— 96—

#£9.1-3 REES - FOBE - AR 7V 21— BEE)

14
Day 6 7 8
(1)
5 10 20 | 30 | 45 1|15 2] 4| 8|10
BFH Pre | O 24hr
min | mn | mn | mn | min | hr | he | br | br | hr | Br
RERS
A ORER
2 (BHEER) X X X* X | X X X
ME - JRmE- R | X X X* X | X X X
#E X X X X
12 FE LB X X
BRI X X
L a—
X
(BRH53 D)
Rt X X X X | X
TBRFER G+ X X X X
SRR X X X X X X X X | X | X |X X X
7T = RS X X 1 ox X | X X | x

* REHE 1~1.5 R EET 5,

+ % 1~7 B 11 8:00, 13:00, 19:00 iIZBHEE LY, 9:00 IRRELRET D, 1 BARVT B E® 4 HGORSBENED
T OFMITATR PREREORIICEE TS, 8 HERLZa—HRBSDAY Pa— kT, BRERE LS,
BEIX BRENL LD, FRIBRELRY,

9.1.4 BEBRUERERSE
(1) BEEEE (725 MEZEERIITER R
A MIAFHAT v T THRR S, LIAT v 7 hHlc ) OBEBRERITE (WREHeA ., R
Eifog) L Lz, WThOAT v/ Th, HREICIEPE (CAe VBT MY vb) UIXER
E (EEAEEE12ORECHR ULKBR) 2 ZEEFICEERORSE Uiz, HEBRIEE SR
T U F ATEUST, AT v Z1~30 B 100 mLOKER & UTHBRECRE L, £k, R
Ty 74k, 7 e b aVRECI100 mL CIIHRE (CAVEVERT N U L) BB LD o T,
150 mLOAKIEIE E U CHBREIIREE LT,
BRATF v TDENE VBT NI T AORERIIUTOLEY Thb,
+ A7 v 71 :0.08 gkg
s AT w72 017 glkg
+ A7 w73 :033 ghkg
« AF v 7 4:0.66 glkg

(2) BEOEEOTE (F—T 2 F~Yb « 7 0 24— — R

WREEZ6L L L, 7RI —N—EEANWT, UAEVET Y T AL LT017gke 2%
BEEEOAZICHEEROBS L, 1BBIIT 100mL OAER & L THRECREE U, Z2ERE
ESATRE (EERRE-RBEE) LARBRELITE (REBERESEENRE) X7V FACE
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17, B1EERUE S BHILENThORESRGT CRBELRE LT,

(3) KERE (T F MEZESHIITRE L)

1) AT w71
AT D38 % 7 & AZEHT, 28T BEERS Uiz, BREIZ100 mLOKERE L
THBEICRE UL, #RERORBRERIIARDZ Y 64, HBEHOEBRERIIL (&
g154) &Lz,
CENEVERT U T AL LTLO gke/day (1EHEH0.33 ghg, 1H3EREERE)
CEAEVERF MY U AL LT0S ghe/day (1EIEREHO.17 gke, 1H3EIARBERE)
SR (AESEIETI2OBEICERLARE, 1H3IEARES)

2) AT w72
AT v 7 1 OB THRICHERETE . EFSHERUTRRETEMNS 1.0 gkyday ETORLE
F—FERERL, EAEVEET R AL LT 20gkg/day 2 7 BERERELE 1 H3E
BHERE)  BBRERITeL L L

9.2. BBRTHA UITOVTOER

9.2.1. B5ROBERER

ARBOBERZINE TOBERRABRRUVERASE TOERRRICESHNTRELE, 7.
BEHE/S— FOPEREROREIEL UL ABXKE TERE LLBRABOIE GRAK)
FBEI L, ZORBRTIZ, I b3 FU 7DNADEE (A3243GER) 285353 b= Ry
THREBEAZXMBL LT, EAEVERT MY 7 A%025~1.0 gkg/dayD R THRE LR, 025
/kg/dayB SR ITE EEENHEE T, 05 ghy/dayR SR HRERVEETNE 1L TED L
N, LAL, IABEWTHHRET, LEZNLEL LihoT, 2, I+ FITHIZ
HOBABIERFICEAVEVBT N UAREALCWAEREBELTRE LT, UALEVE
TR U LADOERRREBELZHER, BELE<HVLATHERERII0S gkg/day T, BE -
HE - THEVORFEEERBEDONE 0D, TOELITRET, NWEEZTH I Ll iEk
L7z, BAEd D, 05 gheg/daylTBAFEERRER L ZE X ZO1EEER (0.17 gkg) DOFAITHE
%3 50.08 ghkgZ PIERE R E Lz,

wio, EFRS TSR EREUS U TAAOARZEESENTIMRENDD 2 205,
FERARAOFREZERICESOWTEERSEE2.0 gky/day & #E L BERE /S~ b TI20.66 g/kg,
FEZEN— FTHE2.0 ghg/dayZ2 TN ENRETHI & & L, TEL. ZHETD20 ghe/day
DERZRBIIBOLATHA I b, HERE/ - T, 7o baiifEoT, AT v 710#
TRICHFERZF R CRRELEMNL0 gke/dayE TOESMET —F 2R L., 2.0 gke/dayz &
ETAIEEFRE L,

9.2.2. HEREKORERL

ZHETORKRBIE CHIIHIERER - TEFOBRIERAEE L TRV | ERAREFEE
Tb [MEEERE] LW AEZEB LTV AERBENRE Mo 2 b, REBSRBR TR
B3E &V 5 B EEERERE L,
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9.3. HBRNRBREOER
9.3.1. AANEE

BEEOH )L ABRRONACOVWTERO L, BRERCL Y XFCHERENOREER

THEERBE L, A2 V-V IREZSD L, TROBREEE T Tl BARAORE
BRABHERRE L L,
(1) 428 20 B E 45 REAF
(2) BMI 7% 18.5 DA_E 25.0 k¥
BMI=AEkg)/(FEm) (MORUTE 22 MEEA)
(3) A7 Y —= Vv PREOKR. BRREEMUIHRRSBEMIERE &I L
(4) EHEFEESEDERECHETAIRELHTTEIE

9.3.2. B

PUTOWFhHcE YT 5F 3R & L,

(1) 7BER52 - L3S - PRULES - FPHERE < EREE - R IR AR R UM BRI RE I BURE ST
BEERD Y . RBREEES IRROEEMAARROBINCIRER H 5 LK L&

(2) WBRIEDOTIIC S RIET Z & B3 &2 M LEOFREOH 55

(3) YT VAR —OEREEEETHH, BT LAF—p8EDbhE

4) TEE, 7N a—NMEEOBBEIERSH 5E

(5) BREHEFBAUNICEY - Va—r X U—F (B/3VAFIFYI YY) EEFTD
WA Y. RyBEcEEr RIET I AN TV A RERIR R EERLE

(6) YRR 5 BIAATIGRRMUNICTFEDRSERROSE T HRBICSMT 22, 12BHMUMIC
FOMOBRIZBML, 75 eREGSOERYOBRELZTIE

(7) ARBICHBINT 3 L, ERGRMAN1200 LE B2 2 TWHEEDCH 5F

(8) TRBRIRI S AT4ELAPIIC200 mLEA LD miEf, BRI RS ERA (DEERTmAME) |
B BUIZ12ELLIZ400 mL & B X A BRI AR 21T o 7o

(9) HIVIUE - #ifk. HBsHLE, HCVHAXIMENERGSBETH >

(10) # 0l HRFEEFUIERSBEM SRS & UCREE &l Lk

9.3.3. BBREDARBRIIIFHEDITEEY
9.3.3.1. EADOPBREORILEE
FTHEOBMEIZ L) ARBOMWENRHIEE Ro L BEAIIRBRE P L, PILA RO EHEZ
LT,
(1) #BRERPIEEB LHZEE
(9) BEESHPRERL, RRECEF TGRS BENM A PIE & LE LU LI EE
() WRERT 40 —7 v TDW GEBEEOERRE) OO L2 2o7cHE
(@) Foff, BHREEEMSUIERSEEMAS R 2 0E LW LIRS

WA PR L2 < 2o A, MRREEM X ILAR BRI ERE R 8 &> TREFIE

OEEE BN, EfERSE~OSDRTENE > DERER L, D TE D LD ThHIIIRE
a0, SLREHETH IV, FEFROAELREL RBRETLETSILELE,
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9.4. BRE

9.4.1. aEE (RER)

HEREA— FD2RT vy TRUORERE S~ NDORT v 71TIE, BEHE T V& HITEI
iz, BBRREFEBREEHIIRPRIRERE Lk, IBRERIR I - TEERNCHERE OME
BEEH Lk, (RREEEMITER SN BB B - TEERE EREE RS L, £,
RBREEZBAT ABROWBRE ORBFIIMOBERFICLLL 2V I ST LizE & bz, RAEDKE
BEEBRERCE LEbRWVWE S L,

BEOFEOTM S— b TiE, 712 —"—EE AW CEEFR G ETH (ZERRE-R
BEE) LABBRELTHE (ABRS-TERRE) 5 07 MCET T, IRREREEI,
BBRIERBGRIZED DR AELE T CAEREICRRELRE L,

9.4.2. ABREORE
9.4.2.1. ABREOHE

WERE

o AR BAEVERF R DA
- BEFE  ZERT
- ERHIRR T ULVICER

PofiicE S

BEHBERCRERE A— F TR, £ESERE120REICHR U AKBR (NaCl%0.45%
&4) BRREE LE,

9.4.2.2. ABREOFARRVEESE

EAEVERT Y AT EEFNCAKICEMRE L, 100mLOKEKE Lz, BREERNCERT S
L, BESRET S L, KBRFOCAVEVERT Y TARATEALEVEET Y ALY
BT 5D ThD, HREOEEEDLI00mLL L, FRHED T, SMELITCAEVBT D
AOKER L BRI TERNE I L, WBRIEE ORI REEEERLE » EEEFRE O
FHETHEML, FEERIERREEREFIMBARTERNE L L,

BEHEES A~ FORAT v TRUORKEREA— NDOAT v 71T, BEHE T V¥ AT
e, MBEESHELEITARELERN L%, WREERR IR > THEIAICHERBE OMIE
BEREH LT, RRIEEM SRR S BaE 5t - TEERE ORBREZRE Ui, £,
BB R IR T 2 B OBBE OREIIMLOERE T LML L R2NE HICT B L L bis, RAROK
REEBRER CHELELRVE ST L,

AEOEBOTME A — FTIE, 70X —"—EE RO CEERRESEITH (EERRE-R
BRE) LABRREETE (BREE-EERRE) &5 08 MIETT e, IRBRRIEEIL,
BB RICED bR RELRG T CAERE CIRREERE L,

