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CENTER FOR DRUG EVALUATION AND RESEARCH
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Via FedEx

Warning Letter
WL: 320- 09- 09
August 5, 2009

Dr. Franz-Josef Renneke

Site Manager (T.#55)

Bayer HealthCare - Bayer Schering Pharma AG
Ernst-Schering-Str 14

59192 Bergkamen (/NJLO A AL )

Germany (K1)

Dear Dr. Renneke:

This letter is regarding a March 2-10, 2009 inspection of your active pharmaceutical ingredient
(API) facility in Bergkamen, Germany, by U.S. Food and Drug Administration (FDA)
Investigator Jose Cruz and Chemist Miguel Martinez. The inspection revealed significant
deviations from U.S. current good manufacturing practices (CGMP) in the manufacture of
non-sterile APls. These deviations were listed on an Inspectional observations FDA Form
(FDA-483) issued to you at the close of the inspection.

ZOEMIT, FDA WEALD RA Y 7 I A DJFFETHIZOWT, 200042 H2 HXE Y 10 HE
TOMIAToEELZICELTCOLDOTHD, FDA HLEIX, Jose Cruz TH V., [[AIFT LI bFE 1%
Miguel Martinez T 5, Z DL T, FMEOFIEELIEIZIHB T, KE GMP (CGMP) 7»H DHEK
RGBT DTz, 2O ORMIEL, AL TRICEICRE U [EERORNE GBI FH FDA
EX483) [TV A M LT,
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These CGMP deviations cause your APls to be adulterated within the meaning of Section
501(a)(2)(B) [21 USC 351(a)(2)(B)] of the Federal Food, Drug, and Cosmetic Act (the Act).
Section 501(a)(2)(B) states that drugs are adulterated when they are not manufactured, processed,
packed, and held according to current good manufacturing practices. Failure to comply with

CGMP constitutes a failure to comply with the requirements of the Act.

ZAIVEH D CGMP 726 OiIL, BB - EEHE S - {bFESEE (Federal Food, Drug, and Cosmetic Act
the Act(LL . T{E] L B&RED)) a>&mmmsou@QxB)plUsc35u@QxBna>l%ﬁﬂé& A, H
fEDJFEE (APls) 2ER LTS Z ENHKTH 5, Section 501(a)(2)(B)i. EFHELA CGMP IZHE -
THRE S, L EN, a2, £ LTRE SNRWGAIE ETER TH D LT\ 5H, CGMP
WA L TWRNZ &id, EOERIZEH L TWRNnZ L ERrD,

We have reviewed your April 7, 2009 written response to the FDA-483 observations. We
acknowledge that some corrections appear to have been completed or will soon be implemented.
However, your response does not adequately address some of the deficiencies. Specific

violations found in the inspection include, but are not limited to:

FDA IX, 2009 44 H 7 Bt EHEMOL B2 —% LT 5, FDA L, &EES, %o EXEE

SET ST, £V B GRIE : o R ERHE L) FEEORFAE LiZZ LI L TnD, L
L7226, EftoBEIZEFET, BODDOXRMEZEYNIZE K L TWRY, BEFIZRD K 5 2% )0
AR U0, ERITZHICIRESND SO TR,

1. Laboratory controls are deficient in that your firm has established procedures that allow for
the averaging of out-of-specification (OOS) and within-specification analytical test results
from separate samples. The use of these approved procedures resulted in API batches being
released to the U.S. market based on passing averaged assay results. Refer to FDA-483

Observation #2c¢ and 2d. For example:

BN U2 7 R OEFLFNEIII KM 5 5, D F 0 | kSR (out-of-specification ; O0S)
&L BIOBIENITH 23 O O HRBRRE R L — I LT, TOFEULEFTFT L0 H A TRX
fanid 5, =07 GRIE : fRo72) KB I HEIL, L EAT - T2 B &R R HRKIT S
ALT2Z &2 & o T KRETHIC GRIE  AZRITAEEIZ2R D00 LitZe) APLNy FOH
ff 24BN TNz, ZAUZ DU T, FDA-483 Observation THHFE S D 2¢ & 2d #& Iz,
Bl % 1%

a. GMP Directive #CMSD08-50-01-1, Handling of Out-of-Specification Results
GMP f5/RHFIE &S CMSD08-50-01-1 /HAEAiERDIL Y #l )

This procedure allows for the averaging of results into specification. It provides for the

reportable, or averaged result, rather than the individual test results to be compared
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against the established specifications. The reported (average) result is defined as the final
analytical result reported and compared against the specification. An individual value
found outside the established specification is not defined as an DOS if, when averaged,
the reportable result remains within specifications. An ODS result is defined as a
reportable result (average) that is outside the defined acceptance criteria (e.g.
specification).

