PESTRICT OFFICE ADORESS AND PHONE NUMBER
Food 2nd Drug Adminiszason
T Tasl HIAY A wlaud

CATE(S) CF INSPECTION 1/29-2/9.21,22.23/01

FEINUMBER

AME AND TITLEQ INDIVIODUAL TO '4 REPCRT IS ISSUED

70: Mr. Scott Cagute, Vice Presideat of Pharmaceutical Maoufacturing

FIRM NAME STREET ADORESS

Eli Lilly & Company Lilly Corporate Center

CiiY. STATE AND ZIP CODE TYPE QF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 Phammaceutical Manufacturer

DURING AN INSPECTION OF YOUR FIRM ["WE] OBSERVED:

1. As noted by the following oﬁsﬁaﬁons the Quality Unn has failed to perfom a
_" comprehensive review of the established operations and raw data o adequately support
the Olanzypine (Zyprexa®) manufacturing process described in the NDA. .

Media Fill Operations & Aseptic Filling Practices | )

The ¢GMP concerns reported in the observations equally apply to the products that are
aseptically filled at this facility. Other aseptically filled finished products include, (Line 5)
Vancocin 10mg & 10mg oral, Dobutrex, Nebcin-20mg, 80mg, & 12gm, Hum ot R 500
Unit,” Heparin, Quinidine Gluconale, Diluent for Brevital 500mg, Diluent for Oncovin

_1mg, Protamine Sulfate, Dolophine, Oncovin lmg, 2mg, & 5mg, and Diluent for
 Humatrope. (Line 6) Vaococin 1gm, lgmorel, 125mg, 250mg, & 500mg, AddVantage,
Olanzapine Rapid Acting IM, Gemzar 200mg & 1gm, Humatrope Smg, Amytal, Glucagon
for Animal Sourced Bulk, Glucagon from rDNA Bulk, Velban, Oncovin lmg, and
Capastat. ' A

| hu

2. The NDA describes the facility “uses acceptance criteria for media fill of not more than
" 0.1% contaminated units. As statistical confidence level of 95% is used with this
| maximum contamination rate to establish the maximum mumber of contaminated units
. based upon the number of unifs incubated per shift.” However, not all media filled
bottles are incubated or incubated for the required period of incubation as established

by the following: ‘ :

'a Following the solution fltration process there are I samples of liquid
growth medium taken. Th samples of liquid medium are discarded and not
incubated in order 10 assure that the liquid medium is not contaminated.

b. The media fill batch records also document that samples of liquid
medium . will be sampled for microbial growth promotion testing. The volume of
liquid -medium is not incubated order to assure that the medinm is not
contaminated. It was described that microbial growth promotion tests document
that the medium has not failed the growth promotion tests within the last {ffffyears.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE '
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER

Food and Drug Administration DATE(S) OF INSPECTION 1/29-2/9,21,22,23/01
00d an

FEINUMBER

1560.E. Jefferson-Ave )DG“?“ aﬁl 48207
NAME AND TITLE OF INDIVIDUAL TO' WHOM REPORT IS ISSUED

To: Mr. Scott Canute, Vice President of Pharmaceutical Manufacturmg

FIRM NAME STREET ADDRESS

Eli Lilly & Company . Litly Corporate Center

CITY, STATE AND ZIP CODE TYPE OF ESTABUSHMENT INSPECTED
Indianapolis, IN 46285 Pharmaceutical Manufacturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

c. The media fill batch records document that medium filled vials were collected, not
incubated, and are not included as part of the total numbe ja filled vials.
The media filled vials are discarded (also referred to asm?lowever, the
reason(s) for discarding, or providing an assignable cause why the vials were
discarded and not incubated is not defined. A summary of the discarded vials is as
follows:

Total Filled Capper - Capper Capping

ilL# Discards _ Checks
05/20/98 VALAS424 297 24
05/20/98 VALS315 20 23
11/25/98 VALS5517 9 24
03/10/99 VALS5982 39 36
VAL6060
08/13/99 VALAG6253 184 48
09/12/00 VALAG6848 103 36
01/25/01 VALA7090 1 0

d. As described by knowledgeable individuals and confirmed by one of the media fill
operators, there can be approximately units (or more) of medium filled vials
that are discarded at the end of the m 1 operations. The media filled vials are
not included with the lyophilization aseptic simulation process, they are not
included in the incubation process, and not included as part of the total number of
media filled vials.

e. During lyophilization simulation process, temperature thermocouples are placed
insid f the media filled vials. These vials are not included as part of the total
number of aseptically media filled vials and due to the manual placement of the
thermocouples are not included with the media filled vial incubation process.

f. The EM Program reveals that*:f the normal microbial flora of the facility
consist of bacteria and onsisting of yeast or mold. However, the media filled
vials are not mcubated a temperature that is optimum for bacterial growth,
that is 30-35° C. Rather, the media filled vials are incubated for 14 days within a
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GISTR!CI OFFICE ADCRESS ANC PHONE NUMBER 'CAT:(S OFIN
E sPecTIcN 1/29-2/9.21.22.2
: Food and Drug Aamnswauon | CENomE 1/29-2/9,21,22.23/01

it NI A%202
mws A’uo %%g c; F mnmbum. TE’Vmcu REPORT IS ISSUED
10: Mr. Scott Canute, Vice President of Pharmacewtical Mznufaqmng

FIRM NAME STREET ADORESS

El Lilly & Comoa.ny . Lilly Corporate Center

CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 Phacmacentical Manufacaurer

DURING AN INSPEC'IION OF YOUR FIRM ["WE"] OBSRVED

temperature of 20-25°C, a temperature that is opnmum and conducive for thc
Dn)nagnhon gf weast-or mold 1s.‘at=s .

g. SOP #001-001693 “Use of Media Fills for Parenteral Product Ascpuc Processing
Validation™ define departmental standards for validating the aseptic processes of
sterile drug product process via media fills. The procedure also establishes that
“the incubation temperature range selected must be justified by data or appropriate
Jiterature references.” However, the preceding observation points out that the firm
has failed to coletply with t?e established written procedure in that there is-no “data.
or appro riate- literature references” conceming the justificaty

| ofmgirxapﬁllcdvmls 22025°C. . on for the ineulbation

h. As prewously described, the acccptance criteria for media fill of not more than
0.1% contaminated units. As statistical confidence level of 95% is used with this
maximum contamination rate to establish the maximum number of contaminated
units based upon the number of units incubated per shift.” However, given the
practices described in the preceding observations, the firm would not be able to
substantiate that the contamination rate will not be exceeded in order to oblain the
conﬁdence level described in the NDA.

3. The pamallv stoppered vials are not kept in a Class 100 environment during the mobile
cart transferring process from the Class 100 aseptic ﬁlhng area through the Class 5,000
area and onward to the lyophilizers.

