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ANDA 76-460

Neil Laboratories, Inc. ‘ S ‘ N@J~26 2003
Attention: Bharat Patel : I :
55 Lake Drive

P.O. Box 1088

East Windsor, NJ 08520

Dear Sir:

This is in reference to your abbreviated new drug application
dated July 12, 2002, submitted pursuant to Section 505(j) of the.
Federal Food, Drug, and Cosmetlc Act (Act), for Ibuprofen
Tablets USP, 200 mg '

Reference is.also made to your amendments dated March 12,
May 16, May 20, August 11, and August 12, 2003. '

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted Over—The—Counter (OTC) labeling.
Accordingly the application is approved. The Division of
Biocequivalence has determined your Ibuprofen Tablets USP, 200 mg
to be bicequivalent to the listed drug (Motrin 1B® 200 mg Tablets
of McNeil Consumer Products Company, Division of McNeilab,

Inc.) . Your dissolution testing should be incorporated into thé
stablllty and quality control program u51ng the same method
proposed in your application.

Under Seétion 506A‘of thé»Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post—marketlng report1ng requlrements for thls~abbrev1ated
‘application are set forth in 21 CFR 314.80-81 and 314.98.

The Office of Generic‘Drugs should be advised of any change in
the marketing status of this drug.

Sinéerely yours,

‘Gary Buehler UI”“’}

Director.

Office of Generic Drugs

Center for Drug Evaluation and Research
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Drug Facts (continued)

Directions
M do not take more than directed

I take 1 tablet every 4 to 6 hours
adults while symptoms persist
and W if pain or fever does not respond
children | 101 tablet, 2 tablets may be used,
12years|  putdo not exceed 6 tablats in 24
and hours, unless directed by a doctor
older | m the smallest effective dose

should be used

children
under W ask a doctor
12 years

Other Information do not use it the
imprinted foil seal under cap is broken or
missing. M store at room temperature.

M avoid excessive heat above 40°C (104°F).

Inactive ingredients biack iron oxide,
colloidal silicon dioxide, croscarmellose
sodium, hydroxypropyl cellulose,
hypromeliose, microcrystalline cellulose,
pregelatinized starch, red iron oxide, stearic
acid, titanium dioxide, yellow iron oxide.

N

3'™60242"32701""4

Lot No.

o

/

100 Brown Coated Tablets 200 mg Each

200 mg Each

100 Brown Coated Tablets

L

Manufactured By:
NEIL LABORATORIES, INC.
East Windsor, NJ 08520

Exp Date

Ot — o — — — -

*This product is not manufactured or distributed by McNeil

Consumer Healthcare, owner of the registered frademark MOTRIN®.

Drug Facts

chive Ingredien
(in each tablet)
Ibuproten USP, 200 mg

e BEannsssssasy Pain Reliever/Fever Reducer

Purposes

Uses temporarily relieves minor aches and

pains due to:

W headache W muscular aches
M minor pain of arthritis M toothache

B backache W the common cold
W menstrual cramps M reduces fever

Warnings
Allergy alert: Ibuprofen may cause a severe
allergic reaction which may include:

W hives B facial swelling
I asthma (wheezing) B shock

Alcohol Warning If you consume 3 or more
alcoholic drinks every day, ask your doctor
whether you should take ibuprofen or other
pain relievers/fever reducers. tbuprofen may
cause stomach bleeding

Do not use if you have ever had an allergic
reaction to any other pain reliever/fever
reducer

Ask a doctor hefore use if you have

M stomach pain W probiems or serious side .
effects from taking pain relievers or fever
reducers >

Drug Facts (continued)

Ask a doctor or pharmacist before use It you are
M under a doctor's care for any serious condition
W 1aking any other drug

M taking any other product that contains
Ibuprofen, or any other pain reliever/fever
reducer

When using this product give with food or
milk if stomach upset occurs

Stop use and see a doctor if
M an allergic reaction occurs, Seek medical
help right away.
I pain gets worse or lasts more than 10 days
W fever gets worse or lasts more than 3 days
I stomach pain or upset gets worse or lasts
W redness or swelling Is present in the

painful area
M any new symptoms appear
If pregnant or hreast-feeding, ask a health
professional before use. It is especialy
important not to use ibuprofen during the last
3 months of pregnancy uniess definitely
directed to do so by a doctor because it may
cause problems in the unborn child or
complications during delivery.
Keap out of the reach of children. In case of
overdose, get medical help or contact a Poison
Control Center right away.

>
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Drug Facts (continued)
Directions
M do not take more than directed

1 take 1 tablet every 4 to 6 hours
adults while symptoms persist
and W if pain or fever does not respond
children | to1 tablet, 2 tablets may be used,
12years|  but do not exceed 6 tablets in 24
and hours, unless directed by a doctor
oider | m the smallest effective dose

should be used

children
under M ask a doctor
12 years

Other Information do not use if the
imprinted foil seal under cap is broken or
missing. I store at room temperature.

W avoid excessive heat above 40°C (104°F).

Inactive ingredients black iron oxide,
colloidal silicon dioxide, croscarmellose

hypromellose, microcrystalline &_c_omm
pregelatinized starch, red iron oxide, stearic
acid, titanium dioxide, yellow iron e%m

NDC 60242-327-50

N

i

i)}

Made in USA

3'M60242

Lot No.

200 mq Each

50 Brown Coated Tablets

200 mg Each

50 Brown Coated Tahlets

Manufactured By:
NEIL LABORATORIES, INC.
East Windsor, NJ 08520

327502

Exp Date

Col

Drug Facts

Aclive EESSQE
(in each tablet)
Ibuprofen USP, 200 mg
...Pain Rellever/Fever Reducer

Purposes

Uses temporarily relieves minor aches and

pains due to:

M headache 8 muscular aches
W minor pain of arthritis M toothache

M backache M the common cold
W menstrual cramps 1 reduces fever

Warnings
Allergy alert: Ibuprofen may cause a severe
allergic reaction which may include:

M hives | facial swelling
M asthma (wheezing) B shock

Alcohol Warning If you consume 3 or more
alcoholic drinks every day, ask your doctor
whether you should take ibuprofen or other
pain relievers/fever reducers. Ibuprofen may
cause stomach bleeding

Do not use If you have ever had an allergic
reaction to any other pain reliever/fever
reducer

Ask a doctor before use If you have

W stomach pain M problems or serious side
effects from taking pain relievers or fever
reducers >

nmww
(44 9
7
95,
@
*This product is not manufactured or distributed by McNell
nsumer Healthcars, owner of the registered trademark MOTRING.
Drug Facts (continued)

Ask a doctor or pharmacist before usa if you are

S under a doctor's care for any serious condition

M taking any other drug

W taking any other product that contains
ibuprofen, or any other pain reliever/fever
reducer

When using this produet give with food or
milk if stomach upset occurs

Stop use and see a doctor if

M an allergic reaction occurs. Seek medical
help right away.