ZOFIEFIZ, HROFHAEIT) Z LT, BUKICAD LSRR ZLEFLTND, ZOFIA
T, Fx ORBFEREMHNL LB EHIRT 22 0o Kb, LAR—Z 707 GRIE
FREREEZ) DFED ., [T —ICbBUEICA-TZT —X ] LI EK) R, D0
EEULLTERER AT L T Db DO TH D, #ESND CERfb ) MR R&OITHE
RELTHESNDZBDOTHY, ZL T, BUEITH L THRAZITo72 b D THD & LTER
INTNWD, BEOIMUTHD Z &Aool x OFBRFERIT, b LFEHLIEE &, LAR—
BT NIRFERDMIC A -T2 51, £ 008 (JF3CE “DOS” LidA)) & L THES
TWRYY (k) o ZOFk7Ze 00S GRIE @ JE3TIE" ODS” LiaAT)) AR, BUE SH7ciF
KEND AW (B 23K OIMUNZH D LAR—2 Tkl CF¥) L LTHES R
HHDThH D,

* o (RE) REDXEEDLTHDIN, [EONDOBx OF —Z NI TH-TH, FH LI HHMKICA
LI, FORKIOME 2 DF—H 1L 00S Dxtdel LTHDR] W) EHETH D,

b. LIMS (Laboratory Information Management System) procedure:

A X (LIMS;Laboratory Information Management System) -F/&

The inspection revealed that results for individual tests are calculated individually by
the (b)(4) system and then averaged by your firm's Laboratory Integrated Management
System (LIMS). The averaged result (not individual results) is then corrected for water
content, if necessary. The release specification is applied only to the averaged result and
not to the individual results. Refer to FDA-483 Observation #2d.

HER T, Hx ORBRFEED, eo00e 2T AL VA IZEH I, RIZEFHDY LA

(LIMS : EBREHACEHE RS A7 L) ICLVEHERTnD Z PR, £0
P LTmER (Hx OFERTITR <) 13, RWT, BEIZS U TKRIEEEZMIEL TV
%o ML, ZOFH LRI L CoRmEH S, lx oS icx Ui &
NTW7RV, ZAUZ DWW T, FDA-483 @ Observation D& 5 2d &M S ui=uy,

The investigators were informed during the inspection that the analyst is the first person
to review the individual results. If the individual results do not vary more than (b)(4),
the average of the results is permitted according to procedure #QCB.PKA00132,
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Determination of Values and Rounding of Results. This procedure allows the analyst to
make the decision to re-inject the samples or to accept the assay result and continue

documenting the values obtained as final results without conducting an investigation.

FDA &ZEIL, TOHHE2 L TWH AR, lx OfREVE2—F 5&KHDAN (the first
person) Th D&, HELEPITHP LTz, b LEX OSHTHRERN, eeee V) K& I N
kb, FIEE (F5  #QCB.PKA00132) MEDHRE L fEF DI (Determination
of Values and Rounding of Results) | (29> T, Dok RE T 5 Z LTS T
5. ZOFNEZ, oHFICH IV E2EEAN GRE : FEE I re-inject” TH Y | K7 nipl

DBEDINERELTNDHIDOTHA D) *ﬁ”éﬂ%m%TﬁEﬁfwb F70T. F OO R
ERBIE, DWVWT, fEEZTLZLRLIC, BonEfROXEEZIEDLZ LITOR
DD,

2. Your quality management system fails to ensure that APIs manufactured and released by

your firm meet established specifications. Refer to FDA-483 Observation #1.

EAEDIE~ R —T Ak« AT A, EAEAEGE U U7 REE . WS ST BRI S
IR LEHELETARZLIC, RifaEF->Tv5, FDA-483 Observation T HFE = 1 =/
Xz,

Specifically, the API batches shown below were released based on reportable assay results
obtained from the average of two independent sample results. One of the sample results
was out-of-specification (ODS) while a second result was within specification. The
averaged passing reportable assay result was compared against the established
specifications, and the batches were released to the marketplace.

