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2. 22 (ROJBEICFERSLBVTLE) JVTFZY
AR ORI UBEREOBHERED 3 2 B P7IVA| 260 30~59 | 15~29 | 5~14
(mL/min)
3. 8K - R 1H#%5 5 - - ~ ~
31 @ (mg/B1) | 6002400/ 400~1000 | 200~500 | 100~200
W7E% FNRY Ty 75% # | 1[8200mg | 1[8200mg | 1[E200mg | 1[E8200mg
AR ImLf #/NR_>F>50mg H| 1H3E | 1H2E | 1H1E | 1H1E
R WYLV F2U - BE 1[E400mg | 1[E300mg | 1[E300mg 1[E1300mg
2H 1M
3.2 BIEIDMR 1H3[E 1H2[E 1H1[E (7175
fR7E 4 HINRY vy 75% e | =~ 77’\) ;’
" N, ! e R
B IcB v M~ MEEEHOWR FEEHT S & | 1[m600mg | 1[@400mg | 1[E400mg IRV EE
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4. FhEERIFFHFR "ER &9 5) Y
DA TANARTTRBHRIBOSNBLTADABEDR | [ T 1E200mg
DRME (CRESRIERIEESD) IS8T BRTADAZE D H1E
FRROE (FL7F
i =>ru7
6. RiENURZ = 5 AN
. RO 138U EONRI AR F > & LTHELE g | 11800mg | 1E500mg | EIS00mg |5y /iy
\ TE3ME | 1H2E | TEIE |
#600mg. 2HH1HE1200mg# 2 hZh3EICHERO#RS 5 RV EE
T 5. 3HEMEI, #HRE LTIHRI200mg~1800mg%3 &2 T 12@
EICHERORET 5. 48, FERICE DEEBET 57, 10 f??%g%;
R SR 2400mgE TET 5. B3 5) ©
WH. 3~ 12ROGRBRONRICIZHNRYF > & LTHHALA -

E10mg/kg. 2HHE1HE20mg/kg# Z 2N 3[ENFEIRE O
595,

3HEBIMEERSRE LT, 3~4% ORI I3 HR40mg/kg.
S~ 1280 R OVNRIZ 131 H 25~ 35mg/kg % 3012 4 &4
O#%59%. BERICKVBEHERT 57, lHESREGER
50mg/kgETET B, B, WThoBHIicB %5810
WTH, RARTIIRHU Eo/NEToOREEBZBA RN &L
T3,

7. BERUBREICEET 5FE

7.1 AFNGMORTAPAREHHALTHERT S22 &, ENERKR
RERCB VT, AR5 ORI 2V,

7.2 HE5MEICER, 50 2FE0ERPLLLNEZEDH S
DT, BHEDHIZBVWTRER. 55 2FZ0RBICHIEE
Lol 2HfitTsrZ &,

7.3 1H3EREOHEAIC, FREEBIEI2EHZBZ20nb0L
5,

7.4 BEEEEZDHI2HABEICHT IFEIDRS
BHERED D 2MABEICAT 25T 554/, FRIOR
TOUVLTPFU7UTIVAERSEEL L TARAOKRERR DY
BEMBEZHAMTEIE, BB, CITRLTVWAHE - HE
BBRATOY I 2= a VERICEDLKLDTHHDT. &
B TE 2R E L-ENNRBRELBERA T BEIL
WCHEEBICBE LY HAE - HEZ#HE I 52 &, [9.2.1.
16.6.1 ZI#]

a:yuy AT, 1E150mg 1HIE (ZL7F=>2707 5>
AH5mL/miniEWEE TIX. 1H75mg 1H1E%2ZE9 5)
DEEHERTE %,

b:yuay7EITIE, ZLT7F=27 U7 T2 AHN5mL/miniZign
mEICBVT, 1E150mg 1H1ERS S ERTE 5.,

7.5 MBEBERZZIFTVLIHABEICHT 2FEIDRS

MPGENT 22T TVWARABRE AR ZHETHE. 7LT7F
=277 5 Y AHF5mL/minBl EOBEICIE. 7.40EORS
Bz, MEHT % M L 72 % ICAKI200mg 2 BNk 5 9
b Elzy JLTFUI7UT T Y AN5SmL/minkiEDB A I
. WHIC200mgZ BEHRS Lz 5, MEEN 2 £ L 72%
ICARKILE200. 300XiZ400mg%ENEEd 2 (FhZeho L
TF=2 77T A60mL/minll Lo BEFICEH T S 1[E400.
600%i3800mg 1 H3EHEICHY), 5. TTTRLTWLS
R - FEIE. 488 & & 4R RIMTENT L1235/ DRAT
DYI2L—YaVRERIIEILDTHHDT, SHEEERT
HeRRELENNRBREOBEA T, BEILICEAR
BRLAPSHE - HEZHBITS &, [9.2.2, 16.6.2 &
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8.1 EAHMICBU 2R EBORBLHEELZ VL LRGDOFIRIC X
0. TAPAREDIBENITANPABEBRE P HS5DNDZ
ERHBHOT, HEEHIETHHAICIE. RELBMZ 2T T
H2ICHET 20 EEEITTS 2 &,




