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Example: synthesis of Aripiprazole

Br
) Br,—hw
« Quinolone » M.F- G.HgBr2
WL 216
{1.4-Dibremobutane} /@:l
HO ™ 'S Patassivm carbomate o Bar{H, T, O n O
H Acctone =
7-Bvdroeey-3, 4-dihwdnecarboetyril Water _ 7-{4-Bromohmmgl-3, 4-dilsdrocarboatyril
M.F: C H N, M}mﬁﬂe&hﬂe —

MW 16318 MW 294.18

« Piperazine »

R—M\H e

{1-(2L 2 dichloraphenyd)
peperazine bnddrochlorides)
s odinm iodich
Aretonitrile i agele cruds
M.F: CpgH Ol 505
KAWL A48 90

7-{4-Bromobutoxy)-3, 4-dihwirocarbostsy

MLF: G y5H15BMNDy
MUW: 29818

Stage-IIICARE- ; Purification

Jmnwmmmt gr\j edefinition

Artivated carbon - a WayS

1 Methancl

" gt e rera requested

Acctone Atipiprazale
M.F: CooHa- CLN, D, MLF: CaaHaaGlaMaDa
M.WE 24533 M.\t 448 35 by E DQ M
Stage-IV0iA razole ) Microndsing, Sifting and Packin
Stage-IIT product Arnpiprazole (pure-wet) 1s subjected to physical operation Drving. Micronising,
COUNCIL OF EUROPE

Sifting to vield Aripiprazole (pure-dry) followkd by packing. 7 ef?/Q/W
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Example: synthesis of Aripiprazole
e B

Br
M.F: C4HBrz

« Quinolone »

H M

¥

H Acctone
F-Bdroey-3, 4-dihwdrecarbostyril Water
MF- G N0, Methstene cblcide

MU 16318

{1-(2, 3-dichloraphenyl)
Sodium iodid

7-{4-Bromobumony)-3,4-dibydrocarbbiggil | Aectonitrile Aripipeazale crude
i : MLF: CagHprtizha0s
M.F: G 45H gBrND, ’ ML 445,90
MUY 59818 Prrified wter
Methyleas chiloride
Mechenal

Stame-1IILARF- : Purification

s o OTTOY

[ul} . .
Aripaprazale coude ¥
PP Aretone Atipiprazale
MLF: GﬂHrGlgHgDz
I Wt 44838

M.F: € Ho Tl 0,
MWE 445 30

Stage-IV0A razole b2 Microndsing, Sifting and Packin
Stage-IIT product Arpiprazole (pure-wet) is subjected to physical operation Drying. Micromising,
Sifting to yield Anpiprazole (pure-diy) followed by packing.
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If pGTI found in the final drug substance at levels:
« >50 ppm : toxicological study necessary

e 15-50 ppm (> 30% of TTC limit): introduce in the specification of API

« <15 ppm and limited in an__intermediate _: not in the specification

« <15 ppm and NOT limited in an__intermediate : introduce in the
specification of API

 Any pGTl likely to be formed in last step is introduced in the specification

of API

ieed o show absence of  genotoxicity
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"La" CH,Cl, hl-\.-.f:-"' 2) HCl, iPrOH
and HCI salt ppts
65%
N.
.ﬂ i ", 1) (1R)-10-camphorsulfonic acid
N acetone, MeOH -
o) 2) NaOH, CHCl,
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Oral Exposure Farenteral Exposure Inhalation
exposure
Classification
PDE Concentration PDE Coacentration PDE
1z/day 1 /day m nz/day
- (ng/day) (ppm) (ng/day) (ppm) (nz/day)
lass 1.A: =
(&n) R &)™
Class 1B:
Ir, Rh., Ru. Os 100** 10%= 10** 1**
Class 1C: Ni: 100
Mo, Ni, Cr. V
Metak of significant safzty 250 25 25 2.5 Cr (VI 10
CONCEm
Class 2:
Cu, Mmn 2500 250 230 25
Metals with Jewrwafety concem
Class 3:
Fe. Zn
Metals with nims safety 13000 1300 e

CONCSIIL

=% Subclass limit: the tetal amount of listed metals shoula not exceed the indicatzd (it

* see section 4.4 and the respecrive monographs, Pr as hexachlaraplarinic acid
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