4, ‘I'he aseptic med.la fill operations are video taped for review and/or comment in the
event that there are issues that are observed or that occur dtmng the aseptic fillin:
process The observations are as follows: 8

a. It was explained that if there are issues that occur during the media Sl
operations, the responsﬂ:le departroents -and management” staff would
‘review ‘and address the issues. However, the videotapes are not retained,
rather they are discarded aﬁerﬂm issues are reviewed and addressed.
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FSISTRICT CFFICE ADCRESS ANO SHONE RUMBER OATE®) OF INSPECTION 1729-2/9,21,22.23/01

Food and Drug .—\dminisft\nlio_ﬁ FEI NUMBER

1560 E ""‘i;‘ﬁ“ A e Detmit ML 18207
NAME AND Ti11=2 F lHUN:OuALTOWHQM REPORT IS ISSUED

+o: M. Scott Canute. Vice Presidem of Phermaceutical Misufactering

FIRM NAME STREET ADDRESS

Eli Lilly & Comparny Lilly Corporate Center

CITY. STATE AND ZP COOE TYPEQF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 Phamgceutic;al Manufacturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

b. While the firm performs a video taping of the aseptic filling process, 2
similar level of atterition and review is not performed for the aseptic
solution preperation or aseptic filtration process steps.

po written procedure for the video taping process, which was
be a common practice, of the media fill operations.

c. There is
explamed to

A knowledgeable individual explained that absent a video taping, the media
fill operations could be observed by an individual who would record what is
observed during -the media fll operations. However, as noted in the
preceding observation, there iso established written procedure to describe
the practice.

5. During an aseptic filling process we observed fill room operators with face covers that
did not cover all of their face such that a small part of their face could be seen and '

exposed to the aseptic filling operations. In addition:

a There wer filling operators with head covers worn in a manner such
that the side of their face or neck could be observed during some of the
asepiic filling activities.

b. There were-individuals with head covers which were worn in a manner

such that when these individuals would bend downward, or by their body
movements, would create  bellows effect such that the air inside their bod}
suit would be expelled outward into the aseptic filling area.

6. The media fill batch records do not document the names or initials of the aseptic filling
operators who actually perform some of the aseptic filling steps. Rather, a senior
operator or teader records the information that the specified steps were executed as
required by the batch production recotd. For example, sets up media filling machine,
dose in filling machine, operators must account for all filled vials,-and began filling
start time. NOTE: The previous examples are not intended to be an all-inclusive list of
activities. In addition: : T
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£
NAME AND T!

To: Mr. Scolt Cznute,

| SiSTAICT OFFICE ACORESS ~370 PrCNE NUMBER
Drug Adminisaation

Food and "
E %ﬁa‘o‘?n‘uomoun.r’ ow’ﬁo‘ M Ri ZPORT S ISSUED

FUUU AR RN Nt eens © 00 00 -

| oATE(S) OF iNSPECTION 1/29-2/9,21.22,23/01
@ NUMBER

Vice President of Pharmaccutical Manufacturing

FIRM NAME §TREET ADCRESS
Efi Lilly & Company Lilly. Corporate Center
STV, STATEAND ZIP CCOE TYPE OF ESTABUSHMENT INSPECTED A
Indianapolis, TN 46285 . Phqgngaceuﬁcal Manufacturer
DURING AN INSPECTION OF YOUR FIRM ["WE'] OBSERVED: ,

a.

7. Inthe event that aseptic £ill room operators leave the filling areas they

re-gown
areas. Howevel, shere is po record to documment the common practice.

It was described that Quality Controt personnel enter the aseptic ﬁlliﬁg area to observe

. 8.
‘ the routine aseptic filling processes.  HOWeveT there is mo written established
procedure 1© describe the common practice.
Batch Records

. 9. There is no official of written procedure defining rcprocessing/rcworking, conditions

under which reprocessing

did not affect the safety, purity,
the firm performed 3 reprocessing step. (re-filtration) on the following products:

"The media £l batch records instruct that -asep’tic operators must be
present together at- least one time ‘in the critical zone”. However, the
records do not doctment the individuals who are in the critical zone, the
locations of the individuals within the critical zone, the time, or total time
the individuals are in the critical zone.

are required to

into the appropriate clean room attire prior 10 returning to the aseptic filling

is acceptable, and testing necessary o venfy the reprocessing
identity, and quality of the drug product. For example,

11/12/99
477199
1011/99
10129/99
4/12/99

There is no allowance for :éprdcessing ot reworking inthe NDA submitted for each
of these products. ’ ' . i
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#7000 ANU DU A e o

STSTRICT CFFICE ACOR™ S ARC PHCNE NUMBER DATE(S) OF INSPECTICN 1/29-2/9.21,22,23/01
Food and Drug AdminisTauon FEI NUMBER
- al i~

1363 %m0 TmE S RON S TRHOM R FISRT1S ISSUED

o: M. Scott Canute. Vice President of Pharmaaceutical Marnufactuging

IR NAME STREET ADORESS

L Lilly & Compagy Lilly Corporate Center

CiTY, STATE AND ZIP COOE TYPE OF ZSTABUSHMENT INSPECTED
Indianapolis, N 46285 - Phagmaceutical Manufactures
DURING AN INSEECIION OF YOUR FIRM ("WE"] OBSERVED:

10. Review of the Mbatch records submitted i2 the NDA revealed that 2 calculation
sheet, used to determine batch q\mnﬁu'_w' afd lot size in the manufacture of VL 7597,
Olanzapine For Injection 10 Mg., was yegfied for acouracy o 516/99, one day before
the persoQ made the calculations on 5127199 as witnessed by their respective SIgRANIES \

and dates on the yield calculation sheet.

howed that the batch

11. Review of the L Jots) submitted in NDA
cal ingredient used in

record did mot record the lot pumber of the active pharmace
each batch- -

Air Handling Svstem & Operations

17. There are & qumber Of CORCEMS with the aixflow pattern (smokcj studies that were
performcd for the vgrious manufacturing areas. The concefns are as follows:

a The smoke studies did not completely demonsteate that the air is moving
away from the opeR product vials, work surfaces, or during personnel
manual jnterventions, and demonstrate that the air moving i the direction.

away from tbe work surfaces within these aseptic filling areas.

b. Similarly s above, the smoke studies did not completely demonstrate that
the movement of the individual(s) who perfomed some of the manual
operations Juring the filtration process does not produce air turbulances that

can have 2 negative impact on the aseptic connections.

c. The smoke studies failed to include 2 complete evaluation of the
umidirectional flow of air during the maniual trapsfer operations of the
parﬁany stoppered vials as the vials ax€ transferred into the mobile transfer

carts, which are used to transfer the aseptically flled vials to the
lyophilizers. - '

d In addition, .the smgke studies did not include simulations with tansfer
trays contaimng partially stoppered vials during the transferring process into
the Jyophilizer.
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DISTRICT CFFICE ACCRESS AND PHGNE NUMBER |oATELS) OF INSPECTION 1/29-2/9.21,22,23/01 j
Food and Drug Administcagon [El NUMBER
o T pt2ais I
w‘e A; < t; T 2 IRONADUAL g 'SV:ml %u nszpom 1S ISSUED o
t0: Mr. Scott Canute, Vice President of Pharmacentical Manofzcturing
FIRM NAME » STREET ADDRESS
Eli Lilly & Company Lilly Corporate Center
Ty, STATE AND ZIP COOE TYPE OF ESTABLISHMENT INSPECTED
| Indianapolis, IN 46285 Phumcmncd Manufacturer

—(RING AN INSPEGTION OF YOUR FIRM ("WE"] OBSERVED:

‘e. As noted in a0 above, the smoke studies. failed to include ao gvaluation

near the area (1€ fltration and-tank sternming area) that does not have 2

- physical barzier (€8 plastic barrier/curtain) in order-to assure toat the
apidirectional flow of air is not compromised during dynamic operations.

