85/17/2001 80: 37 787-729-6658

CB PAGE 87

DEPARTMENT OF HEALTH AND HUMAN SERVIGES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

N “\\

DISTRICT ADDRESS AND PHONE NUMBER
466 Ferpandez Juncos Ave.

San Juan Puerto Rico, 00901-3223
Tel. (787) 729-6948

NAME OF INDIVIDUAL TO WHOM REPORT {88UED

10: Francisco R. Rodriguez,

PERIOD OF INSPECT] C.F. NUMBER
2/1-16/2008 | 1, v | FEI 100176708

TITLE OF INDIVIDUAL

TYPE EETABLIBHMENT INSPECTED

General Manager Drug Manufacturer

FIRM NAME - NAME OF FIRM, BRANCH OR UNIT INSPRECTED
Schering-Plough Products LLC Same

STREET ADDRESS STREET ADDRESE OF PREMISES INSPECTED
State Rd. 183 PRIDCO Industrial Park Same

BITY AND STATE (2Zip Code) CITY AND STATE (Zip Code)

Las Piedras PR 00771 Same

DURING AN INSPECTION OF YOUR FIRM [ OBSERVED:

1. Your laboratory failure investigations are inadequate in that you re-test without any scientific -
justification until passing results are obtained and/or fai] to take correctiv%actlons to prevent
recurrence of the possible assigned cause:

2. An Investigation # 00EXTR-211 dated 12/15/2000 for Theophylline pellets (final coat) lot W
' ENDA specifications

that obtained failing resuits of §

R YWith results of
“ second retest showed results out of your guidelines N M
invalidated and the lot was released. The investigation Indicates “that a possible error would be
contamination, pipet or dilution of the samples and that “since an undetermined error could occur
In the sample process”... There is no indication or evidence to support that a contamination may
“have ocurred.

b. An Investigation # 00 EXTR-200 dated 12/13/2000 for Theophylline Pellets (final coat) lot
that obtained failing results of S} . ‘The' investigation again indicates
“possible contamination, pipet or dilution of the samples that “since an undetermined error could
occur in the sample process”... No evidence to support this conclusion is avajlable and no corrective
action was taken to prevent reoccurrence. -

In example a, the orfgi'nal results were below specifications and in the example b, the QOS values
were above the limits. There is no scientific Justification based on the data reviewed that-would
confirm that a possible contamination may have occurred. _ : : -

¢ Investigations 00Rmat-73 (4/20/2000), 00Rmat-81 (5/15/2000), 00Rmat.85 (5/19/2
89 (5/26/2000) related to OOS results obtalned in lots N ' o
are inadequate {n that your firm coptinued retesting gz
Ribavirin drug substance lot 4 e

el %j /o—rf&fm&s.
L duliago

AND TITCE thrind or Type)
arlos A. Medina, Carlos I.

T DATE ESUE
Carmelo Rosa, C

Medina, CSOs o 1a /, fé |
‘Margarita Santiagg, Rebecca Parrilla, Chemiste | rHel )

_ SEE REVERSE OF
"\ THIS PAGE

~,
\

~~
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INBPECTIONAL OBSERVATIONS
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
N

OISTRICT ADDRESS AND PHONE NUMBER
466 Fernandez Juncos Ave.

PUBLIC HEALTH SERVICE San Juan Puerto Rico, 00901-3223
FOOD AND DRUG ADMINISTRATION Tel. (787) 729-6948

10: Franeisco R. Rodriguez,

NAME OF INDIVIDUAL TO WHMOM REPORT ISSUED PERIOD OF INSPECTION; | C.F. NUMBER -
: 2/1-16/200¢'| ¢33 FEY 100176708 ‘

TITLE OF INDIVIDUAL TYPE ESTABLISHMENT INSPECTED
General Manager Drug Manufacturer
FIRM NAME NAME OF FIRM, BRANCH OR UNIT [NSPECTED
Schering-Plough Products LLC Same
STREET ADCRESS $TREET ADDRESS OF PREMISES INSPECTED
State Rd. 183 PRIDCO Industrial Pnrk Same

J CITY AND ETATE (Zp Code) CITY AND BTATE [Zjp Codg)

Las Piedras PR 00771 . Same \
resuits degradation products., Lots MISO showed assay OO$ resuits

d.

