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(MW 4
BT — VOEER 50mg
BT — LV OEREH 200mg
r# Z7— VoM 500mg
(2% 4
KETALAR® FOR INTRAVENOUS INJECTION 50mg
KETALAR® FOR INTRAVENOUS INJECTION 200mg
KETALAR® FOR INTRAMUSCULAR INJECTION 500mg
(3)RFFDHEE
A

2. — &%
(f £ (@g&%)
a2 U (JAN)
(2)F £ (@g%)
Ketamine Hydrochloride (JAN)
B)RF L
ANHA

3. BEANITRER

Cl
O @
-7 -HCl

N o OV {4 5L

CH3

4. R FARULFE
4312 - C13sH16CINO - HCI
= 274.19

5. {LZ& (8fiX)
(2RS)-2-(2-Chlorophenyl)-2-(methylamino)cyclohexanone monohydrochloride

6. ERA. AlA. BES.
CI-581

CEES

7. CAS &8&S
1867-66-9 (/7 ¥ I U Hifsth)
<BE> 6740-881 (¥ Z3I)
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TR D TIRITRT <, AKUIAF 7 = /WZETFR0 <, =& 7 —)b (95) UIEEEE (100) (200 T I
<K BAKEER LY = F LT —T I & A ETRIT 720,
(3)RiE %
FEREETH D,
@mm (2fER) ( HR. BRESR
Al 59 258°C (43fiR)
(B)ERIEEfERETE
pKa : 7.5
(6)7BEfREK
7T Aafgé IBEICLDRLDKEF T Z 7 — VDG ESRE log Pow (Pow=A47 % / — VD PREE/KFE D
BE) 1214 (pH7.0) THHoT-,
(7)Z DD T 1R M IE
1) WEE : E,oe(269nm) : 22.0~24.5 (0.03g. 0.1mol/L #ift. 100mL, i1 0.5nm)
. B (276nm) : 19.7~21.7 (0.03g. 0.1mol/L Hifit. 100mL. i 0.5nm)
9) FEYEME « A= 10T FEEMEZ R S A0,

2. AT DEREEETICEITAREN
SRR (24 ) KUOVERREEF (40°C - 80%RH - 12 3. 40°C - 100%RH - 96 FFff], 7 = — K A — & —5 KFfH])
DOFER. A8, pH. &8, HLINBIILA LT FLv, TLCITIZ E A EEALZZBD IR,

3. B DREREERE
Hlm 2 I M) (kD

4. BT DEE;
Al (&3 o lEmpiE 12X 5
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V. 2H|(ZBHd 51EH

1. &l #
(MFIFDOEFI
Ffe - EHA
()& F D/ ER B UK
74 HRRSy | A
177
R T =)L oy R (AR) Svas 1 —
#+EH 50mg 57.7mg/5mL Q%E;ﬁ ﬁHﬁfiﬁ? 0-5me,
(/%32 & LT 50mgsmL) | » DA
(1 34 7 )
R T =)L AR (AR Svas 1 —
HTEA 200mg 930.7mg/20mL Z%%Eg[”zﬁgﬂg?2om&
(4r %32 & LC200mg/20mL) | » DA
(1 34 7 )
BT —)v A UEREE (BR) s L —
LA 500mg 576.7mg/10mL :ﬁ;ﬁ% 7 LAY 1.0me,
(/% 32 & LT500mg/10mL) | P 7
R)FEAMa—F
YL
4)EF DO
. 2%t
s pH (R AT ) * &
BT —)v
5+ 50mg
;g%;gmg 3.5~55 w1 LV O
B —)v
H1EM 500mg

(5)F Mt
TEFHI DR G ORFER R KR DO EE - 72 L

2. WA DMK
(MEMRS CEERS) OEE
Eit TVA.Q)EFDONEROMHEIR] SR

(2)i#m#
it TVA.Q)EF DN EBRR UMK SR
R)EREDORE
17 TN AIAA TR OEMRE EZ TRIORT,
A4 Nat* (mEq) | Cl' (mEq)
‘73 5 —ILEER 50mg 0.57 0.8
7% 5 —I)LEE A 200mg 2.26 3.1
25— )LEhER 500mg 0.0 2.1
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ARTBRBEDHEREUVRE

BARPA
(5)Z Dt
BARPA

. SESTRID R ELE
PPN

. BEF. HLADIREICHT HEE

YL

. BROREEFHTICETHREN
(N7 2 >—ILEER 50mg

1) REMREFHER

E TRAFSRIE RIFIEHE PRAFHAR TS
REHIRGEAR | 25C/60%RH | Ml T AT 7 )L« f 60 » H AL L
ABRIEE 4L, pH, &
2) MniREAER
PRAFSAME - 40°C/75%RH TEETERE AT T AT T
H H BA halkE 1A 3% H 6 » H
AR IERN (4 PR DR HEOTE D (0 PR DR (0 P DR
pH 4.3 4.3 4.3 4.3
B3 U 97.3 96.7 97.4 95.7
SMBPER o B B DR 8 B B DR AR O o B B DR
pH 4.4 4.4 4.4 4.3
2 3 98.1 98.0 97.8 97.0
SBIPEIR (0 P DR HECOTE D (0 PRI DR (0 P DR
pH 4.3 4.3 4.3 4.3
i3 U 97.9 97.5 97.6 96.4
CHiks ] 4M8 : MeaEH O, pH : 3.5~5.5, &H : 95.0~105.0%
PRAFSRAE - D65 a0 PIETERE WA T AT T
H H BRAA R 10 /7 lux-hr 20 7 lux-hr 60 J7 lux-hr
T A LEAD
. - . . (TR DR (BT, Hakobhs)
R REBHOW | MEBAOE |\ s | SROBEEZRD B
(ZEOILHEFRDT)
pH 4.3 - - 3.6
2 3 97.9 - - 97.4

