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3. 4R - M1k
3.1 8/

HR7E4 7aNafasE (YD)

EARS 1#EHF. NLY Ly > 80mg. 7AHu Y YRV IVERE

6.93mg (7LuY > & LT5mg)

tRofy7uiltila—x, tla—x, L7, &
KrA®8. A77Y YBEMg, e 7uxXu—2x, v/ 0
T, BIbF¥ . ZEEEk. HLFN ey

Al

3.2 BRI

HR7E4 7 LNaBLGEE (YD)

IR - AT WHEBOT A VLT —T 1 VT
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B £98.7mm
B #94.5mm
HE 247mg

4. FHEEX(FFHR
I ERE

5. MEENIIMRICEEET BFE

51 BELZMERTOBZENESH D K% BMERED
B—BIREEE LT &,

52 FAIE LT, NAHILY »80mgk U7 LW Y E Y 5mg
EHALTVAES, dr0nidnInsr—F2EH LM
FEay bu— A +aRGEI10. RENOYOEZ %
WEtd 52 &, [8.1BH]

6. AENUHAE
BT LE LS (NLH L8 > & LT80mghk VT &
oYErELTomg) ERARET 2. AFIEELEAE
DOE—FERFEL LTHOLZ L,

7. BENRUAECEET 3FE
DTRONVHILY >V ET7LuIERYILVEBEORE - H
BEBEA. BEBIILAFHOBELCZERT S L.
NILVBILI Y
BHEC BRAZEANLY LY > &L T40~80mgz 1H1E
BOBET %,
7B, FE. EBRICSCCEEERBT 525, 1H160mgE
THEETE5,

P LOYVEYRYVESE

(S MERE)
EE. BAIKIE7L0YE2 & LT2.5~5mg# 1 H1EEE
O%59 %, %6, RIS CEEERT 505, WRAT
SFRBAEICIIHIEIOMEE THEHET S LA TE S,

8. EEREARNER

8.1 RANE. M"Y F »80mgKk VT LU Y E Y 5mgDE
BHEITHY, NLYLY L ETLUIE U WEORINER
BRETLZ2BZNSH 0. WUICAROMERH %2 3
Z &, [5.23H]

B2 NNLY LY v EELTVIFT VY I ZEGERAIR
ERicHREOEBELRFBRENS SO L OREN D
DT, HHEEREZERT AL EBE2T2ITH 2
Eo [11.1.22H]

8.3 FHiAI 24 MIIHE LAV ERBEZ LV, TY VAT
Uy I ZRBEERFRSFOBRE L. RERCFiHP
WKL y-7rIPF 7Ty 2OMEIERIC & 5 KIEZ
RIS H 5.

8.4 BEREERHICEDLIDFE WV, L6 D2ZFEN/HLDLDNEHE
BHBDOT. BFEE. BEHEDERSEGERE M W
PIRMET ABICIIERSE S &,

85 7Au Y IRMABERHESRBEEF LB D BR
RIEEDRSROSNBD T, KRS HIEBIC O
FERIZERT 2L &1, ABELCICKREREBICEET S
REBEOREZBE LS SHEEBIRS TSI L,

9. BENDEREZEFIIEEICAHTIER

9.1 BHIE - BIEEEDH D EE

9.1.1 TRIHEEEIREEDSH D EBEEN B CEEIREED
HDEE
BELERPTEBRVWEHK SN BE2KRE. B51
TR L, BMREDRED R RERAEEREDETIC
FVEHICBEHEZ2E(LSE2BZADH 5,
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9.3 FFiEERREERE
9.3.1 FEEDH 2 EBE. FICIETETEENUIET S -

NHDEE

NILHIILE ZEICHTFRICHR S 5720, Mg
EFLERTHZBENDND S, SHEICBVWT, BE~h
LEOFEEBETNILY LY v OMBEREED, #
BRAEHEB L TR2BIC ERT A EARESATW
. Ty THUIVEYEFELIHFTREBESNS D,
FFRREERFE T, MAREREIHOER K O M EE-
R AR FHEE (AUC) PRI LHZE0H 5,

