy-in 1998, Israel in 2000, and southern France in 2000, 2003, and 2004.

Sources: Eurosurveillance Report, 10/9/08; European Commission response 10 European Blood Alliance

query, 10/6/08) &
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A novel mutation
{c.64_65delGGinsAACC
[p.G21{sX86)) in the GTP
cyclohydrolase 1 gene that
causes Segawa disease

DYT5 dystonia (Segawa disease) is an
autosomal-dominant inherited progressive
dystonia that is evoked by mutations/dele-
tions of the GTP cyclohydrolase 1 (GCH1)
gene,"* which codes for the ratelimiting
enzyme of tetrahydrobiopterin (BH;) synth-
esis. Segawa disease is a rare disorder with
an estimated prevalence of 0.5 per million:
We report a clinical course caused by a'novel
‘mutation of the GCHf gene in 2 25-year-old
Caucasian female presenting in our out-.
patient clinic. The patient was born to
healthy parents with no history or signs of
neurological diseases. She described ‘the

. development of a gait disturbance beginning *
‘at the age of 5 years. She was increasingly .

unable to walk at her soles, but‘was only

walking at the outer edges of her feet (redes.
| equinovarus), causing a ImODSLrous: callus,
“-. within years. The feet cramped after only at

feiw steps, which was relieved after some

turbance was initially classified as a psycho-
genic  disorder. The patient ~was then.
introduced to our movement disorder out-

. jpatient clinic just before an operation of the
on. -

feet abnormalities. Clinical’. examin
showed focal crampi of both' feet! with
televant relief only by inactiviry. The-Feer *
were severely adducted and suppinated.
Neurophysiological examinations, including
somatosensory and magneticevoked poten-
tials, were normal. A magnetic resonance
imaging scan of the cervical and thoracic
spine revealed only a short hydromyelia
with no signs of inflammation ‘or neo-
plasma. Analyses of the biogenic amines
and pterins ‘in the cerebrospinal fluid,

© according to the methods of Curtius and
" Hyland,"* revealed highly decreased dopa-

ntine (homovanillic acid 48 nmol/l; normal

* values: 115-455) and serotonine metabolites
(5-hydroxyindoleacetic acid 20 nmol/l; nor-. -

mal values: 51-204). Similarly, all pterines
were markedly reduced . (tetrahydrobiop-

 terin: below detection level [normdl value:

18-53 nmol/l]; .total meopterin:. 6 nmol/t:

" {normal value: 10-31]). Folate raetabolices s

were normal. To confirm the diagnosis i
Segawa disease, GTP-cyleohydrolase -

(GTPCH) enzyme activity was determined” -

in skin fibroblasts according to Bonafé et al.,*
-which- showed only 34% activity (0.99 wU/ |
mg protein) compared with healthy controls

.. (reference value: 2.6+0.53 nU/ing protein).

Treatment with low doses of levodopa was
capable of resolving the symptoms comple-
"“tely. Sequencing of exons:1-6 of the GCH1"
genie revealed a heterozygous deletion of two
guanines at positions 64 and 65 and an
insertion of 4 bases (AACC; fig 1), leading to,
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2 frameshift from ‘amino acid 21 and

subsequent termination of the protein after

. amino acid 66 within exon 1 (c.-

64_65delGGinsAACC {p.G21£sX66}).

Multiplex ligation-dependent probe amplifi-

cation (MRC, Amsterdam, The

Netherlands) of the whole GCHY did not

detect any Further deletions. The clinically

unaffected parents did not show any muta-

tion in the CCH1 gene (fig 1), confirming

that the mutation in the patients.fepresents

a de novo ‘mutation. ‘This novel combined

deletion-insertion mutation leading to pro-
tein truncation .within exon 1 has not been

reported before,.despite up 1o more than 100
abnormalities of the GCH{ gene being:
reported—including exon’  (start point
change, missense, nonsense and frameshift
mutations) and intron-mutations, and dele-
‘tions. ’
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\Wild type ffather}
AGCAATGGGTTCCCCTS
B 62 67 72

AL

c. 6465DelGGInsAACC
AGCAATGNNNNNXNRTCCN
62 67 72

57

. Wild type {mother). - -
AGCAKT GG GTTCC cCCG
7. 62 o e 67T

Figure 1~ Genomic sequences of the index
patient {middte-paniel) and both parents.{father:
upper panel; mather: lower panel), revealing a

