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FEJNUMBER 
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STREET ADDRESS 
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Vasco Da Gama, Goa, 403 7 22 India Pharmaceut ical Manufact urer 

This document lists observations made by the FDA representative(s) during the inspection of yom· facility. TI1ey are inspectional 
observations, and do not represent a final Agency determination regarding yom compliance. If you have an objection regarding an 
observation, or have implemented, or plan to implement, co1Tective action in response to an observation, you may discuss the objection or 
action v.rith the FDA representative{s) dtu-ing the inspection or submit this information to FDA at the address above. If you have any 
questions, please contact FDA at the phone ntunber and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 
Equipment and utensils are not cleaned, maintained and sanitized at appropriate intervals to prevent 
contamination that would alter the safety, identity, strength, quality or purity of the drng product. 

Specifically, 

1. Cleaning procedures do not include provisions for routine cleaninfir inspection of the air 
.nl I 1 d D . £ ·1· lie ln gh 1 f lb)(4) 1 d lbll4> I 1 et out et uct areas. urmg a ac11!J.' wa t ·ou , ayers o o ore I 

~b><4> !drng products residue were observed .. o_n_t"h-~-e""'in-s1,... d~-e-
surfaces of air outlet ducts of multiple non-dedicated ~bl <4> These air 

. lbH4l-, 
outlets were directly connected to the1 I ---
a. On September 16, 2019, a layer of ti>mJ olored [(6>1

4
> material was seen near the 

HEPA filter, directly next to the inlef'Ouc od b><
4
> ~(ID # T-006 

Unid:: ). Subsequently, on September 17, 2019, a layer ofl0
H

41 ~'colored 
~b><4> 'drng product residue was seen on the inside surface of air exhaust 
duct of~><4> ID # T-006 Unit tb><4>. These inlet and exhaust air ducts are the integral 
paii of the diug manufacturing system that ai·e directly connected tol(b><

4
> (ID # T-006 

unitm . 

Your cleaning_procedure, SOP No. OI-27, Cleaning, Line Clearance and Operation of 
j(b><

4
> V Processor (Version 17.0, Effective date 3/29/2019) and 
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preventive maintenance procedure, SOP No. EM-029, Preventive Maintenance o±f:
41 

tb><4> (Version 6.0, Effective date 11120/2018) do not have provisions to clean, 
tlie air aucts tliat are contaminated and are integral paii 0£'(6H

4> (ID # T-006 Unit !bll
4l_ 

Additionally, your fam's Director of Technical Services confnm ed that these ducts are 
not cleaned as pa1i of the equipment cleaning. 

Y tbll4> (ID# T 006 U . !bll4> . d d' d . th h b d our - mt 1s a non- e 1cate eqmpment at as een use to 
manufacture and ship a number of diu g products to the U.S. Mai·ket. A list of products 
manufactured and shipped to the U.S. Market during 2017-2019 include but ai·e not 
limited to: !b><4> US ~~l mg tablet db>(;t> tablets) !b><4> 
"b><

4
> mg tablets USP bH4> tablets), t1>><4> tablet USP~l mg ib><4> tablets). 

~b) (4)~ !bl (4) 
b. On September 17, 2019, a layer of ~olored fuug product residue 

h . 'd f: f . xh d f b><4> (ID# T 382 U . '<b><4> Th was seen on t e ms1 e sm· ace o air e aust uct o - mt . e 
exhaust duct is an integral paii of the di11g manufactming system that ai·e directly connected 
t0Kt>><4> (ID # T-3 8 2 Uni ~b><4> . 

. . . 1 d . .C:<llll4ll 
Your cleaning procedure, SOP No. OI-27, Cleanmg, Lme C earance an Operation 01L__J 

r!bll4> Equipment I Processor (Version 17.0, Effective date 3/29/2019) and preventive 
maintenance procedure, SOP No. EM-029, Preventive Maintenance oflllll4 >' _______ _,. 
(Version 6.0, Effective date 11120/2018) do not have provision to clean the air ducts that ai·e 
containinated and are integral part oftb><4> (ID# T-382 Unit'!b><

4
J. Additionally, your 

fam 's Director of Technical Services confamed that these ducts are not cleaned as paii of the 
equipment cleaning. 

You L141 
(ID # T-382 Unit~b><4> is a non-dedicated equipment and has been used to 

manufactm·e and ship a number of di11g products to the U.S. Market. A list of products 
manufactm·ed and shipped to the U.S. Market in during 2017-2019 include but are not limited 
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tl>)(4) bJ E'.]m(4) tb)(4) bl ) tb)(4) tbl 16)14) 
to: !b <4 ta et g ta ets , tablet 1<4> mg ) ) I_ I (b)(4) (b)(4) ~--.,----- ,_ ____ _. 
tablets), and i Jtablet USR mg q ,tablets). 

tl>ll4) lb)l4) 
c. On September 20, 2019, a thick layer of olored Chu g 

product residue was seen on the inside surface of air eXliaust duct o£<b> <4> 1ID1rTL-OO 1 
Unit{ll><

4
>. The exhaust duct is an integral pa.it of the drng manufacturing system that are 

directly connected td<b><4> (ID # TL-001 Uni :o>><
4
>. 

Your cleaning_orocedure, SOP No. OI-27, Cleaning, Line Clearance and Operation of°b><
4
> 

"b><4> (V · f.,,. . da I I ) d . Processor ers10n 17.0, E 1ect1ve te 3 29 2019 an o'-"r ... ev .... e~n=t"""w~e,_ __ _ 
.. m- am ..... te_n_an_ c_e_p_ro- cedure, SOP No. EM-029, Preventive Maintenance ofi<b><4> 
(Version 6.0, Effective date 11120/2018) do not have provision to clean _______ __. 
contaminated and ai·e integral pa1t of lbH-'> (ID # TL-001 Uni~<b><4>j . Additionally, your 
film's Director of Technical Services confomed that these ducts are not cleaned as pa.it of the 
equipment cleaning. 

Y ~b><4> (ID # TL 001 U . tt>><4l . d d' d . d h b d om - mt 1s a non- e 1cate eqmpment an as een use to 
manufacture and ship a number of diug products to the U.S. Mai·ket. A list of products 
manufactured and shipped to the U.S. Mai·ket in during 2017-2019 include but are not limited 
tfj>~ ~><4> tablet u s p '!b><

4
> mgjb><4> tablets) tb><4> tablet USP tb><4> mg 

1 >< > tablets), and<b><4> ao1erbsRtbll4> ~<b><4> tablets). 

tb)(4) tb)(4)~------
d. On September 20, 2019 a layer o~ ,colored :hu g product residue 

was seen on the inside surface of air exhaust duct 0£<b><4> ID1f'TL-232 Unif H4
'). The 

exhaust duct is an integral pa.it of the diug manufacturing system that are directly connected to 
tb><4> {ID # TL-232 Unl!b><41. 

Your cleaning procedure, SOP No. OI-366, Cleaning, Line Cleai·ance and Operation of 
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tb)(4) ~. i (Version 6.0, Effective date 6/2112019) and preventive 
mamtenance proceoure, s"OP No. EM-029, Preventive Maintenance od bH4> I 
(Version 6.0, Effective date 11120/2018) do not have provision to clean the air ducts that are 
contaminated and are integral pa1t of16n

41 
J ID # TL-232 Unitm . Additionally, your 

film's Director of Technical Services confilmed that these ducts are not cleaned as pait of the 
equipment cleaning. 

~b)(4) 
ICID # TL-232 u ni 

f(b)l4 ) 

Your is a non-dedicated equipment and has been used to 
manufacture and ship a number of diug_~roducts . You have used this equipment to 

. . lbll4) • (b) (4f tbl14J 
I manufacture reg1strat10n batches of[ .tablet mg i 

tablets) for US. 

e. On September 20, 2019, a layer 0£<bH4> colored tbH4> jdiug product residue 
was seen on the inside surface of air exhaust duct olf» <4> 

{b)(4f 
.(IDT CL-131 Unit . The 

exhaust 1uct is an integral pait of the diu g manufacturing system that ai·e directly connected to 
FH

4
> (ID # CL-131 Uni ~bH4> • 

Your cleaning: procedure. SOP No. OI-366, Cleaning, Line Cleai·ance and Operation of 
fbl1

4
> ~(Version 6.0, Effective date 6/2112019) and preventive 

maintenance procedure, SOP No. EM-029, Preventive Maintenance oftbH4> I 
(Version 6.0, Effective date 11120/2018) do not have provision to clean tlie air aucts tliat are 
contaminated and ai·e integral part od bJ <

4
> ~(ID # CL-131 UnitrCb> <4> . Additionally, your 

film's Director of Technical Services confilmed that these ducts are not cleaned as pait of the 
equipment cleaning. 

y 1·~b)(4) our {ID # CL-131 Uni iCbl1
4

> is a non-dedicated equipment and has been used to 
manufacture and ship a number of di11g products to the U.S. Mai·ket. A list of products 
manufactured and shipped to the U.S. Market in between 2017-2019 include but are not 
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limited to: tb)(4) capsules USPF)(4) ,rng r H4l Jtablets),[(6>14> 
tl>)(4) ~b) ~,{1>)(4) -------· -----capsules USP <4> mg lL !tablets). ------

f. On September 20, 2019, a deposition of a ti>m> colored16n
41 

mug product 
residue was seen on the inside surface of a aust~bH4> area o <b><4> (ID # PD-2 
Unit<

11
> <"> Upon rnbbing the inside of the plenum area with a lint free cloth, a !bll4> colored 

material was seen on the poition of the lint free cloth that was rnbbed against the inside 
surface of the tb><4> The equipment was kept in "clean status". The exhaustf >14> ts an 
integral pa1t of tlie diug manufacturing system that are directly connected to tb><4> (ID# 
PD-2 Unittb><4> . 

