DEPARTMENT OF HEALTH AND HUMAN SERVICES -
FOOD AND DRUG ADMINISTRATION -

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) Of INSPECTION
ORA/OE/DIVISION OF COMPLIANCE MANAGEMENT AND OPERATIONS | 10/10-152004

5600 FISHERS LANE, ROCKVILLE, MD 20857 USA FETNUMBER
TEL: (301) 827-0391/FAX: (301) 827-0342 k

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT 18 1IS8UED
TO: ANDY SNEDDON, VICE PRESIDENT OF MANUFACTURING, UK SITE DIRECTOR

FIRM NAME STREET ADDRESS
EVANS VACCINES an affiliate of CHIRON CORPORATION | GASKILL ROAD

CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED
LIVERPOOL 124 9GR, UK VACCINE MANUFACTURER

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FAGILITY. THEY ARE INSPECTIONAL OBSERVATIONS, AND DO NOT
REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANGE. IF YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE WPLEMENTED, OR PLAN TO
IMPLEMENT, CORREGTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION
OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. I YOU HAVE ANY QUESTIONS, PLEASE CONTAGT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FIRM (WE) OBSERVED: |
1) Regarding Fluvirin Sterility Investigation #R/0198/10/04 dated October 9" 2004: ’

A)  The Fluvirin Sterility Failure Investigation Report states (in part) that Il fumigation took place
on May 17, 2004 as a corrective action to increased levels of Gram negative grganisms (including
Serratia spp) during April and May. The area fumigated was the formulation suite. The firm .
deemed that the fumigation “was successful, as confirmed by ongoing environmental monitoring”™ _
and that ‘it should be noted that there are no confirmed isolates of Serratia spp. within the Grade ™

Il LAF unit where aseptic connections are made:.” The firm further deems thig as “a key
assessment criteria for further batch processing as part of the Quality Assurance Process®. This
investigation conclusion is not supported and information reported is inaccurate, in that:

1) the firm does not report that Gram negative rods, oxidase negaﬁve. were actually isolated
in the formulation areas after the fumigation, further Gram negative rods identified as
Serratia spp. were also isolated, and ‘

2) there is no evidence that the firm took further action to correct continued excursions of alert
and action levels in formulation rooms ljand Jjfrom May 2004 through September 2004.
The firm continued to experience alert and action level excursions for Gram negative
organisms, including but not limited to, Serratia spp. ‘

B) Regarding retest performed on the sterility test failures for four of nine final vial product lots, there
is no investigation into the mixed pass and fail sterility test results for the original two lots and two
“sister” lots associated with the failed monovalents.

The original two failed bﬁqwem retested I times the normal test
sample size (normal test sample size is il vials). The "sister” lots IR of the two
original failed lots were also retested Il times the normal test sample size. Resulis are as

follows: »
Lot# Re-Test Date Results of each set of 40 vials
] 22 Jul 04 set of lllvials passed sterility test
sets of Il vials failed sterility test
E— 22 Jul 04 sets of [l vials failed sterility test ’
P 28 Jul 04 sets of lllvials failed sterility test
SEE =Xe EMPLOYEE(S) NARE AND TITLE (Pint or Typ8) DATE BSUED
REVERSE 7,5 . Omotunde 0. Osunsmmi, CBO 45 October 2004
OF THIS ; ; m&m Ph.D. Supy, Chemist
PAGE 7’&% g o David 3. Cho, PhD., Microblologiat
=) Plark A, Elengoid, Depuly Director Oper., CBER
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION
ORA/OE/DIVISION OF COMPLIANCE MANAGEMENT AND OPERATIONS | 10/10-13/2004
5600 FISHERS LANE, ROCKVILLE, MD 20857 USA FEl NU”BfR

TEL: (301) 827-0391/FAX: (301) 827-0342

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT 18 ISSUED
TO: ANDY SNEDDON, VICE PRESIDENT OF MANUFACTURING, UK SITE DIRECTOR

