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[209]
[210]
[211]

[212]

[3£13]
7HEAI A (29 %)

7] 1704 3714 6714
okt yraea =24 99.9 100.7 99.9 101.3
W E ¥ =vl 98.3 100.1 99.4 98.4
| olHE | VIERdEH 0.04 0.05 0.17 0.21
24| = Fgd24d | o013 0.12 0.25 0.51
Z2=27
HEX Al o} N.D N.D N.D N.D
=ul Topud
THAE4 N.D N.D N.D N.D
NDMA (7] 5 4 N/A N/A 10.57 ppb | 10.10 ppb

»—‘ 0
e=]
o

o

o

of

-

N’

371 12 % 3F 1300 e ukel o], Ao 18] S R FA= A S 5
B otA AN TS E »5H 12719 HoF 4 7] TFEA & 2710 4] oF - A& gFol )
At gk whol =4 24 o] NDMA(N-Y E & At v golwl)o] uhalzko] |
Z o 2000mgS = %3}% A5 A e 712 19 H o 88 ds 1,

o 3}

0.048ppb)°] &<

1)

4.
ighRlsropd o] A Aol whet st i 14 2 3% 1500 71 A8 A3 A&
H |

o] §EAFE S A Th B g o] B3 A 9 %.%:r%e HlJLoM flate], o
UrFZ 27 gdA el Aokl «l B 24 3 v E¥ 2wl o] vk A9l
W 9] “FF A IR ) AU A 1000mg”-S 2 g o] B A ef Td e 21
stoll A Al gl S =3 ekl .
[¥14]
olrR =g Z=e & £
R z7
A 4A Agilent 708-DS
SE A Y A 2=
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£ pH 1.2
&N 2= 37.0°C
= & 500 mL
3| A&E 50 rpm
AT - A&7 AL FEE A (578 94 218 nm)- ©]
4 I ASE N oA EYVE™ = 55:45(v/v)
[213]
[214]  [F%15]
HEZx=vle] §EAY =4
iR il
‘=AM FE4A Agilent 708-DS
S= A A THE A HA Y
ek pH 6.8
|5 25 37.0°C
LRl 900 mL
S 100 rpm
HA Y - A&7 AL R FFE A (578 9 218 nm)- ©
A QARG SN oA EY E Y = 85:15(v/v)
[215] olyr el E27 e £EAY A= v 1 16~189 & 1~37) o] YEbRL
t}.
[216]  [3%16]
FAA Fiol e ol RIFYZEX §EE
Time (h) 0 5 10 15 30 45
o %} 0 79.9 91 92.8 94 94
| ale] 1 0 57.3 64.6 67.4 72.8 76.9
H] aLef) 2 0 26 64 72.1 76.2 78.4
AN 1 0 77.7 87.7 89.9 927 93.8
2 A4 2 0 70 79.8 83.4 88.1 90.1
A 3 0 62.3 80 84.2 87.8 89.4
2 Ao 4 0 79.9 88.2 89.8 91 91.1
[217]
[218] E17]
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[219]
[220]

[221]

[222]
[223]
[224]
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SAA v gol| ufE ol YR e EE2 ] §EF
Time (h) 0 5 10 15 30 45
o = oF 0 79.9 91 92.8 94 94
H| 3o 3 0 40.8 66.6 73.7 76.7 77.7
Al 1 0 77.7 87.7 89.9 92.7 93.8
Al 5 0 80 85.3 88 91.6 93.2
2 A4 6 0 74.8 86.5 88.1 90.2 91.2
F18]
SelAl ol e olUR ey ERY E5F
Time (h) 0 5 10 15 30 45
o) % oF 0 79.9 91 92.8 94 94
H] 3] 4 0 69.4 76.8 77.7 81 83.1
Al 1 0 77.7 87.7 89.9 92.7 93.8
2 Aol 7 0 81.5 86.7 87.6 90.3 91.6
2 Ao 8 0 737 83.4 83.5 85 86.8
A9 0 88.1 88.3 89.4 90.5 91.7
AT 10 0 85.7 91.2 90.6 92.7 93.8

oluf HE g E 212 Tmax7F 1A1F W 2] o] Aol 7] wi-

= ]iOﬂS}iU]

