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DEPAIUMENT OF H.BALTH AND HUMAN SERVICES 
FOOD AND DRUO ~DMINISTilATION 

NE 06/22/2011• 

3000210'731

Jon Rushford, VP Technical 

Inc 4700 Sandoz 

Wilson NC 27893-8143 Drug Manufacturer 

This docum~mt lists obsei'VIItions made by t~ FDA reprcsr:rrtalive(s) eluting the lnapctticm Dfyour fa.cility. They Bre inspectlonal ~ 

ohscrvations, and do not nspresont a final Agency detennination rqllr<iing your c:ompllane¢, Jfyou have an objec:alon n:prdlnc'" 

observation. or have implemented, or plan to impl«nent, corrocdvc action in rcsponsr: to lin observation.. )")U m11.y discuss the objection or 

Jelion with the FDA rcpresentativc(s) during the inspection or submit th{f infurma.tion to FDA at the addras above. Jryou haYe any 

qucstioJU, please contact FDA at the phone numbef and address above. 


DURING AN INSPECTION OF VOUR FIRM WE OBSI!RVED: 

QUALITY SYSTEM 

OBSERVATION 1 

Tne responsibilities and procedures applicable~ tl10' quality control wit are not fully fol~owed. 

Your Quality system is deficient and lacks an overall oversight of drug products manufactured at your 
site to ensure they have va1idated processes before release for commerc~iticallyr 

your Quality approved and released products that were compressed on~tablet press 
but only validated tablet press during process validation. A few examples of 
products compress tablct presses are: 
Ben111.april Smg, Benazapril I Omg, Labetalol200mg, Labe1alol 300mg, L<lvastatin 20mg, and 
Methimazole 1 Omg. 

(b) (4)
(b) (4)

(b) (4)

(b) (4)but on1y validated o~

PRODUCTION SYSTEM 

OBSERVATION 2 

There are no written procedures for production and process controls designed to assure that the drug products have the 
identity, strength, quality, and purity they purport or are represented to possess. 

' 

our firm released finished drug products for commercial distribution without a validated pro,:ess. 
Specifically, you did not perform process validation for drug products 
series tablet press. Examples ofa few products compressed 
press without ptocess validation is listed in the table below &om August 201 ()..current; 

(b) (4)
(b) (4)
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60 E1ghth Street NE 
Atlonta , GA 30309 
(40~) 253-1161 Fax: (404) 253-1202 30002l0731 
I~d~8t www . fda . 

(b) (4)

(b) (4)
(b) (4)
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181042 
188043 
188044 
1906S8 
190659 

:-............ £ ... 193940 

. l~~i~-~~~ 193939·r 194021 
194022 

;li~~~~~ 194023 

...,.,.,",.;"" 

196443 
197761 
196444 
19644S 
196447 

·~·~!~~~i~ 196446 
lnll 197762 

197763 
197764 
19776S 
198666 
198665 
198667 
206096 
206097 
206099 

188052 
188051 
188053 
188054 
198096 
198097 
198098 
205085 
205086 
20609S 
BR4476 
BR4477 
BR4479 
BR4480 
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BH4~ 
BH4733 
BH4736 
BH4737 
BH4738 
BH4739 
BH4740 
BH474.S 
BH4743 
BH4'?42 
BH4744 

195850 
195&51 
195852 
195853 
195854 
198099 
198661 
198662 
198100 
198620 
198620 
200435 
201436 
20143.S 
BN341S 

188352 
188353 
188354 
188355 
188356 
188357 
188358 
188359 
1883f;J 
188362 
188363 
188364 
190517 
190518 
190519 

18$239 
T88l40 
188241 
188242 
188243 
183244 
188245 
188246 
188247 
190948 
190952 
190949 
190950 
190951 
190953 
190954 
190955 
190956 
190951 
203904 
203905 
203906 

' '""""',., ' 190520 
190521 
190522 
190589 
190590 
190S23 
190581 
190591 

BH-4700 
BH-4701 
BH4702 
BH4703 
BH4'704 
BH4705 
BS5217 
BS$218 
BSS219 
BSS220 

.. I 

~ 

., 
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204830 
204831 
204832 
204833 
204834 
BH4746 
BH4747 
BH4748 
BJ7S37 
BJ7.S38 
BJ7534 
BJ7S33 
BnS39 

190594 
•. _-:.:cr== ~llii~~C!~~~!i\il 190595 

!90!196 
190597 
191478 
191479 
191480 
191481 
191482 
191483 

OBSERVATION 3 

Control procedures are not established which validate the perfonnance ofthDSC manufacturing processes that may be 
· · responsible for causmg variability in the cbarac:teristics ofin-process material and the drug product. 

Specifically, 

A. The written procedure (SOP v·029) for your Statistical Process Control (SPC) system is deficjent 

because incorrect application ofstatistical process control is being used. 

