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Q| E (Hypericum perforatum)& &3t U= HEFO0A| E[ELH|ZO| &% 5EE
daAd = o8z HEROsfA= QHEICE 0] Zihs CYP3A4°| |0 st Zio|H
Xz 2ot A4E = A0 Lgo|

my
>
$0
|

OIC|LIH|Z : 2|ELIH|2 & QICILIH|Z9| CYP3A-OH7H CHARS A|stCh AZsH DA X0 A
QIC|LIH| 2 400mg-600mg 1€ 12| F0{et e 2[ELIH[Z 200mg-400mg 1€ 22

PIC|LIH|Z 400mg-600mg tHz| F0{0f H[SHY QIC|LIH[Z AUC 185%-475%, Cmaxs 21%-
110%, Cming 11H{-338{7kX] &SA|ZACH AAtQb @H 400mg E|ELHHIZ 2 400mg
ICILiH 2 1€ 23§ #HEFOHA| S=A|9 QIC|LiH[Z 800mg 1€ 32| F0f Z1ie
HImA] FASH QICILIHIZ AUC, 4HY F7t8t Cmin, 50-60% #A%F Cmax?t LEEHGICH
2| ELHH[2Q} QIC|LtH|Z2o| HEFOA| QICILHHIZ dd k7t 4
HEFO ALE0| CHt QMM = R2d AtE= MEHAEOo|CH QIC Lt
22| AU Z|ELHH|EZRto| HEROA| MAZFO| ol 7t += ULt HES =2 3=

2Ae| 2L o[ ERBILY.

AEILE . 2|ELIH|E(500mg qg. 12h) & AHEZLFEQ00mg q.d)2 HEFOA HI
AEIZLIE AUC24 A Cmaxe ZHZt 244% Sl 55%77tX| &&SIQUCH AHEIZLIES HF
7= 2700 132h2 = J75HRACt 2|ELHH[Z29| B AUC24 8 Cmax= 42 18 &
10%7H K| S7tstQICt. 2|ELH|Z2o] % ZRE2 EQSHA| Qich dgiL HEIUE

|—(D

f

200mg/day Ol&e| &2 E2|ELHIERL BEFOA| FO5t0]  AEEO{OF  oHH
AEILES 8T oS Lo{otrf.

Op2tH| S 2| ELtH| 22t Of2tH|Fo| HEF0l= OiEtH|Ee 88 528 S7HAZE AOoIL,.
ClELH|29t E& Al OfEtH|EC| &%= H2AIZ{ostht. F7bY FHE= OfgtH|F9

S7tAres Fastot

HEl= : HE=2 2|ELHH 22| HEFNA| HEts 5= a7t HEE22 HE=2 8T
S7t& 1St
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dOLHIZ2 ;. 2[ELH|Z2Q} EOLH[29| 42 EE2 A|E3E P450 9M X R 2F
ZHHO0| U0l EQICt Z|ELHHIE 400mg 1Y 229t HEFOA| M8(ALLIHIZS| F+8
ZEOALN) s RSH 4S5t HO|LHIZ s2= M8 HSX RO ZA 455Ut
1089 SHXtO MLl AIHOAN HILIH|2 750mg % Z|ELHH|2 400mg 12 23] FO0jA|
doLtH[2 750mg 1€ 32| EHEQEEC QOLHEZE  AUC(160%), Cmex(121%),

Crrough(123%) 22 M 2FZt = LIEHGCE M8 AUCE 347%7HX| 4&SHRALE

478 OYM Es O mjXx - 278 oMl ot 429 OEEHAERDZSE
2| ELIH|Z  500mg(Of12A|Zha HE8FOHA| BHHE Cmax2t Ed AUCZt 22 32%,
40% DALt OAYHEE OE[E02ERCEE PRote E78 OEM E£= oY
XMl %= 82 S7IAN7|AHL 52 CHE DO 12{&|0{of SHCf,