Your cleaning_Rrocedure, SOP No. OI-48, Cleaning, Line Clearance, and Operation oftbH
4
> 

tb><4> {Version 9.0, Effective date 6/8/2017) and preventive maintenance 
o. EM-029, Preventive Maintenance oft1>><

4
> (Version 6.0, 

Effective date 11120/2018) do not have provisions to clean the exhaust air duct that are 
contaminated and are integral part orlb><

4
> ICID # PD-2 Unitt1>><4> . Additionally, your 

film's Director of Technical Services confomed that these ducts are not cleaned as pait of the 
equipment cleaning. 

tb)(4) ( # . lb)(4) . d d ' d . h d h' Yom ID PD-2 Umt IS a non- e Icate eqmpment. You ave use t IS 
equipment to manufacture and snip a number of diug products to the U.S . Mai·ket. A list of 
products ~anufactured and shipped tQ the U.S , Market durincr 2017-2019 include but ai·e not 
1. . d b)(4J l <b><4> <b><4> u1 ) "bH4> Illllte to: capsu e g ~s e 
caRsule tb><4> rng G!b><4> capsule), and<b><4> ~apsurer~:Jng?<b><4> 

lbll4> apsule) . ---

tb)(4) f(b)\4) 
g. On September 21 , 2019, a layer of a colored 

was seen on the inside surface of air exhaust duct o <b><4> 
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exhaust[(bl\
4
> ts an integral pru.1 of the drnp., manufacturing system that ai·e directly 

connected to'-" ' (ID # HE-139 UnitlCb><4> 1. 

Your cleaning_: rocedure SOP No. OI-69, Cleaning, Line Clearance and Operation of tb><
4
> 

tb)(4) {b)(4) . . . 
(Verswn 7.0, Effective date 3/29/2019) and J?.revc-e=n='ti .... v..;e ____ _ 

'------.Jo1•c-ed";"l-11-·e-,~SOP No. EM-029, Preventive Maintenance of <b><4> __ ""-_""-__ ,,,_..,.___... 

(Version 6.0, Effective date 11120/2018) do not have provisions to clean the exhaust air ducts ' .. tb)(4) 
that are contaminated and ai·e integral pru.1 offb><4> {ID # HE-139 Unit Your fnm's 
Director of the Technical Operation stated that the inside of the exhaust was never opened and 
evaluated for cleanliness. 

Y tb><4> (ID # HE 139 U . tb><4> . d d. d . d h b d . h our - mt 1s a non- e 1cate eqmpment an as een use m t e 
manufacture of tablets. A list of dmg products manufactured and shipped to Rest of the World 

• . . . f(b)\4 ) (b) ' )(4) tb)(4) 
(ROW) d. urmg 2017-201.2 mclude but are not lllllited to: <4> m~tablet tb)(4) (b)(4) (b)(4) 'b)"4.) (b) (4) (b) (4) ----1 

tablet0 mg tablet' '' ablets i ablets), and 
<b><4> ~g table <b><4><b><4> --,tablets <b><4> tablets) . 

h. On September 23, 2019, a layer of a tb><4> colored tb><4> diug product residue 
was seen on the inside surface of air exhaust duct of Cb> <

4
> (ID # ON-148 Unit~::: . The 

exhaust plenum is an integral pru.1 of the di11g manufa ystem that ai·e directly 
connected to !bH

4> (ID # ON-148 Unit!b><4! Your fnm's Director of Engineering stated that 
the equipment was commissioned in 2013 and the exhaust duct was never opened to evaluate 
the cleanliness. 

1 . d 1 . . 1 d . _ri(llf<4ll ,Your c eanmg__proce ure, SOP No. OI-27, C eanmg, Lme C earance an Operation 01L__J 

!bll
4
> Processor (Version 17.0, Effective date 3/29/2019) and preventive 

maintenance procedure, SOP No. EM-029, Preventive Maintenance o tbl <4>·--------
(Version 6.0, Effective date 11120/201 8) do not have provision to clean the air ducts that are 
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. d d . 1 f (b)(-4) ( # . ~b) fu . contammate an are mtegra part o ID ON-148 Um <4> . Your m 's Director 
of Technical Services confumed that these ducts are not cleaned as pali of the equipment 
cleaning. 

Yourtt>H-4> (ID# ON-148 Unitm is a non-dedicated equipment. You have used this 
equip manufacture and ship a number of chug products to Rest of the World (ROW). 
A list of products manufactured and shipped to ROW during ~OLZ-2019 include but are n,ot 
limited to: tb><4> lbH41~g tablets (f6H4> tablets), (bH

4
> :~l mg tablet !bH4> 

tb><4> tablets), and !b><4> lbH4> t tb><4> ta5let'S5. 

tb)(4) (b)(4f l , 

2. Layers of colored .. Ldrug :Jduct residues were observed 
on the inside surfaces of air outlet ducts of multiple bl <

4
> machines. These exhausts 

ducts were directly connected to the tbl <4> Your cleaning procedures do not include 
provisions for routine cleaning or inspection of the air inlet/outlet duct areas. 

WW MW . 
a. On September 17, 2019, layers of colored drng product residues were 

seen on the inside surface of air exhaust duct of<b><4> {ID # T-025 Unit ~l . The 
e~~i:mst ductis an integral paii of the drng manufacturing system that is directly onnected 
to (ID # T-025 Unid~l . 

Your SOP No. 01-450 Cleaning, Line Cleai·ance and Operation o :tt>H
4
> 

H4> (Version 11.0, Effective date 6/14/2019) and._p_1-·e-ve_n_t-.iv_e ____ .... 

maintenance procedure SOP No. EM-030 Preventive Maintenance of H4> 
Machine andr:=: (Version 7.0, Effective date l-l-/3-/-20_1_8_)_d_o_n_o_.t 

.have Qrovisions to clean the air ducts that are containinated and are integral paii of 
!bH4> (ID# T-025 Unifi(bH4 j. Your fum's Director of Technical Se1v ices confumed 
that these ducts ai·e not cleaned as pa1i of the equipment cleaning. 
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tt>n4> (ID # · [(6> · d d . d · h d h. Your T-025 Umt 4> 1s a non- e 1cate eqmpment. You ave use t 1s 
equipment to manufacture and ship a nlllllber of diug products to the U.S. Market. A list 
of products manufactured and shipped to the U.S. Market during 2017-2019 include but . . {b)(4) {b)(4ll (I>)(") "b)(4) (b) 
are not hrmted to: ablets USP mg ablets), and <4> mg {b)(4) 
tablets capsule) . 

{b)(4) lb)l4) 
b. On September 17, 2019, layers of colored i lrng product residues were 

seen on the inside smface of air exhaust duct of> 41 [ID-if T-1 80 Uni tb> 
14

> . The 
exhaust ductJs 

4
an integral pali of the diu~4manufacturing system that are directly 

connected to !bll > (ID # T-180 Unit lb> > 

Your cleaning procedure Your SOP No. OI-30 Cleaning, Line Clearance and Operation of 
tb><

4
> (Version 12.0, Effective date 6/2/2017) andpreventive maintenance 

a . . .fl!b)(4) d 
.proce ure SOP No. EM-030 Preventive Mamtenance o'":L rn 
!b><4> (Version 7 .0, Effective date 1 IT3T20T8) Clo noffiave provision 
to cl~an tlie au (:lucts tliat are contaminated and are integral part 0~1(6><4> J ID # T-1 80 
Unit ffi.J . Your fnm's Director of Technical Se1v ices confnmed that these ducts are not 
cleaned as pali of the equipment cleaning. 

Y tbll4> (ID # T 80 U . ~b><4> . d di d . Y h d h. our -1 m~ 1s a non- e cate eqmpment. ou ave use t 1s 
equipment to manufacture and ship a nlllllber of diug products to the U.S. Market. A list 
of products manufactured and shipped to the U.S. Market during 2017-2019 include but 

. . {b)(4) "(bl b) (4) {b) (4) (b) 
are not hrmted to : ablets~mg ( ,ablets), and <4> mg f(b)(4) 
tablets tablets). 

f(b)(4) {b)(4fl 1 • 

c. On September 17, 2019, layers of ~olored uiu g product residues were 
seen on the inside surface of air exliaust duct oL Machine (ID # T-492 Unittb><4>. 
The exhaust duct is an integral pali of the diug manufacturing system that are directly 
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tl>)(4)-i,_ . tb)(4f 
connected to i ~achine (ID# T-492 Unit . 

