++ 3% %35t - DOH96-DC-2040

f’fﬂ’{l‘%@"i%ﬁ:}%%ﬂ%{ L ERAERETEE

e AR APY 2 R REE I TRE o RS

AR A R

VRAFA D AFR

HEHEF: 6E£6" 01p 196+ 12% 31Fp

XAFPLHRLEESY 2R AFLF AR EH AL L X



P &

Jn

J=q

~N

. B s
S5 o B AZ R

LHEERATT A2 DR

\\\Xr

{é%%

=
e

P.3~4

P.5~6

P.7~9

P.10~12

P.13~15

P.16

P.17

P.18~19

P.20~21



PR

FLPa R bl R SRR T R L e i
Zd IE;‘—’% ALE\} {QL&‘%? :I‘ig‘f‘ll‘\m JE—T]’}IE\E ’/4‘" fi" %?[ﬂ\i j\p 7L l——*?F F‘Jy L" /?/m—}’,& 1:,\: m%d ‘“‘ ,‘
SRR TR A R A R TR B TS

FEod FRSRRLAAARTHADDLRBRECE L TRCES

N

R 2002 #—- % - p 32006 &#F+-=- " =L - p o ﬁimifﬁ{ér_@%bﬁfal@;

o

R p? GHEGE LRAEUFE OB R o FRRBINE LER U
Plenpm e P Fled A RE - BRETE FORE > i 4 R L
REFREABETLRABRZ RS o

AEBFR: p 2002 #£- 7 - pF2006F+= P =L-p o 23 1960 E £
LA E P g o T 4 K L& E 0.0165 5/10° 4 5 F A K AF T B
FrEFLRHFOIR o TRF AT AR Glap Ln > &##5] F

ALATY D BAFL12K8 T « T3 BRI <18 FRBET

AR EY 0 F 6 2120050 0 2 h6 BRIt
itk B R4 PGBE -k v & g0 s (uncal herniation) © 17 =5 ¥ A 47

e FAL B Y 5 4 =g % influenzaA> ~ =g 4 influenzaB - &g ¢ 5 il
£ Reye syndrome # %71% 3 e %

B boB SRERAFAEIAEFRIFAIPILIF O LRHEF
AR A ERE RN LY o R o AR A L A R TR R

P R R IR R LR R FREL RS R DR AR



mERE O AR LR AL IREER BB YL



=2
14

i ig b om# (influenza virus) € 514e& Mpm & ed g Ao > ¥ 314
BA S T VR R G B  BAR E P E o R Y P R2~T R
PGB TR A R R A F L AR RS L
R EASSER R SN I I 8 E R I

R Bl R SR R VAR A g N o ¥ R OE R
TEE FonR R g AAERE H g o e B FREEF R Ak
BB AR IR R AR FIE A F o B A gk BB g - B0 kR

Rl e AR R R F L E B R o

TR AT A R AR S R R BRARER Y L E fe g s R H AR

G o IR P Al Bk S B g o gfé BT RS rin i/ ‘"[?3
%% Reye syndrome ¥ (1)« i 4 B 0% 0/ P % ¥ i gk B e 2 A4 o

DR EfeR Y ¥ L6188 B A E L (2 HiHdRAF R AL
Bl fer keI g o 2B Y 5 3 10-20% ¢ &R & I 2 # (acute
necrotizing encephalopathy) °

R AP TR K BN ARE S R Y G RV R E  * 0 R 2 e gn
KkppAfes (L, 3-T) o P Aaig 2 Moum BB B lcp 1990 & & B 453 4
(D@ 5 & e 1990 # %R 2 2000 & 4= g d £ AT F w40 M

L/ TAL(L, 6) 0 ™ LIRS AP B /M B he R AL s o

R o EAPM R/ OB B BTREFT > A p AP H o8 g D)