f.

during this injtial test. During the investigations different HPLC systems (which were not
malfunctioning and for which the system suitability show no problems) and analysts were used until
all lots showed passing results. Ail these lots were released for production and some were packaged

and releiiiil i i iiami]e, Io was used to manufacture final fo

“ | .
The potency 0OS investigation 99-RMAT-23 of API Rifafirin USP 1SN s ina quate. The -
assay failure was attributed to the use of a shaker instead of sonic during the sample pfeparation.
However, the impact of this change was not considered in all the other lots in which a {haker was
used. Jo additfon, this issue, considered as the cause of a fallure, was not addressed er [ncluded in

the assay procedure to prevent a recurrence. Furthermore, a retest was not performed in duplicate
by two analysts, as required in SOP KPR 02-007 revision 11, -

The firm’s Incorrect practice to retest and/or report samples with better results can aljo be
observed in the potency QOS investigation, Iacking a traceability number, for Rivabirjn 200mg
capsules, lotsi# *The original results show a high variakjility among
assay results in lots #0790048 and #0790053 and an OOS result (international specificgtions) for lot
0790048. The assignable cause for this variability was attributed to the inexperience o the original
analyst with the product being tested. A retest was performed by the same analyst evep though he
was inexperienced and by an experlence analyst with new samples and in a different
equipruent. Results again demonstrated a high variability among the samples tested. -
analysts performed a second retest obtaining results within specifications. These lots, 3
continue retests, were the lots used for the certification of a new RibaMirin supplier fro
fsubmitted to the agency for approval. = |

Investigations 00-STAB-86 (6/30/00) and 00-STAB-87 (7/7/00) related to pot, D
obtained during the 6-month stability interval for lots “ﬂn ' L madequate,
A retest was conducted by the same analyst confirming the OOS result for lot}
firm performed a second retest again with a second analyst using the same composi e

failing results. The original analyst performed. another analysis from a new composite in tflplicate,

._.SEE REVERSE OF
™\ THIS PAGE

/ Z? 5] l EMPLUYER(SS NAME ANDTIYLE (Blntor Dpg) o ~*DAM§5“_
4V 4 9 |Carmelo.Rosa, Carlog A, Medina, Carlos J. :

Medine, CSQs s 1
Margarita Santiago, Rebecca Parmilla, Che_mis;s’ 2//% . ;

-

FORM FDA 483 (5/85)  PREVIOUS EDITION MAY BE USED INSPECTIONAL OBSERVATIONS
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

DISTRICT ADDRESS AND FHONE NUMBER
466 Fernandez Juncos Ave,

F

-

PUBLIC HEALTH SERVICE San Juan Puerto Rico, 00901-3223
FOOD AND DRUG ADMINISTRATION Tel. (787) 729-6948
Ww/ NAME OF INDIVIDUAL TO WHOM REPORT 1SSUED PERIOD OF INSPECTIO C.F. NUMBER
R. Rodri o 2/1-16/200 | ¢ FEI 100176708
ta: Francisco gUEZ
[ TITLE OF INDIVIDUAL ) - TYPE ESTABLISHMENT INSPECTED
General Manager Drug Manufactyrer
FiRM NAME ' NAME OF FIRM, BRANCH OR UNIT INSPECTED -
Schering-Plough Products LLC Seme
STREET ADDRESS ' ‘ STREET ADDRESS OF PREMISES INSPECTED
State Rd. 183 PRIDCO Industrial Park Same
CITY AND STATE (Zip Code) CITY AND STATE (&p Coda)
Las Pledras PR 00771 Same

‘and one of the values was again out of specifications. At fhe end of the investigation two more runs
were performed, with the original analyst and a third analyst, with results within specifications. The
original data was jnvalidated. A total of 6 retest were performed. In addition, there is no evidence or
Justification to support the assignable cause of sample contamination, ; T

~

Your validation process for several of your products reviewed is inadequate in that it fails to provide
documented evidence that you are capable of producing a product with a high degree of assurance that
the specific processes will consistently produce a product meeting it's predetermined specifications and
quality attributes, for example: .