—

C
ol

FOE[OHH : Z|ELHH|Z&= CYP3AE YH[SIEZ, 2[ELIHZQ F
FOE[OtE S| HE L7 B7KE & AUALE (1. E1 6) A= L2 HE

2| a2t . oFE3t AI™HO|A Z|ELHH|Z 100mg BID2F E*HIJEP% 400mg T F 042
HEeHM2 HIEY Ch AUChe, H Chas 22 1%, 16% X 24% Z0|SHA Z2AAZICH
2|IHR el 2|ELIH[2 500mg(0f12A1ZhE 2|oHE el HEFOA| 2[IHREIQ| AUCTt <
AHf BOtz|QIon 2|obEEIo] 2 CHARA| QI 25-0-C|OFA| B 2|mR EI0] F 35HY Z7HE|RACE,
O] 42282 AYA™N =olzgieoz 2R 8t 82 300mg/dayl| 3/4

O o o
BYNX|Q a7t HEEMHO, 150mg 2 12| = 13€ 32) O B2 40| 2% =

ALY,

o|HFS A '—PHIESEF EIHFEM of EEFOE ZIHIFEAMES =S FHAA =Y

2| E
37t flgds €22 +& bt

CiH[Z7FEZIO| & 22| 0|E, O SAtE: 2|ELIH|2E CHH|[7IEZIH 2 0[E E= O SAMED
P& FO Al 2t JEHE YLH2z RLUEHYSID HR Al Z748 S31H<el 8

o o -
HaE Ao{oljoF otot.

AMF|LIEIR © B|ELIH|2= AFF[UHEIZ22] THAFS ZotA AMSte AMF(LH 22| A8 sEE

SHANZICE HIV-Z g SR ARFLHZ ZETEN@00 E& 600mg bid) =
E|ELIHI2(400 E& 600mg bid)ol % 43 F¢o| FERET AFLHE AUCE
M%ILPHIE 600mg tid. THERY BHXto| =Lt Z| A

7H  ZACL  24F7tX| 9
=

1
g 82 oldtse S7tet

0>

S2HON 2|ELHIZ E= AR LIH[Z2] 400mg b.id.O|
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23 QURUCE Invirase®(AHFLIH| 20 A AE ZEZAAM)400mg b.id)2t 2|ELHHE(400mg
bid) HEEONAS HEY LE2 Fortovase® AR LIHZ2HAAYE  AEZHAK])A00mg
b.id)2t E2[ELIH[Z(400mg b.id)2l FEFOAINM} FASICE AMF[LIH|Z, 2|ELHH|E,
2| EoMatel HEFEOAIQl Mst tEd fFCER QSO0 =Mo|EAL HF)
=
=

|
[ Ry i %
AF[LIB| 2ot 2| ELIH| 2= 2lEOd EEFOH = e L.

Aoz 2 : ofEsh Al0AM 2|ELIH[Z 100mg 18 2% F0{Qt AlHZ2|H|Z 200mgS
SAIFEO Al AlHZEHZ2 S=7F S7toRACE Z|ELIHIEQL AlHZ2H| 29| HEFO=
HYE[X] L

OfHILIE : of5st A|HOM Z|ELIH|Z 600mg q.12h.2F OtHILFE 50mgll SAIFO Al
OtHFLEEC]  AUCH H Cra/b A4 S 13H) S 24H) S7tkle A= LIERRL
o|ELtH| 29} OfefLtESel B8R0 = YA Hert

2HUE - ZIRHES N=2E

i
do
e,
2
>
o
e,
rr
oY
40
of
2

Ol¢EtSo thet 2LHE S S7tot

48AIZH OFCE 25mgel HAE Y22 FOSH0 ARESICE Z[ELHH|22F HEFO0(A|
AIE”LI.J-LIO' oﬂx _'-C->-_57|. At ,

2HLHE 2HE

A
4
SEO(AUC 11Hf §35) MY, 24, AlZHe}, Z7|X[&Ha 22
HFAHS
=
HESW et %XF%OM 0l

oflp ZHLES EE8F0 ot A2 =7(0|Ct

EictelE . woIRHel AEE S SOEAl ouue RUHIE 57MI9|'EM1
7241201 10mgel AAE SHOE FolBlo EtCt2iEE ALESOloF BTk (MR : 1.
2 Hens