M pain gets worse or Jasts more than 10 days

M fever gets worse or lasts more than 3 days

M stomach pain of upset gets worse or fasts

M redness or swelling is present in the
painfut area

M any new symptoms appear

if pregnant or breast- _aa..__é_ aska :8::
professional before use. It is espe:
important not to use ibuprofen during Sm last
3 months of pregnancy unless d ly
directed to do so by a doctor because it may
cause problems in the unborn child or
complications during delivery.

Kesp out of the reach of children. In case of
overdose, get medical help or contact a Poison
Control Center right away.

>
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Drug Facts (continued)

Directions

M do not take more than directed

I take 1 tablet every 4 to 6 hours
aduits while symptoms persist

and M if pain or fever does not respond
children |~ to 1 tablet, 2 tablats may be used,
12years| it do not exceed 6 tablets in 24
and hours, unless directed by a doctor
older | m the smallest etfective dose
should be used

children
under 1l ask a doctor

12 years

Other Information do not use if the
imprinted foll seal under cap is broken or
missing. M store at room temperature.

W avoid excessive heat above 40°C (104°F).

Inactive ingredients black iron oxide,
colloidal silicon dioxide, croscarmeltose
sodium, hydroxypropyl cellulose,
hyprometlose, microcrystalline cellulose,
zad starch, red iron oxide, steatic
acid, titanium dioxide, yellow iron oxide.

N

NDC 60242-327-24

N

)

il

Mads in USA

360242732724 ™3

Lot No.

200 mg Each

24 Brown Coated Tablets

200 mg Each

24 Brown Coated Tablets

Manufactured By:
NEIL LABORATORIES, INC.
East Windsor, NJ 08520

Exp Date

*This product is not manufactured or distributed by McNai

Consumer Healthcars, owner of the registered trademark MOTRIN®,

Drug Facts

Active Ingredient

(in each tablet)
Ibuprofen USP, 200 g
........................ Pain Reliever/Fever Reducer

Purposes

Uses temporarily relieves minor aches and
pains due to:

W headache

M minor pain of arthritis
W backache

W menstrual cramps

B muscular aches
W toothache

M the common cold
M reduces fever

Warnings

Allergy alert: Ibuprofen may cause a severe
allergic reaction which may include:

W hives B facial swelling

W asthma (wheezing) M shock

Algohol Warning If you consume 3 or more
alcoholic drinks every day, ask your doctor
whether you should take ibuprofen or other
pain relievers/fever reducers. Ibuprofen may
cause stomach bleeding

Do not use if you have ever had an allergic
reaction to any other pain reliever/fever
reducer

Ask a doctor before use if you have

M stomach pain M problems or serious side
effects from taking pain relievers or fever
reducers >

Drug Facts (continued)

Ask a doctor or pharmacist before use it you are
M under a doctor's care for any serious condition
B taking any other drug

W taking any other product that contains
ibuprofen, or any other pain reliever/fever
reducer

When using this produet give with food or
milk if stomach upset occurs

Stop use and see a doctor if

B an allergic reaction occurs. Seek medicat
help right away.

I pain gets worse of lasts more than 10 days
1 fever gets worse or lasts more than 3 days
M stomach pain or upset gets worse or lasts
B redness or sweiling is present in the
painful area

B any new symptoms appear

If pregnant or breast-feeding, ask a health
professional before use. It is especi
important not to use ibuprofen d
3 months of pregnancy unless defnitely
directed to do so by a doctor because it may
cause problems in the unborn child or
complications during delivery.

Keep out of the reach of children. In case of
overdose, get medical help or contact a Polson
Controt Center right away.

>
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Drug Facts (continued)
Directions
W do not take more than directed

M take 1 tablet every 4 to 6 hours
adults while symptoms persist
and W if pain or fever does not respond
children | 101 tablet, 2 tablets may be used,
12years|  butdo not exceed 6 tablets in 24
and hous, unless directed by a doctor
older | m8 the smallest effective dose

shoutd be used

children
under W ask a doctor
12 years

Other Information do not use if the
imprinted foil seal under cap is broken or
missing. ® store at room temperatute.

M avoid excessive heat above 40°C (104°F).

Inactive ingredients colioidal silicon
dioxide, croscarmellose sodium, hydroxypropyl
cellulose, hypromeliose, microcrystalline
cellulose, pregelatinized starch, steatic acid,

titanium dioxide

N

7

200 mg Each

N
3

100 White Coated Tahlets

*This produet is not mariufactured or distributed by McNell

200 mg Each

Ibuprofen USF, 200 mg
5 ...Pain Reliever/Fever Reducer

Uses temporarily relieves minor aches and

pains due to:

W headache W muscular aches
W minor pain of artheitis M toothache

B backache W the common cold

W menstrual cramps W reduces fever

Warnings
Allergy alert: buprofen may cause a severe
allergic reaction which may include:

W hives M facial swelling

# asthma (wheezing) M shock

Alcohol Warning If you consume 3 or more
alcoholic drinks every day, ask your doctor
whether you should take ibuprofen or other
pain refievers/fever reducers. ibuprofen may
cause stomach bleeding

Do not use if you have ever had an allergic
reaction to any other pain reliever/fever
reducer

Ask a doctor before use If you have

M stomach pain I problems or serious side
effects from taking pain relievers or fever
reducers >

Consumer Heafthcare, owner of the MOTRIN®
Qsﬁh m.m n».w Drug Facls (continued)
Ask a doctor or pharmacist hafore use if you are
Active Ingredient B under a doctor's care for any serious condition
(in each tablet) Purposes M taking any other drug
M taking any other product that contains

ibuprofen, or any other pain reliever/fever
reducer

When using this product give with food or
milk if stomach upset occurs

Stop use and see a doctor If

M an aflergic reaction occurs. Seek medical
help right away.

M pain gets worse or lasts more than 10 days
H fever gets worse of lasts more than 3 days
M stomach pain of upset gets worse or jasts

painful area
M any new symptoms appear

If pregnant or breast-feeding, ask a heaith
professional before use, It is especially
important not to use ibuprofen during the last
3 months of pregnancy unless definitely
directed to do so by a doctor because it may
cause problems in the unborn child or
complications during delivery.