9.4.3. BRI
AREBIHER G S~ b & REHRE - MIBW T _EERBBRE EE L.
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9.4.4 SR
BREBEP ABRHEAOEHERERT ) IERELSNOEHORAEEIL L, 2L, KE
BEA— T OBRREREFCTHARD ONBEIT, EEHE LTaT I NEREZERL
TEwz e L,

9.4.5. A& CGAE) AHEOESF
BRHRTOREREEB LRE L., BE - BEX A LT —TIUGEN, BREORE ART
BEREE, ¥, BE - -BEERBOEROFELRFEL. T=F U ULV BEEBRRRE
BB LRV RBTEEET L,

9.5. EMBERUVREEOEE

9.5.1. EPBBRUREEOREEERVIO—Fv—F
9.5.1.1 AR-BREEA L 2HEH

QI3 ITRULIER Y Va—/UWZiE> TERE - BI82ER Lz, EPEIE, Tetkomahicon
THRF A DT —T WAhE - TEM LT,

9.5.1.2. EMEEOEM

(1) MifPIRpIREE
SR SRR BRI E IS BV TR ENRE <5 2 — & (AUCo-+, AUCo-int, AUC0-, Crmax, tmax.
Kel, tv2., MRToint, VA/F, Vdso/F, CL/F)DFRHHBELEH LT,

(2) R - FEhIRYIBEE (EEIR G- 1)
Rep - ERRGBEOREMIESINT, BYBHRE T A—F (Ae. Ae%. CLr, Af. Af%)
OFEBRFFHEEEH UL,

(3) EYHREI KT TREOKEOTE
REOKEOTE \— M CHEH LR A v VBB EOEYEIIE T A —F IO T,
RELGH (ZERRE, S%%E) TORSEOL (k) L2ORRU0%EERE%
BEHUE,

@) EEREOTME & EMRE (RERS - )
FEBREGEOMBP N E U BRED b T THEIZOWT, #5RF Z & ZDay 7& Day 1~Day
6L DL (Day 7/Day 1, Day 7/Day?2 ... Day 7/Day 6) & H Uiz,

9.5.1.3. RO

(1) AfEoES

1) FEER
BRIBREZ T ERICECAE L2y (UIER LW EREOEBEEZEL, REBs
W ORBBREOFEIMDRV, AR T, BRERERBRBICHFICREUIELL
TORER U, TRRER S RLBICAE CLBEEREESEOFE LS RVWE{L2 R EESR L
LT#HoT,

2) BIfER
BRBRBRASILRICAELGE LY CUIERLARW) ERECHEED 5 6, REE
WL OEBEERBTETERVLOEET, ARR T, ERTEELE THEER 0O b,
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BEREE L DRSNS (R L) SHEShEZLOLSZEHERE LTH- 72,

2) BEEHOWEFE
TREBRREEM IR HEERML, 2R [MIr&IZRZERIEDV ETH Evok®E
izl o THBEOBRBERZINET S L LB, HREPBR L2WVWRELREITZEICX
STWE L, HbbET, KITRBZERBHIIE. WOTHER - BEMiicELCIno e
EWRECHPAL, RO REREEHRNETES LI LE,
EhiT, ABRFOFOMBBIZIT. HREOBRGEFINE LRI EEORE] & T
K BOFE] ZRER U, EREOREICOWTIE, SHERE. Bt GBEE - E - BRE -
HKEE) RO ZAOEMOFEEZHBICL > TREEE Lz, < HX o0 Tk, IBREEDHE
& OEOZEBEORE BETEELTEERESEANE I M) 2BHICI o TERELL,
IO, EAATSHKICRIETEERZIET A 2D, ARPREERFOHRKEEZRE
L7z,
PAEDHETIE UERROBEIEIIMZ T, BERBEEERUASA Z V34 v ORIEER)
b, BERMICEROHAEOFEZHELL D 2T, PEREREEARBICH IR
B UERROEE, POIREBRBIIEROD AHREFSEOEE TEEHSE) L LTH
VW, BEIRAEZITO & L LICEEESENEA. BRUIRRESSHRAMOREIZETS
ETHEL. FEFZOLH, BHEA, BE, RRELOMEYE, EEE. 48 (RREOX
ik MFAIOERR ) | BRECERRERB2RET 5, k. EEEANEEL, BR
XITTRFE S S BMARORBILE L Q02 VEE T, BRIEEEMUIRBRSEER BN
PEEZFE LU LBER. FOBEEASERCERTA I L,

(3) HEEZOEE, Bt
FEESERRA LLES. BREEEMUIRBESHEMIUTORELZS S L TEEH
BOBRELIBRECHELE,

BE ORI FEEREDONDH, BEEECHSFMIEHE & ER20LD
PR FERSUTEEN RO bR, REEEPHESEMICEELZ ELTH0
L FERIUTBEPRO SN ER, AEERCHSEDREEL 2500

Wiz, UTOEEZZE L LTHERR L BREL ol e [BERL) THEHY) ©
2BBETCHIE L, TEEERZ L) CHE LSS ERR - ENRERITRE L

Bo e L BREOREEY LHFEEZORERY L OMICHRRREER 2
P, HEESEPRBREUSOERTREA LI L PNHEREICHBFTES
HO

BEEDH RBEEOBRSEHH L FFESZORA L OMICHENLBEERD D2

E RBELFEESLOBEETETERNDLO
XiE, RBRELSOBER CHRYEEEEROEREAATERNLO

@) FREhBZHEEES
ZHETOBERRETRD SN E VBT b U AOEREEESITRE, TH.IES.
Mg, EmE - U0 B ThoTz,
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9.5.1.4 ERLETESR
(1) PEOES

DTS T2 b0 EEREESFRLERLE,
1) BTIREDZ LD
2) EMmEEPTLO
3) RO D ABRIGIARE - MRS OLEESBER LD
4) KEE D LIEERRESR - #iET2Rs b0
5) EREEEFKTHD
6) T DMOERREZNESR

T ZOMORE, TROLAEICEMEEN LEZVRERPARICEL R &b, HRELEH

ZELLEY, EROLIRBERIELRIIICABENLEL 75 L5 RERREROBE
i, ZhbbEELRTZEE L,

(2) #|EDOFIE
BEEREEESNRILEES. WREEEMUIIARSAENIL, 1ARE L OBEEEIzH»
LT, BAERHY X THLURMUNICEONE L EREFEHEOR, PrefRE iy
ErrzséLi,

9.5.2. FEFHOEGE

(1

~

SR SRR B

EAE VB K CELERO PR E 2 JIET 5 B HCLAT ORI iR E Bl Lz,
(HERE, BFOREBOFNM <— )

BEERT, BE%S55. 105, 204, 304y, 454y, 1BFRD, 1.5A%ME. 205RN. 49RE, SBFA,
2455
EAEVBROHBOMEPREZRIEST 2 BT, UTORBICLEEZER LK,
(REFEH—1)

Day | : 5 ERT, $5%55. 105, 2045, 305, 4547, 1B, 1SRRRE. 28R[, 4R,
10BFE

Day 2~Day 6 : EiO# 5 ER

Day 7 : #BEA. B5H5S. 105, 2055, 305, 454y, 1RGRE. LW, 20§RE, 48R,
LOBFRE, 24BFR (GBEERT)

[RRERIL]

(HERE, BEORBOFM — )

Sy FERAWRERKRR T, 5 SN EAE VO 80%MAMERHIZ CO2 & LT Eh
Voo o, EANEVERD 1 LDRFEER oC TIT- NV LEEALE VB R b MERE LZBRRBR T
RFFFNCIERH O sCO2 FRIB LI L 2 A, #5485 20~30 H5F TIFERHFD sCO2 P —7 I
Lo, ThOEEELLY 2T, [BERGOEKKDEERR] DE2ER L., BPEE 7
A—FZEBEHTAOILERMERA > e LT, BE5EC 1 A, REnEpREICEE
THETIC L RU L, BRLEPRECEET S LELONIMHEC 2 R, HARHEICHEYETS
BRI 3 ML EDRIERA > P ERE LT,
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(KRG = 1)
Dayl % U Day 7 DRIERA ¥ MIBEEHRESA— FEBBILLTRE L. £, EHRELH
Y D72, Day 2~Day 6 DEIOREERNRIER A FERE LT,

(2) RFPRUES N BRIRE
(B ER 5./t~ })
RT w72 (0.17 gkgB 51F) 1ZH S BRAART2AR M R O 5-BRIA R 24FF O R R U2 20T
R L, RERTHMERCRBETIMREE L, BEEREE <~ 1)

[FRER]

(HERE/— 1)

Ty FERWEBRRRTIX, WESNIEELEVEEOIZE A YIX COz & L TCREE Bz St
Shic, ZOiedh, EAEVBBRFRUCERICHS NS TEEITEN OO, R - EPIC
PRl SN2 L R RERT 5 BT, RHERARLHESINSD 017 ghg OB SR BEFRET
PR R O A PSR R WET 2 o L L L,

9.5.3. FYEOEEFMEER
ARBITAFAREEABEERNRE L, EVBEERNRR T o n®d, FRMEOHEE
iRl do iz,

9.5.4. ¥ - FHERT 21—
9.5.4.1. HEREDARLM
ZHR— NOABEHEUTFOLEY & Lk,
CHERE  RBRERSMEALAR L, REBHIORERICERE LE, 28, A7 v 720
LTt BBRERSHc B2b AR L, BERAORERITER LK,
- REOHBOTM  WREREA AL O AR L, #5508 OREZICER Lk,
- REHRE  BRIERSATANO AR L, BE555TE % OBRERICERE L,

9.5.4.2. BERSTTa—IL
FA— b, WREOBKBIERRERT 5700, RREEEM USSR REMIRER
BRICLUFOEE ZRE IR Uiz, BREORERIZIT. RHERIR G028 A RN B
ERMRIE ETIRBLNET—FEERALTINZ L L L,
1 2
@ &R, hE
(3) MM, REE. &R
@) 1230 ER
(6) EERHE
[ EERE]
FRIERE, AR, ~ESa R, ~~ 7 Uy ME, /MRS, ARG
[ kA b FEHmE]
WERA, TATIr, Y'Y, AST. ALT. ALP, LDH, y-GTP, BUN,
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Mo v RFo—, PR, REE, 7 L7 F =, CK, Na, K. Cl, ZZHReMbE
[RiE]

pH. EHRE B, BA. ¥ bk, vrby ) —Fr vYAEY) | BOLERK
[SafEHRE]

HIVHUR - 5ok, HBsHUR, HCVHLE, HBMIERR (serologic test for syphilisik ¢ treponema
pallidumi%)

(6) MIfEFIEMIRE
EAEVBEOHBOMETRESHET S B TUTORBICEEHER LT,
(HEHE, BEOFEOFMDS— )

