2024 & 6 AKET (5 9 hR)
BARREB SN EERES 87117, 871161, 87625

E X & 4 Vv %3 FE 12— 27 #4# — A
HBAFREERESD IF S2EESE 2018 (2019 EFHAR) ITHEM L THER

AaEB R EA
N—F 2 VEREBERA
RABASLSOILI UYL IILRE]
TIVADUIERIER
TR VIERIGEHE 50mg THET )
TR D UIERIEMHE 100mg THETI]
Amantadine Hydrochloride Tablets

#l | 7aonba—7 478

7

®HHOBREE S ) R - EASEOLSTEICL VAT L

B8 50mg : 187~ % VU s 50mg # & A

R B R omg: 1EE T~y & U HER 100mg B AT
M & T AV UERRE
B # % £ 4 : Amantadine Hydrochloride
- s #E 50mg #E 100mg
iquﬂ;ﬁz; i&;:ﬁt: Wi AR | 201345 7 4 30 H 201141 H 14 H
i SR | 20184 12 H 13 H 20114E3 H 1H
Wi 52 B 4A 2006 7TH 1H 201146 A 24 H
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CEICFE SN E R A BT 2 FICHEMRERDPLE ARG ENH Y | BIKAEEO EIEFHRM Y
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Motz BOROIFIL, ERMERERRGHEE (LUN, PMDA) OERHEEMIERRBEO—
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LV HFHEHKGLDOIFOBERERFTT A E LT Mo a—T7+— 2R Z2EL, Hx OIF
DA CELMTET 2B EE GRS L THEDINER - T L T2,
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I. BiEICEYTSEE

1. FAROEE
KRN, T H O ARREEBIN S & T D, BHIEEILE - N Y VIERREREAI R OB A
BTN T VAKITH D,

MEIRT <> 2 VU gE 50T HIE L ) 1%, HIETIARASAENRREERLS & U TR ZEm L, Sk LD
ABRT 5 2 B E  ETERER, B RSB 2 920 L . 2004 4F 12 A 21 HIZ/KRE Z IS, 2005
FTH1RICHGEE M Lz, (EFEFEIE 786 5 (VR 1345 H 31 H) (ZHSE KR HFE

X, BRIz & LT T7~ 022 o HiEReEsE 100mgl HIE T | OB EAE L, MK L OB GEE
BRE, ZEMERER, A TR SRR A E L, 20114 1 H 14 BIOKRZIE L, 201143 H 1
H ISR < 2011 45 6 A 24 HICHRGE & BRAA L=,

(CEAFE 0331015 5 (P 17423 H 31 H) (ZHSEKGERHGE

FERFSLG D=0, 201347 A 30 BIClE4 % BT~ 2 VU 8EB0THET ] e [T~
VB UMEIEYERE 50mgl HIE T | ICEEORRAMF T, 20134212 A 13 H22BIRGE L7,

2. BROAERFHRETE

(1) BANL, T~r &P U EBEE AR & T 5, FBIEELE « —% 2 IEBERRAREA K O
ABRIA TN TANVAEITH D,

(2) ERARENWEAE LT, EMEMEE (Syndrome malin) . ksl L EIIFE (Toxic Epidermal
Necrolysis : TEN) . FEREARE #E (Stevens-Johnson JEMGERE) . HAET &2 1£E 5 Nk APEFRALE
PEARRS, ABEFEMER, OAS, IFHERE, BEE, EEE (BEE 5T . ek (%
LR AE, BEELE) R, I A7 v XX BEATE), BT RARAE S S ST D, (TVIL
8. (1) EKRZEIWEM & WWIER] DOHESM)

3. HEROHFFHRE

Bl L
4. BEGERICE L TEMT R EEE
S 1 T B B b
T Bt b, B
S R | T %
RMP 4t
EBIMOY 27 BAMEES L LT |
fp S LTV 2 Kb
S A KT 1 o 5
(T o B T "

5. RERZHRUVRE - EFRLOFIREIER
(1) EBEH
Y LR
(2) & - ERLOHBEIE
L7

6. RMP OiE
FARANA



I. &WICEYTSHER

1. W54
(1) M4
T BT R RE 50mg [HIE T
T~ B Y R SE 100mg THE T
(2) *4
Amantadine Hydrochloride Tablets
(3) BAMOHEE
—fRA LD

2. —i4
(1) % (WMAE)
T sV U (JAN)
(2) #4 (@aE)
Amantadine Hydrochloride (JAN)
(3) AT L (stem)
T B UFEER  -mantadine

3. BEAXITTERX

ek
NH.
/
] » HCI
;’"- 7
§o _&h Iy

4. HFRRUDFE
+3 : C1oH17N « HCL
oy 187.71

5. {£E4 (WMAiE) XEXE
{b24 « Tricyclo[3.3.1.137]dec-1-ylamine monohydrochloride (IUPAC)

6. \EAA. 4. KBS, iEE5ES
Briz7e L



. HHMEP BT SHEER

1. YEEMEE
(1) 5MR - K
FEOREmMEO AR T, 2B WIEe <, BRITFHV,
(2) BT
FERICHD TIEITT <, K, A¥ /=T /) —)v (95) IZIETRTL, Y2F Lo —T L
E & AT RN,
(3) WiEtE
MUERR L
(4) AR (SRR, R, BER
YERR L
(5) BRIGEBEMTEHR
MUERR L
(6) HERFBEK
MUERR L
(7) TOMDERRIEE
Kt 1.0g /K 5bmL IZIEN LT D pH 1% 4.0~6.0 TH 5,

2. HHRSOEMERTIZH T ZREM
LR L

3. BN OERBRERE, TEEE
(1) fesdalihis

1) A

A E Y D v R OMOKEERE & N %, b L TR Lizth, @tz INZ, AKkbPCmET 5, B

LRz ABL, KTHRWEERET S LS, ZO/AIX 147T~151CTH 5,

2) ORI AT S VRIE L

WAL U U AEERNEIC LV RBREZIT, REDOAXT ML ERBOSBIARY MVEERT 5 & X

W DAY R VIER 5D & Z AIZREEOEE OWILE 780 5,

3) EMERIS

A ORI LI O MG & BT 5,

(2) E&EWE
BN ZET E 15
Kz XBRICE LIREZEBR 2 N2 K ETECT 2, wik. EE (100) 20 zaEEoiEiE %

Rz ML) b Y U AR TIRET D,



V. RAICEIYSIEE

1. #Ifg
(1) #HRORH

T AN —TF ¢ T
(2) HHEONBEEUHER

TR ERYREE

TR YR EE

. 50mg [H[EET) 100mg [H[E T |
alNi T 4N a—T TR
5 W =Ry
-
NI Him <:> <:>
{31 — —
B (mm) 7.1 8.2
EZ (mm) 3.8 4.2
BE (mg) 119 168
Affka— R M 005 M 006
Wl = — K @005 @006
(8) EAla—F
(Mv. 1. (2) WAIOHE KL O] OEBR)

(4) RFOYWE

(TV. 6. BFNOEFESNE:TICBIT HLEM] OHESBMR)

(6) Z0fth
A Lz

2. HFIOHER

(1) APRS (EERD) OFERUVFMNA

{ongd

TR R bE
50mg [HET]

TR YR BE
100mg [AE T

R

1&g
TR R

50mg

1 8
Ve VG 1 300)
100mg

AN

FEEAKY), it re—2 B RFeX
Fuvirtiria—A ATTY Ulisw
TR TN, TN, ATT U U,
R E=ATEX—VTZF LT I )
TE5r—h, B An—R v
—/L 6000, FfbTF X, #Hh 4 5 (¥
—hZ7TV)

fhmtm—A HKY CEEKEI L
T, RE Ry BREEKT A8, AT
TV UV~ 77X A, B R A —
A, w7 nm=a—) 6000, ¥/, ik
FH TR a




