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lb£^ 1 —1 S1P^:^L7 7JHI^^I 1 . 0 ^ u 7v;H 1^® 

L/cJ^^tilB^iJ3 £|W|*§(OT;£T\ 296mg0 7 -r JUAZI 

—ir-T y V$1i%L%tc0 

[0061] hb$^iJ2 

nmtLXs y^M^mu^ts ®M£IJ©IB^M£^ML/CJ^&IB^ 
M3 £|W|*§(OT;£T\ 296mg0 7 -f JUAZI-f >?'£££t#/c0 

[0062] ^aiiSifc 

IB^|J3, IBn"4N IBn"5N SB^iJ 6 JkXimm 2 tcol^Ts H+A 
DT\ 2>^900 

ml. (37°C) £ffl^T50rpmtCT;#d^i££^teL/co 

h?'^7 mmim2 (n = 3, 

d^±tl3MI^) tc^"To 7vjui££#WLft^.bb$$$iJ2tc.tb^ 7v;HI 

£##-r£BB^0iJ3N IBn"^J4N IB^iJ5^t/|B^iJ6ti;#aitt^fp]±LT 

l^/Co 

[0063] 
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[^4] 

IH-o &\ 3 
(mg/te) 

E£0J4 
(mg/fe) 

IB n"#t| 5 
(mg/^) 

msm 6 
(mg/te) 

tmm 2 
(mg/tl) 

fb-o-% l — 7]c$n^i 104 104 104 104 104 
77JH 25 50 80 100 0 
KM 125 100 70 50 150 

10 10 10 10 10 
mmm 15 15 15 15 15 
mtuM 3 3 3 3 3 

T--Y 12. 6 12. 6 12.6 12.6 12.6 
mm\ 1.54 1.54 1.54 1.54 1. 54 
a 5T 296 296 296 296 296 

[0064] 

IB-^IJ7Rmmm3mm^wk^Ltco 6iz^t* 
[0065] IBn" #!] 7 

^^1—7X^^^2.409, y VJUlt£2.40gN ®MM £ 1. 2g £N 

^fth;§$£1.28gjbnAT£3ftU 

ULtcmz60°C, 10tP^CTttM$£'Jt U ?#£*ifcf£4£i£ 

ti^5. 08gt;iMiiJ|£iJ£:0. 26g% ># >K^U 0. 02gJp^_T;^-n 7c?j|N JT&E^I ( 

L268mg©$££y£?#fc0 

[0066] hb$^iJ3 

nmtLXs yvfrMzmu-Gt> mfimzs.wgizmwLTmmzmtc 
IB^IJ 7 ,>: |W|«0^;i-e268mg0^iJ£?#fc0 

S)^ : tf—^OU;£ (^blil^^Xs S#6sl) 

: tas y 20B#r^«fe^ 

Jx-^il : 100mg/body 

&5-V- y y°)\s : IB^IJ 7 &t/ib$^j 3 ^^tl^'tl 1 ££ 

: *50mL ££££-£ 

tuMS : XJl/©&££30#tutCWT7 K • tf>|f>E^10Mg/0. ImL/k 

gS.t/^P< 7°^ x/—><U|f>E/Slmg/0. 25mL/kg^(fMpfilJx-§L LN Jx^30^^tC% 
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^ ̂  V—JUttmg/0. 25mL/kg^:(fMFfgJx-§L L tza 

: >f (12,000rpmN 5°C, 3ft 

) u <7u^^-7iztmLs m 

7K25ML^JPX/C0 m>izs 7iz K-K 'j;H00ju,U I^i2g}§$50 *t. L £ flp a. 

, /^U^>>^X$^Ht--e;Fb^L/c0 (15, 000x gN 5°C% 2^) & 

, /lNO|j7oPtob>^-KHt>7°^-51i-7,Hc±;*60ML^MXL, MTK12 

0 M L £ J p ^ T ) U 7^ y ? x $ ̂ tf- T? ;Ft £• L tz 0 ?# £ tl tz >UJ £ IS ̂  £ i% 31 $ 

ft? pv h^^/ffM^ftrft (0*£ 

Ltz0 

BM : i%5t$ft?P"7 (0*^ * —*—Xfcfe^£*t) 
:/&WO P7h ̂ 77 -f 

~h=jlx : ACQUITY UPLC BEH C18 (1.7jLtmN M2. 1 mmN S3 50mm) 
: 40°C 

: 10mmoL/L 

: 7-tz K- h U JU 

mmmwrn. : ^iitfgA&tf B©M^J££^5©J:9K^*T}§J£^BB»P 
t£0 

[0067] [H5] 

^5. 

