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Dose [mg]




Liver

Liver
Kidney-Pancreas
Lung

Bone Marrow
Miscellansous

Table 1. Dose-Normalized (mg/kg) Pharmacokinetic Parameters in Various Transplant Groups

C

200 £ 112
402 £ 239
127 = 69
116 =73

260 = 237
260 = 167
203 = 467

Al - WmL]

Sandimmune Neoral

R7TE = 2
1188 = 738
1718 = 1820 1643 = 1158
§45 = 283 1283 = 386°
661 = 369 1018 = 2411

FTF (%)
Sandimmune

120 £ 69
176 £ 79
162 = 97
178 = 50
166 = 51

167 = Bb
231 = g2¢
190 = 11
191 = 80
212 =99

“Kidney-Pancreas = 16 kidney and & kidney-pancreas; Miscellanecus = 3 heart, 1 small bowel, 1 kidney-iiver; 5D = single-dose; 55 = geady state.
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Diferentes géneros e Compostos do meio

Métodos de extracédo do

espéecies de cultura principio ativo
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Fontes diferentes

Métodos de purificacéo c@
principio ativo

ps?










Compounds Meoral Germed Equoral Imusporip” Arpimune  Gengraf  Abrammung\ MNeolem Eon  Cicloral
(CyA")  97.67% 97.65% 100.30% 101.90% 94,04%  94.73%  67.97% ) 966% 96.6% 96.5%

@ 97.46% 98.47%  99.14%  101.4% \.99.02% 1.0% 97 95%  98.0% 97 57%

JE o
[D005-95 < lod < lod ; < lod < lod = < lod < lod ; < lod

cyB 050% 040% - <lod <lod <lod 2.19% <lod - <lod
cyG <lod - - <lod 0.94%  <lod 0.30%  0.38% 06%
CyH <lod - : <lod <lod  093%  2526%  <lod - <lod
lsoCyH < lod : : < lod < lod < lod < |lod < lod - < lod
|50 CyA < lod : : < lod < lod < lod < lod < lod : < lod
Totalunknown 017% 005%  000%  013%  005%  005%  076%  038% 026% 035%
Total impuritee—UB7%  046%  000%  013%  099%  098%  285%  038% 026% 005%







Pharmaceutical
1-Neoral® 100mg

2-Imusporin® 1

3-Germed CyA 100mg

4-Abrammune®

£ Arpimune® 10

6-Eon CrA 100mg

Tyvpeof
form ulation

Microemulzion o'w
pre-concentrate

Micr oemulsion a'w
pre-concentrate

Microemulsion ofw
IF e-concentrate

Microemulsion o'w
pre-concentrate

Microemulsion ofw

pre-c -“---

Solution pre-
concentrate

. Solution pre-

3-Neolem® 100mg

10-E quoral® 100mg

Solution pre-
concentrate
—
Water-based
microemulsions
Microdispersion with
gel like properties
{pre-concentrate of

E xcipients

Ethanol, Propylene Glveol, Corn Oil mono-di-tryglicerid es,
Cremophor® RH 40, Alpha-tocop heral

Propylene Glveal, Capryvel® 90, Castor oil, Cremophor® RH 40,
Alpha-tocopherol

Ethanol, Transcutol”, Cremophor™ RH 40, Oleov] Macrogol
Glveerides, Alphatocopherol

Unknown

Ethanol, Labrafac®, Labrasol®, Cremophor® RH 40, Polysorbate 30,
Benzl Aleohol, Alpha-tocopherol

Ethanol, D-alpha-Tocophervl polyethylene glveol 1000 succinate,
Macrogal® 400, Cremophor® RH 40

Ethanol, D-alpha-Tocop hervl polyethylene glveal 1000 succinate,
Macrogal® 400, Cremophor® RH 40

Ethanol, D-alpha-Tocophervl polyethylene glveol 1000 succinate,
Macrogol® 400, Cremophor® RH 40

Ethanol, Propylene Glveal, Cremophor® EL, Tween® 80, Span® 80,
PEG NF.

Ethanol, polyglyveeral (3)-monooleate, polyglveeral (10)-monooleate,
Cremophor 40, Alpha-tocopherol







Formulation C ule Rupture Time
1-Neoral® 9 min I7
2musporin® 12 min

3-Germed” CyA 11 min
4-Abrammune® =20 min

S-Arpimune 11 min

G- Eon CyA 10 min |7
7- Cidoral” 10 min I7
8- Neolem® 11 min I7
9_Gengraf- 12 min V
10-Equoral® 2 min |7
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Formulations

1-Nearal
2-Imusporin
I Germed
4-Abrammune
S-Arpimune
6-Eon
T-Cicloral
8-Neolem
9-Gengraf
10-E quoral

Z-average diameter (nm)

10,99
17.61
3421
Jo4l
157.2
208.7
1542
108.3
143.8
J46.3






