FIRM NAME STHEET ADDRESS
EVANS VACCINES an affiliate of CHIRON CORPORATION | GASKILL ROAD

CITY, STATE AND ZiP CODE TYPE OF ESTABUSHMENT INSPECTED
LIVERPOOL L 24 9GR, UK VACCINE MANUFACTURER

THISDOCU’ENTUSISOBSEFNATDNSHADEBYTHEFDAREPRESENTATNE(S)DURJNGT}ENSPECTI(NCFYOQRFACW THEY ARE WSPECTIONAL OBSERVATIONS, AND DONOT
REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO
IMPLEMENT, GORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE OBJECTION OR ACTION WiTH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION
OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE.

DURING AN INSPEGTION OF YOUR FIRM (WE) OBSERVED:

29 Jul 04 sets of ials passed sterility test
sets of vials failed sterility test

C) SOP M198, Sterility inveshganon Report (Version 08), was not followed dunng the Fluvirin Sterility

Failure investigations in that, the SOP required a Non-Conformance Report (NCR) be initiated in
accordance with the NCR SOP. This was not done for the nine filled vial lots that were -

contaminated with Serratia spp. Regarding filled vials, the first failure occurred on 8 July 2004.
The 9" failure occumred 2 August 2004. There is-no documentation to show that root cause,
immediate corrective action, or product impact was addressed at the time of each failure (as per
the firm’s SOP). One NCR (dated 28 September 2004) was generated to cover all nine sterility
failures as well as monovalent blend failures and serves only to refer io the final Fluvirin Sterility
Failure Investigation dated 9 October 2004. :

D) No documentation of rationale in the Fluvirin Sterility Investigation #R/m 98/10/04 dated October
9™ 2004 indicating that all three (3) monoblend batches of the Fluvirin trivalent strains with sterility
failures are the B/Jiangsu strain.

E) The investigation of the root cause analyses, corrective/preventive actions, conclusions and
recommendations did not include BiJiangsu bulk batch The first of the three (3)
monoblend batches implicated in the nine (8) Fluvirin final filled vials sterility failures with
bioburden level of 67cfu (specification of mi) but failed sterility at the bulk stage (isolate:
Semratia marcesens). (Was referenced in the Investigation Report)

) The investigation did not specifical state that high bioburden levels were noted in the Fluvirin
BlJiangsu strain at the Pre filtration step in lll(83%) of Ml monoblend batches
manufactured for year 2004 campaign with 170-39,000,000cfu/mi bioburden jevels per batch (alert
level lcfu/mi). This is higher bioburden than noted for any of the other two Fluvirin monoblend
strains.

G) Ne documentation in the investigation report of the effect of keeping the monoblend/irivalent
formulations at RN for up to I during processing was considered. Fluvirin
finished vials are labeled for shipment at 2-8°C and Fluvirin monoblendltnvalent bulks are stored

at temperature o
H) There is a lack of scientific data to support the statistical rationale for the reteést sampling and
testing plan. ;
SEE EMPLOYEE(S) NAME AND T11LE {Prind of ﬂpe) DATE IBSUED
REVERSE Omotunde 0. Osunsanmi, C50 48 October 2004
OF THIS Paula A Trosg, Q30
PAGE Juli D. Finkbohner, PhD. Supy. Chemist
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION
ORA/OE/DIVISION OF COMPLIANCE MANAGEMENT AND OPERATIONS | 10/10-13/2004
5600 FISHERS LANE, ROCKVILLE, MD 20857 USA FEINUMBER

TEL: (301) 827-0391/FAX: (301) 827-0342

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED ,
TO0: ANDY SNEDDON, VICE PRESIDENT OF MANUFACTURING, UK SITE DIRECTOR

FIRM NAME STREET ADDRESS

EVANS VACCINES m affiliate of CHIRON CORPORATION | GASKILL ROAD ‘
CITY, STATE AND ZIP CODE TYPE OF ESTABUSHMENT INSPECTED
LIVERPOOL 24 9GR, UK VACCINE MANUFACTURER