FRZ, LR LIRSy FiX, 2 20N L2V TV OFER O B/ 5z LR —
ATNREBERICESWTHERN SN, P T VOERO—21%, B R
(out-of-specification) ToH o723, BB _OFRERITHMENTH o7, FHLTHZ L THEEG LR
ST VIR—Z TIVHNE S R . BENL STV ICxE L TR L. £ DNy F i~ & Hifar
Iz,

See Table A for examples (Hiffj& LT, RAZZRINTWY)
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Table A
REDORKE NYF&E EEHER HERE QA OA&FEAR HEo-HDOHEH

Drospirenone,

88100260 000 coo (20082 H 08 H| 2008 2H11H
[eJe)e}
Drospirenone,

88101020 000 000 2008 4 A5H 20084 A 7H
[eJe)e}
Drospirenone,

88303430 000 coo  [2008 %9 H 23 H| 2008%F 9 H24H
000
Drospirenone,

88201160 000 coo  [2008 % 4 A 25H| 20084%F 4 A28 H
[eJe)e}
Drospirenone,

88100210 000 000 2002 A 1H| 2008&F2H6H
[eJe)e}

EoHr D BRI

Ethinylestradiol

88100590 000 000 20082 A 14 H| 2008 £5HA5H~
000

2009 &£ 3 A5H

Norethisterone

88303790 000 000 200 F9 A 9H | 2000%2H5H
acetate 0oo
Norethisterone

88303830 000 000 20089 23 H| 200849 A29H
acetate 0oo

In regards to items 1 and 2 described above (EibDH 1 THIS LUV

HIZELO)

In your April 7, 2009 response you reported that you had conducted a retrospective
investigation that extended to all "U.S. relevant” (i.e., sent to facilities that further processed
them into finished drug products intended for the U.S. market) API batches produced
between 2007 and 2009. You identified nine additional incidents where OOS results were
averaged with passing results. In all cases, your firm concluded that no analytical errors had
been identified and that the values were true DOS results. Your firm concluded that these
OOS results were within the accepted variation of the analytical method and that the quality
of these batches was not affected. We disagree with your rationale and conclusion. An assay
test is used to determine potency, not method variability. The validation of your analytical
method should address robustness or variability, while system suitability is designed to
address instrument variation performance, which was met in each of these instances. We
believe that these results were true ODS values and that these batches should not have been

released for distribution.
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EfEo> 2009 - 4 A 7 AfFEIZFEICV T, E1LIE 2007 £~2009 O RIS L7242 T o K[EH
BIfR” (F7eb b, MHIRIEZ KE TG OREEMICEITN LT 5 LH~%E T2 D) DR
Ny FIPER L C, RIENFAEZTo72 2 L 2WE Lo, &fiE, 00S fif%aE. (F—%0)
AT HMEE UL L THEA L LI BMEGR DL S Z L2 BEL TN, 2 TORAICE
WT, BT, O I —RNEEEHR R -T2 8. BIXOZEORENED 00S R ThH - 7=
ERERROT T D, BT, TS D 00S KRN, DHHEOFREIND ANTYINICH D Z &,

BIXOENOLDOAN Yy FOMBEITEEZZ T RWE | fmO 72, FDA X, Z DEOFRELAYRE
R (rationale) & FEam Z [FIE HI K72\, EEMERIX, WMlZHETH72DIHEHTLHIHDOTHY

FED N T X (method variability) TIE7R2 VY, EHOGHEDONY F—3 3 i, mEENE
(robustness)d 5 WM E A E(variability) | E LT RXRETH D, BB, TONY T — 3 T, D
EENZDOWTOMEEE L5 7212 v AT A& M(system suitability) 23 ) EIF S, 2ihvo 0F
FITIE, TNENAEA L TWZZ 3R LT 5, FDA X, 5 OFEHRIT, B 00S i
RTHO, TNy FIE, MEOTZOICHM IND XX ThhoTm BTN 5,

In your written response, you indicate that your current procedure allows the average of two
individual sample preparation results, if the difference of the single values does not exceed
(b)(4) absolute. You state that this is appropriate averaging and in line with the FDA OOS
guidance document. We disagree with your rationale and interpretation of the FDA OOS
guidance. Your firm prepares two to three separate samples, which are assayed individually.
We expect you to treat each of these results independently, and not to average an OOS result
with a passing individual result. The hiding of an OOS result in the average is an
unacceptable practice. Please refer to the October 2006 Guidance for Industry-Investigating
Out-of-Specification (OO0S) Test Results for Pharmaceutical Products, that states in part
IV.C.1.b., "Reliance on averaging has the disadvantage of hiding variability among
individual test results. For this reason, all individual test results should normally be reported
as separate values." Your revised DRAFT SOP QCB.PKA00132, "Determination of Values
and Rounding of Test Values" appears adequate, in that going forward you will treat each
individual test result independently and will only average values that are
within-specification. Please submit a translated version of the revised SOP once it is

approved, along with appropriate training documentation.

