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I. BEICET 5IER
1. AROEE
AENE, A I X T VNEBEEZBIRD ET DT o oFT o v B BERRELEARITH 5,

[ X7 ) VERRIESE 2.6mg/bmg/10mg! % 1 9 — ) 1%, RET 7 7 —~<kA&4E (H
REEH S TS DHBBERML E U T2 AW L, SR OBEBRITEEZHRE, ©F
PERRER, BRI IRISEERBR &2 FhE L, 2008 4= 3 A 14 BIZ&KGRZE4S, 200847 A 4 A

W 2B L=, (AR 0331015 5 (CERK 1743 A 31 H) IZHEDS KR

20124F 12 H 17 A, A I &7V VHEREREEEE 2.5mgl # A 23— KO 4 I 27V LR
HEE bmgl Z A 3 — ) &, 1 BUBERIFICAE O BERIFIERE ] OZNEE - IR NR O - A=
DBMNARE NI,

201447 A 4 H, A IX 7V VIEEEESE 2.5mg/5mg/10mg! % A 93— 1%, [ I¥7
U VIR R BE 2.56mg/5mg/10mg 7 /X | ([ZHRGE4 A F oK Z TS L, 201546 H 19 H &
D e Lz,

202345 4 1 H, RAT AT 77—~ K&t 5 A E T R TSRS A BUE R TEARS
DR S L, ZOBRCHRIEA DR S ETT B INIGHIARE LT,
2023 £ 5 A 24 RIZEAMIGER S, BIETHRASHEN IR Z B L7z,

2. WROBEREN - WHZHEYE

(1) RENZL, A I F T VNG 2GR & T D7 AT v VEBERIELERTH 5,

(2) BERZEWEA BEEARB) & LT, MERE fvMdsd, SEEEAE, BRSO
B, mA Y U AIIE, ALEUE (RIBPERER) |, BOEREIEIRE R (Stevens-Johnson JiE
BERE) |, RIEIERRER, FIRICB W TULMERD, FERNHE STV D,



I. &% 5HE
1. B4
(1) M4
A I X7V NVIEIRIESE 2.5mg INIG |
A X7 Y VIR SE 5mg INIG)
A X7 Y VIR SE 10mgINIG)
(2) *4
Imidapril Hydrochloride Tab.
(3) AFDHE
—fx4 LY
2. —k#4
(1) & (ask)
A I X T YNV (JAN)
(2) 4 (4%
Imidapril Hydrochloride (JAN)
(3) RTL
ToTHT v o R HER (ACE) FHESE © -pril
3. #EEXANTTERX

H;C

4. FFRRUSFE
72 C20H27N30s + HCI
oy f&  441.91

5. {24 (ams4k)
(4.5)-3-1(28)-2-[(1.8)-1-Ethoxycarbonyl-3-phenylpropylaminolpropanoyl}-1-methyl-
2-oxoimidazolidine-4-carboxylic acid monohydrochloride (IUPAC)

6. ER4, 4, KBS, E5ES
W4 A I 2T L

7. CASERES
89396-94-1



. BRI HRE
1. MELEENERE

(1) & - R
HEORESTHD, ERFEIIENCERRICBORD S, )
(2) BafE

AH )= ZERITRT L, KIZRORETRT LK, =& 7 — (99.5) IZR0R0FTIZ W,
(3) WiEt
MBI L
(4) R (PBER) . BR BER
Al %9 203°C (40fiR)
(5) BIGEMETEH
AR L
(6) HERFEK
MBI L
(7) FDMOEARIEME
e [al 3 —65.0~—69.0° (#fE#%, 0.1g, A% /—/b, 10mL, 100mm)
1.0g 27K 100mL 22 L2 D pH 134 2 TH 5,
2. AMHSGOEBFLHTICEITHREN
MBI L
3. BMAS ORERSERE
(1) LB
A DKEERIZ T A v R E Iz 5 & &, WREaOREEET 5,
(2) FROMRIL AR S ARIE
WAk U O AEEANEIZ KD RBRZATV, REDANT MLERLDOBZRANT L7
Wled 2 & &, WiE DAY NVIEFE—EEO & 2 AIZREEROTRE ORI Z 7R 5,
(3) EMRG
A DRI L DO EVER G E BT 5,
4. HEMHESDOEEE
BN AT E R
RKiwZKTENL, KT MU U LK THET D,



V. RFIZEI HRAE

1. Hif
(1) FIORXA, SRR UHER
W4, A I XY NVIEERTE bE A I XTI NIRRT EE A I XY IEEREEE
- 2.5mgNIG 5mg NIG | 10mgNIG
=+ % [ %
P O D b E@@Hﬁggﬂﬁﬂ@ E@@H%;&Jﬁﬂ@
SR BE HEE
) 2 [t
v | @B= — o=
H£ (mm) i .
JZ& (mm) 25 2.8 2.7
B & (mg) 65 85 90
ﬁﬁ?g;ﬁ; F £008 £009 £010
(2) #FlIOHH
( TV, 4. WHOLKFSLE TFIZBIT D ZEM] OEESR)

(8) #Ala—F
( TIv. 1. (V) Ao,

SBLEOWEIR ) DIHZR)

(4) pH, BBEXEH, #E, HLE FEOERURER pH HE
BRI L
2. HFI O
(1) F»ES (BERS) O
i A X TV VAR BE A X7V VIR BE A X7V VIR BE
IR 2.56mgINIG]| 5mgINIG ] 10mg/NIG]
R % A X TV VIR ERE A I XTI N A I XTI N
(1 Er) 2.5mg 5.0mg 10.0mg
Wiy ATT VUM~ 73T N KR, B Rexvrae ki —2x
(2) FHnp
(v, 2. () Ak (GRS OF R OHESHR)
(3) £t
%Y ELECR I L