;;Aour SOE No 01-4.5.0 Cleaning, Line Clearance and Operation o !{t>H-4> 
> 4> (Version 11.0, Effective date 6/14/2019) and._p_1-·e-ve_n_t-iv_e ____ _. 

. d . . f )(4) mamtenance ia,roce ure SOE No. EM-030 Preventive Mamtenance o 
Machine and ><

4
> (Version 7.0, Effective date 1 ... 1 ... /3 ... /"""2-0-18""')- d"'"o_n_o_t 

h . . 1 h . d h . d d . 1 flbH4l~-ave prov1s1on to c ean t e air ucts t at are contammate an are mtegra part o 
Machine (ID # T-492 Unit ~:: . Your fam' s Director of Technical Services confnmed tfiat 
these ducts are not cleaned as pali of the equipment cleaning. 

Y tb><4> (ID# T 92 U . tb><4> . d d . d . Y h our -4 mt 1s a non- e 1cate eqmpment. ou ave 
used this equipment to manufacture and ship a number of diug products to the U.S. 
Market. A list of products manufactured and shipped to the U.S. Market during 2017-2019 
include but are not limited to: tb><4> tabletsP>H4

> mg db><
4
> tablets), 

tb><4> mg tablet USP !b><4> tablets) and!b><4> tablet usp<b> mg 

f
b)(4) ...----- ' <4> 

.... _____ (ablets). 

lb)(4) I ~b)(4) . 
d. On September 20, 2019, layers o{ ~oloredJ ::Irng product residue~ were 

h · ·d £ f · n a f(b)\4) c # · (b) h seen on t e ms1 e sur ace o air ex aust uct o ID TL-098 Umt~.J T e 
exhaust duct is an integral pali of the diu g manufacturing system that is directly connected to 

tb><4> (ID # TL-098 Unit tb><4>. 

Your cleaning procedure SOP No. 01-50 Cleaning, Line Clearance and Operation of 
lbll4> (Version 12.0, Effective date 10/6/2019) and ~reventive maintenance rocedure 

o. - reventlve amtenance o ac me an Sop N EM 030 P . M . f r:r!bll4> M h. d tbll4> 

tt>H4> (Version 7.0, Effective date 11/3 2018200 not nave rovision ... to_ cl_e-an- th_e_a_i_r ... 
ducts tfiat are contaminated and are integral pa1t of bH4> (ID # TL-098 Unit~: . 
Your fam 's Director of Technical Services confam s are not cleaned as pali 
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of the equipment cleaning. 

w~ ~n 
Your (ID # TL-098 Unit~ is a non-dedicated equipment. You have used 
this equipment to manufacture and ship a number of diu g products to the U.S. Market. A list 
of products manufactured and shipped to the U.S. Market during, 2017-2019 include ,but are 
not limited to:Fll4> tabletsF><4> mg L4> tablets), bH4> tabletsCbll4> mg 
" ><4> taoletSJ, and(b)(4) tablets~g q<b><4> itaol~ 

e. On September 20, 2019, layers of~b><4> 'arng product residues were 
seen on the inside surface of air exhaust duct 0£L><4> ID # TL-23 1 UnidCblll The 

f. 

exhaust duct is an integral part of the diug manufacturing system that are directly connected to 
tb><4> ID # TL-231 Unit tb><4>. 

Your cleaning procedure SOP No. OI-50 Cleaning, Line Clearance and Operation of 
t1>><

4
> (Version 12.0, Effective date 10/6/201-2) and preventive maintenance Rrocedure . . !(1>)(4) tb)(4) 

SOP No. EM-030 Preventive Mamtenance of( and 
tb><4> (Version 7.0, Effective date l l/3!20181 ao not liave provision ,_ ____ .... 
d h . d d . 1 .-t6ll4> (ID # TL 23 1 U . tb><4> ucts t at are contammate an are mtegra part on - mt . 
Your film's Director of Technical Services confom ucts are not cleaned as paii 
of the equipment cleaning. 

w~ w~ 
You (ID # TL-23 1 Unit j s a non-dedicated equipment. You have used this 
equipment to manufacture and ship a numoer of diu g products to the U.S. Mai·ket. A list of 
products manufactured and shipped to the U.S. Mai·ket during 2017-2019 include but are not 
limited to: tb><4> tablets USP i{ljl\4> G<b><4> ab lets), tt>><4> tablets u s p"b><4> 

, b)(4> r(b><4> ~£U tb><4>1 , ~b><4> r:-;1 
mg ablets), and tablets USP mg lL___Jtablets). 

On September 23, 2019, layers of rCb><
4
> coloredtbll4> di11g product residues --- ~~~~~~~~~ 
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. . d £ f . d f tb)(
4

) # . (b) were seen on the msi e sur ace o air exhaust uct o ID ON-046 Urut (4> . The 
exhaust duct is an integral pali of the diug manufacturing system that are directly connected to 

{b)(
4) (ID # ON-046 Unitm . 

1 . d Cl . . 1 d . "tt>ll4>1 Your c eanm!! oroce ure_.SOJ>_No_._OI-40 earung, Lme C earance an Operation oIL__J 
(b)(4) (V . f'C . I I IO'\ d ersion 10.0, E 1ectlve date 3 9 20l2J. an 
preventive maintenance rocedure SOP No. EM-030 Preventive Maintenance of!(6>1

4
> 

tt>H4> rYersion 7.0, Effective date 11/-3/_2_0_18-) do 
not have_nrovision to clean the air ducts that are contaminated and are integral pali of 
rH4

> (ID # ON-046 Unit~::] Your fnm's Director of Technical Services confnm ed that 
tliese ducts are not cleaned as pali of the equipment cleaning. 

Your
16n

41 rm# ON-046 Unid:: is a non-dedicated egui ment. During 2011-2019 
. . {b)(4) tbl '(b)(4) 

you have useolllls eqmpment to manufacture and ship ablets 1<4> mg -----tablets) to the U.S. Market. 

tbH4J tbJ<4J tbJ<4J tbI 
3. The -toppe1 used in Uni Fill Line <4>dming the aseptic filling 

. . (b)(4 ) • 

process appears to have some fo1m of VlSlble scormg on the surface with rough and uneven 
edges, and they are not smooth cleanable surfaces. 

{b)(4) d . h d (I ) . fi 11' {b)(4) 4. are use m t e Gra e A SO 5 areas e.g., aseptic i mg zones, 
stoppering and (bJ <4> stations and in thett>>14> The 

Associate Director of Quality Assurance and Senior Manager Production confiiliied that the 
u>JI~> 1 d d . . d . d ' b R h h tt>ll4> are not c eane an sambze on a pen o ic ase. at er, t e are 
-c-le_a_n_e_d_a_t .... the same time as the E:...__jHEPA filter integrity testing is p'""e-rf .. io-1m_ e_d-. .... 

5. The tbH
4> 

{b)(4) 
1 d d . . d . di b Th lb)\4) are not c eane an samtlze on a per10 c ase. e 

.-re_m_a...,.in_e_d~covered during the ti>> <4> process and they are not cleaned _______ .. 
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prior or post the aseptic filling operations. 

OBSERVATION 2 
Equipment for adequate control over air pressure, micro-organisms and dust is not provided when 
appropriate for the manufacture, processing, packing or holding of a drng product. 

Specifically, 

1. ·:r:r141 ~- . . tb)(4) mln~b)(4) ~;JFfl establishes in Umt Injection mg <4J 
section 3.2.P.3.3 Description of Manufacturing Process and Process Controls, " ... filling is done 
under laminar air flow (class 1000 is sunounded by area which is class 100 at rest and class 
1,000 at dynamic, in-process checks of filled vials and then tt>H4> is also done under LAF in 
sealing area which is classified as class 1,000 at dynamic." 