BAEEZEETIE, BEOFIAL, b L. Hx DMEOERNEXE Toooe B 2 22 1T IE, 2
DOAER OFREFHEFE RO FEULEFTF L TWDH Z L AR L TWD, HfE, 2k e LG
B2 TH Y. 23>, FDA D 00S HA X AL b —F L TWD LR T 5, FDA X, &t
AR (rationale) 35 X UNFDA @ O0S A & v ZADMERIC, RIEHIRZRV, HibiX, 2~3
D2 DY TR L, ZEMEINZEREL TW5D, FDA I, &2, ZN60fERE %
NENMSE L TR, BUIRIZIES L TWO LB ORR & 00S iRk & 2 FEb Ly 2 L 2 Hifs
LTWD, FHLTHIETOOSMRERESTZ LiF, ARTERVWRV LT TH D, ZiHuTon
CiX. Guidance for Industry-Investigating Out-of-Specification (O0S) Test Results for Pharmaceutical
Products (ER/mi7 o1 572 X [EFEG DHES. (O0S) st Roqa) (2006 4 10 H) %
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ZRENTZV, ZD part IV.C.Lb.IE, RO LD ITIERRTWD, - FREHMICES Z & iX, fHx o

HBEREZELTCLEY) EVIOIREEZALTCND, 2O, & TOMREBIOREREE R 2 | wH .

RO E L THETRETH D, | EHHEDNBGETEIT-72 RZ 7 Ml SOP QCB.PKA00132

"Determination of Values and Rounding of Test Values" (EDO#E & #lERH| “m*{ﬁ@jwb) I, Hx D

SRR R 2 NI NS A S T D B % 6T 5D L 5 O ThHAUE, B Th 5 &M

Pd, WET LS OP ORFRIRZ, £ ARINTRE T, #7225 llﬁ%ﬁo TeepxEL
IZREH Sz,

We remain concerned with your released and distributed API batches used in the
manufacture of finished products intended for the U.S. market, in which the reportable
results were based on the average of out-of-specification and within-specification analytical
test results. Include in your response to this letter a complete list of all API batches shipped
to the U.S. (also include lot numbers, date of shipment, customer name and address), using
reportable passing average results consisting of out-of-specification and passing results.
Please inform this office of any additional corrective action you plan to take to correct this

violation.

FDA (., StEOHMT Lz, Eidiid Lz GRIE : —#0) FEAy F25, KETSZ B &
L7-f fkﬁzj WOBRLEICHEH SIS Z LI, FERBREEF->T0D, ZNHDFEKIT, LR—4 7
JVIRFE RIS HRS N AT G R & Ak N aRBR o i f*%(wnhm specification analytical test results)? -
EEIZES S b D ThoTo, ZOEBITHTL2EEFICIL, ENOFHED NNy FOERRY A |
EEO OV, DFE Y BUSHER & E AR (passmgresults) LT, VLER—Z T
IRIREE S OFEUL LIZHER & LIFEEAN Y FTH D, ZORERFHE Sy FOY R I

v NS, B, BEAB LI bR I NV, ZOEREZZET D72OICEM-RT
LETELTWDIEMDOBIEREZ, YA 7 1 ATHAE I T2V,

We are concerned that GMP Directive #CMSD08-50-01-1, Handling of Out of Specification
Results, is a corporate directive that may be in place in other manufacturing and testing
facilities. Provide in your response to this letter the corrective and preventive actions
implemented throughout your corporation to address this deficiency, and ensure that
adulterated APIs have not been shipped into the U.S.

x4 ix, &t GMP f5~E (GMP Directive) #CMSD08-50-01-1, Handling of Out of
Specification Results (#AEA#TRDOH Y $r>) 3. Bl T J ORI (o éﬂé En
I ARERRITHT DR TH L Z LIS EF > TW\W5D, ZOFEMITHS 2 HtRE Z
DRIEZDOWTHRY BT &R Z LERFEDOKREIC M SR RWZ L 2 EICT 7201, %ﬁi
TIT o TR EHEL LOTPHHELZIRZ DL,

We recognize that your SOP has been revised and submitted as a DRAFT revision of
procedure#QCB.PKA00775, Version 5.1 for Handling of out of Specification Test Results
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(OQOS) during Chemical or Physical Test Methods, Microbiological Contamination and
Endotoxin testing. However, most of it is in the German language. Please submit an English
translation once it is approved. Also include with your written response to this letter, the
revised corporate GMP Directive CMS D08-50-01-1, for Handling of Out-of-Specification
Results.