3. BEF AFOIBIEICHT IR

FAROAYA




4. HEDBEEHTICETEIRER"

(1) hniEER
OA 2 HET V) NGEFRRESE2.5mgINIG) IR [HK&aERE (PTPaY) |
HERTEH = LRAF I
<JHHE> FH5 BH AR IR 25 H 4 % A 6 » A
\ LZKA1
Mgk o o o o
4ifEAB (HPLC) n=3 Tﬂ%ﬁ; . B B .
EEWE - 1.0%LL T > L7ZKA3 - -
et o _ LZKA1 | 100.0~105.1 | 99.9~103.8 99.4~102.8 | 100.2~103.3
g”?t% (§5)0/ij18> LZKA2 | 102.2~105.1 | 99.0~104.8 99.8~119.0 99.9~105.0
7, 8O% LZKA3 99.3~103.7 99.8~103.6 97.7~106.1 97.6~102.1
28 (%) * na LZKA1 98.9~99.6 100.6~101.5 97.6~98.3 98.1~98.9
08,0 105.0% = LZKA2 | 100.9~101.0 | 101.4~103.0 98.9~99.6 99.8~100.3
: D% LZKA3 98.8~99.7 99.7~101.5 96.6~97.2 98.3~98.7
X BRBICHTI2EHE (%) — . REE
OA XV NHEERESE Mg INIG)  IEGAER [ OEEE (PTPALE)
HERTEH = LRI
< HiK > & BR hA I 2 5 H 4 5 H 6 » H
PEIR LZKB1
<HEBORE 12 EHAY LZKB2 ey e Bk ke
DFEE> LZKB3
SR (HPLC) n=3 Eégé o B B o
<HEBRWIT : LO%LLF> | [pens = e
‘ LZKB1 99.0~102.3 98.6~102.9 98.7~103.3 98.4~102.0
I HH 0, =
ﬁ”?f% (g’go/ ; L18> LZKB2 98.6~102.3 99.7~102.8 98.7~101.7 98.8~102.0
A, 69% LZKB3 98.4~103.2 98.8~102.8 98.5~103.1 97.7~101.9
S (%) * n=3 LZKB1 98.6~99.8 99.4~100.3 98.3~98.9 96.5~97.6
080 105.0% - LZKB2 99.5~99.9 99.9~100.4 98.3~98.9 97.4~97.6
: D% LZKB3 99.5~99.8 99.5~100.3 98.3~100.6 96.8~98.1
% RTREICHTDOIEAR (%) — . KREE
OA X TV NEREESE1I0mg INIG)  IERER  [R&aiEEE (PTPRE) |
R ok (A7 I
<> Ham BHAGIE 27 H 45 H 65 H
PEIR LZKC1
<BEfao R 12 EFEAD LZKC2 EE A WA A
DFEEE> LZKC3
GiEERBR (HPLC) n=3 Eégg; . B B .
"KL\\\‘ /\ . N = =
<HBIEBWE : 1.0%LL T > LZKC3
\ LZKC1 97.2~103.0 96.3~101.0 96.4~101.5 98.7~102.3
R HH 0, =
ﬁ”?i% (gg(y;;i LZKC2 99.1~102.8 99.2~103.3 99.3~103.4 | 100.7~103.5
7, 8% LZKC3 97.7~103.0 98.2~101.6 97.8~101.9 98.4~104.3
SE (%) *n=3 LZKC1 97.5~99.6 98.1~98.6 97.0~97.5 97.4~98.1
08,0 105.0% = LZKC2 | 100.4~100.5 | 100.0~100.4 99.1~99.4 99.0~100.1
: D% LZKC3 98.4~99.2 99.3~99.5 97.7~98.4 97.7~98.2
X BRBICHTI2EHE (%) — . REE




(2) HwEEOREESR

OA R F 7V NVIERRESE2.5mgINIG)  #A%E 40C [, KBRS
HERTH H =35 LRAFHIR
<JHHE> FH5 BHAGIE 3» A
e LZKA1 1D H b SIEOES
fﬁ% (Z’;% ﬁlli LZKA1 100.0~105.1 97.5~102.5
A~B. (o P —
<59?0~/01)05 éf%)?; LZKA1 98.9~99.6 97.8~99.2
B i
(/%ﬂié)n :ﬁ?“ (kg) LZKA1 5.3~5.5 5.5~5.9
X FoREICKTTOIEAE (%)
OA I X7V NVIEREERE2.5mgINIG)  #Ead: 25C - 75%RH [, Bk
HERTEH =357 LRATHI
<HiK > EE BH #h 37 A
e LZKA 1D H b SIEOES
ﬁf% (;/"5)% ;ii LZKA1 100.0~105.1 97.1~101.7
B (o) ¥
jg?o(j’i% Of/i LZKA1 98.9~99.6 97.4~98.7
B i
(/%ﬂié)n ii?“ (kg) LZKA1 5.3~5.5 4.7~5.2
X FoREICKTOIEAE (%)
OA I X TV NVEREESE2.5mgINIG)  HEaLE gt [KEAR]
RERIE A oy h R E
< HiK > R BH AR 60 5 Lx-hr
§ Eé%f‘ﬁ@ LZKA1 Db Db
g”?%\ (?5)% ﬁlli LZKA1 100.0~105.1 98.9~102.9
B (o) ¥
fgf.ofioaol;)i LZKA1 98.9~99.6 97.9~99.1
B i
(Z%fH) WL (ke) LZKA1 5.3~5.5 5.0~5.4

n=3

K RREICHTTOEAE (%)