Keep out of the reach of children. In case of
overdose, get medical help or contact a Poison
Control Center right away.

>

100 White Coated Tablets

Made in USA

Manufactured By:
NEIL LABORATORIES, INC.
East Windsor, NJ 08520

— 0

60242"32501

Lot No. Exp Date
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Drug Facts (continued)
Directions
B do hot fake more than directed

I take 1 tablet every 4 to 6 hours
adults while symptoms persist
and W if pain or fever does not respond
children | to'1 tablet, 2 tablets may be used,
12years|  butdo not exceed 6 tablets in 24
and hours, unless directed by a dogtor
ofder | mthe smallest effective dose

should be used

children
under M ask a doctor
12 years

Other Information do not use if the
imprinted foil seal under cap is broken or
missing. M store at room temperature.

8 avoid excessive heat above 40°C (104°F).

Inactive ingredients colloidal silicon
dioxide, croscarmellose sodium, hydroxypropyl
cellulose, hypromellose, microcrystalline
cellulose, pregelatinized starch, stearic acid,
titanium dioxide

N

i

A
o

L.

Made in USA

)

tot No.

3'W60242"32550""s

200 mg Each

50 White Coated Tablets

200 mg Each

50 White Coated Tablets

B e ]

Manufactured By:
NEIL LABORATORIES, INC.
East Windsor, NJ 08520

Exp Date

*This product is not manufactured or distributed by McNell

Consumer Healthcare, owner of the MOTRIN®
b\t@ m& ﬁﬂh Drug Facls (continued)
Ask a doctor or pharmacist before vse if you are
Active Ingredient W under a doctor's care for any'serious condition
(in each tablet) Purposes M taking any other drug

Ibuprofen USP, 200 mg
........................ Pain Reliever/Fever Reducer

Uses temporarily relieves minor aches and

pains due to:

R headache B muscular aches
2 minor pain of arthritis M toothache

B backache M the-common cold
8 menstrual cramps I reduces fever

Warnings
Allergy alert: [buprofen may cause a severe
allergic reaction which may include:

B hives W facial swelling
W asthma (wheezing) M shock

Alcoho! Warning If you consume 3 or more
alcoholic drinks every day, ask your doctor
whether you should take ibuprofen or other
pain relievers/fever reducers. ibuprofen may
cause stomach bleeding

Do not use if you have ever had an allergic
reaction to any other pain relievet/fever
reducer

Ask a doctor before use if you have

M stomach pain M problems or serious side
effects from taking pain relievers or fever
reducers >

M taking any other product that contains
ibuprofen, or any other pain reliever/fever
reducer

When using this product give with food or
milk if stomach upset occurs

Stop use and see a doctor it

M an allergic reaction occurs. Seek medical
help right away.

M pain gets worse of lasts more than 10 days

M fever gets worse or asts more than 3 days

M stomach pain or upset gets worse or lasts

M redness or swelling is present in the
painful area

M any new symptoms appear

if pragnant or breast-feeding, ask a health
professional before use. It is especially
important not to use ibuprofen during the last
3 months of pregnancy untess definitely
directed to do so by a doctor because it may
cause problems in the unbotn child or
complications during delivery.

Keep out of the reach of children. in case of
overdose, get medical help or contact a Poison
Control Center right away.

>

00004 8¢

(b) (4)
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Drug Facts (continued)

Directions
B do not take more than directed

I take 1 tablet every 4 to 6 hours
adults while symptoms persist
and W if pain or fever does not respond
children | to1 fablet, 2 tablets may be used,
12years | but do not exceed 6 tablets in 24
and hours, uness directed by a doctor
older | mthe smallest effective dose

should be used

children
under M ask a doctor
12 years

Other Information do not use if the
Imprinted foil seal under cap is broken or
missing. W store at room temperature.

8 avoid excessive heat above 40°C (104°F).

Inactive ingredients colloidal sllicon
dioxide, croscarmellose sodium, hydroxypropyl
cellulose, hypromellose, microcrystalline
celiulose, pregelatinized starch, stearic acid,
titanium dioxide

oo

NDC 60242-325-24

u 60242 wmmm#; 9

Lot No.

Manufactured By:

NEIL LABORATORIES, INC.

East Windsor, NJ 08520

Exp Date

24 White Coaled Tablets 200 mg Each

200 mg Each

24 White Coated Tablets

.Pain Reliever/Fever Reducer

Uses temporarily relieves minor aches and

pains due to:

M headache ® muscular aches
W minor pain of arthritis 8 toothache

W backache W the common cold
B menstrual cramps W reduces fever

Warnings
Allergy alert: ibuprofen may cause a severe
allergic reaction which may Include:

M hives M facial swelling
M asthma (wheezing) W shock

Alcohol Warning If you consume 3 or more
alcoholic drinks every day, ask your doctor
whether you should take ibuprofen or other
pain relievers/fever reducers. [buprofen may
cause stomach bleeding

Do not use if you have ever had an allergic
reaction to any other pain refiever/fever
reducer

Ask a doctor before use if you have

W stomach pain 8 problems or serious side
effects from taking pain religvers or fever
reducers >

(A
%
%
*This product Is nol manufactured or distributed by McNell
Consumer Healthcare, owner of the MOTRIN®
bﬁt@ ﬁmn«.w Drug Facts (continued)

- Ask a doctor or pharmacist before use if you are
Active Ingredient W under a doctor's care for any serious condition
(in each tablet) Purposes W taking any other drug
{buprofen USP, 200 mg M taking any other product that contains

ibuprofen, or any other pain reliever/fever
reducer

When using this product give with food or
milk if stomach upset occurs

Stop use and see a doctor if

M an allergic reaction occurs. Seek medical
help right away.

# pain gets worse or lasts more than 10 days
2 fever gets worse or lasts more than 3 days
W stomach pain or upset gets worse or lasts
M redness or swelling is present in the

painful area

M any new symptoms appear

I pregnant or breast-feeding, ask a health
professional before use. It is especially
important not to use ibuprofen during the last
3 months of pregnancy unless definitely
directed to do so by a doctor because it may
cause problems in the unborn child or
complications during delivery.

Keep out of the reach of children. In case of
overdose, get medical help or contact a Poison
Control Center right away.

