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(3) &FMDH¥E
—f&4 D4 (Amitriptyline Hydrochloride) ##lAAi>H 7=

2. —i4
(1) M& (WwAE)
7MY T ARRRNE (JAN)
(2) #4 (@aE)
Amitriptyline Hydrochloride (JAN, INN)
(3) RT L (stem)
R adlvra T E B NI aT T VRO D3 ¢ -triptyline

3. EEXANETRERX

+HCI

4. PFXRUVHFE
4512 C20HasN - HCI
4y+E : 313.86

5. 24 (k) XEFXE
3-(10,11-Dihydro-5H-dibenzol a, dlcyclohepten-5-ylidene)- N, N-dimethylpropylamine
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pKa=9.4"
(6) HEFEEY
pH (°C) pH7.4 (37°C)
IR n- A7 % =)/ ) R A AR
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(7) EOMDELFIEME
1.0g %7K 20mL (Z¥7> L72#E 0 pH 13 4.0~5.0 TH 5.

2. EMRAOEWERTIZHTREM
DR L

3. BN OERBRERE, TEEE
(1) HesBaBRIE
1) BEKE
KL ERBBICIENT & & WIIROE ST D, ZORIC 7o nf@h ) v iz nzsd L&, o
I EIc LD D,
2) WSS
ARG DKW A il B OHBRER IR A N2 5 & &, A4 T 5,
3) ERAN AR B E U
AR DKEFMRIZ D EWRINA T MV ERIE L, RED AT MV ERFOSBAT MAET I b
V7T AR RE S D AR MV EEET D L& E DAY MVIERI—EED & 2 AICFE

DIBEDWINZFRD 5,
(2) EEIE
RN 1A

AN it 2 K IR R IR SV 70 L ISR IR TR AE T .



V. RAICEIYSIEE
1. Flg
(1) FRORER

T AN —TF ¢ T
(2) HHONRERUHER

54 N 7% ) —LEE 10 | N E ) —VEE 25
I T 4N aA—T TR
o H g
i
wlm | O O
i = =
E£ (mm) 6.4 6.4
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(2) EREZTORE
B R L

(3) B#E
BB R e L




3. BTERRADHERRUVERE

LR

4. Hff
LR

5. BAYT DHREMED % HKMY

B R L

6. REDEEEHTICHEITIREMR"

(1) hmsEaER

ORYVTFH =10 IEEER (40°C + 75%RH) [PTP /4]
ABRTE H =R PRATHI
<> T BHAGEE 1% A 3% A 6 % A
PR FK030
<HEBDOT 4V ha—F ¢ | FKO40 ik A A WA
7 EE > FKO050
e R akBR FK030
(EMEROG, SRR EERI FKO040 ke A A WA
EE) FK050
BRI — PR FKO030 8.3 6.0
(G & — B (%) FK040 3.6 — — 8.6
<15.0%LL F > FK050 5.5 5.7
. FK030 90.5~94.2 93.0~99.7 74.6~98.4 | 50.4%%~96.3
BHE (%) o
. FK040 91.3~95.0 90.1~94.8 | 51.2%2~95.7 | 86.7~99.1
<60 455, T0%LL F>
FKO050 86.0~92.1 91.1~98.5 79.9~93.1 88.5~93.2
. FK030 99.9 95.7 99.5 96.2
i (%) !
FK040 100.3 93.8 97.8 95.3
<90~110% >
FK050 100.9 94.4 96.6 99.8

K1 RREIIHTLIEAER (%)
#3112 SEE A O, BUEICHE G L7z,

2 10/12 SEEAE D=, BEKIZEE L,




O MY T HE ) —LEE 10 MEERER (40°C - 75%RH) [NT adk]
ERIE H =R PRA7HAR]
< HHE > FH BH A 1% A 3% A 6 % A
ERIN FK030TB
<F@DOT 4 Lha—TF 1 |FKO40TB SRy SRy A A
T HE> FK050TB
e FK030TB
GEMERUG, 2878 ATt 6 EE I | FK040TB ik ke A WA
EE) FK050TB
BRI — e bR FK030TB 8.3 6.4
(G EY) MR (%) FK040TB 3.6 — — 8.9
<15.0%LL F > FK050TB 5.5 9.5
. FKO30TB| 90.5~94.2 | 48.2%2~95.1 | 59.0%2~94.0 | 86.6~95.2
M (%)
. FK040TB| 91.3~95.0 84.7~98.6 93.3~94.2 87.2~92.7
<60 4. 70%LL >
FKO50TB| 86.0~92.1 80.6~90.2 91.3~95.4 89.9~92.1
. FK030TB 99.9 93.1 98.2 97.7
EE (%) *!
FK040TB 100.3 94.4 97.1 97.6
<90~110% >
FK050TB 100.9 93.7 96.1 99.1
X1 FoRRISHTOEAE (%) X2 1012 SEHA D72, BRICHEA LT,
ORYTE —LBE25  IEEER (40°C - 7T5%RH) [PTP A1%E]
HIEEEH =R PRA7HAR]
< HHE > FH BH A 1% A 3% A 6 % A
Pk TRY25T-1
<HEHEEDOT 4N ha—TF ¢ |[TRY25T-2 SRy SRy PRy A
7 BE> TRY25T-3
TR kbR TRY25T-1
(EVERG, SRAN ATAE L 6 EE ]| TRY25T-2 ik ke A WA
TEIE) TRY25T-3
. TRY25T-1| 95.1~100.7 86.9~99.4 79.8~97.6 94.5~101.1
EHEE (%)
TRY25T-2| 95.9~101.3 91.0~98.6 88.6~97.2 93.3~ 99.8
<60 4. 70%LL >
TRY25T-3| 93.5~101.7 92.4~99.4 93.5~99.7 94.5~101.3
N . TRY25T-1 100.6 98.1 97.9 96.9
S8 (%) *
TRY25T-2 97.1 100.6 96.9 97.5
<90~110% >
TRY25T-3 101.1 100.8 97.5 97.4