*9.4 HIBREER T &
9.4.1 {HIRY BOIREMDH B

HIRLTWA I ESBBENT T I T oY U E#R
BREEAGZT V47 0¥ v I 2B ETRA 2E
HAL. BR - #iERAN0OEE (BFRe, HE - -8
DIEBAZ. FECE) FROSNLFPREShTL
%23,

AEIOEGICH%NS. REBEOFEELEE L THA
BEOLEEAZEEICHTT L. BELOAEREIER
W2 ERm2 EHBSNBIEEICOAKETEHI L,
72v BEDPDELZEFICEROFEFEEICERET S
L. [9.521]

(1) AEFRSHBRNICFRL TWAR WS E 2RI 5 &,
AEBEEHRS, FRELTVEWVWT &2 ERNICHERT
5 E. BERICEESHALZBEICIE. BEbICH
Exdutgaz &,

(2) ROFBIHIZOWT., NAIEGHGEICBEICHIAT 2
Z&o T BHERLMEICIGUFHHAT S Z &,

< HEREHRICARFIZ R L-EE, BBR - HiERICE
ERIZTIVRIBH B &,

< JERAVHIBA L - IS D N B BA I, M Aoy
EICH#KT A2 &o
 ERZEET A, EYEICHEBRT S L,

9.5 1147

RS AIER L T WA A0 H 2 KRG L n
&, BERITIFIRAHBE L ZBAICIE. BEbICkER
FikT a2 & NV EELTYIFTF Y U1
ZREBHRALNCT VDX T v ¥ B RBEREER T,
FIRPH ~RKIcRE SN - BFEICKRIE - i RET.
EAGEDEE. BBIE - HERORLE. BARE, BHUY
LIMEE. BHBOERAL. EABDEICKS SIS N
BB oHHE. M. EEEEOFE. HOREERAE
ENDOLNIEORESH BV, T, BIHTERS
N7 o I9F T 0y VEBBEREZERICB IS L PO X
R T4 TRBEERET. BRI > OF T
THBEEAEAZ2REESN-BERICIBVLT. BEAFE
O A7 IZBEERASBRE SN TR WEERICHER
B2l EDOWENDH B, Ty TLUIEVIIBITS
YRR CTHERIICHRE T 5 & 0T IR % OV i R R
DPEET LI ENRDOENTWVS, [2.3. 9.4.12H8]

9.6 ZAIE

BALZWIENEE LW, NULYLY BT 58
EB (Fv MoRIRO®S) ©3mg/kg/HT. it
AT TR EOHRENDH S, £/, TLuPEVidk
N THITHABITT A EPREESN TS, HIZ, N
WYY BT 2EMER (T NOREHERUEIA
HRO®/S) ©600mg/kg/H THERDEAERVERF
ROBTARDSNTH Y. 200mg/kg/HU ETHES
(LDBIENZD 5NT N5,
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AE< IMAREFXEHPR 25 HAPED 5N T

Wb,
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11. BIfEFA

ROBWERDPHoDOND I EFHLHDT, BEZ T

T, BEPROONTGEICEEREG2PIET 52 EHE

Pl MEEITS T &

11.1 EXGEIEA
*x11.1.1 MEWFE GHEAN)

HE. DE. W, SORBEMERELTHS5DN
IENDHBH, Tl JHIE. B, B, TREZME
SHEMERFEIHS5DNEIENDH S,

11.1.2 BUERFR. TR, RS, 88 (W IhbHER
BA)
[8.2%1#]

11.1.3 BT2 (BEERH)

1M1.1.4FHYDLMAE GEEAH)

11.1.5 vavTd, K@, BEHHEX (WThLHEERR)
B EH, BERMEESESH S DNIZGEEICEIRER
FiEL, BE5ICEYZABZITS 2 &, [9.1.4,
9.2.2. 10.2&H]

11.1.6 SEFERIRE,. QMG MIWRED (WIhbEE
REA)

11.1.7 EE 4R (BERH)
FEEL, MR, PRIREEE, MEXAREE S LS ME
RPHODLNBEZENHEDT. TOXILIFAEIC
F5EHREL, BIBRERLVEVAORSEOHEY)
BB ZEITS T &,

11.1.8 {EII¥E (SHFERHA)
Wik, ZIERE. wiF. FOBx. EHRNET. &
B, BRBEESZSHSDbABAICIIRE2HIEL,
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NI,

1119BEITOvT GEEAH)
®IR. DEVWEOYIEERPSHSbNEZENDH 5.

