+ O] 22 ME3IAPZ| F0ll ABHTME RAIS| 20 FHAIL,
2 ABHBME T EAGIAIL, TRA| CHA| BHH 0 FHAIL,
* M87[30] Xt ME2 AbEsH| OhAlR,

(2o 3 18] 135

B 0.5mg

W 28NS SIIZHUANET) - 078mg (RZREIOZA 05mg)

W JJEHEDIN 1 ABOIEA, A4, FEsE, U,
Z20|=AO0ISHTA, D-BILIS

2IAEESY 1mg
B RS54 : StAZHAMA(ER) 1.56mg (RIAIZRICEA] 1mg)

B 7IEL Z7H - AEjol=A, S44TIR, TS W3,
E20|=4opMsIA, D-IILE

(4 4] 2ARIEY 0.5mg : EAO| 248 FA|
ZAFEEY 1mg : SiAo| M |

(&5 - &)

S TR0 X3

1) 271 HEQ¥ E= 209 S510 B

2) 25 SR Send of dose fuctelors)o| L HxiolA HEETi] &
z2Y

CERED)

0l 242 A0I017 HERY T HARHOR 12l 13| 27 SOfIC,

1) HE0Y E- S0Pl S5M0| B0 : 12 18] 1ngS Z7 SO,

2 HEE| HARY : AHENS =2 5 SN BYss 27|18
22 12 13 05mgolck, LiopH0| 25510 S5 2y B wolx|
S 72 12 13| mgo=2 B8 4 Uk

0] 22 AjAjet EzRl0] H8E 4 9iCk

[Ar8ae) FolAr]
1. Ch& ERlof= F0f51R| 2 R
1) 0] 240 42 Ei= 0] 20| T2 =0l ZIH0| U= EAt
2) CIE MAO (R0t IMEIGA) IR (RIk) 910| B8 7K M QIR
(0l St John's Worl) ZEH)E 0| S0I7LE F0f B 2 23 0IL) BAt
(4 45X8 8 Bx)
9 HEITE F0 B0[7LL 0| S £ 2% 0|2 At
(4 4328 & Bx)
4) E2intEE F0 501 #AH 4 4222 o &%)
5 HAERMERHS S0 50| #At (4 45218 § Bx)
6) 555 X 559 ZFIol &x} (3. LN F0| & FF)

2, OjAgEE
YUNAIOIMN & 136182 28Xt HERY FE RN 2XaHo
B BAZRS SOt
1) HERH: UMARF |
HOI-HE ARZOIA AR 1mg/2US S0I8H BARZ0IA Cf =2 HI
82 LIEH o[MutSS off Zoll FRIGINCH EAIZRE 149T, 9
ok 1519),
S Ololl= SpARZIR vs. 2I2f0] OIAEIS WME (5 SIX} 401 ChSH %)
2 22t 7[RHI%CL
O[S M Wieof mpztChS 7120l mhat R EICt : i S5
(=1/10), E51A(=1/100, {1/10), E5tX] %4A(=1/1,000, {1/100), =
E(=>1/10,000, {1/1,000), 0 =EA{1/10,000).
2 (infections and infestations)
S5 : S2* (4.7% vs. 0.7%)
Y - oY MME 3l J[EHYE X 8F)
E51| : WS Hskin carcinoma) (1.3% vs. 0.7%)
oy 3! B IA o4
E51 . T Z4AS (1,3% vs, 0%)
HA ol
E51A| - Y= (1.3% vs, 0.7%)
CHAL 3 H9F Ol
E5IR| o7l - ARZA (0.7% vs. 0%)
AN of
B3 - 28" (5.4% vs. 2%), B2 (1.3% vs. 0.7%)
AZA ofe
S &5 : £8* (14.1% vs. 11.9%)
E35IK| Q7 © HSRAL{Cerebrovascular accident) (0.7% vs. 0%)
= oW
S5t 2 (2.7% vs. 0.7%)
7 % 027 ol
E51 : ORI (2.7% vs. 1.3%)
A% ol
B5tA - HAS (1.3% vs. 0%)
E51] A AZZMEB (0.7% vs. 0%)
B, &R U BEE oY
&5 : HISE® (34% vs. 0.7%)
A ol
&7l : nEfiatulence) (1.3% vs. 0%)
nje, ofstaE] o)
&5« TERH* (2.0% vs. 0%)
B3R 9| 1 22 ME T vesiculobulious rash) (0.7% vs. 0%)
2247, ZE=z| o)y
E51H : 2BHE* (6.7% vs. 26%), ZE5* (2.7% vs. 0%),
HEH(1.3% vs. 0.7%)
IXt QA OlA
57| © SFH!(1.3% vs. 0.7%)
Bl U 20§20 o[A
E5PH U (2.7% vs. 1.3%), ZEHF (2% vs, 0%)
* Qfotmt H|ws 2% 04 XOILIE Ol
2) HRQH
(1) dMNE I
2IAIZIE F0f5t BRI 162 5 ©f 8%t 2t FOiT 1648 5 o
4%7} O|HISOR Qlall AIRtS STSIUCE 1HEC W2 X7t Al
#i2 ok E olAeiSe Tefat ofx[=0(%ct.
7HE BlHSEA| LIER (RIARIE 20N $iofzErt Sl BIsTt 3%
OlY E=UE) O[S LXRE, Hofz, 2R, 7|3, 2835 50
Qi BECIE MESHK| e 2AIZE BERY AIEZUA 2%
OlNo[D YOIFHC} £ HIEE WAME 0|AHISS off Hoj Lt
EHHACE,