(2) EREZEORE
MR L

(3) #E
BMEE e L

3. BERACHERAUERE
A L

4. Al
FARPSA

5. BAYT HEHEIED HHRHMEY

B R L
6. HANDBEFUTICBIT2REHR"
(1) hmEER
OT v BV hifetibE 50mgl HIET) MR 40°C - T5%RH [Hi&aEipte (PTP A%E) ]
FRBRIA H =BV PRI
< JHHE > HE BHAGEE 1% A 35 A 65 A
N o o N
<HRBEODT 4N a—T T RE> ﬁgi HE T T HE
B RO72
. s . a5 A A N A
LRSS, MR, EMRS) | RoTe | A e e e
e o0 RO72 | 86.6~892 94.6~98.2 91.8~99.7 | 96.9~101.4
o ° RO73 | 85.7~89.6 | 93.3~100.5 | 93.8~102.6 | 93.6~98.3
<30 %y, 85%LL >
. RO74 | 87.1~905 | 91.5~100.1 | 93.3~101.0 | 95.3~99.4
g (o ¥ RO72 995 100.3 100.3 99.9
RO73 100.0 99.9 100.2 98.8
~ 0,
<95.0~105.0% ~ RO74 100.2 100.5 99.9 98.9
X FREIIKTTIEAE (%)
OT =~ B VU ERRESE 50mgl HIE T JI#EER  40°C - 75%RH [ EFE (NTaldk) ]
FRBRIA H =RV PRI
< JHHE > HE BHAGEE 1% A 35 A 65 A
N o o o
<YPHEEDT 4N D a—TF 4 v TEE> g%i L 8 L L
B RO72
. s . a5 A A N A
LRSS, MR, EtRS) | Rote | A e e e
e o0 RO72 | 86.6~892 | 89.3~10L7 | 96.7~100.7 | 93.5~1016
g ° RO73 | 85.7~89.6 | 94.8~102.9 | 90.5~101.9 | 96.1~100.5
<30 %y, 85%LL >
. RO74 | 87.1~905 | 92.3~103.0 | 90.0~100.6 | 88.8~97.6
g (op ¥ RO72 995 101.9 100.1 99.7
RO73 100.0 100.2 100.4 99.0
~ 0,
<95.0~105.0% ~ RO74 100.2 100.4 99.6 100.0

% RARICHT BEHE (%)




(2) RHIRAFHER

OT =¥V R SE 100mg ! HE T

R EiE Ddaipre (PTP @ig) ]

HERIEH 7y b PRA7HAM
<> FH5 L GLSS 12 » A 24 » H 36 » A
PR o A N o A N
DT e e | 02X01 A A A A
WRHME (%)
<30 4. 80%LLE> 02X01 82.8~98.2 93.7~101.3 82.8~99.9 93.3~103.5
G (%) *
<983~107% > 02X01 101.9 101.1 100.8 99.7
X BHTREIIKHTLIEAE (%)
(3) maAERRED L EM:
OT <2V UGS bomeg HEET ] MEdE 40°C LY. [EBERIE]
HBRIE B =BV PRAFHAM
<k > x5 BRAA R 2 i 1% H 2% A 37 A
Pk WHEOOH | YEAOH | EAOH | BEAOH | o
; 139G | FBOT7 4N | BOTZ 40 | BOT 4V | FEOT 4V | FEOT 4V
f)< 2 1/_5\ ke W iy iy Yasd
<SBARBOHABOT 4V h=— ME> Ao—hgE | Ao— REE | Ao— REE | Ao— REE | Ao— REE
WHME (%)
<30 . S5%LLE> 139G | 98.7~106.1 | 97.0~104.8 | 87.7~96.7 | 93.8~100.5 | 94.1~99.7
G (%) *
<95 .0~105.0% > 139G 100.2 99.7 101.1 99.5 100.4
(&) wE (N)
196N DL F> 139G 65.1 70.3 72.3 67.1 61.0
¥ BREIIHTLIEREE (%)
OT <& VU 50mgl HIE T Mok 25°C - 75%RH [EY:, Bijk]
HBRIE B =BV PRAFHIR
< Bk > H5 BRAARE 2 i 1% H 2% A 37 A
PR WHEOM | REEON | WEEAOM | REGAOM | WEADN
; 139G | FBO 74N | BOTZ 4N | BOT 4V | FEOT 4V | FEOT 4V
% 2 La— g
<HEREOMFDOT 4/ b= — hE> no— R | nm— g | hm— RGE | Am— | o R
EHYE (%)
<30 4. 85%LLE> 139G | 98.7~106.1| 94.4~99.8 | 89.8~97.5 | 97.0~103.0| 92.5~98.7
G (%) *
<95.0~105.0%> 139G 100.2 100.6 101.7 101.6 101.7
(&) wE (N)
196N Ll E> 139G 65.1 64.1 61.7 59.0 52.7
X BHTREIIKHTOIEAE (%)
OT <2 U UG bomeg HET ] M@iE =g, Bt (D65 LR, B R ]
ABRIE H oy b Falg Y &
<HIHE > &5 BA AG I 40 7 Lx-hr 80 7 Lx-hr 120 5 Lx-hr
PEg WEADOMEO | WHEADOMTED | SHaOMED | WHEADMBO
CHSHEEDTIHDT 4 b a— R > 139G T4 N bha—k| T4 ba— | 74/1/6:1~I\ 74/1/6:1—1\
B 7 i i
BHPE (%)
<304y, 85%LLE> 139G 98.7~106.1 93.9~104.1 93.4~104.0 91.0~101.1
8 (%) *
<95 0~105.0%> 139G 100.2 101.4 100.6 100.9
(ZEE) WHE (N)
<19.6N LI |- > 139G 65.1 71.0 67.5 70.7

Ko RREICHTTOEAER (%)




OT <2V U HEEESE 100mgl BIE T At 40°C YL, KJERZ]
ARERIE H =N PRATIAH]
<> iR B ARy 35 A
PEAR Sy Y
<HBDT 4T —T TS 96601 HEDT7 4V ba—T ¢ v 7k BHEGDT 4V ha—F v 7k
Hﬁ%’l\i NN SsE AL
<60 S LI > 96601 bk A
G (%) *
£ 93~107% > 96601 101.4 100.0
(BEMH) WmE (N)
~19.6N b > 96601 72.5 70.4
X BHTREIIHTOIEAE (%)
OT <& VU 100mgl HIE T a2t 25°C - 75%RH [EYG, Bk
AERIE ok PRTFHI
< B> i B Gy 35 A
PEIR = —F v
<PABDOT 4N —T 4 T EE> 96601 HEDOT 4V bha—T T BEDT 4V ha—F T
Hﬁ%’l\i YN SiE AL
<60 29BN > 96601 A A
&8 (%) *
< 93107%> 96601 101.4 101.5
(BEM) WE (N)
“19.6N BLE> 96601 72.5 62.5
X BHTREIIKHTLIEAE (%)
OT ~ ¥ Vo EREESE 100mg HIE T fadk gt [D65 R, ¥ v — LBk
BRI H 7y b i
<HiHs > & B b 120 75 Lx-hr
PR N e
<HGBOT 4 VAT —F 4 L TEE> 96601 HEDZ 4V ha—T 78 | BEOZ 4V ha—T 1 ThE
AR e A A
<60 LN > 96601 A A
G (%) ¥
< 93~107%> 96601 101.4 100.9
(BEMH) WE (N)
“19.6N DL 1> 96601 72.5 71.9

5 RRRICHT AR (%)

7. RRERVERROREN

BN ANA

8. FILDEAELL (MEILFMEIL)

AR ANA




9. HHtE>
(1) wHBR
T~ 2D U ERERE 50mg HE T O ~ v % ¥ U SE 100mg [ B E T 1%, B AR T/ E
HEHREE STICED LN T ~ o ¥ ¥ U SE (50mg $8, 100mg #&) O MBS ICEA L T
DT EDRER I TVD,
GRERIGIZ/K 900mL % AV, S RWEIC L Y, 50rpm TRERZ1T9,)

T LR
R FHLE PRF ] IR
50mg 30 43 85%L I
100mg 30 4y 80%L1 I




(2) wHRER
T~ BV R SE 50mgl HIE T >
BRERLOEMFHORGEERBR T A R 74 U EO—HSIEIZ SV T (CFR 1345 A 31 H  EHE
K55 786 )
AR A
iE AR EHREBRE SRk
[ElE R OB TR : 50rpm (pH1.2, pH4.0, pH6.8, /K)

CHIE]

