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Step 1 - Acetoxyindole glyoxylic acid diethylamide
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Amount

Amount Output

Input Reaction and equipment
[g] P quip [mL]
125 | 4-Acetoxyindole Dissolution of
540 | CPME 4-Acetoxyindole
Flask Pos. 5
4[ 5 vol
Synthesis of acid
381 | CPME chloride
136 | (COCI)2 =
CPME (via Pos.
50.7(1)
HCI (g)
Distillation 625 | Distillate 1
540 | CPME
625 | Distillate 2
323 | CPME
Reactor Pos. 2 320 | Distillate 3
428 | n-heptane Vmax = 15 vol
La 10 vol
Filtration of
acid chloride 1200 [ Mother liquor
214 | n-heptane »
313 | Washing liquor 1
214 | n-heptane
313 | Washing liquor 2
1800 | 2-MeTHF (via Pos.

2)

Glass filter Pos. 3

la. 17 vol

Solution of Acid
chloride

Reactor Pos. 2
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Amount

Amount Output

Input Reaction and equipment
[g] P quip [mL]
211 2-MeTHF Synthesis of
110 | DEA L, Diethylamide
150 | 2-MeTHF (via
Pos. 2 and Pos.
3)
150 | 2-MeTHF (via >
Pos. 2 and Pos.
3)
Workup
568 | 0.5N HCI
Aqueous phase 1
570 (from Pos. 2)
568 0.5N HCI
Aqueous phase 2
570 (from Pos. 2)
2-MeTHF
480 (via Pos. 2)
2-MeTHF
450 (via Pos. 2)
281 | deion. water Reactor Pos. 1

12.5¢g

100 g
150

150

513

Activated
charcoal

Celite
2-MeTHF
(via Pos. 6)
2-MeTHF
(via Pos. 4)

n-heptane

Vmax = 33.5 vol

lca. 31 vol

Activated charcoal

treatment
Lab. flask Pos. 6

lca. 31 vol

v

Eiltration

Glass filter Pos. 8
Flask Pos. 4

lca. 34 vol

v

Destillation
Fallung
Reaktor Pos. 2
Vmax = 34 vol

lca. 12 vol

280 | Aqueous phase 3

3500 | Distillate 3

Figure 1 part 4.
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Amount . ; Amount | gytput
[a] Input Reaction andfqulpment [mL] P
Product- 1500 [ Mother liquor 2
2-MeTHF > ) .
197 (via Pos. 2) isolation
230 | Washing liquor 3
2-MeTHF
9.3 (via Pos. 2) i
n-heptane
e (via Pos. 2)
2301| Washing liquor 4
n-heptane
513 (via Pos. 2)
Glass filter Pos. 7 750 | Washing liquor 5

Product

waste

Acetoxyindole glyoxylic
acid diethylamide
C-029855

163 g

Aqueous waste

org. waste

Figure 1 part 5.
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Step 2 — 4-HO-DET
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Amount | r 0t Reaction and equopment Amount | output
[g] [L]
Acetoxyindole
100 | glyoxylic acid Reaction
diethylamide
15 vol| Toluene p and
Distillate 1
workup 3 vol (Toluene/Water)
370 mL|LAH 2.4M in THF
0.5 vol | Toluene
3 vol| Toluene
Distillate 2
* 4voll ThF/Toluene)
5 vol| K-Na-Tartrate Y
20 vol | K-Na-Tartrate »
4 vol | Toluene
4 vol| Toluene
4 vol| Toluene
25 vol| Acqueous Phase 1
2.5 vol [ K-Na-Tartrate »
2.5 vol | deion. water »
3.5 vol | Toluene
3.5 vol | Toluene
Reactor Pos. 1 5 vol| Acqueous Phase 2
ca. 35 vol
5 g| activated » Activated charcoal
charcoal Ly treatment
Flask Pos. 6
ca. 35 vol
ca 125 g| Celite Celpure P Filtration
Ly | Glass ﬁlt_er Pos. 7
lca. 35 vol
250 [ Sodium sulfate > Drying
1.5 vol| Toluene Flask Pos. 4

(via Pos. 6+7)

lca. 36 vol

Figure 2 part 2.
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Amount Input Reaction and equipment Amount | output
[g] l [L]
s Distillate 3
Distillation 35 vol (Toluene)
2.0 vol| Isopropylacetate | —— 1 Precipitation
0.5 vol | n-heptane ———» Reactor Pos. 2
ca. 4 vol
v
Product isolation 4 vol| Mother liquor
1.5 vol | Isopropylacetate 13
1.5 vol| n-heptane »
1.5 vol | Washing liquor 1
Glass filter Pos. 3 1.5 vol| Washing liquor 2
Product Waste
46 g 4-HO-DET 3.5| Acqueous waste
C-029847 4.5| org. waste

Figure 2 part 3.
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Step 3 — Ethocybin crude
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197
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44.6
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> 3 - Y W ¥ ¥ " - k4 > o 1 A 4
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Reactor pos. 8

1 ca. 16 vol

Active charcoal
treatment

Lab bottie pos.8

i
>
»
>
»

Filtration

Glass filter pos. 9
Pressure bottle pos. 5

l ¢a. 20 vol

500

162
125
125

PCT/EP2023/076160

Distillate 1 (ACN)

Distillate 2 (toluene)

Distillate 3 {toluene)

Aqueous phase 1

Aqueous phase 2
Aqueous phase 3
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l

Distillation | 20 vol| Distillate 4 (toluene)
58.5 | CPME »
58.5 | CPME »  Rotary evaporator
58.5 | CPME s POs: 2

L +

. Precipitation HCl salt
78.9 mb | HCl in CPME 3m

21.6 | CPME

v ¥

Reactor pos. 1

ca. 4 vol

v

Isolation HCl salt A 250| Mother liquor

§6.3 | CPME {via Pos. 1)

b4

— 1p0| Washing liquor 1
§6.3 | CPME {via Pos. 1)

w

| j00| Washing liquor 2

Glass filter pos. 3 » Condensate 1
308 | ACN » {; C d
103.8 | TMSEr y| Deprotectionan
{E precipitation of raw
154 ACN *!  ethocybin

— 410/ Distillate 5 {ACN)
280 | Methanol

»

L 4

363 | Distillate 6 {(MeOH)
280 | Methanol

k4

I— 2531 Distillate 7 (MeOH)
235| Water (deionized)
202 | NaOH 1m

h 4

Reactor pos. 1

w

Distillate

ca. 7 vol
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isolation of crude A 429! Mother liquor 2
78.4| water (deionized) | ethocybin
prassussmmll 78| Washing liquor 3
36.3| Water (deionized) »
31.0 | Methanol >
— 781 Washing liquor 4
62.1 | Methanol »
E— 78| Washing liquor 5
Glass filter pos. 4 Condensate 2
48.4 g crude ethocybin
C-029862
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Step 4 — Ethocybin
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125 Aceten
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- W
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