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1 Industry Challenge to Secure Irradiation Capacity

Irradiation of single-use systems (SUS) to either reduce bioburden or render sterility, is a critical step in
the SUS supply chain which is facing new capacity challenges with the rapid increase in demand for
contract sterilization. A prospective assessment of the contract gamma irradiation market led by Pall
Corporation, indicates the growing demand for irradiation sterilization is quickly outstripping existing
irradiation capacity, with significant business continuity risks expected as early as 2022. The growing
gap in needed gamma irradiation capacity is driven by numerous factors including technical,
regulatory, and forecasting challenges associated with cobalt 60; business dynamics in the contract
irradiation market; and the maturity of alternative sterilization modalities, such as X-ray irradiation ",
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2 Building and Irradiation of Single-Use Assemblies
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Figure 2. Process flow for SUS supporting documentation enabling patient therapies.

Single-use systems supporting biologics manufacturing are assembled under controlled conditions by
an integrator from individual components such as tubing, containers, filters, connectors, and fittings.
The component manufacturers play a critical role in this process by providing key documentation
including positions on irradiation compatibility, and industry-standard assessments of biological
reactivity and extractables representative of the component's finished format (i.e. following irradiation).



Following assembly and packaging the integrator contracts with an irradiation service provider to
ensure the SUS is appropriately irradiated within a specified range, to either reduce bioburden or
render the fluid-contact pathway sterile with a sterility assurance level (SAL) of 10°. The final SUS, along
with the supporting documentation package, is then provided to the biomanufacturer, who ultimately
owns the responsibility for the drug manufacturing process and market authorization.

3 What are the Differences Between X-Ray and Gamma Irradiation?

Both X-ray and gamma irradiation are highly similar as they are both photon-based irradiation
modalities, covered by International Organization for Standardization (ISO) 11137, and employ the
same units of measure (i.e. kGy). In addition, the microorganism killing effects elicited by X-ray or
gamma-generated photons both rely on Compton scattering effects in which the incident
high-energy photons trigger a cascade of
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SUS as for example at a contract irradiation site,
four key parameters are typically considered when comparing X-ray to gamma irradiation:
directionality, dose rate, penetration or dose uniformity, and temperature.

31 Directionality

Gamma irradiation is always on and irradiating in all directions, whereas in the case of X-ray only the
region in front of the beam is irradiated. For modern gamma irradiation sites pallets are typically
carried on a conveyer belt into the irradiation vault, and then transit around the irradiation source
before exiting the vault. In the case of X-ray, pallets are also conveyed through the region of the beam
and may do so more than once with different orientations.



3.2 Dose Rate

Dose rate refers to the rate at which the target irradiation dose (kQy) is delivered to the single-use
products and is typically cited as 3 to 6x higher with X-ray than gamma irradiation. As the target dose is
expected to be the same for X-ray or gamma irradiated product, the gamma process can be regarded
as taking 3 to 6x longer than X-ray.

3.3 Penetration and Dose Uniformity

The ability of X-ray or gamma-ray generated photons to penetrate pallets is critical to both achieving
the required minimum dose and ensuring uniformity in the dose delivered throughout the pallet.
X-ray is generally cited as exhibiting incrementally better penetration and dose uniformity
characteristics. These improved characteristics are expected to enable existing pallet configurations
employed by SUS manufacturers for gamma irradiation to be used without modification for X-ray
irradiation. Dose mapping studies used to qualify new irradiation sites, a requirement per ISO 11137, will
confirm the dose received across a single-use pallet will be between the previously established
mMinimum and maximum dose for gamma.

3.4 Temperature

Absorption of irradiation energy can lead to an increase in temperature, and the expectation for X-ray
is that any temperature increase would be equivalent or lower than gamma irradiation so as not to
elicit any unwanted effects on the materials. With omnidirectional gamma irradiation everything
within the gamma vault, including walls, floor, conveyer, and packaging is absorbing the dose and
therefore the overall temperature of the vault is significant, ranging from 26.5 °C to as high as 50 °C in
summer months. Conversely with X-ray irradiation, only the region directly in front of the beam
absorbs the irradiation, and the ambient temperature in the room is relatively unaffected

(16 °C to 32.7 °C) B,

However, as the dose rate is higher with X-ray irradiation, the energy absorbed and converted to heat
by the SUS product and packaging happens quicker, and so could potentially lead to a transient
increase in temperature within the pallet before it has time to diffuse and equilibrate with the room,
which is cooler with X-ray. Worst-case levels of heat generation within the packaging can easily be
calculated as the quotient of the irradiation dose and the specific heat capacity (Cp) of the irradiated
material. For example, a polyethylene material (Cp of 1900 J/Kg/C) residing within well-insulated
packaging, when treated with a maximum irradiation dose of 50 kGy, would result in a temperature
increase within the material of no more than 26.3 °C. In the worst-case summer months, this could
result in a transient maximum material temperature of 59 °C before quickly cooling to the
temperature of the room (32.7 °C). The calculations for X-ray and gamma irradiation are identical, as
the materials and total dose remain the same; however, with gamma irradiation, the process takes 3-6
times longer, providing more time for the added energy to diffuse and equilibrate with the

room (50 °C).

Taking into account ambient temperatures associated with gamma and X-ray irradiation, as well as the
propensity for local temperature increases and associated differences in dose rate, no differences in
temperature are expected that would meaningfully impact the materials. As part of the qualification
process, the temperature can be monitored for representative pallets.