OA X TV NEEEESE Mg INIG) Mgt 40°C [, KERZR]
PRERTA H =35 PRAFH R
<> FH5 BHAGIE 3» A
PER LZKB1 H o R 1/2 EER H&ao R 1/2 EHER
<BEfao R 12 BHAND OFEEE> YNURDE 37 YNURDE 37
wHME (%) n=18
455, SEULLES LZKB1 99.0~102.3 99.0~102.8
a8 (%) * n=3
5.0~ 105.0% - LZKB1 98.6~99.8 98.5~98.7
& fE
( %{‘E)nffr (kg) LZKB1 7.8~8.4 8.4~8.6

Ko RTRBICHTOEAE (%)

OA I X TV NHERRIESE Mg INIG)  #Ea%E  25°C - 75%RH [, BAA]
RERTA H =357 LRATHI
<HiHE > &5 BAhhHE 3xH
PER LZKB1 H o R 1/2 EHR H o R 1/2 EHER
<HEfa0 R 12 BFAND OFEEE> ANV DFESE YNURDE 37
wHME (%) n=18
A5 2, SEULLE > LZKB1 99.0~102.3 98.9~103.3
&R (%) * =3
0.0 105.0% = LZKB1 98.6~99.8 96.5~98.1
& fE
( %{‘E)nffr (kg) LZKB1 7.8~8.4 4.8~5.7
X FoREICKTOIEAE (%)
OA X7 NI SE Mg INIG)  MAEE IRt [KEA ]
RERTA H = KBRS &
<M > R BH AR 60 5 Lx-hr
PER LZKB1 H o R 1/2 EER H o R 1/2 EHER
<HEfao R 12 BN OFEEE> YNURDE 37 YNURDE 37
wHrE (%) n=18
455, SEULLE > LZKB1 99.0~102.3 98.2~103.2
G (%) ¥ n=3
08 0 105.0% — LZKB1 98.6~99.8 96.7~97.6
& fE
( %@nﬁr (ke) LZKB1 7.8~8.4 7.3~7.8

K RREICHTTOEAE (%)




OA TV NERRIESE10mg INIG )

mEadt 40C  LEOL,

/:er'_»un]

XA A

R T
<> FH5 BHAGIE 3» A
PER LZKC1 H o R 1/2 EER H&ao R 1/2 EHER
<BEfao R 12 BHAND OFEEE> YNURDE 37 YNURDE 37
wHME (%) n=18
455, SEULLES LZKC1 97.2~103.0 97.7~102.2
a8 (%) * n=3
5.0~ 105.0% — LZKC1 97.5~99.6 97.5~97.7
72/% e
(B HE (k) LZKC1 7.9~75 6.1~7.0

n=3

Ko RTRBICHTOEAE (%)

OA X7V N SE10mg [NIG

otk 25C - 75%RH

e, B

R FI
<His > i PRAGHE 3 H
PER LZKC1 HEO R 1/2 Flfk A& R 1/2 Flfk
<A 1/2 FIFA Y OFREE > AV DFEHE AV DFEHE
HME (%) n=18
A5 2, SEULLE > LZKC1 97.2~103.0 97.9~102.2
& (%) * n=3
5.0~ 105.0% - LZKC1 97.5~99.6 97.1~98.0
% i
( %{‘E)nffr (kg) LZKC1 7.2~7.5 3.5~4.7
X BREICHTLEAR (%)
OA LTV NEMESE10mg INIG) s it [REALR]
R FI
<His > i PRAGHE 60 7 Lx-hr
PER LZKC1 HEO R 1/2 Flfk A& 1/2 Flfk
<A 1/2 FIFAY OFREE > AV DFEHE AV DFEHE
EHPE (%) n=18
455, SEULLE > LZKC1 97.2~103.0 96.9~102.1
“ (%) * n=3
5.0 105.0% - LZKC1 97.5~99.6 94, 5~96.4
% -3
( %ﬁ)nfir (ke) LZKC1 7.2~17.5 6.0~6.6
Ko RREISTTOEAR (%) KT S




5. ANERUVBHREOREN
PAROrA

6. fFl&EDEEELL (MEBLEMNELL)
BARUANA

7. BHH

(1) BHBE
A I X TV NEEEERE 2.5mgINIG), o X% 7 U VIEEEESRE 5mg/NIG) KO 47U L
W SE 10mg INIG) OIF ML, AARER/HITED N BKICHEE LT\ D Z & D3R
INTWN5D,
(FREAIZ/K 900mL & vy, /S REIZE Y, 50rpm TRERZITH, )

T HUAR

TN FHLE R ] ANIARS
A X7V VIR SE
(2.5mg, 5mg, 10mg)

45 5y 85%LL I




(2) BHHER
<A I X TV NIEIESE 2.56mgINIG) >
BIREI S DLW LR SRR A R A L EO—ESIEICH>WT (CERE 13465 H 31 H
EHEFEHE 786 5)

ARBR SR
LiE - AARERS  WHRBE S RUWE
[l#nds M OVRBANR : 50rpm (pH1.2, pH5.0, pH6.8, 7K) , 100rpm (pH1.2)

CHIE]