X FRBISHTOEAER (%)




(2) RIRAHB
AR A 0 2020/4/22

ORIV TFHE =10 EWIRAHE (25+22C - 60%RH=5%RH) [PTP /23]
BRIA H =R PRATF I
<> &5 BHAGHEE 12 % A 24 # A 36 % H
PR FR2201
<FE@OQOT 4 NLa—F ¢ | GR1301 A A A WA
7 hE > FG2001
TR ek FR2201
(EMERG, SRANATHRIE G R GR1301 ke ke STk WA
EE) FG2001
R — e B FR2201 6.5 4.1
(G EY) MR (%) GR1301 6.0 — — 5.7
<15.0%LL F > FG2001 3.7 4.0
\ FR2201 85~93 81~94 85~92 85~94
M (%)
i GR1301 91~92 90~99 91~93 83~97
<60 %y, T0%LL k>
FG2001 83~96 85~91 91~93 92~95
e o FR2201 98.2 101.8 100.7 101.2
S8 (%) *
GR1301 98.8 102.0 101.8 98.7
<90~110% >
FG2001 101.6 101.6 101.2 96.1
X RREBICKHTHAEAEE (%)
ORNUVTH—EE10  EHRAREER (256+12°C - 60%RH*+5%RH) [T mdE]
FABRIE H =R PRI
< B> &5 BHAGEE 12 % A 24 # A 36 % H
ERIN 003
<HFEBDT 4 NAa—F 1 | FR2402 A A A WA
7 hE> GR1502
e 003
(EMEROG, SRAMATHRE G EEHI| FR2402 ke ke STk WA
EE) GR1502
BRI — ek B 003 7.2 7.8
(G EY) MR (%) FR2402 11.9 — — 3.6
<15.0%LL F > GR1502 94 5.2
. 003 85~92 91~ 95 85~ 93 91~98
EHEE (%)
i FR2402 85~95 91~103 89~101 86~95
<60 %y, T0%LL k>
GR1502 91~97 91~ 97 90~ 98 78~92
. 003 97.2 99.5 99.1 98.1
G (%) ¥
FR2402 98.4 101.1 102.4 99.5
<90~110% >
GR1502 98.0 102.8 102.4 101.6

% R RICKHT 5 AR (%)




ABRRE B : 2020/4/22

ORNVTH—EE25 RHIRAFRER (256+£2C - 60%RH=*=5%RH) [PTP A1%E]
RBRIE H =R PRATFHA ]
<K > H BH A 12 » A 24 » A 36 » H
PR 1P1301
<#EEOT7 4 NLba—F ¢ | TR2201 SRy SRy A A
7 EE > TR0401
R 1P1301
(EMERUG, 2RI ATtRE S EERI| TR2201 ik ke Sk WA
TEIE) 1R0401
BRI — e bR 1P1301 7 7
(GEEH—MERBR) (%) 1R2201 6 — — 5
<15.0%LL F > TR0401 7 6
\ 1P1301 78~102 89~103 86~ 96 87~100
M (%)
IR2201 90~ 97 91~ 96 92~ 99 82~ 94
<60 4. 70%LL >
TR0401 94~100 86~101 84~102 79~ 98
) 1P1301 103 100 102 101
e (%) ¥
TR2201 101 98 98 105
<90~110% >
TR0401 101 104 104 100
X FrREICHTHIEER (%)
ORNUTH—EE26 RHIRAFRER (256+£2C - 60%RH=*=5%RH) [T adE]
RBRIE H =R PRATF I
<> &5 BHAGHEE 12 % A 24 # A 36 % H
PR TR2202
<EBEDOT 4 NAa—F 1> | LP1902 A A A WA
7 hE > TR0602
TR ek 1R2202
(EMESOG, SRR G R LP1902 A ke WA Sy
EE) TR0602
R — e B TR2202 3 6
(G EY) MR (%) LP1902 7 — — 13
<15.0%LL F > TR0602 6 5
\ TR2202 94~ 97 90~100 89~ 99 93~97
M (%)
i LP1902 94~101 89~ 99 98~103 87~95
<60 %y, T0%LL k>
TR0602 98~101 95~ 99 95~ 97 91~99
. TR2202 101 98 98 102
G (%) ¥
LP1902 103 101 100 101
<90~110% >
TR0602 100 103 103 101

% RRRICKHT 5 AR (%)