. heterozygous. deletion ‘of two.guanines at"
positions 64 and 65 and an insertion of the four

vases. AAGC in the index patients; but wild-type -

sequences in“both:parents. The sequence
abnormaities lead to a.frame shift from amino
-acid 21'and subsequent termination of the
protein after anvirio acid 66 within exon 1.
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latrogenic Creutzfeldt-Jakob
disease 22 years after hurnan

-and radiological features
Creutzfeldt-Jakob disease (CJD) is a human

~transtnissible spongiform encephalopathy or 7

prion disease. Although CJD is most fre-

" quently sporadic, numerous acquired ot

iatrogenic CJD (iCJD) cases have beer

. reported, about half of which are attributa-

ble to prion-contaminated human growth .’
hormone (hGH) preparations.” Cadaveric
hGH was provided by public and commer-
cial sources up to 1985, when recombinant
GH became avaiiable: [ncubation periods of

hGH-iCJD peak at a median of 12 (range 5~ * '

30) years after éxposure.””

We report the first Austrian case of hGH-
associated autopsy-proven iCJD and discuss
clinical features and serial magnetic reso-
nance imaging (MRI) findings.

CASE REPORT

Clinical history
A 39-year-old man presented with right-
. sided clumsiness and dysaesthesia, which
had started in -his leg 3 weeks prior to

- admission and had spread to his right arm.

No impairment of cognitive function and no
involuntary movements were present. There
was no family history of neurological
disease, The, patient had been heafthy until
the age of 11 years, when progressive obesity
and growth impairment had been noticed
and a diagnosis of Cushing syndrome had
_been made. The patient moved to Austria at
the age of 15 years (1982) and was subse-
quently diagnosed with a hormone-produ-
cing pituitary adenoma, which was removed
- by transsphenoidal hypophysectomy. The

frontal skull base defect was covered with
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autologous connective tissue (fascia lata).
Due to persistent Cushing syndrome symp-
tomns, bilateral adrenalectomy was per-
formed. To promote body growth (height
<3 percentile), he received commercially
manufactured cadaveric hGH (Crescormon”,
Kabi Pharma, now discontinued) from
September 1984 (2 U M three times per
week, which was later reduced to 2 [U IM
twice a week). The treaument was contin-
ued until November 1985 and resulted in an
increase of body height of 13.5 cm.

In 2003, a recurrency of the pituitary
adenoma causing Cushing symptoms was
diagnosed and transsphenoidal resection was
performed, again with an autologous fascia
lata graft.

On admission, the patient’s neurclogical
exam showed coarse bilateral gaze nystag-
mus, vertical gaze palsy and mild right-sided
hemiparesis. Tendon reflexes in both lower
extremities were exaggerated, whereas pyt-
amidal signs were negative. Gait was para-
spastic, with a deviation tendency to the
right, but unaided watking was still possible.
Cerebellar tests revealed bilateral ataxia in
the upper and lower limbs and dysdiadocho-
kinesia of both hands. Testing for infectious,
parainfectious, as ~well as neoplastic or
paraneoplastic neurological - diseases, - was
negative, as was metabolic screening,

Serial cerebral MRI was performed in
months 1, 2 and 3 (g 1)
Electroencephalographic recordings (EEGs)

"in months 1 and 2 showed diffuse slowing
with generalized” delta activity and inter-
mittent rhythmic deita-theta runs with a
right fronta-central accentuation. EEG 'in

month 3 revealed further slowing and some

non-periodic bilateral sharp/slow wave com-
plexes.

. Cerebrospinal-fluid (CSF) examinations. in:
week 1-and week 6 after admission. exhibited
divergent results. In the first sample; 14.3-3
protein was ‘undetectable; protein content,
as well as. cytology, were normal:‘In the
second CSF sample, a strong signal-in the

. molecular weight range of the 14-3-3 protein
was detected.

Neuropsychological examination 3 weeks :

after admission. showed. reduction-of. atten-
tive functions, whereas memory: was unimv:
paired. Over 3 months of -hospitalization;
the patients condition rapidly deteriorated:
Myoclonus of botly arms and legs emerged;
‘the patient becarne bedridden after-about

6 weeks. Speech was increasingly dysarthric, -

and severe dysphagia ensued. Hypostatic
. pneumonia required antibiotic " treatment.

Dcspite_intensive.physiorhempy and speech .

therapy, the patient’s condition continued
to warsen. The patient died after an overall
disease course of 4 months.