r=

Tlow

ol

SR 1mg(1628 %) | A% (1648 5 %)
6

OfRlztE
UEEF
55

7

ot
aigs

°F

71

S0tz
=
TR

waaaslooo|o|~~
=N = w = s e s

(2) AMAIRN
HOH-THZ Aol A AR 1mg/Y = 2tARZIE 0.5mg/US E
5t BIXEROIAM 2% O140[0 FECt =2 BTS2 Hlst o[4S
£ ofzf Zoll Hal5ICH EArR! 1mg/Ut 1499, 2HAIZI 0.5mg/
Yt 164, SIFE 159%), S Q= 2ARZR! 1mg/LE, 2tAld
2l 05mg/eU L YoK20] OfMutS NS (& &L 0 et %)
2 217} 7InBI%ct
O[S B R0 mpzt obS 7|=of mhat 2RE(RIch i 235
A(=1/10), E5HAI(=1/100, 1/10), E5tX| 2AI(=1/1,000, {1/100),
EEA(>1/10,000, {1/1,000), Oi EEA(({1/10,000).

ol

0 E5tH : 2 (12%, 10%, 8%)

E31A| : HHH[* (9%, 4%, 5%), TE® (7%, 4%, 1%), 20IS* (6%,
2%, 3%), A (5%, 7%, 4%), E5* (5%, 2%, 1%), A8}
E2 (5%, 4%, 4%)

| 5 £0{29] 0]

A - (2%, 1%, 1%)

({infections and infestations)

E51A| - 2 (3%, 2%, 2%), ASH (2%, 1%, 1%)

24 ZE LAY

DH2 BSHA| : ALmARAR (129%, 8%, 5%), H01Zal)* (1%, 12%, 8%)

AAIZAL (nvestigations)

B5HA : ASHLA* (9%, 2%, 3%)

224, ZEIEE oy

EotA : HEE" B%, 6%, 4%), ZEE* (3%, 1%, 1%), AEH*

(3%, 1%, 0%)

Al oy

S &5t : 2F0[45* (18%, 18%, 10%), F5 (11%, 8%, 10%)

E5IA| : BY* (6%, 4%, 4%), ZZI0|A* (5%, 2%, 3%), 2BAT*

(3%, 6%, 1%), ZSZIEOIY* (3%, 2%, 1%), 2F5 (2%,

2

o | ok £
_O'I_l

o8

2%, 1%)

A ol

E5H : AR (5%, 2%, 1%), B2 (4%, 5%, 3%), HIHAR0l B*
(4%, 1%, 1%)

SEI, 8% Y 3A5 oly

51 | SEEN (3%, 5% 2%)

OjE, D3HEE] OjA

E51H ;TP (6%, 3%, 3%), HulCkS* (3%, 2%, 1%)

