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A ZYSsAZEI E5 35EA, dd Ee FASAEAR oA JdddsgyEY 3 AAE, ESA
‘g{ AN g At o ~HE F Z2dd FEE B BE U At o AHES Be- O- B BEx/Y
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[0059]

[0060]

[0061]

[0062]
[0063]

[0064]

[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]
[0077]
[0078]

[0079]

SSS0d 10-1612762

<AAld 4 WA 6> & ¥&9 IFAAAEEEY E 238 FF2ES T3 AFE AEA AAY Az
AAld 1 WX 39F 5L YHOR d17] % 39 VAE JRER 2YY FEE ATE AAE A=A,
# 3
=7 A Ao 4 A4 5 A4 6
st shegn] e Sheg] st shegn]
(mg) (%) (mg) (%) (mg) (%)
ety 4 Lol FEE 160 40 160 40 160 40
A
5 3HA o R R i 4 1 4 1 4 1
L3 HZ A ge-dsal UEF 20 5 20 5 20 5
-3 NAGAEZ Q2 88.7 22.2 98 25 52 13
LT E 90 22.5 90 23 60 15
R R B EEANZ2IHEMNERZ QO A 13.3 3.33 4 1 80 20
el (4,000cps)
A%HA| B EEAZIRIAERQ ~ (FF) 20 5 20 20
e N =R S At = 4 1 4 1 4 1
U T 400 100 400 100 400 100
=84 | o v =2to] AMB 16 4 16 4 16 4
QA F T 416 104 416 104 416 104
A4 1> 2389 F2E F HEAFE A9 AE2 4= AF
oiskerd Al 10714 EEAEH 3te] 7] Aol 1 U= 6 E vl 1 WA 29 §& AF3qTt. §&
SRE AAE AREEslen SEHME e AREShal £F 2 900 ml, WMWHEEE 75 rpm, §EFEE
37£0.5CoA Fd3Iglch. 0.5, 1, 2, 4, 6 12 Akl A2 1 ml& #HAsta T3] §298 7hgo. 84
2712 99 §EAFHAA dL AS 0.2 m FEYJNIEHZ o343 AL LC-MSE o]&3ty 23 FE2E T
HadgtE Alde AR(adee)=, JFelol= A, AZgo|= B 2 AFetol= ()9 S HFskth
< B 9 UPLC/MS/MS 27>

g

2

o

2

=] Waters UPLC

Column: Acquity UPLC BEH C18 2.1 x 50 mm, 1.7 n

o]F4F: A - AAB 10mM pH 4.0 / B - Acetonitrile (A:B = 30:70)

off

4wl =7 (Total run time = 1.5 min)
4 0.39 mL/min

d 5 ol

MS/MS =31

N

A=2]: AB Sciex API4000

GBES o] RE

Q1 -> Q3
Zhglo]l=: 325.0 —> 162.9 m/z
Falo]= A: 407.2 —> 351.0 m/z
Zalo]= B: 423.2 > 367.0 m/z
Zglo]= C: 439.2 —> 383.0 m/z

-1

1 —




[0080]

[0081]

[0082]

[0083]

[0084]

[0085]

[0086]

[0087]