>

000407

0000179
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Drug Facts woy 20 00
Active Ingredient (in each tablet) Purpose
Tuprofen 200g .<..4.PainReIieverlFever€1’:dglcer

Uses  m emporaril relieves minor aches and pains due lo:
W headache W muscular aches M minor painof arthitis I toothache M backache
Wthe commoncold W menstrual cramps M temporarily reduces fever.

Warnings Aergy dert lbuprofen mey caise a severe alergi reaction which ey include:

B hives I facial swelling M asthma (wheezing) W shock

Alcohol waming: f you consume 3 or more akoholic drinks every day, ask your doctor whether
you should take Ibuprofen or other pain refievers/fever redhcers. buprofen may cause stomach bleeding.

Do not use if you have ever had an allergic reaction to any other pain reliever/fever reducer.

Ask a doctor before use if you have B stomach pain M problems or serious side effects from
\aking pain relievers/fever reducers.

Ask a doctor or pharmacist before use if you are Il under doctor's care for any serious condition I
taking any other drug M taking any other product that contains ibuprofen, o any other pain refiever/fever
Tegucer

When using this product take with food or mik if stomach upset occurs

Stop use and ask a doctor if W an allergic reaction occurs. Seek medical help right away. I pain
gels worse or lasis more than 10 days W fever gets worse or lasts more than 3 days M slomach
pain or upset gets worse of [asts I redness or swelling is present in the painful area B any new
symptoms appear

¥ pregnant or breast-feeding, ask a health professional before use. 1t is especially important not 1 use
Ihuprofen during the last 3 months of pregnancy unless definitely directed to do so by a doctor because
& may cause problers in the uinbom child or complications during delivery. Keep out of the: reach of children.
In case of accidenta) overdose, get medical help or contact a Poison Conirol Center right away.

Directions m donot take more than drected

1 adults and chiddren 12 years and older: take 1-2 tablets every 4 to 6 hours while symploms persist
8 do not exceed 6 tablets in 24 hours, unless directed by a doctor M children under 12 years: ask a
doctor.

Other Information W do not use If the imprinted foil sealis broken or missing M store
at room temperature M avoid excessive hieat 40°C {104°F)

Inactive Ingredients: black iron oxide, colloidal siicon dioxide, croscammellose sodium,
hydraxypropyt cellulose, hypromeliose, microcrystalline cellulose, pregelatinized starch, red iron oxide,
stearic acid, titanium dioxide, yellow iron oxide.

Manufactired by:
NEIL LABORATORIES, INC.
mevg‘ndu;:r,moaszo Q \
\§<,,v Y 60242-327-10 ¢

i} ?ﬂo. Exp. Date
&

N | Y,
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Drug Facts

Active Ingredient (i each tablet) Purpose
Ibuprofen 200 mg ... 2in Refiever/Fever Reducer

USBS a lemp«ariy relieves minor aches and pains due
Wheadache M muscidar aches B minor pain of arthids I toothache I beckache
Wthe common coid M menstnial cramps
L lemporanly reduces fever

Wamm Alergy alest: buprofen ma causeasevereall jc reaction which may include:

W hives ﬁmm lqaxﬂma erg ¢
Ifymcmwaum«eakdnﬁcdm day, ask your doctr whether you shoud

ke bupfofen of @rﬁwesﬂwsredmm mgm{stmm bleeding

Do not use f you have ever had an allergic reaction to any other pain refiever/Tever reducer,
4 doctor before use if you have
W stomach pain B p{d)lems of serious side effects from taking pain refievers/fever reducers.
:wddum f mw\gmluhg other g I taking any other product that cortain
care for any sefious 5
dfen, ar any other pain feeverffever reducer o 9
%mmghsmmmm{mduni(immhmse(m
Stop use and ask a doctor if
lmllugcmcumoccusSed(medml right away. M pain gels worse or [asts more than 10 days
0 fever gets worse o [asts more than 3 days M stomach pain or upSet gets worse o fasls
l redness of sweling s presest in the pairill area I any new symploms appear
[ Mbmsthdmaiammpdmmwmmllsmdy‘nmmww

bxpecten duing the last 3 mordhs of urbess defirtely dreced to do soby a doctor because &
mayme 5inthe wrbom child during delvery. Keep ouk of the reach of children.
In case of aceidental overdose, get medical help or contac a Poison Conirol Cenler r

Directions e m e mre thn dreced
lmllsmddﬂdmuyeusanddderlakﬂZlablelsevuylloerwsmles)muwspwi
1 do not exceed 6 tablets in 24 hours, Less drected by a doctor I chilcren under 12 Years: ask a doctor

er Information wdmiuse i Ihem})med foll sel s broken or missing. W store
at room len tre B avoid exg t 40°C (10
t{lr‘l*ac!lve I hentS Ly oice, coidd siem i WW
oxypropyl cellfose, W celudose, pregela iron oi
slearic acid, tanium donide, yelow iron axi r C_Q
N
Manufactured by: m
NEIL LABORATORIES, INC. N
East V{indsor, NJ 08520 .
Madn 3 -60242-327-05 2 |3
Lot No. Exp. Date X
- ) K
(b) (4)
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Drug Facts
Actlve Ingredtent (i each tablet) Purpose
den 200 mg .. _Pain Reliever/Fever Reducer
USGS W temporariy refieves minor aches and pains due to:
Wheadache M muscuar aches B miner pain of arthitis W toothache M backache
Wthe common cold M menstrual cramps
L] lemporariy reduces fever
Wﬂfﬂl S Allergy alest lbuprofen causeaseverealle feaction which may inchude:
'yfaualﬂsv%i mrnav%me ¥ '
l)u.lmmwmwedcdbdmrkswaythy,aimmmsymmﬂ
ke buprolen o pain rekieversfever redicers. buprofen may cause stomach bleeding.
Do not use i you have ever had an alerge reaction lo any other pain releverfTever reducer.
A'skma “M’:}m’wm‘ sdea’f fr relieversffevr reducers.
pain sorsems edsumd_u_nggan ever reducers.
“ASKa Goctoror pharmacit before ise
Iududeau’smfnymwﬂmlﬂwmydu&wlﬂwweﬂuummum
e, or any other pain refieverfever reducer
%Wspﬂﬁl&ewhlﬁunﬂkim'mm
Stopuse adoclor if
W an dlergic reaction occurs, Seek medical ngtmylpunguswaseulaismmmwdays
llwsgaswmulmmaeﬂm?da stomach pain or Lpset gets worse o lasts
W redness of sweing is presentin the pairfu area B any new symploms appear
[ of breast: ask a heath professional beftre use, ks especially mpaortart not b use
bm“ melamw Wm@fmﬂydrecledlodoso 3 doctor because it
may cause nthewbomdidarc duing defvery. Keep ouk of mddﬁm
I case of accidental overdose, get medical help or contacta Poison Control Center r
Directions . mitaemare then deected
W adts and children 12 years and older: take 1 Zlabletseverylloﬁlnnvmlesynpmnspersi
1 do ot exceed 6 tablets in 24 hours, urdess directed by a doctor M children under 12 years: ask a doctor
Other Information wdorctwse hl'r}nglrledloi seal s broken or missing. I store
al room temperature M avoid excessive heal 40°C {1
Inactive BALS: black i ride, coboical sion oride, croseamlose sodu,
hym«ypt?yl [&] mxcmysalm celulose, pregelainized starch, red iron oride, (7))
stearic acid, itan low iren oxide. —
N
Manufactured b m
NEIL LABORATORI| . ‘¥
East Windsor, NJ 08 N
Made in USA 01
3 60242-327-03 &8 b
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Drug Facts
Active Ingredient (i each tablet) Purpose
ofen 200 Pain ReliaverFever Reducer