The,..,,, .. , 
lists the following room 

classifications i.e., Class 100 [Grade A area] [ISO 4.8], Class 1000 [Grade B Area] [ISO 5], 
Class 10,000 [Grade C Area] [ISO 7] and Class 100.000 [Grade D Area] [ISO 8]. However, the 
sunound area of the Grade A (ISO 5) aseptic filling perfo1med in the open Restricted Access 
Barrier (RABs) is not Class 1,000. Rather, the cmTent classification is Grade C (ISO 7) during 
dynamic and routine aseptic filling operations. There is no,non-viable paiiicle (NVP) data to 
support the Class 1,000 area classification submitted in the ~b><41I In addition; 

There is the same concern regarding the classification for the smTounding area around the Grade 
A (ISO 5) aseptic filling ai·eas for the following~CbH4> 

1
manufactured in Unit[(61141 i.e., 

r><4
> b iinjectable Suspension, USP tb><4> mg/m!fb><4>l 1t:> a. 

esta hslies m section 3.2.P.3.3 Descrij)tion of Manufacturing Process and Process Controls, 
the "Vial filling, stoppering and ~b><4> .l s caiTied out in laminar air flow, smTounded by 
Grade B environment." The area sunounding the Grade A (ISO 5) aseptic filling peif 01med 
in the open Restricted Access BaITier (RABs) is not Class 1,000. Rather, the cmTent 
classification is Grade C (ISO 7) dming dynamic and routine aseptic filling operations. 
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There is no non-viable Qarticle (NVP) data to suppo1t the Class 1,000 area classification 
b . d . h lb)l4) ., 

su mitte m t e I 

jrn· . USP tbll4> tb> ml (tbH4l\nf m1) drCb><4> b. 
lb)(4) 

~ 1ecbon , m l4J an 
lb)(4) IIiii f USP tbH4> I 1 d !bH4> ~'g;<6> TtJg1mli bH4> b)(4) 

, Jee ion , mg m an i <4> m I[ 

in section 3.2.P.3 Description of Manufacturing Process and Process Controls, the 
" ... vial filling, stoppering and sealing is caITied out in laminar air flow, surrounded by Grade 
B environment. " The area sunounding the Grade A (ISO 5) aseptic filling perfo1med in the 
open Restricted Access Barrier (RABs) is not Class 1,000. Rather, the cmTent classification 
is Grade C (ISO 7) during dynamic and routine aseptic filling operations. There is no non-
vi~a1ticle (NVP) data to suppo1t the Class 1,000 area classification submitted in the 

~b)l4) 

The Associate Director of Quality Assurance confnmed there have been no supplements to 
thln

4
> submitted to the Agency regarding the change of manufacturing room 

classifications i.e., from "Class 1000 [Grade B Area] [ISO 5]" to the company's current 
Grade C (ISO 7) sunounding area. 

UniiCb><4> I 
2. The "Mapping Study for Selection ofNVPC Monitoring Routine Location" document #SP/U9-

61 dated 09 May 2018, objective "is to evaluate the exiting online non-viable paiticulate matter 
monitoring locations to ensure; Appropriate p robe orientation to obtain a meaningful sample 
which indicate true level of extrinsic particle contamination where p roduct is exposed." The 
scope of the study protocol is as follows i.e., "This study shall be conducted for all online NVPC 
monitoring location in product and sterile container closure exposure path (Grade - A) at sterile 
product manufacturing lines at Cipla, Verna Goa units." The Associate Director Quality 
Assurance confnm ed that they have not perfo1med the study for the aseptic fill line number m in 
UnittbH4l 
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OBSERVATION 3 
Aseptic processing areas are deficient regarding systems for maintaining any equipment used to control 
the aseptic conditions. 

Specifically, 

. tb)(4f 
Umt 

1. , Aseptic filling processing of finished diug products i.e., from aseptic filling to the ~bJ <41 I 
r ><

41 
processing steps, are perfo1med within a Grade A (IS0-5) environment. The following is 

m regards to non-viable Rarticle ~ monitoring; tb)(4) 0 a. the Grade AfbJ <41 •room , is not 
monitored for the presence NVP; 

b. there is no record to document that thelb><
4
> :room t1!bll4> ~s maintained to the Grade 

A (ISO 5) classificatioll' . . 
h . NVP tt>H41 ~. . . d h tt>ll41 bll4> 

~ c. t ere IS an 'i posj ione on t e( 
tt>ll4l system (Grade A - ~bH41 I. (b)(4) 

However, the i 
bJ <4J 11s not pos1t10ned 1mmechately eneath the HEPA filters ; 

(b) (4) (bJl4) l· . . d. the are conveyed from the Grade A stoppenng station to the 
lbJl4) (b) (4) . . l l(room f:i • . there 1s no NVP measurements taken between the followmg 
NVP locations in roomJl/'n" i.e. stopperin• stationl'' " ' ~ tb){4) UJ {b){4) 

A\ 

- (b)(4) . . tl>)(4) I 
e. a s used to ti·ansfer stenle parts and eqmpment from the! o 

tlie!bH4J jRestriction Access Banier FH
41 

jRABs) . There is no NVP measurements taken 
dunng a vnamic (in operation) condi 

f. 
'(b)(4) . tb)(4) 

~hat are desihsated as Grade A environments. there are aynamic I 
However, the interior of the dynamiq<b><4> is not monitored for the presence of 
NVP during routine operations ; 
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lb)(4) ~ WW ' g. regarding the1 ,mechanism of the dynamioL.. ,there is no 
standard OJ)er nd establish the manner of testmg an d ensuring 
that ther 1 <4> echanism functions appropriately. 

tb)(4)1 
Uni 

2. ,Aseotic filling processing of finished drng products i.e ., from aseptic filling to the~bH4> I 
'b)(4) . £ d . th. d ( ) . d. processmg steps, are per onµe w1 ma Gra e A ISO 5 env1ronmenttt>>~to:ar mr 
monitoring for the NVP, there is an r ><4> ]located near the fill line 's i t ll 

. . h . . h lb)(4) 1. . . . . 1 b) 4) stoppermg station. From t e stoppermg station to t e 
1
station it is approxrmate y 

tb)(4) ·1 i However; 

f j)(4) 
d b h · · d h rb)(4)1 a. there is no ocate etween t e stoppermg station an t e 

r )(4) I ta ti on ; and 

b. . :F f{4) •at the stoppering there is no data to suJ)~oit that the area between the 
. lb)(4) . . d ( ) 

station to the1 _is m amtame to Grade A ISO 5 . 

3. The "Air Flow Pattern" document #1035-E-0071, dated 26 Jul 2016 establishes " ... a procedure 
for checking of airflow pattern." It is "Applicable to all air handling units (AHU), Laminar air 
flow (LAF) units]6H4> '.and between 
adjacent area." There standard orocedure establishes for examQle. " .. . f ><4> lb)(4) 

t'"' 
-

In addition, the "Air Flow Pattern Checking" document #EP-009, dated 20 Sep 2018, establishes 
" ... a rnmcedure for cbeckjno: 0£.airflow_nattem " It i~nnlicable to_all HV'AC.,of classified r (4) (b)(4) 1 areas, 
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f(b)(4) I . f(b)(4) 

L (b)(4) 
The standard procedure establishes tol' 

the follo:win!!". for examnle. lb><
4
> .... 

fb)(4) I Representatives from the Production, 
Quality Assurance, Engineering and Microbiology Departments reviewed and approved the 
repo1t and air flow pattern videos. 

The following table lists several instances where the unidirectional airflow patterns could not be 
detennined and/or observed. Note: the summaiy provided in the table is not intended to be an 
all-inclusive and/or exhaustive list of concerns, for example; 

U . lbl- B . f d . . f 1 . . . rut (4) - ne escnphon o manua activities 
Approximate I (b)(4) 
time sfamo (b)(4) 

'(b)(4) . b)(4) 
unable to observe airflow at back 

b)(4) 
obstruct view; unable to observe unidirectional airflow 

(b)(4) 
lobstmct view; unable to observe unidirectional airflow 

Personnel blocking view: unable to observe unidirectional airflow 
Personnel blocking view: unable to observe unidirectional airflow 
Personnel blocking view; unable to observe unidirectional airflow 
~bH4> IRABs, unable to observe unidirectional airflow 
Fiiijb><

4
> ,area blocking view; unable to observe unidirectional airflow 

-Mll~hle to ohse1-ve..11nidirectional,airflow when~Cb><4> bag 
J 1there is no smoke to observe unidirectional 
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tl>><

4
>.------~-a-ir_fl_o_w __________________________ _, 

(b)(4 ) 

SEE REVERSE 
OF THIS PAGE 

FORM FDA 483 (09/08) 

There is no smoke to observe unidirectional airflow 
No smoke over personnel movement; cannot observe unidirectional airflow 
No smoke over personnel movement; cannot observe unidirectional airflow 
No smoke over personnel movement; cannot observe unidirectional airflow 
Unable to observe unidirectional airflow J)attern due to placement of smoke I (b){-4) I 

I No smoke over (bH4> l-------------------1 
I 

(b)(4) 
Assembly i Crumot •ee wngj~,ciional allflow o'""a""tt""e=1ns=;.l--------------1 

block ability to observe unidirectional airflows 
block abilityt 

1
o observe unidirectional airflows 

(b)(4) r <4> blocking view; unable to observe unidirectional airflow patterns 
I blocking view; unable to observe unidirectional airflow patterns 
No smoke; cannot detennine unidirectional airflow patterns 
No smoke ~bl <4> !cannot detennine unidirectional airflow patterns 
Cannot observe unidirectional airflow patterns 
Personnel ann blockirnz view· unable to observe unidirectional airflow 

I F00 I 
S k !bH4> I bl d . 'dir . 1 . fl mo e notr una e to eterrmne uni echona air ow patte1ns 
Cannot see smoke ~bl <4> I unable to detennine unidirectional airflow 
Camera too close· cannot see unidirectional airflow patterns 

!bH4> I 
Cannot see unidirectional airflow patterns 
Top down view; cannot see unidirectional airflow patterns 

I fH4l L 

~
here is no smoke ib) <4> 

bH4> unable to obs .. erv_ e_uru_""''d"ii-·e-c-t"""io_n_al..-a""'ii-,·flow patterns 
)(4 ) 

(b)(4) No smoI<e<bH4> unable to observe 
.-um- . d-i-re""'ctional airfl.._o_w--p,att- ern_ s _____ _ 
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{b)(4) ~b)(4) lno smoke; cannot observe 
unidirectional airflow due to angle of the camera 

