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Flask #2 addition order:
-Resorcinol

-WFl water

-50% NaOH ag. solution

-Copper (I} Sulfate Pentahydrate

Charged to reactor

Heated to 75 + 5°C

&

Flask #1 addition order:

-WF| water

-50% NaOH aq. solution
-2-Bromo-5-hydroxybenzoic acid

Charged to reactor over 4h
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Reaction Complete

Slow cooling to 20 + 5°C

Filtration

Wet urolithin A or its di-or mono-Na-salt Filter Cake

WFI| water wash

Glacial AcOH wash

Crude urolithin A or its di-or mono-Na-salt

L »  HPLC Purity by AP-1133
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Figure 2
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Batch 1 and 2 \ 4

Addition order:
- Urolithin A or its di-or mono-Na-salt
- Glacial Acetic Acid

lHeat to reflux (115 £ 5°C)

Reaction mixture at reflux

lCool to 100 £ 5°C

Reaction mixture at 100 £ 5°C

Hot Filtration
Hot H,0 rinse
Dried with N3

HPLC (AP-1133)
and Cu analysis
v

Wet urolithin A Filter Cake

Dried in oven (~55°C)

HPLC (AP-1133), KF
and HOAc analysis

v

Urolithin A

Material Screened

l

Submit for Release Testing )

Batch 3 \

Addition order:
- Urolithin A or its di-or mono-Na-salt
- Glacial Acetic Acid

Screened Urolithin A \

Agitation at 20 £ 5°C

Reaction mixture at 20 £ 5°C

Filtration
H,0 rinse
Dried with N,

HPLC (AP-1133)
and Cu analysis

Wet urolithin A Filter Cake

Dried in oven (~55°C)

HPLC (AP-1133), KF
and HOAc analysis

Urolithin A

Material Screened

Screened Urolithin A

Submit for Release Testing




