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(2) 4
Simvastatin Tab. 5mg * 10mg * 20mg “TAKEDA TEVA”
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Tk o2 EF o) L0

2. —fik4
(M #% (@mf&)
VU NAZF L (JAN)

(2) %4 (andik)
Simvastatin (JAN)

BV RT L
—vastatin : HMG-CoA & uE#3E R 23K
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%%fﬁ o CosHss05
Iy 1-E 418,57

5. LA (%K)

(15,3k,7S,8S,8ak)-8-{2-[ (2R, 4k) —4-Hydroxy—6-oxotetrahydro—24-pyran-2-yl]ethyl} -
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TER= NIV, AL )=V H J—)b (99.5) ICIEITFRF <, KITIEE A ETRIT R,

& Ff pH (233 1T 2 YRMiREE D

AR AR (37°C)
i 0. 00012 mg/mL
pH6.8 0.05% RYU YV L~_— | 80 0.023  mg/mL
pH6.8  0.1% AU Y )L~— | 80 0.046  mg/mL
pH6.8  0.2% RU YV L~— ] 80 0.092  mg/mL
pH6.8  0.3% AU V— ] 80 0.14  mg/mL
(3) B TE
BN - AP
D mhm (PfER)., A, BES
BN - AN
(5) ERIE ELARBTESR
B2 S oW b &
(6) DECIREK
Mg RE e L

() Z DD E 4Rk (E 2
BESEEE (o) ) @ +285~+300" (REMEMIc#a% L7=d @D 50mg, 7 =k U b, 10mL, 100mm)

2. BRSO DERBELETICET2REREY
Wt (pH) : pHL. 2 THNIHRT D, SV NRNREF DT 7 MU BOBEEINC L D)

3. BMAD ORERRERE
AR o2& F o) OfERHABRIEIZ X D
1) AT EERE S (BIA <7 L)
2) OMBIL A~ BOVIHIERE (RAET Y O LEEANE)

4. BEYEDDEES
HE o2z Fr ) oEEECED
Wik o~ ~N757 4 —
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1. HiR
MFFOXA, SNERUHEIR
NI
R PEAR —
IR 7E4 PR = i %
SUNAETF b FA0 R 1/2 % @ —
Smg [ 7% E S YNUE S =
B :6.5 : 2.5mm, Ex : 100mg

Bl YNUE S

20mg M H 773

VR AH T B
35”#»
Lomg B3 H D H#bE
[EAE @ 8. Omm
corns i | BEokE 1L % @ —

o

£+ 10. Omm,

==X

Q) HE DY VP
(2% . <IEOIEKHE TOLEVERER > OFERBA 4G OREED)

AL (kgf)

R 7E44
U INAZTF U EE Smg [ H T N 5.5
N AZTF U EE 10mg [EH T3 11.7
SN AZTF U EE 20mg [ H TN 5.2

Q) FEAO—F
R 7E44 PTP #kpl = — K [FEAEERD] =2 — R
SN RAL T U FE bmg IE AT N t 039 bmg t 39
N ARF U BE 10mg (B H T /8 t 440 10mg t 440
N ARF B 20mg [EH TN t 441 20mg t 441

(M)pH, RBELE. #HE. LE. BEHOERURER pH HF
M L

2. HWHIDOHK
M B\ CEMRS) OEE
O /NAHF 8 bmg T /3
LEEHR . U RNRAETF % 5. 00mg A
OV NAETF 8 10mg K HT /3]
LEEF : XA ETF % 10mg &H
O NAHTF B 20mg [T /Y
LEEF : o RAXTF % 20.0mg &F

2 X 4. Imm, EE : 400mg
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OV /NAHF L BE bmg « 10mg [EH T /3
ANAR—=ANT T L FEmErn—2 AT7 ) U~ 7320 L UKW, E
Fefs o lkluo—A, 75k Raxi7=Y—)L
Ov o NRAHFF 82 20mg [ FHHT 3
JRABNAT—RAF NV TA UTFe Rady by AT7T7 YUY TRV Y