- pH1.2 (50rpm) TiE, FEUERIF] D FEIAH N 60% K ON85% AT D2RE AU BT, AL DO A
HH SR VAR BRI DS PR 2R £ 15% DFEFAI & > 7o,

- pH4.0 (50rpm) TiL, FEAERLE| DIV HZRA360% M ON85% 13T D 2WF I BT, A O IR
HH SR A R DS PR 2R £ 15% DFEFAI & > 72,

- pH6.8 (50rpm) Tl HEAERIF O IFIGERHZR H340% K& UN85% T D 2 S BT AR Sh DR
R VAR VE R O S PR 2R = 15% D FEFAI & - 72,

- K (5Orpm) Tik, FEAERIF] DIV H R D360% & O85% 1 IT D 2ME SIC IV T, Adh D A
FITAEAERIA O PSR+ 15% OFEFHIZ B > T2,

PLb, REOEHZEE 2 ENH (0 A B LLEES0mg) & g L7fER. 2 ToRBRKIZ kW T
% J = S g D A AR IR T A R T A > ) OHEEEITES LT,

(P H b )
EHE (%) pH1.2 (50rpm) FEE (%) pH4.0 (50rpm)
100 r 100 r
80 80
60 60
40 40
20 —_—— 7 R AREFEEES0mg THE T 20 r T —— 7T AU AREERRES0mg TBE T
0 1y = & = b L LEESOmg 0 /¥ = 7 = s b L JLEESOmg )
0 10 20 30 0 10 20 30
B (51) Brfe] (53]
EHE (%) pH6.8 (50rpm) BHEE (%) 7K (50rpm)
100 r - A 100
80 r 80 r
60 60
40 | 40
20 | —— T A AR EEREES0mg THE L 20 —— 7 R ARERRETS0mg TBET
— £ = i b L LEES0 - = 2 b L LEESO
0 L‘ 1 Il rrq 1 O Lt 1 - Il m 1
0 45 90 135 180 0 10 20 30
B (51) B (51
(n=6)



T~ B YRR SE 100mgl H[E T >

BIEEILS D EWFIREMEABR AT A N7 A VEO—HYUEIZOWT CFR 18411 A 24 H  HEA%KE

F£H 1124004 =)

B e S

PEE

AASRRTT ek

IRV

[ElEEH N OGRBRE « 50rpm (pH1.2, pH4.0. pH6.8, 7K)

I ]

- pH1.2 (50rpm) TiX, HEUERLE|OFEVEH R 60% K% Y 85%TIT D 2 Bi 2B T, AfhD )
TR HH RIS E R O SR HH R £ 15% D FPHIC H > T2,
- pH4.0 (50 rpm) TiX, FEAERIKIOEIGIR RN 60% K% N 85% T D 2 BESIZH W T, AL

P HH R TR VERLA D I TR H =R £ 15% DFPHIZ & - T,

- pH6.8 (50 rpm) Tid, AFEHERG O HHRD 40% K T 85%(FiL D 2 FFpLIZIBV T, Afh D

AR =R AR VE R O ST H SR = 15% O #iPHIZ & - 72,

- K (50 rpm) TIE., FEAERLEI O SR HER DY 60% K% Y 85% D 2 B S IZ 3\ T, A5 D%

H S A O TV 1% DRI B o T,

PAb KO 28 2 2 ERA] (20 A b LOLEE 100mg) & Hfk L7fER, &2To

%38 = G D A AR IR A R T A ) OHEIEEITES LT,

(7 tH i )

FHE (%)
100 ¢

80
60
40
20

pH1.2 (50rpm)

- = 2 | L JLEE100mg
. h

0 ¥
0

20
BEfEl (530

30

FHE (%)
100 ¢

80
60
40
20

pH4.0 (50rpm)

o L e 7 vy IEEES100mg TBET )
- =2 L LEE100mg
‘ !

0 r¥
0

30

20
BEfE (53)

SEHE (%)

pH6.8 (50rpm)

SEHE (%)

7% (50rpm)

10

100 | 100 |
80 r 80 r
60 60
40 r 40 .
a0 L —— 77 AV REER100mg THET) o0 | —— 7 7 AV REEI100mg THET)
= & =2 b LILEET00mg 2 = = =2 b LILEET100mg
0 L‘ 1 L L 1 0 L‘ L L L
0 45 a0 135 180 0 20 30
B (9)) B (9))
(n=6)

RERRICRB W T




10. &% -aX

(1) FRFRELER - . NENRRLEESH - AEICET H1ER
L7

(2) A%
(7R U4 D UERIEHRE 50mg TAETLD
100 & [10 #£x 10 ; PTP]
50088 [T AF v 7R b RT]
(7RUADUIERIER 100mg THET])
100 #& [10 & X 10 ; PTP]

(3) PHEBE
L7

(4) BHROME

W72 PTP )i N7k

PTP: R U= LT 4V A, TIAI=UAHEIA ML R ZF L
vo— RV =Y 7 ra— MEHRY ey 7 R ey
L7 4V A

T B Y R bR
50mgl H & T.)

T AU SEPTP : RV (bE =L T o VA, TAI =0 A
100mg/ H [E T

1. BRSNS EHE
LR L

12. TOH#
LR L

11



V. ARICEYSEE

1. PEXEHE
O/ =%V EMERE
O MM ZEML BIEIZfE O BAK - ARMR T odE
OATIA TN T A L ARYE

2. DREXEIHRICEHET IIE

5.RERIZRICEHET HEE
(ABALVINIIFYA L RABLRTE)
5.1 KANX, EMQFHCHLE LW LIZGEICoREE5T 52 &,
BlZIE, LTOBBICEEEEZEETHZENEE LY, [1.3 ]
ARIA TN T AV AEGE IR LG A I JER D ELSFECEN GV EZEZX ONLLE (R
W, EARARREOBESE) KOZD XD RBEICHET D EFREFEESE,
5.2 KA ZHFICHW DG E 1T VA NV AEDOEGERRTO AR 7N Y0 A L A JEGLSED
BRICHEATIE RN L2 E 2. AROFEHOLEVEZEEICHRTN T2 &, [1.4 ]
5.3 AXH & THHICHWAHAIX, V7 F LD THiEaMaET 200 THH L 2EEL, Fiend
ABZOHRAND Z L, [1.5 BH]
U TF D ANFERRERSGE
- U FUBERN RO
- U0 F UG TUR Z ST D £ TOHIM
5.4 KFNT ARIDSND A TNz B A )V ZARERGYEITITE S v, [1.6 ]

(fiah.)

Mgy ) OIAE R, HBA v 7 VT U VRIS OWE @ 2HE 2, BEOBERIZBE LT
ITFFICEEAMRET 2L ERH D, 5.3 OBICAEZ THICHWDEEOD 7 F 2 L5 TR0
[ZOWTEKRINEZRRH# LTZ, £72. AFNTARLA 7 oA 0 2025 L IR RIS
Famd i, BEA VIV A N RFEE ST D, Y

3. AERUVHE

(1) AERUVRAEDOHES
CASE DAIRIZ i - ))
WE . RANIE T~ 2 D UERE S LCTHIE 1 B 100mg % 1~2 [EZaEEn& b L, 138
BICHERFE L LT 1 H 200mg % 2 M ER D& G595,
7B, JEWR, FIS U CHEEHEECTE 523, 1 H 300mg3 [mIERO&S5FTET5,
(REERBECHESIER - BREETORE)
WE . RANIZIET ~ o2 P UERRE S LC 1 B 100~150mg % 2~3 [y EfR 0G4 5,
7Rk, ER, NS U CHE a5,
(ABALDIINITOFYA IV RBEEE)
WE ., RANZIET ~ o2 P UERRE S LC1 H 100mg & 1~2 B2 5ERE 0% 545,
B, FER, RIS U CGHEEEBT 5, 2720, mnE K OBEEOH L BRE TIEE G ED LR
%1H100mg 352 &,

(2) RZERUVHAEORERE - B
U ERR L

12



. AERUVAEICEET 5FE

7T.AERUVAEICEET R

(ZheEEE)

7.4 RFNIFEBDBREAEE UCTRFICHRIE S LD 72D, BHERESMK N L T2 85 Tk, mgEs
BENEL R BElbEE Bk, &, I 47 a X AEORWEARRIT S 2 L B8H 5D T,
EREREORRE TN U CHRGMRAZER T 27 L, HEICKREGT 528, [9.2.2, 16.4, 16.5.1 Z]

(BE) JvT7F=r VT 7R EEREMROR%

IVTF= I VT TR P51
(mL/min/1.73m2) (100mg/IAl)
>T5 12 HFfH]
35~75 1A
25~35 2 H
15~25 3 H
) ERRIFSMEANCHB T RRICESSBELTHY , AFOENTHERB SN TW DL HELOHEE

(e VAP

(RHEERBECHESIEN - BREETORE)
7.2 WML, AR EOCRWEH OREZZE L 20N GEEICRET 225, &5 12 3 TR
BOLNBRWGRICIERG 2R IET 52 L,

(ABALDINIOFY A L RBLRTE)
7.3 RERICANSES

FEIER X FTBEZR IR 0 SO G 2 BT 5 2 & (G8IEM 48 RERILAREIZERAA L CH -+ A ghin
BoNRNEESNTWD), /-, ETA LV ZADRRAF 20, LER/EOME (HETH 1
) oGl Dbz b, [15.1.2 2]
74 DO FUODAFIEBLGH/ERIET I FUOEENEROES