(3) EmEEEREDORZEN
BRI : 2017/6/16~2017/10/10

ORYTH ) —NEE10 EEEE 40°C (s, KBRS
PBRIE H =N RAF
<> & BHAGHEE 2 A 1% A 2% A 35 A
MR n=10
_ HODT A NVL | FOEDT AIVL | FEOT 4NVLA|FOADOT 4 IVEL | FHOT VA
<H DT 4V ha—T 4| KG0202 i i i i i
. A—T 4 UV AT A V| AT A VT | AT T | AT o T
T EE>
wHE (%) n=6
. KG0202 | 90.9~97.7 | 91.1~95.7 | 91.1~95.1 | 89.2~97.1 | 81.4~95.1
<6057, 70%LL >
a8 (%) * n=3
KG0202 | 96.0~97.3 | 96.5~97.7 | 97.8~98.1 | 95.8~96.9 | 93.8~95.2
<90.0~110.0% >
(BEfE) #E (N) n=10/ KG0202| 56~178 58~174 56~175 57~175 61~74
X RTREICKHTHAEAE (%)
ORYFE ) —ILEE 10 MmEALE  25°C - TB%RH (B, BHAK]
BRIE H 7k LRAFHAR
<Hi# > H5 BH AL 2 1A 1% H 2 4 H 3% A
PEAR n=10 ta L| A HERTOP | HFENT DT | Fans< b
HFODT 4 NVA | HOEDOT 4V | FOND Sl HEND S HFOnD B
<FE@OT 4V ra—T | KGo202 | T TER A i i
- a—TF 4 V| a—T 4 TR | NTEREB LT NTIEMA LT INTIEA LT
VT EE>
wHE (%) n=6
. KG0202 | 90.9~97.7 | 87.1~95.0 | 90.7~96.6 | 88.8~93.3 | 88.7~98.6
<60 %y, T0%LL L >
a8 (%) * n=3
KG0202 | 96.0~97.3 | 95.9~96.6 | 98.9~99.3 | 96.1~97.1 | 96.9~97.5
<90.0~110.0% >
(BE) M (N) n=10| KG0202| 56~78 33~42 32~44 33~40 32~49
X FREICHTIEER (%)
ORVTH ) —LEE10 EEAEE KR, L (D65 JEIR (8 1600Lx) « ¥ — L% T v 7 CTHE O ]
ABRTE H =R TR
< g > FHr BH AR HF 30 75 Lx*hr 60 5 Lx-hr | 120 5 Lx-hr
MR n=10
_ HFED7 4V
<HEBDOT 4V ha—F ¢ | KG0202 | HemBRa L | HEMRA L | FENEE L
. =7 4 TG
7 EE >
mHE (%) n=6
. KG0202 | 90.9~97.7 78.1~95.3 76.4~93.2 74.7~94.5
<60 4. 70%LL >
ZE (%) ¥ n=3
KG0202 | 96.0~97.3 95.6~96.7 95.1~96.3 95.5~95.9
<90.0~110.0% >
(&) WE (N) n=10 | KG0202 56~178 58~172 58~171 55~67

X RTRRICKHT 2 AR (%)
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ORUTHE ) —VEE 25 a4 40°C [, K[EARR]
BRIE H =R PRATFHA ]
<HiH# > &5 B AL 2 1 1#%A 2% A 3% A
MR n=10
_ WD T 4V | HEDT 4 VA | EEDT 4 VA | EHODT VA | EEDT 4V A
<EADT 4V ha—TF 4| EG2602 ) ) ) ) )
- A—T AT | AT 4 TR | AT A VT | AT A VB | AT 4 TR
v TRE>
BEHYE (%) n=6
. EG2602 | 91.5~100.0 | 85.7~102.5 | 92.8~99.7 | 87.2~96.0 | 89.9~98.4
<60 %y, T0%LL >
a8 (%) * n=3
EG2602 | 95.2~97.4 | 95.2~95.9 | 96.7~97.6 | 95.7~97.4 | 95.0~95.6
<90.0~110.0% >
(&) WE (N) n=10| EG2602| 77~97 81~91 76~90 82~91 78~87
X RREBICKHTHAEAEE (%)
ORYTE ) —ILEE 25 mALE  25°C - T5%RH [EOE. BRI
HRERTEH =R LRAFHAR
<> H5 B 4G 2 1A 1% H 2 % A 3»H
PR n=10
_ HODT 4 VA | BENRIT DT
<HEDOT 4 v ba—T 4| EG2602 ‘ BB LT | EONEE LT | #aahRe LT
- a—7 4 U TEE | DNTIRE L
v TRE>
BEHYE (%) n=6
. EG2602 | 91.5~100.0 | 92.7~99.0 |94.7~101.0 | 88.2~99.7 | 90.3~96.1
<6057, 70%LL >
a8 (%) * n=3
EG2602 | 95.2~97.4 | 97.1~99.6 | 95.5~98.0 | 95.8~97.7 | 94.8~96.6
<90.0~110.0% >
(&1{H) #E (N) n=10| EG2602 | 77~97 44~55 47~58 43~51 46~55
X RTREBICKHTHAEAEE (%)
O R TFE ) —)VEE 25 MmEAE SR BRE [D65 GIE (9 1600Lx) « v — L& T v I THES ]
ABRIE B =R NS
< HiH& > H B 1A 30 & Lx hr 60 5 Lx-hr | 120 & Lx-hr
MR n=10
_ WD T (VL ) ‘ )
<EOOT 4 Nba—TF ¢ | EG2602 e WapRE LT | ek e L | Hastika L
7l > ST
wHME (%) n=6
. EG2602 | 91.5~100.0 90.5~99.7 86.8~97.8 73.3~96.4
<60 4y, T0%LL >
ZE (%) ¥ n=3
EG2602 | 95.2~97.4 95.6~96.7 95.0~96.5 94.8~96.2
<90.0~110.0% >
(z%EfE) #E (N) n=10 | EG2602 77~97 77~90 79~88 80~89

*

FRBIIHT2EHE (%)

7. RASERUVBEREROREN

AR/

AR ANA

. fuFlE DERAEELE (MEEFMHEL)
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9. HBHH
N 7% =g 10 K ONR Y 774 ) —)u8E 25 13, AAREF HERLERICED LN [TI M)
TV MEERMEEE ] OWHIMEDOTEICEWEHRR 21795 £ &, ZHIC#EAET 5,
(FRBRI IR HARBR S 2 1% 900mL & FVvy, /S RAWEIZ X Y 50rpm TRERZ1TH, )

Ta LR
ForE L E B AR
72 MY TFY HEEEEEE (10mg. 25mg) 60 4> 70%LL

10. FiHR 3K

(1) FENRELESR - AF. NEVRKRLESR - ARICHAT51EHR
% L7
(2) A%
(D) FHJ—)LEE 10)
100 & [10 $£x 10 ; PTP]
500 £ [10 £ X 50 ; PTP]
500 8¢ [T AF v 7R b ; NT o HIEAIAD ]
(k1) THJ—)LEE 25)
100 &£ [10 #£ X 10 ; PTP]
500 #& [10 & x50 ; PTP]
1000 #& [10 ££>x 100 ; PTP]
1000 58 [T AF 7R bv; XTI ]
(3) FPlEEE
% L7
(4) BROME

