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COEREE L. COBLEELBRTD Food and Drug Administration
O OHBNLLDOTY , ERGHERIE White Oak, Bldg. 51
BEXNDEBEBELLET. Silver Spring, MD 20993

#hE  (Warning Letter)

2008 49 J] 16 H
WL: 320-08-03

Mr. Malvinder Singh ~ (CEO and Managing Director)
Ranbaxy Laboratories Limited (TN v— -« TRM)
Corporate Office

Plot 90; Sector 32,

Gurgaon - 122001 (Haryana), INDIA

Mr. Singh &

ZDOXET, HthoDewas (& F) 1TH D EFMMIERK, &%3H Thomas J. Arista & Robert D.
Tollefsen 75, 20084128 H ~2H12H D], HEHE&{T-72Z LICHTL LD TH D, YHEART
%, R 3 K OFEME R O oS EFE M 1T I T KEICGMPHLHY (Title 21, Code of Federal Regulations,
Parts 210 and 211) 7>5 OE KRG R Sz, FIiZ, JFEE (APIls) ol & EBICE LT, 14
D Section 501(a)(2)(B) DL EM AN HRE S 4172, (FRIE : Section 501(a)(2)(B) D IEIE, A & T4 T OEH T
COMPIZHE» THES NS Z RO BTN D, )

This is regarding an inspection of your pharmaceutical manufacturing facility in Dewas, India by Investigators Thomas J.
Avrista and Robert D. Tollefsen during the period of January 28 - February 12, 2008. The inspection revealed significant
deviations from U .S. current good manufacturing practice (CGMP) Regulations (Title 21, Code of Federal Regulations, Parts
210 and 211) in the manufacture of sterile and non-sterile finished products. In addition, violations of statutory requirements,
Section 501(a)(2)(B) of the Act, were documented with respect to the manufacturing and control of active pharmaceutical

ingredients (APIs) .

I B DOCGMPDOMLIL, WAL THEA T, Dr. T.G. Chandrashekhar (Vice President Global
Quality and Analytical Research) ~#z&H L 7= Inspectional Observations (FDA-483)IZ VU A k L7z, Z#
5DOCGMPOEGUT, KEO R MmESR ML (BLUF, A ZI4EE) [21 U.S.C. 351(a)(2)(B)]
@ Section 501(a)(2)(B) DFFR OEFANIZEB N T, EOEHKLEZARERLTH D T HHE &
725 T %, JEDSection 501(a)(2)(B)iL. £ TOHOEHMIL, CGMPIZfit> TRIE L, T L, @
L. OREINDZEEZERL TV,

These CGMP deviations were listed on an Inspectional Observations (FDA-483) form issued to Dr. T. G. Chandrashekhar,
Vice President Global Quality and Analytical Research, at the close of the inspection. These deviations cause your drug
products to be adulterated within the meaning of Section 501(a)(2)(B) of the Federal Food, Drug, and Cosmetic Act (the Act)
[21 U.S.C. 351(a)(2)(B)]. Section 501(a)(2)(B) of the Act requires that all drugs be manufactured, processed, packed, and
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held in compliance with current good manufacturing practice .

T~ (FDA)Vi Established Inspection Report (EIRJ Wit &#15, aRik 1) & K O'FDA-483 observations
(RE2) 1ZXIT % #4h0020084E4 H 3B AT EIZF 4 A Uiz, ik &i%’%/)#@%fm?%T LTWnd
LEDNDZ L, HOWVE, ENOLNEDBIATONLLTHA D ZLITEH#HTLH LD TH D, Lo
L7 b, BEtORZEFIIEROE R XKIC, WEHZ08EE LThRny, BEShomEe L
“Cb’t@%fot LONEFEEND, ; B-T 7 X LOEHLIADT 07T LNy FREEEHIGETOR
fili. FEAHRA, SEEHT 07T A B IOERREE TOMEE,
We have reviewed the Established Inspection Report (EIR) and your April 3, 2008 response to the FDA-483 observations.
We acknowledge that some corrections appear to have been completed, or will soon be implemented. However, your
response fails to adequately address multiple, serious deficiencies. Specific areas of concern include the following:
beta-lactam containment program and inadequacies in batch production and control records, failure investigations, quality

control program and aseptic operations.

FRIEET @ ffE L7 HREIR RV MBI THEEE A AEHMEE] LD,
Aik2 . [FDA-483) &id, ASkiE, FDARAL 2 FM L7-pic, AR PICHGEBMEEH L LT, ARKTRICHFITE T
FEOMRKE T TH D, TORAEZHLEL L LTROATN D,

B-7 7 ZADELCIAHEE v/ F A (Beta-Lactam Containment Control Program)

=3 U 8 (penicilling) . 7 71 AR Y 8 (cephalosporins) 35 KX M L% (penems) D
72 B-T 7 X2 APUEWE OE LA O FREEEN, REYITH D, FFC
Interim controls for the containment of beta-lactam antibiotics such as penicillins, cephalosporins, and penems are inadequate.

Specifically:

CAERH D VTRFERAE A T, =Y v B-T 7 Z AUERE R O R &N T
[CR LT, MR A5 2 &0 B D VIR X &ET% EIZHOWT, RIERR S
521 CFR 211.42(c) (5)], =V Y FHORE, M T X OVEEIZRET S 1EEIL, =2
BRLE 7N S YN B S U TU eV [21 CFR 211 .42(d)].

Failure to adequately establish separate or defined areas for the manufacture and processing of non-penicillin beta-lactam
products to prevent contamination or mixups [21 CFR 211.42(c) (5)] . Operations related to the manufacturing,

processing, and packaging of penicillins are not adequately separated from non-penicillin products [21 CFR 211 .42(d)].

A BEPIC, Foxr OEEHIL, MFEE . BB LOEMEI O LB Z 1T L T, RO,
B UIADICAEE) e FEREA B LT
During the inspection, our investigators observed inadequate containment practices regarding the handling and

movement of personnel, equipment, and materials as follows:

1. QCOERERE L, ¥ T NARIEB LOMOIERIIEHE T L7120, B-T7 XL (=
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BT AR BRORRA) R EIEB-T 7 X LR OBEITERL TN D,
QC personnel move about freely collecting samples and engaging in other activities (i .e., documentation)
between the manufacturing blocks for beta-lactam (penicillin, cephalosporin, and penem) and non-beta-lactam

products .

2. B-F 7 Z LG (R=Y Y BB Tyr AR V) Oy FREEEHGEGEIL, £
ORI 2 REXE D, HENEZE - T, REBEROEIEMICBEE L Tz,
Batch production and control records for beta-lactam (penicillin and cephalosporin) products were moved from

their respective manufacturing blocks through the campus to the administration building for storage.

3. B-FI7 X LDFELH (X=V V) rBIOE 770 AR V) (AT TEEEC, £ 2
TEHAEEE T, BEFTHENZ ABICBEIL T2,
Personnel that dispatch and work in the beta-lactam APl warehouses (penicillin and

cephalosporin) move about freely on the manufacturing campus.

4, 7 7 ARV UJFEEXXXXX D /N5 1 Kk O < {EE 1L, £ OKRITH KN T
72D, ZOEEENPMMO SV OO FRm EEHEIZEL TEBY, 20N, JEB-
Z 7 B NI AN DRSS E DN D D EBIER LT,

Personnel working in the cephalosporin APl XXXXX dispensing area were observed with powder on their gowns

and coming in direct contact with the outer surface of a bulk material bag that was then placed on transport

equipment that can enter non-beta-lactam areas.

5. BUEPMEN ORI 2 BLEXE~B-T 7 X LB L OB -7 7 F Db EWET 5720
WHERT 2 (Thbb7+—2 U7 ) LZOEERZ. ZOHENEBBICLT
SR DMMOMEHEL LMD TEE L TREX LT L0858 LT,

Operators and transport equipment (i .e., forklift) used to convey beta-lactam and non-beta-lactam materials to
their respective manufacturing blocks on the manufacturing campus were observed interacting with and in very

close proximity to other personnel that move about freely on the campus .