1 The preceding observations point out that tbe smoke studies do not
adequately demonstrate that there is an appropriate flow of air and control
conditions in order to assure that the opened or partially stoppered vials are

not compromised during the aseptic filling process.

. 13.During the recent airflow pattern (smoke) tests, the document used for the application

© 777 of the visual smoke testing measurements was a guideline #2.019 (dated 13DECO0)

“rather than the established written procedures deseribed in #SOP 011252 “Alr Flow
pattern Test” (dated 2/15/99)-

14. SOP # 001067 «Nop-viable Particulate Monitoring of Aseptic Magufacturing Areas” Y

describe that “samples should be taken within Egli 0 from the work surface on

Flling limes.” While the SOP specifically describes the sampling height; the SOP is
silent with respect 10 providing 2 similar level of instructions concerning the placement
of the sampling probe cither adjacent to or near the aseptic filling heads. ‘

15. The solution preparation area (room I cousist of two air classifications i.e., Class
A3 and A4 (Class 10,000 and Class 100,000, respectively). The observations are as

follows:

a There are no lines of demarcation or a manner with which to delineate
petween the A3 and A4 classifications.

b. There are no physical barriers in place (e.g., plastic curtain, or wall) in order
to partition the two different air classifications within the solution
preparation room. :

c. The pressure diffcrehtials between the two different room air classiﬁcaﬁoﬁs

are not monitored in oxder to assure that the A4 conditions do pot
compromised the A3 area. . ‘ .
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RESS AND PHCNE NUMBER

BISTRICT OFFICE ADD |CATE(S) OF INSPECTION 1129-2/9.21,22,23/01

Food and Drug Administradon [FEI NUMBER

T 07
5 -
NAME ANO TITLE OF INOIVIDUAL To'\—leﬁom REPORT IS ISSUED

10: M. Scott Canute, Vice President of Pharmaceutical Manufacturing

FIRM NAME ' | STREET ADORESS

EJi Lilly & Company lLl_ﬁy Corporate Center

I, STATE AND 2IP CODE TYPE OF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 Pharmaceutical Manufacturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] O_BSERVED:

d. Non-viable particle measurements e not routinely taken during dynamic
operations in order to assure that the A3 conditions are not compromised
during routime production operations.

16. The Differential Pressure System (DPS) that is used to monitor the differenial air
pressures within the manufacturing areas provide audio and visual alarms if there is 2
increase or decrease of the specified differential air pressures. There are established
specified periods of time, or duration of tilme e.g., _ seconds, before the
DPS initiates an alaom.’ However, there is no written document 10 describe the
rationale that was used t0 estabjish the tirhe intervals. In addition: )

a The devices that are used to monitor air pressure are calibrated with varied
standards, e.g., reference standards, calibration standards, or working
standards that have units of measure with varied levels of accuracy or
margins of error.  However, there has been no evaluation performed on the
pultiple standards’ level of accuracy, or margin of errox, in order to assure
that the DP Systems provides accurate differential air pressure alarms.

17. SOP #001-001754 “Air Pressure Differential Monitoring” instructs that individual
critical alarm report suoumary will be reviewed and signed by the building engineer and
by a Quality Control representative. However, Quality Control does not review or
provide a signamure as established by the SOP. In addition:

a. Not all of the Critical Alarm Reports describe the ifivestigation, provide an
assignable cause for the alerm, or describe the corrective actiops that are
performed, conclusions and final recommendations.

b. The aforementioned procedure provides detailed instructions concerning the
responses to critical alarms. However, as the preceding observation ( )” R
points out the responsible departments and individuals have failed to follow
the established written procedure.  * - R
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DISTRICT OFFICE ADORESS ANC PHONE NUMBER
ood and Drug Adminisration

-

CATE(S) OF INSPECTION 1/29-2/9,21,22,23/01
FE!I NUMBER

M REPORT IS ISSUED

_ }70: Mr. Scoit Canute, Vice President of Pharmaceu ical Manufagmring
FIRM NAME ) STREET ADORESS
EB Lilly & Compazy -|Lilly Corporate Center
CITY. STATE AND &P CODE TYPE OF ESTABUSHMENT INSPECTED
.} indianapolis, IN 46285 Pharmacéutical Manufacturer

does not

a

in order

20.

DURING AN INSPECTION OF YOUR FIRM ("WE"] OBSERVED:

18. SOP #001-001757 “Process Control'Systcm Security” is used as 2 global document t0
describe the guidelines for maintaining the security of the process control systems and
related documents for Parenteral Products Operatiops. However, the written procedure

Systenl's security and computer aCCess. In addition:

19. Procedures #YA133, YA138 and YA215, “In-Place Leak Test Inspection of In-Line

HEPA Filters, In Place Leak Test of Sterilization / Depyrogenation
Filters and Replacing HEPA Filters and In Place Leak Test Inspection O
HEPA Filters”, respectively, establish a 5% maximum repair coverage of the HEPA.
Flters. However, there are 1o records ta document the repair size of the HEPA filters

specified 5% maximum.
Concerning the HEPA filters in the depyrogcnation_ The HEPA filters in the '

hot zone are not integrity tested on a periodic base in order to assure that the HEPA
filters are not compromised. In addition:

adequately describe all of the steps and controls that are performed for the DP

There is no written procedure 10 describe the process that is used to assign,
maiptain passwords and access Jevels to the control system.