N —L

fr— BN PR M A vkl o 2 YR 0 F R AHE A

iR TR T RE BN ERPAGEAREFREARE > K

R AR B 56/ P R R IR R TR 4 e S el



g

FREE xR ORREIRD ARE B D BLE B RELR
Soo Follyc fenpER p 2002 £ - 0 - p 32006 & L - 0 =L - p oo TRl
hE B BRI BRER LAY UL N ERAEIHFONBE - BARHB R
WA SANTRE BERATR opbEd HREAE L FHEIY D
2 AR FR S FAESFE LB RHBRAER RS T TREE R

T gk o MF e g FTRERY TR TSRS S8 RE R

FPgffRdme® o 2 Reprag s B(PCR)GS, - e7 ¢ 7 Frefasknk
oyt Vd FRAENE LR UFHTRELIIFRL ARF - B
FER 3 it 0 B BT B TR AR 0 R TR AR R (3 N
wF o PR G Mg e E R AR E ) RBDET ARipREE B R
B ES > NAEHRES  PHBHRES H U RE AV RHREFr BT
RS E R o AR E > ¥ A9 5 (GPT) & 4% Amonia B2 2| g E_
% % Reye syndrome i % o
& R EF LRk s 0] L& (Clinical Case Definition) & 43 3477 &
EAGE R O F AR E T RARRT S - K
1 ~## 04 (Pulmonary complications) * fe+
2 ~ A g k @ g (Neurological complications )
3 ~ el (myocarditis) 2w @ ¥ (pericarditis)

4 ~ =R P wEAR % (Invasive bacterial infection )



5~ # @ (Others) : 2t & +itl~4 Bk pik > BB HF 304

ﬁfa%m%‘ » g —‘Fl’z o

SRR FRPERE TRAER - HE (REZ38C) 2 gk
Tavp R AERR S RARRERE L r#”‘fﬁ SRERTE B SR AL

Koy ZHER o g B LRI TFEH R P AR A L hTRA R b A
(Clinical Case Definition) -~ * % X% =- % S Bt > g- =t oF

e FFRALIBEY - F%E 2% (Laboratory Diagnosis Criteria)

—
r

i m = 5 % (influenza virus isolation in cell culture ) B+ -

Do

R R F R 6 4 F & (influenza virus RT-PCR) F

w

iR & Ul Rlz# (influenza virus antigen detection) B 4% -

i m A poel o & (acute) &k #P (convalescent

) Fr R (F) ukamei e

Reye syndrome s &) € & i % BB Jf § 41k ST & 40T 1(8)

1 SR Lo p R 1 5 Lk o o

2. MR g HR 0 WA P T AR R g & G M R(ALT, AST) 2
(2*)Ammonia Bz B F A o

3. Mo B e w3k b8yl

4, "g¥RE BF R kR PR L F R



B
d @A BEAF F R Ao p 2002 £ 7 - p 2006 #F L P =4 p G
o FE LT iR LBk 18552541591 % 96 & o ;E‘Fﬁ[}iﬁfﬁﬁ P
FEFRELFTHNGE 25 19N ERsdp L npgg - 5847
MR EREEEAN G AEFRET 42373 6|(dek - )orw S &4 ¢ 23 million
kg oo T F L E & 00165 B1/10° % o a4 T EE LA N5 10
A2 QA BRBCH S LIAT Y Ao B A FL 1248 < o TIHEEL SR
107 % o SARE S ey A 11 o HARA T ARTH RS (4 1)~ HFIR
(O A NN CRL R
g Ere @A AREFRENB RS G 18 amp T E» 247 -
T8 B EkaRs ARG FIAAUE(rE ) 218 =B %G 60~ - 12
=337 3 i B R 7o 0 pi(drowsiness) 5 1 & & .ehj » i2(No 3, No. 6, No. 11,
No.14) » B % 4 & #ehd = = (N0.9,N0.17)» ¥ F = =4 R % »F > =
#f.(visual and auditory hallucination)- I 4% 5 %7 5 Alice in wonderland syndrome(No.
4,N0.5,N0.8) > &= e BB %x? >3 - = '/‘:A’Eﬁ i 5 & Boavg ko
PRk B b RIS R B E AR PR 2 Pt si (uncal herniation)(No. 10, No. 14) > #
® ¥ % No. 10 5% % 8% #& % % % sugar: 116mg/dl, protein: 163mg/dl, leukocyte:
O/ w1, erythrocyte: 1/ 1> % % No. 14 %5 % B7% #& % % % sugar: 128mg/dl, protein:
2200mg/dl, leukocyte: 0/ 1z 1, erythrocyte: 450/ ;11 - B % No. 15 F]1 gL & > ¥ R

