Table 45 ( 3.58mg/kQg)
Geniposide LAGRAN-P
Parameters Nol. No2. No3. No4. No5 No6. | Meen SD.
| -z(min™) 0. 0®M9 0007. 0 0CG. 00CG. 00®@. O|04. 0 0. 0|02
Ty, MmN 75. &AB. 21850 . 9430 . 085 . 1807 | B5B3 . 18. (52
AUCp(ngminm) (91 . ®12 85063 . 910014247 . 88 714125 . 537838
AUCgraL(my-minml)[9 7 . DP1 22165 . 0MB. 28B®. 1307B.|18BR74. 4B247 1
CL(L/min) 0. 037 0306. 0107. 030®G. 0204. 0(306. 030L. 0|0 8
MRT min 59. &% . 6816 . 4801 . 2186 4 . 19179 | 86 . 3B9 . |65
VD«L) 2. 2@®3 3712. 438. 84%. 924. 25%6. 8410. 075
Table 46 ( 3.58mg/kg)
Geniposide WINNONLIN
Parameters Nol. No2. No3. No4d. No5 No6. | Meen SD.
A(myml) 11.63 1100 934 1145 1533 1437 | 1219 224
B(my/ml) 112 046 239 042 084 117 | 107 072
a(min™) 020 016 012 015 016 029 | 018 0.6
b(min™) 002 %9 o002 001 001 002 | 002 001
AUC(ng- minml) [ 113.351 119.441 221.669 119.373 156.242 105.939|139.336 43.930
K10-HL(min) | 617 722 1311 697 670 473 | 748 290
a-HL(min) 353 432 58 466 424 240 | 416 114
b-HL(min) | 3357 7725 4166 7035 5136 33.15 | 5122 18.83
K10(min™) | 0112 009 0053 0099 0103 0.147 | 0102 0.030
K12(min™) | 0068 0058 0045 0044 0052 0122 | 0.065 0.029
K21(min™) | 0036 0015 0037 0015 0021 0041 | 0028 0.012
Volumegll) | 0618 0812 0733 0724 0487 0576 | 0.658 0.119
Cradm/ml) | 12743 11460 11.720 11868 16.169 15542 | 13250 2.073
CL(L/min) | 0069 0.078 0039 0072 0.050 0084 | 0.066 0.017
MRT(min) | 2577 51.03 41.83 4039 3330 2697 | 3655 970
VD«L) 1790 3976 1.621 2907 1679 2279 | 2375 0.922




Table 47 ( 149.05mg/kg)
Berberine LAGRAN-P
Parameters Nol. No2. No3. Nod4. No5 Nob6. | Meen S.D.
| -z(min™) 0. 0004. 0004. 0 0OCB. 000. 00Mm. 0|0G. 00G. 00 2
Ty, min 172.1072.20080.1690. 88. 01437 |17%48. 93 .75
AUCp(mg:minml) |86 . 4107 . 2 123%. 325. 6BXR. DFU. 548. P80
AUCroraL(my-mnml)| 9 8 . 81831 . 410%. 8 6 4 251817 D9 0 . pITR. 26B. 470
CL(L/min) 1. 5017. 2218. 2911. 72X2. 5207/. 6|117. 4 8®. 6[3 3
MRT min 256 .2637.3101.2538.290/1.21%4 | 5908. 28.(04
VDg(L) 386.PUD. #55. HBB. 55@®. 13%576.|D7BWY. 7231070
Table 48 ( 149.05mg/kg)
Berberine WINNONLIN
Parameters Nol. No2. No3. No4. No5 No6. | Mean SD.
Volume/F(L) | 431.599 403.288 406.151 519.541 619.296 541.060| 486.822 87.289
KOL(min™) 0009 0.009 0016 0009 0009 0.009 | 0.010 0.003
K10(min™) 0.007 0.008 0.001 0008 0008 0.007 | 0.007 0.003
AUC(ng- minfml) | 102.897 121.095 96.932 86.813 68.078 92.885| 94.783 17.567
KO1-HL(min) | 7549 7302 4309 7575 7972 7954 | 7110 13.96
K10-HL(min) | 9388 8735 7626 8740 89.12 9349 | 87.92 6.39
T ma(Min) 12121 11506 14014 117.28 12154 124.27| 12325 8.90
Cradng/ml) 0310 038 0340 0272 0206 0274 | 0.298 0.062