11110 EHUEARIRRIE (SHEANEE)
R, B CKER, MPRURPIAToE
v ERERBE T AMBHRBRES D S5 bN b I &N
HBHDOTIDEDRBHIEES KRS EFRIEL., #
PRABZITH L. £, BEHBMMELEIC L 5aH
BREOKEICEET S &

MANPSHREIRIFEFMEBELE (Toxic Epidermal
Necrolysis : TEN). REHIRERAEIRE? (Stevens-
JohnsonfEIREH) . BRAIBE (9 N SEEARHA)

11.112KEE. BREE (WThLEERE)
K. CHAEDNHDbNHEICE. KERIESHE

HKIBHE,
11.2 ZDthDEIER
0.5%L1E 0.5%# S ARB
KEEE | EOEENRE. BN (AN, HEE. 2
23 FIE. FEEG,
SEAREBE
BEER | OFV . HE. | LUh. BERE.
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e HEASLERER
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VINRIEE — B, BBk
i
DS . WA NRE. OF | SR, RIR. HE
WE. BiE Jav 7., ffiELE
B R B I, ETH | R EEDE. o
BR
BhaEE EAL. T, BE | RS, MR, RS,
. Wi A%, W | OB, HEEE
fEAR. EEE | #eEm
. BB
JFABGE SRR | v -GTPHIN. | ASTHEAN, Mk | k. ALPH#AN.
& ALTHN EUILE N | LDHEM
IR sk E _ BIRTESR IBZ 0k R % P
PR S, B
B ORES | FRem R R, ML | BEREE, 2R,
= 7 F = . | BUNSEM, REW
R R A
RBFJLOR | EAEIME. & BACAIR. S,
HhEE FRESMRE. B BREAWD. R
R — T RYEBE. m
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0.5%2L k= 0.5%kif SRR
g PR IR . AR | PR . BE AR
i - 8 BIETfEAR . ATERIR
JUME, PUREIR
Z Dt CK¥#fn FE. BIS. ) RE. RS, 8.

TR (S R | (REBE M. (RER
%), FTARE |4, ERE. RE.
HBAORE., ARE
=, HARE., &
HILAE. BHER
E AT LIY
W\ BBEE

13. BES5

13.1 iEIR
NILFILY o OBRBHREICED. FELVWMEERTIE
C. BRLRNLVOET., BRERICESZBENADTH S,
Fo. TLAUYEYOBEREICED ., BEOKRMIME
ERAHEZD., Y av 7 2E0EF LWIMTEETE Kt
SRZRITIEDDH 5,

13.2 &

13.2.1 720 YV RABERICEERR 2S5 LG, 74
T V¥ DAUCIEI9%HEA L. ARF2E % Tl349%
BWHLEZZERS, TLAUDEY VIBEREEO LI
FlMEE L THEERBREDPENTH S EOHREDNH
%o

13.2.2.0 - FRIEHEED =% — 21T\, SAENIC E 2 HE T
b, BLWIMERTARD SN-BEIE. D%
b BWROBEE, DOBERIIHT I2UBEIT. E
RAE L2 WBE IR, BRINRER R ICER
L oREROREZ2ERBT 5, 2B, NILYILY
VREUOT LAY YOMBEAKAERITENETNI3~
96%. 98%TH V. MFGENTICL > TRETE LW,