(general tonic clonic seizure)#t :¥ 1 —”;5 o o W 3R 2% 3 % L (pneumonia patch) -



C-reactive protein & = 21.2mg/dl » # ¥ P ¢ ¢4 5 4~ (endotrachea aspirate) 3
% 5 st Fag(veastlike) > F B N F PR R 2 OFFRER F up A B A R E
PR F g %o5 fluB > s iy FREA T hiop R o lfas P

o

% No.16 ™ v%’ pE-Z

|~

SR R LRK O BRI G RINE e S i % 0 e

T T i sk e A Bk B IR B rUR 4 (opening pressure: 35 cmH,0) & % No. 18

1] \:‘%’E@t—}[ B;‘;%"Kf}()?ﬁ 9 H#%Kﬂ :‘; _5"_

e K o % No. 19 1t vk ph o % 2

5 3
B Tk o AT Dl sk 0 e d D

N % 3.3 /B 4 (opening pressure:
57 cmH,0) -

G Afaz Xis- o

hRGIRR kY 218 B kY F 12 il BHkHKOES ) 2 AL
Feilg ey X ek A PR RRFR DB R %

T ¥y - RAaPEERR&RT TR A

FHEEEF B (N0 17) » = |
fht 2 P 87 B # (No. 3, No. 6, No. 9) « it jf s % ik s 30 > » % § 17

Gl R T 74 =B %R %4 influenzaA > ~ =B % g 4 influenzaB - g

2 influenza A ship % ¢ > 3

7 = & influenza AH3 (# ¢ - =% influenza A
H3N2) > = = % influenzaAHl > ¥ 7 =einfluenza 4% % 7 1§ - 17 =7 & 4770
Bp+HBEe 14 205d pd A@p@a, § 2 =2 5d PCRE(H P B
% No. 18 F 5+ = {4 A IR % vFFeik 18 5 PCR #& 5% % 3 influenza B)» — = &_'&d

hemagglutin inhibition & % & % = 2_5 influenza 5 & G %

=

217 =@

hi

¢ ’ﬁ 14 = A AP &% 70 i 5 § ik o MTF Jree
TN RR R BROREBES SISy » 3k<B/ul -

10



w18 = mpHET M ARSGE AP 0 G & Reye syndrome 35 ¥4k 2
i s o B P g A B A AR TR 3 IRSE AL Reye syndrome i 1T Ap B chig A

A 2 N T

£ 7 ammonia =& %% ° &= =B % chammonia g FR A ¥ EN -

11



= it

r,;f“‘:@:/‘; HI“J'FTJ,H #BE&?ZQ q_lj ./L»Iq]?}im/njﬁ'—’ "’E{%’g—:;/\.i
Woo @A EARMA S R E TR R EFAREAI AT £ SR £opid

FEH o d THALYR R 0~ #12002# 312006F B i g £ £ HA

G g a4 F A E0.01666)/10° 4 - HF A FAFEFLLGT PET R

=i
—mde

B2 o VAR EREAMN G IREFRASHNI- BAFF A

.
!

