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SeHEE DDl I 0 S ER B A O & BIRER EEO AN QBN eE S R —
B AME R RS, EIROBEITEA S o — b LT\ 5, 2 ORBEIC RIS I3t
PPEEFIR > ZERTIERAR S 0 | EEETFOTO LD [HERE] & TEESIS
WE U7 TREFE] 267252 LIk o TliFDOREAE L, BE—A—AIZKD
W 17 =T —AA FERK] ZRHIELE S L35 MAEER] OEEEPESE TIIB R
LTINS 12

(7 —=F =X A FEHE] IZBWNT, EREHIE - EREF~ERT2b0E LTELY
AT 4=y a VFERDHEEN SN TN D, HAROEFREIX K 23 412 37.8 JKH
WCEL, BICZOEMITIEE 53 2025 £ TIZ 55 kI B LIS T\ D, La
L. BAT7ATF 4 r—2a yOFEKICTEY 10 JKM 6 15 K ORIE RiAD 5 & DA
MHENTHEY, FRELTEAVTAT 4 r—va VOHEERK LR TWD 3,

CANTAT 4 =2 a V EIIFEPBCERO TIOHRZ T L. BOREEITVL,
QOL (Quality of Life : AIEDE) M LA HEEZ I & T2HbDTH D, WROELT AT 1
r—a yOBEAREET, OTC e E2 HWEREREBOH CIRERFLEZZ LN TE
v, WHO CTix TH%5 8 & ORRBICEMTA R D, BERHROAF (minor ailments) 1XH
STFYUTTHI L) LEHRLTVD 4, LnLARS, EETIIAEREERO T, KK
BN EBAT L, AR S, 7 U A2 MEOA - UORERRIC L BB - T~
EPERLTE5, —iEHKM (Over The Counter : OTC) <2, #H#l - [RVBRERICHW O
DREFERN - 7Y A b E2, BE A AOKRERERE [RE] & ) B TER
fEL TR, ENENITIE UL 2 HWTIRIET 23T RANT, 7—F —A A FEKZE
K xHEERGEE A LEZBND,

TR EFR IR O BIHIRRFNC LD | L ER LICAFTE S OTC Fo, EROEEE

MOEE Y NLFEL OB 7Y A2 MNE EEEED 72D ORI 2 TE 72



—J5C, T 2 BEMOBEEFER OO OREIT o7 L IXEVE, BEEFETICET S
HREA PR - RS RIEM BB 25T 2ENHY . BV T AT 41— a iz &
% QOL [A] LD 7|13, ATEE A AN B A B3 2 722 532 H T 5 2 &
RPEIR, DT, ATEEOER - A2 IR REL T AT 4 =2 a D
FE IR TH Y . BEFom b, EEOLDITIE, EM - HRMEFMFZIZL 59K — b
RIS, I - IR SE O RS, AEE AT & BTN EESH S 58, Lol
I3 B UG RAN A E e AR SERAIORAAR - AURER TIE, SN D IR T O BT
— % MOBEKRFHEOR PR 7 o ZARERMER S, Z o Rf 2D 5 ETo
[EEL-oTRY, BN ET v AMENSE CTH D,

WP ESE G OO G I3A 2720 FEEE U CIEOFH N 2 TV 523, R SRR R
TR PG O E 2 AE L TV o 72728, StJohn’s Wart D 1 9 (2 AREEAI DR ALAR
RHEH S HE STl 910 @EMEH OO RERHIIRETH 5, Herb-drug 8 HAEH
FEFF ORI A % OFAETHNZENL D, Herb-drug #HA/ERIZEE S < BWERZBL TR
RINDZ LG, BRBGA~OEFERZEELIHFIND2 6O TH D, ZHET, HEEHREP
FFIEOEEMSEH - U A7 EREA BAY & U7z A 72l R A 5225 N i C & - 7o FEERNE
G FRORBY THY . TXTRAFT, HEITIEIRL, RYRGERHACTH 25015 2
Hivd, FRC, EROERD EIIXEER D OL L BEFATH L Z L h, BEO/KD
7= 3 5 B R R ORI M A T do D AKEEED m W IEY) (Rky) 2% —75  MT LT, in vivo,
in vitro TWIL - AHFHI 2 WTREIC T DM E DR H 5,

O FEAN T TN, FIR, Pl 2 % C R EERICA D, CYP3A4 Ik hF L7
7 P450 (CYP) IR b Z < AFET 20 FHT, 1ERITNTFNO CYP B3 EWEhie 71
FHAEEROTEERFT L LTERALNA TV, Lo LD ET I oh, /MEIZ S CYP3A4
s CYP EEFR KD 30% FEEDAM L TRV . f& R GHEFNT/NEG T O IEYBIREAHH A AFH

DFHFRRFTHDH T ENHLNII - TE - 12 Fi- ARE O G A RS TGN



KD AN T O FIIRESET L EEZADND,

/NET ORI« AREFHEE T A OA AR BRFT S TR Y, b MR ERE:
ML TH D Caco-2 MBILILH EZIN TV D, LML b, BERTEMERE R R O
R, DFHEOBEP RSN TR LT, AFRBOREICKHIET 2 H 22 5/ TORIN -
R 7 L ORI I TN D

AAFFETIR, WEVEES & BIEETFOMEIT L 5 ERAEE~M T T, EPOBLE» 5 H ik
L. BRRHE~EEEH OO O AR ERETCE1T) L2 A E LT 5D,

—BETITEAT AT 4 r—va VT L2BUREE, EROEBHEORE . £72.
AEFERANRREIZ BT DRI OBUR A B v F  APERRICLVSREL, [T —F—
AA RER] AT COLE%OEE T,

A B TII/NBIC R T 2 A EAEHREE 7 A 42 B L Tt 21T o7, 1B
NERELZBELT/NBICE T 2 EERAORIN, RMETLVOMELHEL, la,
25-(OH)-D3 (2 & V) CYP3A4 =G ME A L EPRFFT 5 Caco-2 MlfdiZ, T » MBI ZINA %
Z L Tinvivo TRO HLNDHEL % invirro THELTE Z5HEROA A O W THRE L, 2

CIZFGm I E LTE & DT,



B—F AR TR 2 AR
AFRBIF 2 G T OTC LT 7V AL MIBA T AT 4 r—v 3 VICB O CHEERKE
Ao TWND, HRDOEIKGLTTIHICENTREDK 20%DEY EiF 4 D5 2 L s
1B, e BRMAICH D 1415, [FRO@FECERIT S 2 EMICIT. T OEOERRTE S
ETREREE, B RN RESEELEX L EE 2o, EREBRZTET L2 &1t
NI AT 4 r—va rOfiEZ LT ETHEFRICHEARERR CTHL LB HND, K
Kb E T BN T AT 4 r—3 a ORI 2 [E RO BRI A S B ® A S,
WIEMEH A~ TEERE L, V7 AT 45— a VORBENEH LTS, BCKOE
AR TIX, OTC FERAEFEDON—T RV TV X MR LT, —KAIZ 22D
B E WSR-S TR A T AR R LS T A BRRICEERE N e SN TE Y
WIEEH O ETEANE LW Z RO Z LB E STV S 1620,
HARZZ T 7 #ill Tt S 40 2 AR BRI IR D ~— T F DO i dn & 13572 501
Fr/glGRIER DS LICRB L TE b DT, ZOEZ ORISR EL TWD, Ll
NG, BREGDERT VTHIRIZBW I 'L T AT 4 r— g B L - BB
DOFMHIFIRIT D72 <, EROED - AL~ B T AMEAOIRIIASE THh D L&
Z %o
T VT HUIR D ATE TR AR T DR | AR SERAN A A A ORI IS U TR
T Ed, BERRRREBREDOERICZ LY ZDRREREME L T MBOKREZA LT
D, LU bilrEREL CE TRFRRILIIZE-S < EH (EBM : evidence based
medicine) | D& TIX, HOMWTET VAL L TEER T v & Lk ki B
(Double-Blind Randomized Control Trial : Double blind RCT) X°7 > % AMEIigEER (RCT)

PIEE SN TEY (Table 1) 2V2, ABANIRZMT EF U ANT LI E W 9 M2 /e &



NTLE D, WEVEE TR LIz EBM Bin 2 A K RANER O 28 T HIEAT 5\ A0 TH
NTWDA ZDOFERBITH S TIERY, AARTIRER T -A OKRHFHEIZIBWTRCT
IMEE SN TELT, IRMSCESLTIRE DA ¥ B a—7 4+ — AR BR A B
T AHRLEITIT & A ER,

BT RAI D HAE L 72 HRPEE ST DRKUICR D 205 H0RME & LT RIE) &)
Band o0, FxoARIER, QOL DK TFRFRO 6D b DO ERFE NN &)
O, TFEESY ETIHEREARICINTHE S TE o, WEIEES TIE 1940 FLIAT LM AR
R R E VDo IFEREL, FRFTACREE T — 2 OB T — Z TS W - BRYTETE
WZE DA EEMR SN TV, L LIEFOERIZ X > TEMHEERENED L, BHED
RRHTEBIRRBE DRI L7 Tl B ITREED @ OIRR M IS & 2555
FOBMERD D X 51270 BEDOHEMTTZ > 2 FBI - BRFEEIC X 55l T BN E
B S, QOL [f] EATARRO HAE L S AN E £ > TE iz P,

H IR oA T — 2 FEORBINT — &% FORFERRDLNATE L, BEOEBIK
SWlak 2 BIE & 9% QOL M) Bk, HIEEFIZRIT 2 RBWIBHRKDE 2 J7 L IEFITHELL L
TV, QOL BHIZENTZET » AEMMD - OIZFM R E OB, B ED 5T
W5, Fx i QOL D EFA, THTEES: & RTEEFOMAEOE R LY 9 L ReltIicE A L

776

Table 1 Level of Evidence

R—v DA
I VATRT A vV LEa—/T U F MuEGAER (RCT) OA X7 U R
il —2PL b T o Z Afptbiai (RCT) 12X 5
T o F LMELEERERIZ X 5
v INTEFHIRETE (2R — MIFFE, SEGIHRRBFZE, BERrARFZEIC K %)
\% FLIRAIRFE OB S REBIERIZEIC L D)
VI HMZEESOWMERLER., &5 WITERE O R

SCHk Siwek J21, Booth A22 1 b 2



E— BV T AT 4 —a VBT AEEHAE
KERORT 7 EZEOGHIERLY 7Y A L MERERZ I S22 U, REHECERI R

THEBRBELITV, BV T AT 47— a VOBRIEELZ BN E LTER LT,

(7]

1 7y — MREOE

[FIZ AL AR © 20094E1 H 7252010412 A

SRE - BAR, HE, wE, RUKE

VISR HEORZEOW 1 245 TRZE 2L LT,

ILERBRf S =7 LY (AA)
VR (ED)

KERA R Y v 7 K (8EH)

BRI RY: ()

Ty hVa v XRE CKE)

T IR RN B (UAH) CRE)

HRE  UEEIZI0FEU LEE L, FERETEELTWDE, BHo, A7 or— Mk

~OHINCERmCLVRE LS

T — FHARESE  AANCITEARGEZ, AARZER3DEICIIIFGERRZ #HH L,

2 T r— FREZEOIER

EARAR A TP U O L SN TEEZEN W e 7 o — MEZEDOERZ1T -

2o ETHAGERZMER L, SEEICEIRRE ., SRR RIRRIR &2 A ENERT 512 & » TEFER K&

O FRFPRIRI 25 1 TIEIE L, SRR A TR, € DOSERRIRZ BIZ BARE~SRIRR L, Jox

D HARGERR & Ol L EEZ1TV, HAGERR & S35 2 ERk L 72 (Attachment 1, 22 /7) ,



IBM SPSS Windows version 21.0% VN, 23R 7E, F 72 (I Fisher® EMEMEFRBEICL VA

HAMREZAT -T2, METHIAEEIIpIED 5% AN & 0 FFH L7,

GEED)

1. [H]

¥

FE R

[E&T 4 2END, TNENHA 1334, PE101 4, @E2424, KE-IA D, 7
565 4 HEIZ #4572 (Table 2), [FEFHEOMRNIIEFEETIELOZTROLNIZHOD, &
RINIZB LD NRT 2R LT, FRBICE L TUEEEORAH A EME, [IE
ERFERND, BIEEDORSBIIRAEETOFEETHY | 20 ROEEEN L L

BT,

2. fEARERENN

FETRBRICET 2 EMERE &5 sl Tod 25, [H, s & o B4 £ Z 41 Table
3500 LT, ZOREE, BREEES, 70 2 b OMAREBRE TN T K 70% & &
FERRRBR S Stz, FMER & OBIEMEN A RIZERD b OIX 7Y X MR
T, LMEOFBEOE AR E R Lz, BIERERS, 77U A v MR, iR -
ERNCA B 72 BEMEDSFRD & AL FHBHEE I IO W TIPET 92% . KETHI 16% &
BB ZENIREIL, T VT 3 MEAEERT 714 05 92.1% & KEIT AR TEHRIEL Y 7Y
A2 N OMEHRBRAZWMER AR b,

