. Integrated GMP PET Radiotracer A

}f . Production and Dispensing Facility

g
%

C. Lucatelli’, B. Mackay?, G. Mokosa?, C. Arth3, R.C. van Ham#,

M.A.B. Willemsen*and J. C. Clark?
QRIC, University of Edinburgh, SINAPSE ; 2CRIC, University of Edinburgh, Millipore France; *VonGahlen, Netherlary

@oduction \

Dispensing of PET radiopharmaceuticals can be done either by final thermal sterilization or by sterile filtration. If thermal
sterilization is the recommended method, it is very often impractical (short half-life, tracer thermo-sensitive) and many PET
radiotracers are therefore dispensed by sterile filtration.

Among all the Quality Control tests required, prior to batch release, by Good Manufacturing Practice and European
Pharmacopeia standards, the integrity of the membrane filter used during the final dispensing is to be checked. This activity
IS relatively time consuming and is the main source of analyst finger radiation doses.

To overcome this problem, we decided that this test should be automated and “in line” to avoid manual handling of this highly
active filter, and to allow other activities to be performed as the filter is being tested.

The University of Edinburgh is currently setting up a brand new PET radiotracer production facility, as part of its new Clinical

\F\’ezarch Imaging Centre (CRIC) and wants to achieve a state of the art uncluttered integrated facility. J

Equipment

In addition to 4 production hot cells, the GMP production lab will be equipped with 2 dispenser hot cells, a GE FASTLab
dispenser and autoclave for thermal sterilisation and a Grade A Von Gahlen DPB-LF hot cell for the aseptic dispensing of
radiotracers sensitive to heat or with a short half-life. Each of the production hot cells will be connected via shielded ducts
to both dispensers.

As part of the design of the lab, we investigated the possibility of integrating a filter integrity test facility into our aseptic
dispensing hot cell.

We decided to use the “off the shelf” Millipore Integritest 4 (Networked version) as a basis for this system, due to its
modular design. We worked jointly with Millipore and Von Gahlen to achieve a solution which would allow the filter to be
directly and automatically tested as part of the dispensing process.

Integr ation Shielded area Millipore
| | | — e | Maparts
The challenge was to integrate this tabletop system into the hot efer Upto 5 mete) z L
cell without compromising the Grade A laminar flow and the oo 1 | Fasc
radioprotection. Valve [ | Computer | Netvork port
: C . _ Array g Touch RS
To achieve this integration, the commercial system needed to be 5 Sreen | [emaemman
disassembled. The touch screen computer panel is located on the e e ventine]| 2 M”_pop -
: neede || © —— VIIpore pus
front face of the hot cell. The part connected to the filter (External —— l : ooy || P
Valve Array) Is fitted into the shielded environment and the A m‘ E ‘
remaining parts are located in a shielded enclosure at the back of Vygon disposabie = s
parts (octopus) K
the hot cell. S
A solenoid valve protects the Millipore External Valve Array during . \xsmreseer Aoove Al
the filtration of the product. — Lock
| ower tray | Electrical power
. . . - and IT4 connection
The filter is connected to product transfer line and to the Millipore N2 et oumstics Senvce por

Integritest® 4 by a sterile single use Vygon tubing assembly
equipped with a check valve.