FDA 1%, &L SOP 2ekiT 4L, £, FlA#EZE S QCB.PKA00775(Version 5.1 ) [Handling
of out of Specification Test Results (OOS) during Chemical or Physical Test Methods, Microbiological
Contamination and Endotoxin testing] — ({b 7R £ 72 I3 ELADERERVE . A FROREBRERS LU0
> B b RRER T DR RS RERRE L (00S)) DHLY RV )AERREAD T 7 Mtk LT, BEIC
HINTVWDERBLTWD, LLABDBLEDORAZIEINA VEETH S, %7}%7%7?; InT
WD HIE, BEERICEER L C oA R SN, [FERIC, 2 oF@ORE &3, Hiho GMP
Fi4 CMS D08-50-01-1 Handling of Out-of-Specification Results | «msﬁ%@ﬁ@&w)®&a
RAEUZ BAILTZVY,

The inspection reported that your analysts had been trained to average passing and OOS
results, and to report the average passing results. Please submit the translated training
records for all analysts demonstrating that they have been trained in your new revised
procedures.

ZOHELETIE, BEOSPHYEELN, EAERR L 00S kL 2 FHT 22 L, BIUEDF
L [ R R T“JE/E.\}: ROl REHRET D LT BICHIZ SN0 Th D L, ESh
TWD, BTOHPHEEEITONT, O E-AOFTZRBETFIR T EZ 21T 72 2 & 25
LGRS (FIRA S b o) Tt Sz,

Additionally, please submit your finished product sampling procedure and your scientific

rationale for this procedure.

Fio, SttoEEoY 7Y T HFEB L OCEOFNEICEET D 5HERAFR ML (rationale) % 2
H Sz,

3. The Quality Unit failed to maintain responsibility and authority to review and conduct
investigations. Your firm failed to conduct adequate investigations that included scientific
justification to support conclusions. In addition, the investigations did not include proper

corrective actions. For example:
A EEPIE, A L Ea— L, 2O ElT ) BELHERE RNTWD, Ethidibm 4 BT
L7 OFER) 7R BLH ST (scientific Justlﬁcatlon) ZETEYIRRA LT > TR, BT,
AL IE 72 IERTE 2 3 ATV a0y, Bl
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a. Out-of-specification (OOS) results were disregarded, and no OOS investigations were
conducted after obtaining individual OOS assay results during release and stability
testing of your APIs. Instead, the OOS and passing results were averaged to obtain a
reportable result within-specification, as referenced in item 2 of this letter. Our
investigator documented two stability intervals where individual OOS stability sample
results were averaged with within-specification stability results, and no OOS
investigation was conducted. Examples of this practice were observed during the
forty-eight month stability interval (25°C/60%) for (b)(4) (Batch # (b)(4)) and
Medroxy Progesterone Acetate, (b)(4) (Batch # (b)(4)). The first batch showed
duplicate assay results of (b)(4) and (b)(4), with a specification of (b)(4). The second
batch showed duplicate assay results of (b)(4) and (b)(4), with a specification of (b)(4)

B SMOO0S) it RIFHEML S 4v, 00S DAL, B LR D A akER 1 4 L Ovze e EakER
DfEl % D 008 ERFERDBGEONIZOBIT S AThNRipoTle, ThEZ AN, ZOES
DF 2B H LIz L 91z, BUENO LR —Z TR %15 572012 008 #iH LA
FER AL T, Fex FDA OBELZE L, REMEFED 2 DORFE T, EONOfE 4
D 008 ZEMERERAE LD HEN O eGSR & R EShik v 7 >% D 00S
BEHINTHWRNEN) ZLZHELTND, ZOKRREFL, eeee (/N TS eeee)
¥ X Y Medroxy Progesterone Acetate, e0ee (/N F 7K 75 eeee) |l DT, 7 /E Mk

(25°C/60%) D 18 TH A THBILR SN TV D, YD/ v T, Blikeeee(Zxf L T, eeoe
Lesee DN IR L DEREMB AR LT, 8§ 2Dy FiL, HlfieeeeZlxf L T, eeoel
eeee DN IK L DEEMRE R LT,

Refer to FDA-483 Observation #4a. We disagree with your rationale and conclusion submitted

in your response for the reasons stated above in items 1 and 2 of this letter.