Table 49 ( 112.78mg/kg)
Bacdin LAGRAN-P
Parameters Nol. No2. No3. Nod4. No5 No6. | Mean SD.
| -z(min™) 0. 000L. 00®B. 00®B. 000. 000l. 0|004. 00@. 001
Ty, min 517 .841.24%2 . 17719 . %4167 . 18%7 | $166 . 1548 | 8 7
AUCp(ng-minml) |79 . 682%. 617030 . 98 49768. 4719. AR, 71018. 42 2
AUCrora(mymnm)f1 23 . 26 7 716235 . BNHK. 91288 98 . bI77B. 715%8. 116
CL(L/min) 0. 9115. 24@B. 90M. 94B. 9515. 1|913. 020%. 1|51
MRT min 543.2%9.3702.%04.%5282.6682|FHB2.505| 34
VDg(L) 497 .3ABD. BPY. 2BH#. HBA. BOK.|BBD. 90N.| 141
Table50 ( 112.78mg/kQ)
Bacdin WINNONLIN
Parameters Nol. No2. No3. Nod4d. No5 No6. | Mean SD.
Volume/F(L) 580 .756 .54287 .518376. 1542506 7 0 [670827. 842 5 2
Ty, mn 150.7560.1094 .1579 . 5D9 . 1752|1521 . 26. b 1
AUCp(mgmivml) 8 0. 269D. 7%9. 0159 47.9D. 30VMB. BRB7 91715. (0 4 8
AUCora(my-miniml) |9 2 . 98.2. 014184 .141794. 8 8 43R5, (0485 31948. 9 4 3
CL/F(L/min) 2.673.5724. 3625 26Z. 7738. 0|7 786. 4|8
MRT min 167.5386.1065.160283 . 5&5.15689 |1%® . R0 43
| -z(min™) 0. 00®. 00®G. 0005 000t 00GG. 0/(5 00 50
T mad{Min) 60 60 90 60 90 60| 70 15.409
Cha(mgy/ml) 0. 46B. 41®. 5506 48%. 420%. 4|06 466%. 052
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Table51 ( 55.95mg/kg)
Geniposide LAGRAN-P

Parameters Nol. No2. No3. Nod4. No5 No6. | Mean SD.

| -z(min™) 0. 0006. 000. 00@B. 00®. 000M. 0|1M. 00G. 0[0 3

Ty, min 119.205.2%1.5M09 .1088.@&6.(91580.D05.(78
AUCH(mgy:mnml) (150 .54812. 80D. 96%. U86. 354.|17802. 882417
AUCrorac(mymnml)|1 59 . 2600. 160 P. 01912, 216745. 19909.[ BM43. 333835

CL(L/min) 0. 350Q. 2106. 280M. 2606. 210. 4|30L. 29®@. 085

MRT min 149 .16M00.1306.6005.14712 .13218 | 2677 . 2@ . |11

VDg{(L) 52. 63067. 5489. 4246. 4264. 38BF. P9 4484 725

Table 52 ( 55.95mg/kg)

Geniposide WINNONLIN

Parameters Nol. No2. No3. Nod4d. Nob5 No6. | Meean SD.
VoumelF(L) | 64. 738 .88B6. 386. 68B. 184. §59. 238. §34
KOImin') | 0.01®2.016.016.1@ 0.01@.01@8.0108.001
K10(min™) 0.01>».01Q.01@.01a.01a.0f1Q@.0110
AUC(ngmnm)| 1 75. 269. 2868. 208. 283. B842.|245. $22 407
KOI-HL(min) | 57. 0& 2. 694. 686. 257 .250.[124.68&. 82
K10-HL(min) | 63 . 9%62. 780. 0825 363.363.882. 7. 44
T mad{Min) 87.082.882.685.486.881.B984. 3. 4|1
Crrad{mg/ml) 0.739.190.918.917. 18®B.6p5Q2. 938. 223




Table53 Berberine  Bacdin
Geniposide

F(%) Nol. No2. No3. No4. No5 No6. | Meen SD. CV.(%)

Berberine | 730 781 758 719 484 655 | 683 109 1580
Bacdin | 722 535 1162 879 508 559 | 727 255 3506