8.2 AAIOHEIC KV AEHMEKRT Z EFHHDO T, EICHE
BLU. EBllo#gEs»» o bhi-Hald. BEEE EHRES
D WBEITH &, KIT, REROEIN. 25V IIRM
BEIENEEEIMDPROoNDE ZENBH 270, EHWIE
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8.3 IR, EET) - BrpT) - RENEHENFOR TP LI L
BHcHDOT, AEAREGHOBEIIEHHEOEELE, GRE
IEBOBMEIRBSE LWL SITERT LI &,

8.4 KHIOHESICED ., B, HERE., BH. HAFOREE
BECHARENH 20T, BERIC, REFICOVWTHZZ
THOEFEL, BEPROONTGECIBEY L LEZITS
Eo [15.2.1 2]

9. BEDEREZEITZEEICHTZEE

9.2 BikgElEZSEE
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[7.4, 16.6.1 Z&]
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9.7.2 BHEREDH 5/NLEFERCBENZZ T TV A/NEEE
ERRE LA EROREEZIEE U B KRR IR L
Tz,
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JVTPFZU 7T I UAEERSE KSR, BEHREE R
THRREEEIKEGT AL, BRETIIERESETRLTYL
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BRI %2 L BREOEE L REERN D 5bNHZ D
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13. BERS

13.1 fEiR
HEIZBWTHNRY F > 249gF TROKE L 72fIHF#HE S
NTW3, BRERESRHKICASNZELERIE. FHEDF L,
B, AUHBRFEEE. ERRE. BR, BEOTH TH 5,

13.2 &
INFTOFITRIEENEEMRT 2 2 &% <[BIE L RER D
HESNTVEA, RANFIBGENIC KL DEBRERTRETH D 3
HLUTWAEROBREICS U TMEEROEE2EET 5
Lo T, BEEOBREREICH LTS, MEENTOEKZE
Bd 5 &, [16.6.2 BH]

15. ZOthDFER

15.1 ERARERICE D 158

15.1.1 A TEBSINIARF 2 ECEROTTAPATEICE T
By TADA. BHBEEREEZFNRE LZ1990 7T 1 ARG
REBOMEHERICBWT, BRSREVUEREROFEHED Y
2T WTAPAROIRRABETY I v REF & B L TR2MES
< HTAPAZERREE : 0.43%. 75t REE :0.24%). i T
ADAZEDOIRABETIE, 75 RBEEH~RI000AH7-D1.9A
ZWEEE SN (95NBEFEXM : 0.6-3.9). £72. TANA
BEOY TN —7TIk. 7T RBHEHNI000AHZD2.4
AZWEETREEN TV S,

15.1.2 AEICB W T, KABESHICRERANHADZIRIEPHE S N
TWb, BREDHEEIX. TAPABREIIBT 2HEEMEOHH
NTH-o7zo

15.1.3 BRAERICB VT, AFOEKEEOMREEITFHMishTw
20,

15.2 FEBRAREHER (CE D < B8R

15.2.1 FEEERE B RERER ICB W T, AFIZS vy b, v TR, ¥
VOKBRICFEG%10~ 128D EIcb iz > THMm Lzws, #
1200 % IOKEED» BHERTHIENT Y FTHRAS L
(FT A, PLTREREEZEF LED»572) Ty P RUTY
LV OS52EMRERGHHERABRICE W OKREOZELITFRED 5N
Bhol. RICET 2EIEHORERRIISSERABLIVERIC
B 1 2EMBEOENERRBEO TS £ RETIE3.7%I0
L. AFI1200mg/HET11.6%. 1800mg/HEET7.3%. &
BE5TE5.7%TH 0. 1 28RS ONEERRBREO 7T £ RE
TIE6.2% 1K L. AFI600mg/H» 51800mg/ Hx 58T
9.5%h 529.6%. EHETIX17.3%TH 7z, [8.4 BIH]