BAEEAEEICBNT, EiHE, B-T 7 ¥ L&/ T A KIS BT EEF T, 8550 LIk %
INFTF T =AM BHTENC,  (ZOIEEE D) EXRITHEZ I L OTIHEIL. XXXXXXXXXX T
RHOZ LT, BEROBRYAETHERE LIz, LLARNL, BHEEIZ, FROETOESHHE
DNCBRBE SN TWD Z 2R T HTDDOT — 2N RIT TS, £ LT, ERRZEIZEHMS SN T
WA FNEE (SOPs)  (Attachment #s 16[i] B L [ii]) 1%, 1EEENZDOELRNS EORIZ LT,
HENZFRYLZAT 9 N L CORRTRRNER RV, BIZ, ZOFIEEFIL, FEEOEK, 7T AT v
7Ryl BR— AR, BEOYESOPSICE R SN TWAIMMOEREZ, B-T 7 ¥ K{HEYRT Y —
T 22 L2 AL T HEROFIEEZFEH L TW722u,

In your response, you reported that personnel in beta-lactam dispensing areas are required to decontaminate their gowns by

wiping with XXXXXXXXXX when powder is observed on their gowns before leaving the dispensing booth with bagged
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material. However, your response lacked data to ensure that all gown parts can be adequately decontaminated, and the
procedures (SOPs) provided in your response (Attachment #s 16[i] and [ii]) have no instructions on how the operators ensure
adequate decontamination of their gowns. Furthermore, these SOPs do not provide the wiping steps intended to render
operator gowns, plastic bags, corrugated cardboard boxes, and other surfaces mentioned in the SOPs, free of beta-lactam

contamination.

T OBEEIT T D BALEIE TIL. XXXXXTO B-7 7 2 DRV ORGEERER O LT 57
WIZ, ZOHEOBH, EEMEORES. Fik, BIXOREROZRMOIERT 7 = > 7 OmEEHERER
ZOWT, frRano, £7o, BEAEFIT, £OFIAET, XXXXXTHR 5 2 L 22Kk L
TWBHIHBE T, B-T7 X L&EHRT HERGE XXXXXD 12 S5k L TRy, Ky ME)
[ZOWNT, ZOHFME T HXXXXXDHHEZ . 7R TOgHAEZE LTI 21T & TH D,

In your response to this Warning Letter, please provide an explanation of this approach, its capacity for robustness, methods

and qualification of the wiping techniques on the aforementioned materials to ensure decontamination of beta-lactam residues

with the XXXXX. Your response also failed to address the decontamination XXXXX effectiveness in neutralizing

beta-lactams on the items that procedures require to be wiped with XXXXX. The effectiveness of this neutralizing XXXXX

on different materials should be demonstrated through lab studies.

B. EfLOEH UIADEHBIONE=X V7 - T u s I n8F, =V, 77 AR) v b
DUV F DMEEDATRENED & HIRFR T O, =21 R (APIsTs & UM &4 5741
DRXIER B <IZIE, RO AT, F#ETH 5,

Your containment control and monitoring programs are inadequate to prevent cross contamination of non-penicillin
pharmaceutical products (APIs and finished dosage forms) with possible residues of penicillin, cephalosporin, or

penem compounds, as follows :

1. HCADE=4 D7 - T u 7T NE, I~ DEGEREOXX EXXIZB T 2 ~F% L (F72
bbb, A INXRL) BB-F 7 Z DFHOEMBEOIREOE=2) 7 (KEh 7V 7
LB E) BATHRN,

The containment monitoring program failed to include monitoring (surface sampling/testing) for residual traces

of penem (i .e., imipenem) type beta-lactams in non-penem manufacturing blocks XX and XX.

2. N ADOEEFETEHF ORLEA Z TV S Penem Block, 7213, D77y xR
DI 2 Bl LTV BBlock XXT, =2 U VB B-F 7 # BFHOIEB RO RO
Riit=2 Y 7 (77 8B 21T THRNY,

Surface monitoring (sampling/testing) for residual traces of penicillin type beta-lactams is not performed in the
Penem Block where penem sterile parenterals are manufactured or in Block_XX, where multiple cephalosporin

finished products are manufactured.

3 DI B-T 7 Z LEO KR OGeneral Block, F 77 I3 EE FEHA A2 HLE L TV 5
Penem Block XX T, B 7 7 AR LD B-F 7 Z DFEOIEMEOEGFORBE=4 1
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YT EAT o TR,
Surface monitoring for residual traces of cephalosporin type beta-lactams is not performed in the General Block,
where multiple non-beta-lactam finished products are manufactured or in the Penem Block XX where sterile

parenterals are manufactured.

4, NX=v Y rFERITET 7 r AR U CREEXE D B XXXXXXXXXXXX 258 L Teebt,
EBLOY VRS ERY HT RIS, EOBRYEEZ I - 72 SCERGFIE L7,

There was no written documentation reflecting the decontamination of materials, documents, and sample

containers prior to removal from the penicillin or cephalosporin manufacturing blocks through the

KXXXXXXXXXXX.

5. XXXXXXXXXXXX (R : Rlc it o4& Bbns) CORRYFIEICE R L XE SN
T2 IEDHENL ST u,

There were no written procedures established to address decontamination methods with the

KXXXXXXXXXXX.

6. HUADERT 07T AT, HOWEXBEIZIBNT B-TF 7 Z LOIGYHESL S T2
EEABZ 560, BFENFES (BEHE) ITOWTOFIEEZ S > TR,
The containment control program does not include contingency (corrective action) procedures when

beta-lactam contamination is found exceeding established action levels in the manufacturing blocks.

H1ED2008F4 A3 A AL, HEICTRE TEH LN, £ OBMEHFHAEL SET, 2,
Eﬁii\%ﬁ® RIEEH T 07T A (USAEL d i) iCHEIRTnD Lo, X=v v
H (T 70 B, amoxicillin), B 7 7 v AR U UHEH (T2 5, cefaclor, cefadroxil), 36 & UK A%H
(@"iﬁzb%\ imipenem)ix, & MIXIT 2EMEE R Y KIGHEZ > TWDH T & ENNRTEHIT, f

FOBH ORI 2 BEFTNICI W T, FE= D FER-77 4 A*”Ekcto\(%ﬁuj:@) B-7

7 5 D) WEOZXHE R SHEEENLETH D Z Lo, BEHTKmE L TWD 2 LaR
LTV, LL2ans, BhoFIEEFZ, <R MMEEHOEBEORFIC OV THRUE KO3
YTV T B ROTEY, o, M RBGESIT T, BETHTZ LTWoH =1 Uk
FOEZ77m AR VEIZOWTH T Y TR LTV o T,

Your April 3, 2008 response, although lengthy, raised many concerns. For example, your response indicates that you are
aware, as reported in your Environmental Control Program (Attachment 16 .d [ii]), that beta-lactam compounds such as
penicillins (i .e ., amoxicillin), cephalosporins ( i .e ., cefaclor, cefadroxil), and penems (i .e., imipenem) have human
sensitizing and cross-reactivity properties that require manufacturing controls to prevent cross contamination of
non-penicillin (non-beta-lactams and among beta-lactams) products in your multi-product manufacturing campus. However,
your procedures lack any sampling of production areas for traces of penem compounds, and various production locations

were not sampled for the penicillins and cephalosporins you process.

BIZ, BEHEEFRL, B-7 7 Z LEDP T TRO LN E W RGUT, EORRIZ L THHIGT 57
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BT 2 FlHA G ATV, S CIADER Y 177 AOFIAEL, FH CiAD DRz Lz
D, ZNERIELIEVTLREZEZLNETH D, REIIB-T 7 X DIGREDIFET D2 &13,
CiADDR0 A TH D 7DIT, BUEREICHERPFET 2 2 EI2O0 T, BRICEM L
LTHDTHD, Tk, ZTORBREREICRE SNEEEROZXHREZEZSEDLTHA I,
BFEOFNAEIL, FRAEVBYEL 2o TLRENIM ), 2 U TEROREILE 5 RONERD 120D

HIERRELZREST NE TH D, BT, TOFIEFIL, ZOHGEOREZTRD72DHOIZID N
%X?y7k\%@%@ﬁﬂﬁibkﬁ’%@%xf%#%ﬁﬂﬁw% W R ET DTS
RERT v T OREET RETH D,

Furthermore, your response did not include procedures addressing how to respond to a situation in which beta-lactams are
found in the plant. Containment control program procedures should include provisions for detecting and correcting
containment deficiencies. Beta-lactam contamination on surfaces alerts a firm that contamination is present in the
manufacturing environment due to poor containment practices. This can lead to cross contamination of pharmaceutical
products that were exposed in that environment. Your procedures should require adequate investigations to determine the
cause of a positive residue finding and the extent of any contamination. In addition, the procedures should define the steps to
be taken to determine the extent of the contamination and for identifying products potentially affected if such a breach

occurs.