B, EEMROY TV A O o Z—xy MNEANSHR E, G & ORIZBENMET

72 <L AR 20% A0 S ARV MR 2R LT,



3. Eik - PREROTLR

B+ SR B D A EIE BASR H [EIA RS R & [E & OB 2R L7 (Table 6),

3.1 EHG, FREIRMICBET D ERDOBE

[(Q10) EHEM & —MMEIFELMOBENEZH > TND] &V EIZEFITK 65% Th o7
— T, MefERRS (EGHER L), @ERM, 77U A FOEWEH-> TS (Q3))
VD EIEFEITK 50%E . ERM L A ERMBOZORRME & T, ARHEE - i

FERAL « 77U A2 b OEWOFRFENEE XK ME A1 23R &7z (Table 6-Q3. Q10),

3.2 EHES DL ROH RN
— R 72 B FE L DM R O RPEIZ B3 2 38R R4 2 kD 4 SOERIEBIZE L T,
FEITOSENH L0, HRWTHOETHEL LB 23580 i, FERicB L T
FEIRNC R & 72 B 72 & & D3V RIB X 4u7= (Table 6-Q7. Q8. QI2, Ql14),
IS DL MR OCH NI T 5 4 BT T LB,
[T RCOEEBIIZEWERRH 5 (Q7))
MEISIIWAFEETFLRWE | IR EZBE L2 (Q8) )
MESE S ORIWER OFLELHE T, IRAFEIEAFE L TS (Q12) ]
MEIEAIE, BEWIRRA L72REO ZIZRIER A BB 25 (Q14) |

33 U X b nkEERE S O EME R OH RN

(7Y X FRBERMITIZETHD (Q6)) LEXTHELEHRLEOMICAHERM
HMERH D | CKET 61.6% & ME L 0 ZEME~DOFEHE N EWEA 2RO bz, —F THa
MHEITERDBSERTH S (Q19) ] WO EIFEZFLIIPTET 73.7% L MEL Y &<, ERO

PR DN D I ATz, £, BHEICBE L TT TESNTIRGE S LTV D IsHi 3 2 4

10



HTHD (Q16) ] WO ERITITWTNOEE 3] (False) | £7213 725 720> (Not Sure) |
L) EIEEHE N E < . BN TIRGE STV AERREIE L O 2MIZ 3T A RLEN R S

M7= (Table 6-Q6. Q19),

4. Rz 7TIA4 TR
[ERENSREICHIZY | EIRELOMGEIRA 2 RSN TH  BEARKIZR D720,
B2 RAL2NWZ ERHD (Q9)) EWOEMIC TEREBY RMT 21 & EEERITK
ET818%&mb <, TE, #ETHI 60%., HATIL33.9% & KENZ A~ TR M [ 2358
DB (Table 6-Q9), ZDZ &b, KETIZT U7 %EH & ARTEANT X 20 51ER

~OEFENREV, £23T7 U7 TERMITHT 2 NP TR 2 L AVRER S Lz,

Table 2 Demographic data

No. of respondents (%)

Total Japan China Korea us
Total 565 (100%) 133 (17.9%) 101 (23.5%) 242 (42.8%) 89 (15.8%)

Gender Male 286 (50.6%) 45 40 155 46
Female 249 (44.1%) 66 61 83 39

Age ~14 4(0.7%) 0 2 2 0
15~20 27 (4.8%) 1 3 2 21

21~30 292 (51.7%) 15 90 167 30

31~40 97 (17.2%) 22 6 52 17

41~50  55(9.7%) 35 0 12 8

51~60 27 (4.8%) 14 0 4 9

61~70 41 (7.3%) 35 0 3 3

71~ 12 (2%) 11 0 0 1

11



Table 3 Associations between gender and the respondent’s experiences

No. of respondents (%0)
Yes No Chi2 df p

Q1. Have you ever used any Chinese herbal medicine?
IHhETIZ, BRERS EFERY) ZRALEZZEEDY ETH?
Total 361(67.7%) 172(32.3%)
Female 174 (69.9%) 75 (30.1%) 0.988 1 0.320
Male 187 (65.8%) 97 (34.2%)

Q2. Have you ever used any supplements?
INETZ, FTFVAVPERALIZZEBH D 9232
Total 372(70.3%) 157(29.7%)
Female 187 (75.1%) 62 (24.9%) 5.148 1 <0.05
Male 185 (661%) 95 (33.9%)

Q15. Have you ever bought a medicine or supplement via the internet?
INET, A F—3y MNCRVERBRPY S YAV FEBALLZLEHY T2
Total 73(14.9%) 418 (85.1%) 2.177 1 0.140
Female 40 (17.4%) 190 (82.6%)
Male 33 (12.6%) 228 (87.4%)

df=degree of freedom

Table 4 Associations between country and the respondent’s experiences

No. of respondents (%0)
Yes No Chi2 df p

Q1. Have you ever used any Chinese herbal medicine?
THETIC, BRERS EHFERY) 2RALEZZENDV ETH?

Total 383(68.1%) 179(26.2%)
Japan 95 (71.4%) 38 (28.6%) 143.784 3 <0.05
China 93(92.1%) 8 (7.9%)
Korea 181(75.4%) 59 (24.6%)
Us 14(15.9%) 74 (84.1%)

Q2. Have you ever used any supplements?

INETIZ, YTV AV NERALEZZERH Y 9 53?

Total 393(70.4%) 165(29.6%)

Japan 96 (72.7%) 36 (27.3%) 11477 3 <0.05
China 69 (68.3%) 32 (31.7%)
Korea 179 (75.2%) 59 (24.8%)
Us 49 (56.3%) 38 (43.7%)

Q15. Have you ever bought a medicine or supplement via the internet?

INET, AVF—Fy MZEVERGRLY T I A P EBALLZERH D £T0?

Total 80(15.4%) 440(84.6%)

Japan 16 (12.0%) 117 (88.0%) 4.326 3 0.228
China 11 (11.2%) 84 (88.4%)
Korea 39 (19.0%) 166 (81.0%)
(0N} 14 (16.1%) 73 (83.9%)

df=degree of freedom
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Table 5 Associations between Age and the respondent’s experiences

No. of respondents (%0)
Yes No Fisher’s exact p

Q1. Have you ever used any Chinese herbal medicine?
THhETIZ, BRERS BEHFERY) ZRALEZZERHY T2

Total 361(68.1%) 172(31.9%)
~14 yrs 3(0.5%) 0(0.0%) <0.05

15~20 8(1.4%) 19(3.4%)

21~30 219(39.0%) 82(14.6%)
31~40 65(11.6%) 32(5.7%)
41~50 39(6.9%) 16(2.8%)
51~60 16(2.8%) 10(1.8%)
61~70 23(4.1%) 18(3.2%)
71~ 10(1.8%) 2(0.4%)

Q2. Have you ever used any supplements?
INETIZ, FFVAMERALEZZERH YD 552

Total 393(70.4%) 165(29.6%)
~14yrs 3(0.5%) 0(0.0%) <0.05

15~20 10(1.8%) 17(3.0%)

21~30 203(36.4%) 96(17.2%)
31~40 78(14.0%) 17(3.0%)
41~50 46(8.2%) 9(1.6%)
51~60 23(4.1%) 4(0.7%)
61~70 24(4.3%) 16(2.9%)
71~ 6(1.1%) 6(1.1%)

Q15. Have you ever bought a medicine or supplement via the internet?
INET, AV F—Xy MCEVEREROY TV AV FEEALLILERDH T2

Total 80(15.4%) 440(84.6%)
~14yrs 2(0.4%) 2(0.4%) 0.189
15~20 2(0.4%) 24(4.6%)
21~30 46(8.8%) 221(42.5%)
31~40 16(3.1%) 72(13.8%)
41~50 8(1.5%) 47(9.0%)
51~60 3(0.6%) 24(4.6%)
61~70 3(0.6%) 38(7.3%)
71~ 0(0.0%) 12(2.3%)

df=degree of freedom

Table 6 Associations between country and the respondent’s awareness

No. of respondents (%0)
Yes No or Not sure Chi® df D

Q3. Do you know the difference between Chinese herbal medicines, healthy foods and supplements?
CRERS (FELFERLY), BREEM, V77U AV FOBENEZM > TWETH?

Total 282(50.4%) 278(49.6%)
Japan 66 (51.2%) 63 (48.8%) 3.705 3 0.296

China 59 (58.4%) 42 (41.6%)

Korea 114 (47.3%) 127 (52.7%)

US 43 (48.3%) 46 (51.7%)

df=degree of freedom
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Table 6 Associations between country and the respondent’s awareness(continued)

No. of respondents (%)
Food Medicine Chi? df p

Q4. What do you believe? Are supplements food or medicine?
PFY AV MR, BREEMOLELLEZERLTVETA?

Total 122(30.9%) 273(69.1%)
Japan 6(7.2%) 77(92.8%) 48.830 3 <0.05
China 43(58.9%) 30(41.1%)
Korea 52(29.7%) 123(70.3%)
US 21(32.8%) 43(67.2%)
df=degree of freedom
No. of respondents (%0)
True False Not sure Chi? df p

Q5. If you do not have an ideal healthy life style, do you believe that supplements and health foods
will improve your health?
B NEAERN TRENRAEFEIEN TOARWVWEE V7Y AV MORER SN H & DR
ERETHERNETH

Total 323(57.5%)  67(11.9%) 172(30.6%)
Japan 45(34.1%)  18(13.6%) 69(52.3%) 53.931 6 <0.05
China 57(56.5%)  13(12.9%) 31(30.7%)
Korea  172(71.4%)  25(10.4%) 44(18.3%)
US  49(55.7%)  11(12.5%) 28(31.8%)
Q6. Are supplements and health foods safe?
Y7 YA PORBERMIIERETTH?
Total 160(28.6%)  84(15.0%) 315(56.4%)
Japan 16 (12.1%) 18 (13.6%) 98 (74.2%) 74.825 6 <0.05
China 17 (16.8%) 18 (17.8%) 66 (65.3%)
Korea 74 (30.8%) 41(17.1%) 125 (52.1%)
US 53 (61.6%) 7 (8.1%) 26 (30.2%)
Q7. All medicines have adverse side effects.
TRTCHOERBIBWERZE TS
Total 432(76.7%)  50(8.9%) 81(14.4%)
Japan 93 (69.9%) 10 (7.5%) 30(22.6%) 18.476 6 <0.05
China 74 (73.3%) 9 (8.9%) 18(17.8%)
Korea 190 (79.2%) 20 (8.3%) 30(12.5%)
US  75(84.3%) 11 (12.4%) 3(3.4%)
Q8. Medicines do not work well, if you do not follow instructions.
EXERIMAFEEZTLRNE, IRERE L2V
Total 422(75.1%)  51(9.1%) 89(15.8%)
Japan 118 (88.7%) 3 (2.3%) 12 (9.0%) 54.837 6 <0.05
China 54 (53.5%) 18 (17.8%) 29 (28.7%)
Korea 170 (71.1%) 23 (9.6%) 46 (19.2%)
US 80 (89.9%) 7 (7.9%) 2 (2.2%)

df=degree of freedom
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Table 6 Associations between country and the respondent’s awareness(continued)

No. of respondents (%0)

Me, neither.

| take it as directed. Chi2 df p

Q9. When my doctor tells me to continue a medication chronically, sometimes | do not comply
because | am worried about its adverse side effects.

FRENORBIICOILY | ERLOMBERAZHERSN TS, BWERAARITRD 12D, Kx

RALRNZ EBHD
Total 248(44.8%) 306(55.2%)
Japan 84 (66.1%) 43 (33.9%) 48.814 3 <0.05
China 43 (43.0%) 57 (57.0%)
Korea 105 (43.9%) 134 (56.1%)
Us 16 (18.2%) 72 (81.8%)
No. of respondents (%)
Yes No or Not sure Chi? df p

Q10. Do you recognize that there are differences between prescription drugs and nonprescription
drugs? (Ex. Identity and amount of effective ingredient.)

ERAERDL L —BRAOTOEEXTZDENE Lo TWETH? (BHRSORBESZFDED

B2 Y)
Total 352(64.0%) 198(36.0%)
Japan 69 (52.7%) 62 (47.3%) 11.070 3 <0.05
China 70 (70.0%) 30 (30.0%)
Korea 159 (68.5%) 73 (31.5%)
US 54 (62.1%) 33 (37.9%)
No. of respondents (%0)
Doctor Pharmacist Not sure Chi? df p
Q11. Who do you think knows more about drugs, doctors or pharmacists?
EEFOFHRIZOWT, ERf, BHMOLELLNIVEH>TND EBNETH?
Total 104(18.9%)  361(65.8%) 84(15.3%)
Japan  20(15.4%) 79(60.8%) 31(23.8%) 27.151 6 <0.05
China 21(21.0%)  55(55.0%) 24(24.0%)
Korea 44(18.9%)  172(73.8%) 17(7.3%)
US  19(22.1%)  55(64.0%) 12(14.0%)

df=degree of freedom
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Table 6 Associations between country and the respondent’s awareness(continued)

No. of respondents (%0)

True

False

Not sure Chi® df p

Q12. The effectiveness and the frequency of adverse side effects of a medication depend on the
dosing schedule.

I DRI ORECHEL, RAFECEFELTHD

Total 319(58.1%)  83(15.1%)  147(26.8%)
Japan 43 (33.1%) 32 (24.6%) 55 (43.3%) 45773 6 <0.05
China  65(65.0%) 12 (12.0%) 23 (23.0%)
Korea 159 (68.2%) 28 (12.0%) 46 (19.7%)
US  52(60.5%) 11(12.8%) 23 (26.7%)
No. of respondents (%0)
Yes No or Not sure Chi? df p

Q13. Do you feel anxious when you buy over-the-counter drugs from a store lacking a
pharmacist? (Ex. The convenience store)
HRIIVIFERHONZWESR (2 E=x 2R M7 RY) T, —RAERMOTC K%
AT OB, REEZRCETN?