HEPA
-Line

10 assure that the individual repair or cumulative repairs do not exceed the

a It was described that the HEPA filters within the hot zone cannot be
integrity tested at ambient temperatures. However, there has been no
evaluation performed in order to verify that integfity testing at ambient
temperatures 13 not possible for the HEPA filter.

b. There is no data to support that the HEPA filters within the hot zone can not
be integaty tested at ambient tempexature.
c. There is no establishe_d written procedure that describes an evaluation
process in order to verify and confirm the integrity of the HEPA filters 1
the depyrogenation tunnel’s hot zoge. '
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DISTRICT OFFICE ADORESS AND PHCNE NUMBER DATE!S) OF INSZECTION  1/29-2/9,21,2223/01

Food and Drug Administration ren FEI NUMBER

A 47 foated
UE AND TITLE OF INDIVIOUAL TO FrHOM REPCRT IS ISSUED T
10: Mr. Scott Canute, Vice President of Pharmaceutical Manufacturing

r STREET AODRESS
FIRM NAME T
Ef Lilly & Company Lilly Corporate Center
[CITY, STATE ANO ZIP COOE TYPE OF ESTQEUSHMEmmsps.crEo
Indianapolis, IN 46285 Pharmaceatical Manufacturer

DURING AN INSPECTION OF YOUR FIRM ("WE"] oasniﬁsp:

air that supplies the yarious rooms and ultimately the HEPA filters.
efficiency rated pre-filters and ters.
Production, and the Quality Unit.

a The Quality Uit bas failed to put in place procedures to coordinate

and control updates to these structural diagrams when modifications
are made to the AHU(S). . :

23, Toe MRS

describes the cumrent configurations of the air handler unit. In addition:

21. The Air Handling Unit (AHU) As-Build drawings document specific pre-filter for the
However, thege is
o record to document that %ers that are in the AHUs are the required

7. There is no secord to documeat that the AHU diagrams or As-build drawings have
. been reviewed and approved the responsible departments, e.g., Engineering,

initially qualified in 1993. Since then there have beea multiple
additions or modifications in 1996 and 1998. Modifications or changes include,
installing the DPS & 2 CSV system, exchange of an in-house fan, and . addition of the
computer monitoring system. However, there is 0o written document that

a - While the individual changes have been reviewed during the change control -

process, 2 comprehensive review of all the collective changes has not been
performed in order to assure that the initial 1993 VOQ remains to be valid

diagrams as a reference document. In addition:

a -~ There are.blgepﬁht type &
emperature and static pressurc)y

- attached to one of the AHUs. Similarly as above, the 1
not controlled in-order to assure that maintenance or other p
use the diagrams as a reference document. :

N

and to assure that AHU does not require requalification or revalidation.

4. There are-Jllblueprint type diagrams (dated 1989) illustrating the water system that
were discovered in 2 workiable that is next to one of the AHUs. The diagrams are not
controlled in order to assure +that roaigtenance or other personnmel do not use the

ersonnel do not
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DISTRICT QFFiCE ZCORESS AND PHCNE NUMBER

Food and Drug Admipisiration \ FEINUMBER
- . !

b =3 02—

< ¢ - -
NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT IS lSSUE'D ]
1o: Mr. Scott Canute, Vice Presideatof Pharmaceutical Maufacturing

JATE(S) OF INSPECTION 1/29-2/9,21,22.23/01

[FIRM NAME STREET ADORESS

Elj Lilly & Company Lilty Corporate Center

ST STATE AND 2P CCOE TP E OF ESTABUSHMENT INSPECTED
Indianapolis, IN 46285 Pharmaceutical Maufacurer

b.

However,

. 26. There are

or in any
addition:,

a.

DURDNG AN INSPECTION OF YOUR FIRM ["WE"] OB§ER‘£ED:

There arte| aminated documents (dated ll12/§3) permanently attached to

AHUs _monpitoring panel. The documents list the-air handﬁng,tmits
temperature and supply air set points. However, these
Scuments have not been reviewed and approved by the Quality Unit and

they are pot part of an established written procedure.

The sir handling unit (AHU) list winter and sumrmet set points,
however, the AHU for_does not include or address the supply air set
point, return air CFM or fan static pressure.

25. Thereis a magnehelic gauge inside the monitoring panel that is next to the AHU(g). It
was explained that in the event that the onitor fails (the unit that monitors or
measures the airflow) the aizflow reading would be read from the magnehelic gauge.

the magnehelic gauges have oot been calibrated to a reference standard in

order to assute that the measurements are accurate.

synthetic media pads (blue color pre-filters) that are installed with

the laminar airflow cabinets that are used within the manufacturing areas that include
the airflow cabinets that are used to supply Class 100 conditions for the aseptic filling
operations. However, these filters are not described in any of the installation diagrams

of the support qualification documents for the laminar airflow cabinets. In

The firm bas established witten procedures to describe steam sterilization
of all materals that are used in the aseptic filling area. Some of the
materials that are used in the aseptic filling rooms, equipment, or small
utensils that are not able to be steam sterilized are appropriately cleaped and
sanitized. However, the blue color pre-filters are not cleaned or sanitized

prior to installation or periodically cleaned.

27. Viewing Aseptic Fill Line lﬁom an obseﬁaﬁon window in a glass vial wash room we
observed a HEPA filter metal grill that is in Aseptic Fill Line M The metal grill
appeared to have formations of what appeared to be rust. ...
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DEPAR IMEN Wt sommimies ov-s o=
PUBLIC HEALTH SERVICE
FCOD AND DRUG ADMINISTRATION

1<

SISTRICT OFFICE AGDRESS AND PHONE NUMBER DATE(S) OF INSPECTION  1/29-2/9,21,22,23/01
Food and Drug Adminstration : FEINUMBER

-
NRAME AEND ﬁlﬁi OF N OMéUAL 6 ﬁom R! EPORT IS ISSUED .
10: Mr. Scomt Canute, Vice President of Pharmaceutical Masufacturing

FIRM NAME STREET ADDRESS

Eli Lilly & Company ‘ILilly Corporate Center

&I, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED
indianapolis, TN 46285 Phamaceutical Manufecturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

Equipment & QOperations

28. The firm’s procedure (or any associated document) for the transfer of “Ready To Use”
stoppers ste
conditions. The firm’s current practice js to perform this transfer step for this type of
stopper under Class 100 Laminar Flow conditions in the production area.

29.No procedure exists for the firm’s set up of stoppering machines used during
production of aseptically filled products. The firm only has a training document to &
describe the set up, of these machines with no ready access fo these instructions by
operators when performing this task in the production area.

30. The data for the firm’s microbiological seal integrity test study does mot identify the
qumber of vials inspected for microbial growth after incubation. -The test report only
indicates the number of vials prepared for testing under normal torque application and
at levels above/below the target torque but does not show the number of vials in the
test results section of the report or any associated records. The report does not quantify
the number of vials placed in storage at 259C for container/closure integrity testing at
theJflhmonth mark.

31. There is 0o established written procedure to describe the set-up of the capper. For
example, installing bottles, star wheels and sealing fixtures, adjust hei d guide
rails, check the adjusted sealing pressure, which require checking for %
dimple on the stopper”.

