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Charter Statement
Ve areaiiempling teranswer: the guestion

“\What hole'sizepresentisiadanger In
medical 0eViCENIEEKAYES 2SO that:

o M anufacturers.can make inferrhed decisions
about the appropriate sensitivity: for integrity
tests

» |nformedidecisions can be made in the:event
of a potential recall situation

o Patient safety Is maximized, while costs are
minimized




105 | dentiiyztheminpnmuniiiee szg(gsthrough
whirehrBaciliussuptilisiand E. colif k=12
pPeneiiaeangrdira/when temperature and RH
are standardandi@gavity serves as the driving
ferce acressine reached barrier

Current Olgi ecti

. ldentify/ the minimum hole size(s) through
whichBacillus subtilis and E. coli K-12 "’
penetrate arigid tray when temperature and RH
are standard and the package i's suljected
simultaneously to vibration and pressure

differentials that simulate those recorded during
flight




Current Thinking- 3 Experiments
1 SAsEpticaly~ flling serlerngiditrays

— Will“noet restltinRrunwanted
contaminatiern

— Wil restlirn"the abrlity to measure
package Mmtegrity” after packages are

supjected to a microbial challenge

2. The effiect of defect size on microbial
penetration when no other driving forte
than gravity: I's present A

3. The effect of defect size on microbidl &
penetration when ssmulating pressure and
vibration experienced during flight
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What we have decided

PInhelesenly.

Small; ngid traysiigal do not. contain, predict
Heavily coated Tyvek ® lid

Bacillus subtilis and E. coli K-12 asthe
“challlenge’




s Rigidtrayswitinaheavily coated TyvekO
+— IdAWereichesenecalse they represent a
Decision WOrSE Caseiseenanio)in tenms,ef the
md(l ng pressuredifferentials experienced

" PIRheesyerecosen because they,
[epresent’a worse case than ghannels, due
[Ofge short pathway thretigh materials

Small trays were chosen because more
packages will be able to be tested per:
“run” and less agar will be reguired per~

package
To learn about the smallest defects that

microbes penetrate, the best indicator is a
microbe




Decision making-
The microbes

o Bacillussupirs .eﬂ

*Harmiess Sy
«Used i current standards (ASTM F1608-00)

andiprevious studies (Hansen et. al; Jones .

o Typically used in the spore form

Cells are rod-shaped and straight and range
from 0.5-2.5* 1.2-10 nm




Decision making The microbes, cont’ d.
o \/ egeianVveronm oi . colir IK-12
ol Jarmless

«Smialler thaniBacillus,suptilis 1.1-4"5* 2.0-6.0

mm

o|_IKely toaccurately mimic Pseudomonas S
aeurginosa(0.5-1.0* 1.5-5.0 nm) ° ::-; S 7'
ﬂ e
eEnvirenmental versatility "F v ?1;. )
Za wheidd
*ADbility to cause disease In those susceptl ble

eResistance to antibiotics




Things that still need to be decided

o [Deliecls
o\\Nhal SiZzes?

sRel alivVe siZeeifiol e.and erganism

oPrevioussiudies- LCTterature

e How many. different sizes?

*How! o preduce them?

o| aser?
*Mechanically?
o Calibrated |eaks?




Things that still need to be decided
o1 A eresoliiZing themicrees

—(Concentraions
108 CEUImIE?NRE er, 1996)

—Exposuretiine?

2 = g
—How te assure uniformity ©l

—Particle size
e How te measure particle size

—This Issue.gets.more
complicated as we talk about
Experiment 3




ltems tabled for later study

o POLICIES

o [erssuenffchanne defects

— [Defect size
— Sealfwidin

o The'effiect of Secondary and tertiary.

packagiing on penetration Wwhen gravity. is the
predeminant driver and when flight IS
simulated

o The effect of relative humidity on mlcroblal
penetration

 Flled packages
o T'he penetration of viruses?




Questions?

- Comments?