HUIB U HERX I Z B W THRATOEN & b biuiz Ll S -1, G200 L, FifTO/%
BRITEHESLHIC G 2T 5Z L,
75 DO FUEBERRHEZER/STHAECOMMICRET 55

PUAES E CoMMIT@EE 10 HLLEE SN D0, UARERZITESCHCRGZFIETHZ L,

[15.1.2 & ]

1. R THD “BienEL T2 L0 REELRBEEOSH 5 HE7 UAOBKEDIK T LT
L BE G T ORISR OMBEPRENE 20  BHEANERTL N5 2 Lk,
BEEOREISC TREMBALER T 270, HEILKRET S, 25L LT, AEANCBTD
RO D E, LT F = VT TR EREL L 5RO B LB LT,

2. ARNEBRLEM SN0 ETHEEICHEN SN D L O EEEWE LT,

3. BIERICHN DG, WS TITFIER 48 RERILINICHRGRIMGT 2 L SnTWd, £/, mitEY
ANADEBLHE SN TNDY b, BREREINDDOE T2, BHBITLER/N
ROMIF (RETH 1#EM) & Lk, UZFUoEfR, PURESICEST 2HRITY 7 F B
EZTTEbOOREIGEIT LD SEIELEN, HERIUAN TS 2013@H 10 AUE (V7 F
YN B OIXIEE 10~14 BT L E&nTnW5, AN TII/NEO HER OH ERRE S 1L
TV EAN T NEOE AR DI EEZFRSR L, TERT5Ic L Ebiz,

8). 9)

13




5. ERERALAE

(1) BET—aNn\wFr—o
MG RR L
(2) ERERZEEFER
MUERR L
(3) AERERFERR
MUERR L
(4) HREEROSER
1) AREREERER
(REZERBEICHSEX - BREETOHE)
1711 ERNEREKRER (CEERLESER
BEVEIR CUGE D 22 B AV 72 WA TN M A TR E 12 K 5 BT - B3R TABHE 343 Hl A X517 ~ o~
2V BB O RINER O Z et e 7T AR e kI L L “EHERMBR CHE AT o 1o/ R, &
R ERE T THhSESE) ULETT <% OV EBRIERE 173 1 51 6 (29.5%). 77 L REE
170 i 33 451 (19.4%) ., MREE ) UL ECTrY~ 2 o Wit 173 #1283 61 (71.1%), 7
7R AREE 170 Bilh 89 B (52.4%) TH V., T~ & VURBERAHEICERL T (p<0.001)
10)
BIVEFRRBLRIL, 7~ & VU ERERE T 173 B9 23 # (13.3%) 49 . 77 BAREET 170 fiH
29 B (17.1%) 70 CTh o7z, ERBIERIZ, 7~ & U U HERBER CcHlE 8 1 (4.6%), RfE -
BT (4.0%). RHIR 44 (2.3%). 58 - SHE 4 1 (2.3%). A¥E 41 (2.3%) FThol,
(N—F2 Y VIEEE)
17.1.2 ENEREKRER (CEERLESER)
NR=F UV IEBEHOBRE 90 flzxtgic 7y~ 2 Y U BRE O NER 22 %E
trihexyphenidyl ZXffR# - L7z “EHEMRRBR T 2T iR, T~ ¥ VU ERIED 100~
300mg/ H 5 CTxI 3K trihexyphenidyl ® 3~9mg/ H IZICEd 22BN G b, 70, &k
FE T AR R EEIZ 35 T trihexyphenidyl #¢5-RFIZ 5 Bl OEALFIA - BT DTS, T~
BV ERRIER HRRCIT 1 Bl b A bRt
FERBWERIZ, 7~ 2 P UBBERETHYE 25 il (28.4%). AR 22 7] (25.0%) . BACRE 16
Bl (18.4%). {HF4 15 51 (17.0%). BHEE 12 ] (13.6%) FTh o7z,
2) REeUER
U ERR L
(5) #BFE - WBIFAR
ZYERR L
(6) AEMEHR
1) EARERE (—REARKRAE. FECEARERE. SARGELRAET). RiER
—RRE. RERFTREBRAROAR
U ERR L
2) RBEHBLELTERPEORARNITEREL-RAE - AROBME
M Ln

)

BT — 5~

<

14



(7) =ttt

(ABALDTNIUFYA L RABRLESE)

17.1.3 B EREREER

T EEMEEGEER (222NIC Influenza A/Bethesda/1/85 Z#:fE) (B W TR HIEN THL7- 81
BRI R 2L T8 I T AL TNV o A NV ADRY & RIEICHTT D T~ 2P R O
THHARITITEDO LBV THDH 2,
(50mg/H CTIEzhH2355 < 100mg/H & 200mg/ H & TIEZhRILIFSE 22 b O O & O 5 M2 4N
W ERREBEENT,)

G K OSIEIS X D 2R

e hf SEGI %L JEYEHRY FERERF LR
75 v AR 19 18 11
50mg/ H &f 20 16 4
100mg/ A B 20 12 3

200mg/ H #E*Y 19 13 2

GEANDT— )
¥1) A VT IVEUHT AV RJEGIE T A OV RSy BESUIHUREOGT X 0 HE Lz,
#2) AU TNE U T A NVATORIETHE (37.8CLLE) ROZDfd 2 DLl EDERIZE Y
HIE LT,
%3) AR I Tzl E O A &EIL 100mg/H Th 5,

RBITERORBRIT, 77 AT 50%, 100mg/HEETIL 80% TH 0 . BIVEH O KER /> ITHRE i
PEDH DT, BHIRIBR L7z, F20 DI PiReRR Rk ONELERRICBET 2R TH o7, £z, &
B2REIWER & LTiX, 50mg/AEED 1 FHCHERIEK - A0E - 5 - AR E 25 < 5 ARHR, 100mg/ A &
D 2 B THFE, RERETHoT,
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VI. EMEBICEYSEE

2

. REZPNICEEHSLEYRILEaHE

RN EA] (74 ~ o X U HER)
HE : BEO® AWM ORRE - IREIL, BHORMIEELSRT L L,

EEER

(1) fERERGL - e

(=% Y VEEEE)

18.1.1 K /82 AEEHMEMRIA R TO KX OWEBHRESTHBUAZ OIIHITH Y 2z L) K83
AR A IR L S B 1R,

(ABALDTNIUFYA L RABRLESE)

18.1.2 RGN 7 A VA DGRBS ZHET D52 L T UANZADY RX 7 LA T a7 A - Offifa
BN~Of%E REST 512,

(2) EMERMTHHABRMR

18.2 H{AEHNEER

e R AR IR B RRAR T 12567 2 KW O BB 2 IR & AT RO IZ GG 2 B2 7 FIEITBIED L 25
B SN TELT, T2V EBRBIEICE L THLZOEREF SIS Tunen
23, B RAER N DGR FEB R I B W TLL T OIER RO 53TV 5,
18.2.1 &HEBRGIMFEICH T 2 EA (in vivo)

Ty hMBiFs7unrya~wrr e R—=L KT b TR_F D02 KD SRR S O
TERIZKF L, 10 X 20mg/kg (JEERN) CTHHLL, T~ X DUERIEE RARI VK VT R
LU AEEEARRE R & OBIEMESRIE S TV DY),
18.2.2 THC IS& %1% L T —R U muricide O#FIYERA (in vivo)

THC (7 hZ b RuehrFre /) —W)IlksdT7y hohH L7y —k muricide (2% L. 0.5mg/kg
(MEHERN) CHEZRMEWER 2R3, TOMIIIZNENAITT IO 40 [HFED 8.8 f5, LR
R/30 400 {5 &N 225.5 (5T, 7~ ¥ VU EBER D ETEr » = AFENER R OB L%
T Z LR ENTNS Y,
18.2.3 £ FRKICRIZTRE

A FRIEMERANE BT 12 100mg/ B, 2 W 1B 5% O b % A 7= RBR I W T a O B
BEOBM, 0 FE LR EOHBEDORONHALNTND Y,
18.3 fi/s—F >V VR

T BV UBRBE O R —F Y RIS DEREFIL E L I STV R VA
O, BB (T v b)) ICBWT RS2 U OHHREER « BB AZIMEIER « A RREEE
ANRBDOENTND, ZHUHDERICEY RAI UMEBI= 2 — o U OFENED b, HERERICT
TF Y AMAEBRB AT 2 — T I AEERISK L CREBI R EBICH DS —F vV UIERERELC
KLT, F& LT IRIAEEMREROIEI 2 TTET 52 LICK VIR ERT O EEZEZ BT
S 17) —1 9)0
1BAABL U INIUHIALNVRIZHT B4ER (in vitro)