Uses W temporaily relieves minor aches and pais due lo: W
headache @ musular aches @ minor pan of athvids
toothache 8 backache Wthe common cold W mensirual cramps
.l_lempofariy reduces fever

Warnings ~ Ntergy alet: Ibupiofen ey case 2 st
allergic reaction which may indude: M hives W acial sweling M
eezing) 1B shock
Alcohol Waming: If you consume 3 of mare alcoholic dirks every
day, ask your doctor whether you should toke Tbuprofen of other
i relevers/Tever reducers. lbuprofen may cause stomach bleeding.
o ot use If you have ever had an allergic reaction 1o any
ain relieverfever reducer,
IF pregnant of breast-feeding, ask a health professional before
use. It especialy importart not to use Ibuprofen during the last 3
morths of pregriancy tnless definkely directed to do 50 by a doctor
5ecws3 it may cause problems in the unbom child of complicationss
Ll 3

6o oit of the raach of chdeen, Tn case of accrdertal overdose,
g«me&d!ﬁ?mmmmamm Culerr_iﬂa«#

ave carton for complete . Save carton for future
reference.
E—

Directions: B do nettake more than irectsd.

[ | chifen 12 years and older: teke 1-2 lablts every d to 6

s persst Mo ot exceed 6 lablels in 24 hours, trdess
chidren under 12 fears: ask a dector

Other 781 W do ot use I the imprinked fo sl

broken or missi Toom temperature W avoid

ot Vo UMDY

excessive heat 4

[
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Drug Facts

Active Ingredient (in each ablei) Purpose
huprofen 200 mg ain RelieverfFever Raducer

Uses W temporary refieves mirer aches and pains due to; B
headache @ muscolr aches 1 minor pain of arthritis M
toothache W backache Mthe common cold I menstnual cramps
Llempofaﬁly feduces fever

Wamings  Allergy dler: Ibuprofen ma{ cause a severe
alergic reaction which may inciude: Bhives  Mlacial swelling W
astma (wheering M shock

Alcohol Warring: ¥ you constme 3 or more alcoholic drinks every
day, ask your doctor whether you should take tbuprfen or ather
ain refievers/ever redycers, buprofen may cause Stomach bieed
Ea IR Use 1 Yo Tave ever Ié N ARG Eadon 10 M%
pain rdieverllevy:ru Teducer. ? o

If of breast-feeding, ask a health professional before
usmfae':pecially imponammno 158 Ibupmtgdu‘ the last 3
months of pregriancy unless defintely directed to do 50 by a doctor
because it may cause probiems i the unbom child or compications

TS T T T o
o4 018 U8 fo2ch of CRIGTen. 1 case 01 aCGRental overdose,
get medicat help of cortact a Poison Conirol Certer right away.

Save carton for complete WARNINGS. Save carton Tof fuiure

reference.
S

Directions m do ot take more than directed.
0 adults and chidren 12 years and oder Lok 1:2 tablets every 4 10 6
houss while symploms persist W do ot in 24 bouts, riess
drected by a doctor IR chldrenunder 12 years: ask a doctor

Other Informalion W do ot use f the imprirted ol seal s
broken of niss‘ng;cl store at room temperalive i

d
axcessive heat 40°C (104'7).
2

Uanirtrol by II
/O 60242-327-50
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Uses w temporarly refieves minor aches and paing due to: I8
headache M musculer aches I minof pan of artrids
tootche Mbackache Mthe common cold M menstnial cramps
Llemporarily reduces fever

Wamings Allorgy alert: {buprofen ma{ cause @ severe
allergic reattion which mey inciude: Whives  WTacial sweling W
asthima (wheezing W shock

Alcotiol Warning: If you consume 3 or more alcoholic drinks every

day, ask your doctor whether you should take buprofen of other
in refieversover reducers. buprofen may cause stomach bleeding.

Enﬂuniywﬁemésmalugmmbam&

pain refieves/feves reducer.

f prognant of breast-feeding, ask a heakh professional before

use? Vs espedally inq:onaurlg( 10 use lquoh’: during the last 3

months of urless definitely directed o do so by a doctor
because it gm pioblems in |°r2 urbom child of complcations

dun'mddiv;q.
eap out of the reach of chiidren. In case of accidental overdose,
?_lme«id m?ofcmmmisonmol Certer ight away.

ave carton for complete . Save carton Tor future
feference.
——
Directions m do mt take more than dected.

W adiks and chidren 12 years and oer: lake 1-2 tablets every 4 0 6

hers while symptoms persist B8 do ot exceed 6 tatletsin 24 hours, ukess
drected am«lmmu ears. ask a doctor

Other Information  do n use i te imprirtedfll sal s

broken or missing. B store al room temperative I avoid
excessive heat lg'c (104'n).
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Drug Facts
Active Ingredient (in sach tablet) Purpose
Ibupicfent 200mg . Pain Relieve/Fever Reducer
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Drug Facts
Active Ingredient in each tablet) Purpose
BOpIORR200MY e Pain Reliever/Fever Reducer

Uses W temporarly refleves minor aches and paios due to:
W headache M muscular aches M minor painof arthitis B toothiache 8 backache
M the commoncold M menstrual cramps & tem, reduces fever.

Warnings HAllergy alert: ibuprofen may cause a severe allergic reaction which may include:
W hives W facial swi M asthma fwheezing) B shock

Hicohol waming: f you consume 3 or more dooholic drinks every day, ask your doctor whether
you should take bupeofen or ofher pain refievers/fever reducers. fbuprofen may cause stomach biceding.