15.2.2 AR EHE QERZORS) TBWVWT, Iv FOHED
#122000mg/kg/H (RAERAR2400mg/HIZB I 5L M4
HERE (AUC) O11F5ICHS) CRIBRE MiaEE o R E
MU EOMENH 5. T v O REREEMEES L
1000mg/kg/H (RAEHKEMAE2400mg/HIZBT 5 M2 Hig
BROTEZIHEY) TREOEMIBOSNT, £, HoT v
N R OMERE~ Y A TIIRPAEIEIRD 5hahr -7z,

15.23 % 7 v + OTHERSEBICB VT, HED2000mg/kg/
HTHIMAR. M0 1000mg/kg/ AU ETRIBOREMH A3
5Nz,

16. FEMENRE

16.1 MRE

16.1.1 EOig5
fERRERA I, HNRYF 2200, 400, 600%0800mg (&5 &6/H4l)
222 JEREIC BERE T3S U 7 . B SRR 3RF R Tl AR IR 152
L. IHEEFEHIZ6~TRETH > 72

w58 Chax AUCq. Tnax T
(mg) (ug/mL) (ig+h/mL) (h) (h)
500 2.48 22.64 3.0 6.47

(21.4) (10.3) (30.0) (43.0)
200 2.94 27.20 3.1 6.67
(30.8) (27.8) (35.5) (27.3)
600 431 44.12 3.0 6.13
(16.3) (14.4) (20.0) (21.9)
300 5.23 52.33 3.3 6.99
(16.6) (17.5) (30.3) (25.8)

#HREG R, FHE (EERH%)
Coax © Brfm MAEHIREE
AUG, + AP EEE — R AR N
Tae © e MAE P FEE B2 IR ]
T ¢ MR R

8 -
—0— 200 mg
—— 400 mg
—0— 600 mg
—e— 800 mg

SR+ RRHE R 2

MHEA N S F 2 P (ng/mL)
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0 12 24 36 48
BEEAEIER] (h)

16.1.2 RiE®RS

BERA (BIRSE6H]) 1ICHNRYF > % 1E600%0800mg 1H3[E6
HEREROHRSE Lk, B5%2HE CICERRBIGEL ., Bk 5%
DOHEREFHAOFHME (EEHR%) 32hZn5380MH (11.9) XU
5.870 (12.3) TH -7
16.2 DRIN
16.2.1 EMFHEEFE

7 V7 NMERERRA 26611 TN F2200mg (P8 v TULEE) %208
RREAEIE G LIz & & ANRYF L OEYEHE/ST X — & R OMEE+HE
BRI TOEBY Th oz, HNRY T Y F200mgE AR
200mgiEAEMERNICRETH 2 2 EPHR S,
! o:rvuvy”
o: §it
3t T f + R 2

M¥E AN F 2R (ug/mL

0 12 24 36 48
o5 (h)



- Con AUCs. Toex | Tin

7 (pg/mL) (g - h/mL) (h) (h)

S 2.33 20.9 2.15 | 6.04

(36) (19) (57) | (16)

" 2.13 21.3 2.58 | 5.98

g (27) (16) 47) | (17)

S P Y 1.09 0.98 a B
(90%fEMIXME) | (0.98, 1.22) | (0.91. 1.07)
T (EBEH%)
a:vuay7/EE

16.2.2 BEOXE
7 IT NMERRA66IC 5T, MERKURRICH NNV F200mg
oy 7AE U CHEROREG LK, EERRVERBESHO
AUCosICZ RO Shah o7z, #MERE KL TCrna XU ThaDFH
EZZNZNI6%BE T KOT.ORHIER L 7",

16.3 57

16.3.1 HERA 1201 2 WRICHINR Y F > 150mg % EIRMNBEER S L 7z
RO MHAREOFIME (BEFH%) & 57.7L (10.9) THH. EIF1k
KABE—B LY HNRYF UZMIBRIC ST L. M EE T
HEMPBEOHIE. 0.83TH-72” JHEAT—%).

16.3.2 TANAREICBVT, EHREBOKRSHIE (b5 7E) TREAN
Ry F rOMNERKPERE MR ERELAH20%TH > 72 (SHEA
T—%),

16.33HNRYF O MIEEAREHIE, 2.0~10.0 ug/mLo MAEHEE
HPHICBWT3%RIETH > 72 (in vitroiREg) 'V

16.4 X35

16.4.1 HANRYF U, BEAERBMEZ T LW Y, HINRYF VI,
EMRABER 2 FE L 20,

16.4.2 In vitroBEICBWVW T, ANXRYF 2171 pg/mL (1mM,
3600mg/ Hit 58D EF RED Cr. DI 166%) TCYP2A6ICHT 72 H
E (14~30%) 78 H5h7z. CYPLA2, 2C9, 2C19. 2D6. 2E1}%
U3A4HT BBIRD SN o727,

16.5 HEttt

16.5.1 IR A L2061 2 WRIC, HNRYF 2 150mg % BRI E RS L
1ROEE VT Ty AOFHE (B#HH%) &, 116.2mL/min
(9.9) T, RHAES@EE L —H L7ze ZOBOREEDRFHEIR
1X1Z1F100%TH > 72Y HEAT—%).