Total 268(48.4%) 286(51.6%)
Japan 62(46.6%) 71(53.4%) 48.802 3 <0.05
China 58(58.0%) 42(42.0%)
Korea 134(57.5%) 99(42.5%)
US 14(15.9%) 74(84.1%)
No. of respondents (%0)
True False Not sure Chi? df p
Q14. Medications produce adverse side effects only when administered chronically.
ERLIL, BREERA LRORICEIERSRET S
Total 71(12.9%)  330(59.9%) 150(27.2%)
Japan 5 (3.8%) 95 (72.0%) 32 (24.2%) 29.830 6 <0.05
China 19 (19.0%) 63 (63.0%) 18 (18.0%)
Korea 39 (16.7%) 129 (55.4%) 65 (27.9%)
US  8(9.3%) 43 (50.0%) 35 (40.7%)

Q16. Drugs, including traditional herbal medicine, Chinese herbal medicine and crude drugs,
purchased from foreign countries, are safe.

EATRESN TV DEHRERS (ERRA, PRERL) 3RETHD

Total 35(6.3%)  221(40.0%)  296(53.6%)
Japan  2(1.5%) 46 (34.6%)  85(63.9%) 32.924 6 <0.05

China  6(6.0%)  51(51.0%) 43 (43.0%)

Korea 21 (3.1%) 105(45.3%) 106 (45.7%)

US  6(6.9%) 19(Q21.8%)  62(71.3%)

df=degree of freedom
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Table 6 Associations between country and the respondent’s awareness(continued)

No. of respondents (%0)

True

False

Not sure

Chi® df p

Q17. If a medication, which is imported by an individual, causes a health problem, the person
should take full responsibility for his actions. His insurance company is not responsible for his
health problem. EZEGEOMABAIZL Y BEHENEZ -HE, BEEL LR, £
D& D BREEEHECH LT, HRESMALTOARER TRy A= SR,

Total 197(35.6%) 140(25.3%)  216(39.1%)
Japan  GA(48.1%)  4(3.0%) 65(48.9%) 51.984 6 <0.05

China  25(25.0%)  38(38.0%) 37(37.0%)

Korea 82(35.3%)  66(28.4%) 84(36.2%)

US  26(29.5%)  32(36.4%) 30(34.1%)

Q18. The effectiveness of crude drugs (natural plants, animals and minerals) depends on the

AR (RROWEY), 8. G541 ORRITERLEY - Mt OME

quality of the material.

WERFEL TS
Total 340(61.7%)  62(11.3%) 149(27.0%)
Japan  58(44.3%) 5(3.8%) 68(51.9%) 79.141 6 <0.05
China  79(79.0%)  17(17.0%) 4(4.0%)
Korea 150(64.7%) 34(14.7%) 48(20.7%)
US  53(60.2%) 6(6.8%) 29(33.0%)
Q19. Chinese herbal medicines have a slow onset of action.
ERERBOPRIBELNTHD
Total 252(45.9%)  95(17.3%) 202(36.8%)
Japan 58 (44.6%) 29 (22.3%) 43 (33.1%) 87.836 6 <0.05
China 73 (73.7%) 9(9.1%) 17 (17.2%)
Korea 101 (43.5%) 53 (22.8%) 78 (33.6%)
US 20 (22.7%) 4 (4.5%) 64 (72.7%)
No. of respondents (%0)
U.S. diet Health food diet Not sure Chi? df p

Q20. If you had a choice of consuming an average or normal U.S.diet and a diet rich in health
foods, what would be your choice?
BEORMLBERLOLLONEEBIT 2HE. HRIIIELLEZREBOETH

Total 166(30.0%) 276(49.9%) 111(20.1%)
Japan  100(75.2%) 16(12.0%) 17(12.8%) 197332 6 <0.05

China  10(10.0%) 70(70.0%) 20(20.0%)

Korea  25(10.8%) 145(62.5%) 62(26.7%)

US  31(35.2%) 45(51.1%) 12(13.6%)

df=degree of freedom
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Attachment 1.
—RAEEM BEFE - BREERZED) V7 AV MZOWTOEERAE
(B A58

UTOERDY B, Y4 T55DIC0%2F TLEEN,

HEHn: 1. ~14 2. 15~20 3. 21~30 4. 31~40
5. 41~50 6. 51~60 7. 61~70 8. 71~
PER 1. 2ot 2. B

B 1. Asian, 2. Black or African American, 3. White, 4. Indian (Asian Indian or

American Indian), 5. Hispanic or Latino, 6. Others

Ql. ZNETIT, mfERMS (EHFERLE) ZIRALEZEBHY £30°2
L iFwv. BERA LTS,
2. v DENZRA LTz,
3. VWX INETELRALEZZ ENRV, > RALTHRIZWEBnE
T2 A T B. W\ 2

Q2. ZTNETIZT, YUV AU MEIRMALIEZ ERH Y £33
1 iFwv. BERA LTS,
2. v DENTARA LTz,
3. VWX INETEBWRALIEZ &R

sk s s s sk sk sk sk sk s sk s sk s ke s sk sk s sk s sk s sk sfe sk sk sk sk s sk s sk s sk sk sk sk s sk s sk sfe sk s sk sk s sk sfeoske s ke s sk sk sk sk sk skoskesk

Q3. foftEIS (FEHFHR L), ERMN, V7V A FOEWNEH > TWETN?
IR 2. Wz 3. bbby

Q4. U A MEM, BHEELOELLEZGFEHL TWETN?
1. &8 2. [GHEESR 3. b b 70N

Q5. BRI MNBARKY TRBEA L AETRE BN TORWG S, 70 A2 MROEFRE SN H S
DR Z T 2 LBV ET 0?2

1. E 278 3. bbb pn

Q6. YT U A MORFEREMIIEAETTN?
1. IE 2% 3. birb R
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Q7.

Q8.

Q.

Q10.

Ql1.

Ql2.

Q13.

Ql4.

Ql5.

Q16.

Q17.

TRCOERLIIBVERZA9 5

1. E 2.3 3. bbb pn

EEMITIRATEZ TR e FIREFHL 20

1. E 2.3 3. bbby

FREPLEMICOIZY (BRSO 2R S TH BIERR RIS 2 5720,
K2 IR L7222 &b D

1. IRALZ2NWZ &35 2. fEoRim v IR %

B FHES AL & — i HOTCO)ERELDENEZ Lo TWETH? (AR ofEZ
DEDENR L)
| 2. Wz 3. bbb

ESLOBFEIZOWT, B, EAEIOLE L LR L0 H>TWA L ENET)?
1. EHh 2. HAIRM 3. LB

EEMLOBIEH ORRECHE L, IRAFEICKEFELTVD
1. E 2.3 3. bbb pn

BRI TR ONWRWEM (ay b=z AR N7 Y) T, —BAHEESOTC
IVEMEAT DB, REEZELUET N

IR 2. W 3. bbb gn

EH ML, EHEIR Lo I BIER S REBLT 5
1. E 2. 3. bbb pn

INET, A F =Ry MCEIVEEGLY T I A FEEBALLZENDHY 7
D> ?

IR 2. W 3. bbby

ESCHIE SN TV D IEMEIRS (EIRRA ke L) 3 %e<Ths
1. IE 2. 3. bbb pn

BESE S OIS L O REESE = A, HOEEE 2D . 20D 2l
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WEIZKR LT, HARTEDMAL TWAIRBRTIZ » S—E R0,
1. IE 2. 3. bbb pn

Q18. A3 CRIRDKEY)., W, ) OhFITFERAEY « MEIOMEIZIKGF L TV 5
1. E 2. 3. bbb pn

Q19. {EMEIR OB RITIERLH TH B
1. 1IE 2. # 3. BB

Q20. MHDOEBMEMBERLDOELLNEEBINTI5E. BRI ELLEROE TN
1. 35 DO 2. fEERA 3. bbb

Q21. {oHtESRS (HEHHR L) P TV AL MIBET D ZHEM, 25 WNICBS 2 - KBk
EHATLIZSN,
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Attachment 2
Questionnaire on opinions toward medication and health supplements
(English version)

Please respond to the following questions.

Age: . ~14 2. 15~20 3. 21~30 4. 31~40
5. 41~50 6. 51~60 7. 61~70 8. 71~
Gender: 1. Female 2. Male
Race 1. Asian 2. Black or African American 3. White
4. Indian(Asian Indian or American Indian) 5. Hispanic or Latino
6. Others

Q1. Have you ever used any Chinese herbal medicine?
4. Yes, | am using them now.
5.  Yes, I have used them before.

6. No, I have never used them. — Do you want to try them? A.Yes B. No

Q2. Have you ever used any supplements?

1. Yes, I am using them now.

2. Yes, I have used them before.

3. No, I have never used them.
s s s s s s s s s s s s s s s s she s sfe s s s sfe s e s s s s s s s s s sfe s s s e s s s s s s s s s s s sk s sk s sk s s sk sk sk sk sk ek ok
Q3. Do you know the difference between Chinese herbal medicines, healthy foods and supplements?

1. Yes 2. No 3. Not sure

Q4. What do you believe? Are supplements food or medicine?
1. Food 2. Medicine 3. Not sure

Q5. If you do not have an ideal healthy life style, do you believe that supplements and health foods

will improve your health?

1. True 2. False 3. Not sure

Q6. Are supplements and health foods safe?
1. True 2. False 3. Not sure
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Q7. All medicines have adverse side effects.

1. True 2. False 3. Not sure

Q8. Medicines do not work well, if you do not follow instructions.

1. True 2. False 3. Not sure

Q9. When my doctor tells me to continue a medication chronically, sometimes I do not comply
because I am worried about its adverse side effects.

1. Me, neither. 2. I take it as directed.

Q10. Do you recognize that there are differences between prescription drugs and nonprescription
drugs? (Ex. Identity and amount of effective ingredient.)

1. Yes 2. No 3. Not sure

Q11. Who do you think knows more about drugs, doctors or pharmacists?

1. Doctor 2. Pharmacist 3. Not sure

Q12. The effectiveness and the frequency of adverse side effects of a medication depend on the
dosing schedule.

1. True 2. False 3. Not sure

Q13. Do you feel anxious when you buy over-the-counter drugs from a store lacking a pharmacist?
(Ex. The convenience store)

1. Yes 2. No 3. Not sure

Q14. Medications produce adverse side effects only when administered chronically.

1. True 2. False 3. Not sure

Q15. Have you ever bought a medicine or supplement via the internet?

1. Yes 2. No 3. Not sure

. Drugs, including traditional herbal medicine, Chinese herbal medicine and crude drugs,
Qle. D includi ditional herbal medicine, Chi herbal medici d crude d
purchased from foreign countries, are safe.

1. True 2. False 3. Not sure
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Q17. If a medication, which is imported by an individual, causes a health problem, the person should
take full responsibility for his actions. His insurance company is not responsible for his health
problem.

1. True 2. False 3. Not sure

Q18. The effectiveness of crude drugs (natural plants, animals and minerals) depends on the quality
of the material.

1. True 2. False 3. Not sure

Q19. Chinese herbal medicines have a slow onset of action.

1. True 2. False 3. Not sure
Q20. If you had a choice of consuming an average or normal U.S. diet and a diet rich in health foods,
what would be your choice?

1. U.S. diet 2. Health food diet 3. Not sure

Q21. If you have any questions or opinions regarding any medications or supplement, please write

them down.
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B ARBKNEEICBIT AT ET L RDBNR
BN BT 5 T B AQBR R O OB A RELT 5 720, BN CHRE R 1T

ST,

[J5i4]
2011 4R 7 H 550 PubMed (2 TARE STV 2 ENSMR & 51T RCT MEEER, KO
WS, PERDOLE 2 —ICR Y T T RO RN - B ) bRl L7,
PubMed 57 54 -
lrandomized controlled trial | (ZC RCT #5214, Publication type [clinical trial| % il
L. Ho Review) RS L7z, B2, AFRFAIBHEDO LT O MFEZ VT TOR)
AT, EFERANCEI S 2 RCT His 2 A L7,
Kampo medicine (therapy)
(traditional) Chinese herbal medicine (therapy)
Chinese herbs
Chinese medicinal plants

Herbal medicine

EWNGHSUTHOWTEIEIZLL T O BARVEES (EBM fiIIZER) 2MER LTz [EGIA
FIEF LU ALKR— k] T conTm T v A &ALz,

TEF L ADOGEHIEHMEIC OV T, REBIRTIZ DUV T PubMed 7 5 filiH & A7 A= 3K B
IZBE9 % RCT X0, AEFEBANCEI T 5= 7 A % U7z Review article (#&H) & Fl2—w&k
P A AT ootk WE. AV UFTAOMmRI L E 2 —Il KD DREHE A T o 7,

FEN#SCIZHOWTIE, NEFBRTEF 2 LR — b 27 o b ibek % 5ic— KM

BT, WE, AV VTN OFRIL L E a2 —IT LD kel 21T o 72,
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[t ]
1. T EF 2 AOENFHE

PubMed 7> & [ENS R & LT RCT AR & 50 L 72 /5. RCT S I13&F 31 7
7,999 HEfilH S, 2D H B T E EREBRIL 87,555 {1 & &IRD 27.5%% ST e, HITA
SRR FE A& TN 2 CRmSORRsR & S0t L 72 R 2R, AESRIAIIZ B2 RCT 1,279 1% il
HTE, & RCT HEEUT 5o 2 EFEGRICE T 2 RCT ML 04% &, < DTN TH
DI ERR LT, 7ok, AFEAKNCET 5 RCT W4 1,279 ., —EEMRAERIT 263 1 &
ERD 20.6%% (58 Tz (Table7),

Flo, WX SN TV L HESFEL P ATRER, FERIC X 2HEIT 43.0% (550 1
/1,279 1) & FHLL 7S Local SREIC L D28 TH Y PEFRIC X 2 HEDEED 56.2% (719
1,279 1) & REHz L7z (Table 8),

wIT, AESRRFNICBIT 5 RCT MEMOMKIZE( 2 TA LIofEH, 1983 4F & 0 @i
IREH, EOERRFEICIEIME R 2R L, FFIT 2000 FLABEO QIO Hivle, LL,
2006 1T 99 1 &b 2. FREE 120-135 & BA- L7 0D, 2010 F121E 96 1 &b a0
L. 2006 26 2010 O EZ A R O] 235388 7z (Figure 1-a) .