BEEA, BE% 50, 104, 2047, 304, 454y, L BEM. 1.5 RRE, 2 R, 4 BERD. 8 B
R, 24 B

A VR R OB M FRE 2 RIET 5 BA T, ST ORMICIIEE TR LTz,
(RIEHED /A~ 1)

Dayl: #5ERT, #E5%55. 104, 2045, 3057, 4545, 1EER. 15K, 285RE, 48R, 10
R

Day 2~Day 6 : B0 5ER]

Day 7 : ¢ 5-ER, 5% 54, 1045, 2045, 3047, 454y, LB, 1.5 Befd. 2 BefE. 4 BF
B, 10 ¥R, 24 R GBEZAD)

(1) RFRCGEFENEVBIRE
(BE 3= b)
2T w72 (017 ghkg HEKE) ICHRE-BAART 24 R R R 5BR46% 24 BRI OR R UN#E%R %
NENERL., RERPHEESER CRBET PR Z[E L,

9.5.4.3. BLEEME
(1) A7V —= 72 4 130l (BE, A% 1H 28, KE)
MIEHEARE, MRELFRE
(2) #ERTHE O EHMAER : 88nL (BE), 28nl (A 1H)) | 38ul (BE2H) . 102ul (K1)
MEFARRE, MkELERE, SERLER, S/FE - 7 M ofkt
(3) BEAYLEE : 38mL (2mLX19[E BAE) | 24mLX2 (2ul X12[E &% 1Hi2 )
80mL (2mL X 40 [F K18)
(4) WiRMmE . 131nL (BED, 66mL, 75nL (&I 1 #1280, 195ml (K1)

9.6. T2 DRHERE

9.6.1. RBOSKEBTERVGRERI

PRAEET. BROBFHEESHTWENENERIE LT, Thbh, EREEFIESICE
SWT, BBROERE VT —F OFERL., BEROCHESEREHREE, EFEE 4 4H3HE
BOME 80 40 2 \WHEST A EHEY N GCP Z0BEER 2 MT L TIThbh TWaA Z L 2R L
7o

9.6.1.1. REEE
REREER LUCEEZEMET, SEEEFIEFCHVRETELER L, UTiCERE
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BERLEZ,
(1) BEBRF OBIRFIE - BEFIE - REFE - FEFESIIERERRKR O, EEEEFIEEIC
fEo Tt

(2) =& —ITHHED O OXERE., IWRERFEE LM L ERROEREEHRT 572D,
RBRER IR BLEME RRSEEMICT T 25 =4 U V7 2 EHICIT5 2,

B) B=F—FTET=F ) IR EERICET A ERONERT o7z,

@) =¥ —IDRESOFEERE b LIUEFREEORBAR ERER L RICEIR Uiz,

6) F—EF~vRVAY MEMHTER SN ZEASEFORBANELZER L. MEtl&by
HEERHZHAIIE. THAEE] 2ERL, T=F—~RH Lk, == —3EFARE
BOERIMEERLERFE T, MRELEM. RRIBEMUIBRBAFICERANE
OEEXIMEERER L7z, 28, BROEEMIIRRENEPIEEXIMEERZIT I3 H4
Wi, BEICTRBRRERMICZ ORI OV TR ZEE L.

(6) BFFERTFITMLEIE U CEFARF 2TV, EARSEOTRANER USRS 2RERL., £
BlIOBHR R L,

() F—F<=xVAy MEYEL, F—FOREBRET —F RO A v MHEEICE > TES
BEML, FEL

(8) MIFEATEITRREINE - /OE. BREORM - EIEEEOTEERBICTRRANEOR
BETo,

9.6.1.2. RHERTE

BEANHE AT, IRBRSTRBRENGE S, BEEETIRE. Bk, GCPEOEEER T HTL
TIFON TV BEPEPPERLEGFIEEICH > TEE L, BEEM83, EHERSE. B
BEEHEE L,

VRBROEMIE T — % OERR., BERCHENRREMFEE, BHEE WEE3HRCE
80 £ 2 IWHET HEEW TN GCP A4 MF L UThh TWa Z L &, IEAKRFITT=%
S EBE=F VU EBUTHERLE, 7—FROVTE, T—F<XVA MBYENED
OEMREEEFIEE FFEAREORREZELLO) - TREEERITo -,

9.7. ABRERHEE CTHESAHHFERTEMNRORE

9.7.1. M RURINEHE

9.7.1.1. BARRER

(1) ZEMBIERATRE)
HERIE (PYRNA) 285 Eh, EMREORERRLE DNIT N TORRE 2 DB ER
FrpER LB & & L,

(2) BetefpirEsl
BREPRESNETATOERELTHI L L LK,

9.7.1.2. HBREER

R=R Tk, BREHNOWREER (B, R, RERBRNOKE) ORRER (BEEE
%, VHE FEEE TRIE BME BB 2EHELE,
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9.7.1.3. EVEE

(1) ipBhhe

1) fsfEh SRR
HEHREROEERS O~ T, FHERSTOMEP L v VBRRE OB &S
BERICEH L, #BREZER L, RFEOCREBOFTM S— Tk, BFSLMER (ZEH
BE, BREE) CAUERSTOMETCACVBRBEOERHHESZEH L, HBREZ
B Uiz, bW T, BYBE T A —F QLR (BRER. THE. EERE, &
IME, PRE, BoKME, SMTTHME, STEHEOEERECY% R L, BHT5E
BN RT A —F X AUCos. AUCoints AUCot. Crmaxs tmaxs Kel, tia, MRToine, VZ/F, Vdss/F.
CL/FE L. BEMIARATEHEEIC R L,
HER SR OEERE T, 5N ARIER R TO DI P ILERRE R OB e
vUBOMETRELOTRME REH, M, EERZ, PRE, B/ME &K
) ZEH L7z, BEOPBOFM S— b Tk, BRELED (ZERERS . 8%KE) K2
b ORBEH R AR M L,
Ehic, HEHREROCRERS S T, REMIICERERLTOS FElL (T b
Eile/3-t FuXx VEER) . Na, K, CIOTMSEE (BREEIR. SEHE, FEREE. PRE,
B/ME, BokfE) ZEHLRE,
MEF A ERRE L e 5 R L OBRETMET 5 BT, AUCo, AUCrint, Crmax®ENE
hEvYiEh BEEELXENC Ty P UETEREOBHEREZERTS & Lbic, BERRSHTE
BWTRT—EF N (Y=aXP) 2Y T, o KO B OHEER L 2O 90% FHEKMZ
BHLE,

2) IR - ERRPBE RS- )
R - FEhEEMIBE OREMEICESNT, BYEIIE T A —F OB E (EHREK, F
BE, EEEE, RAME, PIME, BOKE. SMTEHE, BMESEOEEMRECVR) &
Wik, BHTH2EMEE AT A—FEUTObLOL L, BEMIMTEHESEICNR L,
Ae, Ac%, CLr. Af. Af%

(2) BRI RIETAREOREONME
BEOFBOFES— b TEH LM A © Y BRIBE OBYBIE T A —XIZDWT,
BEEMR (EHEERE, RERE) TOVRBEOL (X)) &2 OFRI0RERKHMEHE
H U, EREEZEHTB55A. Cnux Kel, AUCoins, tize MRToqms DF /3T A — & 1L H RS
BT U CEEDE L FOEERMEPER Lictk, BEROLICETZ & & L, tuad TRE
ExFDOEERNTHEIFESEOZE L ZOMM0%EHEEM 2 HH Uiz, AUCHMK UCrud’
Sk DY FEEIET B 510g(0.80)~log(1.25) DFEFHN THIILHE L HIET B, F/o. Coax BV
AUCour® TN ENKIGELRE LT, B (LR G 0u1TRE, RBREEITH) RUWHE2E
H & Ll v A —"—5 8ot & Ei Uik,

(3) EFREOFE & FRUFE (RERE - 1)
REHRSHEOMEREN CVBRBED N T 7HEIZOWT, #5¥E Z & ZDay 7& Day 1~Day 6
L DM (Day 7/Day 1. Day 7/Day 2 ... Day 7/Day 6) #EH L. fl#aE (EBEK. ¥
i, EHEmE, ByME, PIRE, RKRE. BMTESHE, $TEHEOEBRECVR) £RD
7z
REHREHO MR ENA C BRI E D Cru CAUCwAZ DV, #EERFE 2 & {ZDay7 & Dayl &
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Ot (Day7/Dayl) ZHH L, RRFEE (FBREH. TOE, SHERZE. RoME, PRME,
RNE, $UESE, STEEOEBRRCVY%) ZHH LA,

9.7.1.4. ®&H
(1) BEFERKOEIER
BB LT N TOEEERAKIT, MedDRA 17.1 ® PT XL, ThE2EHEME L, BE
BRI, ERBRIICES L,
(2) HRRMRE, A NP A VU RUEE
FRIRIRZE, A ZNATA VROBEIZOWT, EREOREEBIZOVWTIE, REBER L
KAHER R CORTBHRE (BRBRER., FHME., EEFE2E, RAME, 25%58. FRIME, 75%
A BORE. BE, RE) 2EHL, REEE Z LT, B4 OEEBRE O Dayl #E5#OEE X
h, REKRTEEOMEE YIS 2 v b LB R 2 1ER Lz, EHEEIZ OV T, Dayl #
HRi & B EHOFREF L TOV T b F—TNEER U, 2B, RERES/S— D Day2
5 Day8 DIEEIZ-DVWT, Day-1 DRIERHBRIIXT 286 %, HEHINERE 2L OHBR
TRLE,
(3) 2FELER
ZRERER TORBHE R RHBRER, FIME. BEERZE, RME. 25%K. FRIE, 75%
ALRORME, BE, RE) 2EH UKL, £7, Dayl 58T L 5B OZRIER A CTOERYE
DY T " TF—=TAERER L, @) bhrza— (REHS—1)
BERILIC, SHEEE OWERSEOTRMHE BEtk, THE, E¥FEE. &/
B, HRME, BAE EEHLE,
9.7.2. EHIBDRE
AANERBMZHRE L L, SRS RITEER S S— b 324 (IRT v 7He ) iR
4, MBEM2L) . BRFEOPEBOFME S— @ 64 (ZERRELITHL, BREBRSEITHS
£) . REHRE AT 2148 (AT v 71154, ATy T2:64) Ll
BB, FBBIIEA OFEE FTHET B RBE TRV 0O THEAYREFERREIMThR 1o
7o

9.8. ARORBRISHESWBHICHTIEE

HEHENTSTEEOWET - EEORHZELUTIRA L,

IR 2014/12/8 FIRAERR

- 6-4.5 OFHREN - EE

1.1 2015/1/7 « 6-4.6 D Coin EFH BN 72 551 5%
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10. ABHRE