T A RO AR T v o A OV AERIE, & LRI T A L A D
DEMEEZLEL, VA NVADYRX 7 LA T a7 A OMaEN~O S ZIET 52 Eicdh D &
EZEzobhb,

bbb, A VTN T A IVABEGEY A 7 )V OBRE T A VAR DR EICRAE L Tz
KYA h—V A THEO=Y FY—AIZRVAEND &, Mz A 32 F v RABNEEIES D0,
T BV BRI Me Fy XNV EET D, (77U A AT )VINEEEM in vitro)

16



T L B DI AT A LT Y A L RIS CH BB BRI LT LT Y (L
AT L KT AR 200
(3) {ERZRTRFME - Fixki
MMERR L
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VI. EMBEICET HRE

1. mMPREOHTR
(1) AERLAEVWGOLPRE
MR L
(2) BERERTHERESL-ODRE
16.1.1 BEEHE
RN BT 5 BN T ~ & ¥ U HEEESE 1 88 (50mg) XiX 2 §8 (100mg) # FEAZEIERFICZ 4
201 ERR 0 U E O S FERMBRE AT A =2 IRDEBY THho7221),

Tmax Cmax AUCo-o T

(h) (ng/mL) (ng * h/mL) (h)

50mg 3.3 124.8 2,601 12.3
100mg 3.0 256.0 4,520 10.3

16.1.2 £PFHNFF1EHER
BIREI T ORISR A KT A L EDO—HHEICOWT CER% 18 £ 11 H 24 H 3K
BFEAIE 1124004 5)

T2 EREEEE 100mg THET ] ROV A B LJVEE 100mg &, 7 0 A4 —_"—iklC kb
FNEN1EE (T~ ¥ Y U HEREE S LT 100mg) RSB iR a0 &5 L ClmfEd 7
v A VURERZIE L, BONTIYBRENT A —% (AUC., Cmax) ([ZOVWTHaHENT 21T >
TSR, WA AW FERR S S R S 722,

SEENHE N T A — X

HENRT A—H BB NG A —H
AUCo-48 Cmax Tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
T B SRR BE
3239698 191+24 2.4+0.8 11.7+5.9
100mg [HEET |
v A N LVEE 100mg 30621743 181+37 2.5+10.7 12.0t4.8
(1 £ 5, Mean*+S.D.,n=12)
(ng/mL}
250+
200

—e— 77 4L L IEEHEE100ng [BET]

A= e A b LJLEE100me

w
(=]
1

147485, Mean®8S.D, n=12
100 4

P ANARARERN R -4 =

(%]
[=]
L

0 6 12 18 24 30 36 42 48
sl (hr}
1 5 P SR I PEHERS

MAEHIR NS AUC, Cmax 50D/ 7 A — & (3, #ERFE ORI DL + 755 O3Bk
R K> TERRDFREMENRD D,
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(8) &l
MY ER e L
(4) BS - ftAXOEE
(v, 7. #EEH] OESMH)

2. EYEERBNTA—4
(1) fBAZE
MR L
(2) WRAEETE
MR L
(3) HEEETEH
MR L
(4) Y7353V R
MBI L
(5) 2HBE
MR L
(6) Tttt
MBI L

3. 8%H (KREaL—>av) #H
(1) fBFAE

B R L

(2) INSA—SEHER
B R L

4. R
B R R L

5. &%

(1) itk -FeiBE P& @ tE
MUERR L
(2) miE-RAEEIFEBYE
(IVIl. 6. (5) 4hw) OESM)
(3) Eit~DBiTit
(TVIL 7. Ry, TVIL 6. (6) 23l DOESM)
(4) HE~AOBITHE
M ERR L
(5) ZofoiBB~DBITHE
MR L
(6) MPEEAKEEE
T~ B2 YD in vitro MBEE AR A EITH 6T% TH o722,
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6.

A%

(1) BRI R U R

B R L

(2) RMICEETSBE (CYPH) O5FE, F5X

HEE R L

(3) VEEBENROFERVEZDOES

RUERR L

(4) REVOFHEDOARRVEEL, FELE

t N TCTORFPREIT N-T2F RN 5~15%ITZD LD, 65~85% TR LA TH ~7-24),
FEADFT—%) [7.1. 9.2.1, 9.2.2 &H]

7. Bt

10.

1.

16.5.1 FRep$kitk

TERER AT ~ 2 ¥ VRN 50mg KT 100mg % 1 [BIFE 0% 5 L7256 55K 24 BEf ©&
HEDK) 60%73, 48 K] £ TIZK T0% A RE(LETRPICHREES NS 2 Y, [7.1, 9.2.1, 9.2.2,
9.8.2 ]

16.5.2 Frh kit

T U A Y UHREEE 100mg AR O LS4 72 B £ CoEPEILUT Img L FTH -0,
16.5.3 ELit+rhHEtt

MR EDT ~ o X N &, ZhiEfR LizgE R, Et, R, BB 425
BTz endbsn2d),

S U RR—42—IZEAT H1EH#
MR L

. BREICLSBER

(v, 6. (2) EHEREREEA . VL 10. EEHREL ) OHESM)

BREDERZHT5E8EF
MU ER e L

Z 0t
MAER e L

20



VI. £t (EAELOZEESF) CEY HEE

1. &

RELEDHERA

&

1.8
(FhBELLE)

1.1 TADAXBZOREROH I BERVERRANDHLIBETE. REZFERXEEBLLEIESC
ERBHEINT. BEEIEFRCHEL. RENRBOONEIGRICEEET 2E0ENLGIEELZHEL
32 &, [91.1, 11.1.7 BR]

1.2 FHFCF. B#FHENRONIEFBESHY . -, IPRRICKIEFBHEOHRENHDLID
T. ERNXITIERL TS AREEDH S XEICFB/E LR &, [9.5 BE]
(ARSI NI UL L ABESE)

1.3 AF|EX. EMSBHICHELHEG LIBEICOAMRET S L, [5.1 BE]

1.4 AR ZARAVSEEE, XROBRBERZEEICRHTSH L, [5.2 E]

1.5 ZFZFPHICAVWSEERE. 7I9FUVICKEFHERTETILDTHEICLEERTH &,
[5.3 8]

1.6 AFXABUNDAS U ITLT YA L ABREEICEHRNREL, [5.4 BE]

1.7 AT LVIOFOFPHPARICEHBESTOEETEREROBRENHLIDT. RHEEDOHD
BENEPREAERICERATIRANZESTORETIHARLOFEENEKREZ LR S & HIE
ShABEOHEETEH L, [9.1.4, 10.2, 11.1.7 BE]

(fian)

1.1 TANAKROEBERROH 2 BH T 2EEFE T, MEEEL ] OBEICFEHE L T,
PDR® T M&& | OHEICHEENH D Z &, KOBEEEMN (ARSI W T A L A EYYE)
RN RIS B SN A FTREMEDN B 5 Z L v, T | OIEICBAT LT, AFNISKE A
(2, AR R ICH B A KT L CHIRBEEH 2 AT 5 DT, FIRMERRORFEHE THHTA
DAFIECEE RN ZFT HEEICHREGT B, +OREBRBLETHD, i, ABA
T WEYYEIC KT D RICB VT, TADA XITRERR O H 5 /8L K ORI A E &
B L, BEOHERXITELZEZ L-RERH D, 2°)

1.2 ARENITBABESEDONDIWMENH Y 27, ek [EEE) O L TW7=a3, ZhiEEin
AL TN BT AV REGE) TP, GERFTRE 7ol AW DN DS N+ 5 &
BEzxonblz, 5] OBEICBIT L,

1.3-1.7
HRA T L PSR RET S CERR 9 4E 10 A 24 H) OIS 4 2B E 2, AFNIT A Bo
YINT WY AR REYIEIT KT DAL FFER OO L DL LTY 7 F U R D Tz
D60 ENEST I, AR OLZEMEOBE G . BE OB L CITFOEE 2 k3
DREN DD, N—F Y RBEOHBREMOMERIEIZOW TR, TZOMoOEE] OHEIZEE
IZEH LTV AR, KE (PDR?) TiE, 7T~ & VU HEBERKIOMER LokEo 5] o
HIZHEGETOABREROZEHENH Y | A > TN FOWEE LTI ANl T S
TS, el RANTREIRESCHEDELH ORI O & 2 B CIIRMER 2 B b S & 5 etk
DR ST D,

ok

2. ¥ERABRLTOER

2EE (ROBHEICFBELEWLNIE)

