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Isotopia’s plant in Soreq-Yavne is a leading production center 
of a variety of cold kits for nuclear theranostics.

Our Soreq plant:

› Complies with cGMP regulation

› Complies with the Israeli MoH, EMA and FDA guidelines

› Offers comprehensive contract manufacturing services

› When leading companies are our clients, we are assured 

about the essential role we serve in advancing efficient 

healthcare.

https://www.health.gov.il/English/Pages/HomePage.aspx


From new product development 
to commercial product supply- World wide

CMO services:

› Qualified teams to support product development and 

registration processes

› Support the submission process with all necessary 

documents

› Use state-of-the-art Microbiology and Chemistry labs

› Are tailor-made to customer specifications (you can 

choose the batch size, packing size, filling volume, etc.)

› Offer advanced analytical testing methods and 

manufacturing procedures

› Locate reliable suppliers and conduct qualification 

audits

› Carry out equipment procurement and validation

Soreq Plant



Introduction
› Isotopia Molecular Imaging LTD went into shutdown in the period 27.03.23-20.06.23 in order to upgrade it’s HVAC and 

HMI systems. The reason for shutdown was that Isotopia-Soreq Yavne interested in the facility being in full compliance 

with the requirements of Annex 1 Volume 4 EU Guidelines for Good Manufacturing Practice for Medicinal Products for 

Human and Veterinary Use. 

For that purpose, the following changes were required:

› Clean rooms pressure cascade changing – to achieve the minimum pressure differential required in rooms of different 

grades. Room pressures was changed, in order to comply with the requirements of the Israeli Ministry of Health. 

Washing Rooms suite pressure also kept under pressure comparing the Clean Corridor 200 to assure humidity or "dirty” 

residue will not spread between the facility’s rooms.

› To achieve the above requirement the following action was required: Roof HVAC system upgrade includes 5 OSA/ AHU 

units' replacement and addition of a new Chiller and connection to the existing chiller.

5



Changes in Pressures



› The project of upgrading the HVAC system was performed by BIOPHARMAX.

› After returning from the shutdown, a Performance qualification (PQ) was required.

› The PQ protocol was presented and approved.

› The PQ was performed in three phases and included viable environmental monitoring 

(contact, active, and passive monitoring), gowning monitoring, and non-viable particle 

monitoring.

The upgrading of HVAC system



› Biggest investment of ISOTOPIA

› Turnkey project of Biopharmax

› Minimal shutdown of the plant

› Guidance by an internal project manager

› Project meets the planned timeline

› The project was accompanied by the GMP inspectorate department of the Israeli Ministry of Health-

managed by Rachel Shimonovich

Conclusion 



Pre-Phase: The rooms were cleaned and disinfected for 3 days before the starting of monitoring 

Phases of performance qualification (PQ)

At rest conditions: Seven consecutive days of sampling, with no additional 
cleaning or disinfection in between.

In-Operation conditions: Production conditions with equipment running 
and with the maximum number of operators allowed in each room. The 
rooms were sampled for 10 days with additional monitoring points.

In-Operation conditions: Additional 20 days under working conditions, 
the sampling was done according to routine monitoring. 

Routine conditions: From the end of phase II until the end of the 
calendar 2023 year

Phase I

Phase II.I- 10 days

Phase II.I-20 days

Phase III



29.06.23: At Rest, Alert 
result at active 
monitoring Grade B: 6 
CFU/m3

05.07.23: Spore 
formers started to 
appear at Grade C 
during Phase II

23.07.23: Action result 
at active monitoring 
Grade C, count of 157 
CFU/m3.

Penicillium 
chrysogenum 

Penicillium chrysogenum Penicillium chrysogenum

Appearance of spore formers

Aspergillus versicolor



16.08.23
Ministry of Health Visit 

Appearance of spore 
formers during the PQ 

monitoring

It was required to 
investigate every 

appearance of spore former

New form " Microbiological 
observations“ was created

August 2023:
Spore formers continue to 

appear
after Prochlor and Steri-

perox 6% 

04.09.23 Rooms sanitation 
using Hydrogen peroxide 

6% fogging procedure 

11.09.23 HVAC sanitation 
by quaternium ammonia 

September 2023

Consultants

08.10.2023 Rooms 
sanitation by Hydrogen 

Peroxide and peracetic acid

Filters were 
changed

Floor sealing

Ceiling sealing

Appearance of spore formers



› Every single event of spore formers will be documented at “Microbiological observations”

› Special limits for spore formers

› In-house fogging machine 

Conclusion and Corrective Actions



Questions ?



Thank you!



Influence of peracetic acid on Fungi types



• 08.10.23 fogging sanitation with peracetic acid –InspecOX at rooms 212,222 and 219
• 19.10.23 Repeated fogging sanitation whole site 

Results after Fogging with peracetic acid

BACK



Form: Microbiological Observations



Penicillium chrysogenum

BACK

First Identification by morphology



August 2023
212/2B TSA212/2B SDA212/5B TSA212/5B SDAALERTACTIONTOTAL212/3תאריךS TSA212/3S SDAALERTACTION

01.08.23105010001.08.23002550
02.08.23105010002.08.23102550
03.08.23005010003.08.23002550
06.08.2320215010006.08.236122550
07.08.23105010007.08.23412550
07.08.235010007.08.232550
08.08.23015010008.08.23002550
09.08.23005010009.08.23002550
10.08.23815010010.08.231332550
10.08.235010010.08.232550
13.08.23TNTC945010013.08.234362550
14.08.232685010014.08.2350122550
15.08.23105010015.08.23002550
20.08.235010020.08.232550
21.08.233155010021.08.232550
27.08.231315005010027.08.23102550
28.08.2300205010028.08.23002550
29.08.2314465505010029.08.23002550
30.08.2346385345010030.08.23502550
31.08.2320105010031.08.23002550
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September 2023
212/2B TSA212/2B SDA212/5B TSA212/5B SDAALERTACTIONTOTAL212/3תאריךS TSA212/3S SDAALERTACTIONTOTAL

06.09.231211180905010006.09.231152550
07.09.235010007.09.23122550
11.09.235010011.09.232550
13.09.2300005010013.09.23002550
14.09.23306515010014.09.23002550
18.09.2300105010018.09.23002550
18.09.23In o.TNTCIn o.   105In o.   67In o.  435010018.09.231   2550מנוחה  4מנוחה
18.09.235010018.09.23In o.   4In o.   12550
19.09.2320005010019.09.23In o.  0In o.   02550
19.09.23In o.   9In o.   0In o.   9In o.   15010019.09.232550
2550דיגום2         1דיגום 2       20.09.23350005010020.09.232
20.09.23In o.   0In o.   0In o.   0In o.   05010020.09.232550
20.09.23In o.   4In o.   3In o.   0In o.   05010020.09.232550
20.09.23In o.   9In o.   4In o.   1In o.   15010020.09.232550
20.09.23In o.   129In o.   65010020.09.232550

501002550

BACK
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Thank you
info@Isotopia-global.com |  www.Isotopia-global.com |  +972-3-9130314
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