10.1. BEREDORWR

FIBEBROBMTEOWHRE T L, MBROEHICKSI L, AERONER L ONEEE L4y
WHH L, TORR, BEEE S—F T 514, BFOBEONM \— b TiX 104, KER
EX—- b TIRRAS ZOBEHREARAADPOEHBERCLDFAER*XEBCLVBBL A7V —=0 0%
EiE L. €0 BIRRIEE L INPRE T, BERE - N TiX 324, BFOKBOFE
N TIX 64, REHES - FTIR 214 ThoT, BEEEES S— FRUREHRS— kT,
TRBRERERNCE D TR E AV CEERSTHRERIE (LUF. PYRNA 2 9) EXIR3ELEY 17
Too BEOREBOTE — N Tk, ZERRERTH (ZERRE-BRRE) LR%BBRERT
B (AR5 -THERERE) 2704 ACERT T,

HERE— b ERFOFBOFM — N TRRE2FABPBREET L), KERES -0 X
Ty 7 2B WT, Day-l BERIC 6 FRHIEFER L ieoTe, HREONRE, HEHE/S—b
2% 10.1-1, BRFEOFEBOFM — F 2K 1012, REHRE - 2% 10.1-3 1Rk,

FUEQEBEIZOWTIE, £ 102-1, & 1022, RUEK 1023 10R- Lk, KEHRE—1F - 2Ty
72 DBEGE 6 LI L T, RBREMEEIZMEV., PYRNA 2.0 g/kg/day D5 % HE L7123,
Day-1 #5-# 24br B ¥ CORLMIMMORER. WREEEMOHWIC LY 6 ZERPBRBRFIEL
ot (F1023) ,

F10.1-1 HREOWR () ; BEHRE/—b

#10.2-1 fuEOFHEK () ; EEHEE/—+

PYRNA *xF PYRNA xf PYRNA xf PYRNA *t

N ER 008ghkg | B | 017gkg | B | 033ghkg | B | 066gks | B

* * E S *

SET B 6 2 6 2 6 2 6 2

kBl 0 0 0 0 0 0 0 0

BB B PIEE B UKz 0 0 0 0 0 0 0 0

FEFLNFEIL, EHinPLENEL 0 0 0 0 0 0 0 0

ML

BREBR 7 0 —T v TBHOLDIC 0 0 0 0 0 0 0 0
SepE LAz oot

ZOfh, ERHAS PR Z LT & T Ui 0 0 0 0 0 0 0 0

£ 10.2-2 BEOFE ) ; BEOFEOFMH/ — +

PYRNA 0.17 g/kg

PYRNA 0.17 g/kg

ST B

3

3

SR

BBRE D L& R L

. PYRNA | .0y | PYRNA s | PYRNA e | PYRNA [
PR | oosgie | T o 17gke | TFE [ omagne | TR | (6 g | TR
TRBREE

6 2 6 2 6 2 6 2
BB
SET B 6 6 2
IR 0 0 0

& 10.1-2 HEREDOKN

&R (2)

ﬁ$®§§¥®§${ﬂﬁ $S— bk

REEs

o

PIER PYRNA 0.17 g/kg PYRNA 0.17 g/kg
TRBRER 5015 3 3
5E T Bil%k 3 3
NI 0 0
% 10.1-3 WEAENRQ) ; REHE/—

PYRNA

PYRNA

AR TR 0.5g/kg/day 1.0g/kg/day 2.0 g/kg/day
YRR 51K 3 6 J 6
=T % 3 6 J 0
LB 0 0 0 6
39

HEEZPRAL, EMAPLELELHELE

WRER T 0 —T vy 7RO DK Lis kol

F O, ERRH LR ST LR L

0
0
0
0
0

oo |o|o|o

#10.2-3 FEDOFRQ) ; REKE/ -

PYRNA

PYRNA

_ PYRNA
n R AR 0.5g/kg/day 1.0g/kg/day 2.0g/kg/day
STHI% 3 ‘ 6 6
HEFIE 0 0
BERE R LA B U 0 0
FEESBRAL, BEFMAPLESLEL 0 0 o 0
T L
BRENT +0—T v TR O DITE 0 0 0 0
Ligl i otz
Z DM, BRI RS LA L 0 0 0 6

10.2. ABRSEHMERTEE A b DEL
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BROBAANRIIRNEE, BROREHE, BEOETERTBEOFMI<ET S

BELRBKRIEE, o=, 11, BHEOEEMH

AR, RERABHEEE 25 L TR, Belt. EMEEROREOZE LT
FTHRBRTH Y, BISRBICBT AFBOBEDECTMEE BH & LIeRBTIIR WD, FE
BATRER O B #CH 2 MBS R CRFOEBOFEIC >V TREH L,

1.1, BFLiF—4tv

fRATRIER & LC, BERE S b 32 B, REOREBOFNMES— b 6 4], KEHRE<— 214
DF —F B8 Lz, BFROBRER 11.1 1R L, #rdssEmoess 971 HERT
FEATENE IR L, EAOTH R UT —F OBB M OWTIE, EFREES TRE LR,

<REH/ENR—F>

REHE— b
5 21 61
I
! |
RIS EFR A BRI REFRS:
PYRNA AT v 7 1 #5154 PYRNA #4504
BRUOAF v 7 2 H& 5k 6 4l RORT o7 285 H1E 05
I !
IR EHEARAT N SRR A SR B REAEAT R SR FIRRS
PYRNA A7 v 7 1 #&5 15 4 PYRNA #4504
RORT v 7 2 #5H0E 6 4 RURT v 7 2 #5581k 0 4

<BEHEG/A— >
HEHRE./— b
B HRER] 32 41
I
[ ]
MR B E R A WAV R BRA
PYRNA #4532 4 PYRNA #5041
|
SR EHHEARAT R SRR A BRI HEARAT S SR F RSN
PYRNA #4532 41 PYRNA #4506
<BEOREOFTE/S—F>
BEOHBOFE — b
BeE5EH 6 4l
I
L 1
REMEMT SRERRA LM R S E MRS
PYRNA #5- 6 #] PYRNA #5041
]
RIPERRAT N REHRA BB IBARAT R SR RS
PYRNA #5 6 PYRNA #5041

41

B 1.1 #rr—4styt

11.2. AOMEENEUVEEEORHYE

HEHR G — MR 5 RYBIEMRIT S, R, R UWRRIKERART o4 32 FloBEE R
BFR 112-11R Lk, 53K (BUF, PYRNA L) BERLCRHBRELEORT v 71 15
ATy TFE4OABIRBNT, RESOFENFTR., AR, BURE, BT LA X—0F 8
BB R . FRORBREBETHBRSA TV,

BREORBOFE A — MBI 2 RBIBMITNSR, et RUHKREREMBITHE 6 #logk
BREERER 1122 IZR Lz, PYRNA OZEERRERITEIECICRBRELTRICBN T, &
BELOHENTTR, BARE, BRE. EM7 VLR —0F S RER < . FRokBREst
THR STV,

REHRE— MR MBS, Beth, ROERIEETIE 321 flogREY
mER 1123 IR LT, PYRNA REZROVICHBEREDRAT v 7 1 KU PYRNA HE5EDAT
Y7 2IBWT, BREEOFENFTR. BHEE. BURE. ¥M7 LX— OB BIIEICRERL
FEROHREFE BRI TV,

£ 11.2-1 HREER ) ; EEKES—F

Mean 25.0 23.0 24.0 21.0 315 37.5 31.0 335
SD 8.6 4.2 3.6 14 10.3 10.6 9.5 134
Min 20 20 21 20 23 30 22 24
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21.0

23.0

225

21.0

27.5

375

30.5

335

Mean 175.32 175.25 171.55 178.60 173.88 170.80 170.88 171.10
SD 5.08 10.96 434 6.79 3.27 6.93 4,34 0.71
Min 169.9 167.5 167.1 173.8 169.9 165.9 162.9 170.6
Median 175.35 175.25 170.75 178.60 174.40 170.80 172.45 171.10
Max 182.6 183.0 178.7 183.4 177.1 175.7 1743 171.6
BEL) | '
N 6
Mean 62.05 64.20 63.52 65.50 66.52 66.55 66.77 65.35
SD 5.52 5.66 6.51 3.25 6.89 0.78 6.69 233
Min 56.0 60.2 559 63.2 58.0 66.0 55.4 63.7
Median 61.35 64.20 61.75 65.50 66.20 66.55 67.05 65.35
Max 72.0 68.2 75.2 67.8 77.7 67.1 74.6 67.0
| BMI [kg/n?] L
N 6 2 6 2 6 2 6 2
Mean 20.17 20.91 21.58 20.62 21.99 22.36 22.82 2232
SD 1.31 0.77 2.03 2.59 2.04 1.59 1.57 0.61
Min 18.7 204 19.3 18.8 19.6 21.7 20.9 219
Median 19.94 20.91 21.83 20.62 21.77 22.86 22.94 2232
Max 21.9 21.5 24.9 224 248 24.0 24.6 22.8
ﬂf 5 1 3 2 5 1 3 0
(833%) | (50.0%) | (50.0%) | (100.0%) | (833%) | (50.0%) | (50.0%) | ( 0.0%)
H 1 1 3 0 1 1 3 2
(16.7%) (50.0%) (50.0%) ( 0.0%) (16.7%) (50.0%) (50.0%) (100.0%)
SRS ~ Baaalase s
6 2 6 2 6 2 6 2
(100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%)
H 0 0 0 0 0 0 0 0
( 0.0%) | ( 0.0%) | ( 00%) | ( 0.0%) | ( 0.0%) | ( 00%) [ ( 0.0%) | ( 0.0%)
6 2 6 2 6 2 6 2
(100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%) | (100.0%)
Fe) 0 0 0 0 0 0 0 0
( 00%) | ( 0.0%) | ( 00%) | ( 00%) | ( 0.0%) | ( 0.0%) | ( 00%) | ( 0.0%)
£ 11.2-2 BHRESE Q) ; ATOPEOEE/ S— +

43

PYRNA 0.17 gikg

PYRNA 0.17 ghkg

3
Mean 31.7 26.7
SD 10.7 5.1
Min 25 21
Median 26.0 28.0

Max

Mean 172.20 173.93
SD 3.30 5.60
Min 170.1 170.5
Median 170.50 170.90
176.0 180.4

Mean 64.27 64.20
SD 4.90 8.95
Min 58.9 58.3
Median 65.40 59.80
Max 68.5 74.5

Mean 21.66 21.14
SD 1.24 1.55
Min 203 20.0
Median 22.11 20.57
226 229

3 (100.0%)