21 B ELELETHLIREEREEEOH HEHF [9.2.1 B3]

2.2 I SUTIER LTS ATREMED & D MR O Lia (9.5, 9.6 &R ]
2.3 RFN Ot Vil BUE OBEERE D & 2 BE

21




(fiRin)

2.1 BANIRIEB Iy DR E L TRP D D PRI SN D 728D, BASREAME T LT 5 BFE CTIEAA
OEMIC L 2 EHES (BELZ ), BEk (AR, 28 A%, %), KE, I47
o X AEORIEANRE SN TS, 28 29 RENTMEEITIZ L > TOELDBRETE R0
IR, BTEMLEL T L L) REBRBEEREOS LZBE T, 2D ORIEHNEE
FEIlh bbb, BEERBEAOIEFINERB SN TND Z D FICEELME T 72088 L
oo (TV. 4, FEROHAEICEES2EA EoES ), VI 8. (1) EKZAREIEM & HIHEER ]
VI 10. W=EHE] OESH)

2.2 AAENL, B EBR CTHRFEENRO LN TE Y 72 CHRAFEEN DN DER NS 5 2
L BHHAASNOBITRRO LTS Z Eh bk EERE L,

2.3 KA RS x LIBBUE DO BEREE D & 2 BEICAR 2 85 L2854, B2 BBUEER AR B
THAREMENR B X BN ZEND, R ERE U TRE Lz, AFIOBRSICEEL TIX, M2
B ZATV RFN ORIk U CEBUE OBEERE 2B L7258 123 52l Tz 72< &
5 BREWT 5,

3. MEEREMRICEET HFE L ENHEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEEYT 5IRLETOER
(TV. 4. HEXOHEICEET SR 22402 8,)

5. ERGEFNIE L ENER

BEELEAXNIE

(FheEFIE)

8.1 AKIHEEIC X 0 AR ORIER (MEIRREE, %% ORBEENE L 2518 H 5
DOTHEETDHZ &, [11.1.7 2]

82 WIEW, SbHOX, B LA FHENRLOLDONDZ ENHLHOT, HEIHEOER, B O#ER
1B, mTEESERA O FEIEFIER VLI EET DL &,
(ABALDINIIFY AL RBLRTE)

83 HiA v I N A NAIEDOIRHAOF B SUIFIAIC )b BT, A v 7 U PRERIZIE,
BEATEN 2 5B L2 ST s,

FBEATENC X 2SO N —DOFEKEY LT 5700 PR Zaxht & LT, ORFEITEORBLO
BEWAHLZ L, QHBIZBWTURELZITOHEG, D2 RN 2 B, REEZITIRVE
ORI HKTDHIEN R EH#E LD Z &, ITOWTHEE - FEICH LAt E1T 9 Z &,

B, BEEOFEMICELIRBENDOH D EEORFITENIOWTIL, BFELAED /I « REE O
FBHETHENRZ N &, BEDD 2 HRIDINICRBLT 22 08202 & BabiTnd, [11.1.7
Z ]

(NR—F VY VERBRXIREZRBEICHESER - BREETORE)

8.4 AF|O¥H AT HIE LIEBE, N—% 0 Y VEROE(, EMERERE, U2 h=— (BER) .
PEEL, KR4, HBAREEOEL, AR LOND I ENH LD T, ARG E2HIET 555
BT, mAICEETHZ &, [11.1.1 2]
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(fi#s)

8.1 THMMHZEMLIBIEICHE D BAK - BRMIR T OLGE ] ORRBIZKIT 5 BEERF DL RMET — & ff T
ERICESEBRLE,

83 ANz I N VEREORM & RERITEHFEORNEMN & OBRICOWTHIGmOIRY £ L%
1T 9 3 - R F B EELERZ ORI L2 RAESIZ L DME T AANCHONTH
WA RO ER EOREE] 12 TARA 7Aoo A L R EYE | ICARKI % AV B85 0%
BERGLHL, A7 PICRB LT - REVEE O RFEITENHRBLO B LI OV T ERA
f2F, B - FEFICH LEREWEZX D Z EN#EY THD &S, L,

8.4 WA T/N—F V) VIEBEREICK L TAAIDN RIS S, BIc&EGE2PIE L72SEIc, ~—
XV EROEAG, EMEREEE. VX b=— (BRI, 85EL. KRR Y. FruREOE,
BAEND DI EDREND D, N—F 2 Y R ILFESZANCIE, ST IR A AN TEIR
fiid% L CDWS IR TH D720, Hioi—F 0 Y VEITOREF TH > THRERIIHR A 1B L
TWDHZ LD, o T, AEEEZFIET 2 & BRI OFENR & e THEAT LIEYE L7 SE
Wb HoDZ Ll d, FHCEMFRIERIITEROEITRIBIC X - IR & 5 H k23,
FIED U NT L RBRIZORNDLBENR DD, > T, H—2ROFILIC LY Z0kk7R Y N
Y RBIENE Z o 7258101, BEHICAROFEG 1T,

6. BHEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 AHHE - IEEZEDOHLBE

911 TALAXIIZOBREROHSBERVERRRDHLEE
BELZEEEBEL, RENPBD ONEEAITRET 250 B L2#H L5 2 &, FlEx
BRTEASELZENH D, (1.1, 11.1.7 ]

9.1.2 DOERSE (5 -MEDERE) REKXKHEEZEOHIEE
THIFEN RS 2 2 E0b Y . DIERERLTFELZ BLSE2BENNH 5,
91.3 EMF%#ET 5H%F

DEW - LB BAREND LD,

9.1.4 FAKBOHIBE

L. AR BEEL. BEEORMERPEET BTN H D, [1.7. 11.1.7 ]
9.1.5 FERBARNEDRE

R ERZEZ L, IERNELT2B8EZh 055,

(fi#i)

9.1.2 AFIORIERIC FREEREN H 0 | £ 0REORBESCE(ANRE Y ShTBY, ) >t
ERBOIERPE(T H2BENNEZLLND,
DAREZEOHED 2, IBERELFIEZ A LEZRED 7 U — KT A b @B LFE IS LA
300mg/ A Z & HBta L7z & 2 A, 2 MR ICHIEEDORERINTEE, 225z, FEI9TN bz, O
BT L EMENZ R U, KR HEIE R & 2l Sz, 22
N=F Y R BRE AR ARG T DR, BEORIERAN RN Z < SESN TR, Rtz
JED & D BEHE~OEGITIEROEALNE 2 DD, £, BHEOFBIEF L& LT, BKkoE, T
NU T LR EOBIRE AN A LR E 0D, IAE OFEIEN L LIRS KR~ 75
HAETIZZWVWhEEZ LN TV,

9.1.3 AFNDEWERIZHE N + 5560%F « H L bA, MERTFERRESNTEY, Z0XH7%
FER 2 2 LT WRIMEBE ~OEHIE, EREZEBE(LSE 2N E2 LN,
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9.1.4 KRB D H 5 EF T, AAOPHREEEHIC L > TUR., Z48, SEELEF ORI S
LAREMEN B 2 b D, A KFIEEDREMIKEBRO S 5 HBH 30 # (31~70 %) (ZAHK] 100 mg
14 A L, BE ORI Z BPRS (MMM A 7 —/v) OFECRIE Lz s 2
A, BAEEE 13 BHOBE TIE, BEANCESE LWAa T OBIRHR L (CFY 28%, #
i 0~38%) , ¥R JFIERE TIE. TOHMIT L - & HFE L L B8, RLEOIERD AR SN,
33)

9.1.5 AFNZITHi= ) AMNEHDRH D LTl v, PEMARNEREICKGT 5L, RE LA
oz UERNE(T B2 ndH 5, 20

(2) BHEEERE

9.2 BieEEERSE

921 EMERVELTFLOLERLGEEEDHSHEAE
B L2 &, ABENIREDREMAKE LTRBPICHEREESN DO T, ERICLY, EkkEdE,
AR, i, I A7 e XRFEORWEANRET 52 03 5, o, AANTMEENTIZ L > T
LELMBRESNZRY, [2.1, 11.1.6, 11.1.7, 16.4, 16.5.1 &#]