14. BRA_LDER

14.1 BHIZMBOER
PTPREDIERNIPTPY — M 5B H L TRAT 5
£ THI &, PTPY— bOBKICK D, LS
AP RBEREBEARA L, BIZI3EFfL2 B 2 L THERER
REQEBERAIELNHT B ENDH 5,

15. ZDDFER

15.1 BRARERICE D < B3R
KEEFZRIZES A THWA, TAOIE VI K SiGED
DFEESLRER (DEWHERZET) PAHroNzE
DHEDNH 5.

16. EYERE

16.1 MOuEE

16.1.1 BERS
BREBAB TNV LY >80mg/7 La Y ¥ Ry
VEEESMHl &8 2 ZERERF IC RO S Lz & &,
MEEFONVFILY VROTLEIE VX, FNFh
BE#HIR VORI TREREICELE L., HEAYEHIX
FNZFN8S5KRU3B2HHTH > 720 NILY LY V/T
LYY RYIVEBIER AR GRICB T 2050
% > DCmaxlds NILYILEY ‘/80ng0‘7.£\\3“/‘1:°‘/
SmgO MG &KL TETEP 272000, i
DINTRA—=FIIFEETH 727,

BEBABTFICNLVIILY V/7LaI 0 Ry IVBER &S
RONLVY LY >/7LruY R Z2BERREOKRS LD
NULHF LY U RBT LTIy OEYERISST A —F

NUHILE >80mg/7 La| INLHILY >80mgkTf
mmghae |V NVIVEESMgRLE| 74T IEY5mgh
NTRA—% e SR (n=64) PR EGR (n=64)
AV I Z A VN = DA DAY %N % A VN = A<
Crmax 3260+1330{2.63£0.462 | 3630+1200 |2.75%£0.584
(ng/mL)
Tmax 3.0 6.0 2.0 6.0
(hr) (1.0~4.0) | (40~12.0) | (1.0~6.0) | (3.0~12.0)
AUCo-int | 20000£ 22000+
+ +
(ng * hr/mL) 7890 126%329 7230 1292337
ti/2(hr) 8.5+2.2 38.2+7.2 8.4+2.4 38.1+6.6

(PAIME L AEHEARZE . TrmadlCBI L CIRFRSRIE (B Ml ~ BkfE))
16.1.2 £ FHEIF MR

(1) NgILgY
FALNOEESE [YD] EX v 727 3 —VEEHREE
TJURAF—=N=IBICEDZFNETNIE NLTFLY v
L L780mg). MK AR TF234 ICHAREREOR
B U TR REBCEBEZHE L. Boh/-3EY
#HEE/)NT X —% (AUC. Cmax) IZD2WTO0%EHEX
IR TREHRNT 217 - 128 R, log (0.80) ~log
(1.25) OHEENTH . FHOEYZENRZEMEHHE

mEnLY,
HEINT A —% BENTRA—4
AUCO-30 Cmax Tmax ti2
(ng - hr/mL) (ng/mL) (hr) (hr)
7 LN
+ + + +
FASEYD) 3388111456 | 5241+1558 | 2.8+0.9 | 6.4+1.0
IVIRT +—
+ + + +
SRaE 32753+10169 | 5453+1440 | 3.2+0.9 | 6.5+0.8
(EHfE ¥ FZE, n=23)
(ng/mL)

6000
—— 7 LNOEASETYD]

5000
1 s Ty AT H— VB A E
3 4000 (P + (RS, n=23)
3000
-
B 2000
1000

e v v
024 6 81012 24 30
Be5%EH (hr)

MR FICAUC, Cmax&FD/87 X — 213, #HERE OBR, (KO
REVEHL - R ORBREMFIC K > TREDWHREMEN 5 5,

(2) 7LOYEY
FLNUOEESE [YD] v 727 5 — VAR
TJURAF—=N=FBICEDZFhZThIE (TLraly
L LT5mg). BERABF23ZICHEEREREORE
U TSR RELABE 2 RIE Lz, B85 h-5EYE)
VT X —% (AUC. Cmax) 122V T0% EHEX E
B TR 217 - 72/ %, log (0.80) ~log
(1.25) O#EHENTH V. WHIOEZNEEE A THE

w8,
HENT A= BENRTA—¥
AUCO—IZO Cmax Tmax t12
(ng - hr/mL) (ng/mL) (hr) (hr)
7 LNa
+ + + +
B&5IYD) 115.50£58.48 | 3.78+1.65 | 5.3+0.7 | 44.0+16.7
Iy I AT +—
+ + + +
B 118.18+56.21 | 3.75+1.59 | 4.8+1.4|57.9+£79.3