Rk M EEEHOK, pH @ 3.5~5.5, & : 95.0~105.0%
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(2)%7 % 5 — L 8:EFH 200mg
1) REREFSR

OB TRAESRNF RIFIEHE TRAFHI R
F IR E=i7) SNAT IV« 56 48 % H el L
HEREHE 48, pH, A&
2) MniREAER
A | whe |
B = 40C Tx— NA—H—
k| m H BAAf IR
No. 12W 24W Ay 8W 12W 1hr 3hr 5hr
4% ) MR | MEVER] | M TRE | MEVEH] | MEVRET | MR | MR | A | M
#2 |pH 5.1 5 5 4.9 5 4.9 5 4.8 4.9
i (%) 98.1 100.1 99.5 99.2 97.8 97.9 101.4 98.8 100.3
4% ) MR | MEVRR] | M TRE | MECVEH] | MERET | MR | MR | A | M
#22 | pH 5 5 5 5 4.9 4.9 5 5 5
w2 (%) 102.0 102.4 101.2 100.8 101.7 98.8 102.2 99.8 101.1
] A8 mEEH oW, pH @ 3.5~5.5, & : 95.0~105.0%
(3)7 % 5 —IL#H:EH 500mg
1) REARGFHER
I PRAFESRAE AT IR TRATHI iR
FHRAFRER E=¥/") NRATIV - 58 48 % A Eieie L
REREE - 4L pH, B &
2) MNiREAER
B2 ETY
= g 40°C Tx— RA—H—
B H A B A IR
No. 12W 24W ALY 8W 12W 1hr 3hr 5hr
4% ) ] | May | ey | Ay | MR | ReEs | My | ey | e
#8 |pH 4.9 4.9 4.9 4.7 4.8 4.9 4.9 4.9 4.9
w2 (%) 98.8 97.8 97.4 96.7 98.5 97.1 99.8 98.1 99.7
4% ) Y] | MaRy | e Es | ARy | Ry | Remps | My | ey | e
#24 | pH 4.8 4.8 4.8 4.8 4.8 4.7 4.8 4.8 4.7
i (%) 98.9 99.7 97.9 98.3 99.1 100.4 98.1 98.5 97.2

[HRfE] S8 : mEEHOW, pH : 3.5~5.5. & : 95.0~105.0%

EREOREN
DR L

CfeF & DEEEE (HMEFEMEIL)

&7 —/)VERHEM 200mg :
B 7 —)VEER 50mg. fvEM 500mg :

[XII &%) &M
M ER e L



Iv. #HIZE4 HIHE

BB, HEHANIALVE Y — VEBEREG DT N LR R T ERALRAET O EEEA T, pH 2 7.0 L E
OT NI VNS L AwEA L D™ (RFSMH) |
* FLdiE A AR R T RTLE 2016, C-1802-1805 &) EE

<ZE>HK|D pH RURER pH 1=

1/10mol/L = 5 =y
J— 'J'u = (‘Z ﬁ‘ %R _ﬁ‘it ﬁ’%
B &%}m # sk | ster HCI (A) Hﬁqf wEn | =i

WR7E44 5 5 H it | ol 1/10mol/L | Si3Ze ¥ | R 20mL 500mL

Wil | [P0 PR NaOH B) | fksi pH| T
mL 0|30 | 1h | 3h |0 [30|1h| 3h

THEIY

RS B || (A) 10.0 1.4 | 36

XA % % o5 | 50 s - -

200mg LLT ' (B) 1.55 7.3 23 | @@ | — | — | — | T —|— %
200mg/20mL 6.0
eIy

ras—n| R ||, (A) 10.0 1.3 |31

5 VAL e e 6ol 626262 |, .. 63

500mg LT ' (B) 2.50 65 |21 | A® |7+ ||+ T —
500mg/10mL EVIEV SN 6.1*

W) ZAEFT R - E ol BN GEITEATRLTE,
+ BB ERRD HE . —  AMBEITERD bR CUIF OB > 2 8548)
%l L7k pH

8. EMFHHERE
YL

9. HAEPDHEMS DHEDHERE
H B —fkakiik [HAA B EERIER) 12X D
HRE—ERE e rn~ N7 70— 1255

10.8FIP DA DEE
H R —ialBRis TOCERIEE] 12X 5

1.5
%Y L7

12 BEAT HAIREMSED & % Y
YR L

13 AR LIEAREGRRICET S1FH
Y LR

14.Z Dtk



V. I8EICEY 55H

V. ‘aRICEI SIHE

1. SEEXTHHR
FA. WAds KL OMLE R O 5 FrRkds L O ARRIRO B A

2. BEARUHAE
(8% R 50mg. #:EF 200mg)
WE, 7Z I LT, MIEAE 1kg 4V 1~2mg ZFRNICHER (1 0RULE) (&G L, BEIZECT, 4
B & & A & e R A B 5 5,
(F7:EF 500mg)
W, rH I e LT, WIENAE 1kg 49 5~10mg ZFHANES L, LEIZE U THlE& & F & T4 R
b4 2%,

(F%XF 50mg. & XH 200mg)

7. BAERUVAEICEET 5EE

7.1 BB
ARFNORER O RITEE OB, RFIRIE, Filic X, MBEAEZEIECTED L0, —KIZiThi
TWHHEEZRTERDEBY Th D,
FHiDD7< &b 6 BT OHEHER L L, 7 b B U AR S ORHRER 21T, RO TARIO 1
[ B A ARARICHRET Do RROMERFIZIE, AAIOBINE G- 21T 9 23, FIFORENR < 72 285551213 R i
HEEDNHWSND, FGIEE TR 30 M 0.1mg/kg/4y. FHLi#i 0.05mg/kg/5y & — D FEHE L LT,
DENTG U T ZNEIE L, FIRET 0 30 Rk b4 ik42 02, Zeds, FirOREEIC L > T,
W AFRERANC O 0 B 2 5, EBIZ L) A% X k= ALK S O fhstigsl 2 0 35,