e ap &> 1981# #4~eNational Epidemiological Surveillance of
Infectious Disease (NESID)f # & iRl @ % 125 5 o &NESIDE ipI™ - 1998+ -
? 2 = " encephalitis # encephalopathy Gy PP AEH A o e H Y 0 5 T4

encephal1tls/encephalopathy),% B e g }?s 2 Z reverse
transceiptase polymerase chain reaaction (RT-PCR)# p] iR :}Iiai A F] o
T4+ 7 > 43T B (58%) 3P 1-3p B » 51 2304 < 2055k o T4 ¢ 5 1158
7= o w3t al1997/1998# & > 2 p & x5 100-200 %% inf luenza
encephalitis/encephalopathy 7= = (7) c Ap¥>tp Achg B 4 5 > ARy
IS B U pReF A S AR M A PR R - N 0 BT

EHRANZELRp AW pE A ARBEITE T AR o

wE R 2003/2004 g R T ER H A E S FIR AR ATE E F U E

1 & f7stain & influenza A (H3N2) o — 4 2 4 = 474 IR 4F 2 F F

e 3 g 0 4r encephalopathy > Methicillin resistant secoondary bacterial

m

pneumonia @ “— waEE 2 2 2 A3 2 7+= (9, 10) - 2 ® Infectious

12



Disease Society of America Emerging Infections Network (EIN)Xt:+p 2003
EL P -pRL o = pangHEETR 7550 m2d 2§ 0 & 56010 =
Ao dpdym R G 2 o A 220 5 39 (0. 5% R Fon S AR B P
”}?ﬁg s 207 (11) e A A E LB FRITRE B L hF L EF
g (12) »

i J%-Pﬁl‘m% LR B 2001 &£ - * F] 2003 & 7 O Ai%faen 157 =
gdopa s fpiFiinfluenzaB g /e b7 0 5 11 =5 4 5k Seehp sk
6) - &1l = & ? > 3 7 24835 7 encephalitisiencephalopathy » @ & 7 =
encephalitis/encephalopathy s & # > § - =X I P & - 35 A 05k ep
SlE c B L A7 PO ERNEIIE X 2 2R c EAFIR
GRS B AP HT T RR APV R A PSR FRIFBOTH . T A
# %% ¥ influenzaA % influenzaB -

AP G2 RERERREE RS EZHE VIR REEN
(perceptual disorder) » I ¥ £ Z %t % Alice in wonderland syndrome - &= = i %
Awly = =Hd influenzaB #13l4e » - =& d influenza AH3N2 #75142 - i5 =
BBExy - L NARE Bl 2 ﬂgrs T OIRJR A 1B A (excessive slow
waves) e iz = BB EF - R ERT (kA ’fﬁ_é}_:%% R ¥ 4R o Alice
in wonderland & - #& ~ *o%p E R #7iE =~ R ¥ F ¥ S_d Epstein Barr virus #7

Plazend 4 (13) - i i 4 #51Ach Alice in wonderland i § {3 % eh jpkse

N L
FooER

—\
-

9 A E g

13



AP E G - LU AP RS EoE S A G R g B ki

F R o F A ARIABE N OBLBER LADBEF B LR

EE e TR o T o SR G EAEAe SRE BT A AR AR D] 8

Rl AR pste B BARAESHNE LRAFLEARE M A LA S A

o]
2}

ﬁéﬁﬁﬂ%l‘%; %Wg?ﬁi%]%‘ﬁ Cpwm ooy B BT ATE - %%‘f L )
B R R R TR AT B AR bl 0 ATE 2 5 e bl o A
FRAAPE S BROFAFE MG o ¥ NPT Y - B T
”Lrp HUR R R A S R );‘T_JF’Kq.\d }?5.* b BRATEEILE 0 = v d