Geniposide| 9.9 1443 59 1143 1148 877 | 1033 286 27.74




Table 54 L.V.(S)
1.V.(H) Berberine (myyml) LAGRAN-P
T-test
Parameters L.V. (S 1.V. (H) T-vdue | tyes | Result
Ty2(min) 191+6%6 |53 7£3D07 |6 9. 4 842228 | N.S.
AUCp(mg-minml) |8 9 . :1 @1 [68436. 7 B|4a. 922228 | NS
AUCroraL(my-minm) |1 o:5+2 4 . |@%HQ 0 B|23. 212228 | NS
CL(L/min) 0. @®70[1B. *x@ 901 & . 372228 | N.S
MRT(min) 157+43%3 |08 4+188(8 8 1472228 | N.S.
VD«(L) 15.%82 B|3A® . ®w5®|/16. 509 2228 | N.S.
Data are expressed as Mean = S.D.
N.S. are expressed as non significance
Table 55 L.V.(S)
IV.(H)  Badcdin (myml) LAGRAN-P
T-test
Parameters LLV. (S 1.V. (H) T-vdue | togs | Result
Ty2(min) 2 05+380 [8174 54749 |28 . 69 2228 | N.S.
AUCp(mg-minml) |97 . ®@1 77127. 1G5 [f 1 4 4 2228 | P<0.05
AUCroraL(mgminm)|1 1 2 +52 .9/99732 888 0 37 08 2228 | N.S.
CL(L/min) 0. HB702D. #B81p 79 . 032228 | N.S
MRT(min) 12743720 4192 24477440 . 21 2228 | N.S
VDs(L) 17 .45 57147 . 28 B P2 038228 | N.S
Data are expressed as Mean = SD.

N.S. are expressed as non significance

PO




N.S. are expressed as non significance
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Table 56 1LV.(9)
1.V.(H) Geniposide (myml) LAGRAN-P
T-test
Parameters L.V. (S 1.V. (H) T-vdue | tyes | Result
Ty2(min) 2 631554 (1195 3+7B8 52 . 9 4 228 | P<0.05
AUCp(mg-minml) |1 41 194816 463 .73 38 26 2228 | N.S
AUCroral(mymnm) |1 6 3 +58.9227F #4828 711 712228 | N.S
CL(L/min) 0. BB6048®. AB10080. 242228 | NS
MRT(min) 163+2323(296 +33. 653 . 6 1 .228 | P<0.05
VD«(L) 2. 34854 2. a400750. 592228 | N.S
Data are expressed as Mean = SD.
N.S. are expressed as non significance
Table 57 LV.(S)
1.V.(H) Berberine (myml)  WINNONLIN
T-test
Parameterss LV. (S IV.(H) | T-vaue| toos | Result
T12(min) 64.85+5.58 60.6421.29 180 2 | 2228 | N.S.
CL(L/min) 0.249+0.028 | 0.259+0.026 | -0 . 6 6 2228 | N.S
VDg«(L) 21.508+1.724 | 20.870+1606 | 0. 6 3 2228 | N.S.
Data are expressed as Mean = SD.




N.S. are expressed as non significance
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Table 58 L.V.(S)
IV(H)  Baicdin (mg/ml)  WINNONLIN
T-test
Parameters LV. (S L.V. (H) T-vaue | toos | Result
AUCroraLmg-minm) | o0 000491 500 | 9145891458 | 2 . 8 4 9998 | P<0.05
Taz(min) 80.79+17.16 | 1180542990 | -2 . 6 4 2228 | P<0.05
CL(L/min) 0.303+0.049 0.196+0.048 3. 83 2228 | P<0.05
VDs(L) 14.387+1.392 | 17.413+5083 | -1 . 4 02228 | N.S.
Data are expressed as Mean = SD.
N.S. are expressed as non significance
Table 59 1V.(S)
1.V.(H) Geniposide (my/ml)  WINNONLIN
T-test
Parameters 1LV. (S V. (H) | T-vaue| togrs | Result
AUCroraL(mg-minm) | o o005 776 130336443920 0 8 3 2208| N.S.
Tuz(min) 54.97+11.98 | 51.22+1883 | 0. 4 1 2228| N.S.
CL(L/min) 0.039+0.007 | 0.066+0.017 | -3 . 4 4 2.228 | P<0.05
VDs(L) 207440259 | 237520922 | 0. 772228| N.S
Data are expressed as Mean = SD.