AHRRRNZ B2 RCT sEEHUT HD D PEN S OHED 78.6% (1005 £4/1,279 1) &
REEEED, BARDSOHREN 59% (76 1F/112791F) & T<bTrTh-o7, PEL H
ARLSOWEIL 15.5% (198 £1/1,279 7F) TH V| Ak CRE, B F %), 3—r v3 (UK,
RAY AL R), HHR (AT 27), TVT (LR, @E, BB, Yo ATR—L) »hbo
WEN AT B (Figure 1-b),

BT RANT A AR W TR L7 H ORISR T 253 PubMed (2 L 0 filit € & 7[5
P H D RCT HEBIT I BTN THh o7, £ 2T PubMed Tiddhit S hRWMlio 7 —#

V—ADWEEITHO L L Lz, ENOWTITAAREREESS T EBM FRIZEE S 2001
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FEIZRRANL S, FERAIC G BUAIA# O EBM HEEICH D LA TV 5, EBM HIIEB ST
Cochrane Library (CENTRAL) ., EFHJMEEE (56 Web) . B AR, A SERUAI s f2 ik o
T=HR=RA L 3ODT —HX— R % FOTRERERIZ RCT JUEZ1T> T\ 5, 1986 L4
BEDNRFR ARG, BARTEFLS & L CHRIERTEAGR 251 TV D3 A (=%
AHF LOAHAD) D RCT AT DN, s LA B L, 5 =38 O IR Ol 2 1%
TEEELE LD, ZORKERE NEHRBETET VA LE— ] 27 L LTABL TV,
BEHERTET A VAR— R 21281285 & ENTIZZ A E TICEF 360 £ RCT £7-2
ZAZT TV ARRE S, —EHERARIT 35 (9.7%) Tholo 2627, Fio, FERIE
fEEk L LTI R - ITRERER ., PFIRERR. IAIRERR, JEIE A o AR Ak & b~ TRy
B o7z Z & &R Lic (Table 9), F72. 360 #AH 182 ££23 2000 4-LART, 178 ££43 2000
LI & . 2000 4ELLATD D RIRAY 72 RCT A HME SN TWD Z & 2R Lz, BT, @ik
S & TR R AARGERR AN 79.2%. SRR AN 20.8% & . KREHANY HAGEIZ KL 2 8is

TohbHZ &% L7 (Table 10),

2. TEF L ADEWIFHE

AEFEBAN B9 % RCT (2B 5 BB DFREN 2837 (T EL DV T AR L 72 2R A2 A1 1 B
THRCTIZBWT, ZET UV AREDFRRE LTELSRBDOLNIZDITLLTORThH -7z,

FEBIEL DA

5 FF A1 D AR A B9 5 R A

AR AL A +5)

ERAED AR+ (7T B R OEBIARREEA )

BEEFORY

BIERICRBIT 2 WAt 2

AFEEAN O IRIRE O 2T, TRANCE D HELZBLE L TN
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NI R RAT 5 vk

FRMT G A TSI WRIR

FEINGRSCIZOWTIE, BICEF AR BT R LR — k27 125 2 HE L.
EPNIZBW T Bk S ISIEFRBE OB 28 Lz, Tl RAI ORI BET 2 HHA L] (2
DOV TCEENTORMIEI IS bTNTho T,

E NS TOEAR LR L TO WS EFIEUZ SV TES & EE~TEPW RCT TIIIERFTEL
INENZ/NBUR T DM 3F8D BT 7ow, AFERAN 3 5 EN RCT360 #HA 12OV T,

AR D T2 OIERIE 2 A LT, TOMR, 300 HILLEORBUERERIE 9 Bk (2.5%) &

—

T hTMNTH Y, 20 BILLLE 50 FIARGE OEFE OB 114 1 (31.8%) EHxbHZ <D

Siv7= (Table 11),

Table 7 No. of publications related RCTs

No. of publications (%)

Total No. of RCTs 317,999 (100%)
Total No. of DB-RCTs 87,555 (27.5%)
Total No. of RCTs in herbal medicine 1,279 (0.4%)

Total No. of DB-RCTs in herbal medicine 263 (0.08%)

Data shows the total number of publications related RCTs and RCTs in herbal medicine, data available as
of July 2011 was obtained by PubMed.

Table 8 No. of publications of RCTs for herbal medicine in local language

Language  No. of publications (%)

English 550  (43.0%)
Chinese 719  (56.2%)
Japanese 6 (0.5%)
Other 4  (0.3%)
Total 1279 (100.0%)

Data shows the total number of publications related RCTs in herbal medicine, data available as of July
2011 was obtained by PubMed.
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(a) No. of publications related RCTs by publication year
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Figure 1 No. of publications related to RCTs in herbal medicine

(a) shows the total number of publications related RCTs by publication year.

(b) shows the total number of publications related RCTs by country in each 5 year. Black bar with white dot
indicates the total number of publication related RCTs. Black, white and gray bar indicate the total number of
publication related to RCTs reported by Japan, other countries, and China, respectively. Data available as of
July 2011 was obtained by PubMed.
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Table 9 RCTs by disease in Kampo medicine(Japan)

No. of reports Total No.

Disease Category a
1986-1999 2000-2011 in 1986-2011 (%)

Infections 15 3 18  (5%)
Cancer 20 11 31 (8.6%)
Blood Diseases including Anaemia 9 6 15 (4.2%)
Metabolism and Endocrine Diseases 5 6 11 (3.1%)
Psychiatric/Behavioral Disorders 5 8 13 (3.6%)
Nervous System Diseases 4 9 13 (3.6%)
Eye Diseases 0 4 4 (1.1%)
Ear Diseases 3 2 5 (1.4%)
Cardiovascular Diseases 7 8 15 (4.2%)
Respiratory Diseases 14 30 44 (12.2%)
Gastrointestinal, Hepato-Biliary-Pancreatic Diseases 32 25 57 (15.8%)
Skin Diseases 12 3 15 (4.2%)
Diseases of the musculoskeletal system and connective

' 10 9 19 (5.3%)
tissue
Genitourinary Tract Disorders 19 15 34 (9.4%)
Ante/Post-partum Diseases 1 9 10 (2.8%)
Symptoms and Signs 10 12 22 (6.1%)
Post-anesthesia and Postoperative Pain 2 0 2 (0.5%)
Ante/Post-partum Diseases :Meta Analysis 1 0 1 (0.3%)
Extrinsic Injuries/Diseases 0 1 1 (0.3%)
Others 13 17 30 (8.3%)
Total 182 178 360 (100%)

Modified from Evidence Reports of Kampo Treatment**’

The number of structured abstracts for RCT is shown by disease.
a The number in parentheses indicates the percentage of structured abstracts by disease in total 360 ones

Table 10 No. of publications of RCTs for herbal medicine in local language(Japan)

Language  No. of publications (%)

English 75  (20.8%)
Japanese 285  (79.2%)
Total 360 (100%)

Modified from Evidence Reports of Kampo Treatment®?’
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Table 11  No. of subjects enrolled per study(Japan)

No. of subjects enrolled per study No. of RCTs (%)

<10 15 (4.2%)
10-19 45 (12.5%)
20-49 114 (31.8%)
50-99 89 (24.8%)

100-199 59 (16.4%)

200-299 28 (7.8%)
300< 9 (2.5%)

Modified from Evidence Reports of Kampo Treatment”®?’
N=359. One meta-analysis was excluded from this table.
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B ARRANGRICKIT 5 QOL oA Atk

fix OERIERDH Y . QOL DIXR TFRFRO b 505, A LEFEN RN &6 HTE
EF ETIIRATIERW D, IBRARICSNTHESN TE LN H D, 1980 FLL
B, PEVEEFIZIV T QOL OEBEMNSBIN S D K 912720 . FHUCE- TEFETIE TR
) REICHIT D QOL A EOEEM L FRM S, KRR D7D QOL [ HIx4 ik«
HERPETHDL LB XD,

IR RPRAEET — ¥ SEORBNT — & LORENRO LT LS, BEOEBICKE
SWIEREZ AR & 9% QOL M Lk, HIEEFIZRIT 2 RFIBRDE 2 T7 L IEFITHRLELL
TRV Fx 3 QOL FHlAS HEES: & RPEEFZOMAE ORR L 720 5 DA REMEICER LT,

PEVEEICIBVTIERE L T & 72 QOL D4 Tid, 4 ¢ QOL fHfi RENBAFE ST
v, LS QOL Al R EDM AN EE TH LD & SHTWD, S D QOL FHih
REFIRE S HEL T, AERE RIFICHESRE) L7m7 7 A NVBRIRENLRY |

FloT v 7 7 A VR RE TR R EE &R R RIS 55 (Tablel2),

Table 12 LA &5 QOLFHAM R E

2k BT R, AR,
ARMERE EQ-5D, HUI, SF-6D E R S
(GEAFIZHS S REE)
7u 7y A NVEIRE
(DEARYNS SF-36. HADS. SIP, B PRRIFSE - fEthf e
NHP, WHOQOL
RERRIRE KDQOL, RDQ. DLQI  HRFEHFS: - it

Takegami,2009°® . 0 $ ¥

EQ-5D:EuroQOL 5D, HUI: Health Utilities Index, SF-6D: Short-Form-6Dimensions

SF-36: Short-Form-36 Health Survey, HADS: Hospital anxiety and depression scale, SIP: Sickness
Impact Profile, NHP: Nottingham Health Profile, WHOQOL: The World Health Organization Quality of
Life

KDQOL: Kidney Disease Quality of Life ., RDQ: Roland-Morris Disability Questionnaire, DLQI:
Dermatology Life Quality Index.

BIAMERE (BAFICHES < RE) 1ZQOL 2 — Rt OMEE (REME2N0, ik RIEAS1 72 8)
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ELTHEL, H—0EENL D, BIAMERE L L TRERLREQ-5DIX, 5HH (BE#O
FEEE, HFOED OFH, STEADEE, W - ARE AL - SIS EIAR) &3 BT
i 2EMRICE VR I TWD, BIEOMAGOER AT GIHAE) i, &b
EUVVHEEEIRAE (040 22 Db BWEREREE (1004 & L CRElid 5%,

RS RIS R - AASATERRE OB b2 |ICIE L, S/@RENLEE E

DFERE A FIVCTRHIi A T & 255803 & 5, SF-36 ITEFEHIRED—2 T, 36 THH DOfE
FEZBIT 2 BEMEA MDY . 8 DO FALRE (D& IKHERE. @ B FAEIERE : Hik, @F
KOOI 7, @Ot /EIEHEE, ORKMEEIR, ©1F ). @R FEEIKGE - B, Lok
e & 2 0P~ =237 (HIRAGERE, FEMROREERE) TS D, BEIETEE S
. TATY XML EREZS T, 0205 100 HTAa7{kEns %,

PIBRF AR R BV, FrEORBE G L L TEORERIC X DRSS & TG EE

WBENET 5 RETRENEGWO—T7, MOBEBEE L OB TERWRENRH 2,
DLQIIZ Pz & AR K % AETE~ 0D 58RI % ) 2% FA R C 10 3 H OB R 6 > D FALRE (D
FEIR - G, QB ETEE)., QL vy —, @F - 1. OAMBR, ©RK) » ok
b, ENENDO FAREEHRAERA (130 1) ZRODHZENTE, ZAaT7OEmWnE s,
QOL D g B4,

ZAO Rl R EITEAMICH AR TH L2, EilH S0 e, 4 2 v a—EAR
ARG A b B D, HERNRE O RLHEMDOI ABEIEICKEL 2 DD, W%
B0 BRSBREEED & S OEIZITERN ST 2 AR OMIRZ — U122 2 722 & D38 A
T ABREIIIEETH 5,

QOL i REDBIRIZZ DT EF L ALK EL HEBL EZ 55D ThY | EEAR
BIRARO BN D, 2 CTEEKBANZEBIT D QOL FHliFiEIc DLW TENADZET o 2 %

A LIk z ot LTz,
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(7]

2011 4E 7 H I A2 PubMed (2 TAR STV 5 [ENSGR L& %152, QOL FEffiA =y K
RALUPELTEENTND RCT RBRICOWT, ZOWEKER. KU L., Yo L e
2a—|ZXD, ZET U AOER - BRI D bRl L7z,