7.2 fERARB R VR
R N iR E B2 R L7286, 80 B ~1 43 TR ArRE 22 BRERIRBE MG B A, fERIE 5~10 Sl FF
fed 5 9,

(87X H 500mg)
7. RERUVAZICHET 5FE
7.1 BB E
ARENORER R RETEE ORI, 2HRE, FilicX, MBGESIECTED LI, —FKiiThh
TWHHEERTERDEBY TH D,
FiRoL < Ly 6 FMEI SR L L, 7 b o B UMK EORHER 21TV, RO TARAID
1 B EZFRICAHET Do MEOMERHZIE, AAIOBINE 552175 23, FIROFEREIC Lo Tk, WA
FNCEID B2 D, MBI E Y AXH A b= KGRSO g R % 0F 95,
B, HETEMNE ST 256 MR X OREEERHE LR T 2823 H 5 O T, IFRERICHSTE
T5HZ L,
7.2 ERARB R VR
B K& OVINRIZ 5~10mglkg % i1 L7556 83~4 43 TR AT RE 72 BRIFRIR BB 23S B AL, 1ERIE 12~25 433i
HBFHe T D 9 9,

5




V. BRI 5 5H

& PR AR
(MERERT—2 /8y 7r—2 (2009 £ 4 AUEAZRSE)
Y L7
(2)ERERZN R
(8% A 50mg. &:EH 200mg)
E N — AR RS BR
6 Jifizk &BW OWTE SNz, AFNL, FHRIEROREOZOORMEEE UCHEMR S, 2, —RICKF
(2B U IR RS O fth o RBRE & OFF L T S vz,
iﬁﬂ%#ﬂﬁ%lﬂ&@fé &1 LINICERRIER L, ORI, BIRRISHA TH S & 1~2mg/kg T 10
~20 %7, SiBCEHKATHRETH o7z 40,
£/, BEIRFHEHRR T2 5 & 1.0mg/kg T 647, 2.0mg/kg TiX 10 4y TH 0 9, 2 TFHT T HE A2 BRI EE S
Honic +9,
(Fh:EH 500mg)
E N —AER R ER
6 fitigx 317 B DWW THEf S Aviz, AFNL, FIFEBREDZO DRI L L TEM S, 7o, —RICKF
B U IR RIS D fth o0 BRI & R L TRE R S v,
KRN Z AN ET D &8 3~5 S LINICEMRIEA L, EOFRHERe L, EIRUSHA TH 5 & 5mglkg T 30
5y 10mg/kg TIX 60 4y, SrBEHARTHD L 10mg/kg T 30 53 T o7z 410,
F 72, MEIRFHGEFEM C©A 5 & bmg/kg T 90 47, 10mg/kg TiX 100 43 TdH Y 10 24T Rl ol fE 72 FREIRHE
DB LTz 4-810)

4) HHAEIE)  HEE 1967:16(9):680-685

5) JEdR EIIH : FREE 1968:17(6):522-527

6) M ELRIED : FREE 1966;15(13):1323-1328

7 FAREEITIED  AAFESIE 1968:10(9):11144-1148
l

8) FHIHMEEIZA « IR EMRELE ¥ HEE 1968:4(2):101-105
9) FEMEI, EIRIER : FHEr 1967:16(12):1089-1094
10) B =1E A« AR 1967:29(10):1053-1056
(3)ERPREEIEAAER « BAMHER
N ER R L
(AIREMEER - AERICIERAR
M ER R L
(5)MRELAYEABR
1) \|EBILIITHERIGHER
MBI L
2) HEEEAER
MBI L
3) REMHER
U ER R L
4) BE - RENRER
M ER R L



V. I8EICEY 55H

(6);aEMIER
1) EABERE - FEFEAMERAE FRE) - WERTERERAR (MRERERKRER)
Y L7
2) RBEH L L TERFENDABXRITER L 2HKEBEOBE
Y L7



VI RAHKEICBE 9 5 T H

VI. E3hEFEIE(IZEY 5I1E8H

1. REZMICEEHHLEYMRIILEYE
Y IR
TR BEED H DM ONBESUTNRF IR OWMN LELZ SRS D 2 L,

2. FEIBEH
(MERERL - 1ERRF

BUEE AP IE O MK (NMDA 27V & I U ERSZ R IEEHUER) 7 2 L U 39EBa s s LT Mg

FEEENLE B D 7 =7 ) U UREEEAICH A L C NMDA Z A R ICH T 2, RIMIZEITFEET S

NMDA R OHER ASFRE NI, FREBATRRE RO k=2 —n1 > NMDA 552 250K W 73§85 1 I

BG4 % 1),

(QEMEEFT T HHABRAKE

(FRE% - SESR1ER)

RMETRICRT L, BRERZ A L, K&, fil, B ORATK LIROCEFEIER 24 L, PN 0 3 7 Rk iE

PEHIND,

R (VX 12 xa W) [TBWTC, FRE (B EET) | RE R (B 1K) (ST msircE

M3 25—k, EHFLBRREIEM T 2MERFT AR H Y . 7 I A3HRE KRR & BRI LE

HERIZAE T 2

(BIREER. FRFRZFIIHT H4EH)

