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Background i e
# An original in-house method for the synthesis of Sodium [t8F]fluoride \/\//'[\] Nac
radiopharmaceutical was designed and developed. " g
® The process validation of [8F]NaF radiopharmaceutical production was
performed with the aim to confirm the reproducibility of the process to
produce a final product with consistent quality.

Materials and methods
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¢ The protocol for process validation was developed following the
recommendations outlined In FDA Guidance for

Industry Process
Validation and EANM Guidance on validation and qualification of
processes and operations involving radiopharmaceuticals.

# Three consecutive batches of [18F]NaF were produced on different days
under the same predetermined conditions.

¢ The production process (synthesis and dispensing) was carried out on the
dispensing module Clio, using a modified single-use kit for dispensing.
The modification involved installing a Y-connector and QMA cartridge on
the Kit.

® The quality of the final product should be in accordance with ['8F]NaF
monograph of European Pharmacopeia.

Results

2 The results of tested quality parameters for the three batches were within
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the defined acceptance criteria.
Acceptance Results
Test Method _p .
criteria 1 batch 2 batch 3 batch
Pre-release tests *;':E“mﬂ—:ﬂi—ﬁ E”g “‘Ezi::’t: - If"_“”dﬂfh:'ﬂgéa”%g”" - . EEE:;; 1- Sequence_NaF_PV and stability Standard NaF 1mg/mi ECD_1
- @equance_~ar_T v an 315. ':: P rrl'r:';;r’:? i wirk h —~ :1.:-: 2 - Sequence_NaF_PV and stability #5 Primerok NaF 1007231 Oh ECD_1
visual Clear, Clear, Clear, Clear, e e pom e A a0 e Py i e P Narzior cco
Appearance inspection colorless | colorless | colorless | colorless }s 00
solution solution solution solution :
] 2 - Chloride - 6.780 -
Halflfe | Radioactivity | 1.75-1.92 | o | 8 L 8 ] |'ﬁ|'| & [N
determination | measurement hours ' ' | j | | IlL
|dent|flcat|0n — "I - 18F-Fluoride - 3.393 || . I'? Il Chloride - 6,780
] I
i i | ||
Difference in | ) ¢ <40s 33.18 32.76 33.82 | |
retention time ' | ||
500 500 |
. ’ |
Approximate pH value pH strips 5.5-8.0 6.5-7.0 6.5-7.0 6.5-7.0 _ H 'IL Chioride - 7.053
Chemical purity: <0.452 * | R I |- Chlorice -7.130
. N HPLC - < 0.452 < 0.452 < 0.452 400+ | iy
fluoride (F) mg/mL - | '| i
. | I
I I |
_ _ _ min 98.5 % ; I|~1BF-FIunri|:|a-3.3E{I | ||II
Radiochemical purity: |HPLC/gamma 300 ‘ '| . \
adiochemical purity J ofthetotal | 100 100 100 | | | I\
[*8F]fluoride detector . I | I
activity _ | | i
200 | || ll' 200 |I|I' II'.
Release tests | | \ I \
. . Chromogenic | <17.5 F i ' | N
Bacterial endotoxins ™ megt’ho 4| UL <5.00 <5.00 <5.00 woh ﬁ'.('_\u‘ o \h S . I\
] l W
Test for 2 ||| |I1\' i|| II'-, A [,"? - Fluoride - 3.953 Ill.l:ll "'u\&
Sterility sterility Sterile Sterile Sterile Sterile o N \ | R | | _\H ) | x
(Ph. Eur.) ; : A RN
d. Id . max 0.01 % Ao — L. 400 ! — - — / — \““— — . -miny
Radionuclidic purity: —\ Gamma-ray | oo a1 | 8.83 x1095 | 1.71 x 109 | 1.63 x 10°% o 20 o 60 do o e 7w
radionuclidic impurities | spectrometry activity
Radiochemical purity Chemical purity

The process validation results confirmed that the in-house designed production process for manufacturing [*®F]NaF
radiopharmaceutical is capable of consistently producing a product that fulfils the quality requirements defined in the European

Pharmacopoeia monograph (Ph. Eur. 01/2008:2100).
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