PCR et %> — i=d HI “tre:ns %7 o &Ef\ﬁpfagﬂ% CiT— ey 4 L

PCR 2 HI “fig & i35 » 240 19 7 i ok iR £ o) 874 35 -

AKX E R AP p 2007267 1 p F]2007 & 12 7 31 p >

A
N
3

AR - R BRI ER Y R ORETH R TR

Tk

NPER ALY - W A S BIRRAR Y ORETA B S IDRET AR
FHRERFEFEPERS 110 PRI 127 9 0 B B AP ERFARL

FFFERIFEND P AP ERAG  PRBERIEP

o
=
o
2%

i\

N
|~

dopd TS At PR R TR AR FIS A0 Y 4 A A % B £ o

Boo A RO A G R B e A 48 S 7 0 5 2002 # 3 2006
ER o GBS LA S RSB AR T o R TR A K
AEFREFEDLL o Y R RSN 12 e g LR HEFA G

SRE R TR R o AR e R R AR R

14



4
ﬂ\ti
3’7
m
B

o}

pPO6E Y Bis o SR T il RpEe B LA £ s SE AN

2

E R AT LI B b NN SN G- NN S

~N

oy

BHwoAR L ~Hb Hgg o

ps

BHRAOEAF S N T LR R M S R Gp R 2 F{P R R

Ao AR AR AN T s R B T ER 2 K n g F £0.0165
BI/10° 4 > R kA E BT RAP R 0 PR M o BRI 4 - R Lk
BT AR S o A e s M F R Pt enE J 8 R A R AR B

PR LR ARIB RS A
R AR B % T TR LT F 0 d SRR ROR Tk R )

S RN A o PRI AR R SLE R B R A fRE R G o B
PR - R 2R FEY R FFHY g TG R ip
B A DR & IR IFIRE » el Mg o T EEP Bepd L9V RE 0 2 L
FEPohpd R%RT o FESSLIERE ERapS RICE R A4
LR fEm 4+ 715 Ain g EUmAp M i G R ehk § o

SR Tl At S R AR 0 FRE P AR ORI G 0 B AP

v>\_

PORF A PRI H TR T g ST F 2 AR E g2

%3
2

-

o REARMR LSRR ORE E o R SRR s RS R

A LR e

15



16



3 "‘L%-é—'tpié"gfi E Rtk

3.

5t 2002 & 7] 2006 ¥ cri b Fom A A ATk S B R g 4
7 & & 0.0165 5]/10° + -

MR EEEEA G REE R RA RS 18 g BT A
2l L B LA

FEhn 08 iR Rt gH S iU B R iR E T
£F & o

BRIl g 17 B i g £ & 4 0 8 Sl 3 sk & IRAL
F B

PR EREFHC AR PR R BEL (T BT RB LD

o L i

17



= \g;-%'é}}%%

1. Newland JG, Laurich VM, Rosenquist AW, Heydon K, Licht DJ, Keren R, et al. Neurologic
complications in children hospitalized with influenza: characteristics, incidence, and risk factors. J
Pediatr. 2007 Mar;150(3):306-10.

2. Morishima T, Togashi T, Yokota S, Okuno Y, Miyazaki C, Tashiro M, et al. Encephalitis and
encephalopathy associated with an influenza epidemic in Japan. Clin Infect Dis. 2002 Sep
1;35(5):512-7.

3.  Kirton A, Busche K, Ross C, Wirrell E. Acute necrotizing encephalopathy in caucasian
children: two cases and review of the literature. J Child Neurol. 2005 Jun;20(6):527-32.

4. Wang YH, Huang YC, Chang LY, Kao HT, Lin PY, Huang CG, et al. Clinical characteristics of
children with influenza A virus infection requiring hospitalization. J Microbiol Immunol Infect.
2003 Jun;36(2):111-6.

5. Togashi T, Matsuzono Y, Narita M. Epidemiology of influenza-associated
encephalitis-encephalopathy in Hokkaido, the northernmost island of Japan. Pediatr Int. 2000
Apr;42(2):192-6.

6. Lin CH, Huang YC, Chiu CH, Huang CG, Tsao KC, Lin TY. Neurologic manifestations in
children with influenza B virus infection. Pediatr Infect Dis J. 2006 Nov;25(11):1081-3.