1) MEIZxT 5/EH
AENC L0 —@EOmE ERAERARAR LI, 5% 1~5 SICREICET 508, UBBRICTREL, &5
AT K9~ 2 BRI FE TIEEE) 32% TH Y | T 11% TH 2 9, £io, ZIROICHIER N4
ELTHaRH 5,

2) BRIt 216
WEOME (1~3mgkg) XV, —BEOHEIRN A DIV, 1~3  TimICEL, UBRIEFICET S, 4
ARIZHIEI B G- ORI EH CTdh 5,

3) BENEICHT B4R
AANOFHEC LY . MEFHIREIL ES L, 1~3 0 Cle@mfEIc#E L, 15~20 4 CHEFAMIICE T2 19, )
EDOSHE, MR 5% 2~4 DB TR L, Z0#% 2~4 5% L0 AMIc LA LI U, mifi L v 7
%5 14% EH L. 10~20 3% ICEFFMEICH > T FRET 5 19, §f - fHEe bR LEGT2E, ZOH
R UREIC ERT 5,

4) MR EICxT 51ER
AHNOFGAZ 0, WlfE &M 5 (FRHEDOSGS 62%IE800 10) A3, Bl E O R EE T A5 5 BOGE
AN Lt B AR T IR FE S T D,

5) FERIC* 9 1M
(8:T A 50mg. 200mg)
ARENT L0 Fehts 2~3 43 TREDIFRINHINH S o 28—tk Th 5, [ mH &L BIRNE S5
D LA IIRS . FERIFIEE 2D 2 e DD, HHOBENRTTET 2720 MRARBANC 25 Z & 53
51D,
i SR 7 2 1~2mglkg A HHE L7256, BIELHHESUTHES 2 2 L1308, &8 SOKHE & 5



VI BRI B9 H I H

W B IERILR Y 1819,
(FH:XF 500mg)

AHNZ LY —@MEOMERIHIN AL Z b5 10, WEEFIZT ¥ I 1~2mglkg & i L7ZEE,

FEAEZ e UTHES D 2 LT DS, SUE SO 2 BT 2 MR 370 1819,

6) FrsthiE/E A

AFNN AR AR 23 720 9,
(B%XF 50mg. &M 200mg) SUSFRIRNIKGIC L FHBERTET 22 L2 d 5,
(R:EF 500mg) FhERENTUHEET 5 2 &b D,

(I)VEFAFKIREFMA - HThsRT
[V2HERUVAZ 21



VI Ehie B3 5 IH

VIl. EYEREICET 5EHE

1. MPREDHTR - AIEE
(MAaERLEMGOLPRE
M ERR L
<% HBEAT—2>
24 ket (R 55.4kg) 17 % 2 122mg (2.2mglkg) & HEEE L ZBEoM T EEL T A7 u~ N7 F
TIEIC X 0 RREREICHIE L2 R ITk D L B0 TH B 20,
AN OFRER & FRELEH ORBUZ L E R L PR EIXZ N 150ng/mL, 650ng/mL & W\ 9 #5213 H 5 20,

2.0}
(1.75) [~
1.0~
08" KETAMINE
m  o6f
3 -
T 04t
= > 5 1
P L K4
(/zg/mL) 02k
0.1
C 1 1 1 1 |
0 10 20 30

5% OB (min)

(2)&x = M A iR E B ZE B
R L
<BE HBEAT—E>
TERERR A AA 0.5mglkg & ik L7356, fom AR 135 20 5381274 2404 50ng/mL % 7R9 22,
QERRABR THRE SN -OPRE
(51 H 50mg. 200mg)
<BE HEANT—F>
R AL B Y T 7 AEF S # 2 2 Imglkg & FE U720 T, BEHEMEIZ A2 R, B G
B OB 13 EEHE 3~5 4 LIIC 0.4~0.Tug/mL, 45 A (FR#%) 13 1~2 BEIC 0.6~0.7ng/mL (2%
T 5, FREBBSCINIREINR S # 2 o DIl PR EEIE 0.27~0.37ug/mL (23 L, < OAEW AR 080% 4 1
MTdHorm 29,

(F5:EH 500mg)
<BE . @7 —%>
A XN & v bmglkg, 10mglkg it L, 5. 15, 3047, 1, 2, 4, 6 IRef]#& o ifn R BE A e L 7/ 2R
5% 5y Tl EIZE L, bmg/kg TlE 1.2+0.2ug/mL, 10mg/kg Tl 2.9+0.6ug/mL %7~ L7, 1 FEf £
TIXRM WD 2R L, ZO%ITHR~ 2D L, bmg/kg Tl 30~60 47, 10mg/kg Tl 1~2 T 0.4~
0.5ug/mL LR OffaE & 72p o 7z 29,



VIL_ W Ehfe B4 % HH H

(4)hEE
DR L

C)RE HREOLE
TR L

(6)BEE (KE2L—23>) BATICE Y4B L BN DL ER
DR L

2. RYRERP/NS A —4
(MAVNR—=FrAVFETIL
B R L
(2) W% IR B TE B
B R L
BN A ATRLZEY T«
RZMERR L
<% HEAT—2>
AIRNTERFED S A AT XA Z YT 1L 90~93% & OWENH 5 2225,
(Q)HKEEEH
YRR L
BTSSR
19.1mL/min/kg 20
(it~
3.1 L/kg 20
<BEZ . NBEAT—E>
2~3L/kg 27, 3~5L/kg2®, 2L/kg (/INRE) 27
(7mEFEARKEER
YRR L
<% . HEAT—2>
in vitro \ZEB\W T, BRAIMBEIC IS 1T 2 MAEE ARG RIL 47% TH - 7= 29,
<BE . #gYT—432>
TYVTNT I EDRERITE -T2 GRO LN TR [R—7 « F—Ee 2%t (B 7 7 A P —4b) AFgeirgkH]