7 ol

E5HA : 7RISR (9%, 6% 3%), EEM (5%, 2%, 3%),

E8 (2%, 1%, 1%)
* 2IARR 05mg/Ur T 1mg/Urold 9okt vl 2% ol

RolLt= OltS

Q) AYAE N L v
27150 2719 IoH-TIE UMAHS SESIT AR Img/
U380 IoA(388T)S H|mBt 2}, T} OIARISO| 7t
2 Bk SME (05% vs 0.3%), Al8ZA (24% vs 08%), &
2t (0.8% vs 0.5%), 28 %2 (Carpal tunnel syndrome) (1.3% vs
0%), TZ0H (1.6% vs 0.3%), HIBRAT (05% vs 0.3%), BAS
(05% vs 0%). 2= Qlofl= EpARZIR! 1mg U ot o] oA 11y
E (5 8 201 cist %) 212t 7 (=Gt

3 AlEt 3 OjAHES

(1) #2Zt Y 22 o7 iAaL 0| Qe S40(C AR & oA o]
olg 223 IZIAY HXI0|AT O[2{3 Z40| LIETL,

(2) A2t & ZAL 717t B0, 0] 2k 285t HXlIA BUMNS ARIZHE
TE(GIC (El2RI0] ZR5HA| BRE SAS ¢ 4 Sl & M5Bt A
I} HEE TEY 97| W c2 FS BE)

(3) =mal E5H| U CIE =MaIY XIZHES 283l SRNIA EX =
b ME Z71, NECLE, ZuHE AH| F= 0l 24, 24 g4
O] LIER 4= QUCE, 0] Qo] AjZt 3 HTIO|A| 2t ST, Z8bS Az,
55 W52 ZEt SEXTE0I} FASH 24o| HrEQict (3,
Uk FRof A7)

(4) O] 4E = =nio} S| AFSSH HE Alo|A A& A7t Bk
ALY, (3. Ut o] &)

(6) =il 25H W CHE cnidly XIZRIE S85h= BA0IA & Azt
Foto| UTFH ESATHH, FS, 713, T, SHUR U ZxAH
SH)0| LIEK 4= ULt 0] 2kS =Iinly X|=Het gt ME3HE o
UM B =5 L0H0| WXIE AlIS0| ETTIQUCE 0] 5 Ci4e
EXIS0IAE 0] 2t EMTIY XIZHE S S851THAM E32 4
#3i20| HnzigloLt WS SIXIES M N 22 TN A
TS| YoM sl AIE 77| AHTIRIE BOISE FoHE ¢
K| o2 QUCHD QIX[SHD QIQUCE Of2f3t ARIE 5 YRE RI2 AlRt
O=ZEE| 11 0fA0| Zutdt S0l LAMGIC (3, YA Fof &)

(6) HE|TID} HEA)|, SYAIRTS SHISH Y THZO| I AT =

AlollAl EEjRict

3, i x|

1) 0] 242] MAO-B 2ol Thét Mo 82| 23 BUS ZWHIN 5
718U, 8% ofExO A,

2) BME: N il m212 S9r BME A7} SsH0] O] ) S
9} HEH0| QUK OIS ZEBIICY, SSITAL Za, WA KAt
SAES HIRE IO} Sy 9fBlol Z7loL B Y= Aoz SRR
C}, SAS0] chet 37| ELIERO| D, OAZIS 1 1
A MIEA| 20 AESHO} it

3) 25015 0| 22 E =0 YBa¥OR Soils 32, 2E0IE
£ QUL ST HR8S B7IN|D, 70| S0I4ES 3t
Al Ick Ofpfet SEI2 =zl 838 ZiASHE e 4 o

4) R 0] 4 A= =niol S AR 2! SxjolA Rt A7}
TSRO, A SR 71K S0P looz B3 Mgl
OJAJHI20] WAlsl= 22 S| SIBIE 4 Ut

5) BEEHR0): EUI S5H U LY A28 WS BN S55
R0} e 4 9Jo02, 0] o} Eof fixj= S50
el Bisisiol ByI5|o DUEIR) Wolof Sict, B4} X SRR of
oIS SR5I2 1 ZUY, ZUAT N =4 48 37} HRa
5, 557 85, 245 At E= 704S 235 SSITAN 85 5
Aol ek 2 128 olxistolof Bick