&A^e><»fs (ft) (%) &mm (%) 
0.00-2.10 80—>50 20—*50 
2.10-2.40 50 50 
2.40-2.41 

C
3 O
O

 t o LT
D 

50—*20 
2.41-3.50 80 20 

ggji : 0. 3mL/# 

MS/MS>D££# 

Ionization source: ELectrospray ionization(ESI)-positive 
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Scan mode: MRM 

[0068] ( n = 6 N ^}fJt+ *1^1^) iZyjkt t & V X fc & <> 

(DA U C (17,783±3,813) At? Cm ax (5,06 

7 ± 1,334) 7VJUlt£#WLft^.tb$^iJ3©AUC (3, 518±2, 932) R 

t/Cmax (842±850) tCtb^ AUC&51S, Cmax(i6feZfoitco 7 

7 -m, 7 3 tchb^DM 

|R]± Ls 7 £ Z> tl/co 

[0069] [H6] 

m&W 7 
(mg/3g) 

it$£#l 3 

(mg/^) 

ftpll 1 ^iYM% 100 100 

7v;i/^ 100 -

W^J 50 150 

4 4 

mmm 13 13 

mRM 1 1 
Ai). a ST 268 268 

[0070] 5 

IB-^IJ8BB^SU 9 mm^Wk^Ltco 8 

[0071] Ifl"n $y 8 

1 -*ffl$)£42.5gN 7VJUl££40.9g, EM£U£204.4N 

3fcH]Jfis5lM (7P^ > ^^iJ;#^123.0g^Pl» 

„ t#^tl/c^i^250.0gtCii±I^iJ^13.6g, }f 

>R£iJ£1.7gmT;Ft1=rL/c^ (^^tt^7K^m) -e*Ti£U 77. 

9mg©$££y£?#fc0 P-=r -f > ?$lj£27. 0gN #fe$lj£3.0g 

s 11^7X^270. 0gA^^^ 7^ ;UAP-^-r (*fcit 
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tCTX7°b-U 7 4 JISAZ\-T4 y<?$k*k%tc0 

[0072] IB^iJ9 

-*ffl$]£37.4gN 7VJUl££71.9g, ®M£iJ£179.9gtC. 

;#^108. lg£flpAT^ftL^ft^£?#fc0 2glzmMM^^ 

2.0g, }i>K^iJ^1.5gJPxT;Ft^L/c^ T?fT 

££U 87.9mg©$££iJ£?#fco t# tl/c££$iJtC, =1 -f > ?$ij£45. 0g, 

£|J£:5. 0gN |fi^7j<^:450. 0gAN 7 -f JUAZI —-j1 -f > =1 — 7^ -f > ? 

4$ tCTX7°b-U 7^1/^=1-^ >?£££t#/c 

o 

: tf—?\iu^ St3sit L < ti6sl) 
: tu s y 200#r^M# 

Jx-^H : 10mg/bodyXti 100mg/body 

> 7°;U : SS^^iJ 8gL< ti SB^J 9 s XtiSB^^J 4 s @S£^iJ 5 s IB 

6gu< mmm 
: *50mL££t;:£-5 

tuMM : Jx^SO^futC^IlT7 K • tf>lf>E/Sl0M.g/0. 1mL/kgS.t/^ P< 7°^ 

V—JUtf>E/Slmg/0. 25mL/kg^:(fMFfgJx-§L Us Jx^30^^tC% ^P<7°^x/—><U 

(f>E^1mg/0. 25mL/kg^r(fMpfgJx-§L L/c0 

[0073] PM140>fJj^;£ : 

-f 2 J: y (12, 000rpmN 5°CN 3^) U 

2 5 A<, L£/1N°'J 7°P ? P51 J--7"tC^IXLs MTK2 5 AtL^Jp*. 

fco 3£tc, 7iz K— K 'J ;H00M-LN ft*I^;#}S50A<,L£Jp*.N 

(15, 000 X g N 5°C% 2ft) *°'j7°PL0b 

>iU- K+f>7°^-51i-7"tC±;*60ML^MXL^ M^120AIL£JpAT/1? 

