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1. The manufacturing prccess for Anthrax Vascine is not
validated. For example,

a. The formulation tank has not been qualified for long
term storage of formulated bulk Asthrax. Storage times have
varied from ore week teo four months betwsen formulation and
filling. Lot FAVDO33 was formulated op 8/27/3§, however it vas
net filled until 12/23/96.

b. The formulation tank has not been gqualified for mixing
time, demorstrating homogenheity oI tLhe suspension. Mixing time
is not specified in the batch record prier to filling and during
the filling operations. The product 1B (o vor 4uovvv and settles
guickly in the taak.

c. The firm 4id rot perform media £i11 challenges

te validate aseptic manufacturing sfter harvest from the holding
task These operations inc.ude the transfer of the sublots from
puilding *. i to building - . - for formulation.

Media fills are performed on fermentaticn and harvest traine,
however not on 38 scheduled basis.

Q. There 1s no validation of - .- " " ap a sporicide ir
anthrax production and petency tesctirg facilities.

.. Trhe anaiytica! methods for determination of

and . ~__ .. -—"in Anthrax Vaccine are nct validated with
respect te accuracy, precisicn. linearity. specificity and limic
cf detectien. :

£. There is no validation of the lergth of time sublots
are held until they are used in a lot. Sublots have bsex held

ienger than 3 yeares prior to use. There 15 no stability data to
support thas hold time.
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QISTRICT ADDRESS AND PHONE NUMBER
OEPARTMENT OF HEALTH AND HUMAN SERVICES CBER, Office of Compliance and Biologics
PUBLIC MEALTH SERVICE Quality, W¥w-60S
FOCD AND DRUG ADMINISTRATION 140} Rockville Pike
Rockville, MD 20852 (301) 827-6151

NAME OF INCIVIOUAL TQ WHOM REPOAT ISSUED PERIOD OF INSAECTION €. P NUMBER

to: ~ ‘FEQC( E L - Hi br ; ~11/15-23/99
TITLE OF INCIVIOUAL TYPE ESTANLIBHMENT INSPECTED
C E o ! Biologics Manufacturesz

FIRW NAME NAME OF FIRM, BRANCH OR UNIT INSPECTED
BioPort Cerxperation Same

STRELT ADDRESS STREET AODRESS OF PREMISES INSPECTED
“3500 N, Martin Luther King, Jr. Blwvd, Sane

CITY AND STATE (Zp Cooe) GITY ANO STATE (D Cooe;
“lansing, MI 48506 Sane

CURING AN INSFECTION OF YOUR FIRM (1) (W OBSEAVED:

1. The manufacturing process for the production of Anthrax Vaccine Adsorbed is not validated.

ThT;ﬂEoccss steps inciude :
) the fermentation parameters/process;

b) the sddition of and sdsorptionto. ——w and the settling time in holding tanks;

¢) the formulation operations (downstream processing) of sublots;

d) the poeling process, inciuding mixing to formulate the final bulk drug product (repeat
observation from 2/98). There is no validation of the actual mixing process. In addition,
on Oct, 28, 1999 FAV0S3 was formulated with only - sublots, whereby — sublots are
normally used

¢) the holding time for sutlots prior to their use in final product bulk (repeat observation
from 2/98). In addition, the stoppers used to seal the — sublot bottles may be reused
indefinitely based on visua! examination. The integrity of the container/closure system has
not been evaluated.

£) the hold time for the sterite formulated bulk drug product (repeat observation from
2/98),

2) the holding times for stenlized Athydrogel.

a4 (\)9 Zomment a+ +hf‘,> +HMme .,

2) Regarding asszys used for in-process control and further processing decisions of suslots
a) . Sublots AV721 and AV744 have been deferred from further use due to
“unuscal” _ results. This assay has not been validated nor does it have

established specifications.
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