Domtuselfyouhaveeverhadmaﬂergtcmchontomyoﬂnerpamrereverlreveneducer

Askadodorhefmmilyouhavelstomad\pmn lpmblemsorsenwssdeeﬁectsfmm
taking pain refievers/Tever reducers.

Askadodwaptumaaslbdmmﬁyoumlmﬂadocb(swetaanysammmnl
taking any other drug 8 taking any other product that contains ibuprofes, or any other pain reiever/fever
teducer
When using this product take with food or milk if stomach upset occurs

Stop use and ask a doctor if M an afergic reaction occurs. Seek medical help right away, B pain
gets worse o lasts more than 10 days B fever gets worse or lasts more than 3 days Ml stomach
pmnormsetgetsworseorlastslremmorswellmgnspresenlmmepamfdamlanynew
Symptoms appear

If preguart or breast-feeding, ask a health professional before use. It is especially important not to use
Ibuprofen during the last 3 months of pregnancy unless definttely directed to do 50 by a doctor because
it may cause problems in the unborm chid or compicaions during defivery. Keep out of the reach of chilren.

In case of accidental overdose, get medical help or contact a Poison Control Center right away.
L ]

Directions m do not taie more than directed

W aduits and children 12 years and older: take 1-2 tablets every 4 to 6 hours while symploms persist
I do not exceed 6 tablets in 24 hoirs, unless directed by a doctor M children under 12 years: ask 2
doctor

Other Information W do ot use if the imprinted foil seal is broken or missing M store
at room temperature M avold excessive heat 40°C (104°F)

Inactive Ingredients: colloida sticon dinxide, croscarmellose sodium, hydroxypropyl celfulose,

hypromeliose, microcrystailine cellulose, pregelatinized starch, stearic acid, titanium dioxide. (0))

, N

Manufactured by: m
NEIL LABORATORIES, INC. i

East Windsor, NJ 08520 || II w

Mads In USA \6 2

Q Y 60242-325-10 » | <

~I
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Drug Facts
Active Ingredient (in each tablet) Purpose
on 200 m

Pain Reliever/Fever Reducer

Uses Ilem;omily selives minor aches and pins dueo:
W headache M muscular aches @ minor pain of arthriis I toothache M backache
M the common cold W menstual cramps

W temporarily reduces fever

-

Warnings Merqy alert: haproien may cause a severe allrgic reacion which my incude;
M fives gfacialus&ili tIn]a)rs'hﬂa w¥leezjn W shock ’ :

¥ you constme 3 or more akcohioke dirks every day, ask your doctor whether you shoukd
ke uprofen or ofher pain rekieversfever reducers, lbuprofen may cause stomach bleeding.
Do not use fyou fave ever had an allergic reaction Lo any other pan relieverfever fedicet
A*IMME&(MW“MM&
M stomach i 18 problems or serious side effects from taking pan refieversfever reducers.
Ask a doctor or phamacist before use f youare
I uder doctor's care for any serous condiion M taking any ather crug BB taking any other productthat containg
ouprofen, or any ther pain refieverfever reducer
When using this producttake it food o mék f stomch Lpset ooers
Stop use and ask a doctor if
lanalerg‘cmdjmomus.Sed(medwHﬂriyumy‘lpahguswuseorlaismml!modays
W fever gets worse o lasts more than 3 days B stomach pain or upset gets worse o lasls
W redness or sweling s presert in the painfl area B any new symploms appear
[] of breast-feeding, ask a heath essordbduemllisapecal{' amportart not o use
bﬁi«?ﬂ‘ mwm« wuiesdmdydreuedmdoso adoctor becarse
ray cause reblems nthe urbam oo compicatons g defvery Keep out ofthe reachof hicren

In case of accidentd overdose, get medical help or contadt a Poison Cortrol Cerner right away.

S— 3

Directions wdsntsemxetian drected

18 adits and chidren 12 years and older: take 1-2 tablels every 410 6 hours whie symploms persist

18 dornk exceed 6 tablets in 24 hous, uess directed by a docior W chidren under 12 years: ask a doclor

Other Information wéona useifte inriued Fil seal i broken o missing, M store
a room temperature W avokd excessive heat 40°C (104'F).

Inactive I eNLS: colidal siicon dioride, croscametose sodum, hydorypropy
celulose, hyplaoeme ose, microcrystaline celulose, pregefatinized starch, Stearic acid,
oxide.

tianum di

Manufac! .
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Druq Facts
Actlve Ingredient (in each tablet) , Purpose
[buprofen 200mg ... ...Pain RefieverfFever Reducer
USGS [ ] lun:uariy relieves minot aches and pains e Lo
W ieadache W muscular aches W minor pain of arthtis M tothache M backache
W the common cold B mensiual cramps
L) lempomnty redhices fever
Warm Allergy alert: buprofen may cause a severe dllergic reaction which may include:
W hives wdmlm wwma@gﬂ W shock ' '
Lwcmkm&dﬂcdﬂsmy&y , ask your dodr whether you shodd
wma pain rel Teducer Stomach bleeding.
Do not use f you have ever had an allegic reaction to any ohes pa pain reieverever reducer.
Ask a doctor before use if you have
A stomach pain B problems or sesious side efects from taking pan relievers/fever reducers.
Ask a doctor or phamacist before use if you are
lMMSm!uwmmlmgmd}uduglﬁngmymmmm
%muﬁdﬁ@rﬁmﬂ
using this product take with food or milk ¥ stomach Lpset occurs
Stop use and ask a doctor if
lmdbgcmcummmwmeddhdﬂrytmylpmgetsmulassmerellmwrhys
lfwuguswmulaysmemam stomach pain or upset gels worse or [ass
1 redness or swelling is area W any new symploms
p?mnrhmst ask a health professional before use, ks espedally imporant not o use
s hhmd F‘uimdaﬁmd &ededmso mﬂmn
maywse inthe urbom fild % . Keep out of the reach of children.
IncasedacudaialwerdosegamedcdhdpumammdCerlerrgttaway
"DiIrections e m ke ot el
lad.lsarmridmuymanddderlakﬂZlabletseverylloskouwﬂesymwnspmﬁ
1 donot exceed § tablets in 24 hours, undess directed by a doctor M chidren under 12
er Information méon useiftheim wmdM seal s broken or missing, W store
at room temperalure M avoid excessive heat 40°C (1
Inamveln lents: mwmmqe,uoswmwosem,hyawopﬁ o
celluose, preg d starch, stearic acid, e
N
Manufac m
NEIL LABORAT!
East Windsor, NJ 0 N
Made in USA N
Q' 60z62-325-03 «+ |
Lot No. Exp. Date X
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Drug Facts
Active Ingredient in sach tablet) Purpose
{huprafen 200 mg .. Pain RelievarFaver Reducar

Uses W temporaiy reieves minor aches and pais due to: B
headache W' muscular aches I minor pai of artrids @
toothache B backache Bl the common cold W' menstrual cramps
W temporarily feduces fever

-

Wamings  Alesgy afent: Ibuprfen may cae 8 smee
allergic redction which may indude: Whives Miacid sweling B
asthma (wheezing 8 shock .