- pH1.2 (50rpm) TiE, FEHERIFIOSEEEE DY 60% K TN 85% 1 2 Iz T, A
i O SERE A HH R AR VR ) D SR HH SR = 15% DR IZ 8 o T

- pH5.0 (50rpm) T, FEHERIFIOSEEEE DY 60% K N 85% 1D 2 Iz T, A
it O 2415 FH SRV R YE A O SE RS R £ 15% O HFRIZ B o 72,

- pH6.8 (50rpm) TiE, FEHERLFIOSEEEEHERDY 60% K Y 85%Hir D 2 e RUZIN T, A
fit O P41 HH SR R YE A O SR 2R £ 15% O #AFRIZ B o 72,

- K (50rpm) T, FEHERIFOFIEHEDR 60% & X 85% UL D 2 FEAIZIHB VT, AR
O - P HH SR VAR HE R 00 SR R = 15% DO FAFR I 8 o 72,

« pH1.2 (100rpm) Ti¥, EHERIFIF ORI E HIT 15 53 LAINIC Y 85% L BRH L7z,

DIE, AR OV A A FEYERLA] & Lok L7 5658, 2T ORBRIC BT TR RERR 04
WP SRR A R T A 2 | ORI E S LT,

(%5 )
BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | 100 |
80 | 80 |
60 60
40 40
20 | —e— 1 4T LIEEEESR2.5mg TNIG) 20 | —e— 1 4T LIEEESR2.5mg TNIG)
o i = & —BEWH GHL 25mg) o i — & — WA A, 2.5mg)
0 10 20 30 0 10 20 30
BrfE (9) BefE (9
BHE (%) pH6.8 (50rpm) BHE (%) K (50rpm)
100 | 100
B0 === 80
60 | 60 |
40 L 40 |
20 —e— 1 4 F1) LIEFEIESER2.5mg TNIG) 20 | —e— 1 4 J ) LIEEEIESER2.5mg TNIG)
o gy - & —SBEHA (GEHl, 25mg) o ox - & = SEEFH (GEHI, 25mg)
0 20 30 0 10 20 30
BFfE (53) BefE (53)
BHE (%) pH1.2 (100rpm)
100 |
80 |
60
40
20 | 27— 1 35 7 LIERIESE2.5mg TNIG)
o A - o —BEWH GRF 25mg) ‘
0 10 15 (n=12)
Bl (9)
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<A I X7V NEFRESE 5mgNIG) >
HBIEIREL DLW PRI SEVERBR T A T A L EO—E S EIco>WT CERL 1845 H 31 A
=S HEF 786 7)

ARBR S
LiE - AARERS  WHRBE N RWE
[mldsd M OViRBRTR - 50rpm (pH1.2, pH4.0, pH6.8, 7K) , 100rpm (pH1.2)

CHIE]

- pH1.2 (50rpm) T, FEHERIFIOSEEEEHERDY 60% K Y 85% i D 2 e RIZi\N T, A
(it O SRR SR AT HE R 00 SRR 28 £ 15% D FPAIZ B> o 72,

- pH4.0 (50rpm) TIiE, FEHERIFIOSEEEE DY 60% K Y 85% 1D 2 Iz T, A
(it O SRR SR A E R 00 SRR 2 £ 15% DFPAIZ B o 72,

- pH6.8 (50rpm) TiE, FEHERLAIOSELEE DY 60% K Y 85% i D 2 e RIZds\N T, A
fit O P41 HH SR R YE A O SRV 2R £ 15% O HARIZ B o 72,

- K (50rpm) TlE, FEAERIF ORI 60% K N 85%FTUT D 2 RFRIZIBWT, Adh
- P15 HH R TR YE R O SR 3R £ 15% O FAFRIZ - 72,

- pH1.2 (100rpm) Ti%, HEAERFNL 15 /3 LANIC Y 85% L E¥HIL, 156 /3T 54K
s O SYERE A H R LA VR B D SR H 3R = 15% D FEFHIZ 8 o 7

PAE, ARG O HZE) 2 ERGE & Bl 7R, 2 ToRBIRICEHE W T TMEIEEML DA
WER EPERER T A N T A ) OYEREEITEE LT,

(P HH R )
EHE (%) pH1.2 (50rpm) FEHE (%) pH4.0 (50rpm)
100 | 100 | _
80 | o ===
60 60 |
40 | 40 |
20 | —e— 1 347 LiEEESESMg TNIG] 20 L —e— 1 347 LiEEESESMg TNIG]
- o = 1ZHEA| (&, 5mg) -~ = EEBE (FF], 5mg)
0 L' L L 0 L' L L
0 10 20 30 0 10 20 30
B (93) B (93)
RHE (%) pH6.8 (50rpm) RHE (%) 7K (50rpm)
100 | 100 |
80 | & ===
60 60 |
40 | 40 |
20 | —e— 34T Y LIERESSMg TNIG] 20 | —e— £ 4T Y LIERESESMg TNIG
- & —REHH (X, 5mg) - & —FERF (FHF, 5mg)
0 L' L L 0 L' L L
0 20 30 0 10 20 30
B (9 B (9
BHE (%) pH1.2 (100rpm)
100 |
80 |
60 |
40 | _
20 | T e— 1 471 LIEBESRSmg TNIG)
- & —FERHK (F&H, 5mg)
0 L‘ L L L
0 10 15 (n=12)
B (53)
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<A I X7V VIR 10mgNIG )| >
BIEEIL D EY)FHIRIENERBR T A N T A L ZEO—E ik FIc>WT CERR 1845 A 31 H
= HKEIE T 786 )

BN ESE
1EE . AARERY BHERBE N RUWE
[mldsd M OViRBRTR - 50rpm (pH1.2, pH5.0, pH6.8, 7K) , 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TliE, FEHERIFIOSELEEHERDY 60% K O 85% i 2 I RUIZIVN T, A
(it O SRR SR AT HE R 00 SRR 2 £ 15% DFPAIZ B o 72,