16.5.2 ERA (FHREB6H]) ICHNRY F > 2 2IERICBEEO#RS
L7zBDRIPHRE R OFISE (ZLEHH%) 3. 58200, 400, 600
KU800mgT. £NZn70.1 (11.0). 42.1 (30.2). 46.4 (14.7) K&
'41.2% (15.5) TH-7z"

16.5.3 ERA (F%S586MH]) 2. ARV F ¥ %1E600%0800mg
IH3EIREROHBEG Lz 25, RERPIRIRIIBREGZ2HBE TICIZ
E—EE R o770

16.6 HEDERZETDEE

16.6.1 BiEEREEE (BRA)

(1) BHEED R 2HEEE 206 2 0RIC, HNRYF 2 400mg % HH
REOHE L7, BRREDETICHE » TIHAFBIAER LAUC .-
ML (REAT—5),

AV =7 Cax AUCo. Tonax T2 CL:
7975 A | (pg/mL) | (ug-h/mL) | (h) (h) | (mL/min)
>60mL/min 3.17 37.8 4.5 6.5 81.7
(n=6) (28.4) (27.4) (18.9) | (32.4)
30—60mL/min 3.52 73.5 5.1 12.8 44.7
(n=6) (32.2) (31.9) (47.1) ’ (19.7)
<30mL/min 4.93 551 7.1 550 9.0
(n=8) (40.5) (103) (45.6) ’ (46.9)

#5458 1 400mg (H[E). FHfE (ZH%5%)
CL:BVU7IVA

(2) BHREORLZIWHHESH (FL7F=2I7UT7 52 A 550~
41.4mL/min) 2RI, ANV F2400mg % B EFEO#H S5 L.
EP R AR EgSRE (7L 7 F=0 27T > A260mL/min)
ERRE U7 EMERERAEE (196]) KROMEICHIT 2 BRAEDO B
REICRITTRHE 2R LIRBORKE (VL T7F=0 7070 A2
SmL/min. 57f) &&bwCEHli L7z, EMNEERICH T 2 BEHEEEK
TH (ZL7F=r 270752 A<59mL/min) OCuald. SHEER
EHBEL TEWER 2R Lz A AUC 37 ER SR & FEBIL 7z,

AENRE (CLR<59nl/nin, 86) ™
A O: [EA % (CLcr= 60 nL/min, 19%i)
@ : SRR (5761)

A:[E P (CLer<59 nl./min. 7 i)
2 O:[EMHE (CLer=60 nl/min, 194i)
6 @M (57

600

g et %—,m,:.
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S eeee 00 T |

S ¢ '.'.0.' 8..- : °°;<n . ::é 0 '.ﬁ a
JLe o 0% 00 & o le !:A".

* Woe stgBe0 0 o

ZLTFZ2UT 52 AY (l/min) LY FZ22) 7 52 AY (l/min)
Clek : ZVT7F=2TIVTITVA
b:ZVT7FZIUTI YRR 24KB I LT F 20T T ARV
Too 7272 UEINEBRRA SRS (VL 7522271075 2260mL/
min) ZMRE L-EYEEREBEDOT—4 1B L Tk, Cockcroft and

100 150 20

GaultO#F =z HV 7z,
(3) BREEEDHZEBICKRSULBOAZOMBIREY =1L —
Y aviER

WEaE838% (5 B5HARANL466]) » SHEEL - BEFEMHET
FTUY KDEH L BHERERE (CLe: 5~59mL/min) 12
[7 SR OHBICEE T 2 1EE] IS0 -> TRE LB oiEEm ST
HNXRY F VBEHEY (BREOAZEHERE LY IaL—
T aY) 1. CLaA5mL/min®#5##& TlECL&x60 ~ 120mL/min
DOWERHZICHE LB L D SEWHRAARD s hizd, Znlisto
BHEERE O BE TIXCLaA60~ 120mL/min D5 125 L7z
BEEIZIT—H L7ze (7.4, 9.2.1 2]
16.6.2 MKBENEE (KA)