3. % R
YR L

4. 5
(1)1 ik — Axi B8 P9 @ @ 4
i 2 80,
(2)1 % — R AR RE PR @@ 1
JRIRA~BATT % 3D,
<BE HBEAT—E>
IR O 8RO B TR L2354, PR 2 & o FHHc BERRERANEEL L & ORENRH 5 3182,



VI Ehie B3 5 IH

<BE . gYPT—-45>

A XDFEFRT, AHN ORI IIHRD TELHTH D Z ERBOLN TN D,

A RNZETFB7 32 3 UOERBYE

g W | YEREZORR | BROME JiR V2 o> i #5E Je DR
(min) (ug/mL) (ug/mL) (uglg)
Pre-Rx 0 — —
ek 20 16 — —
35 22 — —
50 24 — —
65 30 — —
f¥K No.1 75 (33) 23 122
2 79 (35) 23 64
3 83 (33) 23 102
4 86 (35) 27 78
5 90 (32) 28 95

[R=7 - F—v At Bl 77 A P—th) BEFTEE]

QR)ET~DIBITHE
MR L
<BE>
b b CORGREITR EITITHE STV 7R 83),

ABEHEA~DIBITIE
MR L

(5)Z DDA~ DFITIE
MR L
<B8%E . @}WT—4%>
Z v MNEEARIC 7 Z 2 2 30mglkg & #%5- L7- & & OMBETICE TN DARFIOWEEZRIE LI-kER, &5 EE
EARANIREEME DS SO 2 OIS 5 28, #5510 BTG L72AAID T0% 058, 1. RS,
P2 s %, 20X D i b OB~ DHNFE A, FRIREE DRI R & etk 2 K- & @i
T TN5D 39,
Glazko i, AH| 50mg/kg % 7 v MIKEOHE G L, M#ENSAZ A TF AL EICTHE L, TXTO
RIS 16 0 CREICE LI, 2O Z EEIARFIORIAIEF ITHNZ 2R L TWD, sl EIg
JERG. IF. B CRO LI, M, B I, O B, MECIHIRRETH -7,
—7J7. Chang HiZ., 7 v MZ MU F U LEHRr % 22 40mglkg Z#E A5 L CHEBEN O 207228, FFIiC
BULRE EbE <, B W O ML S B M. EEONEICREBITIES 2 5,

(=7 « F—E 2tk (Bl: 774 P—t) HFEArEE]

5 K
(DAL R UM R RS
P DM T b7 v — 5 P450 TRIS N T/ i Z I v bin? 2539,
ZOREMZZDODOLKIRIES I, BEKRE RV KENELE 0D, TDIFDNOKBRIE S NI b HIE S
TN A 35,



VIL_ W Ehfe B4 % HH H

QHKHIZEET HBFE (CYP450 F) D7 FiE

B L
QIEBEBHREOERRUZ O
R L

GRBVOEFEDFERULE
AT FrAF /T2 Iy T R/ urd IV BEEEERTIZE A LR, I A7 100
FNIEEDR B D 30, J N B I X T X I D 13~1/5 DIREMER 2B 9 5 30,
B)EHERBMDRER/I /T A —4
MR L

6. H it
(1) HE st 0452 e UV AR R
FR M e
(2)HE st =
LR L
<BZE: HNEAT—E>
AFHI A A HE R A FE 6 A IS Tmgfkg B G L7254, 5 HAIEIC 91%AURTIS, 3% AN F(H dic il X
7~ 23)
<BE BYWT—E>
Fw Ms 4 X bdmglkg ARHTE LT & 25, 24 BERIBAPNIC 50% LA k2% J ol ONC 3 6 i (o B & L7,
(3) kit
LERL A L

7. EMEIZLDIBER
M ER e L



VI %4 (B EoirEs) (B4 2IEH

VIIl. £ (ERLOZIESE) T3 HER

ZHERREEDER
RIESNTHRN

2. ERRNE L TOEHR

2. 22 (ROBFIZII/ELHENI L)

2.1 BAIOFA % UIEBBUE OBEREIE D & % B

2.2 i EREE, miE HESE 160mmHg VL, JE3EHE 100mmHg P ) | i TTHERE & OVESE OO
REEREOEE [@EomE EFER, METTEERRH 5, ]

2.3 EREEEOMEREO S D HBHE EREFART LN D, ]

2.4 HlkEE [FREIZ OB ETE B2, ]

3. MEXIHMRICEHET HFE L TDER
RIESNTHRN

4. RFERUVHZICEAET 5TE L FDERH
V2 RHEEZRUA=Z] &M

5. EELEARMERE L TOEH

8. EELEAMIEE

8.1 AAIDMEAICEE L Cix, — kD2 RREr L FARICHEG, B9, FEITEMEE L, BB K 0 &
BNERICHEET 5 £ T, BEOLEREZFETOEMPMERERCERT L2 L,
Fho, W - BEREFENTED L) REHE SN BINORECHERATLZ L,

8.2 AT HBRICIZH SN U DHER SE TR Z &,

8.3 IR IR A, WS E, MERESOANTIERO TE5HmAEZT L LICHEHL TR 2 &,

8.4 FRERZAT O BICITRAI & U CRREMITIIR 21T S 2 &,

8.5 FNNNIEOF R ~DREL GG, hoOBERALZ AT Z &,

8.6 AANTITMMFEIEH T L A LRV T, BAIEINEICIX, HitkERAOIHA T T 65,

8.7 AANC X 2 FRIFIE I (X MAMEEE S DS HER STV 5 0 ¢, WAMESEICEEI NG 2 5 2 /e 2 &, 165 T
WASH, MEEE K% OVRUE SO TN, AL E IR AR O 2 OO A K0 RO ERS Z &,

