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Food and Drug Administration

Center for Biologics Evaluation snd Recearc
1401 Rockville Pike

Rockville MD 20852-1448
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Certified-Return Receipt Requested

Ms. Carol M. Moore
Responsible Head
Baycr Corporation
800 Dwight Way
P.O. Box 1986
Berkely, CA 94701

Dear Ms. Moore :

During an inspection of Bayer Corporation (Bayer), 3525 North Regal Street, Spokane,
Washington, conducted on August 5-16, 1996, FDA inspector/investigators documented
significant deviations from Section 501(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act

and Title 21, Codc of Federal Regulations (21 CFR), Parts 211 and 600 with respect to the
manufacture of your products. The inspectional findings concerming the pre-approval inspection
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With respect to the findings of the August 1996 inspection, it is FDA's view that the conditions at
Bayer demonstrate noncompliance with the following arcas of the current good manufactuning
practice (CGMP) regulations: training of personnel, buildings and facilities, equipment,
production and process controls, records and reports, and laboratory controls as tollows:

Organization and Personnel

L. Failure of the persunnel engaged in the manufacture, processing, packaging, or holding of
a drug product to be adequately trained in the particular operations that the employee
performs and in CGMP including regulations and written procedures required by these
regulations as they relate to the employee's functions [21 CFR 211.25(a)]. CGMP traimng
is not conducted on a continuing basis with sufficient frequency to assurc that cmployees
remain familiar with applicable CGMP requirements. Moreover, during an aseptic
gowning demonstration the aseptic operator was observed pre-assembling the sterile
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ascplic operator does not wear sterile gloves until fully gowned. This lack of adequate
training is also evidenced by many of the deviations listcd bclow.

Building and Facilities

2. Failure to have separate or defined areas or other control systems as necessary to prevent
contamination [21 CFR 211.42(c)] in that:
a. There 1s no primary barrier such as laminar flow coverage during the
-lransportation to and loading of partially stoppered vials into the lyophilizer.
b. Smoke studics to support the manual filling , manual stoppenng, intermediary
storage, transport, and loading of partially stoppered vials to the lyophilizer has not
been performed in Room X
3 Failure to establish an adequate system for cleaning and disinfecting the room and
equipment to produce aseptic conditions {21 CFR 211.42(c)(10)(v)] in that the
effectiveness of the cleaning and sanitizing of the X pass-through has not
been established.
4, Failure to maintain buildings used in the manufscture, processing, packing, or holding of a
drug product in a clean and samtary condition [21 CFR 211.56(a)] in thar:
. a Live insect, dust, and debris were observed near the raw material sampling area.
b. Sunflower seeds werc observed near the X holding tank.
c. Residual tape, foam. a loose washer, and a plastic tie were observed inside the
Class X production area during the aseptic filling of X X
X X
5. Failure to maintain buiidings used in the manufacture, processing, packing, or holding of 2
drug pruduct in a good stare of repair [21 CFR 211. 58] in that: .
a. A dislodged dittuser panel under the Class X production area was observed
during the set-upof ., X X
b. Chipped paint and a rolled metal tag werc observed onthe™ X
housing locatcd above an uncovered mixing containcr in room X
Equipment

~3

Failure to assure that the equipment used 1n the manufacture, processing, packing, or
hoiding of a drug product is of appropn'atc design and of adequate size for its intended use
[21 CFR 211.63] in that there are no mcotmng receiving specmcatxons for the HEPA
fiiters (pre-fiiters and terminai fiiter) used in the Class X ind Class A . production

areas.

Failure to ciean, maintain, and sanitize equxpmcm and utensils to prevent malfunction or
contamination that would altcr ihe safety, identity, strength, quality, or purity of the drug

[doos



[dooe

f

liing o
were

efi

ultrafiitration
W
X

q

X
v
A

21
Out of service particuiate monrtoring sampie ports n filling room

1

1n Critical proauction areas nave not becn

1

residues from crtical equipment, i.e, filling lines and the

synnges used dunng the sterl

~11e
3
'L

CBER/0OC
The eftectiveness of the cleaning and sanitizing process to remove samtizer
us

v/
~

3
el
-2

1

Pt

. Sull.

.

-

'
N/

X

L

tunnei has not been established.

1
&l

KResigue hmlrs 10r 8aniniZzCcr agents

unit and the

~
covered with wipcs.

‘The cleaning process for the -

1WO jeaks werc observed on ine 1eed une berween e

301 594 1844
e |
estabiished.

aliergenics has not been validated.

product [21 CFR 211.67(a)] in that:

n
o

14:04
a.

€.

Page 3 - Baycr Corporation, Svokane, WA
c.