(1) HEFRIERFZ 1 1HN HNR Y F 2 400mg % BERF OIS U7z, 38
RO MBS & 0 MR AN F EEIER39%HD Lz, #
DEEOBHT 7V 7T > 21F142mL/minTdHh - 72 (HEAT—% ),
ESEOIMEENZ2Z T TVWAHAATAPABRELF (CLi=
7.49mL/min) IZHNRYF 2% 1E300mg 1H2EHES L& &0
MAFRHNRY F U REOERHEIT. BEFMEYHEETILLIOE
HUZZPHlES L TR 2727,
MRERZZ I TV BE RS UEROXRREOMREFEEY I 1
L—ya R
WeBaE 838% (5 5 HARANL4661) » SMHEEL - BEFEMHET
FNUY ROENZ ) 7T A (142mL/min) KO EH LB E
FHIC (7 HEROCHRICEET 5ER] 1> TRE LROH#E
MEBERHNRY F 2V REHRE (BREOAEZEHERE LY I 2
L— 3 y) & CLaA60~120mL/minD#Ek#E 15 LizF &
IFIF—8 L7z, [7.5. 9.2.2, 13.2 2]

16.6.3 \NR

17 H ~ 12Oz /NRIZ, HARYF 2V #10mg/kg % BERE RS

U7zl SEARmmO/NRIZHE T HAUCo-1E5m L & g L TH30% K

ol HEAT—%).

()

(3)

ST Sl E

274 214
Crax (p£g/mL) 3.74 (33.5) 4.52 (26.5)
AUCo (ptg-h/mL) 25.6 (40.4) 36.0 (26.1)
Tras (h) 2.1 (40.6) 2.5 (36.8)
Ti, (h) 4.3 (39.2) 4.7 (12.9)

FfE (ZEE1RE%)

Cuax * T MR

AUC.. © I8R5 — R ] iR T AR
Toex * Foie AR PR BE B3 ]

Toe + MEEFPRREE BN

16.6.4 SnE
FEEHI20 ~ 80K DR R ERE 3612 77N R > F > 400mg Z B [Al#% 4%
BLEBOZYT T2 AE, MBEEBITER LA, MBICHES 7Y 7
FUADBTRBREDETICESbDEEX SN (WEAT—
%). [9.8 ]

16.7 EYHEEER

16.7.1 HIESH!
TERRRR A 16 2 S RICHIBEAl UKL~ 72> oL - KB{ET VI ="
LEEH) RUHNRYF Y (400mg) 2[RRI HEERO#RS L7,
TINRYF ¥ DCora LVAUC) ol HNRY F VB G & B LT %
NZENLTRO20%FA Uize HNRY F o 2 HHERIR R8Ik 5
L7eBEDHNRY F 2 DCoan L PAUCwlEy HNRY F B G & H
B LTZENZENI2ROI9%EAD Lize HINRY F > % HIBEHI 544 21
G L7ZBED HINRY F ¥ D Cran e AU Cowldy TN F > Bl
B5EHEBELTENRZNSROTI%ED LY SHEAT—%). [10.2 &
]



