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17%, 90% S7IEU 2, Cre 22 26%, 52% B7151AUALICE
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AF0IA G AHSERAC] 8t 5 Of X YYANY2 +HEX GUASLICE o AHHNO ofs) =0 E7|E Y22
4 et A7 Z3, H BHEY 8B (mg/m?) JIZSE HEOA = AR 100mg/Y £ Al| 307K 2|7 E7lolA
= MROIA 100mg/e £of A2 1587t RO{E O SO &7 B Cist 5= B YASUCEL A=Y B
T, Aol 19 830l 100mg2l 10H] Ol82 BFC= M & 7 7170 FOME I S +7 42 SCHEHRIL ABE 5
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B0 LIEIALICE QA OpR|a A2T7)0) G AHEHNG (&8 AYoks 3 SEZ0| LEE £ Y8R BUEY
ajof Bhict

(3) dax=E
A otx| 9 37 Yol M2 EL - 20T ZRIZ &4 KoK (SNR) E= M ZEHMEER 54 HaiA(SSR)A =28 A4
Ot 2|7t o1, 33T Y ZEA0|HE F5k= BYSS LEIYELICE 0[2(3 ERYE2 24 SA LIEE £ UEU
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Safof gLct.
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(BYUMEHS] 49[47~511cm vs HZZ 51[49~51.6]cm, p € 0.05). E3t B4 & ZYFE M40} HSHA(BNBAS)0IA
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Ay g=0lM Y58 Hrgo| Ho|stA ZAstRAELCHp <0.05).
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Clo|E|E 23 5|7 RS E 70| M YA 50 B2 ERIE S85tA Y2 LEF o143t bl wojo] WA A3t AZHA
5 Alo[9] Ao NS AELICL F HR 27| F= 0L aR27|9 A Hjof HatmAlY L &3} RiZHE B0 B3t ¢
A, HI2tEAO =& X Y2 285 04 (adj RR 1.57, 95% Cl 1.29~1.91)0] b5} AZFNZQ Y&0| F7t6i¥ELUCH &
ARFE kRN S0{F0| 75mg/day O40| 1 X[ 7|1210] 30U W= AP BA=UAUCE AEHZ(Z 5, 10~2057|2
of HEtfENe k&1 XIZHESE FIIe CHE A70lA 150mg/day 0149 oA HEo| B7teiHEUC dat 22 R
s % LEFY NZYt J|E nERolo 2 ols] Jhs 8 Tlo[E = R BHELICEH
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ClOjEfol 2A2t 5|7 DSE 0A 20 2H £ E0A| AR SE I WA ALZ Ao]] HEHJ0] HAEASUL.
HEHHA0) e BE| K| G2 oY Hl oIS O, 20 A HEHEN| Chet r&H o2 4% B A/0| STBIRSUT
(acli RR 2.24(95% C1 1.69~2.97)). A Z7|0] HEpHNo| L 2E o0l = A% EHO| /#0| SII5HA| kELICE 0] ¢
TE 2252 4247 TE nR0IOE % 348 XAFLCL LE AT0AME SNRI B&|A| 2 o4t H wstof
A OpR 9 159 EE E0FA SNRIO| 2E oigolA MF Z8O| ARO[ STt EUCHad] RR 1.64~1.76). 0] &72|
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(@) Hl &2
HAHSIERNS QNS Ao ET(01A 71284y 717t SOt 242} o} 300mg/kg/day 83 75mg/ko/dey EF22 FT F
OioI 2 O, 27|42 BAEX| YASUC 0/S SFR AEHEF Fmg/mIS 71T R MESIYS I HEOME A
R0 100mg/Y 501 Al2] 1910 2 E7|0fAM = ArZoIA 100mg/ T A9 0.5 Lt J2{Lt HEOA | EHEG &
Fmg/m?)S 7|F 22 MESINS T AR0|A| 100mg/e F0f AlQ) 4.5 30| a F5t= 2\0) FoHSFHNOEL)2 FoiE
0, 28 SH22 01510 B AiQ] A F0| 24t 237t AHLPSU.
AN A=A AN NI\ RE 27174 FT FO5I%E W, &{0) S0l 300mg/kg/dey SZIM XS +7
42 SOt 72 AIF0| Aastu AYEO| SIS, 1 Agel AQIS AR K|X| PAEULCE M7 HEOMS| NOAEL2
AEHEG S (mg/mAS 71E22 AESIHUE I AZOA 100mg/Y F0] A9 4,54 SZO[RELICE, ZH£9 0|R7 £ 4
g 3 M52 MEHHG F(mg/mA7|E2Z AR 100mg/e F0f A9 198 832 ofnlofA| Foie O J&=2
HHA| S