PubMed 58 Z&fF

lrandomized controlled trial | |2 C RCT & Z filiti#% . TQOLJ & AND f#5%, % (Z Publication

type [clinical trial] ZHifith L, H-> [Review| ZBRSN L7, ST, AIEBHFIRSEH O FHEE

T TOR) R ZATV, QOL #HAli A AT - 72 AESKRANBI T2 RCT & 2 fhH L7z,

[EINFR SISOV CIE IS i FRR. B ARPEE ¥4 (EBM ##3IZEBS) 23MER L 72 [

FIEET LT L ALFR— b BT 2o Tm T v A FAE LT,

[t 2]
1. T EF 2D

QOL i & fa] & 22 FEHE L TV % RCT 45 & LT PubMed 7> 5 1,789 &5 HhH L. 4 RCT
D 0.6%ThHhDZ &am Lz, BIZAERBAN OV TG L TO D& 2 L7z A,
ARt 40 & QOL FFAfiZ& %k L TV 54 RCT 3D 2.2% (40 1/1,789) &, Z< P M T
D L& LT (Table 13), £72. 40 D 5 5 39 {:1% 2000 LA O #H L Td o 7= (Figure
2-a), [EEHRMTET VA LAR— b 271503360 7 21 1 (5.8%) ¢ QOL il % it
L7=EN® RCT GBI S, 21 R 17 R 2000 LA OHRE & EPRAAEIZ 2000
LR O NN BEZE Tdh > 7= (Figure 2-b).,

728, A C/R L7z RCT @i & [Afk, PubMed 7> HilfiH L7 40 #E 31 &, PEND

DEWEBREE 7z DT,

2. T BT AOEREEMS
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PubMed THiH 472 QOL #Fli 2 %/ L T\ 2 RCT IZBI L T, fEH & TVv% QOL #F
fifi JUBE 13 Table 12 Tom U7 ASHEME » 22 9 PEDBGE S #U72 2R REE D SF-36 0P AR FFFAI R
ERFEIZHWLR TV,

MEHERTET S ALR— ] 7 CTRESNZEN RCT 250 ThH, R RE L
LTIH SN TWD SF-36 <0, FREFFHEAYRES, (SN - UM REES TS QOL
AR EEAME ] STz — T, M98 H H23BA% L7z QOL FHliREE & & En Tz,

EEHRRT E T o A LR — ] T QOL #¥ifi & 32 L T\ % RCT 21 fhED 5 B 74F
A —FENLORETHY, TOFEELNBECHIE L QOL 77— hAKEREZHEM LT
BY, EOEEME - ZFYMEICET2ABERNZ LN NG, ZET R LUV ORRGE

BREECH -1,

Table 13  No. of publications of RCTs including QOL assessment

No. of publications (%)

Total No. of RCTs 317,999 (100%)
Total No. of RCTs including QOL assessment 1,789 (0.6%)
Total No. of RCTs in herbal medicine 1,279  (0.4%)
Total No. of RCTs including QOL assessment 40 (0.01%)

in herbal medicine

Data shows the total number of publications related RCTs, and RCTs in herbal medicine including QOL
assessment, data available as of July 2011 was obtained by PubMed.
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(a) No. of publications of RCTs including QOL assessment in PubMed
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No. of publications
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(b) No. of publications of RCTs including QOL assessment in Evidence Reports of Kampo

Treatment
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Figure 2 No. of publications of RCTs including QOL assessment in herbal medicine

(a) shows the total number of publications of RCTs including QOL assessment in PubMed.

(b) shows the total number of publications of RCTs including QOL assessment. Data available as of July 2011 was
obtained by PubMed(a) and Evidence Reports of Kampo Treatment”?’ (b).
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FIE BEERO/NMNE

BT AT 4 = a VT A EARBROBAERRI S BRIEST 7Y A MIKE
TYTHIE TS RSN TV Z L3RI, —~HTEEMDY T A hoA v
H—F oy MCEDBEARBITKE, ’T7 VT EENTNRG ., BARRE & X TRERE K
HMEr o T, IEFARIIERELTVWDLA U F—Fy R THDLIR, BEELLT TV A RO
AL T, Zealtxa ) 7 4 OEFEARARERN/WIEDITR-TNDHEEZ LI
Do LinLanb, EEORy FULEBET L L. SEROLERTFDICTFRINDLBD
ThHY, EEEZHLOIVERDDL EEZ D,

ARk - BRI OB ORI, KETIE 7D A v MPORERMIILETH L), TET
T MeROMERANERTH D] ERHEL TV AHAAMEL Y m< . BROMm D 23R
bz, EELORWERSLHRFEICEL T, WIHOE TS I L~ K&
IR TEBEIIRRD SR o To— 05T, BRI D DG HRA~D 2 T T A T v A TEBEDFE
BRIz D, KEIET VT KEE AN TULER~OEEEN V., 5D VIR ERS
XS DAL T 2T A E THRUME R SR S ATz,

YA TAT 4 r—va B LT, EICL > THEARBRSERISENDRDH Y, FEOE
PRI - BIEEIC L 2RENRB 0D, FRT, AFRRA - 3RS E 2 O PR )
FEEFELULTHWD DD, R 7 T4 7 P ACHEFEREVAR OGN Z &6, #
FHRTET CARRNEEIC, EEREALIEEMHE CHENC X SRR ENT
Wb UR7BREREND,

BT BT U ADOERIIN A, EBEROBGZ BV CRITERRCEZMEIC BT 28 72 1
AR DT RN EEZOARLZZMY IR — DO BARIC R D LB b D, AfERITER
B 7Y AV b ABHEEO A % OB IEMEHICET 2B BT U A OBUR, IR,
AREIEE ] EOIRENCK LT, s T RERERBRTHHDLEZ D,

BT &2 AR - RBEROB AT BT o ZOBRETE T D720, Ml - RBER
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IZHB W CHEREEIZH O A 2 6 RICBIRRE 21T o 7o, T ORR, AFKEGHNIZR
% RCT FERas B 2. MEFF TITHRFIT 2000 FELAREIZ RCT I K 2= B 7 AL 3 HEA T
EleZ xR LI, 20O RCT ERHEMOE ZITIT, RERWREDEELE Y & EREMS
(Botanical drug) & L CaB Al 9~ 2@ & 2 KETIEL TV AR EE L TV 5 afReEtEn s
2 HhDd, KEOAKBPFEICET2HM L, 2 E ClIHE— TR WE % B3 oGm &
LTHEL TELN TV, Loy LA - ROFEROFERIZ W, KENEZ & 2 KO
KB EENDZMGROEEILEM TH - T, AL LEMENFER I LT, KGR
ATRE & 5 7 8H A 2000 AT HHT L ¥ BEICKE O A BRI AGR ST D (FDA O A
A X2 A1 2000 4RI Draft & L CABH, 2004 4R35 & 7e o 72) , ASEBANZBI95 RCT
IOV T, 2005 LU IS EEIME R O3 235880 S 7225, EBM Bl OHEREIZ AV RCT
ICHIFE SN D E D@ VR T VA N L FEICER SNhD Tz 2 28T, HikHR
Moot DB HND, ZEERBEBITEED 10%0 5 20%FEE L /D72 nn, <1 nr
v M HBORBREMMA Lo 7o EHERI S AL, E728 - BR - AMEFRTZ DI, B REER
T T RRABEBNETH DL Z BB L WL AREMENRE Z b, AERAICKIT L=
BT U ZADORLEINTRD LD DD, 22 RCT O 04%FEE & Z< OTF N TREITE
72\, F7o. RCT fSCHE SBI30eEED 43.0% T, B EEAHERECTH L Z & nn . HEE
FZR R Z Ly, HAREPN T 2000 4R LLRT > S FEMREY 72 RCT E 3 TH T D 03,
REFH HAGEIZ X D85 T, DKL PubMed 12 X BN T& 3, RELLEIZELL
EERR 2 A AMEDZ L& SO 22/, HI7Rm Tl 2000 4 LARRITREBR T Y 1
B Om_ERGRD BT, AFBFNIE 2 OFEIZIS U TUE SN MEEOIREIRREZA L
TEY ., [[—J708BE ORI ANFVULIREE L S D0, D722 EGIHCCRRGEE FTHE
IRT WA B AL, — ANDBE CTHEAE A% 2 T 2 BRoWmE b0 O e
BOLTRNRENT VD, L LadBIEFBRRRLEBEE ROMY . At EIE4 4k

B, RNEOIREHET S RO s RCT b < @il S i, Hx ORUED
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D ZEMMBMER o, FRITIEFIEIIRE, AOMERMEE ., RBREICHRE SN DN
XHLOTHHTMBILL EXLE L RO HD HDOTIERWN, 1 R EH7-0 100 B2 EOFER
B HARENTIL 26.7%. S0BILLETY 51.5% & JEAEB OV S BFHE TH -T2,

AAROBREFIEFEESENERTH Y, BEHRAI O H 2 EIZEE ST TV 72DIZ
X, EBRICERE SN E LT T U RAZFEHI L TS 2 ENEETH D, RCT
FhifRER S £7207m <0 A my NAMORBREMP L o7c b O LHER S D03, FFRIZ
ANMED TRME S VTt GBI B L TIERA 2 O R GERBR i 23 B S v 5, 7
HOMEDREE, AE, BRI P bHIREREE - TR, REFHGIZTKETE
DAEERHE SN TE Y8, BHFRAIOEN~DOE 22 5 R BA~FT T, ERSA 2]
EDH 2T v A HARDEMICHIRFT 5,

TETVADBEDRE SN RCT B bENLTWD Z LIFEMOFEIELER, 20— J5 Tt
RPEVEEFOER GO EBM TR I 5 RCT 7215 T, ARERAICHA - RBRER
DB TIETZET CABEIRAND 5 2 L bam S b T\ 5, ARRANREE &
FAAE - RAFER CTILEBM BEROBRAEM OB T R Mr—2 ) LW IO EEAFRRE L T
726 2000 ED I 2 A CTOEBRESE. T HAREN T b AE G MG R AT 8 1R
KRBTl D Z LR TERW, MTHOMKNICERDOH LT ET AR GoN5 2 L
LHETERNEHERSNTNDE Y, [R2 Mr—2] off&ix, WnEEW, 50

BOFERDG O NTIEF O 2 35 MICFEEk L, BORBRNAE LB O T, DIRICHE
LIEAREED H 2 R TOEREMERBWIIHRTT 22 bz b7 v A2 RNWEZ 5 L
THLDOTHD N, Ak, A OFIER VLML FITRIET 572012, 5 < F#RE
AzY ., RCT FEffi, KONZ M —ZOERMEZITV, WHERTEEFSHEN DT BT A
ML~ T - B LTV 2 EBEIfF SN D,

HIZF % 13 QOL DRI & A 21T o 7o, AEFKELA 2 v 72 RCT T QOL FH F2 i

BIIZ< T LRoN T, M Sz QOL il R EIZIIAFEH B H25BF L, (B
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PE « ZUPEDRRRED B By TRWRE S & E TUe, QOL R DZIREFIZITIRD 10
I H % ¥E T 5 Z &7 Medical Outcomes Trust’', 77 E& ® Ik VIEBEN TS, 1) AIE
REOH&EETVOAE, 2) HEFOAMORE, 3) FEME. FHEORIEOHE, 4)
HUMERGEO A, 5) FE(LOFE, 6) WERKEOm S, 7) WEHRPHNREIZET —Z o1
W2 LTS, 8) RUstEDmE, 9) FRROXRI P AEH (K 3bfi) THEINT
WD 10) B DT RIEIR O 7260 D IARET — 2 D e FJE

T D OEMENEE ST 7 QOL #Hli REE 458 INT 2 Z & 2 QOL i = &7 >
Az EE&E 5 ECEEREN, AERF OS5 T QOL FHMliO = BT v Ay L IEE 28
W, ZOEFE LT, QOL Ml DA HMED M S N+ GBI STV RN LR, X5 &
TLEHEEIEY) L QOL AR EDRROHE L S b — KL R> TWDHAREME S B X B D,
EIEICH VT QOL B ITEBINAThNL TR WLk E B BT 5 L, 47%D QOL I
TLHEDOFFE., QOL Bia D EA NI S D, £72 QOL A FFIC HAET 7 TH
RFEZ e RE 72K E LT, QOL affi 3 A E 722 3 I KRB AR SEBIRELR 235K D B
2L THD, LU BKEE EATHRT 7 CRIUE 7 E 5 i 7 13— i 5% C 1

B %< SHREFRRRALEL 25 ZEBRFREEALN S, QOL FHiliIE D

H

AGBHFEICB W THEEMENE L TR Y | 4% OZ s LR BRSO SRS W &

k=]

N,

Vb, AWHETIET —F —A A FEREORMZED DA EREEDTZDIZ, BT A
TAT—YayOWENREETHL 2 EN6ZDOBREFE L, BERIESLH 7Y A b
DERFITFLS, BV T AT 47— a VOERBRPEALTHD I ERRINTEN, ’HT Y
T CEHRG MRS D ALEACKE & i LR, BHERR T BT U AN E FIT,
TEE 2R A BN LR 2SN TV LBk E U X7 2R LTz, HIZ