Neuropathology

Histology showed the characteristic triad of
spongiform change, neuronal loss and gliosis.
Immunohistochemistry revealed characteris-
tic prion protein deposits in cerebral and
cerebellar cortices, confirming the diagnosis of
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CJD. Due to the recognised iatrogenic risk
(hGH), the disease was classified as definite
iCJD according to World Health Organization
(WHO) criteria.' Western-blot analysis of
proteinase K restistant PrP was not performed
due to lack of adequate material.

Genetic analysis

Sequencing of the entire coding region of the
prion protein gene (PRNP) performed after
isolation of genomic DNA from peripheral
blood showed no known mutations. The
patient was methionine homozygous at
codon 129 of the PRNP.

DISCUSSION

This case of definite iatrogenic CJD 22 years
after hGH medication exhibits several note-
worthy features.

MRI studies 1, 2 and 3 months after
manifestation of disease revealed early bilat-
eral cortical involvement of the mesial
frontal lobes. Diffusion-weighted imaging
(DWI) hyperintensities progressed to adja-
cent cortical areas and to the striatum, in
line with clinical deterioration (fig-1). DWI
has been recommended as the most sensitive
test for early diagnosis of CJD," but is not
suggestive of a. specific' form' of disease.
HCH-ICJD cases have exhibited DWI

hyperintensities mainly in the basal ganglia.
Cerebetlar malfunction is one of the most
common early signs of iCJD after hGH
treatment' and was one of the main clinical
disturbances at disease onset in our patient.
However, no corresponding MRI abnormal-
ities were detected in the cerebellum. To our
knowledge, no other hGH-CJD case has
been documented with early frontomesial
DWI changes and progressive bilateral stri-
ate hyperintensities.

CSF 14-3-3 protein was negative on first
testing and turned positive 4 weeks later. OF
interest, DWI changes preceded CSF 14-3-3
protein conversion by weeks and had spread
from the cortical distribution shown in
figure 1A/B to a striatal DWI pattem that
is commonly associated with sporadic CID
(fig 1B). It has been speculated that these.
changes on serial imaging indicate spongi-
form degeneration, but that the neurons are
still viable in the early disease stages, and
that a subsequent DWI pseudonormaliza-
tion is related to progressive cell death.

The clinical presentation, with paraspastic
gait as one of the first striking features, aiso
requires attention. This correlates well with
the imaging findings and represents a
bilateral parietal edge syndrome—that is,
first motoneuron dysfunction in the leg.
areas of both precentral gyri.

Figure 1 Magnetic resonance imaging, {MRI} 1 month (panels A and B), 2 months (C, D} and

3 manths (£, F} after onset. Difjusion weighted imaging (OWI) ! month after onset revealed
bilateral frontomesial hyperintensities {A), and moderate DWI signal increases in the medial portion
of both caudate heads (B). Two months after onset, the bifrontal hyperintensities showed slight
enlargement {C), and DWI signals were elevated in both caudate heads, the adjacent putamina and
insular cortices (D). On follow-up MRI 1 month later, there was increased OW} signal in the
frontomesial and frontopalar cortex (E.F) and marked DW1 hyperintensity in both caudate heads,
both putamina with accentuation in their rostral parts, and both insular ribbons (F). ADC maps and
FLAIR images were inconspicuous (data not shown).
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Occurrence of CJ]D 22 years after hGH
administration is in line with the peak risk
approximately 20 years after exposure cal-
culated from a large hCH-iC]D series in the
UK,? whereas the mean incubation period in
French hGH recipients was considerably
shorter at 9-10 years." Differences of infec-
tivity in hormone lots have been suggested
as an explanation for this finding.

Some unusual circumstances and clinical
features also deserve comment. Fisst, iCJD
associated with hGH has, so far, only been
reported after administration of non-com-
mercial hormone. The reports available,”
however, have excluded patients treated
with commercially prepared hormone;
hence, there are insufficient data on the
CJD rate in these. patients.’-* Second, the
administration period of hGH and disease
duration were bath short for iCJD patients
even though comparable cases have been
reported in previous literature.?’

In summary, this is the frsc C[D case
from Austria in a patient having received
hGH and only the third iatrogenic case
detected in this country. The" recognised
iatrogenic risk (cadaveric hGH 22 years
before onset) and the neuropathological
confirmation of CJD meet the WHO criteria
for definite iC]D, although the, possibility of
a sporadic methionine-homocygous.juvenile
CJD case without causal relation to hGH
treatment cannot be definitely ruled out.
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APPENDIX

"The tru(al fix;d brain weight  was 1408 g.