- pH5.0 (50rpm) T, FEHERIFIOSEEEE DY 60% K N 85% 1D 2 Iz T, A
{it O SRR SR A E R 00 SRR 2 £ 15% DFPAIZ B o 7=,

- pH6.8 (50rpm) TiE, FEHERLFIOSELEEEHZRDY 60% K Y 85% i D 2 e RIZIs\N T, A
it O P41 HH SR R YE A O SR 2R £ 15% O HRIZ B o 72,

- K (50rpm) TIE, FEAERIF ORI 60% K N 85%FTUT D 2 IRFRIZIBWT, Adh
O - L1 HH SR VR YE R O SR R £ 15% O FAFRIZ - T2,

- pH5.0 (100rpm) T, HEAERFNL 15 /3 LANIC ) 85% L E¥HIL, 156 /3ICH T 54
sl O SYERE A H R LA VR B D SRR H SR = 15% D FEFHIZ 8 o T

PAE, ARG OE HZFE) 2 R ERGE & Bl U7oRER, 2 ToRBIRICHE W T TMEIEEEML D&
WA EPERER T A N T A ) OYEREAEITEE LT,

(P& HHh#R)
FEHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 100
80 80
60 60
40 40
20 —e— o I 4TV LiEEESE10mg TNIG] 20 —e— 1 4T LIERIEE10mg TNIG]
o - & —FEUH EH. 10mg) . - & —RERFH (GH, 10mg)
0 10 20 30 0 10 20 30
B (9) B (9)
FBHE (%) pH6.8 (50rpm) FBHE (%) 7K (50rpm)
100 | 100 L
80 r 80 |
60 60 |
40 + 40
20 | —e— 1 471 LIGEIEE10mg TNIG] 20 | —e— 1 4 TF) LIEEIEE10mg TNIG]
= o = 1ZERE (FfE] 10mg) -~ = ZAEHK (5], 10mg)
0 (¥ L L 0 oY L L
0 20 30 0 10 20 30
B (9 B (93)
BHE (%) pH5.0 (100rpm)
100 |
80 |
60 -
40 |
20 L —e— 1 5T LIEBIESE10mg NIG)
o A - & —IBEWH GEH, 10mg) ‘
0 10 15 (n=12)

BifE (5)

12



10.

11.

12.

13.

14.

. EMFERNFEE

FARBAYA

. BFIhOBERRLS OREBHBRE

HErsu~v N7 4 —

AEHE N DR O N AR v b EFEERERD OO AR v b O RefBIF5F LU,

HWEID DA DEEE
Wik o~ 757 4—
Frias © SN EEE

BEFE . VUM KFET Y UL, K, UL, AF ) —VIRIK

bl

L7

BAT SHEMED 5 5 RHMEY
U E R L

FABNLELGRR - NENSFHRLCERICET SR

A% L7
Tt

13



V. ARICEY 5HE

1. ZEERIIZHE
2. RERUVAE
ZHE » R Ak - HE

<§E 2.5mg, #E 5mg, H 10mg> | W, MAICIFA I X TV HEBEE L T5~10mg # 1 H 1
e MEAE, B SR M i R E MR ARG 2, 7ok, Fis, GERICE Y EEHEET 5,
o2 L, EESMAE, BREEZ MO e SOXE EE M
MEEDBE TIE 2.5mg NOERGEZHET L2 ENEE LY,

<#E 2.5mg, #E bmg> BE, RACEA I F 7Y EREE S LT himeg 2 1 H 1 [A#%
1 AUBE PRI IO PE O BERISMERE | ARG 5, 277 L, EEREEEAME S BE TIE 2.5mg 10D
WHEZBMGT D ENEE LU,

<Hi& - AEICBEY SERALDEE>
I VT F=r 7 VT T AN 30mL, PN, XiiE 2 V7 F =2 3mg,/dL BL ED
HEREREREDOH L2BE T, BEEEZVEICT I, A LIIRGHEZOIXT 72
FHEEICEEGT 2L, [HEttOBEIEIZ X 5EEO KT X OE#iEL B 586%
nWindbsn] (MEEES] OHEZHR)

3. EREKRTE

(1) BET—421\v45—o
M EE e L

(2) EBERME
MR L

(3) ERERFEIRAER
MBI L

(4) BREMHER
MR L

(5) HREERIEAER

1) BEALETHERGHE
MBI L

2) HEEGEAER
MBI L

3) REMRR
M EE e L

4) BE - WEHRR
MBI L

(6) BB

1) SEABERE - FECEARERE AT - SLERTREKRSER (T IREERKEER)
M EE e L

2) RBE&EH L LTEEFTEOABTRIIERE L -HBROBME
GAS BT

14



VI. EEREICEET HIEHE

1. EBEZRNICEEHHILEMITLEHH
TSI TN~ A U, XTI NERER Y

2. EEEH

(1) R - FRBF
AIFXTVIERBEIZ 70 F7 v 7 Th Y, RAKRER, KSR L VIEHEREm O T
VRE (AIFTVT—R) BRI, ZOAIFTYT— R NT VKT v AR
FIAFHEE LTELS, 7o o7 o v UEMBEREERY, AMER AR W T O F T
U I DA RIEENAEET AT U T UV U I~ EBELET S LickY,
MmERE TEREZ7RT,