7/RM^lTlt (0^I7TI" — ?—^ffll^T^lL/co 

SS : K?^7/KM^/fIt (0*£ ;t-?-X*fciS£*±) 
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P7h -i 

: ACQUITY UPLC BEH C18 (1.7jLtmN M2. 1 mmN S350mm) 

: 40°C 

f£H]fl=|A : 10mmoL/L |/Flt77>;E ~ ^7 A 

: T7-tz K- K '>UU 

B©M^J££^7©J;9K£AT}lJ£^BB»P 

t~ §o 

[0074] IW1 

S7. iiffiAR^B©Ol: 

aA^e>(DB#rHi m llffiA (%) &mm (%) 
0.00-2.25 80—*50 20—*50 
2.25-3.00 50 50 
3.00-3.01 50—*80 50—*20 
3.01-4.50 80 20 

fltji : 0. 3mL/^ 

MS/MS>D££# 

Ionization source: ELectrospray ionization(ESI)-positive 

Scan mode: MRM 

[0075] ( n = 6, ¥^«*}fJt + tl3MI^) RXfMS (n = 3, ¥ 

i£jMf^)lJt+*I^I^) iZTTiLtco ik-SWai izttLy^Jis 

Mtf 1 8 7 2 SM^T-^SSS^IJ 9 &+# 

tam&zmLtzo ztcs SS^J4s IB^J5Rxtm-sm 
60AUC (7,890 ± 1, 513, 15, 033± 1,250, 20,324±2,856) MCmax 

(2, 073±922, 4,230 ±540, 5, 023± 1,258) tetbl^J 3 0 A U C (3, 518±2, 

932) MCmax (842±850) ftfc 1. 5feJ*l±-e&U N 7VJUII 
SS^^J56mmm3 ̂hb-<s mntcm 

Ltc o 

[0076] 
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[^8] 

EofJ 8 
(mg/ffi:) 

SB o" 09 9 
(mg/fe) 

10.4 10.4 
77jm 10 20 

50 50 
3 3 

mmm 4 4 
mum 0.5 0.5 
H-TV 3.5 3.95 
M&M 0.4 0.45 
At). a 5T 81.8 92.3 
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!t#©S6SS 
4-((i-*f1ji/fcrp—ji/-2->n\s)--h)\s-$—)\s)-N-(4-(4-=E)\s-fo\) y-

L < £#&/£#£ LTt^ 

LTT7^tfym, 7VJUgt L-7XA7^> 

Its L-?JU? $ >gt 

^112] I£14^JP^\ 4-(d-p<51;ut0p-;u-2-^;u)-^;U/if-;u)-N-(4-

(4-^;U/1N 'j >-1—'j Vy-\—r ;u)-71-JU)-1-

K 1 II^C^LN 0. 2 5-5I1W 

set 1 §B*6©&p£-£fflgnsfi/£^o 

^iI3] I£14^JP^\ 4-(d-p<51;ut0p-;u-2-^;u)-^;U/if-;u)-N-(4-

(4-^;U/1N 'j >-1—'j y >-1—r ;u)-71 - ;u)-i-

K 1 H^C^LN O. 5~2iiSRfc5 

5RII4] I£14^JP^\ EMSU1 ffMSBKttU 0. 

1 5~6ffM^T-fe£C££f#^t£!t:£lI1 §Ei6©HP&^fflll 

HSUStlo 

^iI5] v;ui|-efe-g)s it^ii 1 

1 0%J: U 

s£g>£*i1 ~ 5 

5f<II7] E^flJ^^CDllPJx^^CDfulEW^J^^CD A U CJ&Z/C m a x^|| 

^. 5fe&L±-c$>zm#m. 