(PigfE + EEEMRZE . n=23)
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(ng/mL)

5t
— 7 ANTEAEYD)
%4' o TorARTI—VEEE
?E 3 (490 + FE R, n=23)
2l

i} S : : :
0612 2430 48 72 120
HE5%RHE (hr)

MEEFREL FICAUC, CmaxFD/8T7 X =% 13, #HEREOBR, (KRO
PR - RSO IC L > TR SRS H 2.

16.2 IRUN

16.2.1 REDHE
TEEERRABFIINLY LY > 80mg/7 LR I E Y Ry
LRSS MRl A fE A ENEOR S Liz & &, NLYL

% 2 OCmax X FAUCIZ BRI S IR T REZ IS
TENZNIBKTLIORE T L, 7TLEVEVIERE
DEEBRZ T2 -729,

16.3 ©fn
NIFILE Y ROT LAV OIMFEEAKERIZZN
ZN93~96% K UV9I8% T d - 7z10:11),

16.4 X
TR A B TFIHAC/N LY L 7 > 80mg % 2215 K B [m] 4%
O 58 % O MIEFICIE. F& UTREMEDIFE
L. ZOREPICREHE L TA4-E FOF I EDPRD S
N2, in vitro DFRBEICBWTEE LTCYP2CODH
EpRBsnTwasd HEADT—¥).
TLOYEVIIEICCYPIAAICKVRBEIShB EEX
5514,

16.5 Hkt
TR A B TITCN LY L % > 80mg 2 Z2 i i B [|] %
O%E5L- L&, B5%168ME TIRERBD13% K
U'86%DIRGHHEN Z NZNIRP R U E R ICHEM S .
ZDSBIEEAENREMETH 57212 HEAD
T—%),
ERRABTICI4CT 20 V¥ 15mgh) % Z2 5 i B [H]
BOBEG L&, BEBRI2ZHETIREEDS9% K
V23%DSHREDT E N ENIRP R O #E A IC Rt S 1y
PRETIETRED % RE(LETH - 7215 (SHEADT—
%)

16.7 EYMWEEER
BERABTFINLYTILY Y 160mgk U7 LIy
Smgh) ZHHBEREG Lz EEONLVFILY Y RTT
LUV OEMHEBIIEHARGR R L NV
P& 2 ET LTI ORI EY BRI E R &
ROLNLEH 7210 (ABEADT—%),

%) AFORKRS N BRI, NP LY > E LT80mgkUT 4

uY¥rELT5mgTH 5,

17. ERPRREAR

17.1 BIERUREMICET 2R

17.1.1 BN MAEGER
BAED 5 FEE ORI I EERE 2 RICEANT
L —EEREEHER (ERRE) B80T AN
VHIL Y >80mg/ 7 LU Yy R IVEEESmell &
ez 1HIESHEMBEORSE LROL AR F—F
(B AR B B 0 BRI MLE AY90mmH g A i 1K R L
eXNER—RF A v EHELT10mmHgl BETR L
EREOEE) ROMEOELRIZ. WOEBDTH
=

“EEMHERBICB TS VAR YRR OCIMEOELE

F A AT RR 12 35 U 2 UG A L FE/
2EH VARV F—% RHAMEDRN—2 5 1 ~
»5DELR (FifHE)

NIVY LY >/

0,
TLEIEYAR (128;‘122) -23.6/-17.0mmHg
¥ VEIERL A EE
— 1 36.1%
AT (60/166) -4.7/-4.8mmHg