FDA-483 @ Observation DI H 5 4a #2720, FDA X, ZOEFOEHF S 1RBLO21C
ST, BEROHEHOEDIC, EftEEELE U CRE SRR & fmIcRE k0,

b. Norethindrone Acetate (b)(4) lot # (b)(4) was rejected (for destruction) because it was
found with levels of (b)(4) for the impurity (b)(4). Your firm did not conduct an
investigation to determine a root cause for the high level of impurity. Refer to
FDA-483 Observation #9.

Norethindrone Acetate eeeeD 12 v 75 eeeell, Mifil/jeeee’) eeeedD L~ /L CH 5

To7odic, A () L a7, &fhE. & LV ORI ORARFIK 25 7DD
FE 21T > T2, FDA-483 @ Observation DIEH K5 9 B I N7-0,
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Your response states that this high impurity was a single event, and from a scientific view it is
very unlikely in the NETA process because the (b)(4)is much more stable due to

the (b)(4) functionality. Please supply supporting documentation for your conclusion.

BEEZEEFET, ZOEW LYV OARHITHEFES (single event : FRIE  BFH)) TholoZ &,
BILORZR2BAENS ., eeeed EHAEM: (functionality)(Z & V) eeee|XIEH (2L E THDH DT,
NETA TETEHETERIVHR2VNLDOTHD LBRTWDE, HEO Zoffiwmic >\ T, ThiE
1T 5 30CEERB S0,

c. OOS investigations did not adequately determine root cause, or provide for corrective
actions to prevent recurrence. Investigation report #s 87302220 and 87201360, related
to an out-of-specification (OOS) result in the polarimetry test, and an OOS result in the
assay by potentiometer titration. These reports respectively concluded that the OOS
result was caused by a weighing error, and by the (b)(4) solvent used to conduct the test.
However, when our investigator reviewed and discussed the investigations with your
firm's personnel, he discovered that the real root cause for the OOS result was the use of
an incorrect test method, and an improperly executed procedure for the equilibration of
the electrode in (b)(4) (not the solvent itself), respectively. No corrective action was
addressed in the investigation. In addition, investigation report # 82190246, related to
an out-of-specification result in the melting point test, concluded that the OOS result
was caused by not having sufficient amount of sample in the capillary (filling sample
technique). No corrective action was addressed and/or documented to correct and
prevent recurrence. Refer to FDA-483 Observation #4c. Your response lacks

explanation and documentation to support your conclusions.

00S FHENRAIRAZFIRLbDE LT, HHWE, BREBIET H72DORERELE L
CEY) TRV, HEREZOF S 87302220 B LV 87201360 1L, fWIHHT#ER (polarimetry
test) OHUESS (00S) FEF & BALZEFHHEE (potentiometer titration) T & % E & TP 0O0S
FERICBERT 20 TH S, T b OWEET, T, 00S fERNFFEAE (weighing
error) &, RBREITOBRICHEH Licesee5llc LA b DE LTS, LorL7e 5, FDA
ERFIIHEREEL L2 — L, BB CaGnE Lo, BEEIL. £ 00S R0
BEORAFERN, ZhEh, NEURRBRIEOMEH L. eeeellisiT 2 EMOD FHMIIZ DT
DEESTHAEIZH D (DX V| WHENLBEERTIIZRWY) 2Lz LT, ZOREHREE
2. BIEEHEIZE D HIT o TW R oT, B, HEREE Fo 82190246 1%, @A
57 (melting point test) (Z351T D BUEIFERICBRT 2D TH D03, 00S FEFRA, EME
FOREENA T THD Z ENFKGEORET 7 =y 7 SR+ TH D 2 & BIRAJR
K) TH5H L, fhmmft Sz, TOREHENS R IN TR, 2o/ E00d, BIEL B
Bh1E B L CooSCE(LD SR TUe, FDA-483 @ Observation DIE H & 5 4c 2B S iz
W, BEFEREEEIL, 2O/ EEMT ST OB & SCE R KM L Tn D,
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Your April 7, 2009, written response reports that you are revising your OOS standard
operating procedure (SOP) to emphasize the importance of conducting and documenting a
thorough investigation of all OOS test results, including determining root cause analysis and
evaluation of corrective and preventative actions. Your response indicates that the SOP
became effective and training was completed by May 2009. Provide copies of the translated

revised procedure and training records.