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATI\‘IE(S) DURING THE INGPEGTION OF YOUR FACILITY. THEY ARE INSPECTIONAL OBSERVATIONS, AND DO NOT
REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. [F YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO
IMPLEMENT, CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURNG THE INSPECTION
OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER ADDRESS ABOVE,
DURING AN INSPECTION OF YOUR FIRM (WE) OBSERVED:
2) Regarding clean rcom design and operations for Formulation RoomMl(Filtration) and Formulation
Room|ll (Trivalent Blending): The Classjlil (Class Il area where post filtration asepitic connections take
place is equipped withiiiilicurtains in the form of strips approximatelyllinches wide and are arranged so
as to overlap each other and are attached at the ceiling surrounding the HEPA filter. The curtains
separate the Class llarea from the Classlll(Class I area. X

.
o

A)  The curtains are approximately JJiifrom the fioor some of the Il strips are bent leaving gaps
between each strip. There is lack of assurance that airflow would not be disrupted. Available
smoke videos do not provide assurance that there is no disruption.

B) The room is arranged so that operators are required to reach into curtains or beneath the curtains
and vigorously manipulate equipment only 6 fo 12 inches inside the curtains. During a mock
demonstration of operations, one operator was observed making aseptic connections -
approximately Il from the fioor which is Illllllbelow the bottom of the curtains and was
required by the design of the equipment to disrupt the curtains that separate the Class|jand
Class]fjareas. _

C) The equipment configuration within the Ctass.environment is such that operators must crouch in
the airflow stream sweeping towards the critical area where multiple aseptic connections are made

D) Available smoke studies do not demonstrate the ability to maintain integrity of laminar airflow
within the critical area when operator is present. Furthemmore, the operator moves from a Class-
environment into the Classjjj environment on multiple occasions during aseptic operations

3) Filtration occurs in Formulation Roomill and trivalent blending occurs in Formulation Room ll Activities
involve operators making aseptic connections at pre and post filtration sites. These pperations routinely
encompass betweenh in which operators are performing critical operations. Regarding air
environmental monitoring in virus formulation areas, there is a lack of assurance that microbial
contamination during critical operations would be adequately detected in that.

A) The firm does not routinely monitor active air while critical operations are takini ilace. Viable

active air sampling is tested using a [iiijL sample WMM or
_ of growth media (a total of air sampling).

| B)  Viable active air sampling that is performed in the Class JJJJJll area is not performed in the area
' where most critical operations are occurring but rather, the air sampler is placed on tables Jll

different locations atilll different times) near the comers of the Classjililarea.

SEE EMPLOYEE(S) NAME AND TITLE (Print or Type) DATE ISSUED
REVERSE Omotunds Q. Osunsenmi, £SO 15 October 2004
OF THIS Paula A Troat, C50
PAGE )7/ John 0. Finkbobnes, Ph.D. Supy, Chemist
i - < David 8. Che, Ph.D., Bioroblolegist
T A Foed] Mark A Elengold, Deputy Director Opor., CBER
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION
ORA/OE/DIVISION OF COMPLIANCE MANAGEMENT AND OPERATIONS 10/10-1532004
5600 FISHERS LANE, ROCKVILLE, MD 20857 USA - | FEINUMBER

TEL: (301) 827-0391/FAX: (301) 827-0342

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT I8 ISSUED
TO0: ANDY SNEDDON, VICE PRESIDENT OF MANUFACTURING, UK SITE DIRECTOR

FiM NANE STREET ADDRESS
EVANS VACCINES an affiliate of CHIRON CORPORATION { GASKILL ROAD

CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED
LIVERPOOL 124 9GR, UK VACCINE MANUFACTURER

THHS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY, THEY ARE INSPECTIONAL OBSERVATIONS, AND DO ROT
REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLUANCE. IF YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO
IMPLEMENT, CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOUMAY DISCUSS THE OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION
OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS AROVE.