(2) ENZEFRSITHEEBRAHR
M ERR L

(3) {EFAREEME - FHRERRE
MEERR L

15



VI. EYEEICEY HIRE

1. mMAREQHT - AEE
(1) BREFHGCLPRE

LB L

(2) &EMmARESERRE

(IVIL 1. (3) ESARRABR CHERE S 7R EE ) DS

(3) BRFERTHRE SN -MhRRE

<A I X7V VIR SE 2.5mg INIG) >+
BREIESL OEMFRINRENRR T A N7 A4 VEO—HBIEIZDOWT (CFpk 18 45 H 31 H

= 3R 786 5)

A I X TV IVHEERESE 2.5mgINIG) & AEERAIZ, 7 24—/ N—JEIC IV ZnZEh 1 6
(A I X7V R L LT 2.6mg) M A B ICHE R HEIRE O 5 L TR Z2 s

BEZAE L, G5 E YEEE T A —4% (AUC, Cmax) (22T 90% 5 X MIEIC T

WEFHRNT 24T o T2 /55, 10g(0.8)~10g(1.25) DELFHNTH V), il DA 71 R EAE D3 iR

iz,

12 - _

10 ¢ i o : A =5 FUILiEEIEER2.5mgIN | G
=i o IR (FRA. 2.5mg)
= @8 T + EERE, n=30
£
m 6
1
g 4
=

2

0d . . . —0

0 4 12 16 20
W ES&ORR (hr)
[ R PSRRI X7 A — 4 ]
5 HENT A—H BBINT A —H
(mg) AUCt Cmax Tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
\\ N e ‘L':.‘ /n—-\/r'-v
;%Z%iﬁiﬁ%%ﬁ 2.5 | 45.61+17.25 | 7.58+3.25 2.8+0.7 2.99+2.00
i ]
(ﬁ*;ﬁﬁ%fgng) 2.5 | 47.27+15.38 | 8.16+3.56 2.4+0.6 3.20+£2.10

(Mean+S.D., n=30)

MAEFIREEN NS AUC, Cmax % D/3T A —2 1%, #ERE OIN, (KIROERIRMEIE - I
MEORBREMIC L > TR D RN S 5,

16




<A IHF TV VR SE 5mgNIG) >
HBIEIREL DLW PRI EVERBR T A R T A L EO—E i EIc>WT (PR 1845 H 31 A
=S 786 7)

A X7V NVHREESE 5mgINIG) L ARMERA 2, 7 m 24— "—BIZ L 2L 162 (1
RHT VKRR & L C 5mg) ERERR A B T ISR HER 0 B 5 U C iR R A LR A
HEL, HFon-EpmEhne T 2 —4% (AUC, Cmax) (22T 90%(5 X MVEIC CTHiFHR
W4T o 72453, 10g(0.8)~1og(1.25) DHEIFHINTH V), WiAlD AW FHIRI M HER S T,

25
o T 0 A4 =5 FU LiEEERSmgIN | G
= o | IRHEERIE (§eFl. 5mg)
€ P+ EERE, n=10
5 D
il
% 10
=
=
5
DC’ 1 1 1 1 | —0
0 4 8 12 16 20 24
‘5% DI (hr)
[ R FERR) T A — 4 ]
P E HIENT A —HF BENRTG A —H
(mg) AUCt Cmax Tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
A4 X7 N ERG BE
5mg NIG | 5 94.97+35.95 16.84+6.65 2.6+£0.5 3.42+1.88
R E R
(42%], 5mg) 5 92.25+24 .98 16.07+4.64 2.4+0.5 4.39+1.79

(Mean+S.D., n=10)

MAEFIREEN NS AUC, Cmax % D/3T A —2 %, #ERE OIN, (KIROERHRMEIE - I

MEORBREMHIC L > TR D RN S 5,
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<A X TV NIEFEESE 10mgINIG) > 9
BRI EIL DLW FHRIEVERBR T A R T A L ZEO—E ik EIc>WT CERR 1845 A 31 H
= HKEIE T 786 )

A X7V NEREEESE 10mgINIG) & AEHERIK| %, 7 o 24— "—klc L) ZhZEh 1 6
(A I X7V EREE S LT 10mg) R A S ISR ERR O 5 L iR AR ZE bR
BEZAEL, GO EYEEE T 2 —4% (AUC, Cmax) (22T 90% 5 #EX MiEIC T
WEFHRNT 21T o TofEF, 1og(0.8)~1og(1.25) DHIPHN T V), i D A=Wy 71 [R5 73 R s

iz,

70

60r 0 : A ST FUILIEREIESE 10mgIN | G
= 50 - o : BRERIA (FE&l. 10mg)
E i i+ EERmE. n=30
£ 40
fonf
fE 30 |
H
B 20}

10 +

0 1 T T o
12 16 20 24
5% OEE (hr)
MR GR) /8T A — 4 ]
P E HIENT A —H BERTG A—H
(mg) AUCt Cmax Tmax t1/2
(ng-hr/mL) (ng/mL) (hr) (hr)
S ) L R £
foglgrliléjbhﬁ&ﬁ;% 10 190.47+£86.61 | 39.89+20.95 2.2+0.5 5.27+1.60
5 Yl
(%*%Jﬁ%fig) 10 171.40+60.97 | 35.97+£17.45 2.3+0.5 6.56+6.41

(Mean+S.D., n=30)

MHEF W NS AUC, Cmax 085 A —& 1%, #ERE OBIR, (KK OELERE - R
EDORBRFMIZ L > TR D AREEN S 5,

(4) rhiEsE
BRI L

(5) BE - BtRFOEE
( Tvil. 7. *HE/EH] OHEZH)