AREFRABBELD. NULFILY L/ 7LV IR
VIVEBIEFL B SED BN - R R AR S 217,
BIERFEBEE X, NV LY v/ TLaud Ry
VRIS AL & 8ERET6.8% (11/162f1) TH o7z /NI
YN/ TLaIERYIVBERERBETOER
BIfEAIZ. v-GTP#EM1.2% (2/16261) TH -
7219,

17.1.2 ERNSEIEHER (HEREARSHER)

“EHEMRLERE (BERRK) » 5o sRIER
BRE LT, NLHILY 2 80mgid 7 AT Y Y 5mg
Z2EMEHRE Uizte. IUEEIIME]130mmHgl EX i
LRI AESSmmHE ML ED BFIC/NILY LY >~ 80mg
/T La VYR IVEES Mgl A e 2 52 S L
720

NILHILE > 80mgXIZ 7 A a Y ¥ 5mg % 2R #%
5 U 7% 0 I I E R IR IME (FEiE) &
138.6/89.1mmHgTH V. NLHFILy /7 LaIE
URYNVEBIERASRICT DB X %2R T129.4/
81.7mmHgE T T L. BADP SNV ILY >V /T L
OYEYRYIVEBERESEICTIVEASZLICKDE
RABBESRD NI, Floo WL LY /7 LT
VYR YIVEEIE LA $ES 258 15 5% o WUHEHA I A
CHREHMAEIX126.7/79.3mmHgTH D . BHiich
12 2 RE LI-EEMRENPRD 5Nz,
BIERFBAEE L. NUVYLY /7 La IRy
VIR B & $ERET15.1% (55/36561) TH -7z, NN
VYL Y /T LuIP U RNYILVBERSEROT L
HIERIZ. SABIMEL.4% (5/36561) THO. IRNT
ALTHEML.1% (4/36561) TH o719,

18. FEFEE

18.1

18.2

{ERRE

AENZ. NUVHLY U ROTLEBIEYOREEITH
Do WUHLTUE, TUIFTF VI URBEROYT
T4 T THHATIZBRIEG L. AERE LTERT
BPYIAT Y IICHLTHERT A EICE-> TR
ERRE2FRET S, 72UV BAKEEILY
TLF v RIVITKEE L. fIEAANO LT T LARAZT
#il9 5 Z & THRMIME OFIEH % 5thiE S & CREMNRE
T 5, TLUIE Y DBEENRIC & > TRBMIER
PEELIhSZET MEREICBT L= - TV
IFT UV RNDKRTFEENEKRT B0, NLTFILY
VOBEMRENSERENDEDBDEEZ S5N5H20),
[REER
BIMEBRKEET Y ML LY v E7LaIE Y %
FRLTERST 2L, ZNZPhOBEMES % LR 5 BT
SHEPRENT2D,
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19.1

NILVTILI Y

—RRE9GFR : NLY LY >~ (Valsartan)

ft % £ :(2S5)-3-Methyl-2-(N-{[2'-(1 H -tetrazol-
5-yl)biphenyl-4-ylJmethyl}
pentanamido)butanoic acid

1 C24H29N503

o T
o T 1435.52
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19.2 7LOVEYRYLVESE

—MBIR D T AU VRV IVERE
(Amlodipine Besilate)

ft % 4% :3-Ethyl 5-methyl (4RS)-2-[(2-
aminoethoxy)methyl]-4-(2-
chlorophenyl)-6-methyl-1,4-
dihydropyridine-3,5-dicarboxylate

monobenzenesulfonate
7 F 3 CaoH2sCIN20s - CeHsO3S
7 F &2 :567.05
[ R AE~FHEACOBREDOHNERTH 5.
Ay )= VIZHEFPTL, ¥ ) =)L
(99.5) IZRREBIFICL L, KITHEIFIZL
W,
X&) — VB (1-100) 13heett 2R
S0,
Bls - $9198°C (4fR)
{b2EEER
O/\/NH2
H;C O\/CH3 ©/SO3H
KOS REAE
22, @i
1008 [10%E (PTP) x10]
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