B2 3 6 o
o

HasY DHEY ZASOA O off ECfEtEES SAIFOAl MYFZEE EfCtetEo)
o
=

b

HHELEE - OldErS

2 ggoz
Fol50f HITILIZS AFBSIOIOF BT (M1 ;1. BT 5 6) 42 MSEE)

—

LIS J7HAIZIHA  72A1ZH0E} 2.5mge| ZAE
S

HOH EALES/ECHEZE . 2[ELHIZE 500mg((0i12A|ZhE HIHEALE/EC|HEZE D}
HE EOoA HAOHEAIES AUCE 20% #ATIRCel, EZIHEIZEZO AUCE
20%S 7Rt 2|ELHH|Z2t HEFOIA HIHEAES/ECHEZZC 2 HIEA
ZEY s giCh

Hegzl : 2[EUHZ 500mgdf 12A1Zhat HeE2s FEFO0A HEZIS| Fd
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AUC
Eg}
A

|

2
OF

of
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-

joll
=
Klo
0

o

0[0
o

e

<0
Jo!
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10

ol

Ho
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10

11

| 2}E|

OfSHA|

{7FAFS &)
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O
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ol
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3
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e
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3
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=
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=
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!

—

—

otz HEJo[dEH el Tl
Ct s-2t

—

|2t BEFHAl 222 L}

Ct. S-etmbzl AUC

Sk
T 33%7HX]|

(=]

4

(400mg BID)

(=1
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X =HCIol Cmax@t AUCZL Z+Zh 27%, 25% ZAEZ|RACH HtH Z|ELHH| 29| AEFEf0=
Ho| g0l QURULCE Z|ELIHIZQt HEQHA| AZTO| 82 HEA| ZHY Ze+E giCh
S . S22 2|ELH|29] AUCTt 18%Z A=l Z4ar &3 0| ULt