Alcohol Watming: If you consume 3 or more alcoholic drinks every
day, ask your doclor whether you should take ibuprofen o other

pan refieversfiever reducers, bu&ofen ey case stomach bleeﬁna
o ot use T you Tave ever niad an aklergc reaction to any o

If pregriait of braast-foading, 2k a health professional before

use. k'ts especially important ot to use lbuprofen during the last 3

months of pregrancy unless defiritely directed to do so by  doctor

2ec;use it may cause problems in the unbom child of compications
ur

@mwﬂ.
0ap ol of the raach of children. n case of accidental overdose,
?midrs?wcmmhmncmol Coter ight awy.

ave carton for complete . Save carton for future
reference.

e—
Directions m do et take more than directed.

10 auts nd chidren 12 years and dider: toke 1-2 tablels every 4 10 6
bees whie symptoms persest B do ot exceed 6 latfets in 24 hours, urkess
weaedﬂadouuldidenuﬂmym:askadw_or

Other Information W done: use i the impirtedfol seal s

A gmﬁao%ammumwme avoid
= ounnm
e WA N
3 60%62-325-01 o
Lot No. Exp. Date
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USP, 200 mg
200 mg Each
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pain reliever / fever reducer
50 WHITE COATED TABLETS
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-460

LABELING REVIEWS




- - APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING = .
DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number: " 76-460
Date of Submission: August 12, 2003
Applicant's Name: Neil Laboratories, Inc..

Established Name: . Ibuprofen tablets USP, 200 mg

APPROVAL SUMMARY
1. Do you have 12 Final Printed Labels and Labeling? Yes:

2. CONTAINER - Bottles of 24, 50,'100, 250, 500 and 1000 tablets '
: Satisfactory in final print as of the August 12, 2003
- (See blue jacket volume 4.1)

3. CARTON - 24's 50’s ar\d 100’s
Satisfactory in final print as of the August 12, 2003
(See blue jacket volume 4.1)

4, Revisions needed post-approval; None
5.~ Patent Information:
Patent Data — NDA 19-012 . :
Patent No. Patent Expiration | Use Code Description - How Filed Labeling Impact
None None - None None None
Exclusivity Data— NDA 19-012
Code Reference Expiration | Labeling Impact
None There is no unexpired exclusivity for this product in the Orange Book Database. N/A None

BASIS OF APPROVAL.:

Was this approval based upon a petition? No -

What is the RLD on the 356(h) form: Motrin IB

NDA Number: N 19-012

NDA Drug Name: Motrin IB

NDA Firm: McNeil; N 19-012/S-028; Approved September 7, 2001.

Date of Approval of NDA Insert and supplement: September 7,2001; NDA 19-012/S- 028

Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels Most recently approved Iabehng of the reference listed drug,
and Motrin IB®.

Basis of Approval for the Carton Labeling: Most recently approved labeling of the reference listed drug,
and Motrin IB®

REVIEW OF PROFESSIONAL LABELING CHECKLIST

Established Name

Different name than on acceptance to file letter? ) _ X

- Is this product a USP item? - If so, USP supplement in which verification was assured. USP 24 X




Is this name different than that used in the Orange Book?

X
If not USP, has the product name been proposed in the PF?
5 = ,&ﬁ,‘ 2
Error Prevention Analysis = o
Has the firm proposed a proprietary name? If yes, complete this subsection. ‘
Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds X
or looks like another name? USAN stem present? Prefix or Suffix present?
Has the name been forwarded to the Labeling and Nomenclature Committee? if so, what were X

the recommendations? If the name was unacceptable, has the firm been notified?

Packaging

e
RS

Is this a new packaging configuration, never been approved By an ANDA or NDA? If yes,
describe in FTR.

Is this package size mlsmatched with the recommended dosage? If yes, the Poison Preventlon
Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV
injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the
packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive
product which might require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most
prominent information on the label).

Has applicant failed to clearly differentiéte multiple product strengths?

Is-the corporate logo larger than 1/3 container labei? (No regulation - see ASHP guidelines)

Labeling(continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs'Adult; Oral
Solution vs Concentrate, Warning Statements that might be in red for the NDA) iR

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels
and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which appear in the
insert labeling? Note: Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?




Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive'lngredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been confirmed? X

Do any of the inactives differ in concentration for this route of administration?

~ Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported?

X X | X | X | X

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

Failure to list gelaﬁn, coloring agents, antimicrobials for capsules in DESCRIPTION? ’ X

Failure to list dyes in imprinting inks? (Coloring'agents e.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendafions)

Do container recommendations fail to meet or exceed USP/NDA fecommendations? If so, are
the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?' X

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP
information should be used. However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bnoequlvalency values insert to study. List Cmax, Tmax, T 5
1/2 and date study acceptable) : = :

Insert labeling references a food effect or a no-effect? If so, was a food study done?

b

Has CLIN ICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for
verification of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities,
etc. or if none, please state.

FOR THE RECORD:
1. The labeling submitted by the firm was based on the most recently approved labeling for this drug
product. (Approved September 7, 2001/Supplement 28). We requested some additional revisions
above

2. Patent Data — NDA 19-012

Patent No. Patent Expiration | Use Code Description How Filed Labeling Impact
None None None None None
Exclusivity Data— NDA 19-012
Code Reference Expiration | Labeling Impact
None There is no unexpired exclusivity for this product in the Orange Book Database. N/A None

3. Storage/Dispensing Conditions:
NDA: Store at room temperature. Avoid excessive heat 40°C(104°F).
ANDA: Store at room temperature. Avoid excessive heat 40°C(104°F).

4. Product Line:
The applicant proposes to market their product as 200 mg strength tablets available in bottles of 24
50,100, 250, 500 and 1000.