O-H| A0 2R (O-desmethylvenlafaxine) 2 2RZ Wi SELICE CAHEEAO 27 FOWA 4ZF8 O|4EISE Y2
U £E Yooz, £F{R0| h8 G ANTNS FOHE 1sl0| £/ FH £ OAHTNS 5850 2o} &y
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F0 BTSN U 7~17M Y AOF BIXF 587F S AR 8 2719 YU TN AMMBOIM FEH2 YTE X YASC
ClAHBHLNDL 22 SRR = A0F BIAOA] XA 42t #S0| 91818 ZZINZLCH. ' U '5, YHME FO'E & E),
201 F9 LE2F A0 O AU X YYABO|M ClAHZEAL HF 240 #R0] YUSUCH AT 222 HIZ(IIE A
59 35%0|M)= M8, 18 U AUCR X2 BXIOA 242} 20%, 14%, 7%AELIC

20F BRH7~17H)OIM CAMRIA F7] ASH HRE FEE 67|79 37 of 2 HT0A YIRS 20
(7~17H)0IM Y3t o] THE NS = %5 Halet oM PO HF Hapt UAELIT

SYUB TS S8 YOl HKIQL | THE 0f, AN ChB L E2 121749 AW AN E HIZH 2, 7~1142
A0 BERIOIA 2 30% =4ELICE

AW SEAY  YAH SENHNA AW 27 HEE BY ¥ 22URH 112U 7| HAWBRA(TS5, 225 Y 675mg/kg/
day) O 2 X 2LYSLICE US TN (ESY HAENA £SAZHHF, AM Y HAENM £ AZH A, =S HHA
MM &8 2F)7t 20| H BEERX D 3= 7|7t 0| F0 = EEHFELICE 0128t Fofjof cisliAl= NOAEL(No Observed
Adverse Effect Level)0l Z0I=|X| YUAELICE #2 82 £F(LOAEL, Lowest Observed Adverse Effect Level)2 75mg/kg/
dayZ 20t 58 100mg/dayZ 533 8% £&(AUC) £+E2 F Hie} #Elo| YL

F A SEAENM £330 AR HEOA Y 2222 AFOE 8~0F SO Ol AMEHRA (75, 225 = 675molkg/day) S F
0{31% 2, FOlotx] Q2 SE RHAZELCL 4 459 XM YA 52| Za, M4 F40 £ U Z {0l £ AAE R
£ £0{ SO BEEIQELICE o T Z 0| ChF LOAELS A0t =2 100mp/dayE S8 F 2| AUCS} HRl0| Qe
75mg/kg/dayRELICE 0 A2t= 4F27t9] 8|5 712t0] T O B SFELIC, O[22 ZIIL AR BE0| YK O RE 2
B{X|X| FUELIC

9. ZIER0f ChEt &R0

ClAHBITNS LS8 A AAI O] £0{21 4,158 2| BHAH 5 6%} 654 0|42 TAXASLCE FUEOZ AL &2 BAt
AMo[of 7542 QLRI CHBE X017 LIEILEA| QSLOLY, H| AUTHE IGAEOIM CIANIEHHA S 022 654 0[] &
RLEICE 654 O 49| BHAOIA £57] 7|2y AEe] HYHIZTL EUSU L DFYAOM HANSHAO) S8 AFE o=
0] otof AFAE 24 JH5d S 130 B

G AHEER S EEI% SSRI X SNRIE DRA0IAM REHOR RIYB AUESES S0t ##0| YU, 0|28 0] 4EHS
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0. eyZARIoll] e

B AV S Z251 SREOIM HAZEIE (PCP) U TEIRION B A BIOIRA M ZHA Al AR (false positive)
Z2t HIEUELCE Ol M| Sop RB0|A J|QIELICk HAMATAS| S0 SEH F 2 ¢ 5012 AR (false
positive) AAZ I LIS 4 USLIL,