8.8 R ITXIEIZIERE LT - fEBRICKT D BIZE 4B RN &,

8.9 R DTREE LT, MAICKERFKEOESIZE EDDHZ L,

6. RENEREZAITHEBICHT IR
(MEBE - BEEEOHIEH
9.1 &HHE - BMEEZEDOHLEE
911 A - BHEFTILI—ILDhEOEE
BRI HREE DS 23 0 12 W,




VI ettt (B EovEES) (S HIEA

(3)AFHREIES B E
PRE I LTV

AETEREZET 5 E
FEEN TR

(5)4E 4%

9.5 hEiF
TG SUTAEIRE LT 5 ATREME D & 5 ZoE I iE, 16 R _E OB MEN Gt 2 LE 2D &l S 5 5EA s D&
BHETHZ L,

(6)1=FLiF

9.6 =3I
R EOARIER OB OAIMEZ ZE L, A0 SUT T IEZHRETT25 2 &,

(7YMNRZH
FEEN TR

(8)=tnE

9.8 EfE
BETDREREETDHZ L, —RICEBEENMET LTV D,

7. HEEA
MBRZEZS EZDER
FREZI TV



VI et (BEH EovEES) (S 5IHA

Q)ptREE L TDER
10.2 EAEE (HFRICSEET S L)
SEHI4 % BRAER - B 1k P - fERRIN 1
HRAR e R B L A1 TEEPNIBIES 5 2 LR H LD T, HMET L7 | AKDOEMNERIND 2D &
SVEY —VEERIER, AR, | EERT S Z L, BExohb,
TRRSEE S0 741 5
YRTTY v REBY R 7V - OFFMEEAEZ RS | KRR YR 7 Z ) o OEARKE
¥HZEBHD, EHET D EEZDBNTND,
B - A1 MfE FRAERABEBET 2820 d 5, F | AFIO ki L T FAEH R
Too —ARIT B -EWTAI Z B o BE TSN | HiERISh D,
JESE DA RSN D T ARFO—i@ o M E
ERERICERE TS L,

fRER . YA T L DM BRI OW TN WG B H 5 37,

. BlfEA

1. Bl
WOBWERNS LoD 2 ERH DO T, BEE2+0I4T0., BEDPRBDOONLAIIIREZ P IET S
T WO AEEITO T L,

(MEXBEIER & FHEEIK

(R F 50mg. & EXH 200mg)

11.11
11.1.2

11.1.3

11.1.4

1.1 EXTEIER

SHLFE (HEARH)

MERINE (2.6%) . EEFR (BEEEAE) . FRIET GEERH)

WEEG LG aE K OFHEEEN RN GAICEZ 22 8H 50T, FIRNEESICEL T, 1 5L
ERE A T TRRRICERN T 5 2 &,

RE. PRSI ORER DY & b oG EITIE, MBI AT O 7 U R LE AT Z &,

=& (0.4%)

MEREEIE S PR I BB EN R Z D 2 ERH LD T, ZOL I RIERND Db EAIIX
athAE Al 2 B G- B, [ENFEE O b EASHREER AT O R, MU R LEEITO 2 &,
REERF RIS (B AE)

BEOX ORI, ORHDHVIZHE, SEILRESENEZ 22 0350, @EEFMCEET L8, £
AU 24 FEILINICH O Z A Z &3 5,

RSS2 B <I2iE, EEB O BMICEBFICEE LT 720 75 X 5 2 R B il T, 522l
HETHETREONA LN A L EERT L, RHREOBIEETSIITH> 28, o, U7
PoRa, Ry R=VEORHREZITH) ZENZEE LU,

BEE | SEELIRAESE DB LW EERFSOGIT6H 4 24L& & LTk, FLRFRHIVE A S 3o AR R A S L
B — VR RIEFN OV BEEE BHOWVIIT T ERLAEEEITH) ZENEE LU,




o = o

(B EoEES) (23 255HE

(B7:E H 500mg)

1.1 EXGEIER
1111 BHLTE (BEEARH)
11.1.2 FERHNE] (2.5%) . SR (EEAH) | FRIET (BEEARH)
WEHLLG LSRRI 8B DD T, BIRICIEHRTHZ L,
¥, FERENHI ORER DY B BN T2 H AT, MBIRER A AT O 7 SR E AT O T &,
11.1.3 &€ (0.4%)
MESERE A PR I AR E NS ZENHHDO T, TOX I ERN S b GEITIX
sthAEAl 2 b0 b, [ENTRE O b LIZHEIFFR AT O e L mMERAE AT Z L,
11.1.4 BEERFRIG (BEEEARH)
BO L9 REE, KR HDVITEE, SELIREENEZ S Z 3B, MEEHFMTEE T 58, £
AU 24 FEILINICH O E Z 2 2 & 03b 5,
FERRE SIS 2 BG <I2id, EEHO BHICEEIEE LT 720 35 X 5 A R B AR RIERE T, sBac
WEET D ECTREONA NI A L EERT DY, 2HRECBRE T2 L, £, V7
ENA, FaxXY R— LV EORHRIEEZITI ZENEE LV,
B SEELIRIESE OW LW ERRESOGIZ AT 208 & LT, FREIE RS OB R B E AL L
Y — VBRI DD EEE, HOWVITTENRLAEEEZTO ZENREE LY,
QDD EIER
11.2 ZTDOHOEIVEA
1.5%LL k- 1.5%Ai BRE AR
IR THEMR, AL IR, ME TR | e ER®
BRYER I
HCRRR R | SN BRI, RRHEEES, DEV - SboOX
iR | & BUZE | FEAER LS
S R B, IRIE, IRPJE B
B Fi5 e REATEE
ke L EE, SRR | MEESWIES ne, e
Z D FEE, FIT, B PR Loo< ., #x o< Y, REEE