4 Regulatory Requirements per ISO 11137

The requirements for irradiation sterilization of healthcare products implemented by SUS integrators
today, are well-defined by ISO 11137 @, which fully addresses requirements for gamma as well as X-ray
irradiation. In addition, requirements for changes in modality such as from gamma to X-ray, are also
covered by ISO 1M37-1, and summarized in a position paper by the Panel on Gamma & Electron
Irradiation ¥,

1. Assess potential for induced radioactivity. For X-ray energies exceeding 5 MeV (most operate at
7 MeV), there is a requirement to assess the risk of radioactivity that could potentially be
induced in the irradiated SUS or packaging. An abundance of data has indicated that for
plastics this risk is negligible ¥, with slight levels of activation observed with specific metals .
This risk is assessed by irradiating representative materials at a dose that exceeds the
manufacturing process window, and comparing any detectable levels or radioactivity to those
associated with international safety standards set by the atomic energy agency ©l.

2. Transfer the sterilizing dose. Transfer of the sterilizing dose used for gamma irradiation
(e.g. 25 kQy), requires a dose verification study be performed whereby a specified sampling of
systems is irradiated at the verification dose (much lower than the standard dose), and sterility
is confirmed. This is the same process typically employed on a quarterly basis for gamma
irradiation dose audits.

3. Transfer of established maximum dose. An assessment is required to ensure that differences in
irradiation conditions at the maximum qualified acceptable irradiation dose do not lead to
unwanted effects. This assessment may consider the dose rate and temperature associated
with gamma and X-ray irradiation, with it noted in ISO 11137 that higher dose rates may lower
unwanted effects upon products. In addition, the risk-based testing and qualification strategy
proposed by the Bio-Process Systems Alliance (BPSA) 1 is expected to further verify equivalency
of X-ray and gamma at the upper-bound dose range of the irradiation window (e.g. 50 kGQy).

For further information on qualification of X-ray irradiation for SUS, please see “Approach to Qualifying
X-Ray Irradiation of Allegro® Single-Use Systems Part |I-Risk Assessment, Testing, and Implementation
Strategy”.



U

(2]

(3]

(4]

(5]

(6]

(7]

(8l

(9]

[10]

(]

(12]

References

Bio-Process Systems Alliance (BPSA), “X-Ray Sterilization of SIngle-Use Bioprocess Equipment.
Part | - Industry Need, Requirements, and Risk Evaluation,” 2021.

ISO 11137-1:2006 , “Sterilization of health care products — Radiation — Part 1: Requirements for
development, validation and routine control of a sterilization process for medical devices”.

J. Logar and T. Krocs, “X-ray Sterilization Requirements for Single-Use Equipment (BPSA
Webinar),” BPSA, 2020.

Panel on Gamma & Electron radiation, “Change of Irradiation Modalities in Radiation Sterilization
of Medical Devices— Normative Requirements and Aspects in EN ISO 11137-1," 2020.

O. Gregoire, M. R. Cleland, J. Mittendorfer, M. V. Donckt and J. Meissner, “Radiological Safety of
Medical Devices Sterilized with X-rays at 7.5 MeV,” Radiation Physics & Chemistry, vol. 67, pp. 149-
167, 2003.

H. Michel, T. Kroc, B. McEvoy, D. Patil, P. Reppert and M. A. Smith, “Potential Induced
Radioactivity in Materials Processed with X-Ray Energy Above 5 MeV," AAM| Industrial
Sterilization: Changing the Status Quo, Driving for Continuous Improvement, pp. 17-26, 2021.

B. McEvoy, H. Michel, D. Howell and P. Roxby, “X-ray: An Effective Photon,” Industrial Sterilization
Process Optimization and Modality Changes, pp. 23-30, 2020.

V. Le and A. Tuggles, “The Case for Qualifying More Than One Sterilization Modality,” Industrial
Sterilization: Process Optmization and Modality Changes, 2020.

T. Krocs, “Electron and X-ray Sterilization of Medical Devices. FDA Advisory meeting. GHPUDP,”
2019.

T. Krocs, J. Thangaraj, R. Penning and R. Kephart, “Accelerator-driven Medical Sterilization to
Replace Co-60 Sources,” lllinois Accelerator Research Center, Fermilab, 2017.

IBA, “Review of Radiation Sterilization Technologies for Medical Devices,”
https.//www.iba-industrial.com/system/files force/industrial files/downloads/
review_of_radiation_sterilization_technologies for_medical devices -170113.pdf?download=1.

P. Dethier, IBA, “Industrial Gamma and X-Ray: “Same but Different”,” 2016.


https://www.iba-industrial.com/system/files_force/industrial_files/downloads/review_of_radiation_sterilization_technologies_for_medical_devices_-170113.pdf?download=1
https://www.iba-industrial.com/system/files_force/industrial_files/downloads/review_of_radiation_sterilization_technologies_for_medical_devices_-170113.pdf?download=1

@ PALL CORPORATION Visit us on the Web at www.pall.com/biotech
®

Contact us at www.pall.com/contact

Pall Corporation has offices and plants throughout the world. To locate the Pall
Corporate Headquarters office or distributor nearest you, visit www.pall.com/contact.

Port Washmgton, NY, USA The information provided in this literature was reviewed for accuracy at the
+1-800-717-7255 toll free (USA) time of publication. Product data may be subject to change without notice. For

current information consult your local Pall distributor or contact Pall directly.
+1-516-484-5400 phone

© Copyright 2021, Pall Corporation. Pall, ,and Allegro are trademarks of
European Headquarters Pall Corporation. ® Indicates a trademark registered in the USA.

Fribourg, Switzerland
+41 (0)26 350 53 00 phone

ber 202

Asia-Pacific Headquarters
Singapore
+65 6389 6500 phone


http://www.pall.com/biotech
https://danaher-my.sharepoint.com/personal/kyle_albuquerque_dhbsllc_com/Documents/Kyle/2021/PALL/Pall_templates_2021/Whitepaper/Word%20Templates/www.pall.com/contact