— T — A A REFRICIBW CEEREE 2 5 A RRUANSRE ORI BT 26 1 e f

%E’jitT\/Xﬂ\_Ob\TmLﬁ)nm@Eﬂé%) ﬂ%f\_é Lb\fﬁ"{k%% rOZ? Lflo
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85 _F A IRBUKI| 0 KW AR R R T T VIS

B E I AEREANORARTAMOBRZME L, =7 o AT CREZEE L
7o EBM OHEZICENTTET A LIFFRERRICESWIZMAEZR LTS, Fox i
DL S KRB B R BRI SR ~E RIS HF 595 Z L IIRNEETH 508, F5o
B in vivo, in vitro T — % IS EIKNZ RS D EEEBE TA Rk A BRI LT
WS ZEFEETHD EEZ D,

KIRDEE Y 0 D 72 D A SRBAN 56k R & UT=a i 7 /0 Clk, 3@H O 0 3K PR %
RF DRI GRIN T o 2 KIEMEDEm WY (5y) &2 —5 > MI LT, in vivo DHEZ% in
vitro ~FMENFIREZRRIN - REHFHHET AR AMTH 2,

TR, la, 25-(OH)-Dy ZiRINT % Z &1 & - T, Caco-2 Hifld> CYP3A4 IEMENFHE S L
D2 EDNHE SN T, FxIL CYP3A4 ~DFEE LS mRNA LUV TRATE 52 &%
BRETLC& 72 ARl BNBREZ RS E 5L, BARHET VLTV, Herb-drug
FHEAERA 7 V) — =0 7o E I P BN A 22 8 225l 7 U 2 HRV & LT,

Fox X CYP3A4 Z &388L LT Caco-2 Milllatkz AF L. la, 25-(OH),-D; ZLPE T CYP3A4
JEPERIE DS T & 2/l 2 it N2 K3 57290127 v F OIFBEEHR Z iz,

LU, Figure 3 [IZARGHIET LV OESK %2~

Isolate the
intestine and

<: Rat intestinal rinse fluids
| CYP3A4-induced
\ ;i// Caco-2 cell

CYP3A4 enzyme activity =~ CYP3A4 mRNA expression level

Figure 3  Diagram of in vitro model to evaluate herb-drug interaction
CYP3A4-induced Caco-2 cell monolayers combined with rat intestinal
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AFHBET /MCHW DT VREF L LT, MPHEERLRS & LTHEREDOZ N7 TR
JA RONRAHY > (LUFBG) 3R L7=, BG X = (Sculellariae Radix) O fFHE%5>
ThHY ., EHESLPEO EEARMEH b BIREICER SN TR Y, FIREMFNE, fEx
OIEIVEAN Z N E TICHE ST g %,

INA TV AXEHER D T D KD i < AN TIEWNHIE O Streptococcus J& & E.coli
DB-INra=F—=BIZL0T77)VaronthvA4r (BLF, B) ~R#@f &b 2 &35
HALTVWS ¥, BG KB DAL FHEER % Figure 4 127k L7=, BG IZEMEATH D . A%t
MENTZ | RIS Z ORISR THHR SN TV P, LinLT v MIBG &
IRAESED LM RSS2 ENE, BGIFBNMEICH KT S B-7//vrn=4—EI|Z
LU EPIREEORNT 7Y 3O BIZES L, /ME LR~ S d, £ D1k,
HIFN CH O UDGP-Z V7 n =)L s 7 v A7 =7 —% (UGT) THA %5 T BG (A H

S, MAPICBITT5EE2LRTWD % (Figure 5) .

OH 0
Baicalin (BG) Baicalein (B)

Figure 4 Structure of baicalin and baicalein

In the Intestine Intestinal cells  Portal vein

Baicalin(BG)
u BG
B-glucuronidase ﬂ
Baicalein(B) ’_' BG

Figure5 Pharmacokinetics profile of baicaline
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B NADY)UEARAREICE ST v MNBCYPEREMRR Y V3 BEE~K
E3r -2

I ORI « REBNIIEDENEA AAERICB T D EERK L SNHD, ZNETIZ, 7
v b~ BG #ifeft O£ 51% O/ CYP3A ~DEEIZ SN T OMENLZR STV,
v MINRAL AU (BG) ZHEHKRO®KG LIZEEO, /MG CYP3A BERIETER OVZ X

7 FEHEZ R LT,

(]

1. #¥%
7 i8> Wistar/ST M= >~ & (Japan SLC, Hamamatsu, Japan) . K E 200-250 g (27K (25
# L7 BG5S, 10, 20, 200 mg/kg/day &2 BNV > 712 L 0 5RHIAZ 7 HREE AR 0517 -

oo v bu—ftl LCIMAE kg Y70V RIEOKEZRE LT,

2. NBI 7w — Lo

BGZ7THFE H A 5%, 7 v F»o/MEaft L. 0.1 mM EDTA, 0.5mM¥F 4 %
LA b=/ (DTT). 2mM APMSF& A OHGHEI0I MY S EEKFE D Y 7 AfkfE Al (pH7.5) T
Yeifr L. B 20 BT 5 X O BB U7, /NIBRIIRI0.5 mg/mL kU 7 U ILEAZ &4
T501MYU EEKFE Y 7 LEEA] (pH 7.5) 2L, AT R— kL. 10,000 X gilZ T4C,
204y [ OB L 7=, & D b3 % #1240,000 X gl T4°C. 60 MmO mBE L, /MDD I 7 1
V— LB R U, NBED I 7 a Y — AESEI Y ERKE S U T SREE AN AR L

mEWRE (-80C) L7z,

3. CYP3A i&MEHIE *
CYP3AFERTEMEIZT A P AT o b 6B-KRIET A R A7 v o ~OREHEMEIC THIE
L7z /ME 7 7Y —205mg, 5mMMgCl, 0.1 MU U EBKED U w7 LEE A (pH 7.4) 12
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TARRTRY (AF )=V 200 Tl (REARE0SmL) L, 37C, 577
T LA ¥ 2_X— 3 %, NADPH generating system (2 mM NADP, 10 mM G-6-P, 1 unit
G6PDH) Z#sM L., RUSZBMG SET, 200 A o FaX— g %, 25 mLOT & b=
N U VTS 25 1k S H 72, ROSIERIR % 10,000 g2 T4°C C1557 iz Doy BEtk . & o L3200

uLZHPLCIZHE L, 6B-KEE(LT A N AT m & aHE L,

4. 6B-KEE(LT % k27 1 v fllE

HPLCZ&7E X Shimadzu LC-10AT A H L 7z, WiFHHPLC 7 7 2 DlInertsil ODS-3 column (4.6
mmx150 mm, 5 um particles, GL Sciences Inc., Japan) % H\ 7z, BEIFHIXHEEH]T ml/min T, 7

b=k UL : HO=40 : 60DIEE % A=, BHEEIZUV254 nm%& U7z,
Fi% 32 SOROR EESRAOIEAT Tld. 7 &2 b AT 1 2-0-200 uM DO#iPH Tep-KER{LT 2 b 27 1

VA GREE & Lineweaver-Burk 7 2 » M L, Kmf, Vmaxfiz & L7,

5. CYP3A % 1 %7 &l 548
i L=/ &2 PBS (—) TUE 4. Lysis buffer (150 mM NaCl, 10 mM Tris-HCI pH7.4,
1 mM EDTA, 0.5 mM DTT, 1% Triton X-100, 1%7 % % > = — /L&, protease inhibitor mixture)
ZMZTHRETR— MM, 1,500g TL057 1 O BEZ ATV Al 2 [B1U L 72, & D%, SDS buffer
(62.5 mM Tris-HCI pH6.8, 10%7 V& w—/L, 2% SDS. 0.001 % bromophenol blue, 5%
2-mercaptoethanol) (ZIEfE L., Eib L7-, ¥ /37 B&OEREIZIZBCA protein assay reagent kit
(Sigma-aldrich) % 7=, # > 87 12 pg% 12.5 %D 7 7 VLT I R CSDS-PAGE% AT
S>TH XY G %578 L 7%, PVDF membranelZ#H55. L, 5% skim milk/PBS-T (PBS-T: 8
mM NA,HPO,, 2 mM NaH,PO,, 0.9%NaCl, 0.05% Tween-20) % I\ CTEE TIK 7 1 v
XU E{ToTn, —IRPUKE L THICYP3AFLIA (BD Biosciences) % 100015 AR CHY, =

IR CIRF I SUS S 72, PBS-TTHEH#%. —IRHUA (horseradish peroxidase conjugated antibody,
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Santa Cruz Biotechnology) T 1Wffi] Kt & 72, PBS-T T OV % . Western Blot
chemiluminescence reagent (Nacalai Tesque) & i SH, V7T EXH T VA BIZEN L
T L7z, b v FoE®RIZEGEN 7' v 7°F 2 (Scion Image) (ZXEVIT-o72,

BB, u—F s arha—nE LTB-T 7 F i,

[ 2R]

Z v MZBG % 5, 10, 20, 200 mg/kg/day, 7 HRHBREOEEG%E, MEI 7 8 —AD
CYP3A #5151 % Lineweaver-Burk 7'= |k L (Figure 6) FEWEIHE /R T A — X ZHH L7z,
FORER . Table 14 IR L72EBY ., KmIZELITED SN2 - 7278, Vmax fHiZ= > b
27— L#f 0.173 £0.006 nmol/min/mg protein (ZxF L C BG 10, 20, 200 mg/kg/day & 5-#% CTZ i
21 0.142 £0.002, 0.107+ 0.01, 0.090 + 0.006 nmol/min/mg protein &, BG 10 mg/kg/day L I
OG5 THE Vmax fEOIK F23580 iz, £72. BG 10 2> 5 20 mg/kg/day F CH &KL
#7582 CYP3A BERIEPED L ENTRD LAz A%, 20 mg/kg/day & 200 mg/kg/day £ 5-FF D Vmax
HOZTFRD bILT, BERIEMEORFINE 2 b,

T v MIHEBRBEEIEEENFRD b7z BG (20 mg/kg/day) % 7 H[FE H#& F#¢
5% JNEBD CYP3A 2 R FBLEIZ DWW T Y = A X 7 1y METHRE Lz, T ORER,
BG 20 mg/kg/day $£5-FE1L = > b — L & ElE U TR 50 %l T 23ERD v, AER S X7
RHBEOMENRD bz (Figure 7).,

ULt 7y b0 BGHEHfE ARG ORI, /NEIZIIT 5 CYP3A BEATEE N O

N BRBANBFICMEFESND Z LBHLMNITR -T2,
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Figure 6 Effects of baicalin on CYP3A enzyme activity of intestinal microsomes after orally
administered to rat.

Rats were treated with BG by gastrogavage for seven days at the dosages of 0-200mg/kg/day. The control
group received the same volume of water per kg body weight. CYP3A activity is measured by 63-OH
testosterone formation. Results are means + SD from triplicate to six experiments.

Table 14 Effects of baicalin on CYP3A activity of intestinal microsomes after orally
administered to rat

Km (uM) Vmax(nmol/min/mg protein)

Control 174.1+ 6.1 0.173 £0.006
BG 5 mg/kg/day 166.0+11.8 0.153+0.015
BG 10 mg/kg/day 178.5+3.8  0.142+0.002 *
BG 20 mg/kg/day 175.1+12.0 0.107+0.01 *
BG 200 mg/kg/day  164.2+8.9  0.090 + 0.006 *

Rats were treated with BG by gastrogavage for seven days at the dosages of 0-200 mg/kg/day. The control
group received the same volume of water per kg body weight. CYP3A activity is measured by 63-OH
testosterone formation. Results are means + SD from triplicate. *p <0.05 compared with control
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(a)

CYP3A

B-actin

Control BG

(b)

120
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20

Control BG

Figure 7 Effects of baicalin on intestinal CYP3A protein expression after orally administered
to rat. Representative western immnoblot

Rats were treated with BG by gastrogavage for seven days at the dosages of 20 mg/kg/day.
Representative western immnoblot for CYP3A(a), and quantitative analysis of CYP3A immunoprotein
(b). The western immunoblot band intensities were normalized with that of B-actin. Results are means
+ SD from six experiments. *p< 0.05 compared with control
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B Ty MBESRRICE 531 B Y REEES DRt
7 v FOBRNEREIZRBT 53100 > (BG) b T A v (B) ~DHIZTHONT

Bt EiT -7,

(k]
1. 7 v MEUEAHROFHER
7 B 5D Wistar/ST #EME ~ ~ (Japan SLC, Hamamatsu, Japan) . A 200-250 g % 7 L' ¥
CVOMBE L%, MRS ETICEH THAOERE AR Lo, B, Ml Lot 2
ENA ZFaM. 2 B, 22N RES. B BES. B N, B ~EIkr L. 4 PBS (—)
2mL T2E (EMES mL T2E) B4 L7z, P4 1,000 rppm T 10 rflizO L7z 1%,

ZOLEiEEZREI L, - 80CTHhRiF LT

2. 7 v MBUEFR~D BG IRINEER

B b A U 7o e 1 mL (2 BG K (10 mg/ml A & /) — VIR =22.4 uM)
10pL ZWMLIZE, 37CTA v FaX—va iz, 60 othk. MNMEEEEL S, BIiZ
23fEED A K ) — V% AFUTROER &5 1k S 721, 10,000 rppm C 10 Z3 0 L CTZ O EIE
Z HPLC (2t L7z, =2 b o — VREICITIGUE AR OO W I PBS (—) 1 mL (2 BG £72i%

Bk (10 mg/ml A & /) — /VIEMERR) 10wl Z I L, [EARIZALEL L 7,

3. BGMKU'B DEHE

HPLC IZ& Y BG KU'B OEREETT -7, HPLC %% Shimadzu LC-10AT ZfE/H L,
ACOSMOIL5C18-AR-11 # 7 A (150 mm x 4.6 mm i.d., Spm) % 40CCEH L7z, BEMHIL
Jitd 1 mL/min C, BG D42 MeOH:H,0:HAc =50:50:1, B O 4y BEIZ 1% 20mM

NaH,PO4-2H,0: MeOH: AcCN =80:15:5 ZfiFH L 7=, M EIZIZ 270 nm &\ 7=,
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[ R1]

7w b BH LIEE T b 5 E TOREA L 0 iR L2 IBediic >\, BG
B B ~OEH R R R LIRSS, + AL T B AR ST, 22 R
TB270uM, ZEHG FHEFT 111 uM, [\ EEC 133 uM, [FIE FETC 152 uM & B FEsIC
7O T B AMREMINNRD b, BETIL218uM &, [ZITREN B~ A I
5HZ L& LTz (Figure 8), 723, BG LKU'B ORI 90%LL ETH -7,

b, 7 v MBYEHEIEO BG 725 B ~ONGEHE ) &t Lok, /MEo 2 Eiticks
WTRHBENEET D Z L 2W SN L, FRIGENL T d 5 /M BT BG X B ~R

HEMSND Z &R LT, £z, TORFREN I FEICAT IZoNTHINYT 5 Z &2
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Intestinal fluids

Figure 8 Metabolism of baicalin to baicalein by intestinal rinse fluid.