9.22 BHEEERE ENELELTHLISILERLBEFEOHSIBELZRL)

MEOREIZHSEET D 2 &0 AANTIKREIBONREMAEE L TRPICHRESN 2O T, #HEICX
V. EikiEE (BELZEZT) . FBER (LR, =28, TAE, 8F8l) % K, IA 7 XA
bobineT v, [7.1, 11.1.6, 11.1.7, 16.4, 16.5.1 ]
(fiA)
AFNIRE D DRENAEE LTRF DRSNS 720, BREEDOH 5 B8 Tix, A oM
EREL 720 BWERABBERT 2203050 T, BHREOTREIS U CHRERRAIERE T 572 L,
HEICKETLZ L,

(3) HHEEEESRE

9.3 H#RpEEEE

FFHSREMAEMEICER T2 2 &, BWEH & L THFERERRESN TV D, [11.1.5 2]

(fian)

— XAV IR E R I3 O R RE M T LEMER BNV, o, FEEO & 5 B ITK
Flafeh U, BN A O &G 2L LI liE > 03 5,

(4) SFEREERTHE
BE STV

(5) &

9.5 iEHF

BB XATHEHR L T B FTREMED B 2 I3 G- L 72 2 &, R IEDS B DIEBIHAE V 235
D, EEEWER (T k- 50meke) ICLAEFHEORENH D, [1.2. 2.2 BHR]
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ITHROIRER D & 5 73— F 2V PR B 18 Bl OFRAT I 3\ T ARKI B S XAt A & OFF L 7= 441z,
FNENFFE, MRAIR, RO MM, R OHERHE & i AEROBRRE~ =T 28, 27
PR—F 2 AEGEREDO IR 3 % A OB (29 F) 1IZxk L, AA| 100mg/ H 2 8 0 &5 L 74T,
FARICEALLE REENRES LTS, Y
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9.6 1ZELIF
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i, IRAEOEFNCEE, LIREOREMIERNSA DI, @i CIIEHENME T LTS Z N
%<, AFNTEICREMEO T ETBL P EIN D20, AFOMFRENEG MRS IBEN
Wb, £, BEEORBE CIIAEH -V ORGENEZ RVLTWVWEB I OLND, HilE T
X, TELRVDENOEGZBABTL2OPEE LU,
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8. El{EA

1.8/
ROBWERDB S BN ZENRHLOT, BlEZ 7TV, RENBD GGk E 2T
1B %70 EREY) R LEZAT O Z &,

(1) EXGEHER & DRER

1.1 EXGEMER

11.1.1 EMERE (Syndrome malin) (0.1%A4i)

BIR7eWEIIH RIS LY . R, EAREE ., REOMMEE, RMEEES, v a v 7ERENRDH D

bNHZENHLOT, ZOLI RGAEITITERG%, B L. RmEL KOO D) 72 0L

ZATH 2 &, AERIERICIX, AMEROMNCMmE CK (CPK) O EARALNDZ ENEL, F

TRIATa U REE)BBEDIR TRALNDL Z EBH D,

7R, BHEMRGETPIZLFRROERB S Hbhd Z End b, [8.4 BMR]

11.1.2 hEMRFIEFERMAE (Toxic Epidermal Necrolysis : TEN) (HEEEARE) . RS RSIEAREE 1%
# (Stevens-Johnson fE{EEE) (B REA)

113 HABTEH S VFAMRERAER GERT) ., AREERER (HEERH)

11.1.4 DFRE (B ARH)

11.1.5 FrRERRE (JHE 1)

AST. ALT, v-GTP LAZEDOMHEERER L L DONDL I ERH D, [9.3 ZH]

11.1.6 BEE (HEAH)
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Alii) . GEEL (0.1%Am) F), B8 (0.1%A0), SAYVAXR HEAY), RETE BEAR
)
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9.2.2, 9.8.1 &M]

11.1.8 HEBHBARLE (BUL )
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FORFIATaey FR%ERE b SHAICIE, HE54 Ik L, W ALEEZITY 2 &, F7-.

BESUTHREARIE L X 2 BEBREEOREICER T2 2 &,

(fi#sh)

11.1.1 BEEMEEERE T N — % o Y IR RO RO 20 22 E A FEIK & 72 5, drug holiday 23 AUIZ
T AT RN X AL D E B D3 BRI A FE L7, L2 LR Cld, TRIESE O 20 7e i A3
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11.1.2 S RERIEARE AR (X, FEL (38CUL L) &1 5 NI, IRFEIE, Shpai/e & o R kA T
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W5, TR EAE T, REEE S, 250 10% %82 5 KE, FEHEE - 05 A
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11.1.7 EibEEICAF LT, DR, AR, SR, SEELEORBMIER, JERA LN TS Y,
TN DR H S bR SEAICIE, BEXIERGETIET D CHEURLENRLETH D,
11.1.8 RO ALRIE O ENER I NI Z LM BB L, BAE. Bi&, CK (CPK) k&
MPECRFIATaey ERERS b= GEICiE, & 5E2 Pk L, My LEs175 2 &,
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(fian)
BAEER . AFNC L AKBMERICOVWTIIEUTO L ICEH IR TS, *?
1) HRER (5~38%) (THEMIER BT 2,
2) AARANTIHEL &N 300mg/ A LLEIC2 2% & HBLRNEL 25,
3) #HBIMAE 1~2 EMLAPNIIER AR BL L, k% 1 R i+ 5,
4) FEIRESSHIENEOHE (BRE, IMORENRIRERE) ObIGEITHE LTV,
(TVI. 6. (1) BOHE - BEESE 0 H 5B, V9. EiEE~0% 5] OHEEHR)
5) BV U HIEOHH L T HIEERIZZ W,
6) LRITLENERBICEL . MOREIRE OLRITD 20, N AR LFE ORIG L e
D, FRZIZAORELZK L, ZOHFELHET L Vo EBRb 5, ZNERETLHIZ L
T 720,
7 ZOMOFERE U TRIR, R, BERE MROER, EMESZERENALLND,

BB : BRI E I —Ichia U AERICESSEER S B2 6 d 2, RENC DWW Cidpi= Y v~
ERZRTEVIME L, REIBRVENIHENRH Y —E LRV,

JHAEER - R X IR I E ICHEIPEIC@ < L b T\ b, R MR MRS O THLEE
Wik, BECTHIUIMKG R ICHET 2580 H D0, BEAICHILAIE CLET 2 HELH D,

BHEMER 0B, JHREFEIZ RO ) U ERICESSEWER B2 DD 2, AFICoN
TEMa UV AEHERTEV O HE L REBRNEVIWMENH Y —E LRV, NEEFAT-%
AT, BEK (F72130K) 25227875, #EETE, HEFIRIZEVEREZA TN D,

RREE : MEETIC OV TIE, AFD X (DA) HBIEHAEEL WL EEZLND, K
AR R L 0 it S5 DA 1, ) 7 AR DA-2 ZAMKICE &, 2 LT R LF U Sl
R MR D DA-1 BRI 2 M IBRIEASIC L 2B RN B 2 b2 0, IRHHEE L
TREEG LIEGEE, MERO o ZHREMEN & 72D IE LR 2 X732 EamE 3Ty
60 41)

BBUYE : FBEOMWMBUE L@, A OB 5 1R TR RN IR B2 D 2 R
W FERORREIC I e A7 I VAl BIBREAT 1A RRISZEST 5,

BB . X—% v giBE (605%. ) 2k L, AF 100mg % & iAo 5-BH4E 3 4 A
%, AROBTDEHFRBNRIL LT, RO T DT LAFX—ISIEA LT, 7Sy F
T A NEORER X0 RFNC X2 HEHGBEBUE & 2 Shu, ARFIH L 2 8 B CRIBITIE R U E G
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. FIEH#EAZEORES 217725, AGRIEE CORAE K ORI LI OFRHA OEEFHCIE, 1,2175
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<, ARAFEFIEHBREFIZEL TN D,

B - AGRIF E TOMAE L OKGRRELIE O AL CTIL, 2 L7 F =2 k5 0.03%, BUN
EF0.07% 0 HE STV D, 1Y)
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1.
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13.1 fER
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15.1.2A 8L TN W o A )V A EYE BB IAGRICEVIBRE LTz, A VI V=T A LR
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEERE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L
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SHE4 Actavis Pharma, Inc.

AR5 AMANTADINE HYDROCHLORIDE tablet
HI « Bik | Tablet : 100mg

INDICATIONS AND USAGE

Amantadine hydrochloride tablets are indicated for the prophylaxis and treatment of signs and
symptoms of infection caused by various strains of influenza A virus. Amantadine hydrochloride
tablets are also indicated in the treatment of parkinsonism and drug-induced extrapyramidal
reactions.