R EIVIRNC, IROFIIZE LT, 200647 H 225200843 H £ TOMIZITo7Te~=2 1 VHB X
Ot 77 m AR Y VHORGFERORIETT 7 2 A A2 b TOWE SRR R o2 P’
T LBIMERPLETH 5,

Aside from the above, additional information is needed regarding the validity of the reported negative test result findings
from the site assessments for residues of penicillins and cephalosporins performed during July 2006 through March 2008, as

follows :

i EfEEEEE, REORBRD, HROBEDO LN LVERKMRT D52 ERHRDZ 2Rt T —40
RIMLTWD, AUy 72X DREY T Y 7 OEGAAEIL, %ﬁ@ﬁ%ifﬁﬁbfwé
BTCOEA TOMERBIZONWTOR=VY VHBIOME 7 7 AR VEIZELZEOTH
L2 EERTRETHD, Fo, RlnEUGHA L, Block XXIZIW N THEE L T2 XXX D 4 i
D77 r AR AEEHOEL A NFET XETH D,

Your response lacked data showing that surface testing is capable of reflecting true levels of contamination. The swab
surface sampling recovery studies should establish that a valid swab sampling technique is in place for penicillins and
cephalosporins on all types of surface substrate material mentioned in your firm's reports. Also, the surface recovery
studies should demonstrate recover of the XXXXXX different types of cephalosporin compounds processed in Block

XX.

BEAEOEIEEIL, XXORGED I LD 2007 — X 2 52 B TWHIZ|E 720, o7V s
FiEZ, ZOWEEEMER LT-RHN OOV T o ZIZONWTRETRETH D, NI T—
varoOF—4XF, REV TV U TIHEROBED LNV ERMTLZEDTELZ L, BX
OB TNV ERR LA FORE DD OBEINE R 2 EZTe_&E Th D, BIGREORFIX, &

™. T7IVT-Y)a—2a XM RS RER



Ak L
=

L (Warning Letter) 2008 4E 9 7 16 H WL: 320-08-03 (T 237 v — « FRH) Page 7/23

FEEIZEFIC TR RSNV,

Your response only provided data on 2 of the XX products . The sampling procedures should address sampling from
qualified surfaces. Validation data should show that surface sampling is capable of reflecting true levels of contamination
and include the percentage of recovery for each type of surface sampled. Recovery study results should be provided in

your response.

Tr i, EEEOKRIR, BER—H, BLOHEETEL L TOWLMO X A T OW)ih DR %
LEOREM D B-T 7 & LHERORENRETIT 2V s BEEZ L TWD, B2, 7Y
I L TEENREST D@L, T O>RKXNRbD LT RETHY, OV —A | -
AR EGLRETH D, BELEY 7Y U TEINCE L TOESMEL, HihoRI%EE
THEALRETH D,
We are concerned that it could be difficult to detect beta-lactam contamination on porous surface materials such as
operator gowns, corrugated cardboard boxes, and other types of materials mentioned in these reports. Furthermore, the
sites identified by your firm for sampling should be sufficient, representative, and include worst case areas. Justification

for the selected sampling sites should be provided in your response.

i P id, 22k B/ %iU%ﬁ@#/7w%ﬁ%LkF%K%LT EttoEZEETHRESH
% A

RN SR Z R > TV D, T2k 2IE, ZBROY T IE, RIEFE D HENALDXXXXXX 2N S
NTWDD GREE : LR #E S T D L oEEN?) | SRIL I ZEXEPFEH S TH 2w ([E1%F
FEEIH A S WA ORER S E 72, RO BALOXXXX THE ST D28, SREL L - H A,
BEHLLIWVIIEGENEO XA T O#EN 2 ([BEESE BERR) |

We are concerned about the units reported in your response letter for sample test results of air, product and surfaces. For
example, the air samples were reported in surface area units XXXXXX and not in the volume of air sampled (see
response page 51). Product testing was also reported in surface area units XXXX and not in weight, volume amounts, or

dosage type sampled (see response page 50).

K7V 71T XXXX GRIE : BALORFL?) THE STV D A, XXXX GRIE : Bifzox
ie) TRV (FEEREEZR) . ATV T TOLY RERY 7Y v ZwEE, 53R
5 EVEEEOD D GUE iR 2522, BRIV REDO 2 77 A0 BIX, 20
BREICRB TRV EZ BT 226 THY o7V o THBEMNNSS DT L
X, BHEHOMEFMEDR TR LICEET LI ENHEETH D,

The surface sampling was reported in XXXX and not XXXX (see response page 52). The larger swab sampling area
provides more reliable detection of contamination. It is important to note that the purpose of the swabbing program is to

detect low levels of a sensitizing drug in the environment and sampling smaller areas may not ensure detection.

B-T 7B LFEROERENFELRN E2WmE L2 eoflEm T2 2 0 b (BIEES2E A

ZM) #HD1p AR, FOXRBEZRGELZZ LICELT, EHoF0ESHEOHAICE LT,
Fx (FDA) IIBA5EZE->TWS, BIZIZZOTEAA L ME, B-T 27 Z L0y FRIETE,
EARE LT ERREE EHXEICEELTWS) 1L, 2008FED2A 12, B-T 7 X LAiEYD
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JEBFE A L7y o 72 & i LT B [Attachments 16a (iii) 75 16a (vi)EZ S ], L LR
B, H1hD2008F-D3A DML, FMIRERLRY L, B-T 7 X LIGRRITONVTHE, 7
T AR N EATH T2 Z & BTV S [Attachments 16a (viii) 3 XY (ix) &2 &),

We are concerned with your justification for decontaminating an area a month after the prior site assessment reported no
traces of beta-lactam contamination (see response page 52). For example, this assessment reports that the archival room
that stored beta-lactam batch production records (located in the Administration block) had no traces of beta-lactam
contamination [Attachments 16a (iii) through 16a (vi)] in February 2008. However, your March 2008 reports states that

the archival room was decontaminated and re-assessed for beta-lactam contamination [see Attachments 16a (viii) and

(ix)].

iv. EAEEEE B0HHA) 13, EN=2 ) UG ONR=2 ) B HWEE T 7 u AR Y RO

BRI R BRIE. BRIRELL T ORER (Fl 2 1T=2 U 220 T XXXXXXXXXX) T
HolZ LERLTWD, TxITEMHRIZEZEICOWTHEEZE> TS, &) DL, o 8-
ZU LGP BR-T 7 X LAORBREITEAEIX, BEIX, EEPBEEH LTV
XXXXXXXXVE LD &6 K0 & o Lo FiEmas nEL+506Tho, (HEiEA21CFR
211 176D, FDADSE AL Lo BB LI FiEEEH L Tnbh Z &2, A IFER LT
5, ) LMD, EftoREEE T 1 7 Z A (Attachment 16d (i) THE L TWbH X9
12, ZOEFICRESNHEZ, RoNZEOBGETOKSHOL= Y VEOBHIZRE
SNTZHDTHDH, FNDZIT, END GRIE : REEEARH B E 9 k) NLAETE DENIT
B 63, ZoHETHEYTRY, Zo%EEITH 2 5ERZE T, " GUE: oFop-
F 78 PEOELE) ZRBRTAZE BTy 2R VR OR= ) VEEREDIE
WERND Z &, FRESF a2 LMo EE SRR O® 7 7 v 2R Y VR ROERR
ERRDREBEEGEDLIMNEINEN) ZEEHRTRETH D,

Your response (page 50) indicates that testing of non-penicillin products for traces of penicillin or cephalosporin

contamination indicated results below the limit of detection (e .g., XXXXXXXXXX for penicillin). We are concerned
with your response since testing or residues of beta-lactams in other beta-lactams usually requires much more
sophisticated test methodology than the XXXXXXXX method you are currently employing . (We note that you are using
a method similar to FDA's codified method under 21 CFR 211 .176). However, as reported in your Environmental
Control Program (Attachment 16d (ii)), the codified method is limited to detection of a few penicillins in a limited
number of products. Therefore unless you can demonstrate to the contrary, this method is not appropriate. In your
response to this Warning Letter, please indicate which products were tested, and specify whether testing included traces

of penicillin residues in cephalosporin products or cephalosporin residues in penem products or any other drug products .

BRI IR & 4TV B Contamination Control and Risk Analysis [Attachment 16d (i)]i%. = @
EHOLFLOEHE 1 TERL TV 2 ETORMIZEENTND B-F 7 & LEREE OIE R D
AIREMEIZ DWW TERY BT Tuh7auy,

The Contamination Control and Risk Analysis provided in your response [Attachment 16d (i)] failed to address potential

contamination between beta-lactams to include all the deficiencies mentioned above under item 1 of this letter.
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Yy FRGEEHTGEE T, RELESENAy TFoORE L FRICH L TEaliFR[21 CFR

et
B % & 8  (Production Records)
2 NN

211 .188(b)] % aE LTl 7

Batch production and control records do not include complete information relating to the production and control of each

batch produced [21 CFR 211 .188(b)] in that:

A

FEFSEREIL, U077 > MW TRl U 72 B O Sk ESR 6 o Bl T/ Vit L
EA LR o EEME 21T EMEO XE(LEIT> TR, - ¥4k Penicillin
Block(XXXX -Block), —#%~7 1 v 7 (XXXX Block) B L Okt 77 ARY v« Tav
(XXXX-Block)

Production records failed to document weight or measure of excipients dispensed and used in production of

non-sterile finished drug products that are manufactured in the following plants: Semi-synthetic Penicillin

Block(XXXX -Block), General Block(XXXX Block), and Cephalosporin Block (XXXX-Block).