N.S. are expressed as non significance

Table 60 1LV.(9)
1.V.(H) P.O. Berberine (my/ml)
LAGRAN-P One-Way
ANOVA
Parameters L.V. (S 1.V. (H) P.O. F-vdue | 4=0.05 | Reault
T12(min) 191+6%6 @3 7307/ d% 8+4®84 7 5313 | 368 | N.S
AUCoral(myminm) (1 04 +546 20F0®HQ0 B 25 . 28 4 0eos | 3.68 | NS
CL(L/min) 0. B®701B. *®90/15. 4B 36 3 2849 | 3.68 |P<0.05
VDg(L) 15.482 B33 . ®51@3 7 1 +7 23] gozas | 3.68 |P<0.05
Data are expressed as Mean = SD.
N.S. are expressed as non significance
Table 61 LV.(S)
1.V.(H) P.O. Berberine (my/ml)
WINNONLIN One-Way
ANOVA
Parameterss 1LV. (S 1.V. (H) P.O. F-vaue | 8=0.05 | Result
AUC o1l (Mg- minml)| 96.753+13.717| 88.213+7.674 | 94.783+17.567 0.648 368 | N.S
T12(Min) 64.8515.58 60.64%1.30 87.924+6.39 52670 | 3.68 |P<0.05
Data are expressed as Mean = S.D.




Table 62 LV.(S)
LV.(H) PO.  Bacdin (mg/ml)
LAGRAN-P One-Way
ANOVA
Parameters LLV. (S 1.V. (H) P.O. F-vaue| 8=0.05 | Result
Tp(min) 2054389 (a6 5+749|3a 6x158 | 859 | 368 |P<0.05
AUC oral(my:minm)i1 1 2 +52 99 3 24888 |05/7 7158 1L 1.601 | 368 | N.S
CL(L/min) 0. HB70R0. *B381|07. @@ 61 5185169 | 3.68 |P<0.05
VDg(L) 17 . M55|713. 478|333 +0D@®D| 11409 | 3.68 |P<0.05
Data are expressed as Mean = SD.
N.S. are expressed as non significance
Table 63 1V.(9)
|.V.(H) PO.  Bdcdin (mg/m)
WINNONLIN One-Way
ANOVA
Parameters LLV. (S 1.V. (H) P.O. F-vauel4=0.05| Result
AUC oA (mg- minml) || 123.979+21.500 | 91.458+91.458 | 9 8 . ®ia18 ¢ 2648 | 368 | N.S
To(min) 80.80+17.16 | 118.05%29.90 | 1 5 1+1 566 [615.276 | 3.68 | P<0.05
Data are expressed as Mean = S.D.

N.S. are expressed as non significance




Table &4 L.V.(S)
1.V.(H) P.O. Geniposide (mgy/ml)
LAGRAN-P One-Way
ANOVA
Parameters LLV. (S 1.V. (H) P.O. F-vdue| 8=0.05 | Result
Ty2(min) 2634554 |[1P53+7B8 528 0+7®%7 |748216 | 3.68 |P<0.05
AUCroral(myminm) |1 6 3 +5B 971 2F x4 B2014 +33 38483850 | 3.68 |P<0.05
CL(L/min) 0. GB60UD. EBI0QO. 202084714 | 3.68 |P<0.05
VD«(L) 2. 30854 D. 40018 7. ¥4 4|amses7| 3.68 |P<0.05
Data are expressed as Mean = S.D.
Table 65 1V.(9)
1.V.(H) P.O. Geniposide (my/ml)
WINNONLIN One-Way
ANOVA
Parameters LLV. (S 1.V. (H) P.O. F-vaue|4=0.05| Reault
AUCo7aL(mg- mindml) [157.069+25.77 | 139.336+43.930( 2 1 4 +m 7 24 6.273 | 3.68 | P<0.05
6
T 12(min) 54.97+11.98 | 51.22+18.83 62 +7 044 1233 | 368 | NS
Data are expressed as Mean = SD.

N.S. are expressed as non significance