/4. Your process validation for Theo-Dur tablets 100, 200, 300, 450 mg is inadequate in that it fafls to

demonstrate that you have control of your manufacturing process and that you are capable of
consistently producing a product that meets predetermined specifications. In addition, your firm
has not been able to determine the causes of the dissolution or potency failures obtained for in-
process active or final coating pellets and Theophylline tablets that has lead you to reject in~process
and finished product batches or to submit Field Alert Reports to the FDA. Your validation is
inadequate in the following:

. The validation of the active pellets process, wax coat process and final coat process can not be

related to the completion of a manufacturing process of lubrication/blend and subsequently the
compression of the material into Theophylline tablets. The revalidation exercise included in the
report PP-109A with a completion date of 3/5/99, only covers up to the final coating operation of the
three final coat lots Wi T M¥ Your current process requires that 6 or7-
batches of Theophylline pellets Final Coat be blended to produce one Iot of finished tablets of
Theophyliine. Your validation report conclusion that your process is validated is incorrect because
it does mot represent the current manufacturing process. Furthermore, these 3 lots ‘of' Theophylline
final coating were not continued to the lubrication/blend step and then to the compression of the
tablets and evaluated as a complete process. S

ol

THIS PAGE mg WA 174, Margarita Santiagp, Rebecca Parilla, Chemists

R . TEMPLOVEETS) NAVE ARD TIYCE Prinror Top0) ™ TOATETEBUES
M 5 MQA‘\A‘; Carmelo Rosa, Carlos A. Medina, Carlos I
SEE REVERSE OF Medins, CSOs 2 //;%:

FORM FDA 483 (5/85) PREVIOUS EDITION MAY BE USED INSPECTIONAL OBSERVATIONS , "PAGE 3 OF 9 PAGES
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

] DISTRICT ADDRESS AND PNONE NUMBER

466 Fernandez Juncos Ave.
San Juan Puerto Rico, 00901-3223

FOOD AND DRUG ADMINISTRAT|ON Tel. (787) 729'6948
r A NAME OF INDIVIGUAL TO WHOM REPORT ISSUED PEjRIOO OF INSPEC’TJ&V%‘ C.F NUMBER
2/1-16/20 FEI | 7

| 10: _Francisco R, Rodrigyez 07 ep k1100176708
TITLE QF INDIVIDUAL : TYPE ESTABLISHMENT INSPECTED
General Manager Drug Manufactyrer

FIRM NAME NAME OF FIRM, BRANGH OR UNIT INSPECTED
Schering-Plough Products 1.1.C Same

STREET ADDRESS BTREET ADDRESS OF PREMISES INSPECTED
State Rd. 183 PRIDCO Industrial Park Same

CITYAND STATE (2l ¢ods) CITY AN STATE z; Code)

Las Piedras PR 00771 Same

¢. Your validation of fhe lubrication and compression process which produces the Theophyiline
tablets 200 mg, 300 mg and 450 mg is inadequate in that it fails to consider or evaluate ag part.of the|.
validation exercise the manufacture of the theophylline actjve pellets, wax coating and final coating

batches that were used to manufacture the finished ta blets Ivts of Theop hyllize 200 mpg (lots -

d. The portion of your validation related to the manufacture of Theophylline base solvent, active, wax
and final coating of the pellets fails to identify all the critical factors that may impact the dissolution
of the product. It fafls to include predetermined specifications for particle size and bulk density,-
Your report indicates that the particle size and bulk density values were collected for juformation
only.

particle size and bulk density samples collected. The protocol only states that 80 grams of active
pellets, waxed coat pellets and the fina] coating be collected from each drum.

f. You fail to establish dissolution specifications for the final coating validation lots and to include a
- particle size, and bulk density evaluation for your Theophylline Pellets final coat. It is also
inadequate in that it fails to include an evaluation of the flufdization air flow, outlet ajr temperature
and the drying process. These factors were part of the reason for which a declston to revalidate the
process.

g Itis also inadequate in that no specifications or acceptance criteris for the average ‘weight, tablet.
hardness, nor thickness was predetermined for the validation of the Theophylline compression ...
process. No friability or disintegration determination was evaluated. '

h. Your validation of the lubrication stage failed to established predetermine specifications for particle
size, Instead your report indicates that the results were for Information only. ‘ .