ME
PTP Wt | RULE =L T 4 VA, T =7 AH
Nad | RV F LR bL, R 7L /R FLorfky v

1. BRI SNEEHME
MM ER e L

12. £t
LR

12



V. ARICEYSEE

1. PEXEHR
R RIS IS 1T 2 5 o« 9 DIRHE. IRIE, AR VErRREREE VAR

2. DREXEIHRICEHET IIE

5.RERIZRICEHET HEE
(ZhEEE)

51 19 SHOEGIZLY | 24U TOBRE T, BAESE., ARAEXIOY 27 B3I 2% & owEn
HLID ARENOBGIZHTz>TE, VAZ ERXXT 4y " aBET5HZ L, [8.2-8.5,9.1.7,9.1.10,
15.1.1 &M
(R HEESEER)

5.2 ARG, BAEM, BE, WBEHEEORBMIERORILY 27 2B L, KFIOEL O

HEIHWT 52 &

T

3. AERUVHE
(1) AERUVRAEDOHES
(3298 - 2 DKEE)
TIRNVTFY UHEREE L LT, @, A1 H 30~Thmg ##IHHEE L, 1 H 150mg F T
WL, DEREOKST 5, £NIC300mg ETHETHIZ EbHH D,
RE, A, ERICE Y EERET S,
(RIRIE)
7MY TFY RS LT, 1 H 10~30mg ZERICRO&K G925,
¥, AR, ERIC X 0 EEET D,
(R HEES AR
TV TFY RS LT, @E. A1 10mg Z0HIAEL L, 20k, Fifii, ERICK
D EIET 528, 1 H 150mg 2z R0 &,
(2) RZERUVHAEORERE - B
Y P A s S A g )
UTFOO~OIZHSE | RIEO R MR FEEIEIR T 2 AR OL R A TH D Z LM
MR Sz,
DA Fhiti S 7= 15 D T 2L HEEGRBR 1T 35 ) C ARSI R PR B E AR ok LT 1 B 10
mg~200 mg O M EFHH THIM L L EMEPRIN TN D,
QAR MR PE B MR ISk DB & TR &S LT, ERNADO T A RT A4 U ROHRED
%£<ICBWVWT, 1 H 10mg Eit#isnTns,
QR EMIER T 2 EmHRE LT, RN A RT 4 0 HRELOSCEOZ L 1C
BT, 1 H150mg Lt THY, AFMITHBWT 1 H 150mg OfEHERENZO Hitd,
@OLFEIZB W TAREOE G &iX, 1 A ER 150mg & ShTnd,
OARIEDOIERIZOWT, RffE « NEEZ R THE TR Y7570,
OFRFKIZBWTRRIZH BN TV AEWERZBRE ., BAANZIRB TAIE Z RN MR B S 12
7B E KA Mk EOBEITRRD b,

4. AERUVAERICEET IR
BRE I TV

13



5. ERERRLIE
(329 - 3 DIRE.)
17.1.1 —RRER PR ER
O+ 9 DIRREIC KT D — R EF R RSB Tl A 23R 60.9% (357/586 i) %~ L7z,
(RFRIE)
17.1.2 —RRER PR ER
BIRIENT K 2D — X ER AR TIEA IR 75.0% (379/505 #4]) ZR L7z,
17.1.3 —EEHRHLEHER
WIRIED B LD B (38 ) ZRRIC LT 7 TR AR IR L 425 “HERLERRICHE VT,
AHIOH MR ZED =5,
(1) BERT—21Rv 75—
MER R L
(2) ERERZEEFER
MUERR L
(3) AERERFERR
MUERR L
(4) BIEMEER
AR L
1) ENMEREERR
U ERR L
2) REHHER
U ERR L
(5) #BFE - WBIFAR
MR L
(6) AEMEHR
1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
—RRE. RERFTREBRAROAR
U ERR L
2) RBRFH L LTEREPEOABRNITEIE L-AE - HROBME
% L7
(7) £k
Y LR

)

BT — 5

<
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VI. EMREICETSRE
1. FBRPHICEEH S LEMRITEEMEH
SEBRARGLO OH (A IT T IVHEMRE ) UBRARYLD Al (T u U UHRRE 5F)
R FEOH 2B DOIEE - SREFIZ, RFORNIEEZSZRT 52 &,

2. XBEFER
(1) {EREL - EFEF
AR OHL D SYERICET 2 357 EABEFF XA O NS T RN, NI TS /L7 L
Vo kOta b= IR0 AR EIRT DR, T T AERIC LT TIVENEET S D
EWZEVHI AMERERTEZL LN TS, DT, ZHUHOIEET I O F 7 AR TON
MM E-THEZLT FLF U v BZREOKBIKR TR b= B EHERED L5 DD
TERREF & LCRARER TS Y,
(2) EDZERMIT SRR
18.2 LEILEVRUT FIRFIOVICHT HHERER
TUADLENLE AL DZEWERTROYT h T _XF UL DEFEHEZT I R U T 3
HLET,
18.3 /L7 FLF Y U {ERADEHA
JBRERA XD VT KLUV ORIERIEET X Y 7TV 38R L7127,
184 /LT FLFYURUEA =V OB YAANF
Ty METO VT RLFT U OFRV ALK~ T A FToOtr = ORIV IALEZT
SN TFUATIHILAS O,
(3) {ERZRTRFME - Fixk
MG R R L

15



VI

1.