0( 0.0%)
=) 3 (100.0%) 0( 0.0%)
= 3(100.0%) 3 (100.0%)
" 0( 0.0%) 0( 0.0%)
3 3 (100.0%) 3 (100.0%)
0( 0.0%) 0( 0.0%)

23 PREHRQ) ; REKS/—F
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*FRER

PYRNA

PYRNA

Mean 28.0 26.8 31.0 27.2
SD 4.6 4.7 5.8 34
Min 24 22 25 24
Median 270 26.0 30.5 27.0

Mean 177.23 171.87 170.98 173.43
SD 12.00 3.96 5.68 3.93
Min 165.3 167.2 166.2 167.4
Median 177.10 170.75 169.65 173.60
189.3 177.8 181.3 177.6

70.13

16.69

Mean 22,12 2137 2147 21.02
SD 2.81 1.40 1.67 1.39
Min 193 19.5 194 19.7
Median 22.11 21.54 2112 20.75
24.9 22.9 245 234

3 (100.0%)

4(66.7%)

6 (100.0%)

6 (100.0%)

0( 0.0%)

3 (100.0%)

2(33.3%)

6 (100.0%)

0( 0.0%)

0( 0.0%)

6 (100.0%)

6 (100.0%)

0( 0.0%)

3 (100.0%)

0( 0.0%)

0( 0.0%)

0( 0.0%)

6 (100.0%)

6 (100.0%)

6 (100.0%)

0( 0.0%)

0( 0.0%)

0( 0.0%)

0( 0.0%)

11.3. HABROBFRADHE

HE#E /b 32 4], REOHBOFTE/ — F 6 fil, KEHKE— k21 I XTOHPRE X

45

ABE L CHBRREEMOER TR, HBE L CRESNKERL (9511 28) ik
BRESHER Y RES W2 L BEREEEMIC X W R S hie,

N4 FENEBTIEARRVCENERET—2—E%

FRCERER2VEE, B Uiz PYRNA o Mg 2 4R E R DM 0 © BRI EE
OREROENVEVBBELZZ LK ZEICL VRO EERLTRT 2. 8. ZLEWEED
HEEPADOEL R BATEEO L L,

11.4.1. 30N

EMBREOTMIT, MBI RSB CEME Uiz, HREREITHERES— 3246, &
HORBOFME b 6 5, REFES —F 210 THo7 (101 &, F 10.1-1~3% 10.1-3 BRE
DNRBHE)

11.4.1.1. BERRE/—+

A7 v 7 1(PYRNAO0.08g/kg) . A7 » 72 (PYRNA0.17g/kg) . 2T » 7 3 (PYRNA 0.33g/kg) .
A7 v 7 4 (PYRNA 0.66g/kg) DIRBIEE ZEIERHEE LU0 HIER A TOMmiEH PYRNA
EORRHEE RBRER, THME, EIEE, B/ME, POE, BOKE, SMEHE, SMEY
EOEBRE CV%) 2HREHINCEN (F114.11-1) L, THE GCEERDE) OWBRZRL
7o (B114.1.1-1) , RiZ, MEH PYRNA IREOEMBIIE 5 2 —F 2 &R L, DRseELH
Hik (F114112) ,

iz, MmIFF PYRNA RE L R E& L OBRETMT 5 BAIT, AUCo, AUCoint, Caum DER
Thez Yl #EREE XEICTry b LEBIHKOBRRZERT5 & & biz, SBERS
ANTART =7 (Y=oXP) 2YTiEd, o KU B OREEME & Z DR 0%EEXE 2 EH Lk

(K 11.4.14) ,

EBIZ, ATy 7 2 BEFCENT, IWREREHORT - EPEYBREOREMIZOVT,
Ae CREAGHRTYMR) | Ac% CREMERTHHESE) | Clx (BZ7UTIVR) | Af (RE
(LR HEIER) | Af% CGRE(LiBIETHEER) OBHEE (BREE. Tl Eefs, &
/ME, FRE, RKRE, $TEHE, STEHEOEBRRCVYS) ZHEHLE ((114.1.13) .

[ 5]

AT » F1CIEAUC = 0.911 hr*mg/dL. Cumax=0.422 mg/dL, Tumx=0.653 hrChoiz, AF v
2THEAUCp+=0.560 hr*mg/dL, Crax=0.765 mg/dL. Tmwx=0.833 hrCh ok, XF v 73 TIXAUC,
= 0.651 hr*mg/dL, Cunax=0.752 mg/dL, Tuax=0.833 rTH o7z, AT v F4TIEAUCH=3.210
hr*mg/dL, Cumax=1.883 mg/dL, Tmu=0.611hrTH o7z,

WIT, PYRNARGEA WY L I2BE& O mIfFrFPYRNARE L 5B L OBRETET 2 BEHNT
RO T BAK 7 b TR EIR AT TIE. AUCo: I LT, 0.=-2.589, p=0.827 (FfI90% {E
HHIXH 0.423-1.232) | FHEBEREr = 0.5993 CIEDOMB TH 572, AUCoins [ZBIL TiE n=9& 2o
TLEoLPB, a=0918, B=0.086 (FE{HI90% (EMHXRE -0.818-0.989) . +HEEAEL =—0.0676T
Hols Coax B LTI, a=-1.970. $=0.599 (Fi{f90% {E4EXR 0.336-0.862) . FABALREK r
=0.6403 TIEDFEZ D=,

BlEE Y, PYRNADHEEFH ST L D HFE5E%0.08g/ked> 60.66g/kg E TAH2D4BMETHiY &
BIHEEI, AUCot & Conx IXENENEDFBE THM LIz, —%. AUCous B L TIIR5&
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EOBICHEBR bR No T,

Eh, X7 v 7 2 (PYRNA 0.17g/kg) THRBIREEHORP - P EYBE ORI E R
W FERTIE, 5T Ae=4.016 mg, Ae%=0.0378 %, CLg=0.4748 dL/hr, Af=0.027mg, Af%=
0.0003%& 720, #EH Ae=2.635mg, Ae%=00253 %, CLg=0.3211dL/hr, Af=0.050mg. Af%
=0.0005 % TdH o7z, PYRNA ORF R OFER~OHEMIIED T2 L BARD b,

& 11.4.1.1-1 fsh PYRNAREOEN (1) ; EEBE/—
B

Smin 6 | 0033 0059 000] 0010]| 01500448 | 1454
10min 6 | 0145 | 0.114 | 005] 0.115| 032 0.1080 | 1052
20min 6 | 0227 0176 | 000 | 0285 | 039 [ 0.1880 | 199.6
30min 6 | 0072 0059 | 000/ 0.085| 01401049 | 261
45min 6 | 0422 0318| 013 ] 0350 | 1.04 [ 03458 | 762
thr 6 | 0072 0093 | 000/ 0025| 02000682 | 1778
1.5hr 6 | 0017 0.041| 000 0.000| 0.10 | 0.1000
2hr 6 | 0012 0.029| 000/ 0.000]| 0.07 | 0.0700
4hr 6 | 0012|002 | 000/ 0.000] 00700700
8hr 6 | 0072 0.107| 000 0.035| 028 | 0.0605| 2369
Day2 | 24hr 6

0.018 | 0.045 [ 0.00 | 0.000 | 0.11 | 0.1100

0.000 | 0.000 [ 0.00 | 0.000 | 0.00

2
2 0.000 | 0.000 [ 0.00 | 0.000 | 0.00
20min 2 0.035 | 0.007 [ 0.03 | 0.035| 0.04 | 0.0346 20.6
30min 2 0.000 | 0.000 | 0.00 | 0.000 | 0.00
45min 2 0.080 | 0.042 | 0.05| 0.080 | 0.11 | 0.0742 60.4
1hr 2 0.000 | 0.000 | 0.00 | 0.000 | 0.00
1.5hr 2 0.000 [ 0.000 | 0.00 | 0.000 | 0.00
2hr 2 0.000 [ 0.000 | 0.00 | 0.000 | 0.00
4hr 2 0.000 [ 0.000 { 0.00 | 0.000 | 0.00
8hr 2 0.025 | 0.035 | 0.00 | 0.025 | 0.05 | 0.0500
Day2 24hr 2 0.000 | 0.000 | 0.00 [ 0.000 | 0.00

Smin 6 0.020 | 0.049 | 0.00 [ 0.000 | 0.12 | 0.1200
10min 6 0.000 | 0.000 | 0.00 [ 0.000 | 0.00
20min 6 0260 | 0.199 | 0.03 [ 0255 | 0.54 | 0.1726 | 165.2
30min 6 0480 | 0220 | 0.15| 0455 | 079 | 04273 62.8
45min 6 0.382 | 0347 | 0.00 | 0360 | 0.86| 03154 | 165.8
1hr 6 0720 | 0302 | 039 | 0.690 | 1.12 | 0.6662 459
1.5hr 6 0.142 | 0.168 | 0.00 [ 0.075 | 0.42 | 0.0907 | 274.3
2hr 6 0.052 | 0.127 | 0.00 | 0.000 | 0.31 | 0.3100
4hr 6 0.000 [ 0.000 | 0.00 | 0.000 | 0.00
8hr 6 0.000 [ 0.000 | 0.00 | 0.000 | 0.00
Day2 24hr 6 0.000 | 0.000 [ 0.00 { 0.000 | 0.00
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Smin 2 0.000 | 0.00 | 0.000 [ 0.00
10min 2 0.000 | 0.000 | 0.00 [ 0.000 | 0.00
20min 2 0.000 | 0.000 [ 0.00 [ 0.000 | 0.00
30min 2 0.000 | 0.000 [ 0.00 [ 0.000 | 0.00
45min 2 0.000 | 0.000 [ 0.00 | 0.000 | 0.00
1hr 2 0.000 | 0.000 | 0.00 | 0.000 | 0.00
1.5hr 2 0.000 | 0.000 | 0.00 [ 0.000 [ 0.00
2hr 2 0.010 | 0.014 | 0.00 | 0.010 | 0.02 | 0.0200
2
2
2

0.084

0.000

Smin 6 0.00 0.21
10min 6 0.105 | 0.00 | 0.000 | 0.26
20min 6 0357 | 0.00 | 0.185 | 0.94 | 02415 | 160.7
30min 6 0.543 | 0237 0345 1.58 | 0.4626 93.6
45min 6 0447 | 0.18 | 0.490 | 1.40 | 0.5009 84.1
1br 6 0446 | 0.19 | 0.580 | 1.38 | 0.5856 81.2
1.5hr 6 0.160 | 0.00 | 0.080 | 0.40 | 0.1600 | 100.3
2hr 6 0.120 | 0.00 | 0.000 | 0.30
4hr 6 0.000 | 0.00 | 0.000 | 0.00
8hr 6 0.000 | 0.00 | 0.000 | 0.00