J}A 3204E AT FFEAHT 22 BF NBOE HANENS HAS2E (PCP) L UHERIT THE 4 SUCL

1. ASROAIL Hx|

1) Aol e 2ol 48
MEOIA CiAHERERMO| AZR0j0] Ut A% FE2 HSHYLC HAHREANE HSEN F8 gy WAL,
HHTN (M A2l 20k8) BiRo] 82 gl daUd,
NE & ZEOA, 472 Y/EE OF A4810 P8 A WS (AN A BorE)o| HR0i7| FEXH LY
SUC. AFRO0M HIY, oY HsHSSRE EL7R)), S3LUY, W U TE7} 71 EofA| RILYSY. B1H OE
ME|Z = HFE #3Hol: QT 24 HE, ZIRHH {bundle branch block), QRS $1), B4 X A4 ¥I%, MY XEet, R
83ll(thabdomyolysis), B, 7 AL A ZEH SEF, A0 A%EUT,
LEE RYAT0IME, SSRI SP2AS0IN LakE J B w e of XYHOl S0 AYY S/t HI e BFRoje
#E0| YUS 4 SUSL, HEA Y2SHOMECE RO B AHPSUTH HEHLS0A HIZHEN Fof BS0| SSRI F0f
BASEU O 52 ALY A AR HEE 2 A0 2 LERSLIC HEEEN HFR0i 2 0I5t SH0f, HitHH S Fof
2 BRI AR SYSH oMM A FHel 2] HE S0 o= FE J|HY =N ST

2) BFFOA AA
HAHEREMO] Chet SEE iSRS YR{M UA| SaLTh HZTO{0] Cist M| Al LSt otF 2 Jh54 2 IsHor &

iy
12. M3 5 SN0 T

1) of@0|Q £0 BX| = 0| LI,
2) CHE 87101 HERO e A2 ADHRI0| H AL £ /A HO|A HIBESIX Y282 0|& F9I51010F B,

13. {E7HE figt Y=

+ 25mg

1) %58 g
ATE9F O 2 252 T EIOIRIHR D I Z T2l AR UEs0UE T[S0l ISR 22 BXAEOE AE
o3 FL O 59} 134 AZE HolojA 25 I N2 A B8] TE05(0] 267(32) U 20N R) W clAUmAE
EFT A5, Bl DY TR (AUC, Cra) 8 ZIHIESI0] SAMEISIE T, HTA| A1 90% M2 7210] log 0.8014 log 1.25
ol=A YEsiEo= S58E UBsALLIL.

@2
H B HIEIgE
T2 AUCo-48ne Crex
(ng - hr/mL) (ng/mL) Tmax (1) tue(hr)
e A% 4502 18

oz | @AdamAsdNaasy | 2199 el -0 Josr
)55 510/ X 03] + 527 +2543 | (2.00~8.00) +4.56
qaor | BIENAYE25UR 1Y 2,135 98.23 5.00 10.29
B @awama)@edm | <62 £3030 | (200~1200) | 326

90% MET7Hs log 0.8487 log 0.9156 _ _

(71%: 10g0.8 ~ log1.25) ~1.0768 ~1.1169

(AUC, Crax, tiz ; Hdat £ BEHEAL Toe ;s SYEL(HA), n=28)
AUC:: SUNZIRE &35 BE3sE YFNZ 7R 55— AgtgMsmy
Crax: {1 BEEE
Toax : 2 WEET TEAZH
tz T Y A4 BZLY|
« B DYIIYSRE 21 HA| A9 90% MFH T

AFNED
HTBI S HIEEs
TE AUCo-4an Crex
{ng - hr/mL) (ng/mL) Tras{hr) tua(hr)
T2 A5 q 5022 T8
aze | @amARdeqsagsn | 20 v >0 o
oot £785 £2561 | (200~1200) | = 3.86
Apor | RN EEsU Y 2,573 120.35 5.00 0.7
BY | maweima)eAoml | £ 766 =203 | 200~1000) | =172
90% 27 l0g 0.9738 | log 1.0041 _ _
DIZ: log0.8 ~ log1.25) ~10120 |~ 1724

(AUCt, Crax, tiz2 : B2t + BEEHEAL Toa ; ZYB(EA), n=29)
AUC: : RUANZHRE H T S 55 AL XY S 5E-ANZUFHsIHE
Cmac: B0 EEEE
Tre: 31 EFEE ZEAT
te D TEH AM B2
+ B DYIISSR & 2 1HEE A Rt 90% NE Tt

* 50mg, 100mg

1) 25 g
7k ABiC TIT AN 31008 2) T2 (G A FLA [SOIR KNI} TS} 2 ARIA 00U I8 [ AU TN S N M0y
UA24E) (BRSO AR D2 TRNHOZ 2 134 AZ# Holol7] 35 U 4% A B8] Z-olsiol 288(3
% 203 (4%)| B3 0 ANATAS 233 21, bl DEIYRR AUC, Cou) 8 Z1SE510 BAXSIAS 1], B

3ol 90% 421 7710] log 0.8014 log 1.25 OIL{ZA Y5 2E = 58S 2lBsigaL.

wdt

@EEAE)
H LHIHES EADHIIE=
TE AUGCo-48nr Crmex
(ng - hi/mlL) (ng/mL) Tmex(hr) tiz(hr)
Za[ASA 10028 18
HESF | (HAMHNSANHD 2} 14'161130 52&_.97 (2.00540:) 0.00) ;02'?208