DURING AN INSPECTION OF YOUR FIRM (WE) OBSERVED:
C) Settling plates are not placed in areas where the most activity is occurring and not in areas of
critical operations.

D) There is a lack of as.;;uranoe that the current sampling volume for non viable particulate of Mcu
is adequate in relation to the time required to perform operations .
Sampling is not routinely performed in the area of critical process at the time of critical process. =

4) Regarding Control of Bioburden in the Manufacturing&Facility: l

A) I ©0%) out of Jlll Fluvirin monoblend batches used in the formulations of the trivalent batches
manufactured for year 2004 Fluvirin Campaign were out of bioburden alert level of Illfu/ml with
bioburden levels as high-as l39,000,000cﬁ1!ml. : :

B) Out of Specification (OOS) batches of Fluvirin monoblends: A/Wyoming, BAliangsu and A/New
Caledonia were noted as a result of the high bioburden levels in Observation 2A above and total of
26 out of Jillimonoblend batches resulted in OOS results for endotoxin levels of up to 5052 Eu/mi
(alert level specification for uslEwmi). The monoblends with high endotoxin levéls were not
used for USA Fluvirin market.

C) Approximately 80% of all microorganisms’ growth in the Fluvirin filling room, monoblend asepiic
filtration, and trivalent formulation room excursions were not identified to the genus level.

D) Per Non-conformance Report #2004/1071/07 dated July 5. 2004 Mycoplasma growths were
confirmed for Fluvirin A/Wyoming Master Seed batch nd Working Seed batch
Also, per M/2004/1029 dated March 15" 2004, Mycoplasma growth was also confirmed on
AWyoming Working Seed batchillllll The contaminated seed lots were used in five Fluvirin
monoblend batches that were later rejected. A

E) Bioburden investigation is incomplete in that there is a lack of documentation that water quality
was directly investigated as a potential for contribution to bioburden though purified water does

have direct contact with the uct mixture. For example, purified water is used o clean
uipment, including th Centrifuge, mhntﬁfuge and I
: hMachipe which come into direct contact with product.

) Besides the nine (9) batches of Fluvinin that were rejected for sterility failu i(lnvesﬁgaﬁon #

R/0198/10/04 dated October 9™ 2004), additional four (4) baiches of finished| Fluvirin vials were
also rejecled due to environmental excursions. For example: ‘

SEE EMPLOYEE(S) NAME AND TITLE (Prirt or Typs) DATE ISSUED
REVERSE Omotunde 0. Osunsaninl, C30O 45 October 2004
OF THIS Pania A Trost, C30
PAGE " Jehn D. Finkbobner, PhD. Supy, Chemiet
s David 8 Che, PhD., Microblviogist
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION
ORA/OE/DIVISION OF COMPLIANCE MANAGEMENT AND OPERATIONS | 10/10-15/2004
5600 FISHERS LANE, ROCKVILLE, MD 20857 USA FEINUMBER

TEL: (301) 827-0391/FAX: (301) 827-0342

NAME AND TTTLE OF INDIVIDUAL TO WHOM REPORT 1S ISSUED
TO:  ANDY SNEDDON, VICE PRESIDENT OF MANUFACTURING, UK SITE DIRECTOR

FIRM NANE STREET ADDRESS

EVANS VACCINES an affiliate of CHIRON CORPORATION GASKILL ROAD

CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED
LIVERPOOL 124 9GR, UK VACCINE MANUFACTURER

TS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INGPECTION OF YOUR FAGILITY. TREY ARE INSPECTIONAL OBSERVATIONS, AND DO NOT
REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO
IMPLEMENT, CORREGTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION
OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF YOU HAVE ANY QUESTIONS, PLEASE CONTAGT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FIRM (WE] OBSERVED:

1) Per Non-Conformance Report #2004/1632 dated September 9™, 2004 low
rejected due to growth of Micrococcus spp on Fluvirin filling needle swab. In addition

alert levels with microbial growths identified as Gram positive cocci/Gram negative rods
were also identified in theh change room” and within the grade [JJarea outside of the
filling room sterile cormridor respectively. : :

2) Per Non-Conformance Report #2004/1852 dated October 2™ 2004, batch— i
Staphylococcus spp growth was identified on Fluvirin filling needle swab and on hand plate
sample of one aseptic filling room operator. Also alert level growlh of: Staphylococcus
aureus/Moraxella spp was detected in the il change room”.