32. SOP “001-00243 -«QOperation of Capping Machine” provide instructions for the
f the capping equipment that is vsed to place the aluminum seal onto
stoppered vials. In addition, the SOP instructs that the operators are to perform checks
for seal quality and stopper appearance i.e., physical examination of the seal and
dimpled stopper checks (as appropriate). However, the procedure does not define or
address what the physical examination copsists of or describe what “as appropriate” is
in reference to. In addition: :

operation ©

ilization does mot contain provisions for requirements of transfer

o v
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SISTRICT GFFICE ADORESS ANG PHONE NUMBER OATE(S) OF INSPECTICN  1/29-2/9,21,22,23/01

Food and Drug Administraton FEINUMBER
—pmis \LT 13207

i o EAEND ‘r\'nﬁsios SNIDUAL TOWHCM REPORT 1S ISSUED ]

T0: Mr. Scot Canute, Vice Presidearof Paarmaceutical Manufacturing

FIRM NAME STREET ADDRESS

£li Lilly & Company Lilly Corporate Ceater

©rT. STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED
Indianapolis, BN 46285 Pharmaceutical Manufacturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

There are alumminum seal checks that are performed that include observing
for or| eal, damaged flip top of seal, severcly dented seal and
any other gross abnormality. However, there are no representative samples
;]lustrating the aforementioned quality attributes in order to provide defined
visual standards for the inspection process, which would include providing

standards for the employee’s visual training process.

a.

b. One of the equipment operators also added that the visual checks would
include a check forisératchcs and discoloration of the plastic flip top.
However, these quality attibutes are not included in the established written
procedure. : ’

c. Concemning the term “gross abnormality” as it relates to the visual
inspection process, 0o additional information or cxamples could be
provided to address what constitutes gross abnormality.

_33. Similar to some of the concerns noted in the preceding observation, SOP #006103
" “Ipspection and Statistical Evaluation of Parenteral Products” provides various
classification of that include critical defects for containers, products, stoppers,
seals, and cosmenc for containers and seals. However, there are no
representative samples 10 illustrate the critical or cosmetic defects in order to provide

defined visual standards for the inspection process. In addition:

a. The training module that was used for inspectors who perform the visual

However, as noted above there are 0o representative standards to illustrate the
critical or cosmetic defects. :

34, The firm uses 2 _Torque Tester to determine that the finished product
vials, rubber stoppers, and aluminum closures mect the predefined torque
specifications. However, there have been no qualifications performed -on the
equipment in order to assure that the equipment operates as required.

A}

inspection list that the training included acceptable and unacceptable units. . -
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=200 AND CRUG AOMINISTRATION

OISTRICT OFFICE ACORESS AND PHONE HUMBER DATE(S) OF INSPECTION 1/29-2/9.21,22,23/01
Food and Drug Adminisrason FEI NUMBER —

2 7.
2 ME AND TITLE OF INDIVIDUAL TO WHGM REPORT ISISSUED
70: Mir- Scott Caute, Vice President of Pharmaceutical Magufachuring

FIRM NAME STREET ADDRESS

‘Eli Lilly & Company "|Lilly Corporate Center

G, STATE AND ZIP CODE TYPE OF ESTABUSHMENT INSPEGTED
Indianapolis, BN 46285 Pharmaceutical Manufdcturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

Personnel Flow & Personnel Activities

35. There is no established writt'cn prgcedurc to describe restrictions to pievent- cross
contamination of other aseptic filling lines and/or products when employees have
lyophilized powder on their aeptic gown attire._On 2/9/01 we observed an employee

unloading lyophizer number A glass vial of lot as
dropped and lyoliphized powder was observed on two different shelves. We observed
the employee dragging bis arms through the powder as he continued to unload the
lyophizer. When the employee left the lyo undoading area he walks through other
aseptic areas in order to return to the de-gowning area. Management stated employees
are not restricted from entering the aseptic filling lines.

36.ii iOOl-OOl 768 “Gowning Procedure for Entrance into Aseptic Manu Areas (I

describes the gowning procedure performed by personnel prior to
entering the manufacturing areas. However, the procedure is silent with respect to the
current practices that axe performed within the existing configuration of Room
ess the personnel flow from the

. Room-is used by personnel that are required to change from their street clothes
and shoes into the requisite blue or white color work “scrub” suits. However, the
design and physical location of the gowning room does not provide adequate space in
order to assure that the gowned personnel do not come into contact with personnel that
have their street shoes and street cloths on. -

- 38. As described by the management staff, when personnel are gowned with the requisite
blue color “scrub” suit, they are required to continue .onward to the -ﬂoor pre-
gowning room. in order to change into the gowning sttire that is used in the aseptic
filling rooms. However, there is no assurance that the individuals do not come into
contact with other employees while at the common. entryway into manufacturing areas,
the stairwell that is used by all employees jn the manufacturing area, or with employees
that are not reguircd to have facial or hair covers.

SEE REVERSE oG engpde v oy !

OF THIS PAGE B ST AL et
S A2

FORM FOA 483 (8/00)/ PREVIOUS EDITION OBSOLETE - INSPECTIONAL OBSERVATIONS 2= PACEY OF ) PAGES
. .J.'f as

R JQ 2)3.3/1¢

e7/51 ~d  £1%0°CR

'.;;._§5-:oul'/;'oo-Lsa.]m WG 1000 (8 0Ed




e

]7’ SEL "L v oIS *

FOUU ANU URUL AuMINID s R L we

DURING

39. The pre

S
SISTAICT CFFICE ACCRESS AND FHONE NUMSER Srers) oF NePECTION. 1/29-2/9.21,.22,23/01
Food and Drug Adminisxanon CETNUMBER candak
. ~le ML ASZ0Z

S TALE OF INOIVIOUAL TO WHOM REPORT 1S ISSUED )
y0: Mr. Scortt Canuts, Vice Presidentof Pharmaceutical Menufacturing
FIRM NAME ' STREET ABORESS
EH Lilly & Company Lilly Corporate Center
iy, STATE ANO 2IP CODE TYPEOF ESTABLISHMENT INSPECTED
Indiagapolis, IN 46285 Pharmaceutical Manufacturer

- e

AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

ceding SOP aad SOP #001-0011685 “General Garment and Hygiepe Require

PPO for Bldg JIl] describe that “Beard / mustzche coverings must be wom ensunng

that all facial hair is completely covered.” Howcvcr,.n
corridor, which is adjacent to the manufacturing areas, and

dividuals walking in the
dividual were

observed without the requisite beard cover.

40. The yellow color shoe covers arc required to be don by personel prior to entering infto
the manufacturing axea pre-gowning room The yellow color shoe covers assist in
controlling the ingress of microbial contamination into the pre-gowning Xoom.
However, the yellow shoe covers are slipped on within the same area and floor that
other factory persongel walk across. ‘ ¢ '

Environmental Monitoring

41. The

42. Concemi;xg room
filled vials, the g

follox_ving observations concern the 12/19/ tocol for Heat Profile of
Incubators for the walk-in 30-35° C incubator, room

There is no record to document that the protocol was reviewed and

approved by the responsible department (Production Process Validation
Depariment) or the Quality Unit.

There i§ 1o record to describe the rationale for the thermocouple placement
/ locations or record to describe the reason for using the number of
thermocouples that were used.