(6) BEMA (REaL—2ay) BIFICKYHBAL-EVERNSHEEESER
BRI L

18



2. ¥EMEER/NTA—4
(1) BHAE
M EE R L
(2) BPLEETEH
M ERR L
(3) "LATRLFEYT«
M EE R L
(4) HEREEEH
M EE R L
(56) VU7 VR
ZMEE R L
(6) HMER
M EE R L
(7) MREAHEIE
M EE R L
3. R
M ERR L
4. 5
(1) Mik-KEFEa%E
M EE R L
(2) mi&k-KadkRIFMEE M
(TVIL. 10. #Fhw, PEAT, RIISFE~OF L] DHESH)
(3) At~
(TVIL. 10. #Fhw, PEAT, RIISFE~OFK L] DHESH)
(4) HBE~DOBRITHE
M EE R L
(5) oo~ DiZITHE
M ERR L
5.
(1) KEBMELR T BHRER
M EE R L
(2) RBICEAET H5BEFR (CYPAS0 &) DHFiE
M EE R L
(3) MEEBNROEERVTDEIE
M ERR L
(4) REPOEEOERERULLEY
Tu Ry 7 ThHY, BROEER, KGRI VIEHREMOST v RME (X547
T— N BRI, TOAIFXTV T NAT VLT UV B REEREAER E L CE
<o

19



(5) FHERBVOEERI/ S A—4
BRI L

6. it

(1) AR U

AANTE L LTI PRt S LD,

(2) HEittR
MBI L

(3) HEitthERE
MBI L

7. FSYVRR—2—ICET H1ER
MR L

8. BHEICLDIRER
MBI L

20



. &2% (ERLOIES) 1T HHEE
1. BEENRLEETDER
AR L
2. EENBELE0ERA (RAIEEZED)

B (ROBHFICEFBRELENIL) ]

(1) REIORSIZRL, WBIEDOBEERED & 5 B3

(2) MEFREOBEERED S D BE (T2 I T v v o BRI ERS OB X 5 1mE*
NE, EPEmAEVEIE, %RMEMEVEIE, FeRrEm v IE ) [P R 2 S i s
ERETHZENDH D]

(3) T2 b7 UHiBEEE Ve —2, N7 N7 7 UEELRR) BT L a— L X
RVZF LT L7 X b— e HWERERICEDT 7 = L— Y AE R THOBE [~
a7 ERITZERDHD] (HHAEMEH] OHEBH)

(4) 770V =Rr UV AX Y LZLKRFRT Y T AR (AN69°) % H\W - IS ST el T+
DEF [TT 74 7% —%RETHZEeDnHDH] (FHAEEH] OESH)

(5) Wb SUTHEIR LT 5 aTREME D & D et (Tikhs, PEl, RS ~0# 5] OESH)

(6) TUVAF LU 73 LUBEEZRETORERREEE (72720, thoOBEEEREZIT-oThRE
MEDOa ha—AR3E L RROBEERS) [FEBFEMER AT, BeREE, s
U U AGE R OMEHLED U A 7 M3 HE ST 5 ] (TEZE e FEARNER ) OEZ )

(7) 27 R ALY LE T U DK ARG OBRE, TG HIENG 36 K
LN OBE IEFERS Db BZENNH 5] (HHAEH] OEBM)

3. DREXFHRICEET HERALOIRLTOER
PAROrA

4. AERUAEICEET 2ERALOIELETDER
( TV, IREICBET 2HE ] OESH)

5. REREANB L TDER

[RERE (ROBEHEIZKEEICHEST S L) ]

(1) WP BRSPS D & 2 BE U & CRBIRIAE D & 2 BFE (THEER AR
DIEZM)

(2) @A) v LAMIEDRE (THELREANEE] OESMR)

(3) BHkrEREOH 288 (KL - MECEET 2 EoiEg > kO THERZREIEM )

DIEZ)
(4) MILETEEOH 5 EHF DREORENMLTAEEHEL, WEZELIELZ2L0H
%]

(5) mind (TEEE~0RE ) DEZMR)
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6. EELGEXRKIBLTOERARVRESE

(1) MEEEERREDHLSEERIIFBETRERREDOHLHBE ISV T, BilLEED
BARAREKIBEASWEDETIC LY R I BREEBILESEIETANH LD T, AEL
PLEB/BLGNEHIH I LIBZESERE, EHEEITLIZ L.

(2) BAYDLMEDREE SN T, BAVVLNMEZEESEIETARHL0OT, &
BLEOUE/LTVEHIMINIEEZRE, ERHKEITLSIC L,

Fio, BHEREREE, 2 bV REORERFFEICIVMED Y v AMEREL 20T
WEBE T, @AV U AMENEET2B8ZWRNH 50T, MiEH Y U AMEIZEET S
Z &,

(3) 7V AXF LI~ ABEEZIMNT 256, BEEE, S0 U v A e &K ORiE % k&
ITBENRH LD, BEOREZBELANOEEICEG TS, 728, eGFR
23 60mL/min/1.78m?2 AJifi D BEHEREREE D & 5 BEF~DT UV AFX Lo 7 < Lt & Off
RIZoWTiE, IREESCTERRO B SN AHAEZRERT D Z &,

(4) BAIOEGIZLY, ROEETIE, YERGZ—BEOBEOEET 4 2 3560
HHDOT, HEITLVEIVBMGL, HETLIHAIXBREORELZ +ICBIE LR D
WwaIZITH 2 &,

1) FEIE O & I EE B

2) MG O BE

3) FURBEFEAI G R 0B (FRCRTRIRIEER G2 Fhs L7 BE)
4) EEEZRBIERIER ORE

(5) BEEEHICE SO EY, 560X RHLbNDZ ENHHLDOT, EifE¥E, HEHEO
IR A O B A B E T D BRICITEE S5 2 &,

(6) FiTAl 24 FEFIEHEG L2 EREFE LU,

<BE 2.5mg, #E bmg D>

(7) 1 BUPESRISICOE O BERIIERE OB, BE5OH (1 » ALW) ICRIRICEHEEOE
LEH VT AJENEBRT HBENNH 50T, WEGEOHITME S LT F = EK L
EH Y U AMEZRE L, SERBHEOE(CMIE D U U AMEO EARED b -GG
I E S D VB G IR 2 E o) e AE 1T O 2L,