Line Dmamics~bl<4> I 
'(b)(4) 

Im.able to determine unidirectional airflow due to 
equipment blocking the view 
Camera too far from activity cannot see details of airflow 
Smoke not over hands; unable to determine unidirectional airflow 
Camera too close cannot see unidirectional airflow 
Cannot see unidirectional airflow during movement of~bl <4> 

Adjustment offbJ <4l I no smok~ over personnel rum; unable to 
I 

observe unidirectional airflow 
{b)(4) 

I 
The air flow oattem studies did not include an evaluation to dete1mine and visualize the air flow 
b ~b)(4) equipment, the dynamic movement for the~bH4l etwee 

{b)(4) I I 

U . lbH4l- B . f d . . f l . . . rut - ne escnption o manua activities 
Approximate time 

r )(4) (b)(4) 
stamp 

'(b)(4) 
No smoke over personnel r' ' ' durin~ set up 
No smoke over personnelr ' '~' I 
No smoke over personnel 'stu11

"
1 I 

Jb)(4) I 
Ai fl . d d . k . . lb)(4) ~direction; r ow v1 eo ocumentmg smo e movmg m an 
near smok r1 <41""""1 

~b)(4) 

I No smoke over i>ersonnel 's 
Jb)(4) I 
No smoke10

H
4

J ~ 
. fl 'd d . k . . (b) 41 ~i . Air ow v1 eo ocumentmg smo e movmg m ~ irechon 

No smoke over personnel 'sl(b1141 nual activity 
perfo1mecf!bll4J 

I (b)(4) 
i 

No smoke over J)ersonnelhands-
u bll4) I 
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tb)(4) 
No smoke over personnel hands durirnz the manual activity 
Aseptic Connection Pait~:: bJ<4l I 

N k l . ity d ' h !bH4
> I o smo e over personne activ1 regar mg t e 

N k l . . . rH4> I o smo e over personne activity occunmg 
No smoke over personnel activity occurring !bH4

> I 
No smoke over personnel activity occun'ing ~bl <4> I 
Personnel blocking view; unable to detennine unidirectional air flow 
Piston valve assembly; no view of air flow when oi:>en access i:>anel 
(b)(4) 

Production operatorF1141 

observe manual acti 
!unable to 
onal air flow 

No smoke over~b) 141 I 
I No view to verify air movement when ~bl 141 

,_~bH4> I no view to verify air 
movement 

f H4J I cannot see unidirectional air 
flow; view is blocked 

j Cannot see unidirectional air flow; view is blocked 

l(b)(4) Manual Interventions - f 1141 I 
I No smoke over manual operation 
'(bl <4> :Stopper - cannot see unidirectional air flow due to angle of 
camera 
Mimic the breakdown activities of fill machine - personnel blocking 
view of air flow 
Power Failure - no air flow pattern performed to rnirnic intervention 

4. tbH
4
> .J· d fi fi 1 T d . . d A is use to tran s er, or examp e , sten 1ze .eau mmen t. eau m m ent p a1ts, an 

.8'Useda · fi t · · fi h (b)(4) c ) utensil urmg th e aseptic 1 hn g operations, ·om t e rea Grade A 
to th e LAF (Grade A) unit th at is p ositioned adj acen t to th e {b><

4
> Ill fine. Tlie interior of th e 
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tl>)(4) 
~has HEP A filtered air, the interior is classified as Grade A and it has ~bl <4> 1air 

tow. Tli . fl 1 . f h tb><4> i· . . h . 11 d ere 1s no au ow pattern eva uabon o t ej mten or wit a typica oa 
configuration. In addition, 

a. t'4
> 1. {b)(4) No,evaluation has been perfo1med to deteJm,ine_'t'.hen the _jtreh if 

the'b><
4
> air flow is impacted by thel ,air movement prov1ooooy tlie L umt 

and/or the converse. 

OBSERVATION 4 
Buildings used in the manufacture, processing, packing, or holding of a dm g product do not have the 
suitable size and constm ction to facilitate cleaning, maintenance, and proper operations. 

Specifically, 

1. The "Visual Assessment of Aseptic Manufacturing Process" document #QA-32 dated 23 Mar 
2017 establishes " ... a procedure for observations and recording of aseptic areas status/activity 
during aseptic processing." The standard procedures include but are not limited to, for example, 
"Behavior of production personnel during aseptic operations and interventions. Movement in 
aseptic area (i.e., fast/moderate/slow). Inte1vention perfo1med in the aseptic area . Aseptic 
techniques obse1ved during handling of sterilized equipment/accessories. Problem encountered (if 
any)." The Associate Director of Quality Assurance explained, to reduce the number of personnel 
during the aseptic filling operatio~s, the In-Process Quali!Y Assurance (@_A) ]Jersonnel can 
obse1ve the aseptic filling via the~b><4> J The r14> ln Unit E:}re ap1xoximatel~_t><4> land in UD;i.J r <

4
> 

1
the 

(b><4> are approximately t1>><4> -~ Due to the size of theFn
4
> I 

and due to the viewing angle, tfiere is a fim1tation with regards to adequately obse1ving the aseptic 
filling operations. In addition; 

a. A Closed-Circuit Television (CCTV) system was installed and qualified (l/OQ) on Febmaiy 

EMPLOYEE(S) SIGNATURE DATE ISSUED 

SEE REVERSE June P Page, I nvestigat o r 9/27/201 9 
OF THIS PAGE Thomas J Arista, National Expert .lnePPage = Rajiv R Srivas tava, I nvestigat o r s By 200IM05709 x eSIJ'leCI 09-2M0l9 13 10•7 

FORM FDA 483 (09/08) PREVIOUS EDmON OBSOlEJE INSPECTIONAL O BSERVATIONS PAGE 20 of 38 PAGES 



DEPARTMENT OF HEALTH AND HUMAN SERVICE S 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS ANO PHONE NUMBER 

1 2420 Parklawn Drive, Room 2032 
Rockville, MD 20857 

OATE(S) OF INSPECTION 

9/1 6/201 9- 9/27/201 9* 
FEJNUMBER 

3004081 307 

NAME AND TITLE OF INDIVIDUAL TO WHOM REPORT ISSUED 

Mr . Ashwin Upasane, Sit e Head 
F IRM NAME STREET ADDRESS 

Cipla Limit ed L1 29 - 1 46 S - 1 03 - 1 05 S - 1 07 - 112 
L1 47 - L1 47 1 

CITY. STATE. Z IP CODE. COUITTRY TYPE ESTABUSHMENT INSPECTED 

Vasco Da Gama, Goa, 403722 India Pharmaceu t ical Manu fact u rer 

2014 and a perfo1mance qualification (PQ) was executed on March 2104. The CCTV 
provides a .real time and a direct and an unobstrncted view. For examole~for UnittbH411he 
CCTV provides the ability to observe the rCb><4> rea (roomJJ.iCbn

4
> tbJ<4J area 

(b)(4) . :b)(4)) ~)(4) ~b)(4) 
(room # , filling area (room # ,L p :ea (room f:! 
active dispensing and excipient dispensing areas; for Unit !bH

4
> the CCTV provides the ability 

to observe the external COITidor near change room m and filling, tbJ <4J and lbll4> __ _,__. 

manufacturing areas. The "Continual Process Verification" document #CQA 386/1035-G-
0172 dated 26 Apr 2019, establishes the" ... procedm e for a continuous process verification 
that shall assm e the process in the state of control (validated state) dming commercial 
manufacturing." Regarding the aseptic filling process, personnel activities and manual 
manufacturing operations, the company does not use the CGMP CCTV technology to observe 
the aseptic filling process. Rather, as noted in the Rreceding observation, the aseRtic 
processing is observed via the use of the tb><4> 

tb)(4) ------------------

OBSERVATION 5 
Procedmes designed to prevent Inicrobiological contamination of diug products pmpo1i ing to be sterile 
are not established, written and followed. 