The intestinal tract was obtained from the anesthetized rat, and divided into five parts equally as
duodenum, upper and lower jejunum, upper and lower ileum. These segments were rinsed by PBS (-)
twice. The metabolizing capability of each fluids was analyzed when 100 pg (224 uM) of BG was added.
Results are means + SD from triplicate experiments.

48



= la, 25-(OH),-D31Z & 5 CYP3A4 #E Caco-2 MIBED/NA LA VEY AR LN
A B TR

la, 25-(OH),-D3 12 & 5 CYP3A4 #%E Caco-2 MifldizdsiT 5, SA LA > (B) OffifafsE

FHEPES . B OEIREIZ OV TR LT,

0273
1. IR B OB 4 >

b NGRS ok Caco-2 #HHEEE P27.7 1% Dr. Paul B. Watkins OfI4FE (2 L 0 AT L7z, KBk
ZITAECER 24 R0 30 ROMIMEZ VT, HEEES HUXIEE) iR % (FBSICN
Biomedicals) 10%, 25mM Z /L2 —A_ 4mML-Z/v% 2> 0.1 mM FEMLZET 2 /B, 100
units/mL <=3V | 100 unitsymL A F L7 h~A 0 250 M T AKRT Y U E G
DMEM (Nacalai Tesque) # ik CHBL L7z, H5#1X37°C. 5% COyA{ > F 2 X—H —K

TITole, B5x 2, 3 Hmloag# L, MRIT 1 EEIC 1 4 DR TITo 7,

2. 1la, 25-(OH)-Ds 4LE *

Caco-2 fl}id % Transwell® polycarbonate cell culture inserts (24 mm diameter, 0.4 uM pore size,
Costar Corp. Bedford, MA, USA) Z#k =, fMila/fb =7z, /p{bbs#iE 45nM DL-a- =22~
= 1 —/1, 20 %FBS % & T A2 IV 72, 10 B % BIZE 1 0.1 mM sodium selenite,
3 nM zinc sulfate, 5 mM ferrous sulfate &2 T8 250 nM 1o, 25-(OH)2-Ds (Wako Pure Chemical
Industries) Z#M L7z, 37°C. 5% CO, A v F 2 _X—F —NT 3 BEMEELT o7, Hut

2. 3 HEBIIRRH LT,

2. HMIRLE /LA Y — RGN E
Caco-2 il [ O B4 HiHE (transepithelial electrical resistance : TEER) |3 Millicell ERS device
(Millipore, Bedford, MA, USA) IZXVHE L, ¥4 b x> 7 v a R LR ORS
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A EESHENE T 5 400 Q-cm? LA D Caco-2 ffA G (& 2 L A v —) & F2BRI2 it L7-, TEER

(Qecm?) =Resistance (Q) Xinsertarea (cm?)

3. BOHYiAZLE BG MK ™

B % DMSO (ZIAfR L, Scf&IREE2Y 15, 30, 50 uM & 72 5 X 9 12 HBSS buffer (2N L 7=,
lo, 25-(OH),-D; 4L L 7= Caco-2 ffifii% PBS (—) T3 [EIYEV, 37°CIZIR® 7= HBSS buffer
% Transwell® @ apical flllZ 1.5 mL. basal f1iZ 2.6 mL i1z T 37°C. 20 5[ CO, £ > % =
R—K—NTHE L, 0%, BZZEi 15, 30, 50uM %A L7- HBSS buffer 1.5mL
% apical il 2. B #EEH HBSS buffer % basal {112 2.6 mL 1%, 37°C, 90 43 CO, A %
2 _X— X —NTHFE L7c, apical & OF basal [@{fl]2> H5E5H#1% 100 uL [A14X L, HPLC 73 #TiZ ik

L7z, 7235, 100 pL B I <L AN [F & 0> HBSS buffer Z W0 L 72,

it
il

4. BGKO'B D

:

=

ICHEL -,

puns

1

[#R]

B 15, 30, 50 uM % apical llZ#IN#%, Figure 9 \Z/R L7728V, 77V arThb B
VEARIERY, R AR AT apical fllD &N L, basal | OHEANAFE®D 41, apical 7> & basal
fl~& B BBAT SN 7=, apical, basal 3£l BG Bl B OFRMOIEEIZ )i 59, &R
e[ fg CRIFREE MR Sz, BG 28 apical 2 SIS 2 2 & D BAREECE 72133564
PEH N T VAR =5 —D P-gp DG B 2 bl

Lk, B ® la, 25-(OH),-D; 12 & % CYP3A4 753 Caco-2 Ml ~DUSERI L, B DAl
R e G bivle, F7o, BRI, BG B Sz Linn, AR W T

B 725 BG ~DEMMMTOND Z EMHEGETE, AL UGT It F 95 Z L RS h
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Figure 9 Baicalein uptake and baicalin formation on the modified Caco-2 cell monolayers.
CYP3A4 induced Caco-2 cell monolayers were used to evaluate B uptake and BG formation. B (15, 30,
50 uM) was applied to the apical compartment and incubated for 90 min. Then Samples were obtained
from both compartments for analysis of B and BG at a certain time. (a) shows the apical compartment,
(b) shows the basal compartment. [1: Amount of B in B 50 uM, A: Amount of B in B 30 uM, O:
Amount of B in B 15 uM, A: Amount of BG in B 50 uM, HM: Amount of BG in B 30 uM, @: :
Amount of BG in B 15 uM. Results are means + SD from triplicate experiments.
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5 DU AR FBURIN - R HEIERFMT T MTE SN AL B ) O/ CYP BERTEM:
KO P-gp IZRIETE

la, 25-(OH),-D3 12 & 5 CYP3A4 #%3E Caco-2 Ml IHPNEREE 2 KB L BG fREftE 2 A7
%7 v NEREREMZ D Z & TRA U Y (BG) IZXL D CYP3A4 KON P-gp ~DEED in

vitro TOREIMEZ R L7,

[F#]
L 7y MBTEROFHR

ATEICHE L D,

2. Rk R OEEESE 5

HITEICHEL %,

3. la, 25-(OH),-D; 4L{&

AIHIICHE L 5,

4. HfRE 2 LA RO E >

HITEICHEL %,

5. Rhodominel23 HfH 52k *

P-gp ~D %3 Rhodomine123 @ basal fll7> & apical l~OHEHNIZ I 0 5Ff L 72,

BG., B50uM, K UBG 50 uM®D TR & OSORE (GTEERaT L ERE © BG-IF) % la.,
25-(OH),-D31Z K 5 CYP3 A4 E Caco- 2/l iZ I L, 721, 37°CTCO; A v F a—H —
NCH:# L7z, Z D%, Rhodominel23 (5uM) % % TpHBSS buffer 2.6 mL % basalfillifsN L

HBSS buffer 1.5 mLZapicalliZisN L7z, £ D% 37CITTCO, A & F 2 _X—Z —NTH;
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# L., 1577, 3057, 6043, 904314, apicallll OEFHLZ £ 41450 pLEL L, a6 5 L)
(PerkinElmer LS50B luminescence spectrophotometer) (Z J ¥ Rhodominel23 D & &% 1T > 7,

Exitation{$£485 nm, emission/%530 nmiZ X VW {T->7~,

6. CYP3A4 FEiHMERE >

CYPIA4EMEIZ =7 = VUL =7 = VB ~OREHEMEIC THIZE L7z, BG, B
K OBGD MR ATALERE (BG-IF) Z4LZ4L 50 uM% 1a, 25-(OH),-D;1Z & 5 CYP3 A4
Caco-2fMIEIC N L, 728, 37°CIZTCO, A > F 2 _X—X —NTH;ZE L=, T D%, apical
fZ=7 =Y 2200 uMZTIN L3T7°C, 4R[S 1% | basalfll O15H1%2.6 mLEL L, —80°C

THAERTGT LT,

7. Bib=7 = nE

W=7 =& OMEIZIE, HPLCH#E & L TShimadzu LC-10ATZ M L7, i4A
HPLC# 7 A @DlInertsil ODS-3 column (4.6 mmx150 mm, 5 um particles, GL Sciences Inc., Japan)

AW, BEFEIEFE] m/minT, A%/ —/L : H,0= 55 : 45ORK 2 AW i-, BHEE

IZUV254 nm% 7z,

8. CYP3A4 mRNA ;& *
CYP3A4 ® mRNA & Real-time PCRIZ & ¥ & & L 72, il 2 PBS (-) THEH L 72# . TRIZOL
(QIAGEN) % W\ T, H{EICHE> THilmA> 5 total  RNA ZfliHH L72, RNA 7>5 cDNA ~
DR T GE, 1 ug D RNA 288 L L, oligo (dT) prime % AV 7=, Real-time PCR (Z
I SYBR GREEN I dye (Invitrogen) % 50,000 {5IZA R L THW e, AW 7T A ~—Z2KITR

Uiz 2y hr—d LTHEB-T 27 Fr & M-,
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CYP3A4
Forward primer sequence : 5’-ACTGAGTCCCACAAAGCTCTGTC-3’
Reverse primer sequence : 5’-AACTGCATCAATTTCCTCCTGC-3’

B-actin
Forward primer sequence : 5’- GGTCATCACCATTGGCAATGA-3’
Reverse primer sequence : 5’- GTAGTTTCGTGGATGCCACAGG-3’

HR B SOR 2 VT, s F12x9 % PCR 247V (33 : Platinum ® PCR SuperMix,

Invitrogen) . 8|2 PCR PE# DAERLIZ 1T QIAGEN  MinElute PCR  Purification kit & fv 7z,

[#R]
lo, 25-(OH),-D; 12 & % CYP3A4 #53 Caco-2 AMEIZ BG, B KUY BG D MG Al AL E
(BG-IF) Z4LE4 50 uM HhN1% D CYP3A4 BEHETE M, mRNA LY P-gp ~DEZ G L
77

Z DOt BG &G XLV CYP3A4 BERISIEIC IR O bR > 1253 B KU BG-IF
B HRETIIENEIL 54 %, 44 %OIEHIK F2358® Hiv, CYP3A4 BERTEMEICA B A2 BHEH
R bz (Figurel0),

F72. BG 50 uM #5121 D CYP3A4 mRNA FELEIZEEITRO bR h o722, B &
Y, BG-IF 50 uM 58 Tl 22 34%, 43%DFEHELTRRD b, AEREENR
W oAz (Figure 1),

Apical {fil~ Rhodomine123 #EH & (X BG, B &2 () BG-IF 50 uM &% 5O W DEHETH 30
Sy LI IR BEIN AR L=y, 3 R —LRE L OFENED BT, P-gp ~DEEIL

B BT (Figure 12),
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Figure 10 Effect of baicalin treated with intestinal rinse fluid on CYP3A4 activity in
CYP3A4-induced Caco-2 cells

B, BG or the intestinal rinse fluid treated with BG (BG-IF) 50 uM for 60 min were applied to the apical
compartment of CYP3A4-induced Caco-2 cells. Nifedipine (200 pM) was added to the apical
comportment and incubated for 72 hr. CYP3A4 enzyme activity is measured by Oxidized nifedipine
formation. Results are means + SD from triplicate experiments.

*p< 0.05 compared with control
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Figure 11  Effect of baicalin treated with intestinal rinse fluid on CYP3A4 mRNA expression
in CYP3A4-induced Caco-2 cells

B, BG or the intestinal rinse fluid treated with BG(BG-IF) 50 uM for 60 min were applied to the apical
compartment of CYP3A4-induced Caco-2 cells. Nifedipine (200 uM) was added to the apical
compartment and incubated for 72 hr. Total mRNA was prepared for real-time RT-PCR. The CYP3A4
mRNA levels were normalized relative to the f-actin mRNA level in each sample. Results are means +
SD from triplicate experiments.