EyEReIcEiv 41EH

meREDHTR

(1) aREtFHLCOPRE

<BBE>HEHT—H Y
80~200ug/L (7 RUTF UL+ /LU TFFU L)

(2) BERERTHERESIL-ODRE
IOWRBE 15BN T I MY T UHEEEE A 2 KDL E 1 H 30mg, 75mg. 125~180mg3 43 Hlfk
ARG L7 I N 7F U omERREIX, ZE 36+ 5ng/mL, 43+ 3ng/mL, 79+
10ng/mL THVH ., FREMMTHL /7 VN 7FV o OMEFRIRETZENEN 8E2ng/mL, 22+

4ng/mL, 89+25ng/mL T&H-7= 'V 19,

TINVTFY REE mgER7 I MY 7FF Y RE mgER 7 v v Y 7Y RE
(mg/H) (ng/mL) (ng/mL)
30 (n= 8) 36+ 5 8+ 2
75 (n=12) 43+ 3 22+ 4
125~180 (n= 6) 79+10 89+25

% : Amitriptyline Z#Nflx L T2 15 5iEf] (B4 5 B, Zetk 10 B, s 25~62 F) DX, O~
26 [EZ D72V [E L=, (Mean=S.E.)

<BESHET —H
IOREE 6L LEFEASAICT I MY FFU L 100mg ZREAOFBELIZEE, 7TI I T7F U D
@ v b Y 7F Y o oMETEER, 5 oNAE T 4.4 KE (CEY), BEAT, 8.7 Kl ThE

fElCE L7z Y,

(3) i

<BB>HET— W
AP FIER 2 BT D HE AR WO AR © >1000ng/mL (EMERHEY [V Y 7FY ]
ZEie)

(4) BE - SfRAEOEE
(Tvil. 7. MRAEAEH] OHEZH)

2. EMEERB/NFTA—4
(1) BIAE
MR L
(2) RAGEEEH
ZYERR L
(3) HEEEEH
MR L
(4) VIV735vA
<BESHEHT— 5 0
11.5£3.4mL/min-kg
(5) 48K
<BE>HEHT—H 0
7MY FFY o 15+8L/kg
(6) Z0it
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3. BE£MA (REaL—Y3ay) &
(1) BHAE
BRI L
(2) RSA—4THER
BRI L

4. IR

WRIERAT M
<BEO>HET—4

bt MZ UCHERET 2 U FF Y v 25mg AR DG L= oM h 1 4 FRR % Ic iR
. 0.230u g/mL (2L, 8 FEf# TiX 0.158 u g/mL & 72 ~>7= 17, £72. b M 14C #E5k
72 b FF VU 20me E R AFEE L, 305 ~2 B I B EE 2 E LR R 6 b,
ARANTHLINTAL S D Z EMRHFA LTV B,
<BEQ>HET—4 1©

NRAFTRATEY T ¢ 2 48+11%

5. 9%
(1) mik-ikEErIEEYE
<BE>UMT—4% (Fv 1)
T MZUC T I MY 7 F VU 10mglkg & §HE L72fES. 10, 40, 70 5&ICBWTRE~D 5
RS, 7
(2) miE-RAEEIFEBYE
(V. 6. (5) ki) OIS
<EBE>HET—F
TIRNVTFIU, ARV TFFI O BITT S, ¥
(3) Eit~DBiTit
(TVIl. 6. (6) #&FLIw) DESH)
<BESHET—F
AAlZ 1 H 100~150mg #& 0% 5 SN CW=RBLO Lt Hic, miEdh S IZIEREOT I R 7F U >~
B M) TFY BB ENTEDRERH S,
(4) HE~DOBITHE
<BE>HET—F
7 RYTFVU 2 100~250mg/H 25 L7 95 OWEE 32O EFIREIZKITATI NV FF U~
BLO VKRNI TF U o ORMEFREE T REIZZZ19.350.Tng/mL I L 012.61.0 ng/mL TH Y |
I EE |2 AL 142.1+11.8ng/mL 35 L 10 138.1+11.3 ng/mL Th -7, 2V
(5) ZofioBm~DBITHE
<BE>MT—4% (Fv 1)
7y M UCHER#RT X MU 7 F U v 10mg/kg ZFHEL. 70 5314 Ol NIREE 2 JIE L7z R, KT
R, BB, WCIXENTN 49 glg, 43 uglg. 26 glg &7V EIREICIFEE L, KK, Mg, &
Bk, AFAE. BICiX 11~18 uglg, K. EREABICIT Suglg LOMEE LR -T2, 2 OHE O A ik
1% 0.7ug/mL Th otz 2V
(6) MBFEAKSE
<BE>HET—F
94.8+0.8%'?
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6. K
(1) KREBLLRUCRBERE
PREEBAL -
REFREE . 7 MU TF U VEMBR T A T b 2= 2 v U 70 > (EERHEED) 1R
N5, 7 M) T7F VU o OMOREREIKITIE, KEEEB LN - @by, /Y7
FU b RBEORBE 2T 5, IRPICITEITRHED S L IXZ0EERE LTHRit S
50 19)
(2) RMICEAET 58% (CYPHE) OHFE. HEE
AFNL, EICHEEEET 7 v — 24 P450 2D6 (CYP2D6) (2L W fRtsind, £7-. CYP3A4,
CYP2C19 KT CYP1IA2 IZ Lo THRH SN D Z ERRSnL T D,
(3) PEEEMNROEERUVTOEE
72 YT AR EEE R A T B,
(4) REPOFHEOERRUELL, FHELE
EHAEY VY TFY v
<2F (GRS OEETRI T A —5) SHET—x 0
i FP IR 0 31213 FE
ARG - 184 Likg
777 A:7.2+1.8 mL/min-kg
NAFT_AFEYF 1 5115%

7. it

BRI 5 J OVRRE : L, TR

Bt
<BESHET—F

ERMCTIRYZFU L 20mg WAL LIE X, 2, 4, 6 KO 24 BRI O SR oh BRHEINT 22
NEGED 0.4, 4.7, 141 L 27.6%Th -7, ©

7 MUTFU L (50~150mg/H) DG 25T EFIREIZH S ABLEFE 10 il T,
24 BERRZEI L., RPT7 I R FF VU L ZORBEWOEEZRE LT-L Z A, [\
RITEGED 68.3% (FH) THY. 95 68.6% N AAKRTHZ, @

8. FSVARR—A—IZHT S1EH
MR L

9. BNHEICKEKRERE
MEREGE AT e OB T Thr s & zevy, »)

10. BEDERZETH8F
MR L

1. EDik
REER e L
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VI. £t (EAELOZEESF) CEY HEE

1.