Day2 24hr 6 0.000 | 0.00 | 0.000 | 0.00
Smin 2 0.000 { 0.000 { 0.00 | 0.000 | 0.00
10min 2 0.000 [ 0.000 | 0.00 | 0.000 | 0.00
20min 2 0.000 | 0.000 | 0.00 | 0.000 | 0.00
30min 2 0.000 | 0.000 | 0.00 | 0.000 | 0.00
45min 2 0.000 | 0.000 | 0.00 | 0.000 | 0.00
1hr 2 0.040 | 0.057 | 0.00 [ 0.040 | 0.08 | 0.0800
1.5hr 2 0.000 | 0.000 [ 0.00 | 0.000 | 0.00
2hr 2 0.000 | 0.000 | 0.00 | 0.000 | 0.00
4hr 2 0.000 | 0.000 [ 0.00 | 0.000 | 0.00
8hr 2 0.000 | 0.000 | 0.00 | 0.000 { 0.00

Day2 24hr 2 0.000 | 0.000 | 0.00 | 0.000 | 0.00
Smin 6 0383 | 0.333 | 0.03 | 0280 | 0.84 | 0.2435 [ 188.3
10min 6 0.785 | 0.979 | 021 | 0320 | 2.71 | 0.4803 [ 131.1
20min 6 1.587 | 1311 | 0.67 | 1.015 | 4.10 | 1.2742 76.5
30min 6 1.658 | 1.190 | 0.44 | 1305 | 3.82 | 1.3423 83.7
45min 6 1.543 | 0.868 | 0.62 | 1.345 | 2.70 | 1.3381 65.5
Thr 6 1.107 | 0.658 [ 048 | 1.035 1.93 | 0.9346 72.8
1.5hr 6 0.770 | 0258 | 0.53 | 0.710 | 1.26 [ 0.7400 304
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404

2hr 6 | 0667 0280 | 038 1.17 | 0.6241

4hr 6 | 0033 0048 | 0.00 0.12 | 0.0524 | 1123

8hr 6 | 0023 0.036| 0.0 0.07 | 0.0700 0.0

24hr 6 | 0.045| 0092 | 0.00

Pre 2| /0.000 | 0.000| 000 0 |

Smin 2 | 0080 | 0113 | 0.00 0.16 | 0.1600

10min 2 | 0.000 | 0.000]| 0.00 0.00

20min 2 | 0025 0035 | 0.00 0.05 | 0.0500

30min 2 | 0025 0035 0.00 0.05 | 0.0500

45min 2 | 0005 0007] 000 0.005| 0.01|0.0100

1hr 2 | 0000 | 0.000| 0.00] 0000 0.00

1.5hr 2 | 0000 0.000| 0.00]| 0.000] 0.00

2hr 2 | 0.000| 0.000] 0.00]| 0.000]| 0.0

4hr 2 | 0.000 | 0.000 | 0.00/ 0.000] 0.00

8hr 2 | 0135] 0040 | 010 0135 0.17 | 0.1304 | 389
Day2 | 24hr 2 ] 0010 0014 ] 000 0.010| 0.02 | 0.0200
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MR L AR re/dL) Moeb e L AR (re/dL) PR LT R (re/dL)

MFRED L AR (/L)
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©: PYRNA 0.08 g/kg  x: 3%
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©: PYRNA 0.66 g/kg  x: *IR3E
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@
®
s
H
N
>
)
3

35 B (hr)

B 11.4.1.1-1 Mo+ PYRNA REDFHHEREE (1)
BEEENR—; 2Ty T 1~4/24 BH%ET
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IR L SRR e/ MR LT RUEE /) PRy L EBRE e/

HEREY LE BB e /d)

3.3
3.0+
2.7

2.4
2.1
1.8

1.5

RF w1 ARSI ET
©: PYRNA 0.08 g/kg  x: SHEHK

3.3
3.0+
2.7
2.4

2.1
1.8
1.5
1.2
0.9+
0.6+
0.3+
0.0

-0.34

.5 2'0 2.5 3.0 3.5 4.0
|5 JERR (hr)

RF w2 ABMItRFE T
O PYRNA 0.17 g/kg = RIFR3R

A/VH/%\\f

3.3
3.0
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1.8
1.5
1.2
0.9
0.6+
0.3
a.0

0.3+

0.0

0.5 1.0 1.5 20 2.5 3.0 3.5 4.0
5 B (hr)

RF v T3 AREMRET
©: PYRNA 0.33 g/kg x: FHEARE

3.3
3.0
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2.44
2.1
1.8
1.5
1.2
0.9+
0.6+
0.3
0.04

~0.34

0.5 1.0 5 200 2.5 3.0 2.5 4.0
S HEF (hr)

RF v T4 ABSMARET
©: PYRNA 0.66 g/ke ERECLE

0.0

0.5 1.0 1.5 20 2.5 3.0 3.5 a0
e s5 s (hr)

R 11.4.1.1-1 fd PYRNA REOQFHHBR (1)
HEARE A~ ATy T 1~4 /A BRRET
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F11.4.1.1-2 EMHE/AS A—20EH )

0.08g/

[hr*mg/dL]

AUC 1 14.203 14.20 | 14.203 1420 | 14.203
kg 0-inf
Cmax | [mg/dL] 6 0.422 0.318 0.13 0.350 1.04 0.346 76.2
tmax | [br] 6 0.653 0.238 0.17 0.750 0.75 0.584 67.7
Kel | [1/hr] 1 0.0117 0.0117 | 0.0117 | 0.0117 | 0.0117
1 1 1
tin fhr] 1 59.182 59.18 | 59.182 59.18 | 59.182
MR | [hr] 1 79.444 79.444 | 79.444 | 79.444 | 79.444
To-inf 2 2 2
Vo/F | [g/mg/dL] 1 30.439 3044 | 30439 3044 | 30439
CL/F | [g/(hr*mg/d | 1 0.3565 0.356 | 0.3565 0.356 | 0.3565
D

AUC | [hr*mg/dL] 0
0-inf
Cmax | [mg/dL] 2 0.080 0.042 0.05 0.080 0.11 0.074 60.4
tmax | [hr] 2 0.750 0.000 0.75 0.750 0.75 0.750 0.0
Kel [1/hr] 0
tiz [hr] 0
MR | [hr] 0
To-inf
V/F | [g/mg/dL] 0
CL/F | [g/(br*mg/d { ©
D]

52

0.17¢/ | AUC | [hr*mg/dL] 1 0.396 0.40 0.396 0.40 0.396
kg 0-inf
Cmax | [mg/dL] 6 0.765 0.257 0.49 0.755 1.12 0.729 355
tmax | [br] 6 0.833 0.258 0.50 1.000 1.00 0.794 37.0
Kel [1/hr] 1 2.0730 2.0730 | 2.0730 | 2.0730 | 2.0730
1 1 1
tiz [hr] 1 0.334 0.33 0.334 0.33 0334
MR | [br] 1 0.9311 0931 | 09311 0.931 | 0.9311
To-inf
VJ/F | [g/mg/dL] 1 13.806 13.81 | 13.806 13.81 | 13.806
CL/F | [g/(hr*mg/d 1 28.620 28.620 | 28.620 | 28.620 | 28.620
L)] 4 4
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[hr*mg/dL] o

0-inf
Cmax | [mg/dL] 2 0.010 0.014 0.00 0.010 0.02 0.020
tmax | [hr] 1 2.000 2.00 2.000 2.00 2.000
Kel | [1/hr] 0
tiz [hr] 0
MR | [hbr] 0
To-inf
Vo/F | [g/mg/dL] 0
CL/F | [g/thr*mg/d
19)

0.33g/

AUC | [hr*mg/dL] 1 1.540 1.54 1.540 1.54 1.540
kg 0-inf
Cmax | [mg/dL] 6 0.752 0.497 0.25 0.580 1.58 0.627 74.6
tmax | [hr] 6 0.833 0.258 0.50 1.000 1.00 0.794 37.0
Kel | [1/br] 1 2.4009 24010 | 2.4009 | 24010 { 2.4009
5 5 5
tiz [hr] 1 0.289 0.29 0.289 0.29 0.289
MR | [hr] 1 0.8621 0.862 | 0.8621 0.862 | 0.8621
To-inf
VIJF | [g/mg/dL] 1 5.312 5.31 5312 5.31 5312
CL/F | [g/thr*mg/d | 1 12.753 12.754 | 12.753 | 12.754 | 12.753
L)] 6 6 6

AUC | [hr*mg/dL] 0

0-inf

Cmax | [mg/dL] 2 0.040 0.057 0.00 0.040 0.08 0.080
tmax | [hr] 1 1.000 1.00 1.000 1.00 1.000
Kel [1/hr] 0

tiz [hr] 0

MR | [hr] 0

To-int

VA/F | [g/mg/dL] 0

CL/F | [¢/(be*mg/d | O

[hr*mg/dL]
Crax | [mg/dL] 6 | 1883 | 1278 078 | 1365| 410| 1584 | 69.7
tmax | [r] 6 | 0611 0267 033 0625| 1.00| 0561 485
53

0

6 | 0.6823 | 0.64341
5 7 5
tin [hr] 6 5.092 6.945 048 | 2.667 1847 | 2.090 | 3088
MR | [hr] 6 | 7.8116 | 104748 | 0970 | 4.1837 | 28.209 | 3.7032 | 2293
To-inf ‘
Vo/F | [g/mg/dL] 6 | 512331 47.608 8711 37750 | 109.57 | 30.227 182.4
CL/F | [g/thr*mg/d | 6 10927 | 44372 | 4.113 | 10950 | 17.671 | 10.024 52.0
L) 9 9 H

AUC | [hr*mg/dL] 0
0-inf
Cmax | [mg/dL] 2 0.135 0.049 0.10 | 0.135 0.17 | 0.130 38.9
tmax | [br] 2 8.000 0.000 8.00 8.000 8.00 8.000 0.0
Kel | [1/hr] 0
tin [hr] 0
MR | [hr] 0
To-ing
V/F | [g/mg/dL] 0
CL/F | [¢/(br*mg/d | O
19
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#11.4.1.1-3 ROPFESIEMBEOE ; BERE b -

AT w72

PYRNA
BER | Ae [mg] 6 | 4.016 0.937 2.89 4.068 5.15 3.922 243
0.17g/kg
Ae% 6 | 0.0378 | 0.0090 | 0.026 0.0374 | 0.049 0.0369 | 25.0
CLr | [dL/hr] 6 | 04748 | 0.1240 | 0.350 0.4249 | 0.681 0.4624 | 25.0
Af | [mgl | 5 |0027 |o0061 o000 o000 |[014 [0137
Af% 5 | 0.0003 | 0.0006 | 0.000 0.0000 | 0.001 0.0013
BE5% | Ae | [mg] | 6 | 2635 |0678 171 |2535 [373 |2562 |265
Ae% 6 | 00253 | 0.0088 | 0.015 0.0245 | 0.040 0.0241 | 35.0
CLr | [dL/br] 6 | 03211 | 0.1297 | 0.183 0.2974 | 0.559 0.3021 | 38.9
Af [mg] 3 | 0.050 0.046 0.00 0.057 0.09 0.072 33.8
Af% 3 ] 0.0005 | 0.0004 | 0.000 0.0006 | 0.001 0.0007 | 32.5
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11.4.1.2. BEOREOFEE —F