16.7.2 7x=hA>
T = M UBHIBEEROTADABEIM EMRICHNRY F 2 2 RKE
BO#SE (1[E400mg 1H3EHS) Lk, ANV FE7 2=
YOMBEREE (b 7H) CHEE2RIIST, 7= r V3N
NRYF VORI ELEZ -7 (HEAT—%),
16.7.3 AILNIEBEY
ANNT B BERET DO TAPABE 2R 2NRICHNRYF 2 %
RERORS (1H400mg 1H3EH#S) Lizk, HNARYF U EHAN
<P ROZOREY (10,11-ZRF > NE) omighiEE (57
) ICHBERIFET, EEAMNTEE Y HNRY F 2 OEYEfe
ICHBEEZ -7 BEAT—%),
16.7.4 NV O
N T OBEBEEBEERO TAD»ABEL14ZHRICHNRY F o 2 RIE
BO#S (1E400mg 1H3EES) Lzl HNRYF V@IV T OB
OIMFEEE (b5 7H) ICHEL2RITST, TNLTOED HNAR
VFVOEYBREIHE R E X 5o 12 GHEAT %)
16.7.5 7z /NILEF—=IL
fREERRA 14612 Wt RICT = J )NV E Y —)L (90mg/H) KROHNRY F
> (1E300mg 1H3ME#E) =2 KEZOKRE Lz, ARV F U
T ) NVEY = LOIEFEE (bF7E) ICHEEZRIFST, £
Tz I)NIVEY =L HNRYF VOB BREICHEER 5 2 o ip > 72
(HEAT—%),
16.7.6 ElLE=xR
TR A LM %2 M RIC, BV (IREE D 72 L60mgHE#S) %
HNRY F 285 (600mgHEES) O22RHFTNICHRS Lk, /3R
VF U DCuan XKVAUCIE ANRYFUBMBEEE B LTERZEN
24% T U 44%EM L7z L OB E N H D, T X OEYEHREISS
RX—%lE, B RBEO2RMBICHNRY F U2 BRELTHHELT
o7 (BHEAT—%). [10.2 2]
16.7.7 ORI R
R AL Z3RIC, 7R R (1000mgHEEE) 2 H8 Ry
FrE5 (200mgHEIEE) O1RMATICERS LR, ANRYF 2O
Cra X OAUColEy AN F B S & B L TENZTNI.2% KT
12.7%#IM L. TURIY RIEHANRY F L OBy EEIcHER 52 2
P72 (HEAT—%).
16.7.8 IAFIY
BRRAL261 %W RICT AF P> (1E1300mg 1 HAEES) KROHINR
¥F v (400mg) % RBFICHERORSG LK, AN F 2 DOChnk
CAUCholds ANRYF VBB L L L TENZTN6%HD RV
17%EML7z75 COZEIFEREBEE 2 5ETERWEEZ 5N
BEAT—%),
16.7.9 ROBMIE (JILVIFRATFOAYRUIFIIIANSIF—ILDE
#l)
TR A1 301 2 5 IR B ESE () VT F 270 2 2.5mgRUT
FINUVIA LT IA—N50ugDERILHIERS) ANV F 2 (10
400mg 1H3[EE) % FEHIEO#RS LB, AN F U HfFEEO
JIVIF AT U Y DCra XV AUCLald ANV F VIEGEHIRE & s L
TENZFNI3BROB%EIN L. HNRYF ) IVIF AT Ty DY)
BREICHEB R RITS D ol iz IRV F UHHABOIF LT
ARTIF =V DCra e AUC 2l HNRYF VIER R E LT
FNZFNO%KTOREML, HNNRYFUVIFZFZILIANTIF—)L
DEMFREIHEZ RITS B -7 HEATF—%).
16.7.10 7O+t
TR AL8HIZ i Ric, 7 udt > (250mg) BRUHNRY F ¥
(125mg) #[FIRFICHEEREO#S Lz, 7%t Y OChu&UAUCH
37Ot BMES & L T ENRE N %M R O1.9%EA L.
HNRYFEFTuFxt y OEYBRBICHEL RIS Do 7.
F7aFt VHABOHNNRY F 2 DChu X AUC. . HNRY F ¥
B 5 & L T ZNZN14% KR T12%HIN L. Z 0z K HE
LB ETERVWEEZONY HEAT—%).

17. BRFRRHE

17.1 BNERUZLECRT B8R

17.1.1 ERZENBEHER (RA)

FREOTRTADP AR TE+AIH T E R WBIRELET 2 TA
PABE2090 W RE LT, —EHERREBABEEBR L. AN
F> 1200mg/H. 1800mg/HE V7Tt A% 1 2:BMEO#KS (BEFED
MTADPAEEONA) Lizha, FEFMEE TH SResponse Ratio™
DFHEITBNT. WTNOHNRYF VRS T 5w REEE L U Tt
ICER R EEEEORD BRD 5 hiz?,

FEFHE HResponse Ratio™

. TN F B
AT AN
1200mg/H#E | 1800mg/H#E

AR R4 75 80 35
Response Ratio®F| _ _
e 0.037 0.144 0.160

_ [—0.086. [—0.195, [-0.230.

(V8 =3

OSSR 0.012] —0.093] —0.090]
T REEE O _ —
(ANOVA) p=0.0032 p=0.0049
ThDAFNEHRERD R —-7.1% —25.2% —27.6%

1) Response Ratiold. RO EGHI28HH 7z D OFAESE% B, #5428
Hoz0oREHE® [T] &L, (T-B) / (T+B) THHLL., 20
fEix. —125+ 1% D, ORFEHEICELA LN & —1I3FIENT
BIHR L2 & &R L, EOHEIIRIEHEENEM U2 & 2R, 4B,
Response Ratio : —0.3331. FEIEHHEEAS0%MA Lz 2 LITHY T 5,

a : Response RatioDF4fEi7 5HH L 7= TA D ARIEHERDE (%)

[=200xResponse Ratio,” (1 —Response Ratio)]

AR OFEBRIZ, 1200mg/ HRET64.0% (55/86%1). 1800mg/HR
T65.9% (27/4141) TH->7-. FaEIfEMIE, EIR (1200mg/HE :
51.2% (44/86fl). 1800mg/HEE : 43.9% (18/41%1)). ZEED £
W (1200mg/HEE : 18.6% (16/86fl). 1800mg/HEE : 19.5% (8/41
Bl)) TH-T.