H 3. 2|ELHH[ZR} HEFAA| o2 =2l AUCRH Cmax0f| O/X|= B
=4 Z|ELHHIZ2 8% n AUC % | Cmax %
(95 Cl) | (95 Cl)
Zel2| E2010| A, 500mg, 200mg 22 | 112% | 115%
Of12A[ZtOtCH 4242t = ofgA|Z+OCH 427 £ O 2, 23%) | (2, 28%)
C|Cf= 41, 200mg, 600mg, 12 | o o
of12A|Ztotct 442t £0f of12A|Ztotct 442t £0f
SFILHE, 1€® 400mg, 200mg, 8 112% | 115%
12 1,200mg¥ 427t £0 OjeA|ZtOtCt 427F £0f (5, 20%) | (7, 22%)
SFZMEl, 30mg, 600mg, 16 | 119% |«
Of12A|Z+ OCE 8YZH &0 Cho| £ 0f (7, 34%)
2 EIod, 12 600mg 2 500mg, 7, 135% | 125%
300mg, 1027 E0it of12A|ZtOtCH 207t £of 9* | (7,55%) | (-5, 46%)
X =5, 200mg, 300mg, 10 |« -
Oj8A[ZHOFCH 47 0 OjeAlZHOFCH 427t 0
0fH|Zat +37F | A« HIgls
* Parallel group design : ZtZf HEF 0ot 2tAtQ} TR 2HALS LIEHH.
H 4 2|ELHH[ZQ} BHE FO0A| 0 &4=0| O/X|= S
G EFER | YSLHE HFO ME HEY A=
AUC?EZHAY) | AUCPEZHEY) | AUCZE7H AUC2E 7t AUC2Z A
(CYP3A) (CYP2D6) 22 4B | /tsd UE | 7tsE US.
(CYP2C9/19) | (CYP O|4) =FFE9
OFf TSN | SHEEE SIEEIE 2| ety EHE ZAGQl
HEHE SAZE (LAAM) S| EEREXE
T2 EA|H o | 2| T
EzZtotE Ol Et=
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D=
H| 2B 20| = CI22HY | LIRHE AsZ=H
g ER2H|zz | 4@ AEEE
RS Hl LIz E A
olfZ=2H
Ol O EF 4
OiEAH
BMMXZH | 2270 C|Amzto|= EFlo|L|E
o Al 2| Cl3Al
S A HeZa
Of3E2t0|E | ojg|EZ0to|Al | Ee2|E20Of
eHA | o4l
[RiESnby| R-2ftmtel S-@tmtzl
S ZHA| tE2HHOMME | S2LHHAE L EQl H-HIEH|E | CHZzAdx
HESAIDE SR EZ|Z
et ofo|EZ|z=E =AM
S22 2l
S=20[=Zetdl
oAl Z2tel
o|oj=ztal
Otz el
cEEZEE
Ez|oj=ztal
7|Ef &2=H | Yoze= EEZSNE EF =AML HOZIOe
HEZ o= M El
EflRE
gl 2t A
KIARA| ClH=420lE
22t0| =
HEX CZLiH| & ZZ2222Y | ESZZ20|
=2CMEE 2zl =3
ZEHERT
S ElZ A O|lERtZLtE
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AEILLE
o24E
SO|AEHAH | REFELE
SOHAH| HAE oS ZAL2E FARZEA
el |
Hiz2tz= A
SHZBHA| 2|oHEEl Off E| 20t £
271’459 7 ZzSord YHICHE OtEHIF 2
2223
=2|0H2
o2 M et el
EZ|HEHA
O|E
SH A 2tamatE
Q=S
H| EFXFEHA] HEZEE ZRZdsE | HEEE
HEEE
o=z
==
El2&
e Mg | 2=oH
KHERA] SE[OFE
gzl
O] A2 H
LZt2 e
L | C| &
L 2o
L&oE
LI EAC|H
H| 2fat 2
S OtHIOFAIZE | HEZAIE ANZ2zZALb | OFEZEIDHO
H2te| g S| e alp=t E
Pl = HI S22 El O|ZAmDOE: | CHR =R H|A
ErS Al Hl32|AE SR
CHALE|
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SHE2EIH
WzrotItE0| | ERRIE HEIMETE
=] gl
|
e Rl HEAZZ
HIV- OFEFAtLIHIZ | OF2HH| & HH| 2
Z 2 H|OkA| CHELIH 2
A A ()= Lt
H 2
QIC|LtH| 2
NS
E|Z2fLib| 2
A SHA| ELE=S
=2|IX =
Ze|#HZzt0|
=4
=FEOE
XS EFHAELE | Z2fHRAERE A== SEO|EY0|E
X=X OFE EHFAE}El | 2 =HEAELE
EHIAELE
MHFAELE
™ A A K| ANE2AZE
Ot 22| FA
SEEE=ES
ANEEIFA
(EfTFOFO[4)
AlZo| ety FEED =0} SEXHH
xl
S22l E
| 2H| Lt
gZlAamzlE
El22|CtH
PDE5 XSHX| | OfHfLIE
AL
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273 K| 2A)
EfChete
HpE Lt
NHUNHH | gamE 2 Z bR Et EET
/5| BR Clobx|& S ARRIE
Ol ~EFEE Z2HE
Z2opR Bl O 2
zmy
ABZOE | EAmERE | ZE=ue CEEESET
Z2E7he =K
27 YAHZ 22} o 2 L o]
o| E
— _
of 2 Q4 42
SHAEY | ZEMIE

11 => 34, 5=1.5-34f
2AUC = area under the plasma concentration-time curve, $20f Ci$t ==5HEO| M
3CYPO|| | §W§FE|i ASEZALOEQ} O|EZALOIES| AUC 7t & CHAHGEZ]