I, The Re-validation of the compression process is also inadequate in that althouéh the tablet lots

EMP (9) E (STRAME AND TILE (Frrior Fpgy ™ ~ [DATETSSUED |
C’m / 'L\/ZO, §Mc/wq Carmelo Rosa, Carlos A. Medina, Carlos 1. /
SEE REVERSE OF | ' Zea et 225 02 Medina, C§Os i ‘4’ ‘
THIS PAGE - . W Margarita Santiago, Rebecca Parrilla, Chemists | . :
- “3 W - "

PREVIOUS EDITION MAY BE USED

INBPEETIONAL OBSERVATIONS "?E GE4 OR Y PAGES

‘ORM FDA 483 (8/35)
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PISTRICT ADDRESS AND PHONE NUMBER

DEPARTMENT OF HEALTH AND HUMAN SERVICES 466 Fernandez Juncos Ave,

PUBLIC HEALTH SERVICE San Juan Puerto Rico, 00901-3223
FOOD AND DRUG ADMINISTRATION Tel. (787) 729-6948
NS o NAME OF INDIVIDUAL YO WHOM REPORY ISSUED PERIOD OF |NSPECT‘I?§]¢ C.F. NUMBER i
2/1-16/2009) ¢*™ " | FEI 100176708 ;
10; E[‘angjsgg R. Rnd[jgnez. i
TITLE OF INDIVIDUAL, ; TYPE ESTABLIBHMENT INSPECTED ‘
General Manager : ‘ Drug Manufacturer , j
FIRM NAME . NAME OF FIRM, BRANCH OR UNIT INSPECTED !
Schering-Plough Products LL.C Same :
STREET ADDRESS ' | STREET ADDRESS OF PREM|SES INSPECTED
State Rd, 183 PRIDCO Industria] Park Same
CITY AND STATE (Zfp Codey) CITY AND 8TATE (Z)p Code)
Las Piedras PR 00771 Same
| i B L2 - g g B R ‘.,,w... oo e e T

(Theophylline 300 mg) were divided In 10 intervals only 3 tablets per each interval were collected to
determine content uniformity, Furthermore, only the averages obtained in each interval were
“included in the final report. : S

In addition, the compression force and a mojsture determination was not evaluated. A datefminatio-n of the
optimum conditions of the process was addressed or included in the report, o -
: 4 ;
3. Your validation process executed for Labetglo] reviewed is inadequate in the following: there is rio _
scientific justification for collecting only 5 blend samples of a 50 ft blender and compogite samples from
the blend product inside the drums, failure to have particle size specifications, failure to justify the

collection of only 3 tablets per each interval (10 intervals) for content uniformity for a total sample of
30 tablets for the entire batch.

4. Your validation process for Claritin fs Inadequate in the following: failure to have predetermived
« specifications for particle size, 3 5 . i _ . There Is no scientific
Justification for the collection of only 3 tablets per each of the 10 intervals to demonstrate the
uniformity of an entire lot. ' ,

(Cleaning Procedures;

" _
Your equipment cleaning SOP for the Ripavirin production line is inadequate in that it fails,torequi‘r,e
that a mayor cleaning be executed between lots of Rivavirin obtained from an approved drug substance
supplier and a non-approved supplier. Batches of Rivavirin blend were manufactured with dru
substance received from a China or France supplier (not included in the NDA), followed by Ripavirin

drug substance received from Orgamol (Switzerland plant), the approved sqpp]iqrh}}’iﬂth(_);u_t\perfog‘mlng'

- & cleaning to prevent a cross-contamination of impurities that may Be present in the different drug
soyrces. !

7

\

(A

6. Failure to implement, in a timely manner, the new HPLC methods for assay and o
Chromatographic impurities of Theophylline API and finished product. Both methods were transferred

E / ‘ ‘ [EMPLOYEES) NAME AND TR (Brintor T5p0) " |OATE ISBUED
: M[Q’ N M(J/\ ¢ |Carmelo Rosa, Carlos A. Medina, Carlos I, )
SEE REVERSE OF ’ Medina, CSOs - | “/ L4
THIS PAGE g‘cgf /, Margarita Santiago, Rebecca Parrilla, Che.xxlljsté R |
Chtso o frvith._ | - | A
FORM FDA 483 (5/B5)  PREVIOUS EDITION MAY BE USED INSPECTIONAL OBSBERVAYIONS “PAGE 5 OF 9'PAGES
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PAGE 12

‘,

DISTRICT ADDRESS AND PHONE NUMBER

DEPARTMENT OF HEALTH AND HUMAN 8ERvIces = | 406 Fernandez Juncos Ave.