The protocol describes that there is a potentiometer chart with the records.
However, the chart could not be located. '

.alk-in 20-25f’ C incubator that is used to incubate the media
cation document illustrates the location of the shelves that Jine

the walk—igl incubaYOt. 'However, a different configuration of shelves than the: shelf
configuration described in the qualification documents was observed. In addiion:
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NAME AND TITLE OF lNDM%TO WB#OM REPORT IS ISSUED

DEPARTMENT OF HEALTH AND HUMAN SERVICES.
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION 1/29-2/9,21,22,23/01

Food and Drug Administration . FEINUMBER

To: Mr. Scott Canute, Vice President of Pharmaceutical Manufacturing

FIRM NAME STREET ADDRESS

Eli Lilly & Company , .. Lilly Corporate Ceater
CITY, STATE AND ZIP CODE TYPE QF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 Pharmaceutical Manufacturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

a. There are mobile carts adjacent to the left side of the walk-in incubator
}elves, with [[inobile chart containing media filled vials for batch
4VALA7170. The temperature distribution study did not include the
- addition of mobile carts and their respective locations with the qualification

of the walk-in incubator.

b. Similar to the 1983 Protocol in the preceding observation, there is no record
to described the rationale for the thermocouple placement / locations or
record to describe the reason for using the number of thermocouples that
were used.

43. The Environmental Monitoring (EM) Program does not include the use of microbial
growth media that is optimum for the propagation of yeast or mold contaminates.

44. The firm’s microbial alert and action limits established for the -o .’nanufacturing
areas are not based on historical data taken from the EM Program.

45. Non-viable particle measurements are taken with the use of a-Particle Counter.
The particle measurements are recorded onto a 3.5" floppy disk and the data is
manually transferred to the firm’-computer data base system. The observations
are as follows:

a. There has been no formal evaluation performed in order to assure that the

measurements that are printed as the permanent record is an ac ection
of the data that is obtained via the 3.5” floppy disc from the article
Counter. .

b. As explained by one of the knowledgeable individuals, when the capacity of the-
3.5” floppy disc is filled, the original electronic data is not retained as a
permanent record. Rather, the data on the floppy disc is overwritten and/or
deleted in order to obtain the new non-viable particle counts from the various
manufacturing areas that include the aseptic filling areas.

c. There is no established written procedure to describe the reuse of the 3.5”
floppy discs.

! A
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I SISTRICT CFFICE ADDRESS AND PHONE NUMBER TOATE(S) OF INSPECTICN  1/29-2/9,21,22.23/01
Food and Drug Admumsmuos. a0 FEINUMBER

1 , ~
M 3 2 A} NOD Tl’TLE.iOF momowu.?s’wu'ou REPGRT 15 ISSUED ]
to: Mr. Scott Canute, Vice Presidentof Pharmaceutical Manufacturiag

FIRM NAME — STREET ACORESS

Eli Lilly & Company Lilly Corporate Center

CITv. STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 Phzrmaceutical Manufactuser

DURING AN INSPECTION OF YOUR FIRM ['TWE"] OBSERVED:

d There are' 57 floppy discs contzining EM or Jaboratory data that are stored
in a plastie disc case and Soppy disc that are left on various laboratory work
desks. When asked, it was confirmed that there is no written procedure to
describe the security and control of the data on the floppy discs.

46. During a Teview of the m_edia i ie Al cess operalors Were
observed opening and closing the
zones, by the door bottorm and side edges. However, these areas are not samplc

the presence or absence of microbial contarminates during the EM sampling process. In
addition: :

.

a. Similarly, we observed aseptic filling room personnel using 2 telephone that
s used fo communicate with ather departments. However, the telephone
was got sampled during the EM sampling process. '

b. The records do oot document the actual tool or utensil that is Qam;')led
during the EM Program. -

"47. SOP #0027777-018 syviable Monitoring of Aseptic Manufacturing Areas” describes
the frequency of monitoring, sampling methods, recording and analysis of data. As
described by an EM Operator, in the event that there is an increase of activity in area
within the aseptic manufacturing area, the EM operator has the discretion of obtaining
samples the high activity area. However, this is not described in the established written

_ procedure. : B

48. The aseptic fill operators are allowed to perform the Quality Control EM sa'.molin’g, that
is, self-sampling of self-monitoting prior to exiting the aseptic filling area. This
practice is performed approximately of the time. The self-sampling is not
‘observed by a Quality Control representative or verified by second individual in order
1o assure that the EM sampling is performed as required.

49. Thé 1999 and 2000 Deviation Audit Repo:ts do not document the reasons why the
following listed events occurred. ' The Deviation Audit Reports revealed oumerous.
occasions when personnel failed to:
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TS ONE NUMBER
CISTRICT OFFICE Z0DRESS AND PHONE NUMBER

Feodand Drug Adminiszation

e \AL 423207

DATE(S) OF INSFECTION 1/29-2/92122,23/01

FE! NUMBER

£ . S b -] -
m‘i ME AEND Tims“ ‘o: F“ :’N’Srvro;uanowbm REPORT IS {SSUED

10: Mr. Scow Canute, Vice President of Pharmaceutical Ménufacturing

FIRM NAME sTR:zEr ADDRESS
Eli Lilly & Company Lilly Corpotate Center

CITY, STATEANO ZIP CCCE
Indianapolis, IN 46285

TYPE OF ESTABLISHMENT INSPECTED
FPharmaceutical Manuifacturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

a.

b.
c.
d
c.

a.

perform the “self-monitoring” during the EM sampling;

perform some of the sampling;
enter the EM plate court data into the_Computcr System;
locate some of the EM incubated samples; or,

locate some of the blue color analytical task sheets.

Microbiology & Laboratorv Equipment

50. There are a muuber of observations conceming‘thc
Validation and Qualification documents. The observations are as follows:

terility Test Isolators

The initial 1991 Sterilization Validation Protocol lists acceptance criteria

_that includes, “spore challenges to the sterilized isolators must all be

rendered negative, However, there were multiple validation runs that failed
and .alidaﬁon runs were “for informational purposes only”.

f the validation runs submitted in the 1991 Validarion docurents were
considered to be non-acceptable for various reasons that included
performing sterilization development studies.

The 1991 Sterilization Validation Protocol does not describe or list
performing developmental stedlization ruos.

validation runs performed. However, f the approved validation runs

The 1991 initial validation records *nem that there were multiple
had to be repeated because the runs exceeded the minimal time parameter.

, The B cpeatcd validation runs failed to include diagrams that illustrate the

Biological Indicator (BJ) and Bioburden sample Jocations, which is required

" and described in the validation protocol procedure.