22




7. HE#%H

(1) FRZER L ZEDER

ptRES (BHRALAEWLC L)

AL

BERAEAR - HEESTTE

B - falbRIn 1

T XA LT UHiREEE '
nag—2x, ") FRNT7
HEFRY E= T a—
NFRY =F LT 7
X L— N WAL
AT 7 =L — 3 2ADONEST
VR —/—e

A LY —/TR®

T — &

Vav I aREZTIENH D,

fEtlcfiiE LT F A T Uk
EEElterr—2A, NI R7
7 UBEEAERY E= LT L3 —
AXEFER) = F LT 7 XL
—MZEY P F = ROEE
NIEL, SHICAAICEY 7T
U= OB ST, 7
TVF=UDNEMTLHEERD
na,

77 Un=kU ALK YL
bV g VRN | ¥
i LAYsSvZiiy

ANG9®

TF 747XV —%RETDHZ
Emb 5,

LA AR TH D ANGI®IZ &
DI = ROFEANTOHE L,
SHITAANC I T T V=
OREVHTF T, 77TVF%=
VRERTAEEZLND,

TURF LY T2 VR
T LA

FEESCMEN 2 rp, ERRRERE S, =
7V U L E K K IILE O U AR

BEHICE Y L=y - T oL T
VURMEEANERI NS A

(BERPBF IR T 25 | 78N #ME ST 5, HEMEDN B D,

B, 722U, thoORRIEIRE

EIToTCHeRBMED =

Fa—nABELLARBROR

HakR<)

V7B R AANAY L N MERER D DN DBZNN [ FFHICL VM 7 VE=
T~ U T LKF) b5, OO L, MmAERED Y

LA B

LA 2 B 59 DA%, ARA
A< by 36 BRI IRt
5:&0

F70, EREFOREERTHIIK
A &5+ 55461, 36 REELL L
DEZ BT HZ &,

27 WIS D AREMEN & 5,
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Eayanza Northumbria Pharma Limited
e Tanatril 5mg Tablets

AT - Mk

5mg/10mg/20mg

Therapeutic indications
Tanatril is indicated for the treatment of essential hypertension in adults.

Adults

dose.

Posology and method of administration

Treatment should be initiated with 5 mg once a day.

If optimum control of blood pressure has not been achieved after at least 3 weeks of treatment, the
daily dose should be increased to 10 mg, which has been determined to be the most effective daily
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However, in a small number of patients it might be necessary to increase the daily dose to 20 mg
(recommended maximum dose) or preferably, to consider combination therapy with a diuretic.

It has not been assessed whether hypertensive patients would benefit from a combination of
imidapril with other antihypertensive therapies.

Older People (65 years or older)
The initial dose is 2.5 mg once a day. The dose should be titrated according to blood pressure
response. The recommended maximum dose is 10 mg once a day.

- Patients with renal impairment

Imidapril and its pharmacologically active metabolite, imidaprilat, are predominantly excreted via
the kidney.

Renal function should be evaluated before commencing therapy with imidapril in patients
suspected of renal impairment.

Creatinine clearance may be determined prior to treatment by using the formula of COCKROFT &
GAULT (Nephron 1976; 16: 31-41):

Cl Crea =(140-age [vears]) x bodv weight [kg]

72 x serum creatinine [mg/dl]

- Creatinine clearance between 30 ml/min and 80 ml/min:

Reduced doses are required for these patients and therefore it is recommended that treatment be
initiated with 2.5 mg.

- Creatinine clearance between 10 ml/min and 29 ml/min:

Because of limited experience which has shown an increase in the AUC of imidaprilat, imidapril

should not be administered to these patients. - Creatinine clearance below 10 ml/min (renal failure

with or without haemodialysis) The drug is contraindicated in these patients.

- Patients with hepatic impairment

The recommended starting dose in patients with hepatic impairment is 2.5 mg once a day.
Imidapril should be used with caution in patients with hepatic impairment.

- Patients at increased risk for first dose hypotension

First dose hypotension may occur in high risk patients. Initiation of therapy requires, if possible,
correction in salt and/or body fluids deficiencies, and discontinuation of an existing diuretic
therapy for two to three days before ACE inhibition. If this is not possible, initial dose should be
imidapril 2.5 mg. In hypertensive patients with concomitant cardiac failure symptomatic
hypotension has been observed after treatment with ACE inhibitors.

In these patients the initial dose should be 2.5 mg imidapril once a day under close medical
supervision. Patients at high risk for severe acute first dose hypotension should be monitored
medically, preferably in hospital, for up to 6-8 hours after administration of the first dose of
imidapril and whenever the dose of imidapril or a concomitant diuretic is increased. The initial
dose should be 2.5 mg. This also applies to patients with angina pectoris and cerebrovascular
disease. These patients are at increased risk to experience myocardial infarction or cerebrovascular
accident following excessive hypotension. - Paediatric population

The safety and efficacy of Tanatril in children have not been established. No data are available .
Method of administration

It is recommended that the tablets be taken at about the same time of day about 15 minutes before
meals, conditions under which efficacy has been demonstrated.
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