SHE= 30| XHA| 246)

Ol T A F100LE 2 4,400 199.1 4.00 12.08

OF -
AB | admama el |+ 1,039 £65.7 | 200~1200 | +8.33
90% ME| A7k log 0.9119 log 0.8183 _ _
(7|1#: log0.8 ~ log1.25) ~1.0050 ~0.9704

(AUCt, Crax, trz ; B8 + EFHAL Toa ; YU, n=28)
AUC : RUNZIRE 2T EE5E BN XY EE5Z-A Mot
Crax ! E1 EEEE
Toe ! B30 BEEE THAZ
e ¢ HEE AN HEZED|
» H|REIIE2X| 8 2 A3 BRX 29| 90% M2 T2t

AIENE
Hn g8 = Anyogs
TE AUC sg1r Crnax
(ng - hr/mL) (ng/mL) Trnex{hr} tre(hr}
ZE| ABAYF100Y2 0

Eet | AW EEAAN Keie A5} +4,966 350.8 5.00 +9.57
2) (32 30| A 2) + 1,076 +51.3 (4.00 ~12.00} +2.03

ey AN EE100YH 2 5,158 284.6 5.00 9.29
S| (AW [EH01H 2] +1,174 +65.7 (3.00 ~ 10.00) +1.40

90% A EF7Hs log 0.9783 log 1.0777 _ _
(1% 10g0.8 ~ log1.25) ~1.0880 ~1.1762

(AUC, Crax, tirz ; Bdgt = BEBAL Tna; 3YUMHA), n=29)
AUCH: SN ZIRE] 25 35T FYNL XY S5 -A L3 MeHE
Crax: H M UFET
Toax ! E D UEEE TRAZH
e - L AN BEZEY|
« H|RB7VRA| § 2O Es HTIA| Xt 90% A& T2

U AESSHAEIIE M7ZRH2g0| Tk, ME G S A UE 502 2| 23 (0 AHZHRN) [#elY o) 2 oi X9 ol =AM
SZ100Y2] 38 (O A 2L [Belf @] Aol R BEABKNEE MESIHCH, HiZo%u SEYH0| SSOIUAL
C}. ojof met s g AR 2N 542 YSSHUFUC

ORPA04 S =07 Ll AMEHGN S 2A7 Z7 FOISIE O, Z1219] NEolH SYLYE2 SItohrl QU
OFPAOIA = AN S 500mg/300mo/ko/dayHR] (F01 455 ¥ 83 Z4) FOISIY2H, 300mg/kg/day2 & EHH
8Z(mg/m) & 7|F22 NESIE O, AROIA 100mg/day £ A2 15812 8Lt
HEW A= AHRNE 300mg/kg/day(43!) E= 500mg/kg/day(HZ) 74| R0{314 2, A EHE G &F(mg/mAE 7I1E
) o2 MNESIAE [ 0] 2 22t Aol A 100mg/day £ Al2| 208} (4:30) & 48t (RZ) LT
2) Ho|ay
o AHIZEA2 AR BE)2/0le] SHHOAE (Ames AR)0A HOIRYS LIELR 24T, B e CHO HIZ0AQ A
HAL FAHOIHAE, DIPAS 0|88 HAU AHAE U HES 0S8 YL FAAO|SNHOIM A 0|42 LIEHY
X tEUCH EBL G AHZEENR AFH2) E]5F CHO A2 B EXHO (forward mutation) %! A8 2H BALB/c-3T3 012
\ A HIOMH £ HETE N0 RESHS HEIA| ZUASCH
3 +Hs
HAHZIINE 220 8 310 SE0)A 37 FO(UE O, SEIS2 300mo/kg/dayd] DEZOIM L2591, 0 2 A B
HAY S(mg/m?) 8 JIE2Z MEYE I MEHOIA 100mg/day SO M| 30H{0] sHEE = AL A EHAT 8
(mg/m?)& 7|Z22 MESIYUE T AROA 100mg/day 01 A2l o 10H]0f| s Est= el 100mg/ka/daydiAl= 81500
GEo| AAUFC

W AU 71187, 42(1~30T) 23

[ Eiic]
~OENMMYE 25mg: 30, 1008
O ENMYE 50mg : 309, 1008
» QI AASE 100mg : 308, 1008

®=554%

B HERQIA : 02 et $H080-405-1238)

| 212 0{§0]9] £0| | t= R0| EHSHIAL.

¥ = HES GMP 230 met s 58 @8 ot MBALICE ASTIEte] da, HE, B, 2L 24E HE2 4= MY

Xt 3 oJok% BOIYRIE S510{ weslo =g LCt
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