CFE e, RERHEEIL. MEAOBEERMEITFHEMENELWZ LAHERLDOLT D

D, F_HITL DR (second person verification) 73 XALTUNaWY,
Production records also lack second person verification to ensure that the weight or measure of excipients was

correct.

- WA OB O T T ANy FROGEHEF L, BERFREZ RO TWD, fliE, R

ERH AT I-F%EE (B OL4RITERIZA =y AR EN TV AR WL, B TA
ZLTAA TOAOHEREEZI T T21EEE (B O4FiEidA =y vy v biiliahTn
RV, ERDDOR-FE T ANy FiE, ERSALHT B FE(ANDA) D EAFE R LTI SN T
W5,

Media fill batch production records for sterile finished products lacked complete information . For example, records

did not document the name or initials of the individual operators who executed the manufacturing instructions, nor
the individuals who performed the visual inspection of the media filled vials. These media fill batches were submitted

in support of the ANDA.

CF e, BEFERORE M TARE R EIL, BERXXXXD SRR EZIT o720 E 5 )

EAE LT, TOORHIFTETAN Yy T, fRELHTSE H §5 (ANDA) O A1
LLTRESATWD,

Media fill batch production records for sterile APIs also, were incomplete in that they failed to document whether the
required XXXX integrity test was executed. These media fill batches were provided as supportive information to the

ANDA.

EfEEET, ELOSEES KL, 2% O OBET 5 FIFIZ OV Cifim L TV 2 D12

=R

D

yKETIGICHA L7222 TONRNy FOREGLFHFEICOWNTT B A X 2 RABMTHOILTVRLY,
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ZOREFEEIL, LT T P TRE LS O T, IR O EHES ORYE TR & L 72l Al
DOEEMFE IZIXFHEMEDO CELE RVTWWD, 240 Penicillin Block (XXXX Block), —#%Block
(XXXX Block), 33 & Ot Cephalosporin Block (XXXX Block). 4 MFe#k Tl Blocks XXXX T
WSy F () 13, RO ZOICKETSGICHT ST b, BEEZITLETONY
FIEALTT R A FESNy GREE: £ LTEDT XA MEREBME SNV, )

Your response only addresses procedural improvements and discusses some related training. It failed to include an
assessment of all batches shipped to the U. S. market with production records that lacked documentation of weight or
measure of excipients dispensed in production of non-sterile finished drug products manufactured in the following plants:

Semisynthetic Penicillin Block (XXXX Block), General Block (XXXX Block), and Cephalosporin Block (XXXX Block).

Our records indicate that batches produced in Blocks XXXX are being shippe to the U.S. market for distribution. Please

provide an assessment for all affected US batches.

AREKIEE  (Failure Investigations)

3. HfhD (REKHED) FIEEIX, 2Oy FRBEICH SN TWADNE I ndhlé LT, A
yFFELITFORKS (2 R—x%2 k) IZOoWVWT, S TWARWA—2 (unexplained
discrepancies) & 5 VMIRBRICOWVWTIRSRBEN STV,

Your procedures do not provide for a thorough review of unexplained discrepancies or failure of a batch or any of its

components to meet its specifications whether or not the batch has been already distributed [21CFR 211 .192] .

A 4 ODIERFH NS v FOMEMERESIX, YT ORTREYRHETHD,

Sterility failures of four sterile API batches were inadequately investigated, as follows :

1. XXXXDKDY > T TR BT AEMN, HROIFETH 2 & S IRAFEIZE -
TRt A HED D TR, ZOHEIT, OSBRI YN Y T OBEEENES 2D O
OYBERE ~OBIHATT (Z OB E I LUV E TORMAT) ANRES TR,

The investigation failed to confirm the root cause conclusion that microbes found in XXXX water samples were
the cause of the contamination, in that these isolates were not shown (characterized to their genus and species

level) to be related to the batch sterility failure isolate XXXXXXXX.

2. UR%IRAL, FRE EMECHE L TRV, 200749 4R OREREEFIL, T4y F 0
BAxDPOLOGEEEIX, BELOHO L~V ETHEIZFEELZ] EORIEMARRLEZ LT
Wo, LinLeint, MEFEMEARGE & 72 o 7R3N » F[Batch XXXX]D—27 6 D5 YLH
. BB LOED L~V E TORESS 2 LT 2 & TfEZR Y,

The investigation failed to accurately report results. The investigation report dated September 4, 2007 inaccurately
states that isolates from each of the 4 batches were further identified to their genus and species level. However the
contaminant of one of the API batches that failed sterility [Batch XXXX] was never characterized to genus and

species level.

™. T7IVT-Y)a—2a XM RS RER
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3. RERB L OMEREE OMAENE=2 Y L T OV L T ONTORRN, EERERO R
HREREEICHY EF O TOR, Fox (FDANL, HEHEos M B S kN o 1R 2
FH. BESRB L OERN OOV TR THEL, £OWMAEMZREL TS
ZLITHEALTWD, LOLARRG, ZRLOT =X FRHiiRtHER S TR L,
REAFHEREEFIL, ZORBRERELTND,

Environmental and personnel monitoring microbial sample results were not addressed by the sterility failure
investigation reports. We note that your firm collects numerous samples with results from personnel, equipment,
and air, from within the sterile API production area, and identifies these microbes. However, these data were not

assessed or reported and the failure investigation reports are missing this testing.

Z OFRAE TORAFR ORI LT, FDA 483DBIEFHIXIT 5 HthoRIZEEIL, FIE
®%E%ﬁ5:k%%ﬁbfmé ZOFIMEDOEFEIL, kO BEEBRAE G2 & 7255
. TCOMETONBEHEO D RFEMN 2R RO LT DD EDTHD, LinL
ﬁ# . EHEEEEL, EERBROAANE L o7 4 DDOFEEAN y FOREEMAEN, D
BRIC L CoEil L7z oy, REORAKRIFIR 2 HRE LIz Z & Z2fgsd Lo, £ LTtz
IEHE S L OVP B Y FAT ST DT DN TE & L TR, HEE OJFH N 7 F-XXXXXXXX
DFLERDANIEMET K 2 EFEEEFIL, REVBTRETHY MOIEWTH D Z L 2N D
ZOIAT > TV D EHIT OV TE R L TR, FERIZ, AMEEHEREE THESNT
WIRWT — 2T D BRI T, CKETSICHIR S 72 Th A 5 o ERE G O fbE & B
FBLTWDHRBREDT — % OFFEIZE L COFDADIRERFIHIZE K LTV vy, HhEE
FICF I oFHRELHE S,
Your response to the FDA 483 observation concerning the root cause conclusion in the investigation commits to
implementing procedural changes that will address future sterility failures to ensure full characterization of
investigational isolates. However, your response does not address how you intend to complete the failure
investigation for the four API batches that failed sterility testing, to ensure the root cause for the failures is identified
and appropriate corrective and preventive measures are implemented. Your response to the inaccuracy of your
records for sterile API batch XXXXXXXX does not address which controls will be implemented to ensure
completeness and accuracy in reports. Your response to unreported data in failure investigation reports also does not
address FDA's concern on the existence of unreported data associated with the manufacture of other drug products

that may be in the U.S. market. Please provide this information in your response.

B. XXXXXXXX D H AR AR A & 7 o 77 2 DO IEME A& HL S 0 St COFEIE L. kD A
THENAR TS TH D,

Your rejection of two (2) non-sterile finished product batches for failing to meet release specifications for

XXXXXXXX was inadequately investigated in that:

1L 2 b LERAZHRE LcRiek b RIEHEZ1T o 72 &L ORLER O FE L TH 720, Fl 2,

)

WHARERSEEIL, T LEFREG, ZORKREZFHRDLT-0OD 7 0 —7 v 7D HEL
B L TUV7au,

T7IVT-Y)a—2a XM RS RER
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There were no records identifying assignable cause, nor implementation of corrective measures. For example, the

investigation report did not identify any assignable cause or follow-up measures to determine the cause.

2.%®%$NV?®Ny%@%ﬁﬁi®%Efﬁ XXXXXXXX DRI OFF Bl & 72 (35
BEAS, HF% 2 OO REN Y F Oy FRIETHFE B S TR L2 /o7,
@'fﬁi&ﬁi Z DR B A T SRR S LTV,
Review of the batch production records for the rejected batches found that the actual weights or measures of the
XXXXXXXX excipient was not documented in the batch production records of the two (2) failed batches. This

information was not noted by the failure investigation.