3)  Per Non-Conformance Report #2004/1863 dated October 4™ 2004, batch| N
microbial growth of gram positive cocci were noted in the grade il aseptic filling room
(Class Micrococcus spp were noted on hand plate of orie operator. Gram negative
rod oxidase negative and gram positive cocci/frods were also isolated from setting plates in
the changing room.

4)  Per Non-Conformance Report #2004/1625 dated September 8™, 2004 batch *
microbial action limits were reached by two (2) Fluvirin fillin rators working in t
grade]eseptic filling area (Class w In addition, growth of
Brevibacillus brevis, Bacillus subtilis, Micrococcus spp and Gram negative rods were noted
at vial in-feed on the IR filing machine.

G) Although individual investigations were conducted into the following Fluvirin aseptic filling room
excursions, no formal overall investigation was conducted to assure adequate comrective and

preventive actions.

5) Failure to adequately address root causes during failure investigations, noted during the inspection of
year 2003 has not been adequately comected. For exampie the previous inspection observation noted:

A) The most recent sterility failure Investigation #R/0198/10/04 for nine (9) filled vials of finished
Fluvirin batches concluded that inadequate aseptic technique during aseptic connections was the
cause. During the 2003 inspection, the firm was cited for failure to evaluate the reduction in

’ aseptic connection fo reduce the possibility of contamination. There is no documentatnon that
adequate corrective action has been conducied. ;

SEE EMPLOYEE(S) NAME AND TITLE (Prirt or Typs) DATE ISSUED

REVERSE Omotunde Q Osunsanmi, CBO 45 October 2004
OF THIS Pasia A Trost, C80 .
PAGE Jokn DL Finkbohner, Ph.O. Sups. Chemist
David 8. Cho, Ph.D., Mierobiotogist
Mark A. Blengold, Deputy Director Opet, CBER
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION
ORA/OE/DIVISION OF COMPLIANCE MANAGEMENT AND OPERATIONS 10710-13/2004
5600 FISHERS LANE, ROCKVILLE, MD 20857 USA FETNUMBER

TEL: (301) 827-0391/FAX: (301) 827-0342

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED
T0: ANDY SNEDDON, VICE PRESIDENT OF MANUFACTURING, UK SITE DIRECTOR

FIRM NAME BTREET ADDRESS
EVANS VACCINES an affiliate of CHIRON CORPORATION | GASKILL ROAD

CITY, BTATE AND ZIP CODE TYPE OF ES TABLISHMENT INSPECTED
LIVERPOOL L24 GGR, UK VACCINE MANUFACTURER

THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL OBSERVATIONS, AND DO NOT
REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO
IMPLEMENT, CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE OBJECTION OR ACTION WITH THE FDA REPRESENYATIVE(S) DURING THE INSPECTION
OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FIRM (WE) OBSERVED: .
B) Control and failure investigations info bulk Fluvirin monoblend/lots at the IR <tcp

with high bioburden levels is deficient, in that lots were noted with total high bioburden volumes of
9.66x10% cfu, 7.07x107 cfu & 1.26x10 cfu in year 2000/2001 and 2001/2002 campaigns and no
“effect” investigations has been opened to find the root causes of the high levels of bioburden in
these lots. (Not corrected from previous inspection of 2003 in that similar occurrences -
noted during this inspection) =

6) Regarding Aseptic Media Fills Simulation:

A) Media fill simulations are not representative of actual aseptic fill processes in that, interventions
that occurred during aseptic filling processes are not evaluated and considered for incorporation
into the media fill simulations. (Not corrected from previous inspection of 2003) For example;

Media fills conducted as part of the sterility failure Investigation Report #R/0198/10/04 into nine (9)
filled vials of Fluvirin batches and routine aseptic media fill simulations per protocol #PQR/0142/04
&PQP/0146/02 failed to include the review and evaluation of batch records for syringes and vials
for unusual interventions that occurred during routine aseptic filling processes for incorporation
into aseptic fill simulations per: SOP #5CP029 dated October 26" 2003 titled: General Procedure
for Routine Monitoring of Aseptic Manufacturing Processes by Process Simulations Utilizing
Sterile Media Fills.

B) Deficiencies were noted in the routine aseptic media fill simulations for Fluvirin monoblend aseptic
fill trivalent aseptic formulation simulations, and trivalent media fill simulation investigation into
Fluvirin nine (9) filled vials sterility investigation #R/0198/10/04. Aseptic simulations were not
representative of actual aseptic fill conditions: Specifically:

1) No Baich record reviews of previously manufactured lots were conducted
2) No documentation that interventions were conducted during the media fills

3) The routine aseptic media fills for the monoblend and trivalent stages' do not encompass all
interventions normally performed during production.

' 4) No documentation that worst case challenges were conducted during the aseptic media
fills simulations.

7) Regarding quality operations:
SEE X EMPLOYEE(S) NAME AND TITLE (Prird or Type) DATE ISSUED
REVERSE Ometunde 0. Counsansmi, CSO 18 October 2004
OF THIS Pawia & Treat, C80
PAGE Johip D, Finkbohnes, Ph.D, Supy. Chemist
- Pavid 8, Che, Fh.D,, Microblolgist
Ard s Bark A, Elengold, Deputy Director Oper., CBER
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DEPARTMENT OF HEAL TH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION
ORA/OE/DIVISION OF COMPLIANCE MANAGEMENT AND OPERATIONS | 10/10-15/2004
5600 FISHERS LANE, ROCKVILLE, MD 20857 USA FEINUMBER

TEL: (301) 827-0391/FAX: (301) 827-0342

NAME AND TITLE OF INDIVIDUAL TO WHOM REPCRT IS ISSUED _
TO: ANDY SNEDDON, VICE PRESIDENT OF MANUFACTURING, UK SITE DIRECTOR

FIRM NAME ) STREET ADDRESS

EVANS VACCINES an affiliate of CHIRON CORPORATION | GASKILL ROAD

CHY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED

LIVERPOOL 1.24 9GR, UK VACCINE MANUFACTURER
mmmISMAmmavmmmmmevmm

REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. I YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE IMPLEMENTED, OR PLANTO
IMPLEMENT, CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISGUSS THE OBJECTION OR AGTION WITH THE FDA REPRESENTATIVE(S) DURNG THE INSPECTION
OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. ¥ YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUMBER AND ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FiRM (WE) OBSERVED:

A) Monovalent blend pools produced during the 2004 production campaign that have exceeded the
alert limit have been forward processed to final product on multiple occasions, even when
bioburden results have exceeded alert limit by multiple orders of magnitude. For process stream
excursions of the alert limit that have occurred in the downstream processing steps where
purification of desirable components may be completed, it is not clear that the investigation -
assessed potential product quality impact in terms of microbial metabolites, microbial degradation—,
of the desired vaccine components, or infroduction of sensitizing agents into the product.

B) in twenty-four (24) incidences during the 2004 Fluvirin campaign, cultures were used in egg

‘ inoculation that exceeded bioburden levels, i.o. JIllkfu (atert of lll-fulllmb). This resuited in th
inoculation of approximately NI coos per batch which were used in the o
manufacturing of Fluvirin Vaccine with high bioburden containing cultures. Although the firm was
aware that the live virus inoculum contained high bioburden, the eggs/batches were not rejected
but ailowed to continue through the Fluvirin manufacturing process. -

C) Technical Report Reference Number R/0123/06/04, revision one, accepted August 12, 2004,
states on page 24, “During 2003, no adverse events investigations were performed due to 5
occurrences from one batch.” This indicates that no independent review of adverse event reports
by batch was performed as a quality control procedure.

