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Background 
[nterSol Platelet Additive solution. also referred 10 as Platelet Addilive Solulion III (PAS 
III) is a buffered solution that was developed by Fenwallo support storage of S59 
pall10gen reduced platelets (SS8 PRP). S59 psoralen is a chemiCElI additive of a 
patllogen reduction process developed by Cerus Corporallon with support from Fenwal 
(!hen BaxleT). The 859 pathogen reduced platelets were evaluated In a US Phase III 
clinical Irlalln the year 2001 (SPRINT trial). The pathogen reduction process includes 
re-suspension of platelets collected by apheresis on an AMICUS instrllment In a ratio of 
35% plasma and 65% PASIII. addition of Ihe S59 to tile platelets, illuminating the 
mixture with UV A light. Incubating the illuminated mixture with an absorption device to 
remove un-reacted 559 and storage of the cells in the plasma additive solullon mixture 
for up to 5 days at room temperature. PASJII alone was evaluated as apart orthe pre· 
clinical evaluation of S59PRP in several animal studies where it served as the conlrol 
vehicle. Fenwal is now proposing using PASIII as a stand alone additive solution for the 
storage of platelets without pathogen reduction processing. 

Clinical practice and experience 
Apheresis platelets stored in PASIII additive solution contain 190-245 ml of PASIII and 
buffy coat platelets (used in Europe) contain 190-245 m I of PASIII. Platelet products 
are transfused to thrombocytopenic patienls over approximately an hour. Usually one 
apheresis platelet unit every o1her day or every third day based on Ihe patienfs plalelet 
count. The infusion rate under these conditions is on the order of 4·6 mllkg. In some 
cases, such as trauma. large numbers of platelet units need 10 be infused in a sllort 
period of time (hours). In such cases the volume of PASIII infused with the platelets 
couJd be 40--80 mllkg. 

US cllnlcallrial of 859 pathogen.reduced platelets followed 317 patients who received 
platelets processed and stored in PASIII and Ihe S59 chemical. In some European 
countries the S59 pathogen reduced platelets have been appro\led and Ilundr eds of 
thousands of patients have been transfused with platelets processed and stored in 
PASIlI. 



PASI1 is another platelet additive solution used for storage of platelets in Europe. Main 
difference between PASt! and PASIlI is lhe presence of Phosphate bunsr in PASIll. 

Composition 

PAS III giL PAS 11 oil 
Na.1HP04 3.05 
NaH2PO" 1.05 
NaCitmte Dehydrate 3.1B 2.94 
NaAcetale Trihydrale 4.42 4.0B 
NaCI 4.52 6.75 
HCL as to OH 7.4 
H,D as to 100 ml QS to 100 ml 

Pre-cllnlcal Toxicology 

PASlII 

Pre-<:Iinical toxicology was performed on PASIII as part of a toxicological evaluation for 
S59 pathogen reduced platelets. In the studies listed above PA5111 and PASIII! platelets 
were the controls for evaluallon of S591realed platelets in a number of animal studies 
that included acute and chronic adm inistratiorl. In all studies performed no systemic 
toxicity was obsslVed and post mortem evaluation of organs revealed no toxic ity issues 
associaLed with PASI1I or with PASIII and platelets without 559. 

Conclusion 
PAStil is a crystalline solution with a composition very similar to PASlI, a platelet additive 
solulion used for preservation of human platelets in Europe. The main difference 
between these solutions is the presence of a phosphate based buffering solution in 
PAStil. Pre-clinical evaluat10n of PASIII in animals was done as a part of the safety 
evaluation of a pathogen reducLion process (hat used P ASIII. When PASIII was infused 
alone or with platelets no evidence of toxicity was found at rates si mitar to clinical 
applications and also with a large bolus Infusion. Based on prior clnical experience, 
lack of toxicity in the animal studies and low inherent tOXicity of low concentration 
phospl1ate-based buffering solutions, I conclude that PASIII is nontoxic in doses 
anticipated in routine platel et trensfu5ions. 