B EEET, xxxxxxxx@ﬁf&ﬁéﬁﬂ@%[5%30)@%@? TATFHRAE DY, Ny FREEGHRE ISR S
NTWRNZ L BIORAEEMERETFICHRY LT TORWEH 2R TRy, fldEdEo
FRERAE & 2 W FHRAE O # O KA, i%ﬁ@ﬁbm;#%®2o®fp Dy MTNFT
ENTZ L OMERZGT T D, FIZ, E1:00200844 A 3H A EIX, MERIEAFT (Quality
Assurance Unit) 73, HRAJGIA &t i 2 K S OFEREEDO L B a— @i oo ThbRALC
LR MO Z5ET S BERGEITIE, 2008$4H HETITZOMEELMET L L &
R LTS, ZOFEMICHT 2 EAOEZ I, ZofFmzimii sz,

Your response failed to address the reason the actual weight or measure of the XXXXXXXX excipient was not documented
in batch production records and was not addressed by the failure investigation reports. The lack of weight or measurement
information in records prevents verification that the correct amounts of excipients were dispensed for the two failed lots.
Additionally, your April 3, 2008, response indicates that the Quality Assurance Unit will complete a review of other
investigation reports lacking root cause and response action, and supplement these reports if necessary by April 30, 2008.

Please provide this information in your response to this letter.

BB EEFY  (Quality Control Unit)

4.&£% #5F (Quality Control Unit; QCU) 1%, & Ofifk, ik, 7' rt A, Bk L OVEEIN,
BLOHEREOFH (APIs) &EHERL, WEB L OMEN AL T DHKICEEL T
HIZLEMEFRETHDICA T4 THH[21 CFR 211 .22], Zi & R URIEN = ol cilid &
NTJRFIZ S HTITE D,
The Quality Control Unit (QCU) failed to ensure that its organizational structure, procedures, processes, resources, and
activities are adequate to ensure that APIs and drug products, sterile and non-sterile, meet their intended specifications for

quality and purity [21 CFR 211 .22]. This same issue also applies to APIs produced at this site.

A ZOFEMOEA2A TR I DT, FHEHEE O KR L 72 EHA O RAEH 5 Vi
FHFEMEICE L TREaEAAERTH LI HEO LT, MEZ M (QCU) X, i@y iz,
ERLREICEL 21TV, KRBE LTV,

The QCU regularly signs off and approves production records although the records are incomplete for weight or
measure of excipients used in non-sterile finished drug products as reported under item 2.A. of this letter.

. \ .
i J7AvvYa—ar X HRREBER
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B. QCUIE., XXXXXXXXDIEHE LI L O =214 U7 GRIE : 65 & IZIER UEK) %257F
fili LTV, BIZ, QCUIE. XXXXXXXX 7> B 4 1 Fe 1 (X s~ DA 35 I Oschi + D12
Az Rl L Th7any, ZOMEFETAKEIL, ZOFEMOED.2HITHE L TND & 91Tk
AR R 2 ]SS 55T CTh D,

The QCU failed to evaluate cleaning and sanitizing of the XXXXXXXX. Additionally, the QCU did not evaluate
microbial and non-viable particle ingress from the XXXXXXXX into the aseptic filling areas where finished sterile

drugs are processed as reported under item 5.D.2. of this letter.

C. @wﬁ\:@%%®Mx%i@3aﬁmﬁibfi5l ﬁﬁﬁ%@%iﬁxﬁé\ﬁ
FOEEFH RGBT 2 AR A EGHERESEL, MEVICEA L, KRBLTND,
The QCU regularly signs off and approves inadequate failure investigation reports related to sterility failures of sterile

APIs and rejections of non-sterile drug products as reported under items 3.A. and 3.B. of this letter.

EK\%%@HMA%K%WLtKﬁﬂﬁ%ﬁm@&Kﬁé%E B3 ML, 20064E3H 2 H
ERGEFTIC xR L CHAT L2 LARTOFDA-483 TOMMBLIZHELI T2 b D TH D Z L1z, Frex
@DA)i%ﬁdx@né il 21, 20064F2 1 27 H ~3H 2 HIZAT » 72 pi O AZRIE, 65HH OFDA-483
ZAELTWD, TR, NETIZRNEAGREL . oFrlBGiaE &Ny FRIETLHREOE RO
RMBEEND, L, EED ZOREFT TOXE(LETFHEDOLY FRZIES A THRNE D
AELTH S,
Furthermore, we are concerned that deviations regarding inadequate recordkeeping and failure investigations cited on the
current FDA-483 are similar to the deviations from the previous FDA-483 issued to your site on March 2, 2006. For example,
the previous inspection conducted 2/27 - 3/2/06 resulted in the issuance of a 6-item FDA-483, which included inadequate
failure investigations and lack of controls for analytical test records and batch production records. It is evident that your firm

has not corrected the documentation and investigative practices at this site.

FDA-483D#IZ2HIH & o LAgT o [EI& E X, WA EREFT (Quality Control Unit; QCU) 73,
ML E LTIEL TR LT, o OMERFEE MEEFROBEEZ R L TNl e %
ALTWS, Fx (FDA) 1, &BfhomEIZE %Hé%gﬁ%%&%?ézkmowf\ﬂﬁ@
ﬁ@@éﬁﬁ%ézk%%ﬁbfwéobﬂbﬁﬂ . EHEEEET. BREVS DI n—
FVIREIEZ E e LTy,

The FDA-483 observations and your previous responses indicate that the Quality Control Unit (QCU) was not
independent and did not properly discharge its quality assurance and quality control responsibilities. We recognize the
commitments to improve the quality organization in your response. However, your response failed to address global

corrections to prevent reoccurrence.

MEBRIEEIC L H/E¥E  (Aseptic Operations)

METHDLZ L HHAE LTV D EEL X OUFREOMAM GG %2 T2 D FiEN, A

-~
™~ TFINR-V)a—av X HRRETRAER
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XEENTELT, Mo, BEEBEEOETIZRANY 7 — g UM ThiuTuviely, [21 CFR
211 .113(b)]
Procedures designed to prevent microbiological contamination of drug products and APIs purported to be sterile are not

adequately written and followed to include adequate validation of the aseptic process. [21 CFR 211 .113(b)]

A BHEFETIOEAOTREAY I 2 b—v gy (AR L. EEoTRS DR
WHEZ Y I 2 b= F LTV, &) DX, 20054, 2006435 & 20074 17 Hi 753K
BRIZ, TR 3E D T 0D XX XXX XXX D — 8 D ALER 7> 5 XXXXXXXX F T D [ 0 XXXXXXXX
DB —F T« T A HNEEE DD o TV D) & B FREERER IZ 5 D TWh7Ruy,
Process simulations (media fills) for sterile APl processes do not simulate actual commercial production procedures in
that the 2005, 2006, and 2007 media fills failed to include a media fill with the operator held XXXXXXXX product
loading lines from the API sterile XXXXXXXX train to the XXXXXXXX.

B OREED, UET LB EERR T 0 s a— AR, BEZZOn—F 127 - A v hE
ATND EREEL TWD, EFERIEEFZ, £ 08 LK e B2 R T20084°5 1 15
HETIZET T2 LN TWD, ZIUTHBED LT, Fox (FDA)E, Z 45 OB FE SR D %
ERERITOWT, £ D% DO FFHHREZ 2T B> TV,

Your response indicates that the revised media fill protocols now include the loading lines. Your response indicates that the
new media fills would be completed by May 15, 2008 in the API facility, although we have not received further updates on

the conduct and findings of these media fills.

B. MEESA (BEEESS) OB EREORM BRI, MR EREE OB 2 R AT 23 A # )
ThoTe, DFE Y FETANA TV (BEIE) MR ST 2 ORFHEFEE/ESE ST XXXXXXXX
STV, ZOBEZREM (X 1k 5 2 LANAMRERER) RXFEZ S THARY,
FEHE S NI A T GERIRBALEEG Do T b D) OHERR & B, mofdr) 7B 7e
HERERISHT DR 25205060 L5,

Media fills for parenteral (sterile drug products) filling operations were inadequately performed to qualify aseptic
processes in that documentation failed to include the specific reasons (assignable cause) filled vials were removed and
not XXXXXXXX during the media fill operation. The removal and destruction of filled vials [integral units] can

present a bias to the final media fill results.

HAOREFIT, BIESNEMFEERR 7w b 3 — E7EN, BB ER P2 To
FEHE L2 HALRZRIC oW, (RBFEZ) SHE T2 Li#i L T\ D, BEREFRIL, HEH
TEER 23UV T, 20084E4 H30H £ CIT, Fifo R AE T S5 LM TW D, Ll
%\%ﬁ®%%ﬁ£ﬁﬁmow1\mﬁ%%%%&bfw&wo

Your response indicates that the corrected media fill protocols and procedures will account (reconciliation) for all filled units
during media fill runs. Your response indicates that the new media fills would be completed by April 30, 2008 in the finished

dosage facility. However, you have not provided updates on the latest media fills.