7. Okabe N, Yamashita K, Taniguchi K, Inouye S. Influenza surveillance system of Japan and
acute encephalitis and encephalopathy in the influenza season. Pediatr Int. 2000 Apr;42(2):187-91.
8. From the Centers for Disease Control. Reye syndrome surveillance--United States, 1989.
JAMA. 1991 Feb 27;265(8):960.

9. Bhat N, Wright JG, Broder KR, Murray EL, Greenberg ME, Glover MJ, et al.
Influenza-associated deaths among children in the United States, 2003-2004. N Engl J Med. 2005
Dec 15;353(24):2559-67.

10. Update: influenza activity--United States and worldwide, 2003-04 season, and composition of
the 2004-05 influenza vaccine. MMWR Morb Mortal Wkly Rep. 2004 Jul 2;53(25):547-52.

11. Podewils LJ, Liedtke LA, McDonald LC, Hageman JC, Strausbaugh LJ, Fischer TK, et al. A
national survey of severe influenza-associated complications among children and adults, 2003-2004.
Clin Infect Dis. 2005 Jun 1;40(11):1693-6.

12. Smidt MH, Stroink H, Bruinenberg JF, Peeters M. Encephalopathy associated with influenza A.
Eur J Paediatr Neurol. 2004;8(5):257-60.

13. Hausler M, Ramaekers VT, Doenges M, Schweizer K, Ritter K, Schaade L. Neurological
complications of acute and persistent Epstein-Barr virus infection in paediatric patients. J Med Virol.
2002 Oct;68(2):253-63.

18



Table 1

/\"
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case No.  TEH[ & BER  WREF BET)
15} 3y7m fiE 2002
25} 6y9m fidsl 2002
3¢ 6y2m Pl 2002
451 3ylim f I 2002
5% 10y3m ’F 15 2003
6¢  4yOm fid™R 2003
73 12y8m /F 155 2004
8F)  6yllm F sl 2004
9¢  2yOm fid== 2004
106} 4y8m BhsR 2005
1155 8yOm /F I 2005
12¢ 7y4m e 2005
13% 9y3m FiHm 2005
4% aylom {2009
15¢ 1y7m Prrrs 2005
166} 3yllm ,F, T 2005
1765 7y2m {2006
1853 5yom PR 2006
19¢  5ydm fiflp 2006
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Table 2

lab
case No. Presenting symptoms and signs diagnosis Brain image findings prognosis  pathogen  method

1 self talking, violence, left side weakness encephalitis not examined discharge  flu A isolation
2 weird behavior, disorganized speech encephalitis not examined discharge  flu A 1solation
3 drowsiness encephalitis negative finding discharge  flu A 1solation
4visual and auditory hallucination Alice 1n wonderland syndrome not examined discharge  flu A H3N2 HI
Svisual hallucination, weird behavior Alice 1n wonderland syndrome not examined discharge  flu B 1solation
6 drowsiness, echolalia, stupor encephalopahty/encephalitis negative finding discharge 1solation
7 weird behavior, tonic status of upper limbs encephalitis not examined discharge  flu A 1solation
& perceptual disorder Alice in wonderland syndrome not examined discharge  flu B isolation
9 general tonic clonic seizure encephalitis negative finding discharge  flu A isolation

10drowsiness and coma encephalitis diffuse brain edema expired flu B isolation

11 drowsiness encephalitis not examined discharge  fluB 1solation

12

13 drowsiness and coma encephalitis brain edema with uncal herniation expired flu B PCR

14 drowsiness and eye pain encephalitis not examined discharged flu B PCR

15 general tonic clonic seizure encephalitis no intracranial hemorrhage expired fluB 1solation

16 drowsiness and coma encephalitis no intracranial hemorrhage expired flu A H3 PCR

abnormal high signal
17slurred speech, slow response, focal seizure  encephalitis on right frontal peripheral area discharged flu A H1 1solation
drowsiness, acute pulmonary edema and
18 hemorrhage encephalopahty/encephalitis not examined expired flu B 1solation
19lethargy, drowsiness and coma encephalitis not examined expired flu A H1 1solation