Specifically, 

1. The Investigation Repo1i OOAC number IOIO_LABI/OOAC/06/19/10 and 
1010 LABI/OOAC/06/19/ 11 dated31/08/2019 is in re ards to an aseptic process simulation 
(aka ;;_edia filQ canied out on tbJ<

4
J There was an excmsion observed at 

sampling poin {bJ<~J ~~n~ 1~.xc1111141 11 observed in post batch bioload total 
. count cfu/swab'"'1:l for an external smface of bH4

> internal smface oflbll4> 
(b)(4) b)(4) f(b)(4) . 1 ) (b){.4) .---

espectlve y , 
a(b)(4) .--------------

\Ul\~I an The Inicrobial contaminants recovered are notea as 
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Sample locations I Site Grade Isolates [1>)(4) (b)(4) 
Micrococcus luteus 
Brevibacterium casei 

:-

Bacillus subtilis 
:-

Bacillus 
:-

amyloiquefacients 
:-

:-

:-

Brevibacterium casei - Bacillus 
amyloiquefacients 

The investgation conclusion describes "The most probable cause for the ingress of the 
contamination inside the ~bl <4> ~as identified as contamination duringl(b

1 
<
41 I 

· .~b><4> •. · £ ~b><4> Th b b T f f connection or ,~onnect10n ori e pro a 11tv o . contammat10n o {b)(4) "(bll4l i I p> .. ould be due to the complext structure of the i jand product 
h )(4> h tb><4> 1 h d r · · h d "b n to t e, ,as t el 1vesse a lffiltabon to sean1tize w en move 

from Grade 1 > o Grade101 " (4) (4) 

The cunent standard procedure "Sanitization of Critical Area (For Grade ~bl <4> ·eas)" 
document #MT-180, dated 20 Sep 2018, establishes" ... a procedure for sanitization of 
manufacturing and filling areas along with associated areas." The standard procedure provides 
guidance that includes. for examRle. "The flow of cleaning activity should be as per the below 
order:i(bll-4> I' and cleaning insti11ctions regarding a manual 
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i(b)(4) . tb)(4) 
,clearnng scheme and manualj !cleaning scheme. However, the standard 

procedure is silent with respect to provide directions, guidance and/or instructions with regards 
to sanitizin~e comolex~b><4> piping connection and piping configurations of the 

fb><4> bH
4
> !skid . . Note: Please refer to the objectionable conditions regarding the 

I tb><4> ! d . . . ffi b . personne gow es, I an samhzabon e 1cacy o servat10ns. 

2. The "Entry and Exit Procedure for Production Areas of Injectable Department" document #MT-
631, dated 20 Jun 2019 establishes " ... a 1xocedure for enti-y and exit to different })roduction 
areas such as ~b><4> J 
area of injectable department." The Senior Director Operations and Senior Manager explained 
that production staff that enters the filling area for injectable are required to don disposable 
socks, that is after removing their personal socks and prior to sitting and crossing over the cross 
over bench. It was also explained that personnel are required to disinfect with a fb><4> I 
disinfectant solution. Regarding the recovery of Bacillus microorganisms during e 
investigation, the standard procedure does not include directions, insbuctions and/or contains 
language regarding the removal of the personnel 's personal socks. And, the standard procedure 
d ·d d. · · · di · 1 d' h f tb><4> I oes not prov1 e u ect10ns, mstm ct10ns an or contams anguage regar mg t e use o I 
disinfectant solution. In addition; 

D . h . . . 1 . U . tb><4> ll 1 . d d f: . a. urmg t e m1ba entiy mto mt a personne are reqmre to on actorv attire. 
Briefly, they remove their sti·eet clotfi.s and don a specific color coded ~b><4> I 

~b><4> l and required to wear dedicated facto1y shoes. Thetb><4> I 
dedicated shoes are cleaned on a periodic base. They remove tfi.eu personal attire and 
sti·eet shoes in a dedicated area prior to physically cross over a iCbH-4> I bench. As 
personnel stand in front of the cross over bench, they are standing with their personal 
socks in the same floor area where their sti·eet shoes have previously walked upon. 
Personnel cross over the cross over bench and then don the factory attire and dedicated 
facto1y shoes. As noted above, personnel that enter into the filling area for injectable 
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must don disposable socks, which requires the removal of the personal socks. Regarding 
the above investigation, the root cause of the Bacillus contamination did not include and 
evaluation to dete1mine if the personal socks is a source of the microbial contamination; 

i. There has been no evaluation to dete1mine if the personnel entiy area where 
personnel remove their personal street shoes is a possible source of the Bacillus 
contamination; 

. tb)(4) •. 
11. As previously noted, the i and the factory dedicated shoes 

111. 

are cleaned on a periodic base. However, regarding the disposable socks that are 
required to be worn when entering and working in the fill area for injectable 
department, there is no info1mation with regards to their cleanliness and there has 
been no evaluation to deteimine if the disposable socks are a source of the 
Bacillus contamination; 

The "Dete1mination of Antibacterial and Antifungal Efficacy of Disinfectant" 
tb)(4) I tb)(4) •. 

batch numbe1~ AR numbed i:lated 04/01/2008, acceptance 
criteria are as follows. "The disinfectant solution must demonstrate at leasd:: log 
reduction (for bacterial spores) and ~~llog reduction (for fongi and vegetative 
bacteria) in the viable count of the test organisms used within {l)J<

41
sections for hand 

disinfectants and within tl>J1-4J 'for other disinfectants." The evaluation 
conclusion describes ~bJ<4J .shows greater than mJlog reduction for fungi 
and vegetative bacteria but does not show any reduction with bacillus spores 

· hinJbH41 I f · " wit ,, o contact time. 

3. The "Microbiological Monitoring of Environment, Surfaces and Personnel in Production Area" 
document #1035-L-0086 dated 09 Apr 2019 establishes "The limits given in this SOP are 
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guidance limits. Hi Control 2 and Hi Control 1 (Ale1t and action limits) should be calculated as 
per SOP 1035-L-0089 I SOP 1035-L-0029 from historical data. 

The "Establishment of Ale1t and Action Levels" document #1034-L-0089 dated 23 Aug 2019 
provides guidance for establishing the Ale1t and Action levels for jCb><

4
> ] 

Environmental monitoring, Surface and Personnel monitoring. Tli e defines 
Action Level (Hi Control 1) as "Levels which when exceed shall trigger an investigation and 
con ective and prevention action based on the investigation." Ale1t Level is defined as "Levels 
which when exceed may result in an investigation, to determine if the process is still within 
control." Despite the establishment of the aforementioned standard operating procedures, the 
microbial ale1t and action levels have not been established. 

4. The "Tests on Disinfectants" document #MM-24, dated 11 May 2015 establishes "To provide a 
method and frequency for dete1mining the antibacterial and antifungal efficacy of disinfectants." 
The standard_nrocedur~iists typical surfaces (i.e., "representative surfaces should be used in 
fo1m ofr ><

4
> coupons") to be decontaminated by disinfectants the phaimaceutical 

areas, for example; 

~f(4) 
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a. Regarding the Mincare cold sterilant Surface Challen~ Test dated 17/03/2018 and 
. lb)(4) b)l4) '· 

12/02/2018 the tests challenge coupons mcluded [ (grade unknown) and 
fb

114:J The March 2018 analysis did not include emaining materials of constrnction 
noted in the standard procedure; 

b. Th~H4> rSurface Challenge Test 20/07/2010 tests challenge coupons consisted ofF1141I 
tbH4f" --, i (grade unknown). The July 2010 analysis did not include 
the remaining materials of constrnction noted in the standard procedure; 

c. The preceding observations document that the surface challenge testing performed for the 
representative surfaces and materials established in the standard procedure is inconsistence 
with, and a departure from, the requisite tests procedure. And, it precludes the company 
from substantiating and " ... detennining the antibacterial and antifungal efficacy of 
disinfectants." 

5. The "Investigations of Abe1rntion Microbiological Test Result" document number 1035-G-0174, 
is intended "To provide a procedure to describe the investigation I evaluation I retesting I 
resampling and repo1iing of microbiological tests results which are out of specifications to assist 
in recommending acceptance or rejection of material I product under investigation and leading to 
appropriate actions related to but not limited to procedures, personnel processes, facilities, 
equipment, Staiiing material, Finished Products, Primaiy Packaging Material, Media Filled Units 
and Medical and Medical Devices." The standai·d procedure establishes "The labeled plates, 
tubes, Canisters should be stored at 2-8 degree Celsius and not discai·ded or cleaned until the 
outcome of any investigation is known (Exainple, identification of the isolates is completed). 
Photographs of all the plates under investigation should be retained." The Associate Director 
Microbiologist and Manager Microb~oloi confnmed they do not take photographs of the 
Inicrobiological containinants on the tb><

4
> plates that ai·e under investigation. In addition; 
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a. Not obtaining the required photographs of the microbiological contaminants that are under 
investigation is inconsistent with, and a departure from, the established standard operating 
procedure . 

• J b)(4) 
Umt1 

6 .... - T-h-e1-·e_a ... re [(bl\
41 

photographs in the Microbiology Observation Room that provide 
instructions ano 111.Usti·ations regarding "Use colony counter for count colonies", "This type of 
growth should be counted as two colonies", "Merged colonies distinctly different should be 
counted separately. In t~~~1nictmE>.-the colonji -; which should be counted as '.~ , "For counting 
merged fungal colonies, I and "Label plates in legible handwriting. Use 
appropriate pennanent pen marker". The Associate Director of Qualijy Assurance explained the 
photographs are for "awareness" purposes and confnmed that the~photographs illusti·ating 
microbiological colonies and microbiological instru ctions are not paii of the standai·d operating 
procedures. In addition; 

h 
. ,p»14J h . h . . . 

a. T ere are multiple "awareness" 1 photograp s wit mstr11ctions that 1llusti·ate the 
1 . . h . d . . h u . ~b)(4) £ . personne gownmg requirements w en entermg an ex1tmg t e mt manu actunng 

facilities, which include entry into the Injectable Depaii ment. The Associate Director of 
Quality Assurance confnmed that the color photographs and instructions are not paii of the 
standard operating procedures. 