Fol AA ol 8%

off #1e} el Mo &

Aoz o T ulebs pH 1.2 ol A o] &%

Fol T astrtar ek ar glar, 103 ol 80% o] 3ol =& JJ*J‘?L =
85% o1’ &FES VEPNA &= vlald] 1~49] 49 AA o] &F ol
o upghAatx] g Ao ghekE)
HEF 2T FEAIY A= tha 3 19 3 5 49} o] e
[3£19]
Time (h) [0 (0.25(05| 1 [15] 2 |3 |5 |6 | 8 | 10] 12| £
iz |0 (10.3]16.9|26.8|34.3|140.7|52.2|68.6|74.7| 84.5 [ 90.8 | 95.0 | -
AATe 1 |0|8.8[15.0/124.6/32.0/38.5|49.1|65.0{70.9| 79.8 | 86.5 | 89.7 |72.66
AATe] 11 | 0] 8.2 (14.7(24.4]32.0(38.2(49.1(64.9|71.2| 80.8 | 86.5 | 90.5 |73.67
AAle] 12 | 0 8.3 14.9(24.7]32.6(39.6(51.0(67.7|73.5| 84.0 | 90.7 | 93.9 |88.56
ZA el 13 [0 8.0 |14.1(23.7(31.6|38.3|49.5/68.9|74.2| 84.1 | 89.4 | 91.4 |80.16
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[225]

[226]
[227]
[228]

[229]

[230]

[231]

[232]
[233]
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>~
—
N

6.5 18.7
26.0
8.0 23.5|31.9|38.9|51.8|70.9|79.0| 88.4 | 92.8 | 96.0 |74.90
8.5 23.4131.0|37.7|48.5|165.3|72.9]| 83.1 | 90.8 | 95.1 |78.29
FEEe RE AN oINS FEEEAA I Fol A 1A
&5 WA oA ke A g o] Bt 85 % Aol 7t 15%1H o]
13k 1A 0.2 Bho] FAY QL AHE2)7h S0 o] O

26.5
343

317
41.4

41.6
53.0

58.4
69.4

65.0| 77.0

86.2

84.0
92.6

87.4
95.8

54.34

~
2|2

8.9 76.1 91.13
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wx | x| x| o

>l > > >
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(=2 BN eI e BN e

2
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-
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o

o

ol ﬁ
P
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ofo
e
(Ltlﬂl
oZrL
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A o 5 1A Al E

71 A el 19] o el A Eoll tisho] oF=E# 82 AlRI(PK A7) S 6t
ol thzofate] A& F5A4& Hrlasivt

AL AR R o FEF T ANV AEA F5d AP whet gz
oF s} Al ofo] & W $hek W ot A] 2ke] 90% 4l =] -1tol A B 25 log 0.8 ~

53
log 1.25 oW & S=otd ol ofEE Aol S5 ¥ Ao i,
o 3L

EREFCELES XN
4

e PR ECE IR RN PRSP DEEEEEE L B E PR
W 1000mg” o] B8 S0 5 o) 2T o ool 7} obm o] WE ek ]IS 9]

B B A9 WA, 25 41 (AR, AF) A F e g AAE Y Fob
F AT A7 Agetel A AHA ol F P ol BB R o
HEX 2T 9] 555 Fg8te] oFF 34 el E(AUC R Cmax)E 4, H 7t
gt
[320]
271 5o
olVfR =g EEX
PK parameters | GMR Ratio |CI_90%_Lower | CI1_90%_Upper Results
Cmax 0.9909 90.28 108.76 E
AUC 1.0259 93.1373 113.00 T
W EX =2
PK parameters Ratio CI_90%_Lower | CI1_90%_Upper Results
Cmax 0.9979 83.81 118.81 EE
AUC 0.9576 81.41 112.64 s
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[234] [3£21]
2% 5ol
ojvtrE el E =l
PK parameters Ratio CI_90%_Lower | CI_90%_Upper Results
Cmax 0.8759 0.82 0.93 Chc)
AUC 1.0347 0.98 1.09 &5
HENX =1l
PK parameters Ratio CI_90%_Lower | CI_90%_Upper Results
Cmax 1.0147 0.98 1.05 Es
AUC 1.0038 0.97 1.04 CRcy
[235] A A Aol 19 oFst 2 ES A R AT wF Atk §E5

o] o} A& A T=AS e = Ao FFelE ),
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