) ME EAERIE 8T, TRMICIER T2 GERH 5,




VI et (BEH EovEES) (S 5IHA

EHEREEFRAERBERUVEREEEERE -8

3 . o ARGRRELIE DA .

x4 ARISE TOWE (197346 A 1 HE ) il
E IR TR S 7 fiEk 111 Jifiz% 118 fitig%
WOm OE B K 680 JEf] 6,620 JEB 7,300 JEH
e % 24 (3.5%) 358  (5.4%) 382 (5.2%)
s T 28  (4.1%) 103 (1.6%) 131 (1.8%)
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Par Pharmaceutical, Inc.:

gt RLAPA
KE DI CE INDICATIONS AND USAGE

KETALAR is indicated as the sole anesthetic agent for diagnostic and surgical procedures

that do not require skeletal muscle relaxation.

KETALAR is best suited for short procedures but it can be used, with additional doses, for

longer procedures.

KETALAR is indicated for the induction of anesthesia prior to the administration of other

general anesthetic agents.
KETALAR is indicated to supplement low-potency agents, such as nitrous oxide.

Specific areas of application are described in the CLINICAL PHARMACOLOGY Section.

#ED SPC
(Ketalar, Pfizer
Limited: 2019 4£ 12 A)

4.1 Therapeutic indications
Ketamine is indicated in children and in adults.
Ketalar is recommended:

As an anaesthetic agent for diagnostic and surgical procedures. When used by intravenous
or intramuscular injection, Ketalar is best suited for short procedures. With additional
doses, or by intravenous infusion, Ketalar can be used for longer procedures. If skeletal
muscle relaxation is desired, a muscle relaxant should be used and respiration should be

supported.

For the induction of anaesthesia prior to the administration of other general anaesthetic

agents.

To supplement other anaesthetic agents.

Specific areas of application or types of procedures:

When the intramuscular route of administration is preferred.

Debridement, painful dressings, and skin grafting in burned patients, as well as other

superficial surgical procedures.

Neurodiagnostic procedures such as pneumoencephalograms, ventriculograms,

myelograms, and lumbar punctures.

Diagnostic and operative procedures of the eye, ear, nose, and mouth, including dental

extractions.
Note: Eye movements may persist during ophthalmological procedures.

Anaesthesia in poor-risk patients with depression of vital functions or where depression of

vital functions must be avoided, if at all possible.




Orthopaedic procedures such as closed reductions, manipulations, femoral pinning,
amputations, and biopsies.
Sigmoidoscopy and minor surgery of the anus and rectum, circumcision and pilonidal

sinus.
Cardiac catheterization procedures.
Caesarean section; as an induction agent in the absence of elevated blood pressure.

Anaesthesia in the asthmatic patient, either to minimise the risks of an attack of
bronchospasm developing, or in the presence of bronchospasm where anaesthesia cannot
be delayed.

4.2 Posology and method of administration

For intravenous infusion, intravenous injection or intramuscular injection.
NOTE: All doses are given in terms of ketamine base

Adults, elderly (over 65 years) and children:

For surgery in elderly patients ketamine has been shown to be suitable either alone or

supplemented with other anaesthetic agents.
Preoperative preparations

Ketalar has been safely used alone when the stomach was not empty. However, since the
need for supplemental agents and muscle relaxants cannot be predicted, when preparing
for elective surgery it is advisable that nothing be given by mouth for at least six hours

prior to anaesthesia.

Premedication with an anticholinergic agent (e.g. atropine, hyoscine or glycopyrolate) or
another drying agent should be given at an appropriate interval prior to induction to

reduce ketamine-induced hypersalivation.

Midazolam, diazepam, lorazepam, or flunitrazepam used as a premedicant or as an

adjunct to ketamine, have been effective in reducing the incidence of emergence reactions.
Onset and duration

As with other general anaesthetic agents, the individual response to Ketalar is somewhat
varied depending on the dose, route of administration, age of patient, and concomitant use
of other agents, so that dosage recommendation cannot be absolutely fixed. The dose

should be titrated against the patient's requirements.

Because of rapid induction following intravenous injection, the patient should be in a
supported position during administration. An intravenous dose of 2 mg/kg of bodyweight
usually produces surgical anaesthesia within 30 seconds after injection and the
anaesthetic effect usually lasts 5 to 10 minutes. An intramuscular dose of 10 mg/kg of
bodyweight usually produces surgical anaesthesia within 3 to 4 minutes following
injection and the anaesthetic effect usually lasts 12 to 25 minutes. Return to consciousness

is gradual.




A. Ketalar as the sole anaesthetic agent
Intravenous Infusion

The use of Ketalar by continuous infusion enables the dose to be titrated more closely,
thereby reducing the amount of drug administered compared with intermittent

administration. This results in a shorter recovery time and better stability of vital signs.

A solution containing 1 mg/ml of ketamine in dextrose 5% or sodium chloride 0.9% is

suitable for administration by infusion.

General Anaesthesia Induction

An infusion corresponding to 0.5 — 2 mg/kg as total induction dose.
Maintenance of anaesthesia

Anaesthesia may be maintained using a microdrip infusion of 10 - 45 microgram/kg/min

(approximately 1 — 3 mg/min).