OBSERVATION 6 
Procedures designed to prevent microbiological contamination of diug products pmpo1iing to be sterile 
did not include adequate validation of the aseptic and sterilization process. 

Specifically, 
1. UnitlbH4

> - Regarding microbiological U-ending from 02/2018 to 07/2018 there have been 
numerous instances when there was >~l CFU recovered from the personnel ga1ment cubicle, 
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which is classified as Grade A. The Senior Manager confnm ed the microbial contaminants are 
not identified in that the CFUs did not exceed the microbial limit o~~i CFUs. In addition; 

{b) !bl' 
a. From 08/2018 to 12/2018 there were several instances when<4> or >141CFU was recovered . lb)(4) (b)(4) li 

from the Grade A environment of the there are i sed 
in the facility. The Senior Manager confomeo the microbial contaminants are not 1oentified 
~~Mhat the CFUs did not exceed the microbial action limit i.e):: CFU/plate (settle plate) and 

CFU/m3 (air sample) . 

{b)(4) 
2. The "Validation of 1' protocol document #JU09J.b><41I VP/Ol and validation repoli 

[{lj) 4 ) 
document #JU09, I dated 19/02/2011, establishes the objective is "To validate the 

{b)(4) 
~procedure and its effectiveness." The tests to be perfo1med consists of the following; i 

Tests I (b)(4) Hold Time I {b)(4) 

J time 
~) --(b)(4) 

Test 1 rl (b) -
Test ~4> 1 

h . . . 1 d tbl\4) T e acceptance cn ten a me u e 
(b)(4 ) I 
~b)(4) 

Associate Director of Quality Assurance explained the intent of the r 141 
process is to 

reduce the "bioload" within theFn
4
> ,aesignated area. Regarding the~b><4> I 

validation; 

f(b)(4) 
a. There are no developmental studies to document and suppo1i th lime and 

~b)(4) h ld . £ d. h lb)(4) ~. I'd . .- o time per 01m e m t e i f a 1 a hon; 
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b. There is no microbiological data regardinli's>~~e ini6aJ "bioload" and/or data to document the 
reduction of the "bioload" subsequent thei process; There is no data regarding 
some fo1m of microbial challenge to demonstrate effectiveness. 

c. There is no standard procedure to establish the quantity oftbJ<
41 ~that is needed and used 

for a given volume in cubic feet. For example, for AHU lbJ<
41 

Vial filling area, tb><4> '!::red 
area, sterile fi~ion area and extended corridor the quantity od bJ<41 lused is ~b><4> lnl for 

~b)(4) . 
an area of cubic feet. 

3. The "Identification and Maintenance of Inhouse Isolates" document number 1035-L-0087, dated 
27 Sep 2018, scope is "Applicable to Isolates from Water, Environmental Monitoring, Finished 
Products, Raw materials, Packaging, In process, Readymade media plates, Inhouse prepared 
plates and other utilities such steam, compressed air and nitrogen." The standard oro_r dure 
establishes in the identification policy, "Identification to be completed i lbH

41 
once the 

analytical section Microbiologist hands over the plate to the person perfo1ming the 
identification." The Associate Director Microbiologist and Manager Microbiology confnmed 
that there is no data regarding the scientific rationale for the establishment of the F5141 I 
identification policy. In addition; 

a. The technician who perfo1med the m01phology and identification steps confnmed that there 
is no record to document that a verification has been perfo1med to affnm that the microbial 
contaminants' m01phological characteristics have not changed from their initial 
characterization and/or negatively impacted other unknown microbes on the tbJ<41~late. 

OBSERVATION 7 
Written procedures are not established for the cleaning and maintenance of equipment, including 
utensils, used in the manufacture, processing, packing or holding of a diug product. 

Specifically, 
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You have not validated the cleaning process for a number of manufacturing equipment that have been 
used to manufacture and ship a number of diug products to US such as; 

lb)l4) tb)(4) 
1. The cleaning validation for your (ID# TL-232 Unit is not cmTent. You completed 

the cleaning validation in 2013. As of September 27 2019, you have neither canied out cleaning 
.fi . 1 . l.d . Y tbll4> (ID # TL 232 U . Il>H-4! . d d . d ven 1cat10n nor c eanmg va 1 abon. our - mt 1s a non- e 1cate 
. d h b d £ . . b h f tb)(4) .eamoment an as een use to manu acture registi-at10n ate es o 

Il>H
41 

tabletEJng H41 tablets) for US. ---------

™~ w~ 2. You have not validated the cleaning process for your (ID # CL-131 Unit . Your 
rCbH

4
l (ID # CL-131 UnittbH4

l is a non-dedicated eqmpment and has been used to manufacture 
and ship a number of diug products to US. A list of roducts manufactured and shipped to US in 
between 2017-2019 include but not limited to· tt>ll4J caj)sules usp tbH4> mg 
tb><4> tablets) [(6>141 capsules USPm.Jffigl<b><4> tablets) . 

3 Th 1 . l.d . c . [(6>141 (ID # PD 2 U . Il>H-4J . d Y . e c eanmg va 1 abon 1or your eqmpmenL - mt 1s not a equate. ou 
comoleted the cleaning validation in 2013 fol H41 <bH4

l mg (Batch Nos tbH4> 
[(6)(41 1 d 1 . .fi . f h . . I I --.-h----• . You comp ete c eanmg ven 1cat10n o t 1s eqmpment on 2 7 2019 wit a .---
d1fferent drng product,rCbH41 <b><4> mg (Batch N o.Il>H41 . YomiCbll4l 

(ID # PD-2 UnitrCbJ <41 is a non-dedicated equipment. You have used this equij)ment to ___ _ 
manufacture and ship a number of diua. roducts to US. A list of products ~bH4l 

mg __ ""' __ .. "" __ 
______ f apsule ), and 

,..,,, .. , 
tb)(4) 

Th 1 . l.d . c . tbJ<4J rm # T025 U . lb> 4. e c eanmg va 1 abon 1or your eqmpment \.":::' mt <4> 
completed the cleaning validation in 2012 fo <bH4J bH4

l mg_J>14J 
is not adeguate. You 

tbJ<4> d tbJ<4J <bll4> t bl t (B t h N CbH4J mg, an mg a e s a c os. 
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OBSERVATION 8 
The specifications for in-process materials are deficient in that they do not include a description of the 
sampling plan for in-process materials. 

Specifically, 

. lb)l4) lb)l4) 
Your manufactunn record for ~blet mg, Batch Record No. 

[(6>14> (b)(4J did . 1 d lin d £ not me u e samp g proce ure or 
m-process ma enals festmg for spec1tlca ions mcl.Ucimg; 

• woo woo . i · as per SOP No. 0 1-04 (Yers10n 13.0 
Efl:ectiVe'Clate 7/21/2017) and SOP No. Ol-49!bH41 (bJ<4

l 

tbH
4
l (Version 11.0, Effective date 1114/2017). This procedure does not have instmction for 

obtaining the representative samples. 

[
JOO . WOO 

• as per SOP No. 01-05 Operation 0£ pparatus Model ETD-1020 
--~-~~-~~-·--(Version 8.0, Date oflssue 5/29/2015) . This procedure does not have instruction for obtaining the 

representative samples. 

lb)(4) 

• as per SOP No. 01-06 Operation and Cleaning of!bn
41 

... tb>_<4_1 __ (Version 8.0, Effective date 2115/2019). This proc._e_d,_w--e~d-oe_s_n_o_t"""h_a_v_e"""in-sti_u_c_t..,..io-n-£"""0-r 
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obtaining the representative samples. 

dd. . £ . d d 'd . l d . . c [tbH4> I In a 1hon, your manu actunng recor 1 not me u e m-Qrocess testmg 1or :- You 
d h h . c . . £ lbH4> I . d b h A state t at t e reqmrement 1or m-process testmg or1· was waive y t e gency on 

Jlme 14, 2011 based on abundant historical data. However, you revalidated your process in 2019. 
y our initial process validation is Slumnai·ized in Summaiy of Product Assessment: r114> I 

b 
'(b)(4) . fi th . b ,Ta let mg. This repo1i con nmed that e process was validated on Novem er 30, 2006 on a (b)(4) 1 (b)(4) . . lb)l4) ~ . 

I g umts scale m( j(ID # T-144). Your cmTent process was validated on 
Januaiy 30, 2019 that is summarized in Document No. V AU31002626/0004/REP/SUM Version No. 

. . ~b)(4) itb)(4) 1· lb) (4)-
02. ThIS document confnmed that the cunent process was validated on1 kg m[ 
L:(ID#T-382). --• 

. . lb)l4) ~. lb)(4) I 
Smee Febm ai::r 2019, you have manufactured and shippedi ,tablets of• lb)(4) lb)(4) l ·1 
I l tablet mg) to the U.S. Market. These tablets were manufactured usmg the cmTent 
process that was validated in Januaiy 30, 2019 and lackedF1141 !test along with sampling 
plans for in-process materials. 

OBSERVATION 9 
There are no written procedures for production and process conh'ols designed to assure that the diu g 
products have the identity, strength, quality, and purity they pmport or are represented to possess. 