PUBLIC HEALTH SERVICE San'Julin Puerto Rico, 00901-3223
FOOD AND DRUG ADMINISTRATION Tel. (787) 729-6948 ‘
r“/ NAME OF INDIVIDUAL TO WHOM RERORT ISBUED PERIOD OF |N$PECHQM C.F. NUMBER “
o ; 2/1-16/2008) ¢p FE] 100176708
i ncisco R, Rodriguez,
TITLE OF INDIVIDUAL TYPE ESTABLISHMENT INSPECTED
General Manager Drug Manufacturer
FIRM NAME ‘ NAME OF FIRM, BRANCH OR UNIT NSPECTED i T
Schering-Plough Products LLC Same ;
STREET ADDRESS STREET ADDRESS OF PREMISES INEPECTED
State Rd. 183 PRIDCO Industrial Park Same
CITY AND STATE (Zp Coda) CITY AND STATE (Zip Codg)
Las Pledras PR 00771 Same

~4 Inlql I .

r

from New Jersey on 1998. The API method was finally implemented on December 2000 fbut for the

During the performance of the cantent uniformity for UNI-DUR 600 mg ,Ek tablets lo%u
failed to follow the USP XXIV requilrements for the content uniformity test. During thisitest tablets 3

| You fail to test your stability samples at the scheduled intervals. Stability lots are packaéed'and,staned

¢p. b. Uni-D¥r 600mg ER manufactured on 9/99, packaged on 5/30/00 and placed under stability on

9. You fail to have stability studies to justify extensive holding times of your S
products stored in bulk containers until packaied for release to distribution. For example;

finished product you are still using the UV method for assay determination. The finished product is not
currently been tested for fmpurities. :

and 10 obtained results 116.4 % and 122.2%, respectively. Instead of testing 20 idditionhl tablets-(S-2)

in the stability program up to up more than 6 months after the products have been manufactured.

a. Uni-Dur 400 ER lot , was manufactured on 2/99, but started tinder the
stabllity program on 8/17/99. 1

9/14/00.

c¢. Claritin tabs, lomnanufactured on 1/99i ‘ackaged 5/99 but placed in stability on 7/99,

d. Normodyne/Labetalol Tablets 300 mg lot P vvas manufactured on 9/1999 and
Initially tested on 1/2000. i

a.  Normodyne 300 mg tabs. bulk lot Was manufactured on 6/18/99'and packaged

(packaging lotMISNNIN on 5/25/2000. No data supporting this amount of time was
available, ! '

,
b. Normodyne 200 mg tabs. bulk Jot mwas manufactured on 9/01/99 and packaged

L

-

SEE REVERSE OF

THISPAGE | 1322 ZM )

Meding, CSOs
Margarita Santiago, Rebecca Parrilla, Chemists

E NATU TIIUE rovior 1) T [ERTEESURD
{1{/&3 YI'N-CL»( Caomelo Rosa, Carlos A. Medina, Carlos I. / ‘
| 74,
4

-

RS

- : ; R
FORM FDA 483 (5/85)  PREVIOUS EDITION MAY BE USED INSPECTIONAL OBSERVATIONS “BAGE BTF 9 PAGES
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DISTRICT ADDRESS AND PHONE NUMBER

PEPARTMENT OF HEALTH AND HUMAN SERVICES 466 Fernandez Juncos Ave,
PUBLIC HEALTH SERVICE San Juan Puerto Rico, 00901-~3223 ;
FOOD AND DRUG ADMINISTRATION Tel. (787) 729-6948 i
R F/ NAME OF INDIVIDUAL TO WHOM REPORT ISSUED PERIOD OF lNSPECW, C.F. NUMBER T
2/1-16/ ;
. nelseo R. Rodricues /1-16/200¢1 FEI 100176708 |
TITLE CF INDIMIDUAL - TYPE ESTABLISHMENT INSPECTED :
General Manager Drug Manufacmrer
FIRM NAME ' NAME OF FIRM, BRANCH QR UNIT INS RECTED
Schering-Plough Products LLC Same ,,
STREET ADDRESS STREET ADDRESS OF PREMISES INSPECTED )
State Rd. 183 PRIDCO Industrial Park Same ;
CITY AND STATE (Zip Code) CITY AND STATE (zpp Code) -
Las Pledras PR 007N Same ‘ -
(finished Tot #uiSENNNE-on 8/15/2000. No data supporting this amount of fime wag available,

¢, K-Dur 20
(finished p
available.

d. The Theop

available.