*p< 0.05 compared with control
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Figure 12 Effect of baicalin treated with intestinal rinse fluid on P-gp activity in
CYP3A4-induced Caco-2 cell

B, BG or the intestinal rinse fluid treated with BG(BG-IF) for 60 min were applied to the apical
compartment of CYP3A4-induced Caco-2 cells. Rhodamine 123(5 uM) was added to the basal
compartment and incubated for 72 hr. P-gp activity is measured by rhodamine 123 and efflux. Results are
means £ SD from triplicate experiments.
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BHE  BERUNME

AETE BB OHIICR B O BRI B BEOZHIOH 2 270 < S D BB DN
L. ZESREUHI & PR & O PRI 2SEI L T g O, 72 EREEICE O TAT SR
5 EFAAESEBAN 2T TR VESOREFE Y — A bREFERMEICH AEKBANTEH S
TWa, LLAaRG, BIERNMEE 2o/ NERT TRty bV a—r XU — | 2%,
— BB % R T AR FREA & PEVESE O AAEICE L TIEH 0 23R S Tunzeny, A SRS
TR 2R e S, EEGIZTICEE ST, RS, e BPURHE R
LTWDZ et HEEEDIFHBEIEOMRAEDEIT I EHZ 2L, EWRICIZRL
TWo, ZOTOMABEERICESAWERRAEZ KRS ZENEETHY, 27 U —
=2 T RAHE T VORISRV R T D, £l —. HEERIZL2BERANERLS
nica . REHOFELSEAORAMIMEOERAZER L. M AEEHBEAERT OFRFH
RN B FHIE 7 /WTEN TE 5, AFRRFIIEMELRTEYIIEL RTZ LD, HHPD
Y27 Z2BELTUHRAD ZENY AT RV A L FOBENOEHETH S,

FEAERICBET 25Fli%R & L TIE I E THEBREM Z A2 in vivo DRIZINZ., in vitro
DFELTEW - b MHBEHRI 72 Y —A0t b CYP BECRMINE 2 W7o 5= EE 0 H
HEENTND S, ARRANIEA LGN OIY | EA RO BIR TR BN ER SR AR
MIZIFES 20 ARetED & < . AHEAEH OFHlIZ DWW TRE R RFHME A LI TH 5 Z & 7
O, BMEROF S ERALZHEL, BIIIS UM Z WD Z ENEETH L,

/NGO - AR OFHAGE 7 /v & LTI 415 Caco-2 Al 1T CYP3A4 FEZRTEME L ~L
DML L TEME LU TOFHMBA N T - 72728, VT4, la, 25-(OH),-D; 245 Z &1 &
57T, Caco-2 MO CYP3A4 IEMENFHE SN D Z ENWME SN TVD 7, L, EHIW
VAR &40 2 A 3EBUH) TR @ L CREIM CYP3A4 [EMEZ A9 % Caco-2 M3 LB TH D |
Triddie &b 72 Biff, CYP3A4 IEMEARFF T 5 R 2 BA% LT & 7= >, Herb-drug A

EHA 7 V== ZR(ERR A O T2 B2 L5HEE T AVBIRICE T L, BhNREE
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Bk S F 7= 8 70 3T 7 AR AR A D 2 & L LT,

BN DOET L E LT, ZHE CTICA LRI Z AV 2 RahiddThh T & 2 n%7,
MiG7 N7 I FEx2 Mz, pHE AR EEST TRE L7 NTRZREER CThH D | HHER N
AR R DOBER I LD PRS2 T 2 L— M5 Z LIFREETH > 7=,

5 PR R 38 (/s B30 TR RS D 72 AP RUMEMTER b & £ 5 25, 1 FENCAT <o
THEMEEBREEC 22 D 72D fRIEFRGIERE 23 5, WECH R 2, IHPIAEE & | X Bl E
AOWHE, FERNOHERI, 7y et MICHENMEORENFET 5 L 5T
272 b N OMME) DI L3 T, v DRI OB PNE#E ORE R & in vitro T
THZERARTHSD ZEBRHESNTWE R =F AEAIOBGIET v MIBW T+
PR B B CBGAB~AM S D 2 E W SN TND Z &0 B /NGO #
MRS HUENH D LB XTI, £l NOBNMERZEA T 2/ AFITREEC
HY. BRMEEIE EOAEFREICL > TRESEELZITTLE) 2 b, KEL
Tk e N INEECH 5, ffHER A Y U — = 7R TP AR # 4 S S 51213,
—EDAETEREE FCTHRET 5 2 & T, AEREIC XL 2BNME#EORE EMZE (Ek2) %
MA D ENTE, BE LA D TR ET NV EZHNL ZEBRYTHDL EE
Zlze T ZT.BGDT v M SOy DREIRE NI R E 72BN Z ERMESN TN D
ZEMNDS FxldT v b OBRTEEE A V. 1o, 25-(OH),-DsiZ X % CYP3 A4 E Caco-2l
NI IBNERBEZ Sk S 5 2 & 51 LTz, ARHEE 7 /W W IGEEiE 7 v Mai
MR OMHR S~ 7 n 7 7=V 2 G A L, /Mahr b BN £ TORNERE 2 /I
KL THY, ANLIBK CIEHR LA 2 WERRREEZXKMRT 550 TH S,

FPHxIT, Ty FEHOTERICET 2BGOCYPIA~DFEEZ Fimt L7- k55, H A X
512 L0 | 10 mg/kg/daybh EO 5 TCYPIARERTHIER V% v 87 BRELSHES NS
HIR AR5z, ZHE T, BGITRE FE H R G2 K 2 CYP3A~ DB 2 finat L 72 #i 1

72 AEFE A IO Te NERAEEM (BG 52510 mg/kg/day) TBGIZ X Din vivo TO
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CYPIADPHEFEESND Z L AW BN LT,

JENEREETO BG DRHAZFRD72D, 7 FOFH EHALEHE TR L, AL
DIGUEARIZ £ 5 BG ORERE I it L7z, BG 726 B ~DOEMMPRBD NI Z Lnb,
W BTEEE IIIENAMFE Bk D - n=F—ERGHaL TS EEZLND, 2
NETBGIET v MIBWTH F5lE bR TBG B ~NEBEND Z LA HRESNT
W BT RS O REERCARHRE ) D LT ST i d o 1o, SRR & 122
5 BG1E B~ s, B FEBIICAT ISV BN m < b 2L 2P LT,

B KB E BRI NG D BRI S AL A3 FEEREN) O i N TKEETED BG
PR S5 2 e BGIZIERMEIC &> TREFSIVTAER LT 7Y 220 B 23ilia
NELD A E N, BG ~BAMS N CTIRICAS EEXHNTWD % 22T, &GF
e T MWD 1a, 25-(OH),-D3 12 £ % CYP3A4 #%53E Caco-2 Mifl@lZ 31T 5. B OfifafkE
WP, B OBEEIC DWW TRRET L 7GR, B OMIRuEE D R S 72, £72 B @ apical
PA~OEHIZEY | FbEARO BG N E N7z LD, 20 Caco-2 MEIZIX UGT 1G24
HENTWD Z ERHERTE =, 2, BG 2" apical il T S =23, BRI L 7= Caco-2
MR O BEHEHUE (TEER) 1% 400 Q + em® LA BT, MO & A b P v 7 o 2 VBRI RFS
SINTNDHZ Enn, MFERICEZ 2T TIEZe <, MRaEA I U7 BRI ECE 72 1338
P F 7 v AR =2 —DRENRB 2 b,

P-gp 1T b T o AR —4%—0D ABC 7 LV AR—=Z—D—2>TH V. /NG LM

IZZ < FEBLLTE Y CYP3A4 & B RMEDIEFITHEL L TV D Z il hTnd
T, HIZ, AFIESS/ NG T CYP3A4 & P-gp WA AN AR L Tt 1 AEAI OB ER i~ D RAT % il
PRLTWADZEREHBNTWD 77, 20D CYP3A4 & P-gp DWFHIEMIC X % iy Jorlir o
Lo TCYP3A4 & P-gp OIEHANTR OB HIZ LD FIEHEED RN RKE S, N FT A
TEVT 4 —PMENZ ERREINTEY 8 CYP3A4 & P-gp DIECIER L OOFHIX

WM BN 275514 2 ATREMEDS RIR ST D,
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% Z T, la, 25-(OH),-D3 1T £ % CYP3A4 #5385 Caco-2 Ml ~T » N AGUEEHK 2N 2 T2/ M

DO « R T /L& VT, CYP3A4 ~DEEITHNZ, P-gp ~DEEBIZHONTHIR
EIT>72, BG, B K UMBYEFRATALEE L7= BG (BG-IF), ZH 2450 uM #5412k
P-gp DREITRD LR -T2 2 LD D, RIRD BG 23K Caco-2 M d apical il TR S
NI FRITHAMILENC K D TREER s e B2 BTz,

CYP3A4 ~DZ 2D TiE, BG 50 uM 5Tl CYP3A4 {EVEIZFED GO Hiv7e s
S72H DD, B LTUBG-IF 50 uM #5127 L 0 BiZE 72 CYP3A4 {EMEDHENRO bhviz, T
b, 7y ho~? BGE AR ARG TRD b7z CYP3A [H % in vitro ORHRIZ LY 7
BRI DHZENTE, ZOZENDL, 7y b~dD BGHHRKNEE TRO L7z CYP3A FH
1L BG TlEZe <, BG M OIBNMIEIZ L » TR SN TAERR L7 BIZERT 5 LE2 b
7z, HIZ CYP3A4 mRNA RBLEOIHE R ENRD S, CYP3A4 ~DEE) mRNA JEEL
LAVINBETTWD ZEZH NI L, NA B ) AR 2B v 7 7 A )VEH O
—Bh &R DR 2R,

VLE, RFHMEET VI, 7> MBREHRE WD Z L2 XV | invivo DFEL % invitro T
BRTLZENTE, BANREOHB AR LE LT, AREE T /VITASERAN 1T 253
ERe A EAEH OFHIICA HTH Y | L0 JRHEIFH O N A SERA 2 %P 50 U 7o BRERH

FENFREIZRD LHE R D,
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AWFFETIL, AR OFFIRFAGIZ 31T 2BURORBERAZFE L, EPOBLEANL, £
DOFEBEAFEIRA~FNT TORA L LT, S BAF GO 72 O 8 72 510 % 2 i, &
NxIEHT 22 LI XY LT O A G,

1. BAVTRAT 4 r—2a COBMRERER - ERFHEI VAL, BT AT 47

—a VOEENMEATND G, Aok 7 ) A 2 MK 28 OR 0 e, =
A BN T D RLEDP R SHL, A %HAEET 2 L ClERE Iz B3 2 ki o )
ERFETHLEER LT,

2. EFEHACBT LR FHNTET CADBUREE L, BAMCBIT 2T v A

DOERENRAERBOONDL L, REZET VARARH S THDLZ EE2R LT,
3. la, 25-(OH),-D;IZ & 5 CYP3A4#%5E Caco-2HIIEIC 7 ~ MBTEEKZINA 5 Z 212k,

A SRTUHNZ D\ Tin vivo TR HILIZCYPIALE Zin vitro CHELT 5 Z LN TE 5

Y HAR R R T T L ABET 5 2 LN TE -, BT, ZOFHMBEET ML Y

BGOMMBBNRE T 11 7 7 A LD —ER % B BT Lz,

LI b, KBFGETIE, VT AT 4 r—3 g BT 2 ERHE. BROERFEE ORI,
Flo, AFEEFNERIC BT DK OBR 2B v 7 o ARHERRICEIVREL, [7
— T —AA FERK] ~ATTOEBOREEL R LT, BALT AT 45— a v OFEKIC
WIEMEICBE T 2 om L =7 U AMEN TSN D, £2, RFEOBANLTE
T U AREA~ERT 2720, IBNBREEIC X 2 8 A B8 L 7= A A o0 Sk B R
RETNVEMGEL, in vivo DFER % in vitro THBLT 2 Z LTI LTc, RET/VIZGNE
B ML TR | SRR 2 & ok 0 55 O f#i 872 Herb-drug MEAEH A7 U —=2 7",

(AR F A O—BY L 72 0 | A% INFEPH 708 1 AR SB 2 5 BT L T BRERIUFH AL IS
K D HRRBL A~ ERIE T I CTE 2,
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ARWFTER DBAT, "R OARGGLOIERRICH T2 0 | BIGHEZRE) 2 5 ZHREEZ Y L7z, K
PR Ste & AN TR A AR GBI IE R . e, RIRORZEBER AT TR (SR 20 B HE

Bz @l w RAECODIVEEILE L BT ET,

AWFFE R DEAT, K OARGRX OIS H T2V | #AGTE < R, EEmeIEE £ Lz,

B 20 RPFAE IR A IR w5 — Jod. 68 B Mz LES

BNT AT 4 r—va VT D EMIAE I B . T v — MR, AT
FHENCAE 2 OEBIS 2#THX £ Lo, KEV T AT I3+ K% #d%  Stephen W Schaffer /¢
AL RIEANA AR AN AV A 2 R HdR )INE et SeAES T LE T,

Flo. T — FERA~OW ) 2 TRGETEE . BEEIEIC ZHAWeiiE £ L, KE
By b a U ARY: HdE  Lau-Cam CA e, WIE JESHEEIRY #d%  Feng Qiu JEA4E,
WEE KESD b U v 7 K% #4%  Byung-Sun Min %6/, [ U< w[E B K HF

KiHwan Bae A IZIE < W= L9,
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