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o - - p ician included patient details, medical histo
TNR-001 TNR-001 £33 BT INT 25mg 28/ 18 2004/03  2005/01/27 (BAEiY v=F v, medications, adverse events, test results
(1o% A) (10039073) , treatments, and outcome. In Aug 2004, alter
UNKNOWNDRUG methotrexate i$13:: 84 #o XXX 15mg 1=/ 118 1994/11 approximately five months on Enbrel, the pat
L ) hydroxychloroquine phosp| (A3 EN:: XXX 4Q00mg (EI/18 1990/11 ient developed blisters on her hands and feet
hate and was diagnosed with a Coxsackie virus. Th
. e e patient developed memory problems in mid Oc
UNKNOWNDRUG celecoxib 1519z et N XXX 200mg 28/18 t-2004, after approximately seven months of
“ calcium phosphate/calciu| BFFEE ~Bf XXX 1000mg 1E/18 nbrel therapy, and her family reported she ha
m sodium lactate/ergocal ' d become emotionally withdrawn. On 28-Dec—200
ciferol 5. the patient’'s family contacted the patient
[ UNKNOWNDRUG folic acid mmzE | T XXX 3. 5mg 1E)/1H N fz’”””;"'?“”ta’l" ‘t’h‘: found the pat‘?”;;g
. ” ) - o ave 3 mini—mental status exam score o
- loratadine LiiE T4 XXX (AaTH) 0 (missing a question on recall, orientation
BIER /HE£EES to date and place). The family physician refe
. — a—— — - BEMEIP I BEREE 7 G rred the patient to a neurologist and ordered
BEEHE RItER HEL LD RIER REF R4 e EA RBEH #®TBE (RHEF ';@B# Bk TORF o further testing, however, the patient did no
(HedDRA-PT) (MedDRA-LLT) ‘ G e t follow-up at that time. On 03-Jan-2005, the
4 FOAYT2b ¥ 37 |70V TNk YT 248 2005/01/21 A patient was again seen by the family physici
# (10011384) # (10011384) ;?n, neurolog%cal exam was normal, and‘the pat
ient was again referred to a neurologist. On
03-Jan-2005, the patient was also seen by her
rheumatologist who noted the patient had gai
ned twenty-five pounds in the previous ten mo
nths; and recent subtle memory and behavioral
changes. The patient subsequently developed
bizarre behavior (walking around the house na
ked). A mini mental status exam, as part of t
he initial neurologic evaluation, was delayed
| MedDRA | Version (7.1)
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— es were normal, MRI showed increased cortical
| valsartan A <A XXX 80mg 1El/18 signal primarily involving the right tempora
LUINKNOWNDRUG hydrochlorothiazide Gt EE AR XXX 25mg 13/18 ey v=F 1 and right parietal areas of the brain: MRA
(10039073) showed no abnormalities; and EEG showed diffu
UNKNOWNDRUG sulindac 3k I<BR XXX (FAEAH) Bt Y = F se sloving. MRI nine days later was unchanged
(10039073)
- 7 3 < { < R
UNKNOWNDRUG zold BEAE | AW | XXX (REFH) BtV 7<% |7he neurologist reportedly diagnosed a possib
(10039073) le stroke. On 21-Jan—2005, the patient was ta
UNKNOWNDRUG dexamethasone A% BN XXX (AETH) B Y 7=F  fken to the EEENENEGEGGNGGNGEERNEY
(10039073) R vith memory loss and headache. MRI
revealed cortical and basal ganglia T2 hyper
i intensity, consistent with Creutzfeldt-Jacob
Disease. Consultation by the team of neurolog
BHER / HEES ists at S concluded that the patient h
= e = 52 5 45 4 = B EEMBELIBELRZENL ad Creutzfeldt-Jacob Disease and the patient
T ﬁ‘””:(;i?/];mi‘;.)j’«é E’H‘i&ﬁégﬁjdﬁiﬁ iR REH Bvre %Iﬁgf‘ﬂ)ﬂff %ﬁ%f‘mﬂ-’-? i and family was informed of the probable termi
Mec Me il F nal nature of the diagnosis. The patient was
discharged home with Hospice care after 2 day
5. Enbrel was discontinued approximately four
days after discharge. The patient’s [amily p
hysician stated that on 02-Feb-2005, the pati
ent was hospitalized when she became resistan
t and combative to any care by her family. Sh
e was noted to be ataxic and hyperaesthetic a
nd developed loss of bowel and bladder contro
1. She was hospitalized for a week, then mana
ged at home by Hospice until her death on 13-
Feb-2005. Autopsy was performed and results a
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_t‘crhistopathology. immunchistology a
nd prion typing. Family history included fath
er with brain cancer, two brothers with strok
es, and mother with stroke. The rheumatologis
t reported the possibility of a fatal neuro—d
egenerative condition in the patient’ s mother
but this was not confirmed by the family. Th
e rheumatologist also stated the patient was

diagnosed with rheumatoid arthritis in 1990 s
nd had been treated over the years with hydro
xychloroquine, sulindac, gold, methotrexste a
nd oral dexamethasone and a medication From M
exico, called Atridol (This medication is bel

BER /HEFES

ieved to contain metocarbamol, indomethacin a

nd betametazone)
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The treating rheumatologist and admitting neu

rology chief resident reported the Creutzfeld
t-Jacob Disease was not related to Enbrel. Th
e rheumatologist did not comment on a
relationship between the Coxsackie infection
and Enbrel. Additional information was recei
ved on Feb-16-2005 from the patient's sister-
in-law, who has power of attorney for the pat
ient. The patient was described as very metic
ulous and organized in managing her finances
and her home. However, in mid-Sep-2004, her f
amily noticed unpaid bills and lack of organi
zation in her checkbook. In Nov-2004, the pat
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- " N et | s . KkEE &5 1 E & 5 {F A Mjient's son alerted the sister—in-law to his m
ke 5845 —HEHY4 B e i Am B5R,/8 ik EETs ®TH ) other’ s unusual behavior. The patient had bec

ome unkempt and her personal hygiene was decl
ining. She became forgetful and would repeat
herself. In Dec-2004, at the son’s request, t
he sister—in—law took the patient into her ho
me and observed the same features reported by
the son. The patient was employed as a medic
al assistant in a pediatric practice. The ped
iatricians could also attest to a major behav
ioral change in the workplace. According to t
he sister-in-law, Enbrel helped the patient ”
very much. ” According to the rheumatologist
the results with Enbrel were “spectacular.” ¢
oncomitant medications included hydroxychloro

- quine, celecoxib, loratadine, valsartan, hydr
BlER/ HEER ochlorothiazide, methotrexate, and folic acid

=) 4z = S 6 4 =44 gy BEEREING|IRERESE S . Social history was negative for foreign tra
BE ;n‘if’lf(fl\?egnas’\i)i)%’.% !BIH,F(;‘;HZd/D[ﬁﬁi)gZZ P REB ¥T18 RBRETCOBRRBEE T ‘-’DH# =R vel, except to Mexico as a child. The patient

Bl iliilis] had not traveled to the UK or Canada. The pa

tient had no exposure to livestock, farm anim
als, nor did she engage in animal husbandry a
ctivity, She was unmarried and had a son. Her
mother died at age 74 from a2 stroke after sh
e was cardioverted for an arrhythmia and her
father died of metastatic cancer. The patient
was one of 6 children, all with hypertension
All sisters had hypothyroidism. One brother
born in 1954 had strokes since age 21, with
the last stroke at age 44.
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