General GMP Issues:

SEE REVERSE OF.
THIS PAGE

-
—

- added) and

e. Claritin tabg bulk lot rmwas anufactured on 3/25/99. This lot was p:ickaged on
7/19/00 intoT'mish package lot ﬁ No data supporting this amount of time was

I~ L Rebetol ot |
fails to have tability data that would Justify approximately 10 months of bulk:storage prior
to being pacgaged.

Maximum holding { me of 90 days for Claritin;
Maximum holding §me of 90 days for Theo Dur and Theophilline tablets

Maximum holding ¢jme of 90 days for Normodyne,

10. During the review of a

] g ER tabs bulk lotmwas manufactured on 8/31/99 and phckaged
atkaged lot%) on 4/3/00. No data supporting this amountof time was

Y 2

hylline ER tabs. 200 mg'was'manufacmrcd on 9/25/98 (active ingrefdi_ent] was
+ackaged on 1/20/00 (finished package lot # 9PHN793). ! .

as manufactured on 12/15/99 gnd Packaged on 10/9/2000. The firm

rnal memo dated 10/17/00 suggest the following holding times 'b;is‘ed on the
tained: . l co

ariance Report No. 0511-24 for a Yield OOS fnvestigation for Ribavirin
otperved that the Variance Report Memo, dated 8/22/00 indicates that as of
inpolved was stressed (trained) on proper documentation of all waste. However,
t ibllected indicates that the training took place on 11/10/00, several months after
S EMPLOYEE 5y NARE AN YIYLE (v 57 T ‘

Carmelo Rosa, Carlos A Medina, Carlos I.
Medina, CSOs :

Margarita Samiagp, Rebeccg Parrilla, Chemim‘

DATEISSUED 1
2—/" o/

.

FORM FDA 483 (5/85)

INSPECTIONAL OBSERVATIONS _ o ™RABETOF OPAGES .




: 787-723-6658 CB PAGE 14
. @5/_1(7/,2822/1"j SRad i
‘ DISTRICT ADDRESS AND PHONE NUMBER
DEPARTMENT OF HEALTH AND HUMAN SERvIcEs 466 Fernandez Juncos Ave,
PUBLIC HEARTH SERVICE San Juan Puerto Rico, 00901-3223
FOOD AND DRU DMINISTRATION Tel, (787) 729—6948 !

v NAME OF INDIVIDUAL T REPORY 198UED PERKSD OF INSPECT C.F NUMBER ”
~ . " 2/1-16120091 w2 ¥ 1™ FRI 100176708

. rlgiiay .
TITLE OF INDIVIDUAL b TYPE ESTABLISHMENT INSPECTED
General Manager Drug Mamsfacturer
FIRM NAME NAME OF FIRM, BRANCH OR UNT INEPEOTED R
Schering-Plough Products L1, Same :
STRENT ADDRESS STREET ADDRESS OF PREMIZES INSPECTED —
State Rd. 183 PRIDCO Industripl Park Same
CITY AND-STATE (Z(p Codi) CITY AND STATE (2 Code —
Las Piedras PR 00771 Same

the memo was written fd not as of 9/22/00.

11. Your Analytical Labo
fails to include that the
becoming aware of a 3
KPR 02-009 is inadequs
i There is no requiremen

FDA be notified through a

)