17.1.2 ENRAKRSHE (BRA)
BREOH TAD ASBETIEHHIH TE RV RIELET S TA
PABE2I 2R E LT, REKRESRE (BKE2008) 2EE L.
FHM B2 248 T L7061, 48ET12941. 96 TS5HITH D . 96ED
HNRY F 2 5ICB VT, Response RatioDF513 —0.389~ —0.221
(Response Ratio” 5HH LI TADPAREHEERDE © —56.0~
—36.2%) THFREL > >,
BIfEFORBRKIE. 55.5% (117/21141) TH -7z, ERENERIE. 18
AR21.3% (45/21141). ZF&#HMHEDO £ 1112.8% (27/21141) K UHERE
11.4% (24/21141) TH-7z0

17.1.3 EBRENIEHER (VR
BEEDOTR T AN AFER T3 c E 2 WS RIEEET 53~15
RONRTADABEIIFIZMNRE LT, HFERRBEE L2, AN
Ry FrEI12BEZEORS L-5E. EEFEEE T SResponse
RatioD {1 ERHTRRER TdH 586/ 51T —0.158 (Response
Ratio 5 HHI L7: TADAFMEHERADR © —27.3%) THO . FIFH
EoORmLARENIO, BIEFRORBERIE. 52.8% (47/8961) TH-
Too FEREWERIZ. HIK39.3% (35/89f). BAKTTES.4% (3/89%l) K
UREH3.4% (3/89%1) TH -7z

17.1.4 BERRARSHER (MR
EIERE D 5 BT LI/ NETADPARZOSHZNRE LT, BHKRS
B (52:H) =M L7z, REIKSHBRICHITROResponse RatioD
FifE Kk U'Response Ratio?» 58 L7z TA D AFEEHERDRIITR
DESITHERE L7

128
2038 283 363 483 64

(e | 200 | 288 | 36 ) 48l | 640
A 51 %2 65 65 60 58 54 47
Response Ratio

—0.211 | —0.263 | —0.256 | —0. —0.280 | —0.32
DTAE 0 0.263 | —0.256 | —0.300 | —0.280 | —0.327
Tﬁ ﬁ)}bjéﬁ;ﬁ —348% | —41.7% | —40.8% | —46.1% | —43.7% | —49.3%
BRI H

b : Response RatioDFHfE A 5 EH
B OFRHERIX, 20.0% (13/6581) THo7z. ERFEIEMIE. HEER
10.8% (7/65fl) TdH -7z,

18. EFIE
18.1 {ERKERF
HANRYF 2 OFFONAERAOERABFEIRATH 205, ARV F
VIIGABAMEZ AR Z GO TEBRZARKROEREZA AV F ¥ 2L &
BHEEET, BEOTAPARE IR ZAEF THITVAAERZHER
THIENTRBEINTNS, BIKEEHI LY TLF Y ILD Q.67
2=y M ICEELTHIY T T ATHLY T LAOTRAZIMEH LY, EHE
R EEMEOEMZIMEI T2 &Y HEELTVWEBDEEISN
TWb, £z, WMAGABABZIEMESE 22 & B0 6Nz W. 2D
FHEIRHETH S,



18.2 FI2{EA
18.2.1 EBIFLVNAEFIVICBIF2HITVNAER
FTNRYF U NE, TITARVDT Y MZBY 3R AERICK 2MENEME
FUWhAZHBREMICIHI Lz, Fhoo INRUFUE Tz A
Yy AW EE Y RONLTaBOTT BT 2REREZFVNA
i‘m%ﬂ{’ﬁﬁH@EDsofﬁ’%?ﬁ’}‘éﬁf:”]o
18.2.2 EYFERETIVICHIF3HMIFTLNAIER
HNRYFUIE, RYFLYF IV =)L, B2 7)Y, ErabFy
Y AR F A ROF AL IANUNY RHERBRERBRITVRAZ
WHIL7e oo RUFLUT bT V= IUEHEBRETVRA BIMH L
M. 22U VRO IO b F Y UFRBRETVRA ZIH L
o iz¥,
18.2.3 ¥V RU VI EFIVICBIF2HITLNAER
HNRYFUIE BEFRY 7S5y MIBWT, LR ARETE
EUE L. BRI R 2 40N L7
18.2.4 EIEEMEFTIVICHIF3HIFVNAIER
HNRYF E YT AOBERFEEROCAFT XX IDORFAETANPAR
WHIL7ze —F Ty bRWFME NFEE) RO eXFEEIL 0
SRR RERS o 727,