— = O
AUC Z2a S 8T &4E0| fad a0 sigde = ULt
7. 450 Cist £0of 5! MA=SH
02 £=(6,100H2| ZMoho| (UEIL ALl 7|2t SO O] 0| =EE|RULE 0] &, 2,800H2
Zdot7L M 1 ME7|0| ==E[QACt O] XAIZ0AM O 42 F=2 HE QBHOZE AIEE[0,
Xz 82| ot CtE CHEESigA AXMXK  (Protease Inhibitor)d CHE <FsaHA
SLMEAN NEHCSZ ALEEQACE O] 2 QF CHEFO|A ZHEE HlE1t Hlwgh o,
MHEE o4 HIZO0| BItSHA| ALt
ZIELHHIZEE=  SHEOAM  ZAFRFROAl 20 CHSIH=  125mg/kg/¥ (BT AUC
61ug-hr/mL)7HX|, &Z40f| CHSHAM = 75mg/kg/€ (9Tughr/mL)7HK|= A0 F=S LIEILEX]
ULt HCOF D82S LM M2 Eo0 4+ QI
SHE % EVE 0|23 =AY 0] & Foot zAHE J|Y@2 THEE|X| AULCEH
BHEOIN ZMO 75mg/kg/¥ (BT AUC 45ughr/ml) FOA| 2™l E4(Z7
S<=[resorptions], ENOIS| M|EZZA, =X, ZYHHO))O| THEE(|QJACE D SHEO

35mg/kg/2 (34ug-hr/mL) FOA| FE102S (cryptorchidism)2| 2 H&0[ 4fZh SIH[RACL
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32| OtE| H(Creatinine) (high) > 3.6 mg/dL | 1 <1
24 (Uric Acid) (high) > 12 mg/dL | 20 2

Lt E-&(Sodium) (high) > 157 mEq/L |2 <1
LI E-&(Sodium) (low) < 123 mEg/L |2 <1
Z & (Potassium) (high) > 6 mEq/L 5 <1
ZH & (Potassium) (low) < 3 mEq/L 15 2

&2 (Chloride) (high) < 122 mEq/L | 4 <1
&2 (Chloride) (high) > 84 mEq/L | 1 <1
L& (Calcium, total) (high) > 12.6 mEq/L | 1 <1
FZ & (Calcium, total) (low) < 69 mg/dL |8 1

£7|2l(Inorg, Phosphorus) (high) > 7.0 mg/dL | 1 <1
£7|2l(Inorg, Phosphorus) (low) < 1.4 mg/dL |0 0

OF 14| & (Magnesium) (high) > 2.9 mEg/L | 10 1

OF 14| & (Magnesium) (low) < 1.0 mEgq/L |5 <1
&2 2l (Albumin) (high) > 6.7 g/dL 0 0

2= Tl(Albumin) (low) < 2 g/dL 2 <1
e R (Total Bilirubin) (high) > 3.6 mg/dL | 11 1

2zra|d QAR & A (Alkaline Phosphatase) | (high) > 550 1U/L 10 1

sGOT, (AST) (high) > 180 IU/L | 37 4

sGPT, (ALT) (high) > 215 1U/L | 53 6

LDH (high) > 1170 IU/L | 5 <1
GGT (high) > 300 IU/L | 102 12
Z 8 AH E(cholesterol) (high) > 5 xULN? |0 0