3.

5.

EENBLEFTOER
BEEIN TR

. ERABLEDHER

2EE (ROBHEICFBELEWLNIE)

2.1 PAZEMARANEO RS (Hial) AERICLVIRES ER L, ERZELSELZERH S, ]
2.2 ZBRSRPUD DANT KT LIRBUE O B

2.3 LFEEORIENIMOBE [ERFRICEEL KFT NG | LIHFFENELT 28R
H5,]

2.4 JREA (RNIIRERSE) 0b2BE fia ) AEHEET L0, JERPET 2820 RH 5, ]
25 B/ 7 I UMRLEEREIREAR] (B LX) ERIE. T XV A VUME, 7 47 I KAV
W) 25T 5VIEHEREG P IRE 2 HELINOBE [10.1 SR

fifR

1 fia U AEHIC L W IREKOPEEEENEL L, IRES EF T 28208 b 5,

2.2~2.4 (IVIl. 8. EIfEH] DHEZM)
2.5 (V. 7. fREAERH) OHEZH)

DEXEIHRICEET SEE L ENERA
(TV. 2. EXFIPRICHEES R 220552 L0)

AR UVHAEICEET I8 L TOER
FPAROSA

EEGEFRNIE L ZOER

SEELEXMIE
(FhEEH )

8.1 IRK, HET) - )] - KETEBRENEDIRTNEZ D2 E03H 5D T, RFEGHOEBEITIX
) B 0D SR S MR A D B O BB ISR SR W RS ERTH 2 &,

8.2 I OJERE BT HEHIIMLERENH Y, AREKOBZENNRHDH DT, 2D XD REE TR
BALE R b NI EEEZZE T T HBRICITEEFORER OREBOEC A ERRBIET L L,
(5.1, 8.3-8.5, 9.1.7, 9.1.10, 15.1.1 ]

8.3 [KIRBIMRIZHI LA TIZAW Ay, R, B, BE, =y 7 FME, RIR, Sl Bog, 8
e, EEE, T YT REER AT, B BN E ORI - 1T AR LIERNIT IV T, B
ROENIIAREE, AR, miﬁ%ﬁﬁiéhfwéo%%@ﬁﬁﬁwﬁﬁmﬁm%&
BRCBIRT DL LB, IO OEROMENBE I NG, REEZHEETT, hall
WEL, PiET57R @y RnEs217r5 2 &, [5.1, 8.2, 84, 85, 9.1.7-9.1.10, 15.1.1 ]

8.4 HEHMTOWMERMZL T2, BEMEMNFE D b L BFITLS T 556121, 1 [\l 0
ﬁaﬁ%mdm LEwnHzk, [5.1, 82, 83, 85, 9.1.7, 9.1.10, 15.1.1 ]

8.5 FIEEHEICHRSEL AN, BE, BB, GRS OTEIOZ R OEEEREE & 5
bhé)x7£ ZOWTHitHZE TV, EAE BEIOEKZIRY A S KoE+T2 2L, [5.1,
8.2-8.4, 9.1.7-9.1.10, 15.1.1 &MH]

86&5%@éﬁ@ﬁ@ﬁmb%%@¢t’ VRS, BUR. R, SN, BRI, HER

EEDBEBIER R S Do b Z ERH D, &5%¢¢TéﬁA: \@ﬁuﬁ%Téﬁaﬁéu

?5_ko
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SEELEXRMIEE

(EhEeFiE)

8.7 HERMIKIEENH LD Z BB HDOT, EMIICHREZ FEMT 572 EBEEZ 01275 2
&£, [11.1.6 ]

(R BEESEER)

8.8 AANC X HIEFITFRINRIE TR HERIETH D Z LD, EROKR & 72 D RBOZE L)
B ZOFETITO, RAIZEBRERG LT b,

6. BHEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEEOHLHE

911 HRRHEEDH L EE

o) AMAEHERET D720, IERDELT 2B8ZNRH D,

9.1.2 MAMBAKZNEDESE

o) AERICEVIREN EH L, JEREZELSE L2083 H D,

913 RNEREDHDEE

o) AEREAET D120, JERBNELT 2B8EZARH 5,

9.1.4 DAL - DEHEE - PlJE - TEIR (FBEMESHERA - RIBEEEESE) EO0EEODHLIEE (D
HEEOEEMIHOEEZRKR)

TEERISRICHEBEZ RITT LN, TNOLOERPE(LT IBZNNH D,
9.1.5 FRIRERETEEDESE

THERA RO ELZ KT T b5,

9.1.6 TANAZEDEEUERBEXICN-OBRERDHLESE
AL T End D,

917 BS5OREE

HE BREREH LD 2 ENH 5, [6.1, 8.2-85, 9.1.10, 15.1.1 ZH]
9.1.8 NDBREEEXIMERAEOTRRADH S EE

AR 2 R ST 5 2 b 5, [8.3, 8.5, 9.1.9 ]
9.1.9 EEMMNBLVHEREEE2ETLHEE

FEER 2 HES T2 R8H D, (8.3, 8.5, 9.1.8 H]
9.1.10 BERSEXIFIEREHDOEENOHLEE. BRSEDHLIEE
HE&&E, BRENA LD Z Enb 5, [5.1, 8285, 9.1.7, 15.1.1 ]

