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Batch Size: 2 kg

Crystallization of THIOSTREPTON

FProcess
Volume (L)

All operations performed under a nitrogen blanket

1 kg THIOSTREPTON Crude

RD-31
(30 1)

24 L Chioroform

k

(Hastelloy C-22)

4 L Chioroform (rinse RD-31)

kA

Dissolution {1}

¥
»| Polish Filter (1}|

1 kg THIOSTREPTON Crude

24 L Chioroform

4 L Chioroform (rinse RD-31)

22 LACN

Heat to 40-50 °C
Hold until dissolution
Cool to 20-30 °C
V=241

V=281

|
Haat to 40-50 °C

%%‘ff Hold until dissolution
(Hast‘e!ioy'CQE} Cool to 20-30 °C .
Dissolution {2}

¥
| Polish Filter (2| V=281
All operations protectad from light

RD-65 <
{604 V=561
(Hastelioy C-22}1 Heat to 40-50 °C

Distiliat 43-50 ¢, Distill under vaccum

ISUBAUON 1 Cool1020°C y=221L

¥

RD-65

d (60 L) Dropwise, NTL 1 hour
{Hastelloy C-22) V=44 L
Crystalfization | 20 °C, NLT 1 hour
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4 L Chioroform / ACN (1/1)

4 LACN
e

4 LACN

Filter-dryer

(30 L, 0.1 mé)
(Hastelloy C-22)

e Rother Hquors V=42 L

s \Rfagheg V=4l
30 min

ety VW ASHES V=d4L
30 min

e Washes V=44

Filter-dryer
(301, 0.1 m2)
{Hastelfoy C-22)

55 °C { vacuum, NLT 9 hours

IPC FIO {GC)

Residual Solvent Displacement Process

FIG. 1 CONT.
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fop e Frocess
Batch Size: 2 kg Soaking of THIOSTREPTON | Volume (L)
8 L Water / ACN (B/2) ~tp 36 min
Washes V=81L
8 L Water / ACN (8/2) —iy 30 min
i
E43 P Washes V=8 L
8 L Water / ACN (8;"2) R , Figter“dfye’% 30 min
30L, 0.1 me) b=  Washes V=81L
8 L Water / ACN (8/2) ——| (Hastelloy C-22) 30 min
Filtration ~ p— Washes V=81
3 LWater - 30 min
g Washes V=8L
8L Water —— 30 min
- Washes V=81
F1-43
(3F5§§B§1ry§§> 60 °C / vaccum, NLT 24 hours
{Hastelloy C-22} PC (GC, LOD)
Drying ,
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Only Water = Bad operability Hot ACN slurry
Low wettability Water soaking (TS-031)
(TS-027-2) v
Thiostrepton  ACN/ CHCly X ACN soaking
~crude  —— crystallization 216 ppm {T8-032)
(TS-005) (T8-027-1) CHOI3 W
X >< Hot ACN/water slurry
Hot water (TS-029)
MeOH 38752 177 slurry W
DCM 54 3 (T5-027-3)
. ) X ACN/water soaking
CHClg 2291 1223 (TS-030)
ACN NA 38796 281 ppm v
CHClg 3
Soaking = Good operability
Better vield
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FIG. 4
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