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Subject NDA 080041, Evaluation of extractables from plaslics used in PAS HI
storage confainers,

Bachkground

InterSal Flaleletl Additive solution, also referred to as Platelet Additive Solution 1l {PAS
lll) is a buffered solution that was developed by Fenwal to support storage of 559
pathogen reduced pletelets (S68 PRP). $59 psoralen is a chemical additive of a
pathogen redu ction process developed by Cerus Corporalion wilh support from Fenwal
(lhen Baxter). The S5H9 pathogen raduced platelets w ere evaluated in a US Phase Il
clinical irial in the year 2001 (SPRINT trial). The pathogen red uction process includas
re-suspenslon of platelets collected by apheresis on an AMICUS instrument in a ratio of
35% plasma and 65% PASIII, addition of the 559 to the platelets, llluminaling the
mixture with UV A light, incubating lhe illuminated mixture with an absorption device 1o
remove un-reacled 559 and storage of the cells in the plasma additive solution mixlure
for up to 5 days at room temperature.  PASII alone was evaluated as apart of the pre-
clinical evaluation of S59PRP in several animal studies where it served as the control
vehicle. Fenwal is proposing using PASIII as a stand alone additive s olution for the ;
storage of platelets without pathogen reductlon processing. |

Plaslic component formulation of containers

PL 2411 is a an alloy blend [BERIO A plasiic sheeting (does not contain PVC or EEHE).
It is the main body of the conlainer and potentially the largest source of extractables.




Testing

ty assessment of tho materials and extrac(ables -
Calculated safety margins were acceptable for human use.

dosing.

etter ready comments to the 5 L

The toxicological evaluation of leachables from PL 2411 plastic platelet additive storage
bag should be based on animal studles that defined a toxic dose of an IV administered
compound and on the ant:m pated clinical applicalion of the device. The WHO allowable
dally intake for I R - pplies to oral dosing and is not appro priate for
IV application, Pleass eelcu!alet e safety margin forjiiR based on toxicity
reports (LD50} of an |V administered benzoic acid. The calculation should be based on
leachables from a 500 ml bag slered wilh platelels for up to 5 days and a 70 kg patient.

using an IV toxic

T By B Could the ink or the adhesive of
ihe label be a source of these compounds?

Have the ink and the adhesive been FDA-approved for use on other bags?

Whal is the measured level of BT e n a platelet products stored up to § days

at room temperatura?