A, K., B R IR RAY —F
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3. BAEA.
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< InEGAER >
BHEOTHE TICBW T SEMZETH D Z ENHEHI ST,
B
RIS EAETRE
PTP (PTP+ 77 /b I 48+ M4 (waiel) )
40+1°C » 7T5+5%RH « JE¢ -
JoRH - T RS (TS A
HERRE S (BB : PTP. FE:: N9)
ABRIA H HHAK BR h R 6 % A
. . . . A
LN B iE 1/2 BIFRA D DOFERE A —
WA
MERd | ORI | R 229~233, 236~240 KUY N )
KB AR "V | 245~249nm [T WY DK e E
0.10=0. 01
i FREE 1 *1,2 0.8L 0.06=+0. 00 . .
o HixE 1 UE 0.34+0. 02
i 0.07-+0. 01
B KEET T+, 2 0.50 .D.*3 - :
% ey Ur N-D 0.08+0.01
% 1.66=+0. 05
~ B B 2.0L 0.49+0.01
A AT 1.6340. 03
Py =| NI N > ~ I\ E/EI\
Rk HIFEMEAS 15. 0% 2 2 720 1 N
e
wHE (%) (45 4y) 70 LIk 95~103%4 89~98+1
94~99%4
EEFL (%) 93.0~107.0 102.3+1.2 98.0+£1.4
98.3-+0. 8
*1 SEHfE ES. B3rvy k., n=3/2v 1]
*2 FHix'E 1 : Simvastatin Hydroxy Acid, Ammonium Salt. ¥EHME I : Dehydro Simvastatin
*3 KR
*4 30 S3IC BT IR




< HETLHARTE T O E MR >

ETORMITIBNT, BHERZEITRD SN h o T,

e
PRATSRMF PR
IREE | 40°C - 75%RH T I
mEE | 25°C - T5%RH HIA ¥ —1L |k
St 60 7 1x * hr W72y —1L E
PRATSRMF MR i (kef) | FERER (90) | &8EFEEL (%)
. R 1/2 Bl
205 K . 5.5 3~4 100
ERDRAARS AV DFEEETH T
40°C + 75%RH Fa A 1/2 Bl
5.0 3~4 98. 6
45 H AN DHEFETH-T-
o~ . 0 (%
25°C - 75%€RH E@Hﬁj/z [ 50 5 0L 0
3% H ANYDFEFETH- T
MR 1/2 Bl
60 J5 1x * h 3.6 2 99. 3
Pleshe by st o
*1 FRERBHAGIGEA 100 & L7z
OV NAH T8 10mg BT 3
< ERER > 7
B OTERE FIZBWT 3HEMZETHD Z &I ST,
B S
PRATSRM TEEFRE
40+1°C » T5+=5%RH + PTP+ 7 /L I 48+ #8040  (RLHA)
ABRIEH HirE BHAGIRE 6 % H
PR H D FEEE Sy A
fifed SEAVATIRRINY | R 229~233, 236~240 K& (R .
o , . pERay E
R A2 WL | 245~249nm (2RI DRRK & s
i Mg 1+1,2 0.8LLF 0. 06=+0. 00 0.16+0. 02
%ﬁ Y E M*1, 2 0.5 0T N.D.*3 0.08=+0.01
%
~ SRS 1 2.0 LT 0.487+0.01 1.43+0. 04
o E HTEMEDY 15. 0% &8 2 720 Sy A
wHYE (%) (45 43) 70 LAk 79~102 91~98
Ea*l (%) 93.0~107.0 103.1%£1.0 99. 47+0. 6
*1 PHEES 3y b, n=3/m> K]
2 FEfx ﬁ : Simvastatin Hydroxy Acid, Ammonium Salt. FE&$'E I : Dehydro Simvastatin
*3 AR