For example: 


1. 	 The a (8.1.4) estimation used for the control charts is incorrect. This erroneous estimation could 
lead to inappropriate control limits on the respective statistical process control charts. 
Inappropriate control limits could lead to either an over controlled or under controlled process. 

I 
f 

ii. Step 9.1.4 is incolTCct due to the fact that the constant A can only be used ifboth a and J.t are 

known· and not estimated. According 

(b) (4)

(b) (4)

(b) (4)

to section 8.1.3. your fmn will be ''estimating o and p on 

no less than~ta points." This contradicts the usage ofconstant A. 


(b) (4)iii. The calculation ofthe control limits for tablets greater than~g is incorrect as stated in 

I 
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9.2.2. The value of A for a sample size ~cannot be determined by dividing the value of A 
for a sample size o-Not only is the calculation ofcontrol limits incorrect, the usage of 
constant A is inappropriate. 
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v. 	Section 9.2 discusses how cOntrol limits are derived fo~weight controllitnits. These limits 
are based upon using an X·bar chart, which is an erroneous application ofstatistical process 
control, since only 1 reportable value is being plotted.

(b) (4)
(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4) (b) (4) (b) (4)

(b) (4) (b) (4)
(b) (4) (b) (4)

B. Individual tablet weights of in·process samples taken during a compression ron (coUect&blcts 
ev~minutes) are not recorded to determine weight variation. IDste~ yolll"' finn reco= total 
"'!cightotth. tablct:s and apply this practice for many drug products including Lisinopril tablets 
manufactured at your facility.

(b) (4) (b) (4)
(b) (4)

ndividual Other Related 
CGmpouud (IORC), NMT-

- -~ =-­
. -

I

The impurity was identified ~which came from food-grade bag used for intennediate 
~~.!.!:·~ for delivery of the lozenges with dosing stick to the laboratory and the third party packager. 

is pending FDA approval. 

for low % yield during granulalion of 
.....-£.~TWII·~... pellets for lo 93.0%)­ (89.0%), ~ 

as required by your Computation ofYields and Material Reconciliation SOP, Q.QJ 7 version 2.0 

3000210731 

2'7893-8143 

i (b) (4)

 

(b) (4)

(b) (4)

(b) (4)

 

effectfve June 1 2010. The range is NMT - These lots w~ used in process 
validation capsules. pending FDA approval. 

talc. This product is pending FDA aww.,..,..~,.. ~ 

failed to achieve blend 
to agglomeration of 

(b) (4) (b) (4)

(b) (4) (b) (4)
E. During your process validation 
homogeneity for final blend ofh<tt.•h,., 



(b) (4) (b) (4)

(b) (4)

(b) (4)
(b) (4)

ll* 
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27893-8143 

~ ..• 
Due ~(b) (4)agglomeration and low% 

(b) (4)
yield~· Olll' execution ofprocess validation bserved d 

batches, your finn has recommended that Capsule is not to be considered 
validated. These batches will be designat or eve opmen clinical purposes only and further 
evaluation will be conducted. 
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(b) (4)
(b) (4)

(b) (4)(b) (4)

(b) (4)
(b) (4)
(b) (4)

(b) (4)

(b) (4) (b) (4)
(b) (4)

(b) (4)

(b) (4)
(b) (4)
(b) (4)
(b) (4)

G. Your mtmufactwing process during process validation drug prod- Capsules 
(pending FD~s not the same as what was submitted to the FDA. 

Pellets blend lo- required mixing the following ingredients in the order listed 

Your Regulatory Affairs has detennined this change to be annual reporting. 

... 
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Information: www 

H. Your finn does not monitor ifthe filters in the air purification unit have been fully seated. This could 
result in some ofthe Hydrochlorothiazide dry tpnulation to pass through the filters with potential 
granulation lost resulting in potency loss of product Beoazeprii/Hydrochlorothiazide 20mgl25mg bulk 
tablets. 

(b) (4)
(b) (4) (b) (4)

(b) (4) (b) (4) (b) (4)
(b) (4) (b) (4) (b) (4)

(b) (4) (b) (4)
(b) (4)

(b) (4) (b) (4)
(b) (4)

;I 

I 
i 

OBSERVATION 4 

,. Examination and testing ofsamples is not done to assun: that in-process materials confonn to speciflcatlons. 


Speciftcally, 


(b) (4)

(b) (4)
(b) (4)

A. Your firm has not conducted a blend hold time study for all products manufactured at your siteI(!Q!] 
products) to support yo~ays blend completion. According to your current Batch Record Review 
and it 

This procedure 
l 
' ~applies for all manufactured intennediates, solutions, processed raw materials, in-process materials (bulk 

products), fmishcd dosage forms, packaged product and labeled packages manufactured and/or l 
•,,packaged at the Wilson, NC facility. However, you have not conducted a blend hold time study for 
jproducts manufactured at your facility. 