Macroscopically, moderate diffuse cesebral and cerebel-

- tar atrophy was observed, tn addition, there were signs

of diffuse oedema. On coronal sections, the cortical
ribben of the insular and parietal cortices was narrowed.
Mistology showed characteristic spongiform  change,
moderate neuronal loss and gliosis in cerebral cortex
and basal gangia {see Supplementary figure}, The

" cerebellar cortex was severély affected with marked

spangiform change of the molecular layer and neuronal
foss of the granule cell layer {ses Supplementary figure).

_The Purkinje cells and brain stem nuclet were

ively better p d. Y
using tha antibody 12F10 (Cayman, Ann Arbor, Michigan,
USA] revealed strong pathological prion protein (PrP)
deposits-in cerebral and cerebellar cortices: and basal
ganglia in & diffuse synaptic pattem (see Supplementary
figure). In the brain stem nuclei, only discrate PrP=
deposits were demonstrable. There wers no PP«

‘plaques neithef in the cerebelium nof in- the cerebral

cortex or white matter. These features confirmed the

‘scognised: iatrogenic risk- {dls “10. i
hdmode), - the; disease wi

Skin reactions after. intramuscular:

injection of Botulinum toxin:A: a-

rare: side-effect

- The usc,ovactulinum toxih_‘-(BTX) has been

constantly increasing over the past years,
‘not least on account of obtaining the-license
for the .treatment: of facial: lines: “It--hag

" proven'a safe drug with only & few adversc:
effects. Local. irritations at-the injection’site
are not uncommon, wheréas:more: wides’

. spread:and- generalised’ exanthemas - were

. first described in 1992.' One.diamatic. case.

.documents.-a -Jethal outcofne due to treat-

‘. ment . with-a mixture of BOTOX™{BFX-A)

and lidocaine.? 14 accordance with databases

'!"from the:companies Allergan and-Ipsen (SEC
-~ BOTOX', 'Alergan, December: 2005; SPC;
" DYSPORT®, Ipsen Pharma, April 2006); skin

reactions seem to be a rare phenomenon
with a frequency of less than 1:1,000. The
Ipsen database (January 2007) mentions N
cases of local and 4 cases of more widespread
redness, bulging and pruritus in Germany, as
well as 11 cases abroad. Here, we report on

“two furcther cases.of rapid-onset skin reac-

tions after injection of two different BTX-A
products.
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diagnosis of CreutzfeldiJakob disease (CJD). Due. to.the-
af: growth:

CASE 1

A 49-year-old woman developed a feft-sided
spastic hemiparesis after cavernoma exstir-
pation in 1997, Successful treatment of the
spastic arm muscles was carried out with
BOTOX® for about 5 years and with
DYSPORT" for the last 4 years. She did
not receive any other medication. Injection
intervals ranged from 3 to 9 months. During
the treatment session in April 2006, we
applied a total dose of 1,000 Units
DYSPORT' (250 MU into the left biceps
muscle, 250 MU into the left fexor pollicis
longus and extensor carpi radialis muscles,
500 MU into the lefc flexor digitorum super-
ficialis muscle). Within 6 hours after intra-
muscular injection of BTX-A, a segmental or
“pseudosegmental” fine-spotted pruriginous
exanthema emerged in the region of the
entire left shoulder, arm and left breast.
Fever or other additional symptoms did not
occur. Allergological tests, such as prick
tests, and an intracutaneous test were
normal. Treatment with DYSPORT" was
repeated 3 months later with a dose reduc-
tion of 50% without any adverse effects. At
a later wvisit, she received 1,000 Units
DYSPORTS, which was well tolerated.

CASE 2

A 63-year-old man presented” with right-
sided limb spasticity due to a stroke 7 years
ago. The patient received 3 stable medica-
tion consisting of gabapentine, tramadole,
tetrazepam, - clopidogrel and atorvastatin.
From 2003, he was successfully treated with
injections of 900-1,100 Units DYSPORT" at
regular intervals of 3 months. In 2006, the
therapy was changed to BOTOX". Within

Figure 1 Photograph of the skin reaction as
described in Case 2 about 1.hour after injection
into the right brachial muscle. Informed consent
was obtained for pubtication of this {igure.
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