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"Lu chioride solution DOTA"-Tyr"-Octreotate Reaction Buffer Lyophilisate:
(Drug Substance (Drug Substance chemical gentisic acid, sodium acetate
radioactive precursor) precursor) and acetic acid dissolved in
cold water for injection -
Lyophilisation
Drug Substance
precursors and
Reaction Buffer
DOT. A"nyrstct]‘eotate Reaction Buffer Solation
Dissolution (substances to adjust pH during
synthesis of Drug Substance)
h 4
TLn DOTA”—T}’!‘S—OCU”@Q{ME Drug Substance
(Drug Substance) Production (144)
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Steps of manufacturing
process

Preparation of kit cassette

Measurement of activity of Lu-177 chloride
Reaction Buffer Lyophilisate dissolution
DOTA-Tyr-Octreotate dissolution

VVYVY

Preliminary steps before svnthesis

Preliminary module verification
Installation of the kit cassette and the
components on the synthesis module

Kit cassette pre-synthesis tests
Tnstallation of starting material on the kit
cassette

vV

vV

Start of synthesis

Transfer into the reaction vial of:
» Lu-177 chloride solution
» Reaction Buffer solution
» DOTA-Tyr’-Octreotate solution

Labeling

Radioactive precursor: Lu-177 Chloride
Chemical precursor: DOTA—TVL‘3 -Octreotate
Excipients: Gentisic Acid,

Solvent: Water for njection

Temperature: 94 + 4°C

Duration:

® 12+ 0.5 minutes using TRACERlab MX
e 5+ 0.5 minutes using MiniAIO

Transfer and sterilizing filtration

» Transfer of Drug Substance:
Transfer of ""Lu-DOTA’-Tyr*-Octreotate
concentrate mother solution m dispensing
isolator Grade A

"> First Sterilizing filtration

Sterilizing filtration'”"Lu-DOTA"-Tyr’-

Octreotate concentrate mother solution

— \‘
/ 7 Lu-DOTA"-Tyr’-Octreotate \

§\ (DRUG SUBSTANCE)

FIG. 2
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Approximate
completion tinr

1a) 10 min
1by 15 min |-
1¢) 10 min
1d) 10 min

4) S min
5) 15 min

6) 5 min

735 min

8) 3 min
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FIG. 3A

FIG. 3B
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FIG. 4B

SUBSTITUTE SHEET (RULE 26)



