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— ~ ik Hameln rds s.r.o. FERZ{THE :
HHEA : 112.11.07 (EHI )
Time Topic Activities
10:00-12:00 Open Meeting Welcome and Factory Introduction
12:00-13:00 Lunch
13:00-14:00 Warehouse
Production areas
14:00-14:30
Site Tour Facilities & Equipment System
14:30-15:00 Stability room
15:00-16:00 Quality control Lab
16:00-16:30 Close meeting Final discussions and closure of meeting
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Time Topic Activities
09:00-09:30 Welcome Introduction
09:30-11:00 Discussion Q&A
Production areas
11:00-12:00 Site Tour
Storage areas
12:00-13:00 Final meeting Q&A
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BFfA 1

1R CoA Hres(HE5% - 2200007)

CERTIFICATE OF ANA
No.

Mame of APT :
Hateh number:
Manufacturer;
Manufacturing date

183/001/60-6970/

Alfentanil hydrochloride
2200007

hameln rds s.r.o.

0172022 .: o2z .| )

LYS
202

Relest date:

J researc h

’ development

o supply chain

“®hameln

almes

5 = ml‘dS

MAHZJS’D- Mool
12/2024 2029, <

Parameter of quality

Specification

Resuli(s)

Appearance

White or almost white powder

Complies

Solubility

Water

LEthanol (96 per cent)
Methanol

Freely soluble
Freely soluble
Freely soluble

Freely soluble
Freely soluble
Freely soluble

Melting point

Abett 140%C, with deconiposition

139.9°C

Ldentification

A, IR spectrum

Complies with the spectrum of
allentanil hydrochloride hydrate

Contirms

CRS

B. Chlorides o | Pasitive Positive
Appearance of solution
Clarity Clear Clear
Colour Colourless Colourless
pH 3.9-45 7T —_
Water 3.0% - 4.0% 3%
Sulfated ash | NMT 0.1% . 0.03% |
Related substances (HP1LC)
Impurity D NMT 0.2% <i).05%
Unspecilied impuritics, single NMT 0,10% <0.05%
Total impurities NMT 0.4% =0.05%

Ethyl methanesulfonate (Imp. M)

WNMT 6 ppm

0.7 ppm

(GC/MS)

Assay (om anhydrous substance) 98.5% - 10]1.5% L00.2%
(Titrimetry)

Residual solvents (GC)

Acetone WAL 5000 ppm 284 ppm
Triethylaming (GC) WM 320 ppm <32 ppm

N-Nitrosamines
MN-nitrosodimethylamine (NDMA)
Nenitrosodiethylamine (NDEA)

N-nitroso-Nemethyl-4-aminobutyric
acid (NMBA)

NMT 0.4 ppm
NMT 0.1 ppm
NMT 0.4 ppm

=0.05 ppm*
=001 ppm*

<005 ppm*

#Tareedinee frachald (0T Y
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B 1 JE L CoA Bt Enss

2.J5 i CoA s (HEHE -

2300059)

) research
- -lm‘““"!‘,‘;."?
sshameln
CERTIFICATE OF AHALY&I! mids
No. 076/001/63-0700/2023
NAan219.- 12eke
Name of API Alfentanil hydrochloride 24
Batch number: 2300059 Retest date:  01/2026 (2,24.1.31)
Manufacturer: hameln rds s.r.0.
Manufacturing date ~ 02/2023 (2023.2.) 2
Appearance White or almost white powder Complies
Solubility }
‘Water Freely soluble Freely soluble
Ethanol (96 per cent) Freely soluble Freely soluble
Methanol Freely soluble Freely soluble
| Melting point Abaut 140°C, with decomposition 138.6°C
Identification
Complies with the spectrum of
A. TR spectrum a&fu;tmil hydrochloride hydrate Confirms
B. Chlorides Positive Positive
Appearance of solution % d
| Colour Colourless Colourless
I w 3,9-4,5 40
Water 3.0% - 4.0% 3.2%
Suifated ash NMT 0.1% 0.01%
Related substances (HPLC)
Imparity NMT 0.2% 0.07%
Unspeeified impurities, single NMT 0.10% <0.05%
Total impurities NMT 0.4% 0.07%
e marestliiunts (e M) 10t 6 pon <001 ppm
Assay (ﬁn anhydrons substance) 08.5% - 101.5% 100.9%
(Titrimetry) ]
Residual solvents (GC)
Acetone NMT 5000 ppm 365 ppm
Triethylamine (GC) NMT 320 ppm o <32 ppm
N-Nitrosamines
N-nitrosodimethylamine (NDMA) | NMT 0.4 ppm not detected
N-nitrosodiethylamine (NDEA) NMT 0.1 ppm not detected
N-nitroso-N-methyl-4-aminobutyric | NMT 0.4 ppm not w
acid (NMBA) hor b
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Para M ZEE HE2 (=
2 EHIFREE T &
Schéma prizemia v maloobjemovej vyrobe HP API
[ Layaul of the ground floor in the smatl volume high potency APT production

3 Al

Schéma prvého poschodia v maloobjemovej vyrobe HP API
{ Layout of the first floor in the smail volume high potency API production
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Route of synthesis:
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Compound 8 citrate |- Compotnd 8 T Compound 13 |

Compound 16a —>| Compound 16k
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