RO 2009 4F 4 H 7 BAFOBEIZFETL, 00S DOIFEHEEZEFIEE (standard operating procedure ; SOP)
AUGET LI L2ME LTS, 2D SOP L, R TORBMEROMELFEMT L2 L. BLUE
NELE T HZLEOEELRLRFLIZBOTHY , RAFRKSWEKEIELZ L, BIUE
IEFEE T (corrective and preventative actions ; CAPA) OFEHlib & EN TS, GRIE: Z
DA EIOFMICHT 5) HEEIEFITIZ, 2D SOP BHIRMR LD ThHo7loZ &, BLUEDOH
B2 2009 4 5 AL TIZFHT LTS Z Lz (FUk: CET) manlwn, WET L FIEE (3
MLTEH D) BLOFIMGEIEHRDO G LAIRZ BT,

Your written response should also include the corrective action under consideration, or
implemented to address the OOS test result examples (a and c), cited on the FDA-483 under
Observation 4, and FDA-483 Observation 9. Provide a description of the corrective actions
for each example cited, along with expected dates of completion, as well as a more

comprehensive review to ensure the revised OOS SOP's overall adequacy.

B AEE A E 1T, BUERT T O IEHE . 35 X OV FDA-483 @ Observation % 5 4 . 3 K 1 FDA-483
@ Observation %75 9125 H &7z 00S RERFE RG] (a B L W) ZRIT H7-DI To TV DHEHE
HEEOLILEW, I LIEAFHIZONTORIEFREOFTIRZ ML bz, ZHTix, iET
L72 00S @ SOP (##0) Ok L CHIMEZERELR LD LT DH7DD LV RFHR LV E 2 —IdH
HLAADZ &, WIFFESNDZDET B bR Iz,

4. Your firm failed to establish and follow adequate written procedures for cleaning and
maintenance of equipment. Refer to FDA-483 Observation #5. For example:
B, BER O LR L ORFHC O W TEYI R CE 2L L TR L, THUTHE> TV
VY, ZAUZ DWW TIL, FDA-483 Observation #5 Z &R I -\, #ilx X,

The inspection revealed that production equipment, specifically the surface of the (b)(4) on
production vessel (b)(4), used in the manufacturing process of Ethinyl estradiol API, was
not maintained in a clean condition even though the equipment was labeled cleaned, and
had been inspected and verified as cleaned by the Production Department Shift Supervisor.
This (b)(4) is in direct contact with the product when inside the vessel. Your response lacks
an explanation and documentation to support your conclusion that the operator may not

have detected the brown residue, because the equipment was wet when examined.
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Z OAEETIL, Ethinyl estradiol JRIEDHRLE TRICHEH T 5 BiEkas. FrlC, FPEH A Recee
@0000@2@@75‘ BHHICHRFF SN TV oo, ZHUE, Bassnstepii~ LRI, 2L

% BEER Y DO AR E S B (Production Department Shift Supervisor) 75§1°A HL, HEHT
&bé kﬁ%ﬂ L7t ThHolz, ZDeeeelt, TDOERIDOWNMIL 72 - - W T, & E Il
TLLOTHD, BIERIEFIZ, M #&Ebkﬁiﬂofwk®f\W%%W%@%é%ﬁ
MERIHR 2D o Te L OFEFRTH 208, T a2 AT 27200 Of & SCE(RA RN L TV D,

In your response to this Warning Letter, explain where the "inorganic substance insoluble
in water or inorganic solvents" that you identified as the residue originated from.
Additionally, your response mentions that the residue was removed by flushing with
diluted (b)(4). Explain if this procedure is part of your routine cleaning procedure, and if

your routine cleaning procedure is capable of removing the residue.

o TGS T 2 EAOEE T, BEME LTREIN KD DI EREEELIC

W R ) N, UL HolmZ LoV TR E Sy, & L\Eﬁﬁaai\%@
BN, HRLT- eeeeTHOT T v o/ TRV RN EBRRTND, ZOHEN, &
O B E RS FIEO—HTh 50, BLO, &0 B ETEGE LN ORGF) = RET
HRENEHTHDNIHONT, A ST,

The CGMP deviations identified above, or on the FDA-483 issued to your firm, are not to
be considered an all-inclusive list of the deficiencies that may exist at your facility. FDA
inspections are audits, which are not intended to determine all CGMP deviations or
violations that exist at a firm. If you wish to continue to ship your APIs to the United
States, it is the responsibility of your firm to ensure compliance with all U.S. standards for

CGMP and all applicable U.S. laws and regulations.