UEele| =,

T 1 WA 20 YEp AT

AEEel= A, JFeel= B aElal AFFEEol= ¢ AUty &

e

SS50d 10-1612762

Ag d3E 57l 3 4 Ux 7 4

F 4
H2dtglol= 858 (%)
A1zt AAe] 1 | AA 2 | AAE 3 | A 4 | AA] 5 | AAe] 6 | W] 1 | W 2
0 0 0 0 0 0 0 0 0
0.5 21.8 2.9 3.8 8.5 22.3 4.5 49.1 40.7
1 38.4 18.3 15.4 44.5 64.3 10.8 89.4 97.4
2 82.5 46.4 44.1 79.4 92.4 23.3 99.5 100.7
4 98.9 77.5 73.7 93.7 99.5 42.6
6 101.1 90.9 86.0 98.2 98.6 60.0
8 99.1 97.3 98.8 83.8
12 100.3 101.1 102.3
# 5
AEgo= A 58 (D)
A1zt AAe] 1 | AA 2 | HAE 3 | A 4 | AA 5 | AAe] 6 | W] 1 | W 2
0 0 0 0 0 0
0.5 21.1 7.6 7.2 14.9 24.4 8.0 48.0 29.6
1 43.5 17.4 15.4 42.6 57.9 14.3 86.2 86.1
2 79.7 36.9 33.3 76.4 90.8 25.6 100.6 100.2
4 100.7 69.3 60.8 94.9 102.0 40.9
6 99.5 84.1 77.6 99.2 100.6 50.0
8 96.5 92.8 99.7 63.5
12 98.7 99.7 86.1
¥ 6
AEEo|l= B 58 (9)
A1zt AAE 1 A 2 | AA 3 | AA 4 | AXNd 5 | AXd 6 Hlale] 1 Hl 3] 2
0 0 0 0 0 0
0.5 21.7 8.5 8.9 16.1 25.7 8.9 48.5 36.1
1 43.1 18.8 17.4 45.2 58.3 17.0 84.4 85.7
2 79.9 38.7 36.3 77.7 89.3 30.1 99.0 100.7
4 98.4 68.9 63.6 94.4 98.9 48.0
6 100.7 84.7 78.3 99.8 100.1 52.7
8 94.2 94.2 101.6 69.6
12 98.4 100.9 86.8
F7
AEZdgol= ¢ 58 (D)
A1zt AAe] 1 | AA 2 | AAE 3 | A 4 | AA] 5 | AAe 6 | W] 1 | W 2
0 0 0 0 0 0
0.5 18.0 6.7 7.4 13.6 24.7 13.8 47.8 46.4
1 41.4 18.4 17.6 46.5 65.0 24.1 89.3 97.5

_12_
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sS=54
98.3
B 18]x 7]

=

37.7
57.7
68.8
80.6
91.9
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99.7
99.7

87.0
97.7
101.8
102.2

43.4
79.0
85.9
95.7
101.5

43.8
77.4
89.9
96.7
101.2

82.7
98.0
99.8
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[0097]
[0098]
[0099]
[0100]
[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]

[0110]

[0111]

[0112]

[0113]

o e,

A g 2> ARZ2EEY] £E2AY

Ao 7o digte] shreF 22 7oA SEAFS AAEla, 1 Z9E % 8 € X 39 YERNSIT.
- A= &3] Alg ZA 11 (JEH, Paddle method)
- &% 75 rpm
- 53 A4 900 mL (0.5% SLS E3})
- 25%: 37.0C+0.5C
- A& (mL): 1 ml
- aME
A9l Agilent Eclipse XDB-C18 5um 4.6x150mm
ol 5/ E/OMEYER™ = 45/55 (v/v)
- FheE: 20 ul
< 1 ml/min
“AE7]: WV 254 nm
Y X 25T
F9
AAld 7 HEHAHE Ad A8 2 A22EE 858 (D)
A7+ H2dglole BEHFOIE A AEEel= B AEEel= C AZ 2 ElE
0 0 0 0 0 0
0.5 7.3 19.9 13.8 12.8 14.0
1 27.6 34.8 31.6 33.9 29.5
2 52.0 55.1 53.3 56.7 47.9
4 74.0 73.7 72.1 79.9 71.6
6 87.8 85.8 84.6 90.5 92.6
8 94.6 91.7 92.8 96.9 99.7
12 99.4 101.2 100.2 98.5 102.9
F 10
Z7] 2 7ME A e MY BHES AAd 79 F HEAGE 9 A2 AEEY 858 (9)
=7] 7HE g =31 )
AlZE = HEg=gE AR ~EE Z HEHHE AR ~EE
0 0 0 0 0
0.5 13.4 14.0 24.1 15.4
1 32.0 29.5 40.5 28.1
2 54.3 47.9 65.6 47.3
4 74.9 71.6 86.5 74.8
6 87.2 92.6 91.8 98.2
8 94.0 99.7 97.7 102.6
12 99.8 102.9 100.0 103.5

SS50d 10-1612762
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Plasma conc. (ng/ml)
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