6) 21501 #4Rk: 25 2500 EIRI0IA 0] 21| AUC ! Crrexds 22 80%,
3% 371510, 555 2000 BROI ALC % Cmax 42} 568%
&% B7KCk, W2HH, 23 21500 817 0] oto| =0l AiSIE!
£ Folsjof sinl, 555 2 55 230} Bxjoj2 0] 242 ROl
of Ect, ZE0IM SSE2 HHO0} HigEis 29 0 ool S08 5
RI3HOF B,

7) Aol BHKF: Z5(CLor 50-80mL/2) ¥ SSCLr 0-49mL /%) Al
oh 27014 0] o] oS8 S8 S LIS SARIC 0]
S BRl0lM SHATL R7EK gert of 92 55 AFo) Bl
X BAER| AU,

8)0] 212 2 U 71 A5 530l JHS 013 4 Uct, Bl= 0] %]
279 7]7) 0] 2l 48 7IAIX] Shris 20 SIS o7t
X, RISAS 816t S/l 7S CIE Ul Folsiok ict 0] 042 28
512 B0t ARAY AHS ZHRAL, 28 Hol J2ist 20|
oI BITH F 7Pl 2K, E 52 X0lM| #5 S o0 &
518 29 E0l0]Lt Efol0p] 24 E= ARS a3 2480| U HE
£ Wsiot Bick, 0] 48 TEK, 8%, U2 BRAZMAMECI0R

191100

T, Sy, gean AE ofF 5) £= 0] 2o #5528 4517
= USAZREEAM B)2t 87| E8ot= 2 F7152 280| LIE
g &= lenz Fojalof Sict

9 R AlZbB0t0| it B W ZIRAH £H: 0| A2 W AIZE SO &
Bt 232 QUE 4 o HE, 5| CiE =iy X=xeh S
E20IE F? YNHQ EE =5 £H0| BHE 4= Tk EXK= 0243
Agiat i, 0] °f2 283l B2 2Tl 7 1A Z2E2 sh= E* F
YBI=E MYiloo} BiTt, E5F ES0|Lt ZRAH SHE FEAH &
K= 2To|Lt 717 ZX2 msfof Sict,

4, 4SEg

1) TSR 9715 QU3 4 Q= HIMEIE MAO 2ARI2| 93] 57} TH=0] o
E MAO YR[H(xiE glo] B8 7Hs3t F31 QIo=(0l, St John's Worl)
mEliot HE EoisiAl= of Eict

2) HE|Tint MAO HAIRICIE MEHN MAO-B ARIK| ZB)E HE F0i5t
AL S OISR X|H=Q! Z E3H0| HuEict,

3) E2OIEE MAO YAIAIRH & E0iA| & SE0| LIELLIHA AL
glod WISt ZIE, A2 AXj0] EAME 9| MEEY F5S ob
g4 itk

4 HAERMHEZTS MAO ARIRIS HE FO0jA| DOl S8 AR
50| LIEHHTHE Bvf it

5) LNAIZIOIA 0] ot TZMASERIE W Sofsts X2 SR/
oot mZIMAEEFQ HIMEE MAD ARINIE HEE0S £, 5
59| TERL HHS0| LIEAT AAR0| Mefx MAO-B 2RIEIe B
HASEAOIH=R)E HEF0iE BXloA T8Y 77t 1H B
TE(Qict 0] 2Rt mANFSEREEIS0|=RE2)7t BIQE Aot
oS HE Fof5t EXIA B 80| HUEAUCL 0] o} HiZ A
T U ot SHRARLL 2710 22 BZMIASERO| WE £
= HEER| Y=rt

6) MAO HHIKIE SSRIS(MEYE HZEH AHES ARIH], SNRSMZE -
Eotc R MES AR, MR = MEA LSt Wast
£ 2 S5 0|AEIS0] MG Ao YA UL ARt & ZA
oA, O] ofut APSKIS HES BAlNIM =X, A, Z5, WA 7+
TS LIELE ME2EY Z570| LAGIZCL 0] 22| U4 Al
SOl ERSHEIO|Lt EREMTIE HE S0I5I= 22 S8R 4%
oL} CHST} 2L LSRIE WR Foishs A2 SIB=qCh: ol|E
2R < 50mg/Y, ERIEE < 100mg/g, AIERZE < 20mg/e,
HEZR < 100mg/Y, TIEME < 30mg/Y. AXAIE & 115F9] &
X7t of ofut AgtA| %EE, 141H| BiA7} SSRIs/ SNRis7| =2 4
£ S5O, 0] & M2EH Z270| WAst Alls 2IQict 22
L} 0|5 USS HWEFOA| 0INUES 9| 7ISHE HIFE o=, o]
ok} BI2R|0| WREGH= msHol 5104, 0] 22| F0IE SXfGIn 24
14%0| Zntst £0l| APERQ| FHE AREILL ZR2SHE 5 Hiz7|
7t 21 ELSHE FO0IE X8t T A4 557t ZUUS S0 0 A2l £