IZHEE L72 CGMP JEL, & D MBS U CIAT L 7= FDA-483 I, &t TIBICEET
éf%%ok%@ THEFET DU A REFEZ TR, FDA 20T, BE#E (audits : fRIE
ZH) THY | EFUAFIET D CGMP OMLH 5 WILEK OETEFHRDL 2 HINE L TR
Ve b LEHEACKEASDFHE(AP)~ O 2 HE T 5 2 & 2 LD THIUEX, CGMP D KED
i BLOEYT 22 TOXREOESE LOHHIOEST 2 HEFEICET LTS Z EOERTE
AHLTWA,

ERGE : Oxford Advanced Learner’s Dictionary @ audit’M I, RDEHLH S,
“An official examination of business and financial records to see that they are true and correct. “ DEYTEEMN /FEIE THDH.

EHRTHLDITHOT. ELoMETRAEEMMGHERITATHS. ELVDLEEBRLTLDDTHSS,

Until all corrections have been completed and FDA has confirmed corrections of the violations

and your firm's compliance with CGMP, this office may recommend withholding approval of
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any new applications or supplements listing your firm as an API manufacturer. In addition,
failure to correct these deficiencies may result in FDA denying entry of articles manufactured by
your firm into the United States. The articles could be subject to refusal of admission pursuant to
Section 801(a)(3) of the Act [21 U.S.C § 381(a)(3)],in that the methods and controls used in their
manufacture do not appear to conform to current good manufacturing practices within the
meaning of Section 501(a)(2)(B) of the Act [21 U.S.C § 351(a)(2)(B)].

PECDEIEDFE T L, FDADEDERKDEIEZfER L, T L TEAEDCGMPENT Z g3 % £ Tl
WA T ¢ AXHIERFED D OIS LTI A @E%%L%%&Lf%ﬁm)xb%ﬁmﬁ;%%
L#Ex % Z &% (GRIE : FDAOBMREIIC) #ET5THA D, HIZ, TR O MHFHDREIEN S
IRino oA B REE LR A CKEICAD Z &, FDAIXER 235 Th A H ., A
R EIRE - ABERE (BT 5] S BSRE) DSection 801(a)(3)NIHE~ T, FDAY RDOEHE 21T %
W25 bDTHD, DFEY | EOREEITMEHT 5 ik LOE DY 1EDSection 501(2)(2)(B)  [21
US.C § 351(a)Q)(B)]|DEMT 2HPHNDCGMPIZHE > TWDH Z EMHA L > TV RN SITZED
BHERrdH D,

Please respond to this letter, with requested documents translated in English, within thirty days
of receipt, and identify your response with FEI# 3002808295. Please contact Denise DiGiulio,
Compliance Officer, at the address and telephone number shown below, if you have any
questions or concerns regarding this letter.

ZOEMIHT HEEIT, FESCTRRR L2 30#E L3, Z oEMOZHEE 30 BN, ZERLT
WD IE L TS ST, £ OB B HERIEF I FEH# 3002808295 DRk iIF 5 2 Fl#ll S #1172\,

H L, ZOEMICEL T, BRPHEN LT, BLUFIR LI ERT £ 7213753 75 @ Denise DiGiulio

(Compliance Officer) (ZfW A% iz,

U.S. Food & Drug Administration

Center for Drug Evaluation and Research
Division of Manufacturing and Product Quality
International Compliance Branch

White Oak, Building 51

10903 New Hampshire Avenue

Silver Spring, Maryland 20993

Tel: 301-796-3667

Fax: (301) 847-8741

To schedule a re-inspection of your facility, after corrections have been completed and your firm
is in compliance with CGMP requirements, send your request to: Director, Division of Field
Investigations HFC- 130, 5600 Fisher's Lane, Rockville, MD 20857. You can also contact that
office by telephone at (301) 827-5655, or by fax at (301) 443-6919.



FDA #&E Q0SS OV (SAxb - S xAf VD) RAYD~LT T AL TH 14/14 H

BAMRR OFELZDO A Y a— VT 7o, BEEENTE T LT, &3 CGMP % 385F L7k iE
LlpoTelp blE, BAEEELZROHEIZES Sz, : Director, Division of Field Investigations
HFC- 130, 5600 Fisher's Lane, Rockville, MD 20857,  fiW& O E N MNERGAIL, &b LT 7
7Y TROFFIZHNEDEE 72V, 1 (301) 827-5655, or by fax at (301) 443-6919.

Sincerely,
Richard L. Friedman, M.S.
Director
Division of Manufacturing and Product Quality

Office of Compliance
Center for Drug Evaluation and Research