<IETHRIE TORE AR >
ETORMZIBNT, BEREITIRD bR T,

e
PRATSRMF PR
IREE | 40°C - 75%RH T I
mEE | 25°C - T5%RH HI A v—1L F
3 60 J 1x * hr HI A v—1
PRERAE R
=2 el
REELN PEAR BEE (kef) | HHERB (23) E%?f/‘?*
(0)
RERBHLEEF | AOFEETH-T- 11.7 4 100
& . le)
40°C - T5%RH HEDOFEETH-T- 11.9 3~4 98.0
3HH
o) . o)
25°C - T5%RH HEDOFEETH-T- 11.9 3~4 98.0
3» A
60  lx - hr | HEORETH -7 11.8 3~4 97.4
*1 ABRBHAAIREZ 100 & L7z
O U NAHF 8 20mg B H T /3]
< B >
WEOHBHTETFTICBWT IEMLZETHD Z ERHERI S,
B SR A
PRATSRAF @%%é
40°C » T5%RH - jHEY¢ PTP+ 7V 248 (RzIRHAl)
BB R
ARERTEH FRAS BH AR EF 6 % A
PR HEEOERRA Y OFEE SNy A
MERR | SRS | R 229~233, 236~240 KO} o A
R 227 KL | 245~249nm [ UYL DFK %R i
Ml HEGWE 1+ 2 0.8 LA 0.14+0.01 0.280. 01
%ﬁi Mg I+, 2 0.5LLF 0.02+0. 01 0.11+0.01
%
~ KRR B 1 2.0 LLF 0.29+0. 02 0.68+0.03
wHYE (%) (45 43) 70 LAk 89~98 79~103
EEL (%) 93.0~107.0 97.2740.7 99.1+1.0
*1 BB S, D. [Brvy bk, n=3/2> K]

*2 JHEE 1

: Simvastatin Hydroxy Acid, Ammonium Salt. ¥E&¥/E I : Dehydro Simvastatin
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pH4.0 : 0. 0bmol/L WElZ - MElET N VU v LFEREHK
BRI pH6. 8 @ AAIER IR O 2 1)’
7K o H AR R RK
RV _"— K 80 DIEFE - 0.3% (w/v)
ABrigR | 3720.5C | ABiki: | 900mL | BB | 6okl
<FRBRAE S >
ETORBREMFITB N THEBEITHES L7, WEAIORHFENIRSE TH D &l Lz,
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REHERLHF) D SR DY 40%AF30T (5 43) BTN 85% 3T (45
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<pH1.2+7AR"Y VY IJLR—k 80, 50rpm>
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() BAELEAEGmMGERE
MM ER L

(2) &= I Hh iR FE B R ]
VI— 1. (3)ERARGER CHERE Sz OHS R

Q) ERRABR CHRESIA-OPRE
OV v NAZF 88 bmglEH T /3] 12
UNRAEF U BE mg [T N EFEERIFIZ . a2 — =R D ERERLEE (N
AZF & LT bmg) RS ISR HERERE &G L iR R (bRREZIE L, 5
N HEERE X T A — & (AUC, Cmax) (22T 90%[E XA THEGHFIT 217 o 72 fE 5. log
(0.80) ~log (1.25) DOHEPFHNTH VD, WAIDEY FHIFREED R I N,

e (%38 1= 3 O AW RSB T A R 74 2o
= CERZ 94 12 A 22 H . ESEE 487 B)
WEREEL | 30 4
BEIHE |2/ 2 oy v 2F— " —ik LK 150mL & e Ha e BRI O
Pe b BIFI1gE (o "AXF L L LT bmg)
FRMEER | 9 Wrsl (G0, 5% 0.5, 1, 2, 3, 4, 8, 12, 24 IKff#)
PR3 | 5 BRILLE | i | LC/MS/MS 15
150 _
’g T 0 I YVNAIFiebmg[KET/\]
> 1.0 o  {RAERAI(FEAI. 5mg)
£ FHY+EERZE. n=30
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B
g 0.5
B
=
0o —Q
0 4 8 12 16 20 24
¥ 5®D5E (hr)
<FEWENHE N T A —H > (P =R 2=, n=30)
&5‘% AUC0724 Cmax Tmax T1/2
(mg) (ng+hr/mL) (ng/mL) (hr) (hr)
%?ﬁixfﬁ%yﬁgaw 5 4.4+2.1 1.0+0.5 1.4-+0.8 8.5+4.5
M T /3]
AR (BEH. 5mg) 5 4.3+£2.4 1.1x0.6 1.4%+0.8 7.1%x2.9
<M TERE R >
AUC0724 Cmax
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90% 13 FH X [H] log(0.92) ~1og(1.13) 1log (0. 85) ~1og (1. 14)

I HE PR EEE ONT AUC, Cmax S 0D/8T A — &%, #lRE OB (R OTRHAEL - K] %5 075k
R K> TERRD RN 5,



Ov v RAZF UEE 1omg R ET /N
UNRRAETFUBE 10mg IR T N EAEHERIR A T u AF— R ENEN L BE (2
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