8) Regarding zonal centrifugation operations:

A) There is no written procedure or cleaning validation for the manual cleaning of the upper and lower
assemblies, which are part of the flow path for the process stream.

B) The written procedure for cleaning of the main body of the zonal centrifuge rotor describes the
flushing of process stream contact parts for a period of [l There are no directions
describing the surfaces to be flushed.

C)  Validation studies for the zonal centrifugation operations characterize materigl based oriii
I assays but do not characterize egg proteins, or other specific process or product related
impurities. f

9) Regarding il processing tanks utilized in me-production area where purification operations,
sterile filtration, and aseptic formulation operations are conducted:
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION
ORA/OE/MDIVISION OF COMPLIANCE MANAGEMENT AND OPERATIONS | 10/10-15/2004
5600 FISHERS LANE, ROCKVILLE, MD 20857 USA FEINUMBER

TEL: (301) 827-0391/FAX: (301) 827-0342

MAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED
T0:  ANDY SNEDDON, VICE PRESIDENT OF MANUFACTURING, UK SITE DIRECTOR
FIRM NAME STREE T ADDRESS

EVANS VACCINES an affiliste of CHIRON CORPORATION | GASKILL ROAD

CITY, STATE AND ZIP CODE TYPE OF ESTABLIBHMENT INSPECTED
LIVERPOOL 124 9GR, UK VACCINE MANUFACTURER

THES DOCUMENT LISTS OBSERVATIONS MADE DY THE FDA REPRESENTAT IVE{S) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL OBSERVATIONS, AND DO NOT
REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN OBSERVATION, OR HAVE MPLEMENTED, OR PLAN 7O
IMPLEMENT, CORRECTIVE ACTION IN RESPONSE TQ AN OBSERVATION, YOUMAY DISCUSS THE OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE(S) DURING THE INSPECTION
OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF YOU HAVE ANY QUESTIONS, PLEASE CONTACT FDA AT THE PHONE NUNBER AND ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FIRM (WE) OBSERVED: j‘

A) Prior to August 2004, there was no periodic preventative maintenance program or written
assessment of aspects potentially effecting tank integrity such as damage to sealing surfaces,
sealing gaskets, valve assemblies, or sterile vent filter assemblies. Difficulties withh
valves and integrity of sterile vent filters have been noted in processing.

B) Tanks are usually double door passed through the autoclave into the Class.fonnulation'areas; <]
however, on some occasions, the vessels have been single door passed back into the vessel
preparation areallliililland transferred via materials airlock and wiped down into the clean zone.

C) Documentation of sprayball coverage for processing tanks is not found in cleaning validation
studies or VOQ studies for these processing tanks. In addition, the written documentation for
visual determination of cleanliness is non-specific relative to assessment of so¢iling on most difficult
to clean surfaces.

D) Cleaning validation for the CIP process for Vessel- which is utilized in the aseptic formulation
of trivalent bulk influenza vaccine, did not include an assessment of sprayball:.coverage for the
vessel. In addition, the study did not include swab sampling of the transfer lines used in the
transfer of monovalent blend pools into the mixing vessel and for transferring the aseptic
trivalent formulated bulk back into a sterilized [Illliter tank in formulation room|[ili

10) Manufacturing instructions (batch production record) do not always capture impartant processing
information. For example, processing tanks are not traceable within the batch produgtion record. In
addition, it is not possible to consistently trace processing tanks to specific unit operations for a specific
lot.

11) The specified replacement schedule (annual reptacement) for the Il fitration IENEENNNNES not
supported by production history accumulated since January 2003. For example, Hlsets of I
have been used in the 2003 production campaign, and in the 2004 campaign. The stated reason
for change after initial annual installation is fouling of the Il resulting in longer processing times.