MW1 4-(d-p< ̂ JUtfp — ;u-2—r;U)-^;U/K—;U)-N-(4-(4-^;U/1N 'j >-
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W 'J Vy-\-^{ )\y)-D ^-)\y)-\-\^^Vy-h)\y 

L< 
W^faWfa£LT7*J¥yWis 7v;uil, L-TX 

y<^=¥yMs 

h z>£ BBGtzztzftwuitz* mmiz & w- £4-
(d-^^v'Ubfp-v'U^—r;u)-^;U/if-;u)-N-(4-(4-^;U/i-N 'j >-w 

'J f J\y)~7 Ji—Jly)-]-t:0^<^SyytlJly^^r 

V-< L < tet(Dmmm%)<D£fc1kJj>£o 

;£iI9] 4-(d-p<51;ubfp-;u-2-^;u)-^;u^-;u)-N-(4-(4-^;u^'j >-

t LZTi^tfyIts P/\?I^ 7v;H|, L-TX 

y<^=¥yMs L-?;U?$>I|N X& 

h Z>£BB^f £ d £ £4$S£ £ "T g££$&/£$l IZ fc tt £4-
(d-^^v'Ubfp-v'U^—r;u)-^;U/if-;u)-N-(4-(4-^;U/i-N 'j >-w 

;utf^ 'j *jy-\-4;u)-7 ;u)-i-t 

;£II10] 4-(d-p<^v/ubfp—;u-2—r;u)-^;U/if-;u)-N-(4-(4-^;U/i-N u >-

&\,\Ts LX7V L°>I£, P/\?II, 7v;H|, L-:PX 

h ££BB^f £ d £ £4$S£ £ "T g££$&/£$l IZ fc tt £4-
(d-^^v'Ubfp-v'U^—r;u)-^;U/if-;u)-N-(4-(4-^;U/i-N 'j >-w 

;utf^ 'j *jy-\-4;u)-7 ;u)-i-t 

;£II11] 4-(d-p<^v/ubfp—;u-2—r;u)-^;U/if-;u)-N-(4-(4-^;U/i-N u >-
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4-((1-p<5l>iUt0P-;U-2-^;U)-^>iU/1f->iU)-N-(4-(4-^>iU 

* u >-1 ->r u y >-w ji/)-7i^JU)-I-7 

yu< ̂(Dmmw^^itcDtcisb 

ax m&faWto£LT7*J\zyW.. p/\?gt 7^JH£, L-7^/^7 

[I*^II12] 4-((i-p<51>iut0n-;u-2-^>iu)-^;u^->iu)-N-(4-(4-^;u/i-Nlj y-

U < ZmMRfRValZ 

4-((i-p<51>'Ut0p-;u-2—r;u)-±i;u^-;u)-N-(4-(4-^ju 

*'j v-wju-^ju/if-jut0^'j 

fc&OX It'KMh IT79'=U\?@t% 7TJU@£, L-7X 

&zm&m\iyt}<D&mo 
[1*^1113] 4-((1-^5lJUeP->IU-2-^;IU)-^>IU^->'U)-N-(4-(4-^;U/-}NlJ >-

'j y>-i-^;u)-7x-;u)-i-t0^^y>±);u 

4-((i-p<^>iut0p-;u-2-^>iu)-^;u^-;u)-N-(4-(4-^>iu 

/IN >J >-1 —r )\s-±) )\stf-)\s tr^ 'j y >-1 r JU)-7 X - JUH - tr^ 

tc6b(Ds M&m\iyt}£[sT7W>M, P/\?I^ 7?;i/K, L-TX 

[1*^1114] 4-((1-^5l>iUt0P-;U-2-^>iU)-^>iU/1f->iU)-N-(4-(4-^>iU/1-NlJ >-

1 ->f J\y-tUUft-Jly 'J y >-W ;U)-7 x - ;u)-1 - tf ̂  7 y > t) )\y 
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nm.m%%:Wk^LtZ>tclSb(D-7V¥yWL, =l/\?gt L-7X 
y<^=¥yMs 

fczmtmMtKD&Ho 