19. BRI ICET LR
—fs  HNRYF > (Gabapentin)
{b2#4 : (1-Aminomethylcyclohexyl) acetic acid
213 CGHiNO,
afE171.24
% R AE~MEOEORREOHKRTH S,
KIZRPRHETRTL, TH =)L (99.5) 1Z0RBEFIT WL,

fEs NHz

CO2H

22. 3%
470mL (#7 AMAD) X 14K

23. &R
DA ER - RIS B T 2 M ERE & FH AT (20064E7 A 26 H &
#. CTD2.7.6)
)N ER  HIERRAE OEYHEEER (20067 26 H AR
CTD2.7.2.2)
3)Eckhardt, K. et al. : Anesth Analg. 2000 ; 91(1) : 185-191
DENER  BERAICB ) 2 BER S RO K2 & EYENE B
(200657H26H%&GE. CTD2.7.2.2)
SIHHNER : BEBRACBI2RERSKOZ2EEEYH R
(1800mg/H) (20065E7H26 HA&FR, CTD2.7.2.2)
OVMHNER  BERACBIF 2 RERSRKOR2E L EYHE
(2400mg/H) (20064E7H26 H#&FE. CTD2.7.4.2.2)
7V AVRENRSEL S CICAHORE (Y a v T (201 147
A1H%#. CTD2.7.1.2.1.1)
S)FEHNER : NS A TRAFEY T 1 (2006FE7H26H AR
CTD2.7.1.2)
9N} BUREAT A 5 R O M B R T O3 (20064E7 A 26 H
@R, CTD2.7.6)
10) 4N ERE © B BT R O B & (20064E7 A 26 H &R,
CTD2.5.3)
LD #NER : EERS S (20064E7A26H%FE. CTD2.6.4.4)
I2)HHNER: 7o FEY YOI YT T AT B IER G REIEESR
i) (20064E7H26H#A&FR. CTD2.7.6)
13)#MEH : & heytochrome P450i253 % FHEEH (200647 H26
H&#R. CTD2.7.2.2)
1) HNEFR : BikEERERE 2B 2 EYEIRE (200647 A 26 H&RR.
CTD2.7.2.2)
15) &R - RFRMEE . BRERS RO TAPARFICE T 5 BER
HWEhRE (20064E7 H26 HA&FE. CTD2.7.2.3)
16)#NER - MR BENT BE B 2 Y EHHE (200647 H26 H &R,
CTD2.7.2.2)
17)HNER | BHEREE T EREICB T 2 EE
I8)HNER : S EICB T 2 EMHE(2006FE7H26 H &R
CTD2.7.2.2)
19)HNER : 7 2= b A > EDEWBEENEM (20064E7 A 26 HA&FR .
CTD2.7.2.2)
20)HNERL : AN EE Y & OFEYIMHENER (20064E7 H26 H &R

=22

"IN

CTD2.7.2.2)

2HMNER N LT aBE O EMEEER (2006597 H26 HA&R.
CTD2.7.2.2)

22)HHNER 7 2 ) NVE Y — )L & OEMEEER (20065E7 H26 H&
. CTD2.7.2.2)

23) MR - FuRK Y N EOREMAEEER (20064E7 H26 H &R,
CTD2.7.2.2)

2AMHNER X F Y EOEWHENER (200657 H26 HA&R .
CTD2.7.2.2)

25) 4 ERE - RECEIESE & OFEYIHEE A (2006487 H26 HARR.
CTD2.7.2.2)

2004 T Ot & OREMAEER (20064E7 H26 H &R,
CTD2.7.2.2)

27)HANERL C RAICB ) 2 “EHEBREIC KSR TAN A (ERDFME) I
X9 B AR O R 2 (200647 H26 H%&FE. CTD2.7.6)

28)HMNER : BRAICB T 2 RIS R OEMER R 2 EIHERESR
2 5 OBATEER]) (20064E7 H26 H &R CTD2.7.6)

20)HNER - A BT B RIS RO AR O R4t (GEITHHERER
» 5 OFATRER]) (20064E7 H26 H &R, CTD2.7.6)

30)HEAERL - NRICE T 2IEEMEIC X D HIATA DA BRI FEME) 1K
I B EMER UL 2 (200647 H26 H%&FR. CTD2.7.3.2.1)

3DHAER  NRICBE T 2 RS ROBE MR L2 (200647 A

26H#%58. CTD2.7.3.2.2)
32)Gee, N.S. et al. : J Biol Chem. 1996 ; 271(10) : 5768-5776
33)Fink, K. et al. : Br J Pharmacol. 2000 ; 130(4) : 900-906
34)Petroff, O.A.C. et al. : Epilepsia. 2000 ; 41(6) : 675-680
35) KR - FEEE R (20065 7H26 H AR, CTD2.6.2.2,
2.6.2.5)
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