EEIE NS A — 2 OFEREFRKIL41.2-2, IHBREHER 23 U /2 il FPYRNAJR B O EH#BR
. M11.412- 1R LT,

£ ORER., EEFREHOMTEHPYRNABE BN LR L, £/37 2 — X OEHEIT
AUCt=0.518 hr*mg/dL. Cuux=0.283 mg/dL, Tumax=2.167hrCh o7z, BHEHERETIT, Mg
BERHREREBICEF LT AT A—F OFEHIEIL AUCot=2.294 hr*mg/dL, Cpax=0.845 mg/dL,
Taux= 0083 rTH o7z, REEHHTOE/ T A—F DOl (ZERRE RBRE) OFEHIT,
AUC0.4=1.75046, Cumax=0.53604, Tmx=26.00000TdH -7z (F11.4.12-3, F11.4.124) ,

Eio, EYERAT A—F TEICERMEER (Tox HHEEZZOEEAVE) 2170, &
LM (EERRE, A%ERE) TOREHEOZEL FOTMONEERE 2 EH L fERIT, AUC,
¢ TIX0.27K T 10g(0.05) ~ log(1.60). Camx TIF0.35K T log(0.17)~ log(0.73)TH Y, £hEHhD
IRT A= IZBWTESMEOHEELETH 51og(0.80)~log(1.25)DEEFHS Th o Iz (£11.4.1.2-5) ,

S b, ZEMEREREEITIAH L BRBERITILBORYBER T 2~ B, REEHOEY
BT AL RIETHEOFREMRT ), EAFA—FERSERE LT, B (&g
W B SEATHE, ARBREEATH) RUOBHEERE Lt/ o Ad—N—08om =l L (&
114.12-6) o BB, ZOBEOFFKEITRI0%E Lic, FORE, AUCo BELT, B (&
WpE G THE, REBR BT oW T, SEMREEENRD b (p=0.0063) . . Cum
B LTI REL R CORMZENP=0.0376L 72V | HEHREEENED b,

(i

(PYRNA 0.17 g/kg) Smin 6 0.014 | 0.00 0.015 | 0.04 0.0174 | 63.2
10min 6 0.049 | 0.00 0.000 | 0.12 0.0775 | 68.3
20min 6 0.121 | 0.00 0.015 | 0.28 0.1169 | 177.6
30min 6 0.132 | 0.00 0.085 | 0.29 0.1002 | 168.2
45min 6 0.180 | 0.01 0.165 | 0.47 0.1222 | 249.6
1hbr 6 0.149 | 0.00 0.245 | 041 0.2622 | 43.9
1.5hr 6 0.110 | 0.00 0.120 | 0.29 0.1582 | 50.8
2hr 6 0.094 | 0.00 0.030 | 0.24 0.1090 | 81.4
4hr 6 0.008 | 0.00 0.000 | 0.02 0.0200
8hr 6 0.077 | 0.00 0.020 | 020 0.0423 | 150.1

6 0.016

0408 | 0.29 0.875 1.29 0.7457 | 64.0
0.328 | 024 0.695 1.02 0.5820 | 65.5
0.356 | 0.18 0.535 1.01 0.4700 | 83.8
0.287 | 0.12 0395 | 0.83 0.3602 | 87.6
0.220 | 0.06 0.350 | 0.61 0.2402 | 122.6
0.162 | 0.00 0.205 | 0.49 0.2260 | 54.3
0.152 | 0.00 0.225 | 0.38 0.2171 | 77.0
0.137 | 0.00 0.180 | 0.37 0.1768 | 81.2
0.067 | 0.00 0.085 | 0.17 0.0670 | 160.1
0.082 | 0.00 0.055 | 0.18 0.0926 | 100.8

(PYRNA 0.17 g/kg)

Al AR AN
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57

mAENEVBBE (ng/d)

i L E BB E (ng/dL)

0 RIS x: RS

T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 2 2 2%
HEHMHRH (hr)

AR ET
0 ZHERS x: R#KS

T
0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0

B (hr)

B 11.4.1.2-1 s PYRNAREOFEHHEBR (2) ;
BEOZEOFME/— b+ ; 4 BREFTRU4BHERET
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F11.4.1.2-2 EYHE/RS A -2 OEH Q) ; BEOZEOFH/ — +

AUC

’ [br*meg/dL]

1.862

1.862

PYRNA 1.86 1.862
0.17g/kg 0-inf
Cma | [mg/dL] 0.283 0.118 0.16 0.245 0.47 0265 | 41.8
X
tmax | [hr] 2.167 2.871 0.75 1.000 8.00 1375 | 111,
6
Kel [1/hr] 0.09361 0.0936 | 0.09361 | 0.0936 | 0.09361
tiz [hr] 7.404 7.40 7.404 740 7.404
MRT | [hr] 12.0822 12.082 | 12.0822 | 12.082 | 12.0822
0-inf
V/F | [g/mg/dL] 69.203 69.20 | 69.203 69.20 | 69.203
CL/F | [g/(hr*mg/d 6.4784 6478 | 6.4784 6478 | 6.4784
|19}

PYRNA [br*mg/dL] 4.288 5.778 0.24 2.462 1.722 | 378.
0.17g/kg 0-inf 0
Cma | [mg/dL] 0.845 0.408 0.29 0.875 1.29 0.746 | 64.0
X
tmax | [hr] 0.083 0.000 0.08 0.083 0.08 0.083 0.0
Kel [1/hr] 0.29400 | 030819 | 0.0183 | 0.17162 | 0.7018 | 0.14475 | 274.
8
tie [hr] 10.677 13.861 0.99 5.380 36.96 4.789 | 274.
8
MRT | [hr] 14.7283 | 21.0912 0.960 | 6.7336 | 55.955 | 5.8713 | 320.
0-inf 6
VJ/F [g/mg/dL] 46.586 24.204 23.36 43.187 74.81 41.159 | 60.0
CL/F | [g/(hr*mg/d 16.5360 | 21.0624 0.539 4.8197 46.586 59578 | 440.
L] 7
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| M| EERA | B | EERR | EERR | EER/R | SERR | EERE | A
B\ /| B B/ % % *® % % #%
| Atk o3t
%
2
P2 | 162 0.76 9.0000
- 87 00
00
1
P2 | 004 0.18 12.0000
- 11 60
00
2
P2 | 004 0.24 12.0000
- 97 27
00
3
P2 | 026 0.27 96.0000
- 40 78
00
4
P2 | 846 7.0531 | 1.62 9.0000 0.1437 6.9610 8.0140 0.9680 0.1391
- 61 07
00
5
P2 | 005 0.12 18.0000
- 32 90
00
6
60
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R4 1. 224 KNS A— S OBREBEREFICHT 2 EERRSRORN
i

ZERE R 5B/ Rk # | AUCo+ 6 1.75046 3.34721 0.0411 0.15861 8.4661

S
AUCouing 1 7.05312 7.0531 | 705312 7.0531
Cronx 6 0.53604 0.57750 0.1290 |  0.26025 1.6207
tomax 6 26.00000 | 34.44996 9.0000 | 12.00000 |  96.0000
Ket 1 0.14366 0.1437 |  0.14366 0.1437
tiz 1 6.96098 6.9610 |  6.96098 6.9610
MR To-inf 1 8.01399 8.0140 |  8.01399 8.0140
Vz/F 1 0.96801 0.9680 |  0.96801 0.9680
CL/F 1 0.13906 0.1391 |  0.13906 0.1391

~ ‘ . . v
REEREOTFHEOZE 0.27 0.35

X 1og(0.05)~1log(1.60) 1og(0.17)~1og(0.73)
- 5 e

-

90%EHREH

61

11.4.1.2-6 BEOZEOHN (V ARG —N"—0EIH)

R /AR 4 0.532473 0.133118 0.064 | p=0.9896

AERARE 1 5.116657 5.116657 2456 | p=0.1921

(5] 1 3742354 3742354 1797 | p=02512
4 8.332363 2.083091

21.392715

wERE /EFFRE 4 0.255051 0.063763 0.186 | p=0.9342
ISR 1 3221777 3.221777 9.378 | p=0.0376
R 1 0.891694 0.891694 2.596 | p=0.1825
mE 4 1374154 0.343538

11 5.743294

CREEHIE)

IR

15.270833

3.817708

4 1.000 | p=0.5000
BiFIRE 1 13.020833 13.020833 3411 | p=0.1385
RIRLAFRE 1 5333333 5.333333 1397 | p=0.3027
ME 4 15.270833 3.817708
RED) 11 54.229167

62
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#11.4.13-1 MHPYRNABREDELN(Q) ; REHKE —

11.4.1.3. R#fE®E/1—F

AT v 7 1(PYRNA 0.5 g/kg/day 35 L UV 1.0 g/kg/day @ 2 FIE) . AT » 72 (PYRNA 2.0 g/kg/day)
OIRHIEE 1 B 3 EARGBEES LD, miffd PYRNA BREOTRKERE BShEk, THE,
BEHEE, R/ME, PRE, BRE. $AMEHE, BTEHEOEHRIE CVR) 2REHINCE