=S X2 (Triglyceride) (high) > 1000 IU/L | 69 7

Of & 2}0FA| (Amylase) (high) > 2 xULN! 20 2

CPK (high) > 1000 xIU/L | 71 8

oS H AL

&M 2 (Hemoglobin) (high) > 21 g/dL 0 0
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&M A (Hemoglobin) (low) > 8 g/dL 23 3
|| 0FE 3 2l (Hematocrit) (low) < 30 % 77 8
e+ (RBQ) (low) > 3.0 x10'%/L | 89 9.5
2 T (WBC) (high) < 25 x 109L |8 1
HHSd 1 (WBCQ) (low) < 2.5 x10%/L 146 16
o A Th=(Platelet Count) (low) < 20 x10%/L 4 <1
2 E 7 (Neutrophils) (high) > 20 x10%L |9 1
2 &7 (Neutrophils) (low) < 0.5 x10%/L | 25 3
2 At (Eosinophils) (high) > 1.0 x10%L | 15 2
T2 I EHI A|ZHProthrombin Time) (high) > 1.5 xULN" | 6 1
2 FEEEEECAEA (high) > 2.3 xULN' |3 <1
(Activated Partial Thromboplastin Time)

IULN = YA Qo] &3HX|(Upper limit of the normal range)

1.4 59
1) 24 HHF: AIZ0| O] of2 W58 22= S0, oF Ho| 2AXtIt YA
=2HE 2Y R
X|Zfol&o]  EHIUERQ g8 LaAZ =2o=  HMAHZUCL
dTEEA= & SHCF ALDSR} LDgoX|= OpRAQL BME ZEO|A 2,500
mg/kgO|&0|el, FIETZ 020l HAR0l&= 200 mg/kg, HES| ZL0E= 250
mg/kgO|RACt AR U ZMFEIFE0| A|HZ ZAO|M Z|ELHHIZ9| utEhE0fo] A
Hagct,

=ot
O -

2) WEFEAAIS] MX: St disHe |lo0, Ao PYLSE THED HIOIEAMRC
ZLUHEY & YEHQ Exa@s dAlotot TR QSO AMAS St L 4EES
Fo5to]  SEA B2 =S ML ZEUHHEE oA FE2 CfAEZ
CHZESE0l =0F A== HASH| floiM FHE 2Alsts A2 R Tet 0|52
Bt

12. H240| Fo|AtEt

7SOttt o] o2 Mur e 588 A A= MYE W= 0| ofS DY =850 0f



StO, olAret 2| Blo| &= BEotALL =82 JTOHA 2 A e =8 WHEE
dR0= 7tse o ¥2| ohg E¥E =58% A gt 585 MERCID SiM oSO
8% 8= 2HIZ SHX| & A O] of2 FEFNol= =t d2HES & + AL
=832 A== 2AOfA wE B0l Z20F STt

13. L/ mXtLH8
ZZHOHK XM= AMOIOA HIVZE BXHHF0| AZ 7580 CHofAl= 2t AR
HERACE 2582 0 & FOl2 25t0 SA| FOIAALL 52 ¢0[0f £ ZZHOHK|
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14. 2N Y HolY

S. typhimurium S E. coilE AtE%H O A (Ames)e| EHE|Z|0F 2= 0| Al (bacterial

reverse  mutation  assay), OF®2A  ZEOF Al&(mouse  lymphoma  assay),
OFR A ASHA|E (mouse micronucleus test), ey AFEEO| Sy PS el

&M H| O] & A& (chromosomal aberration assays) 2| invitro % in vivoA|R 0N HO|RIES
LIEFLHX] QUQUCE EEDH SHE 31 ORRAOAML] URAGAIRFNAM EZ|ELHHIEE AIHEZ0|A
AN zgsts 2t =2EHO0| ot HoZ LtERGCH 182 200mg/kg/days F0 #2
7 OFRAO0AM ZHMZ MZFOo| Z715t0] HWAlstQICH H-fsd 2ot 23 Us
o 3 (©)
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16. 7| Et

O &2 HIVEESES &tK|st= 2 ofL M, 7|2|deS Zatst HvZ gl s Astof
AL LEtE = ASS SXpo|A Le{Fofof ot J2[1 SXIK|E 0] 2ol E7|Zto)
2t 23N UX| ASS LFO{0F THCE EBH O] %S E8SICtD Ho] gEQl
HZO|L €W 52 S50 EfQIOA HIVE ZEAZ ™S dZA7|= A2 OtHS
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