The rate of infusion will depend on the patient's reaction and response to anaesthesia. The

dosage required may be reduced when a long acting neuromuscular blocking agent is used.
Intermittent Injection

Induction

Intravenous Route

The initial dose of Ketalar administered intravenously may range from 1 mg/kg to
4.5mg/kg (in terms of ketamine base). The average amount required to produce 5 to 10
minutes of surgical anaesthesia has been 2.0 mg/kg. It is recommended that intravenous
administration be accomplished slowly (over a period of 60 seconds). More rapid

administration may result in respiratory depression and enhanced pressor response.
Dosage in Obstetrics

In obstetrics, for vaginal delivery or in caesarean section, intravenous doses ranging from

0.2 to 1.0 mg/kg are recommended (see section 4.6 Fertility, pregnancy and lactation).
Intramuscular Route

The initial dose of Ketalar administered intramuscularly may range from 6.5 mg/kg to
13 mg/kg (in terms of ketamine base). A low initial intramuscular dose of 4 mg/kg has been
used in diagnostic manoeuvres and procedures not involving intensely painful stimuli. A

dose of 10 mg/kg will usually produce 12 to 25 minutes of surgical anaesthesia.
Dosage in Hepatic Insufficiency:

Dose reductions should be considered in patients with cirrhosis or other types of liver

impairment (see section 4.4).




Dosage in Obstetrics

Data are lacking for intramuscular injection and maintenance infusion of ketamine in the
parturient population, and recommendations cannot be made. Available data are

presented in Section 5.2.
Maintenance of general anaesthesia

Lightening of anaesthesia may be indicated by nystagmus, movements in response to
stimulation, and vocalization. Anaesthesia is maintained by the administration of

additional doses of Ketalar by either the intravenous or intramuscular route.

Each additional dose is from % to the full induction dose recommended above for the route

selected for maintenance, regardless of the route used for induction.

The larger the total amount of Ketalar administered, the longer will be the time to

complete recovery.

Purposeless and tonic-clonic movements of extremities may occur during the course of
anaesthesia. These movements do not imply a light plane and are not indicative of the

need for additional doses of the anaesthetic.
B. Ketalar as induction agent prior to the use of other general anaesthetics

Induction is accomplished by a full intravenous or intramuscular dose of Ketalar as
defined above. If Ketalar has been administered intravenously and the principal
anaesthetic is slow-acting, a second dose of Ketalar may be required 5 to 8 minutes
following the initial dose. If Ketalar has been administered intramuscularly and the
principal anaesthetic is rapid-acting, administration of the principal anaesthetic may be

delayed up to 15 minutes following the injection of Ketalar.
C. Ketalar as supplement to anaesthetic agents

Ketalar is clinically compatible with the commonly used general and local anaesthetic
agents when an adequate respiratory exchange is maintained. The dose of Ketalar for use
in conjunction with other anaesthetic agents is usually in the same range as the dosage
stated above; however, the use of another anaesthetic agent may allow a reduction in the
dose of Ketalar.

D. Management of patients in recovery

Following the procedure the patient should be observed but left undisturbed. This does not
preclude the monitoring of vital signs. If, during the recovery, the patient shows any
indication of emergence delirium, consideration may be given to the use of diazepam (5 to
10 mg LV. in an adult). A hypnotic dose of a thiobarbiturate (50 to 100 mg I.V.) may be
used to terminate severe emergence reactions. If any one of these agents is employed, the

patient may experience a longer recovery period.
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B3 (KETALAR, Hospira Drugs which have been taken by only a limited number of
Australia Pty Ltd : 2018 4 | pregnant women and women of childbearing age, without an
12 1) 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.

(KETALAR- (ketamine
hydrochloride) injection,

Par Pharmaceutical, Inc.:

201848 H)

HH B FHEINA
KE DT SE Pregnancy

Risk Summary
There are no adequate and well-controlled studies of KETALAR in pregnant women.

Published studies in pregnant primates demonstrate that the administration of anesthetic
and sedation drugs that block NMDA receptors and/or potentiate GABA activity during
the period of peak brain development increases neuronal apoptosis in the developing brain
of the offspring when used for longer than 3 hours. There are no data on pregnancy

exposures in primates corresponding to periods prior to the third trimester in humans.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and

15-20%, respectively.

Clinical Considerations

Since the safe use in pregnancy, including obstetrics (either vaginal or abdominal
delivery), has not been established, such use is not recommended (see ANIMAL
PHARMACOLOGY AND TOXICOLOGY).

¥i[E > SPC
(Ketalar, Pfizer
Limited: 2019 4= 12 A)

4.6 Fertility, pregnancy and lactation
Pregnancy

No controlled clinical studies in pregnancy have been conducted. The use in pregnancy has
not been established, and such use is not recommended, with the exception of

administration during surgery for abdominal delivery or vaginal delivery.

Some neonates exposed to ketamine at maternal intravenous doses > 1.5 mg/kg during
delivery have experienced respiratory depression and low Apgar scores requiring newborn

resuscitation.
Lactation

The safe use of ketamine during lactation has not been established, and such use is not

recommended.
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(KETALAR- (ketamine

Safety and effectiveness in pediatric patients below the age of 16 have not been
hydrochloride) injection,

established.
Par Pharmaceutical, Inc.:

201848 A) In primates, exposure to 3 hours of ketamine that produced a light surgical plane of
anesthesia did not increase neuronal cell loss, however, treatment regimens of 5 hours or
longer of isoflurane increased neuronal cell loss. Data from isoflurane-treated rodents and
ketamine-treated primates suggest that the neuronal and oligodendrocyte cell losses are
associated with prolonged cognitive deficits in learning and memory. The clinical
significance of these nonclinical findings is not known, and healthcare providers should
balance the benefits of appropriate anesthesia in pregnant women, neonates, and young
children who require procedures with the potential risks suggested by the nonclinical data.
(See WARNINGS/ Pediatric Neurotoxicity, Pregnancy).
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