S AIRfSHOF Bttt
7) HEQHOR YHCIIE DHYMOR SOfHR Mz SXjo|A, 2
Eht E0i= 2ARIE Sa0RIA YHEOR QOIS HES FA| o
£ ZeR LIEiT
8) In viro CHAF A[210flA] cytochrome PAS0 1A2 (CYP1A2)7t 0] k2] CHAL
of Zoiots F SAUS HOIFCL 0] At A|IZRESAR(CYP1A29|
AatH2 HE T Al 0| 20| BSE--AlZIRMEIHF(AUCI0| 83%
Z751gict. 0| ot BIRLRICYP1A29] 7|20 HEEG= A20| o
S8l Y2 FX| UCh matA 2= CrP1A2 KsHAl= o] 242l 8
3 5TE HAF 4 Qloo= FolgiM FoisHof SiTt.
9) £ IRk AL B4 CYPIA2 REZ Ql5f 0] 20| 85 527t Z4
& 9J3(0] QUCk
10) In vito AIROA] 2IAFZIR 1p0/ml (1mg 2IAMRZE HtS 20| 3 T 1A
H Sixjole BT ATHSST(Cmax= 2 5.9-85 ng/mLT, 110/
mL2 0| 2t 160tH0l SHFBICL)2 cytochome P4502] SERAS
(CYP1A2, CYP286, CYP2C9, GYP2C19, CYP2D6, CYP2ET, CYP3AY,
CYPAA)S AisHotx| §URULE 0] k= BMZRC| RIS (herapeutc
concertration)ollAl ZEARZIZIO| O[2{3t FA0| 7|EE YN0z Q9|
5t XiehEt 71540 2SS LIEMHTE
11) BfAIZRT} AETHES| WREO] Al 2iARZRIS AT S2l0fRATt
28% S715I%Ck

12) ElZ/2IAIRR H5EIR: AMS SIS FojA BLERIS 21t E]
2131 5t glo] 67iEzt 2|2 ol Chet BXQHOo= AR 05 F
£ 1mg/Y EE oS F0i5t 4640| RN TE5H 5740| El2il
2R N ZoiAIEAE X oiZiaE Bt oAt EIRITI RISt Slo] ZI
S5 QIR0 El2iTl/2IAIIR A IR0 LSt 5ot ioict ot
2tA] 0] ofS ZEBEOCZ S0iste S0 E[2IT1 Alofxsie ety
OF @FEX| of=rh It i TR0 1150mg)el ElZRIS Eig
gt SASS El2tTI0] et ZME STt HESTUME nEY
HISE doz 4 Qirt

5, ¢ & +R70] ot £
1) e
0| 92 YUR0|A| AESH UYKZE YUk SEAEOIAE TElS, HHERRL
M BN Es E2Y 5 Mol sl 21 E= 2FENoE S22 FEkg ol
RIX| UCE 0] AS YR0A| FO0IE Th= FoaHof Bit.
2 +R%
0| %42 m2E FH|S X5 +RE WalE 4 UCts AR}
C}. of 2o AN 2RE O[i=h=Xl= LXK it 0] 242 £+/E
Olj7H| SE0{ 2t D= ZofsHok B,