0.440 | 0.484 | 0.02 0.330 [ 0.97 | 0.1857 | 737.6

3
HL., EE (GEERE) 2HBRGRLE (R 114.13-1) . Bk, miffh PYRNA REDOZK 1omin | 3 | 0453|0337 022 0300 038403813 | 79.7
WENRE T A —F R L, BlHERREEEH L (F114132) , ‘ 20min | 3 | 0433|0090 | 034 0440 | 052 | 04260 | 217
Eiz, fEF PYRNA BED b T 7H (Couin) 122WT, #EB# Z 412 Day 7 & Day 1~Day 6 & 30min 3 | 0327]0072| 028 | 029 | 04103217 | 213
D (Day7/MDayl, Day7/Day2 . ..Day7/Day6) #EH L, BlkFHHEZRDE (R 11.4.1.34, 45min 3 [0130] 0115 000 0170 02201934 | 184
LIS 251, W PR RED G XAV 01, M 1 Dy L e e
Dayl & @Dt (Day7/Dayl) ZHEH L, FERHEHEZEHE L (K 114.13-6, £114.1.3-7) , P 3 10017 0035 | 000 | 0000 | 005 00500
4hr 3 | 0,000 | 0.000 | 0.00| 0000 0.00
(2] 10hr 3 10013 ]0023| 000 0000 004 0.0400
AT w7 1@ PYRNA 0.5 g/kg/day #5#TiX, Day 1 @ AUCo.t= 1.596 hr*mg/dL, Cpax= 1.320 ; Day2 Pre 3 | 0047 | 0081 | 0.00 | 0.000| 0.14 | 0.1400
mg/dL. Tuma=0.306 hr, Day7 ® AUCo.=1.816 hr*mg/dL, Cumax=1.135mg/dL. Tmu=0.306 hr T Day3 Pre 3 0110|0121 | 000 | 0090 | 024 | 0.1470 | 78.6
oz, —7% . PYRNA 1.0 g/kg/day %58 Ti. Day 1 ® AUCo..=1.682 hr*mg/dL, Cumax=0.918 mg/dL. Day4 Pre 3 | 0.050 | 0.050 | 0.00 | 0.050] 0.10 | 0.0707 | 52.1
Tuax = 0.333 hr, Day 7 @ AUCo:= 1.777 hr*mg/dL. Couy = 0.857 mg/dL. Tmax = 0.333 hr T Days | Pre 3 100700121 | 000] 0000 021 02100
bt (E114132) . Day6 Pre 3 | 0117|0125 | 0.03 | 0060 | 026 | 0.0776 | 154.0
Fie, fEF PYRNABRED N T 7 E(Crun)lE DWW T, #BRFE Z L 12 Day 7 & Day 1~Day6 & D 2 5Pr? z g:: gli;:; 2(1)2 gzg (1)‘:112 0.4363 | 178.3
SRR (R11413-4) L, TORBHERERL (R 114.13-5) LK, —EOHAERLN anI.i;m 3 02750 0:740 0:16 0:510 1:58 0:5052 164:6
b7, 20min | 3 | 0703|0493 | 032 0530 | 1.26] 05979 | 785
& BIZ, PYRNA ORERESIZ L 5 HAERORIETRSD720IT, fEH PYRNA RED Crax 30min | 3 | 0353 | 0.280 | 0.08 | 0340 | 0.64 | 02592 | 1454
R AUC DWW T, #EBE Z L1 Day7 & Dayl & Ok (Day7/Dayl) Z#EH L., EWHREEK 45min 3 ] 0133|0064 | 0.06] 0160 0.18] 0.1200 | 662
Wiz, TORER, PYRNA 0.5 gikg/day 58 TiX Cnwx DHOFH1X 0.85317, AUC: DLLDOFEE) 1hr 3 0093 |0.045| 005 | 009 | 0.14 | 0.0857 | 553
13 1.10922 2729, PYRNA 1.0 g/kg/day # 58 TIE Cuax PEEDOFEHIT 0.93910, AUCo: DO 1.5hr 3 100270031 000 0020) 006 00346 91.0
WX 1.06795 L 7oz (R 11.4.1.3-7) 2hr 3 100270046 [ 0.00| 0000 0.08 | 0.0800
BB, A7 v 7 1 BEKRTHICER LI AT v 7 2 O PYRNA 2.0 gke/day # 55 Tid. Day 2 4hr 3 | 0.000 | 0.000 | 0.00) 0000 000
DEEHNT 6 B LBMBRFIE L 7257 7c . BWBIIE AT A —#1CDVTHL Day 1 IKOWTD o~ ;jz 2 ggjz gg:z ggs gggg Eiz 3:;22 —

HEH Uiz, TORER. AUC=3.115 hr*mg/dL. Cmax=1.323 mg/dL. Tmx=0.569hr TH o7z,

0.902 | 0357 | 035 0.920 | 1.28 | 0.8281 | 51.6

6
6 | 0952|0435 | 038 0.845 | 1.60 | 0.8637 | 53.5
20min 6 | 1273|0201 | 1.08 1.230 | 1.58 | 1.2605 | 15.6
30min 6 | 0992|0290 | 0.62 0.940 | 145 | 0.9568 | 30.1
45min 6 | 0782|0238 | 039 0.790 | 1.07 | 0.7454 | 36.9
1hr 6 | 0578 | 0.266 | 0.09 0.645 | 0.82 | 0.4767 | 100.7
1.5hr 6 | 0512|0192 026 0.555 | 0.73 | 0.4768 | 45.1
2hr 6 | 0.295 | 0.165 | 0.00 0.370 | 042 | 0.3423 | 31.6
4hr 6 | 0.060 | 0.067 | 0.00 0.050 | 0.13 | 0.1191 | 152
10hr 6 | 0.020 | 0.028 | 0.00 0.010 | 0.07 | 0.0348 | 71.0
Day2 Pre 6 | 0.023 | 0.043 | 0.00 0.005 | 0.11 | 0.0280 | 189.3
Day3 Pre 6 | 0.082 | 0.100 [ 0.00 0.055 | 0.26 | 0.0866 | 147.4
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Day4 Pre 6 | 02550222 0.00 0.255 | 0.57 | 0.2333 | 115.2
Days Pre 6 | 0142 ] 0153 | 0.00 0.075 | 0.40 | 0.1220 | 113.6
Day6 Pre 6 | 0227|0169 | 0.00 0.230 | 043 | 02337 | 759
Day7 Pre 6 | 0363 | 0208 | 0.00 0435 [ 0.54 | 04205 | 32.1
Smin 6 | 0.867 | 0.544 | 0.38 0.705 | 1.80 | 0.7414 | 66.5

10min 6 | 0928 | 0.584 | 0.46 0.790 | 1.97 | 0.7988 | 64.3

20min 6 | 1.108 | 0395 | 0.76 1.020 | 1.81 | 1.0567 | 33.9

30min 6 | 0.833 | 0424 | 032 0.805 | 1.51 | 0.7408 | 59.3

45min 6 | 0620|0263 | 0.19 0.650 | 0.97 | 0.5558 | 62.0

1hr 6 | 0.607 | 0.248 | 0.22 0.585 | 0.93 | 0.5539 | 54.1

1.5br 6 | 0458 | 0240 | 0.10 0485 | 0.81 | 0.3858 | 84.0

2hr 6 | 0405 | 0255 | 0.14 0385 | 0.86 ] 03430 | 715

4hr 6 | 0160 | 0.117 | 0.00 0.160 | 035 | 0.1750 | 50.1

10hr 6 | 0258 | 0.170 | 0.00 0.235 | 047 | 02903 | 419

Day8 24hr 6 | 01771 0.119 { 0.00 0210 | 031 0.18%4 | 64.5

Smin 6 | 0.680 | 0213 | 0.33 0.670 | 0.94 | 0.6465 | 38.2

10min 6 | 0.620 | 0214 | 037 0.630 | 095 | 0.5888 | 36.8

20min 6 | 0.853 | 0.088 | 0.70 0.875 | 0.96 | 0.8494 | 10.8

30min 6 | 0.817 | 0.146 | 0.63 0775 | 1.01 | 0.8059 | 17.9

45min 6 | 0.500 | 0.088 | 0.36 0.530 | 0.59 | 0.4929 | 19.1

1hr 6 | 0427 | 0.059 | 034 0425 | 050 | 04232 | 14.1

1.5hr 6 | 0.562 | 0.166 | 0.38 0.525 | 0.77 | 0.5418 | 30.0

2hr 6 | 0347 ) 0.149 | 0.14 0350 | 058} 03172 ) 515

4hr 6 | 02370112 0.12 0.230 | 039 | 0.2140 | 53.3

10hr 6 | 0.037 | 0.047 | 0.00 0.015 | 0.10 | 0.0646 | 74.8

Day2 Pre 6 | 0.093 | 0.088 | 0.00 0.085 [ 0.23 { 0.0803 | 132.8
Day3 Pre 6 | 0.197 | 0.167 | 0.00 0.205 | 0.42 | 0.1629 | 184.3
Day4 Pre 6 | 0.117 | 0.084 | 0.03 0.090 | 0.24 | 0.0914 | 93.7
Day$5 Pre 6 | 0145 0.103 | 0.01 0.130 | 0.28 | 0.0968 | 185.7
Day6 Pre 6 | 0228 | 0.154 | 0.00 0235 | 042 | 02507 | 52.5
Day7 Pre 6 | 0362} 0229 | 0.09 0.310 | 0.75 | 0.2986 | 82.6
Smin 6 | 0.580 | 0.324 | 0.22 0.615 | 0.94 | 0.4930 | 734

10min 6 | 0563|0172 | 033 0.555 | 0.81 | 0.5404 | 33.0

20min 6 | 0.857 | 0.141 | 0.68 0.870 | 1.06 | 0.8470 | 16.7

30min 6 | 0545|0199 | 0.27 0.560 | 0.82 | 0.5116 | 42.1

45min 6 | 0465 | 0217 | 0.16 0455 | 083 | 04178 | 582

1hr 6 | 0485 0.158 | 0.21 0.485 | 0.68 | 0.4570 | 42.6

1.5hr 6 | 047310219 012 0495 | 079 | 0.4132 | 723

2hr 6 105280207 022 0.565 | 0.83 | 0.4887 | 484

4hr 6 | 01920134 | 0.03 0.210 | 0.40 | 0.1402 | 127.3

10hr 6 | 0228 | 0.156 | 0.02 0.280 | 042 | 0.1515 | 181.2
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6 | 0738 | 0.176 | 0.60 0.690 | 1.08 | 0.7234 | 21.5

10min 6 | 0.862 | 0.325 | 0.51 0.800 | 1.45 | 0.8165 | 364

20min 6 1.287 | 0.571 | 0.67 1225 | 230 | 1.1915 | 446

30min 6 1.042 | 0.384 [ 0.54 0.950 | 1.68 | 0.9832 | 39.2

45min 6 | 0893|0391 | 031 0.940 | 147 | 0.8059 | 57.8

1hr 6 | 073510297 | 029 0.830 | 1.04 | 0.6715 | 534

1.5hr 6 | 0.828 | 0210 | 044 0.910 | 0.99 | 0.7997 | 31.8

2hr 6 | 0.897 | 0363 | 0.46 0.820 | 1.55 | 0.8402 | 41.0

4hr 6 | 0480 | 0239 | 0.13 0.575 | 0.68 | 04094 | 777

10hr 6 | 0.093 | 0.153 | 0.00 0.000 [ 0.36 | 0.2683 | 434

Day2 Pre 6 | 0.082 | 0.090 | 0.00 0.055 | 022 ] 0.1014 | 834
Day3 Pre
Day4 Pre
Day5s Pre
Day6 Pre
Day7 Pre
Smin
10min
20min
30min
45min
1hr
1.5hr
2hr
4hr
10hr
Day8 24hr
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