There is no established written procedure to. describe the -validation
operation parameters that were used during the 1991 validation runs.

bt
T re—tre
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| ————-TS AND PHONE NU
SIETRICT OFFICE ADORESS ANC PHON NUMBER | DATELS) OF ISPECTION 1/29-2/9,21,22.23/01

Food and Drug Adminisgation [FETNUMBER

£ A
NAME ANO TITLE OF INDMIDUAL TO YHOM REPO - . .
10: Mr. Scott Canute, Vice Presidentof Pharmaceutical Manufachuiog

"FIRM NAME j . STREET ADORESS

Elj Lilly & Company "Liliy Corporate Center

CrY. STATE AND Zi» CODE {TYPE OF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 lPhannaceizﬁcal Manufacturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

g The 1991 PQ documents raw data written in pencil, numerous entries with
obliterated data, no initials or dates of the person who obliterated the data,
and no initials or signature of the person who recorded the data.

h There is no record to verify (e.g., photographs or videotape) the airflow
profiles that were performed during the, PQ, re-qualifications, and re-
validation of the Left and Right Transfer Isolators and the Workstation
Isolator. (Note: The 1991 J/OQ documents that airflow pattemns are
jdentified as a critical equipment feature.) -

. A videotape was taken during the iniial 1991 validation to document smoke
airflow patterns within the isolator chamber. However, the videotape does
not adequately describe or illustrate the smoke airflow patterns within the

isolator chamber.
j- There is no record to document that the 1991 videotape was reviewed and
" approved by the Quality Unit.

k The 1993 and 1994 Requalification Documents describe that & smoke test
will be completed to identify the dead spots in the isolators and will present
the worst case for the sterilization of the spore challenges. However, SOP
1001-001361- O cretions” describes decontamination steps for
areas that are more difficult to sterilize e.g., under balf suit arms / sleeves or
under some of the equipment. The requalification runs did not identify the

aforementioned areas as dead spots or identify the areas as the more
difficult areas to sterilize. -

1. The 2/94 Isolator Requalification describes that air pattern profiling was

~ performed to define dead spots for chemical sterilization. While an

. evaluation was performed with an empty chamber, the tequalification failed

1o include an evaluation with test equipment, media bottles, EM sampling

equipment, or equivalent physical conditions that are used during Sterlity
Testing in order to determine the dead spots for" chemical sterilization.

- SEE ROVEROE
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FOCU AND URUL AUMIND | R Iy

- [CISTRICT OFFICE ZBORESS AND PKCNE NUMBER

' inisration
Food and Drug Admini —nir M1 48207

[nATE(S) CFINSPECTION 1/29-2/9,21,22.23/01

|

Fel NUMBER

YABUAL TOWHOM REPORT 1S ISSUED

ME AND TITLE OF . s ! .
:2: Mr. Scott Canute, Vice Presidentof Pharmaceutical Manufacturing
: STREET ADCRESS
FIRM NAME )
Eli Lilly & Company Lilly Corporate Center
TYPE OF ESTABLISHMENT INSPECTED
CITv, STATE AND ZIP COOE , \ .
Indianapolis, TN 46285 Pharmaceutical Manufacturer

m.  The 12/97 Revalidation

for this study. However,
the

were “no leaks detected”.

used to leak test the

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

of the Isolator provides a summary of the tests

equipment, bottles of media and EM equipment. However, the validation
document does not describe the quantity, the placement, or equipment load
configuration of how the equipmeat should be placed in the isolator.

o The 11/00 Revalidation of the”solator describes that a study

was performed in December 1357 to ctermine the worst-case loading of
ihe isolators during sterilization. Due to the preliminary study performed as
part of the End of Year 1997 Revalidation, the Empty load type was used

the 12/97 revalidation did not inch;de & study for

olator.

0. There is no written document to describe the rationale that establishes the
acceptable pumber of Bls that are required to be used when performing a
sterilization validation run. .

been po validation performed to demonstrate that the -
acid solutions that is used to wipe down the isolator and various
ioment inside the isolator can effectively .reduce the

under real time conditions.

q- receding observations and the supporting data document that the.
solators are not appropriately validated.

51. There is no established written procedure to describe the acceptable equipment load
configurations for the isolators in order to assure that the routine load configurations
conform to, and do not exceed, the validated load configurations.

52. The 1999 and 2000 HEPA filter integrity tests for the Isolators document that there

Bowever, there is no established s to
describe the HEPA filter integrity tests that are performed for the

53. There is no diagrams or sitcm description for the Préégﬁ}é Test Equipment that is

In addition>
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T

SISTRICT OFFICE ADORESS N0 PHONE NUMBER
Food and Drug Administranon

DATE(S) OF INSPECTION 1729-29,21 223,01
FEI NUMBER

A“"

1S ISSUED

MAME ANO TUTLE OF {IDNADUAL 1O WHOM REPORT _ g

ro: Mr. Scott Canute, Vice President of Pharmaceutical Mapiactaring

FIRM NAME ) SI:REEr ADCRESS

Eli Lilly & Compatty ~ |Lilly Corporate Center- -
iTv, STATE AND ZIP CODE TYPE OF ESTABLISHMENT NSPECTED
Indianapolis, 1N 46285 Pharmaceutical Manufactures

DURING AN NSPECTION OF YOUR FIRM (“WET OBSERVED: - -

a There is 10 record to document the qualification or validation of the Pressure Test
Equipment. - .
54, There are a few concems with fh tomated Workstation (AWS) toat is used
or Sam reparation of the microorganism for analysis of fatty acid extracts via the
M Microbial Jentification (MIDD) System. The observaiions are as

follows:

a The validation rotocol lists the acceptance criteria of ATCC reference
cultures foriiﬁercm microorganisms. However, 5 described in the
validation. summary, for T F
and H ould require the use
of a different media and the use of a separat® automated microbial
. jdentification equipiment i.c. System, “would be required 10 confirm
results 'reported by the system.” However, the additional
confirmation process is pot described in the validation document OT
described in the acceptance criteria.

b. There has been 1O evaluation performed to dete ipe that the
environmental monitoring contaminants or other microorganisms recoversd
from the mapufacturing process are comparable to the ystem's

clinical isolate library. For example, the EM coptaminants as robust
. a5 the ATCC control standaxds or clinical standards that are used 10
establish the-ldcntiﬁcation Library.

c. The validation did not include a challenge wits EM contaminants during the
statisdcal evaluation in order 10 determine that the variance and the mean of

the similanty indices (i.c., the match, factor) was comparable from data -
generated on AWS as compared to manually generaied data.

i The yaﬁdaﬁon d eseats that the ATCC references cultures were
processed oL the mﬁw ATCC reforence standards wete
idenﬁﬁed‘couectly on the ystem. However, the validation did
1o seude EM coptaminants in oxder 10 “Arermine that the RS

can pexform 2 similar level of processing for the non-ATCC, less-robust,

l
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FOQU ANL LRI mammmmssisse s oe

SiETRKCT OFFICE ACORESS AND PHONE NUMBER DATE(S) CF INSPECTICN 1/29-2/9,21,22,23/01
Food and Drug Administation e T8 NONBER

N:M AND' TTCLE OF INOMIDUAL T TAWHOM REPORT IS ISSUED

1o- Mr. Scott Canute, Vice President of Phanmaceutica) Manufacturing

FIRM NAME . STREET ADDRESS

Eii Lilly & Company Lilly Corporate Center

Ty, STATE AND 21P CODE TYPE OF ESTABLISHMENT INSPEGTED
Indiagapolis, IN 46285 Pharmaceutical Manafacturer

DURING AN INSPECTION OF YOUR FIRM ("WE"] OBSERVED:

environmentally compromised contaminants, _that the same lsvci of
comect identification can be obtained by the;

55. SOP #009138 «GMP Computer Systems and Purchased Automated Systems in Qualtty

Control Laboratories (FDA-Regulated)” establish validation Tequirements for GMP
computer Systems. For example:

a - did not reviewed the software source code which operates the
utomated Microabial Identification Sample Prep Workstation to

see 1f it met theiruser requircments before installation and operation.

b. The procedurs describes establishing a written security policy, maintain aa
access control roster, and virus protection will be installed. However, there
" is no written security policy, and there is 0o virus protection installed for
e A WS.

c. The ﬁrocedure also' describes that i copies of the archived data will be

prepared and the [jfopics will d in separate secuzed locations.
However, the data taken from th AWS is not obtained as
established in the procedure.

