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This is in confirmation to our May 8, 1995, wlephone conversation regarding the Food
and Dnig Administragon's (FDA) requirements for the testing of liquid ritrogen filled into
large mouth, non-pressurized dewars which in tum are supplisd to doctors for use in
CryOSurgery.

We acknowledge the difficulty in obtaining 2 sample for analysis from a large mouth, non-
pressurized container of liquid mitrogen. Therefore, as long as a firm agsures thar the
ingovning drug product meets all astablished specifications, then the testing of the finished
product would not be required. Fuorther, a firm filling these dewars would be required w
comply with the following good manufacturing practives. 1) the supplier of the incoming
nitrogen should be registered with FDA, 2) a valid certificate of analysis should be
received with each delivery, 3) a wst for oxygen should be taken directly trom the storage
tank, immediately after each delivery. This analysis may be accormplished with a properly
calibrated paramagnetic oxygen analyzer, and 4) the filling sysiem should have dedicated
supply lines, and these supply lines should be maccable from the bulk source to the filling
manifold. Howewver, if there exists a possibility that another gas, whether it be indusirial
or medical could contaminate the finished product, then full Unlied States Pharmacupcia
egting would he required.

Il you should have any further questions, please fee] free to me at the above number.
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