Specifically, 

lb)(4) I 
Your equipment qualification did not include the gualification of l. gasket that is 
designed to provide a ban ier between thefb

1141 
,from the outside atmosphere during the 

r(b><
4
> !Process. I reviewed the following qualification repo1i for~bH4> Im # ON-148 Unit 

r ><41 

• Installation Qualification Protocol No. IQ/GOAl0/14 tbH
411

P/Ol (Version No. 1, Dated 1120/2014). 
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• Operation Qualification Protocol No. OQ/GOA10/14l>H
4
) 01 (Version No. 1, Dated 1/30/2014). 

• Perfo1mance Qualification Protocol No. PQ/GOAl O/l 4f<bH4J 01 (Version No. 1, Dated 
4/10/2014). 

(b)(4) • (b)(4 ) 

~!bH41 • The exhaust ducts are mtegral pa1t of the system 
an ~mg product residue present in the exhaust ducts provide opportunity for 

. 1 . . f h ,.J.. b d . h {b)(4) . potenba cross contammabon o t e wug su stance urmg t e i>perabons. 

OBSERVATION 10 
Equipment used in the manufacture, processing, packing or holding of di11g products is not of 
appropriate design to facilitate operations for its intended use and cleaning and maintenance. 

Specifically, 
~b)(4) f(b)(4 ) 

1. Your (ID# T-006 Unit is open to outside atmosphere. On September 24, 2019, I 
observed"3!bJ<4~diameter!b1141 in your!b1141 (ID# T-006) that was open such that air 

(b)(4 ) • ~b)(4) 
was freely coming inside the U on openmg the I observed a 

~bH4l 'lwas attached on the lb><4
> alve. I saw the lb><4

> was not sealea and there 
p!H4J tbl (4) 

was a gap between theL and the valve. I also saw the was covered with a 
bird mesh. There was a ~er of dust and foreign materia ... ls- in-s-id_e_t_h_e (bJ<4J There 
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• tl>)(4) 
colored substan ce around outside the 

lbll4) 
ndnear the 

Y ou/ b> 
14

> ID # T-006 Unit~: is a non-dedicated equipment that has been used to 
manufacture and ship a number of diug products to the U.S . Market. A list of products 
manufactured an d sh!Pped to the U.S. Mar ket during. 2017-2019 include but are not limited t.o : 

tt>H
4> lJS ~:: m tablet e14> tablets), tb><4> >14> mg tablets USP 

tb><4> tablets), and!b>'i4> :=Jablet USP(~: rng"b><4> -----
WW W 

2. Your (ID# TL-192 Unit14> is open to outside atmosphere. On September 24, 2019, I 
<bH4l . tbll4> . u>mJ 

observed audiameter .ill.Y.Our (ID # TL-192) that was OQen such that I 
ld £ 1 h · fl · ·d f h <b><4> cc.. ·d ) .__ gh h tb><4> c 1 cou ee t e air ow msi e o t e 1iom outsi e t11iou t e Na ve. 

. tb)(4) tb)(4) • (b)(4) 
Uj)On Oj)enmg the I observed ar . . was attached on the ---L <4> ~alve. I . t sealed suchthaTifie!b><4> was freely vibrating and letting 
tlie air inside the lbll

4
> I also saw the tb><4> was covered with a bird mesh . 

There was a layer of dust and foreign materials inside the<b><4> ---------
WW • M 

Your (ID # TL-192 Unit is a non-dedicated equipment that have used to 
manu nd ship a number of ug products to the U.S . Market. A list of products 
manufactured an d s~!p..ped to the U.S. Mark. et durinR 2011.:2019 include but are not limited to : 

tb>."1 = •tM:'.'.'.Jmg""'" tablets), ''"" . p blet tb><4> mgtb><
4
> tablets), 

and;b><4> _!taolet usp !b><4> mg<b><4> taolets:} . 

Your fnm 's Director of the Technical Operation stated that all thet1>><
4
> have the 

· ·1 r!bm> ( d . h tb><4> h li li Th fi h Slffil ar covere wit a t at opens to t e atmosp ere. e nm as 
no record/ven hcab on tliat ensure E: are covered/sealed to prevent enb'y of 
foreign materials from outside atmospliere. 
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OBSERVATION 11 
There is a failure to thoroughly review any unexplained discrepancy and the failure of a batch or any of 
its components to meet any of its specifications whether or not the batch has been ak eady distributed. 

Specifically, 

1. DEV-1011-2018-00246 documents HEP A Filter Integrity Test (FIT) failures on 13 S~otembe1l 
2018, for Unit/'""' Sterile Injectable Fillin5 Jli "Filter media leakage observed in r "" ::i; 

~bH4J {b><4>--;i, -~b><4> · "Side leakages observed infbH4J I'· ~ 
"Deterioration in gaskets observed in<b><4> tbH4

l j". The last,passing 
HEP A FIT for this area was perfo1med onF1 <41 I 

On 25 September 2019, your Unit[!ll1141QA Deputy Manager, who conducted the review of this 
deviation, stated during the QA Impact Assessment Review, the Non-Viable Paiiicle Counts 
(NVPC) were assessed in the Sterile Filtration Area (Room tbH

4
J . However, your fnm's 

Deviation documents the Sterile Filtration Area passed the HEP A FIT and HEP A FIT failures 
were observed in the following Grade A Areas: Vial Filling and Plugging Area (Room lbll4> , 

~bH4J (bJl4J (R tbH4J ·ea oom . 

·1 . . bl di d d tb)(4) jlrng products are filtered in the sterile filtration Sten e mJecta . e ug pro ucts an ll 
area (Room fb'.:J, which passed HEP 3 September 2018; then proceed to the vial 
filling ai·ea (Room F1 <41 which failed HEP A FIT on 13 September 2018; then proceed to the 
tb)(4) I L:J, . . i area (Room which failed HEP A FIT on 1 7 September 
2018. 

Your QA impact assessment review is deficient with regards to conducting a review of the 
NVPC in the areas which failed HEPA FIT. In addition, OBSERVATION 3 addresses NVPC 
concerns in the~b><4> I Area (Room tbJ <4> . 
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Your fum aseRtically filled] ll
4
> batches of sterile injectables andlbl 

14
> 1chug products from 

. r (4) i lbl\4) ~ approximately of these batches were chstnbuted to the US 
Market). 

2. DEV-1011-2018-00322 documents HEP A FIT failures for Unii<b><
4
> Sterile Injectable Filling 

Line ~b: Laminar Air Flow (LAF) for Equipment IDs: IE/153, IE/154, IE/155, and IE/156, located 
in the Sterile Filtration Area (RoomE4j on 8 December 2018. The last passing HEPA FIT for 
this area was perfo1med on 1 July 2018. 

However during your QA review for impact assessment, pa1ticle counts were assessed in the "b)(4) ,, (R (b)(4
) d . b h d . h ·1 ·1 . Th 

(b)(4 ) 
Area oom urmg ate pro uct10n, not t e Sten e Fi trabon Area. e 

·ea utilizes AHU #15 and the Sterile Filtration Area utilizes AHU #15A. 

Your QA impact assessment review is deficient with regards to conducting a review of the 
Paiticle Cmmts in the area where the HEPA FIT failed. In addition, OBSERVATION 3 
adch·esses smoke study concerns related to air flow pattern evaluations. 

fi . 1 fi 1 d.(b)(4
) h f . . . [(6)\4) ~. fi Your nm asepbca ly Il e bate es o sten le mJectables andl mu g products ·om 

. 1 l l>)('I)- ~ lb) f h b h d. 'b d h approximate YI ,(<4> o t ese ate es were 1stn ute to t e US 
Mai·ket). 

~b)(4) I 
3. DEV-1011-2018-00261, documents damage ofthei on 05 October 2018, 

for Unit m Sterile Injectable Filling Line m in the Sterile Filtration Area (RoomF><4>). The last 
passing HEP A FIT for this ~bl <4> was perfo1med on 2 August 2018. 

Your QA categorized this deviation as "Minor" since the "damagedF><4>~ot under direct 
MOO . 

product Qathwav" and "the batches of i ' will undergo a 
~b)(4) I 
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Your QA impact assessment review is deficient with regards to conducting a review of the 
Pru.tide Counts in the ru.·ea where the HEPA FIT failed. In addition, OBSERVATION 3 
addresses smoke study concerns related to air flow pattern evaluations. 

Your fnm aseptically filled[
1
b

1141
]batches of sterile injectables and fbJ 

1
"
1 

---tfuu g products from 
. r (4) r b' . approximately (4) of these batches were aistnbuted to the us 

Mru.·ket). 

OBSERVATION 12 
Written procedures are not reviewed and approved by the quality control unit. 

Specifically, 

lb)l4) ___Jr tb) (4) tb)(4) 

lbatch number An est fod 
~b)(4) dated 09 Apr 2016 was perfo1med "To provide method and frequency for dete1mining the 
antibacterial and antifungal efficacy of disinfectants." The individuals that reviewed and authorized 
the analysis no longer work at the company. The Associate Director of Quality Assurance 
confnmed no one within the cmTent Quality Assurance depru.iment has reviewed and approved the 
study protocol and repo1i. 
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