10/29/97

§ B g
Am , Am - hu .__u _u _m
9 6 3 B gE®Q A
2 g o 8.3 7
B g Q3 0 0 g
— = w2 59
0 _m = 17 B = IR
ol B b0 ¢ bR
95 u g 0o~ B.
0 > i
23 b~ A= .3
[ Iy o~ o vy
o 2 S 45 258
9 a Q B 5 &8 6
g [ nm mm ¢ -~ Ml Y
£ g8 " BB E
- c a. -
x ba R
mc , D g mm - 5
" ; = De O w &
9 ,o inod b, g= 2
e . | e B A d-—
r— . [V 5
W, " oo [ I ..m w iE 0 © HN.L
R [ g 0 EEBET
¥ \ ot [ . - W N
- ¢ 9 eI~ I I
[ - _ _U Ll ¢) o= [ o
w85 § DE: 3807
’ ; B [ v o1 2]
“gE o HBERIEP R
&) Y S D IR
= 1) * q o Q.
— S g Exuwu 3, 4~
w ~ i 3= RO - aa 8 g
0 — v W o o = «d
/vAA = w = s_m = VW O ¢
Nog € [ ’ “u o0 0O = 3 =
2 9 BS-g EBR®
{md b - - It
8 2 2 HM RN S A o t
vl » = ¢ I » - -
= o9g B D m.n B o ¥ B
288 & wg§O2 SYEE
..@ ) L_m .M SR = D= g o
S99 @ Sig3 _ Faib
] ; [ P -=3 B - ]
g8 § 9973 H 3T &
w » 2 =
Agm o F@8E 7 404
0 " .._m c _ 5 Hn b T
59 9 9888 9 geg-
=R " OGO & = 3 )
i “ Q ¢ o) .
g 3 m = ga o 2 @ H®WoueA
Y o { 2.8 0 ¢ ¢ A P o
® 4o g b (=] ..w a = s WO A0
o o]} [ ¢ 2] e 1 3 Q (31
2d B 28555 o 8q BB
o g o v o = T o 8 3 mm
5.d 3 q 7 { ¢ As
=5 _m C = B | ¢ 3 o o0
49328 4 q4H R at ¢ SR D
B o ( d Qo d ¢ o &) o
(3 TR R - e O QO @ o Ry T 3T o
i ’ €
! :
: k: .
. N \.
w ¢ on a <



10/29/87 14:05 ©301 594 19844

Page 4 - Bayer Corporation, Spokanc, WA

CBER~/OC

Fom s YT

variability in the charactenistics of in-process material and the drug product {21 CFR

211.110(a)] in that:

a. T'he installational, opcratlond.L and pcrfomunce quahncauon studies have not been
performed to the %  Lyophilizer X _ used to Iyophilize sterile allergenc
products.

b. Studies have not been performed to establish the internal nitrogen head space limit.

12.  Failure to establish appropriate time limits for the completion of each p‘
to assure the qualiry of the drug product {21 CFR 211.111] in that tim

been established for the sterile filtration of all types of allergenics.

13. Failure to establish appropriate written procedures designed to prevem; microviological
contamination of drug products purporting to be sterile and to assure that such
include vahdation of any stenlizaton process {21 u-rL 211.113(b)j m that s
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17.  Failure to mainiain adequate and compiete baich production and control records for each
barch of drug produced [21 CFR 211.188(b)(7)] in that the batch records for
X X proccssed on July 8, 1996, and Cat Pelt Exiract lot 34582 did not
include the actual yield and the percentage of theorctical yield statements.

18.  Failure to maintain adequate records of the history of the manufacture or propagation of
each lot of source material intended for the manufacture of final allergenic products
[21CFR 680.2(f)] in that the source material supplier did not specify the origin of the

house dust source matenial.

19.  Failure to determine that licensed biological products are safe, effective, and not
nusbranded under prescribed, recommended, or suggested conditions of use [21 CFR
601.26] in that grain mili extract, which contains unknown components (components
which may be Category 118 product(s)) is available for distribution as a Caregory TIA
product.

The above idcntified deviations are not intended to be an all inclusive list of deficiencies at your
facility. Federal agencies are advised of the issuance of all warning letters about drugs so that
they may take this information into account when considering the awards of contracts. It is your
responsibility to exercise control of the establishment in all matters relating to compliance with all
pertinent regulations.

We acknowledge your September 3, October 4, November 18, and December 9, 1996, respanses
to the Form FDA 483 issued at the ciose of the inspection. Your respanse(s) to items 14, 6, 7, 9,
10, 12, 19-21, 23-25, 29, 35, 38, and 45 of the Form FDA 483 are inadequate or incomplete in
that they failed to address risk asscssment (impact on product); equipment and personnel
monutoring; clean room personnel qualification; control and critical production area airflow *
patierns; complete investigations (assessment); scicntifically sound internal specification
acceptance lirmts; complete validation studies; summary history of the manufacture of allcrgenic
source matenal; and sanitizer residual limits. The remainder of your responses appear to be
adeguate and will be verified upon reinspection.

Please nolify this office, in wniting, within 15 working days of receipt of this letter of any
additional steps you have taken to currect the noted violations and to prevent their recurrence. If
corrective action cannot be completed within 1S working days, state the rcason for the delay and
the time within which the corrcctions will be compieted. Failure to promptly correct these
deviations may result in regulatory action without further notice. Thcse actions include license
suspension and/or revocation, seizure, and/or injunction.
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Your reply should be sent to my attention in thc Office of Compliance, Center for Biologics
Evaluation and Research, 1401 Rockville Pike, Suite 200N, HFM-600, Rockville, Maryland,

20852.

Sincerely,

James Simmons
Director Office of Compliance
Center for Biologics Evaluation and Research

cc: Carol M. Moore
Vice President, Worldwide Regularory Affairs

Responsible Head
James G. Crocicchia Anthony D. Bonanzino
Vice President Vice President/Plant Operations

Allergy Products Bayer Corporation, Pharmaceutical Division