(2) BHEEERE
BEIN TN
(3) HHEEESRE
BRE ST R
(4) £HERREHT 5E
BRE ST R
(5) Hhw
9.5 ITiE
IEb S TAEAR U TN 5 AIREME D & 2 eI IE, 16 LR RSN Gt EZ EE S Ll s 256
WCOHFEGT D&, Z8RBRHD SHNITEMER TRAFAENDHRE SN T DI DR H D,
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(6) 7w

9.6 1ZELIF
B EOBRER ORARBORRMEEZEE L, BRAOMKG TP IEEZRETT25 2 &, & MREELP
~BATT D ERME STV D,

(7) MNR%F

9.7 MNR%E
INRE ST 5 9 OIRIBEOME RBRITD VDT, BELARWZ ENEE LU,

(8) Elm¥E

(2)

9.8 BiNE
DENOREEBRET 57 FREOREAZHE LN SEEICHRSE T2 L, BEHENE, 55
OF, Pral AERIC LD 0%, PEREREE, [HEL, IRNETTESEND S bhed 0,

. HEER

10.48EEH
AKHENL, FICHRHEEEET 27 o0 — 2 P450 2D6 (CYP2D6) 2k v fR@tansd, £7-. CYP3A4,
CYP2C19 K (X CYPIA2 ik o> THREEND Z EAVRENT VD,

) BiRERE X DER

101 BFAESZ (BFALAWLI &)

FEHNA BRAEAR - H5 18 51 ey - falRk 1
T X I bEEFRBRE A FEIT . AT Bt B S FEMIIARICH 203, BN - A3
LX) R BEENHOONDLZ LN D, (TEHICLDEE XN,
(=7 E—) RBLE T R B EIERLER
FTHXY A UOVERE D% 5 1) T2 FBE VAR A & B
(TYLsh) EFo556120%, 2e<sd 2
T7 4 F I KA VILVERE HEOFRZ B &, ETARAN S
(=7 7 4F) T 7 I U bR EANCY
(2.5 ZHE] DNz DHEEITIE, 2~3 AfO
MRz < ZENEE LU,

GtRIEE T DER
10.2 HiAERE (BFRISEET S )
AN 5 BEIARIEIR - HEE T4 BEFF - faBRIA+
Tva— AAIDVER 358 = TV 3=V DM T OARF OAH
NoHZENHD, ZFE L, mPgREs ER9 D L
FEAbND,
gra Y oAEEKE PEHIC & o> TRBEWEALTOH
TFNAART IR U AR E RS,
2 Y AEEHK ARFNDS Z v B O RN DR 2 I AFN DS 2 B D Al
(== 2 e =L 328 PTDIEND D, DIEMICHHLT 5 &
FAbND,
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10.2 AR (BFRISEET S )
A4 5 BEARAEIR - HEE T 5 B&FF - faBRIA+
TR U AEE 7 RuT U AR O MR AN | ZBRSR AL O O AN A IR AR R R A
T RLFU MINDZENDHD, ~D VT KLU O A

JNVT Rl
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H 4 7 AU TG
St4 Accord Healthcare, Inc.
iR 5E44 Amitriptyline Hydrochloride Tablets , USP

Each tablet for oral administration contains 10, 25, 50, 75, 100, or 150 mg amitriptyline
hydrochloride.

AT - Mk

INDICATIONS AND USAGE
For the relief of symptoms of depression. Endogenous depression is more likely to be alleviated than

are other depressive states.

DOSAGE AND ADMINISTRATION

Oral Dosage

Dosage should be initiated at a low level and increased gradually, noting carefully the clinical
response and any evidence of intolerance.

Initial Dos age for Adults

For outpatients, 75 mg of amitriptyline HCI a day in divided doses is usually satisfactory. If
necessary,this may be increased to a total of 150 mg per day. Increases are made preferably in the
late afternoon and/or bedtime doses. A sedative effect may be apparent before the antidepressant
effect is noted, but an adequate therapeutic effect may take as long as 30 days to develop.

An alternate method of initiating therapy in outpatients is to begin with 50 to 100 mg amitriptyline
HCIl at bedtime. This may be increased by 25 or 50 mg as necessary in the bedtime dose to a total of
150 mg per day.

Hospitalized patients may require 100 mg a day initially. This can be increased gradually to 200 mg
a day if necessary. A small number of hospitalized patients may need as much as 300 mg a day.
Adolescent and Elderly Patients

In general, lower dosages are recommended for these patients. Ten mg 3 times a day with 20 mg at
bedtime may be satisfactory in adolescent and elderly patients who do not tolerate higher dosages.
Maintenance

The usual maintenance dosage of amitriptyline HCI is 50 to 100 mg per day. In some patients, 40

mg per day is sufficient. For maintenance therapy, the total daily dosage may be given in a single

dose, preferably at bedtime. When satisfactory improvement has been reached, dosage should be
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reduced to the lowest amount that will maintain relief of symptoms. It is appropriate to continue
maintenance therapy 3 months or longer to lessen the possibility of relapse.

Usage in Pediatric Patients

In view of the lack of experience with the use of this drug in pediatric patients, it is not
recommended at the present time for patients under 12 years of age.

Plasma Levels

Because of the wide variation in the absorption and distribution of tricyclic antidepressants in body
fluids, 1t 1s difficult to directly correlate plasma levels and therapeutic effect. However,
determination of plasma levels may be useful in identifying patients who appear to have toxic
effects and may have excessively high levels, or those in whom lack of absorption or noncompliance
is suspected. Because of increased intestinal transit time and decreased hepatic metabolism in
elderly patients, plasma levels are generally higher for a given oral dose of amitriptyline
hydrochloride than in younger patients.