12, The tracking system fo nvestigations into Q0S8
are included, for ex. Ri}

included in the firm’y ¢

(3. There is no documentatf

virin 200 mg lot #
cking system,

&

kg. Manufacturer Lo
Manufacturer Lol

pharmaceutical ingredi ht IMRPORT for EX
was used during the magdufacture of blend L
blend cont

pee ool i

ot A

1

\

(4. The Transaction Histo
example;

a. Transaction History
ingredient IMPOR

kilograms in blend Io
lotMtcoun ‘

the Transaction Histo

" [P

for the use

ptory Investigation SOP for Qut of

Wility out of specification result. In
te in that it indicates that once the
to notify the FDA if the QOS is not confirmed

results is not adequate because not all in{rwtigations
Manhms unnumbered and not

bu to account for the dispositio
. Schering-Plough lot
Schering-Plough lot #

wa‘ active

POR |

gllaation. This active pharmaceutical Ingredient was manufactnred by

rJWReport System does not provide accurate data, For

or lot number“ active pharmaceutical '
EXF BAVIRIN” accounts for the use of 80

' tlowever the batch record for blend

of 100 kilograms of 108 o

Report shows a discrepancy of 20 kilograms,

Field Alert Réport within 3 working

0O0S is confirméd they must notify the FDA,

within 3 working days,

£140 kilograms (100
%nd 40 kg,

RIN”. This material
hat was rejected due to

Therefore

GRATURE ' LOYRE(E NA LE (Print or Type) DAYE
=Tl . Carmelo Rosa, Carlos A, Medina, CarlosI.
SEE REVERSE OF : Meding, CSOg j 9%//
THIS PAGE ags Margarita Santiago, Rebecca Partilfa, Chemists | :
ORM FDA 483 (48)  FREVIOUS BT 100 e BE UsED INSPECTIONAL OBSERVATIONS PAGE S oF L PAGES
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PAGE 15

[msmucr ADDRESS AND FHONE NUMBER
466

DEPARTMENT OF HEALTH AND HUMAN SERVICES Fernandez Juncos Ave.

PUBLIC HEALTH SERVICE San Juan Puerto Rico, 00901-3223
FOOD AND DRUG ADMINISTRATION Tel. (787) 7296948 |
*\r_,_ - NAME OF INDIVIDUAL TO WiiOM REPORT I58UED PERIOD OF INSPECTICN. T F-NUMBER
. : 2/1-16/200
 10; Francisco R, Rodriguez / 200d42- FE1 100176708
TITLE OF INDIVIDUAL i TYPE ESTABLISHMENT INSPECTED )
General Manager : Drug Manufacturer
FIRM NAME . NAME OF FIRM, BRANCH OR UNTT INSFECTED T
Schering-Plough Products LLC Same’ :
STREET ADDRESS : STREET ADDRESS GF PREMISES INSFESTED T
State Rd. 183 PRIDCO Industrial Park Same :
| CITY AKD &TATE 25 Code) ; ' CITY ANG STATE (2} Corie
Las Piedras PR 00771 Same

the memo was writtenﬁ and not ag of 9/22/00.

o

shaitid-be dtothe DA, In addition, your Stab ff; ’rggram SO

requirement to notify the FDA if the QOS is not confirmed within 3 working days.

AN

13. There is no documentation to account for the disposition of 140 kilograms (100
kg. Manufacturer Loty chering-Plough lo nd 40 kg,
Manufacturer Lot 4 chering-Plough lot of active
pharmaceutical ingredient ”. This material

Was used during the manufacture of blend Lot§ _ that was rejected due to
blend contamin e phar Ingredient was ma factured‘by

14. The Trangaction History Report System does not provide accurate data. For

example:
m active pharmaceutica]

a. Transdction Histo

ry for lot numbe

ingredient ‘ XP “ Y ” accounts for the use of 80
lograms in blend Iot - However the batch record for blend
lot’ ccounts for the use of 100 kilograms of Jot B Therefore the

Transacti History Repprt shows a diserepancy of 20 kflograms.

r
() » o I*' o ¥ M s ' 0. KPR 02-009
te ?n that it in 7cates that once the‘OO‘S is confirmed they must Itotify the FDA, There is no

11. Your Analytical Laboratory Investigatiopdfor ¢ 0f Specification Results is o7 :/j, / y i
, SN T @i B % BUR oL iy v, A IR ot 578 reSu
P d quate ",Wf {" ‘:'Hs b .ﬂ',..vﬁg:,‘ /A Bl A e-Eails L34 i ';.911},: @&kﬁ{? ayé'oﬁ_%
s ina%eq'u ’

12. The tracking system for lnvestigations into OOS results is not adequate because not all ix;yestigaﬁong
' quas unnumbered and not

EWPLBVER FORE ™7 ENIFLOVEETS) WAWE ARDTITLE vt —
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