. \ .
i J7AvvYa—ar X HRREBER
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T HRAETAIC LD B T O XXXXXXXXDIEFE D AND T (v =27 1) 1KMW HL
WL D FNAT, AR MEARMEE TOMEEDLEHNBE SN, Zh62id, UTFO%HEH
WEFEND,

Various instances of poor aseptic practices were observed throughout the manual unloading and transferring processes

of the XXXXXXXX sterile API during aseptic processing. These include:

1 &% L CWOEREE N Z DIMUDRIE 2T =5 A T 25 Z & 75 < XXXXXXXX A — A
AEOR D Z & BB LT, T OXXXXXXXX A — R DIMAIFE T 1L, XXXXXXXX D HE
JRdR L ERRICET 2D TH D,

Production personnel were observed handling a XXXXXXXX hose without sanitizing its outer surfaces . The

exterior surface of this XXXXXXXX hose comes in direct contact with the XXXXXXXX sterile API.

2. (EEENSEOERRE, M, NUOBARE, BLOT—7AEROH o720 it
VT HOEBE L, ZNBIE, =41 V0 THIThd D XXXXXXXX TIERIZ ST
WRho T,

Operators were observed handling or touching various work surfaces, equipment, small stools, and tables, which

were not wiped with sanitizing XXXXXXXX.

3. XXXXXXXXD R7 XIIXXXXXXXX DA FRHE S, FIEETERINDL LI L TH=
AR LT Z & DOCEAL LT3Rk DMEAE L TR,
There were no records to document that the XXXXXXXX door or external surfaces of the XXXXXXXX are

sanitized as require by procedures.

 XXXXXXXXDEETF 2 —T DANDTF (=2 T V) \ZK DML THRR, K& EEHIRL D

BEBEECLDIDETATA VA~ EBEHFEROBEBEECLIBEO L LTO
XXXXXXXX & 5 D BDANDF (v =27 0) ([ZEDMABILTHIT S, MEBRIELIC
L DERA DT TATOEF R EHEBFEZ L DFEEH D WITHIEDOKFEO R 285 L
T2o TNHITIZLL T ORRBRFENEG EN D,

Various instances of poor aseptic practices during asetpic parenteral filling were also observed during the manual
installation of the XXXXXXXX transfer tubes, and the XXXXXXXX flowing device as part of the aseptic transfer of
the sterile API (in the XXXXXXXX) to the finished dosage aseptic filling line . These include:

1. XXXXXXXX & FE ARt ol O MR EEIAIC K D288, MEEE L. XXXXXXXXD
Y= H A XL TR WXXXXXXXX F i & BRI BT 2 02852 Lz,
During the aseptic connection of the XXXXXXXX and electrical connection, an operator was observed

coming in direct contact with the unsanitized XXXXXXXX surfaces of the XXXXXXXX.

2. MR EAMEEH OES & M EEIC X DR 21T O Kikid, XXXXXXXX D FH| T,
MNOZDXYXYXYIZIEFIZHENT L TALE LT e, ZOXYXYXY T, EE (LD YA

T7IVT-Y)a—2a XM RS RER
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=HAZXHBHKRZNEDOTHY, ZOXRIKTEHRET L Z &1L, HREsl R
REMEDY B 5

The aseptic equipment and areas where aseptic connections were performed were positioned below the
XXXXXXXX and within close proximity of its XYXYXY, which were not cleaned and sanitized, exposing

this area to possible contamination.

3. ¥lo. = A AL TRV LY | EBEBIFEEIC L D FRBEEET OB 2
I BEET D, BRI, 778 R « R E L UXXXXXXXXA™ B O B DR AL K
L1592 D I RENE)

There is also a contamination risk during aseptic filling due to the unsanitized equipment ( e .g., possible

contamination due to ingress from access panel and XXXXXXXX).

iR 5D 2THIZ KT % HALEIZ L, XXXXXXXXDIEFLES LY =7 4 B— 3 v OiE/ &
EfELZEZ TWDH EICBbnDd, LrLRRL, EIROXXXOFH BiF, BLOFTET 1
OHEVICHLIELTND 2 EE, RBOBT, 2O FiX, BAEMSR T DOIEYRORA
EPRTHILOTH L, EHORIEDL, BMEEADOADOTF (v=27 V) 12X 0 WREBIEEIC L
LR, Bkl LOTEH T O, —J7 A5 & 1SO XOARTEDHERFIZ DU T XXXXXXXX DAL (.
DEELZIY LT TH720,

Your response to 5.D.2 above appears to provide adequate corrective actions for the cleaning and sanitization of the
XXXXXXXX. However, the lifting of the XXX above, and in close proximity to the filling line, is unacceptable. This
practice promotes ingress of microbial and non-viable contamination. Your response does not address the effect of the
XXXXXXXX position on the unidirectional airflow and maintenance of ISO X conditions during aseptic manual connections,

transfer and filling of sterile product.

E. XXXXXXXXDF 15 & XXXXXXXX D B JUHE U B ediefih 4 2 F AR L ORISR
WY THY  ZNOFEZEEHThHrOo M nY =7 Y —DIRMEZ  FEFITHERF TE 7220,
il 1%

Utensils and equipment that directly contact sterile API during transfer and XXXXXXXX of the XXXXXXXX are

inadequate to ensure that these APIs are maintained sterile and pyrogen-free . For example:

1. KIEDXXXXXXXX D i DVEHEER 32, fOMDERRLAN D H Z ENBlE Iz, &
(2. RIEDXXXXXXXX DN RV EERDENE 7 T v 7 i3 2T, ZNDHDRRT T w7
. T OXXXXXXOWE P ZE - ST b D Th D,

Several pits/holes were observed in the weld at the end of the large XXXXXXXX. Additionally, there was a crack
observed between the handle and the end of the large XXXXXXXX. These holes and crack create a challenge for
sterilization of this XXXXXX.

2. INEDXXXXXXXX (BIFF [Product Uniformity Tool (RISFEAER) | ) IZHOWTCRt#ET
%SOP (FMEE) & ZRENIEE L TRV, Z ®Product Uniformity Toolid, XXXXXXXX

™. T7IVT-Y)a—2a XM RS RER
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DTRRIZBWTHEFFE L ZMT 260 THY | BHANIH A 2Pz ALY T 5
DTH %D,

There were no written standard operating procedures or records documenting that the small XXXXXXXX (a.k.a.,
"Product Uniformity Tool"), that contacts sterile API during the XXXXXXXX process, was depyrogenated prior

to use.

Ettol&EZIL,  [Product Uniformity Tool (BlSEEE) | 12OV T, %I‘%‘%i:ﬁ}éz\‘% B EN
WER D TREMERER 21T 2 ToNBE DB A2 TV e, & TOREER JOBEREIC W T, BER,
SO ARBEE R TR DB RN D D DT B AA L F & EE% AP (RIEY) 722 b
DIZHT D WED D\ WITEYRTZIR EFEREZ FF D b D~DZHR) Z1RH Sz,

Your response failed to include the actual depyrogenation qualification of the Product Uniformity Tool. Provide an
assessment for all utensils and equipment to determine possible effects of inadequate design for use with sterile products and

a corrective action plan to ensure repair or replacement with proper design and function.

6. BUE SN (EERBRENR L OESEED) KIEIZBT 57550 5 WITRERE 21 <72
DEFRD ER S O BRI XD ROEICBEE S D #8EL L TIEXMAH 5, [21 CFR
211 .42(c)(10)]

The controls to prevent contamination or mix-ups in defined (critical and supporting clean) areas are deficient regarding

operations related to aseptic processing of drug products [21 CFR 211 .42(c)(10)].

A TERAIOFEZEICFEHAL T, RE—7 « XY=V OFREMTDITNZRY, DFED | AT L
FE T AR DFERR ST STV D KI8T D4 OIEET OBEIRISME T2V T, B JE2D
TO—HRNE UL 2R EZ LOERPGEH S Tnhizny, filzid
For parenteral operations, smoke studies were not conducted to demonstrate unidirectional airflow and sweeping
action over and away from the product under dynamic conditions during numerous aseptic operations in classified

areas of the vial filling facility. For example:

- EREIFEL DN TR, T DXXXA DGR DGO ER 72 | XXXXXXXX TIT 4L TV S FE %
@A@%(vz:?w):iéﬁ%ﬁ\x%~7-ﬂ&~yﬁﬁﬁﬁbn1mﬁwo
Various manual operations performed with the XXXXXXXX such as dispensing sterile API and connecting

equipment to this XXX were not included in smoke studies .