Elderly patients should be monitored carefully and quantitative serum levels obtained as clinically

appropriate. Adjustments in dosage should be made according to the patient’s clinical response and

not on the basis of plasma levels.

[https://dailymed.nlm.nih.gov/dailymed/index.cfm]

<electronic Medicines Compendium (UK)., 2022 £ 5 A f#E >

4 HE[E]

e Accord-UK Ltd

fRFE4 Amitriptyline 10mg Tablets BP

HIE - Btk Each tablet contains 10mg Amitriptyline Hydrochloride.

Therapeutic indications
Amitriptyline is indicated for :
+ The treatment of major depressive disorder in adults
+ The treatment of neuropathic pain in adults
+ The prophylactic treatment of chronic tension type headache (CTTH) in adults
+ The prophylactic treatment of migraine in adults
+ The treatment of nocturnal enuresis in children aged 6 years and above when organic pathology, including spina
bifida and related disorders, have been excluded and no response has been achieved to all other non-drug and
drug treatments, including antispasmodics and vasopressin- related products. This medicinal product should

only be prescribed by a healthcare professional with expertise in the management of persistent enuresis.

Posology and method of administration
Posology
Not all dosage schemes can be achieved with all the pharmaceutical forms/strengths. The appropriate

formulation/strength should be selected for the starting doses and any subsequent dose increments.

Major depressive disorder
Dosage should be initiated at a low level and increased gradually, noting carefully the clinical response and any

evidence of intolerability.

Adults
Initially 25 mg 2 times daily (50 mg daily). If necessary, the dose can be increased by 25 mg every other day up to
150 mg daily divided into two doses.

The maintenance dose is the lowest effective dose.
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Elderly patients over 65 years of age and patients with cardiovascular disease

Initially 10 mg — 25 mg daily.

The daily dose may be increased up to 100mg — 150mg, divided into two doses, depending on individual patient
response and tolerability.

Daily doses above 100mg should be used with caution.

The maintenance dose is the lowest effective dose.

Paediatric population
Amitriptyline should not be used in children and adolescents aged less than 18 years, as long term safety and

efficacy have not been established (see section 4.4).
Duration of treatment

The antidepressant effect usually sets in after 2 - 4 weeks. Treatment with antidepressants is symptomatic and
must therefore be continued for an appropriate length of time usually up to 6 months after recovery in order to

prevent relapse.

Neuropathic pain, prophylactic treatment of chronic tension type headache and prophylactic treatment of

migraine in adults

Patients should be individually titrated to the dose that provides adequate analgesia with tolerable adverse drug
reactions. Generally, the lowest effective dose should be used for the shortest duration required to treat the

symptoms.

Adults

Recommended doses are 25mg - 75mg daily in the evening. Doses above 100 mg should be used with caution.
The initial dose should be 10 mg - 25 mg in the evening. Doses can be increased with 10 mg - 25 mg every 3 — 7
days as tolerated.

The dose can be taken once daily, or be divided into two doses. A single dose above 75 mg is not recommended.

The analgesic effect is normally seen after 2 - 4 weeks of dosing.

Elderly patients over 65 years of age and patients with cardiovascular disease
A starting dose of 10mg - 25mg in the evening is recommended. Doses above 75mg should be used with caution.
It is generally recommended to initiate treatment in the lower dose range as recommended for adult. The dose

may be increased depending on individual patient response and tolerability.

Paediatric population
Amitriptyline should not be used in children and adolescents aged less than 18 years, as long term safety and

efficacy have not been established (see section 4.4).
Duration of treatment

Neuropathic pain
Treatment is symptomatic and should therefore be continued for an appropriate length of time. In many patients,
therapy may be needed for several years. Regular reassessment is recommended to confirm that continuation of

the treatment remains appropriate for the patient.

Prophylactic treatment of chronic tension type headache and prophylactic treatment of migraine in adults

Treatment must be continued for an appropriate length of time. Regular reassessment is recommended to confirm
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that continuation of the treatment remains appropriate for the patient.

Nocturnal enuresis

Paediatric population

The recommended doses for :
+ children aged 6 to 10 years: 10mg - 20mg. A more suitable dosage form should be used for this age group.
+ children aged 11 years and above: 25mg — 50mg daily

The dose should be increased gradually.

Dose to be administered 1-1% hours before bedtime.

An ECG should be performed prior to initiating therapy with amitriptyline to exclude long QT syndrome.

Duration of treatment
The maximum period of treatment course should not exceed 3 months.
If repeated courses of amitriptyline are needed, a medical review should be conducted every 3 months.

When stopping treatment, amitriptyline should be withdrawn gradually.

Special populations

Reduced renal function

This medicinal product can be given in usual doses to patients with renal failure.

Reduced liver function

Careful dosing and, if possible, a serum level determination is advisable.

Cytochrome P450 inhibitors of CYP2D6
Depending on individual patient response, a lower dose of amitriptyline should be considered if a strong CYP2D6

inhibitor (e.g. bupropion, quinidine, fluoxetine, paroxetine) is added to amitriptyline treatment (see section 4.5).

Known poor metabolisers of CYP2D6 or CYP2C19
These patients may have higher plasma concentrations of amitriptyline and its active metabolite nortriptyline.

Consider a 50% reduction of the recommended starting dose.

Method of administration
Amitriptyline is for oral use.

The tablets should be swallowed with water.

Discontinuation of treatment

When stopping therapy the drug should be gradually withdrawn over several weeks.

[https!//www.medicines.org.uk/EMC/]
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Drug Name Category
A=A NT7 VT DIA Amitriptyline C
(2022 4 6 H )

A=A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)

Category C : Drugs which, owing to their pharmacological effects, have caused or may be

suspected of causing, harmful effects on the human fetus or neonate without causing

malformations. These effects may be reversible. Accompanying texts should be consulted for

further details.

[https://www.tga.gov.au/prescribing-medicines-pregnancy-database]
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