B. Your firm is not using previous acceptable process variability estimates where possible and l 
detennined by application ofsuitable statistical procedures. For example: ~ .! 
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i. 	 For product Lisinopril20mg, the a (8.1.4) estimation used for the control charts is ineorrcet. The 

estimate ofa is not based on suitable statistical procedures. The in-process specifications are not 

based on previous process variability estimates and they are not determined by the application of 

suitable statistical procedures. 


ii. 	BM7189 (pp 33-36). your control limits are not based on suitable statistical procedures. The 

current control limits are final 


OBSERVATION 5 l 
Speci~cally, your multipoint content unifollllity acceptance criteria is not adequate to assure that batches I
ofdrug products meet each appropriate specification and a~

Acceptance criteria for the sampling and testing conducted by the quality control unit is not adequate to assure that batches of 
drug products meet each appropriate specification and appropriate slatistieal quality contro I criteria as a condition for their 
appro~ and release. · 

control criteria as 
a condition for (b) (4)their approval and ~lease. The rationale for----acceptance criteria 
(RSD NMT for multipoint content uniformity sampling states that for smaller data·sets, they are 
allowing a larger acceptab1e RSD. This rationale is not statistically based. 

(b) (4)-

LABORATORYSYS~ 

OBSERVATION 6 

Established test procedures are not followed. 

Specili.cally, your firm does not follow your validated dissolution test method. DUring FDA personnel 
visit to the laboratory dissolution unit Number 17259, had bubbles on the padd1es. The 
unit was been used Stability studies. Also, it was observed that the filters installed in (b) (4)
the auto analyzer's probes used in a previous unknown analysis. After reviewing the 
dissolution monograph 0008 QC version 04, 10/15/10 page 17 of 52 it was observed that it specify that 

(b) (4)
(b) (4)

the dissolution medium has to be degassed. Sandoz personnel later indicated that the 
(b) (4)

(b) (4)

validation ofthe 
was performed by degassing by twO cllfferent teclmi(IUC5 

••••However, your validated test method requires degassing 



(b) (4)

3000210731 

OBSERVATION 1 

Laboratory records do not includD complete data derived ftom all tests, examinations and assay necesslll')' to w11re 

compliance with emblished specifications and standards. 


Specifically, 
A. OOS irivestigation document USWY- SOP-00738 version 1 does not describe what specific actions 

should be taken if OOS cause is not found. 008 investigations are closed by rejecting the OOS based on 

re-test statistical analysis without finding the cause ofthe OOS. 


B. Yo~ finn submitted to the 'FDA theoretical weight values for Metfonnin Spike recovery instead of 

actual values. Specifically, the Metfonnin method validation, on section 5.6 of 11Analytical method 

validation Report# MVR00093v2, 

(b) (4) : However, the actual weight values are 56.9, 56.4, 56.7, 116.0, 116.2, 119.1~ 231.1, 229.8, 230.1 

mg according to Book. 4681page 053. These actual weight values were not reported as part ofthe 

method validation for this product. Also method validations do not include carryover analysis. to 


(b) (4)·h-•.,....t-i,...l weight values fort~ level were reported as 
~Accuracy/Recovery s 

(b) (4)
I I I I I ....; I I t s"
I 

,. 

;preclude unknown impurities co-elution interferences. 
j 

SYSTEM 

OBSERVATION 8 i
••There is a failure to supply potable water under c:ontinuous positive pres~urc. 

Specifically, 

I 
JA The pressure limit for the microfiltration WJit of the water system has not been evaluated. • 

· Specifically. there is no limit established for the prr:ssure difference between input and output for the 
inicrofiltration unit. However, Sandoz maintenance personnel acknowledge that an inadequate pressure 
gradient could potentially create a backward flow that could damage the unit. 
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DEPARTMENI' OF HEALTH Al'ii"'D HUMI-N SERVICES 
FOOD AND \)llUQ AOMINISTRAnON·­60 Eighth Street NE 

Atlanta, GA 30309 
(4041 253-1161 Fax:_(404) 253-1202 
Industry Information: www.fda.gov/oc/industry 
--""u"""'""''~-.-...-_.......,-
TO: Jon Rushford, VP 'l'echnical _Qparations......_ 

··~·-

UOTlOIIiJgi'I~...N 

06/06/2011 - 06/22/2011* 

3000210731 

Sandoz Inc 4700 Sandoz Dr 
,.., ··"'"'-.... r_..., 
Wilson, NC 27893-8143 Drug Manufacturer 
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B. There is no qualification performed for th~disinfection unit 107223 installed in the water 
purification system. Your fum. bas never validated this unit after installed to ensure that it is effectively 
killing potential microorganisms. 

• DATES OF INSPECTION: 

061061201 l(Mon), 061Cl71201J(Tuc), 06108/lOll(Wcd}, 0610912011(Thu). 06/!01201 l(Fri), 06113120ti(Mon), 06/14nOti(Tllc). 

06/JSJlOII(Wcd), 06116f2011(Thu). 06117nOJJ(Fri), 061221201t(WBd) 
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