2. KRS B G20 X5 fthoEZE L hOF (=27 )b) I[ZXDERBIFEEIZLD
¥ (ZAUiE, BEBREEBIEEIC LD R CAMEEFOR TAMGHZDOT 78R -
KNVORMA S ET) 1L, RAE—7 « NE—PEBTOILTNRN,

Other significant manual aseptic activities that can affect airflow, including opening and closing
the fill equipment access panels during routine aseptic filling operations, were not evaluated in

smoke studies.

™. T7IVT-Y)a—2a XM RS RER
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3. fEEFOITE) (Bl21E, 1ISOX BE W ISO X KIk~OWfd ADOTFIZ L Hi%) 28, —
FRKIRD /S — 2 2B 072N 2 & R T 2 72O OFHli 21T > TW Wy,
There was no evaluation performed to demonstrate that personnel activities (e .g., manual transfer of material into

or out of the ISO X and I1SO X areas) do not compromise the unidirectional airflow pattern .

4, XXXXXXXXXXX )5 DKELGRAS M B B R XN O TR B AU I B2 2 M IF LT
WRWZ L ZFEHT A7 DOl 21T > TR U,

There was no evaluation performed to demonstrate that the horizontal airflow from the XXXXXXXXXXXX does

not negatively impact upon the vertical airflow within the aseptic filling areas.

BEFERIEEIT, T B LORTARIBEOEF O TOREBIEEIC L DEELEDHT2DDK
Wi s — R EAT 5 -0 DESERR 7 ha— L EER LTS Z L, BIUOEORBRE 7
ATRETDIEDEE LV ERBHL T D, BIEFTEL, TNAOLDAET—T « NI — G
SHEERPTIC X 2 BRAE (Quality Review) ZEiHIFE CATREDRNIZSE T &, ok d 5 & it#l
LTW%, ZORHFEERBROMIRIT 20084 H30H £ TILE T T2 Z LN AKETH 72, L
L2236, BT TORE N Z — 0 DOFERI LOEN L OFERDOFARIZ DUV THRHTE i 4 fefik
LTV,
Your response indicates that you have prepared a comprehensive protocol for performing airflow pattern testing to include all
aseptic operations in both the dispensing and filling areas and hope to video record these tests. Your response also indicates
that the Quality Review of these smoke studies will be completed and approved prior to initiation of media fill studies, which
were targeted to be completed by April 30, 2008. However, your firm has not provided an update on all airflow pattern

findings and your evaluation of these study results.

BEHFEROMERICEH L T, A®—7 « NI —ViEE, BEREOEREZREFLTHRY, o
FU ., BEOKFIEZET 57 7 ZAHERAAT LK ToO, flix OEREERIFEIC X D 1FEESD
DEISRMAE TICR T 2 /WG AL TO—HmKit s . T X 5@ 72 LIEMAGERH LTz
W, BRI

For sterile API operations, smoke studies were not representative of actual operations to demonstrate unidirectional
airflow and sweeping action over and away from the product under dynamic conditions during numerous aseptic

operations in classified areas processing sterile APIs . For example:

L. XXXXXXXXI7) & 0 M B [ 5 O XXXXXXXX H OAEEE OIT8E 28, MRS A a5 < T
5 Z a2 <TediT, XXXXXXXX OFf#E T, —HKi a2 iS22 & 23k 4 5 2
T o RY = URHlAFE L TR,

There are no smoke study evaluations to demonstrate that the personnel activities during the XXXXXXXX of
sterile API from the XXXXXXXXr do not disturb the unidirectional airflow in front of the XXXXXXXX to

prevent compromising the sterile API.

2. XXXXXXXXDEEZR DY > KT v FIZONWT T T AT —7 « 7 — UifEIT, Haes

™. T7IVT-Y)a—2a XM RS RER
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FONDFIC K D HEHEFEIC X D82+ 2 k% BRI 56D TR,
The smoke study performed for the set up of the XXXXXXXX equipment did not actually reflect the manner with

which the equipment and manual aseptic connections are made.

3. XXXXXXXXZEDISO XD —FFIAIKFL DR D3, 1ISOX KM TIT > T D HFTERZfE
IKTHHDTIERNI L EMEEICT D20 0TI HIHE (B 21X, WEEINY v —,
=T ) DS TNZR,

There are no controls (e .g. physical barrier, curtains) in place to ensure that the XXXXXXXX room's ISO X
unidirectional airflow conditions were not compromise during routine operations performed within the 1SO_X

area.

4. XXXXXXXX D BEFE TITON T AT — 7 « N F— A, R R R BEREBRIELIC K D15

AT > TN DA, IEMEICKIRT % 6 O TIERY,

The smoke study performed for the XXXXXXXX steps did not accurately reflect the manner in which routine

aseptic connections are made.
BAEEIEET, BEFEEORIET 4 BT 52 TOBEBIFEICLOEELEZDLTDD, K
i — U RBREROWAFBE L7 0 ha— L2 FE L TWD 2 &, BIUZORMERE &7 4 T
PETDZENLEFELNEEIH LTINS, Z2OT'8m ha—/LIHE- T, 2008F5H15H # HIE L L7
ROFEMFHABRATE TICAT—7 - NI —VHBEZZETSED LD L ThHoTZ, L LR
5. BHITETOR N — v OftiREB L O 6 OREROFIIZ SV TROTE 2 2k L T
7200,
Your response indicates that you have prepared comprehensive protocols for performing airflow pattern testing to include all
aseptic operations in line with sterile API production and hope to video record these tests. According to your protocol, smoke
studies were to be completed prior to the next media fills which were targeted to be completed by May 15, 2008. However,

your firm has not provided an update on all airflow pattern findings and your evaluation of these study results.

C. HEEEEXIE (1ISOX) TOMEE G O MEBRIFIEIC L 28O XM & . EOHi % 78
9 JE T 1A 2 XXXXXIZ -2 TV 2 2 L OFEB ORI, Bl 2T, XXXXX AZAT 5 4
FHIFHEDONDTF (v =27 )v) (2K D EREBIEE TOHERUE, 1SO X CHEZAT S L-Ld
T EE D)X TiT it Tz,

Failure to conduct aseptic connections of sterile APl materials in critical areas (ISO X) and demonstrate providing
XXXXX unidirectional air flow over the connections. For example, the manual aseptic connections for sterile APIs

performed prior to XXXXX were done in an 1ISO X (supporting clean) area.

B ORI ET, Bz e XXXXXXXX D —J7 A5G (unidirectional air flow ; UAF) %£(& (X, 2008
FEARTH ETIOHERIEZITMET S 2 8. RE—2 « N2 — AL, B TARBRETE T2
TIEALHZ L, ZOEMAETAREBRIT, 20084F5H15HIZIZETTAHZ LA BEICL TS Z &%
EH LTS, LLAans, BT EE. XXXXX DUAFEE ORI/ F — R e . 0
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HOFAMIZE L T, SofiERa i L Tuian,
Your response indicates that your new XXXXXXXX unidirectional air flow (UAF) unit would be qualified by April 7, 2008

and the smoke study would be completed prior to media fills that were targeted to be completed by May 15, 2008 . However,

your firm has not provided an update on the airflow pattern findings for the XXXXX UAF unit and your evaluation of these

studies.

D. #2577 (viewing locations) 1. 1SO XD EEE] oD 54K & @ﬁéﬁ:UDf’E%%f@@iﬁf’E%%ﬁﬁi
(TER) THEDITIRNENTH D, £ OMEBRIMEEIC L 2RISR, BEEBIEEC
DR EHYNCBIRT D2 K\ TWD, 2O, TEBIEEIC L Za;ﬁ,éiatpmﬁékz}bé
WITRMER G 2P SOIZBERGIE S AT 22T v 2325 Z L BHBRZRW, Bl IE, BEFH
BRIFEAZBRTLDICHEMNT 2 7Ol & B L £ OAME T, TREE P& E IR REE M
(In-Process Quality Assurance ; IPQA) D A\ X% B XXX XX XXX O HHE B /1A K 5 IR
HEDOTID 2 WITEEBRIFEC L OREKEEMO TROETORBEZBET 52 L 2T
T 5,
Viewing locations are inadequate to assess processing operations in 1SO X sterile API and drug product operations.
The aseptic processing facility lacks appropriate viewing facilities for aseptic operations in order to assess the control
systems necessary to prevent contamination or mix-ups during the course of aseptic processing. For example, the door
windows and their locations, used to observe routine operations, precludes the In-Process Quality Assurance (IPQA)
and Management from observing all phases of either the XXXXXXXX aseptic API processes or the aseptic finished

drug product processes .