12) Regarding equipment supporting manufacturing operations in the Egg Virus Unit (EVU):

A) There is no spray ball coverage cleaning studies for the harvest tank, bulk holding tank,
> inactivation vesselfil and inactivation vesselfill , .

B) There are no studies to determine the swab sampling sites for the harvest taﬁtk, bulk holding tank,
inactivation vessell] and inactivation vesse| '
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION
ORA/OE/DIVISION OF COMPEIANCE MANAGEMENT AND OPERATIONS | 10/10-15/2004
5600 FISHERS LANE, ROCKVILLE, MD 20857 USA FEINUMBER

TEL: (301) 827-0391/FAX: (301) 827-0342

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS ISSUED
to: ANDY SNEDDON, VICE PRESIDENT OF MANUFACTURING, UK SITE DIRECTOR

FIRM NAME STREET ADDRESS

EVANS VACCINES an affiliate of CHIRON CORPORATION | GASKILL ROAD

CITY, STATE AND ZIP CODE TYPE OF ES TABLISHMENT INSPECTED
LIVERPOOL L24 9GR, UK VACCINE MANUFACTURER

e

11155 DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVELS) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE NSPECTW OBSERVATIONS, AND DO NOT
REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN ORIECTION REGARDING AN OBSERVATION, OR \VE MPLEMENTED, OR PLAN TO
IMPLEMENT, CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOUMAY DISCUSS THE CBJECTION OR ACTION WITH THE FOA REPRESENTATIVE(S) DURNG THE INSPECTION

OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE. IF YOU HAVE ANY QJESTW,PLEASEG)NUCTFOAATT}EHDNENWBERMQ ADDRESS ABOVE.

DURING AN INSPECTION OF YOUR FIRM (WE) OBSERVED: :
13) There is no documentation that a manufacturing quality review was conducted in a timely manner on
adverse event reports received for twenty-two batches of Fluvirin manufactured in the:2003/2004
campaign where one or more criteria for manufacturing investigation were met per SOP MPD-0022
(Section 7.7), SOP MPD-024 (Section 7.5), and {Section seventeen page 41) of the June 27,2003
response to the June 10 FD483). .

u!

For example:

A) Seven adverse event reports received for injection site type reactions to batch number 765484

B) Ten adverse event reporis received for injection site type reactions to batch number 765751

C) Five adverse event reports received for injection site type reactions to batch number 766053
(Incomplete corrective action to the previous inspection of 2003)

14) Regarding product equipment compatibility study:

The— Tubing used throughout the Fluvirin manufacturi rocess to transfer
centrifuged, formulated and finished product for filling was out specification of for USP Non-Volatile
Residue with result of 1327mg perh test result. No investigation, comrective and preventive action

has been conducted and no justification/rationale is provided for the lack of investigation. (Incomplete
corrective action from previous inspection of 2003)

L
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The observations of objectionable conditions and practices fisted on the front of this form
are reported:

1. Pursuant o Section 704(b) of the Federal Food, Drug and Cosmetic Act, of
2. To assist firms inspected in complying with the Acts and regulations enforced by the

Food and Drug Administration. ;

Section 704(b) of the Federal Food, Drug, and Cosmetic Act (21 USC 374(b)) provides:

"Upon completion of any such inspection of a factory, warehouse, consulling
laboratory, or other establishment, and piior to leaving the premises, the officer or
employee making the inspection shall give to the owner, operator, or agent in charge a
report in writing setting forth any conditions or practices observed by him which, in his
judgment, indicate “that any food, drug, device, or cosmetic in such establishment (1)
consists in whole or in part of any fithy, putrid, or decomposed substance, or (@) has
been prepared, packed, or held under unsanitary conditions whereby it may have becomeé
contaminated with filth, or whereby it may have been rendered injurious to health. A copy
of such report shall be sent promptly to the Secretary.”

FORM FDA 483 (4/03)