HZol2|xt : BUIOIEE

ST MO ST SHIH TrhalZ 55
HZEx: sE20

HIBSERIRIA| FloH Atz 245

6. 2010 it £0f

184 0[5t2] 20101 ChEt oMY X REE2 HTEO| UK rt.
7. X0l it £of

654 O At chEt SYZE2 @7 EX| ted.

8. ZIZEOIAR] XX
E
0 2k2 3mg ~ 100mg 21 F0i5t & HTE SN2 AxF, 18 7|
L H2EH Z220[QUCL
IFFO0 of5t A2 MAO-A 2 MAO-B 255 |5l 2xllsh= A
ot 20| Uk THE| R0 Aol A et XIRIAKE 20 mg/YUR 0] o2
E0{3iD, 10 Hi5 £0] A[R0lIME 10mg/YU= S045I%ICE OfaftiS2
FolatL S5 01%1 0] 2 Fojel= 20| YLt ThyEo= 2=
ot X2 £21 #X0)A ARz 10mg/YS Foist SASIIARdose
escalation study)ollA AEEA FESLEY Y MY M ZEho| 2
DERIT F0| BT Al SHZEIQIC 0] SHS2 HIMEE MAO ARKFIOIA
HEE 20t QAR 4 Qlct

2) X
0| ofo| E5t si=AI= GICt 2z S0t A2, BXIE WSt e
Lh5% HE QW(sympiomatic and supportive therapy)2 AliaHOF SITt

o, HIEH 3 H4o| TN
1) Ofelojo} £0] FA| 9= Rof =Bict
2) 1~25'COfl St
3) I 7101 BFRO1 '$= 22 AmRUQI0| Lt BTRK| oW bt
K5ix| ODIE O} FOBIC

10, QIIESSAAIY = F
7} NEe e RE R E A S S0 ]} CE oFIE S
(EI RN AL SRR 0% 2 TAIMFOR 2t 1T 717
B JolollA| B Al TH| ATEGIE10] 4670 HS A LRS SNE
2}, H| W7 [FSRIAUC, Cmex)S ETHESI0 SANIGIUS U,
TAR| Xfo] 0%AZITZI0] log 0.8 GIM log 1.25 OLHZA ME3t=

OF F58E UEsIA

HlEgtEs k=
= AUCouar
(g ey | Coodog/ml) | Tradte) | tibe)

OFERlEy

(o) 4403 + 1308 (ATE |03 1 075E

e 333 |017~129| 02

ARIEY

(EnzRnae)| 4305 + 1563 (29 | 038 1081+

o 7% |r~2s)| 0%

9% Mefzf log log
(715 : log 08 ~ log 1.25)| 0.9143~0.9949 |0.8707~1,1347

(AUC, Crmex, ti/2, Bzt + EETR], Tmex; S, n = 46)

AL SUAIRE| HEESEE BYATH RIS BESE-ARIB SR
Cmax : A|THSET

Trrex : AT TAZH

ti - EE AN Y|

* H T EISAIE 2THES BRR| Kio| s0%dlzlret

L}, AASSSYMEIE Hrzr2go] e, A etxi2IEF05z
JHEA RN PR RO R0 2IRRIEFEM R
A B E0Rael HIRBEABKIEE AEsIMC, tixm
EEYY0| oIt ool w2t aliz A=2N YEtssSyE o
St

F. 0 %2 S=E0KF) RRIEHEMZRNANS) U BXEEY 05

222 A SUB HRE AISSI0 SUS MEY
HOR H 3T TRSOHF 2= MZSIAS.

[=xcel) 309
[xizk] 7|287|, 1~25T 22

* 0]20]2] £0| FA| G= R0l HEEI] FHAIR,

* 0| %S ASEICRM U27| YT, YHEH=/0| F0iF), 71=I8)0]
Lt A0 AIE2 SIS A E= 2lMet 42| SIAAIR,

* TUA| AZ7[510] ZREIAL WA, HY E= 22 HiF0| U7iE 22
Oli= 7St o= S510] st SRLICE

* Q2R ME)S Liu, BHES H3 [Xlob| fisl T2 8710l '20f AR
SfA| ORHAI,

* 0| HiZ2| Lh&0] ChEt 2ok TAAL ABMBMe| BAE AEEHZ
EolotiAR,

* 0] AISMYM =HeHR(2019E 108 30Y) 01 HZH W82 #rf
EF) EH0[Xhttp://www hyundaipham.coklt KIEECI|(T1666—
9979) Ol o I2t 4= UELICH,

* QIOKE. BIXE Tish—A| A1 : BIQiRREObMHEH (71644-6223)

& FASEA : = 1666-9979
ARSHBA ZFEA1EY : 2019, 10. 30