BAEEET, BMETNEEE, RTOERERMEEORE, BLIOSEELBET L (Fa—
2V BEKIRONRINEBERR 7 <) BTS2 o e FIRE 2B $ 5 2 & 2Rl L T
W, L L b, EEEE R, HEOREER LR SIEROWITICE LT, HEEE
IR COME ORUEFEOBUI R BIEL 52 5 Z LICOW T, YRS EI Th o Z L &R L
TWRV, HEEREXKIRIZIPQAIKE D72 BMD NEARET 5 2 &%, %Y A7 2K
HEL2HDTHY , BEMEROBERMFMZEBML TITH 2 EBRRETH D, HED, BIEHOK
HEWET DBZZNDDNE RSN,

Your response indicates that new procedures are being prepared with respect to activities to be reviewed, identification of
all critical operations, and locations from where each operation has to be viewed (whether from view panel or inside critical
areas). However, your response fails to indicate the adequacy of the facility to provide appropriate viewing of sterile
processing operations in critical areas for both sterile APIs and finished dosage forms. Placing additional personnel such as
IPQA personnel in critical areas can increase the risk of contamination and require additional operational qualifications.

Please indicate if you intend to improve your viewing facilities.

R AUT, Fex (FDA) 1T, EthOEFERIFEIC L 2FEN, EiEos.0C., D.. BXUE,
Z L T6C.OIETHE LIEARRIANWEE T, ADF (“\7%37/1/) ZEDEH T, £ LTAEEY)
RHEEROEHTITo TWAH T EABREL TS, Bl ZIE, WEBIEESRFE T TOADTFE (v==
TV AT X BRI, TEEEON AER/NRE LT, 2o, BEERECHG 2 ZHENENL H I
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TRETH D,
In summary, we are concerned that your aseptic operations are conducted under extensive steps, manual handling, and
inadequate equipment usage as reported above under 5.C., D. and E., and 6.C. For example, manual operations under

aseptic conditions should be conducted with minimum operator intervention and no exposed critical surfaces and product.

Fac, GR¥E: &, ) 7V = v —AOFRFTB LU O EERRMEE R L XS &
LENDBWYITIIZR, 2FED, ADOF (=27 W) ICXD8EX 1772 2 ENEELITHEAN
V7= FERB T, WBEEHDLNETHD @k BUSERTHY . Z02{3ERTHE) o TILHD
ADF (=27 ) IZEDEERLTIET, HERBOHYR) A7 ZRSELATEERDH Y |
NYF—= b aT 22 ENHRRN, HDVITIELA L TERWANETREE L E2 NS, &
(2, BRI SS D 2 WIT B EMEEA O BES 2. £ OBWYIEIZSOWTEEL KFRA L, FFl L
T, EFREBEEOREICHRZFFHIAT AR R S 2B RITH 2 S RETH D,

Therefore, it is not appropriate to try to overcome major flaws in clean room design and equipment by attempting to
validate difficult to perform, intensive manual procedures. These manual practices have the potential to increase the risk of
contamination on critical surfaces and are considered inadequate manufacturing practices which can not be justified nor
validated. Furthermore, design concepts and use of contemporary equipment and automation technologies should be
explored and assessed for suitability to prevent unnecessary activities that could increase the potential for introducing

contaminants into the aseptic environment.

Fex (FDA) 1E., GRIE: ThbnZ &) TREME ANDFIZL DBV R/ T D056 &
LT A EHEMMRR DJRFIRFME 21T 5 2 L 2 HERT 2, Zhiaina T, B3R X O b
FIFRNZBE 25 2 COMEBIEEIC L DEIEIC oW T, MU 28 L RER SN TV D 0nE, §F
i _& Th D, ZOHlZ BUEDREOUE LR T & 9 2EHRIEE L LTRE S,
We recommend that you conduct an extensive evaluation of your facilities for opportunities to minimize steps and manual
handling. Additionally, appropriate equipment and usage in all related aseptic operations for APIs and finished dosage

forms should be evaluated. Please provide this evaluation in your response showing improvements to current operations.

ERRTHRE Lz, &2 WIE &I L THEH L7-FDA-483 CHFE L 72CGMPH» & D i, &tk
DOLHTORMEODFER Y A N EAMED LD TH D, FDAOELRT, BATHI BT, &
FAZAEL TV D ETOCCMP L DA~ Z L2 R E LIZbOTEZRW, b L, &t
AKENCE G 2 Lt 72 & R ThIuX, B, CGMPIZOWTOXREDIEHED 4T
~DNEFEMEFER D LT HEENRD D,

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 at your facility. FDA inspections are audits, which are not intended to determine all deviations from
CGMP that exist at a firm. If you wish to continue to ship your products to the United States, it is your firm’s responsibility

to ensure compliance with all U.S. standards for current good manufacturing practice.

ATORTEHEENET L, D OFDANELOCGMPIESEF A HERHTEAE T, U7+ 7 4 2 GRIE
CEDER) 1%, & HAS L OFROREIGATE L COELEN Y A & L TBIF 728l H &S
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RIEMICAFEZHE S5 2 LR 51259, BT, Bt LG TRE L2 O HGIT, BME
HAALPE S E (FD&C Act) dSection 801(a)(R)THE» 7= KFRDIES GRYE : KB VEL) &%
7 %[21 U.S.C 381(a)(3)], “Aid, EMEHKMILEMEE (FD&C Act) ?Section 501(a)(2)(B) D &
W9 2EPANICEB VT, CGMPIZHES TWA Z ENHLNTRWVWE WS EHENL TH H[21
U.S .C 351(a)(2)(B)].

Until all corrections have been completed and FDA can confirm your firm's compliance with CGMPs, this office will
recommend disapproval of any new applications or supplements listing your firm as a manufacturing location of finished
dosage forms and active pharmaceutical ingredients . In addition, shipments of articles manufactured by your firm are
subject to refusal of admission pursuant to Section 801(a)(3) of the FD&C 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 practice within the meaning

of Section 501(a)(2)(B) of the FD&C Act [21 U.S .C 351(a)(2)(B)].

Dewas @ 1.5 CHE L7z i O TOHMIEL, KROMYIE L A% T2 & FKRHZ, ZORHD
T Tk, FDAIZE TiX, Ganciclovir APl (FL ™ A v A& £ JEK) ODtHﬁ@ﬁ%w%H‘X DL
#1799 b D Th D, EthiiGanciclovir APIDOME—DHEAE A — T —Th 57212, FDAILZ DEESE
DT IR AR T2 L O FNEETH DH LB X 7=, Ganciclovir APIOHEAZ  (GRIE : K
[E723) Feid 2 Z LB LT, HfICBT 2 0E i 572, EHIZ International Compliance
Team (EFHEMFINETFF—2) I3 ¥ 7 Me 3z, 2 2 CTOEmIL, 5 =F %A (third-party
supervision) & HIfTRIICE Ny FOMEREZL LD LA D,

While all shipments of articles manufactured at the Dewas site are subject to refusal of admission, under the circumstances
FDA generally would not refuse shipments of Ganciclovir API. Because you are the sole source supplier of Ganciclovir
API, FDA considers it important to maintain a sufficient supply of this drug product. Please contact the International
Compliance Team immediately to discuss arrangements for your firm to continue importing Ganciclovir API, which would

likely include third-party supervision and verification of each batch prior to release.

T 222 T > THBI0H LRI, HIEZ BV LTz, BioEZEIL, FEI #3002807977
THAT 5, ZOFEMICEH L TOEM, E251EHR. &2 WIEH LHAHIE, TREls LzfE
AT L OVEEEE 5 C. Compliance Officer®Edwin Melendez|Zi##& %2 & H 7=,

Please respond to this letter within 30 days of receipt. Identify your response with FEI #3002807977. Please contact Edwin
Melendez, Compliance Officer, at the address and telephone numbers shown below if you have any questions, further

information, or further proposals regarding this letter.

U.S. Food & Drug Administration

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

White Oak Building 51, Room 4224

10903 New Hampshire Avenue

Silver Spring, Maryland 20993
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Tel: (301) 796-3201
FAX: (301) 301-847-874 2

FEMNTET L, BEHEOCGMPHUE BMENAST % L7210, BEHMEROFELRD AT ¥ 2 — /L& kD
5728, Bt OEE % LUFIZ A S #u7= 0y, : Director, Division of Field Investigations, HFC 130 Room
13-74, 5600 Fishers Lane, Rockville, MD 20857

F 7=, #EFH(301) 827-5655, & 5\ idfax (301) 443-6919T, MihA 7 4 AITHEAE Z ST,

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 Room 13-74, 5600 Fishers
Lane, Rockville, MD 20857. You may also contact that office by telephone at (301) 827-5655 or by fax at (301) 443-6919.

Sincerely,
Richard L. Fri
Director
Division of Manufacturing and Product Quality
Office of Compliance
Center for Drug Evaluation and Research
—
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