4. The-Automated Microbia! Identification Saxaple Prep Workstation
is considered GMP equipment and as such generates electronic records
which are not backed-up or stored for retrieval. The Operational
Qualification document states that ..."since reports are printed after each
run and attached to the original Jaboratory data document, no data is stored
long term 2nd data security is not an issue....."Data will not be stored on the
system long term since analysts will printout and attach copies of reports to
their original laboratory datz documents. Therefore backup and archiving
of data is not pecessary”.

56. There is no record to documanf the mold chh.'mcteristics or morphology that are
observed during the microscopic examination for the-mold contaminants that are
isolated from the EM Program Of from other samples or analyses that are obtained by
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CISTRICT OFFICE ADORESS AND PHONE NUMBER

Food and Drug Administation i
- A

DATE(S) OF INSPECTION 1/29-2/9,11,22,23/01

FEINUMBER

NAME AND TITLE OF INDMBUAL 7O WHOM REPORT IS ISSUED

70: Mr. Scott Canute, Vice President of Pharmaceutical Manufacturing

FIRM NAME STREET ADORESS

Eli Lilly & Company Lilty Corporate Center

CITY, STATE AND ZIP CODE TYPE OF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 Pharinaceutical Manufacturer

SURING AN INSPECTION OF YOUR FIRM ["WE'] OBSERVED:

57. There is an mventory logbook that contains a2 ATCC culture index, Seed Culture List,
ATCC Lyophilized Cultures in Stock, Department Lyo's in Stock, and Nitrogen Tank
Inventory list. However, there is po established written procedure to describe the
inventory practices, which consists of tracking the ATCC cultures, genus & species,
expiration data, lot #, and quantity on hand. In addition:

a Some of the ATCC cultures are stored in a liquid nitrogen tank. There has

been no formal qualification or validation performed for the liquid nitrogen

storage tank.

b. It was explai the Jiquid nitrogen tank’s storage temperature is
approximatcly However, the temperature is not monitored and
there is no record to document the actual temperature.

c. There is no record to determine the level of liquid nitrogen in the tank in
order to assure that there is 2 sufficient volume in order to maintain the
requisite sub-freezing temperature.

d. Thae inventory records are not reviewed by a secondary individual in order
1o assure that the inventory and tracking information is accurate, complete
and up to date.

58. Concerning the acceptance of media that is used in the laboratory for various analyses,
there is no established written procedure to describe the practice that is used to identify
and label approved and non-approved media. For example, media that is approved for
use will have a green color self-adhesive sticker and media that is not approved and is
not to be used will have ared color self-adhesive sticker.

Additional Observations

59. There is a CAD Standards Manual that describe the various processes that are to be
performed with regards to consulting firms develop -CAD drawings - for capital
improvement projects and to ensure that drawings are constructed and delivered in the
requested format. The manual describes the approvals that are required for in-house
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

DISTRICT OFFICE ADDRESS AND PHONE NUMBER DATE(S) OF INSPECTION 1/29-2/9.21,22,.23/01
Food and Drug Administration FEINUMBER Dl

207 .
NANE AND TTTLE OF INDIVIDUAL TO'WHOM REPORT IS ISSUED
710: Mr. Scott Canute, Vice President of Pharmaceutical Manufacturing

. FFIRM NAME [STREET ADORESS
Eli Lilly & Company . Lilly Corparate Center
CITY, STATE AND ZIP CODE ] TYPE OF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 Pharmaceutical Manufacturer

DURING AN INSPECTION OF YOUR FIRM ["WE"] OBSERVED:

produced i and consulting firms’ drawing approvals. However, the
approximatel iagrams listed in the following sections have not been approved by

the responsible departments €.g., Engineering, Production and the Quality Unit:

Mechanical Drawings Flow Sheets & Process / Service Piping
Mechanical Drawings Flow Sheets & Process / Instruments
Mechanical Drawings HVAC Instrumentation

Mechanical Drawing HVAC Air Handling System.

aoop

e. Similar to a previous observation concerning the AHU diagrams, the Qualiiy Unit
has failed to put in place procedures to coordinate and control updates to these
diagrams.

60. There are a number of ceiling panels above the personnel corridors that are adjacent to

_ the manufacturing rooms that appeared to be either ajar or positioned in 2 manner

which provide for small openings in the ceiling. There is no record to document that

the ceiling panels are secured, or periodically checked, in order to assure that the panels

are not left ajar or opened. The open conditions provide an avenue of ingress of viable

and non-viable contamination from the ceiling plenum into the personnel corridors that
lead into the manufacturing rooms. In addition:

a. A ceiling panel in a laboratory was removed, or positioned, in a manner that
allowed for the ceiling plenum to be exposed. The laboratory, adjacent to
the personnel corridor, door was left in an open position.

61. There are a number of non-approved documents or instructions that are used by
personnel, for example:

a. In the event of an alarm from the DPS the operators are to acknowledge the
alarm, call or contact a designated individual.
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e AND PRONE NUMBER

AIETAICT OFFICE ADORESS AND PRONEN
F?od and Drug Administration rennt , MR
NAME ARD 1'rrLE ; £oF mM§UALrowno‘] M agapo" RT IS ISSUED

To: Mr. Scott Canute, Vice President of Pharmaceutical Manufacturing

CATE(S) CF INSPECTION 1129-2/9,21.2223/01

FIRM NAME ] STREET ADORESS

Eli Lilly & Company .{Lilly Corporate Center -

Crv. STATE AND ZIP COCE v TYPE OF ESTABLISHMENT INSPECTED
Indianapolis, IN 46285 Pharmaceutical Manufacturer

DURING AN INSPECTION OF YOUR FIRM ["WE") OBSERVED:

b..

i< a small orange color book titled

t contains information concerning steam dry sterilization, leak
rate, freeze dry charts, temperature and freeze drying charts with handwritten
notations, and a Checklist for Quality Control Approval of Menufactared
Parenteral Lots.

c. There was & small videotape titled _ datc;i 6/00 in (RN
hn the lyophilizer's control room. :
4 “NOTICE!!!! The Environmental Monitoring data files are to be accessed by
Environmental Monitoring Personnel ONLY! Please ask for assistance if data
is needed. THANK. YOU” ’

e. Excluding the checklist in Observation 61b, these documents do not list that

they have been reviewed and approved by Quality Control or part of the
officially established written pracedures.
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