Influenza A Prophylaxis

Amantadine hydrochloride tablets are indicated for chemoprophylaxis against signs and symptoms
of influenza A virus infection. Because amantadine hydrochloride tablets do not completely prevent
the host immune response to influenza A infection, individuals who take this drug may still develop
immune responses to natural disease or vaccination and may be protected when later exposed to
antigenically related viruses. Following vaccination during an influenza A outbreak, amantadine
hydrochloride tablets prophylaxis should be considered for the 2 to 4 week time period required to
develop an antibody response.

Influenza A Treatment

Amantadine hydrochloride tablets are also indicated in the treatment of uncomplicated respiratory
tract illness caused by influenza A virus strains especially when administered early in the course of
illness. There are no well-controlled clinical studies demonstrating that treatment with amantadine

hydrochloride tablets will avoid the development of influenza A virus pneumonitis or other
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complications in high risk patients. There is no clinical evidence indicating that amantadine
hydrochloride tablets are effective in the prophylaxis or treatment of viral respiratory tract illnesses
other than those caused by influenza A virus strains.

The following points should be considered before initiating treatment or prophylaxis with
amantadine hydrochloride tablets:

+ Amantadine hydrochloride tablets are not a substitute for early vaccination on an annual basis as
recommended by the Centers for Disease Control and Prevention Advisory Committee on
Immunization Practices.

+ Influenza viruses change over time. Emergence of resistance mutations could decrease drug
effectiveness. Other factors (for example, changes in viral virulence) might also diminish clinical
benefit of antiviral drugs. Prescribers should consider available information on influenza drug
susceptibility patterns and treatment effects when deciding whether to use amantadine
hydrochloride tablets.

Parkinson's Disease / Syndrome

Amantadine hydrochloride tablets are indicated in the treatment of idiopathic Parkinson's disease
(Paralysis Agitans), postencephalitic parkinsonism, and symptomatic parkinsonism which may
follow injury to the nervous system by carbon monoxide intoxication. It is indicated in those elderly
patients believed to develop parkinsonism in association with cerebral arteriosclerosis. In the
treatment of Parkinson's disease, amantadine hydrochloride tablets are less effective than
levodopa, (-)-3-(3,4- dihydroxyphenyl)-L-alanine, and its efficacy in comparison with the
anticholinergic antiparkinson drugs has not yet been established.

Drug-Induced Extrapyramidal Reactions

Amantadine hydrochloride tablets are indicated in the treatment of drug-induced extrapyramidal
reactions. Although anticholinergic-type side effects have been noted with amantadine
hydrochloride tablets when used in patients with drug-induced extrapyramidal reactions, there is a
lower incidence of these side effects than that observed with the anticholinergic antiparkinson
drugs.

DOSAGE AND ADMINISTRATION
The dose of amantadine hydrochloride tablets may need reduction in patients with congestive heart
failure, peripheral edema, orthostatic hypotension, or impaired renal function.

Dosage for Prophylaxis and Treatment of Uncomplicated Influenza A Virus Illness

Adult

The adult daily dosage of amantadine hydrochloride tablets is 200 mg; two 100 mg tablets as a
single daily dose. The daily dosage may be split into one tablet of 100 mg twice a day. If central
nervous system effects develop in once-a-day dosage, a split dosage schedule may reduce such
complaints. In persons 65 years of age or older, the daily dosage of amantadine hydrochloride
tablets 1s 100 mg.

A 100 mg daily dose has also been shown in experimental challenge studies to be effective as
prophylaxis in healthy adults who are not at high risk for influenza-related complications. However,
it has not been demonstrated that a 100 mg daily dose is as effective as a 200 mg daily dose for
prophylaxis, nor has the 100 mg daily dose been studied in the treatment of acute influenza illness.
In recent clinical trials, the incidence of central nervous system (CNS) side effects associated with
the 100 mg daily dose was at or near the level of placebo. The 100 mg dose is recommended for
persons who have demonstrated intolerance to 200 mg of amantadine hydrochloride tablets daily

37




because of CNS or other toxicities.

Pediatric Patients

1 yr. to 9 yrs. of age

The total daily dose should be calculated on the basis of 2 to 4 mg/lb/day (4.4 to 8.8 mg/kg/day), but
not to exceed 150 mg per day.

9 yrs. to 12 yrs. of age

The total daily dose is 200 mg given as one tablet of 100 mg twice a day. The 100 mg daily dose has
not been studied in this pediatric population. Therefore, there are no data which demonstrate that
this dose is as effective as or is safer than the 200 mg daily dose in this patient population.

Prophylactic dosing should be started in anticipation of an influenza A outbreak and before or after
contact with individuals with influenza A virus respiratory tract illness.

Amantadine hydrochloride tablets should be continued daily for at least 10 days following a known
exposure. If amantadine hydrochloride tablets are used chemoprophylactically in conjunction with
inactivated influenza A virus vaccine until protective antibody responses develop, then it should be
administered for 2 to 4 weeks after the vaccine has been given. When inactivated influenza A virus
vaccine is unavailable or contraindicated, amantadine hydrochloride tablets should be administered
for the duration of known influenza A in the community because of repeated and unknown
exposure.

Treatment of influenza A virus illness should be started as soon as possible, preferably within 24 to
48 hours after onset of signs and symptoms, and should be continued for 24 to 48 hours after the
disappearance of signs and symptoms.

Dosage for Parkinsonism

Adult

The usual dose of amantadine hydrochloride tablets is 100 mg twice a day when used alone.
Amantadine hydrochloride tablets have an onset of action usually within 48 hours.

The initial dose of amantadine hydrochloride tablets is 100 mg daily for patients with serious
associated medical illnesses or who are receiving high doses of other antiparkinson drugs. After one
to several weeks at 100 mg once daily, the dose may be increased to 100 mg twice daily, if necessary.
Occasionally, patients whose responses are not optimal with amantadine hydrochloride tablets at
200 mg daily may benefit from an increase up to 400 mg daily in divided doses. However, such
patients should be supervised closely by their physicians.

Patients initially deriving benefit from amantadine hydrochloride tablets not uncommonly
experience a fall-off of effectiveness after a few months. Benefit may be regained by increasing the
dose to 300 mg daily. Alternatively, temporary discontinuation of amantadine hydrochloride tablets
for several weeks, followed by reinitiation of the drug, may result in regaining benefit in some
patients. A decision to use other antiparkinson drugs may be necessary.

Dosage for the Concomitant Therapy

Some patients who do not respond to anticholinergic antiparkinson drugs may respond to
amantadine hydrochloride tablets. When amantadine hydrochloride tablets or anticholinergic
antiparkinson drugs are each used with marginal benefit, concomitant use may produce additional
benefit.
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When amantadine hydrochloride tablets and levodopa are initiated concurrently, the patient can
exhibit rapid therapeutic benefits. Amantadine hydrochloride tablets should be held constant at 100
mg daily or twice daily while the daily dose of levodopa is gradually increased to optimal benefit.

When amantadine hydrochloride tablets are added to optimal well-tolerated doses of levodopa,
additional benefit may result, including smoothing out the fluctuations in improvement which
sometimes occur in patients on levodopa alone. Patients who require a reduction in their usual dose
of levodopa because of development of side effects may possibly regain lost benefit with the addition
of amantadine hydrochloride tablets.

Dosage for Drug-Induced Extrapyramidal Reactions

Adult

The usual dose of amantadine hydrochloride tablets is 100 mg twice a day. Occasionally, patients
whose responses are not optimal with amantadine hydrochloride tablets at 200 mg daily may
benefit from an increase up to 300 mg daily in divided doses.

Dosage for Impaired Renal Function
Depending upon creatinine clearance, the following dosage adjustments are recommended:

CREATININE CLEARANCE | AMANTADINE HYDROCHLORIDE
(mL/min/1.78 m?) TABLETS DOSAGE
30 to 50 200 mg 1st day and 100 mg each day thereafter
15 to 29 200 mg 1st day followed by 100 mg on alternate days
<15 200 mg every 7 days

The recommended dosage for patients on hemodialysis is 200 mg every 7 days.

2. BCBITLBEKRZERR
ERICEY SBIMER (F—RXFSUTHE)
AR T M EOEBOHDLERE A=A M T VT LIRS,
( TV 6. FrEDHE Rz AT HBHICHETLER] OEHEMR)

Drug Name Category
A=A NZ VT DOHYE amantadine B3
(2021 4F 4 AWER)

2E O
F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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