‘The tablet imprinting have been eeeurately described in the HOW SUPPLIED section as required by

21 CFR 206, et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final Rule,

: 3 effectlve 9/13/95 (See pg 0002921 vol B. 1.3)

5. lnactlve lngredlents
The listing of inactive mgredlents in the DESCRIPTION section of the package lnsert appears to be
consistent with the listing of inactive ingredients found in the statement of components appearmg on
" page 0002514, Vol B. 1.1. : . :
Contalner/CIosure(See page 0002849 in Vol B..1.2)
Containers: HDPE ;
Closure: non-CRC closures for bottles of 500 and 1000 tablets. CRC closures for bottles of 24, 50,
- 100 and 250 tablets.
7. Al mahufacturing will be done by Neil Laboratories, Inc. (See pg. 2649 in vol. B. 1.2)
Date of Review: 9/5/03 Date of Submission: 8/12/03

Primary Reviewer: Jim Barlow

Team Leader: John Gre

Date: ﬁ’

t‘\s“s
7

CC:

e
4, / / % >3
 ANDA: 7%}{/
DUP/DIVISION FILE

HFD-613/JBarlow/dGrace (no cc)
V: \FIRMSNZ\NEIL\LTRS&REV\76460ap s.doc
Review :



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-460
Date of Submission: May 20, 2003
Applicant's Name: Neil Laboratories, Inc..

Established Name:  Ibuprofen tablets USP, 200 mg

Labeling Deficiencies:
1. CONTAINER - Bottles of 24,50, 100, 250, 500 and 1000 tablets
Satisfactory in draft as of the May 20, 2003

2.  CARTON -24’s 50’s and 100’s
- Satisfactory in draft as of the May 20, 2003

Please prepare and submit 12 copies of final brinted labels and labeling.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for
the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes- ‘

http://www.fda.gov/cder/cdernew/listserv.htmi

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained. '

Wm. Peter Rickman

Director C

Division of Labeling and Program Support .
Office of Generic Drugs

Center for Drug Evaluation and Research
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REVIEW OF PROFESSIONAL LABELING CHECKLIST

Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured. USP 24

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? If yes, complete this subsection.

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? Sounds
or looks like another name? USAN stem present? Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what were
the recommendations? If the name was unacceptable, has the firm been notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes,
describe in FTR. ) '

Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention
Act may require a CRC.

Does the package proposed have any safety and/or regulatory concerns?

If IV product packaged in syringe, could there be adverse patient outcome if given by direct IV
injection? '

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the
packaging configuration? :

Is the strength and/or concentration of the product unsupported by the insert labeling?

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

- Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive
product which might require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most
prominent information on the label).

Has applicant failed to clearly differentiate muitiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines)

Labeling(continued)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral
Solution vs Concentrate, Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels

and labeling? Is "Jointly Manufactured by...", statement needed?




Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED?

Has the firm failed to adequately support compatibility or stability claims which appear in the
insert labeling? Note: Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section?

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

X | X X | X | X

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDAJANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA récommendations? If so, are
the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP
information should be used. However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Tmax, T
1/2 and date study acceptable) ’

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for
verification of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities,
etc. or if none, please state.

FOR THE RECORD:

1. The labeling submitted by the firm was based on the most recently approved labeling for this drug
product. (Approved September 7, 2001/Supplement 28). We requested some additional revisions

above

2. Patent Data — NDA 19-012

Patent No. Patent Expiration | Use Code Description How Filed

Labeling Impact |

None None None None

None

Exclusivity Data—~ NDA 19-012

[ Code | Reference | Expiration | Labeling impact |




None There is no unexpired exclusivity for this product in the Orange Book Database. N/A . None

3. Storage/Dispensing Conditions:
NDA: Store at room temperature. Avoid excessive heat 40°C(104°F).
- ANDA: Store at room temperature. Avoid excessive heat 40°C(104°F).

4. Product Line:

The applicant proposes to market their product as 200 mg strength tablets available in bottles of 24,
50,100, 250, 500 and 1000.

The tablet imprinting have been accurately described in the HOW SUPPLIED section as required by
21 CFR 206, et al. (Imprinting of Solid Oral Dosage Form Products for Human Use; Final'Rule,
effective 9/13/95. (See pg. 0002921 vol. B. 1.3)

5. Inactive Ingredients:
The listing of inactive ingredients in the DESCRIPTION section of the package insert appears to be °
consistent with the listing of inactive lngredlents found in the statement of components appearing on
page 0002514, Vol B. 1.1.

6. Container/Closure(See page 0002849 in Vol. B.. 1 2)
Containers: HDPE
Closure: non-CRC closures for botties of 500 and 1000 tablets. CRC closures for bottles of 24 50,
100 and 250 tablets.

7. All manufacturing will be done by Neil Laboratories, Inc. (See pg. 2649 in vol. B. 1.2)

Date of Review: 7/24/03 Date of Submission: 5/20/03

Primary Revuewer Jim Barlow Date: _.
Team Leader: John Grace K/
% j/.%@m 7 / 2 L// P,
cc:
ANDA: 76-460

DUP/DIVISION FIL

HFD-613/JBarlow/JGrace : (nocc)

V\FIRMSNZ\NEIL\LTRS&REW\76460na2.l. doc
- Review



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-460

CHEMISTRY REVIEWS




C. DOSAGE FORM: Solid

SUMMARY PACKAGE _ . —

A. ANDA NUMBER: 76-460 o
B. FIRM: Neil Laboratories Inc.

55 Lake Drive . : e

East Windsor, NJ 08520 ' e -

D. STRENGTH: 200 mg

E. DRUG: Tbuprofen Tablets USP (White Film Coated and Brown Film Coated)

F. cGMP STATEMENT/EIR UPDATE STATUS: Acceptable (J. D’ Ambrogio, 16-JTUN-2003)
G. BIO STUDY: Acceptable (K. Dhariwal, 26-JUN-2003)

H. METHOD VALIDATION — (DESCRIPTION OF DOSAGE FORM SAME AS FIRM’S):
The drug substance and the drug product have USP monographs. Analytical methods follow the =~
USP monograph. No-methods were sent out for methods validation.

L STABILITY — ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION? Containers used in the stability studies are identical to those listed in
container section. The same as proposed in the apphcat10n

3. LABELING: Acceptable (J. Barlow, 24-JULY-2003)
K. STERILIZATION VALIDATION (IF APPLICABLE): N/A

L.  SIZE OF BIO BATCH — (FIRM’S SOURCE OF NDS O.K.2):| ®® tablets (Brown Film
Coated Tablets) and ®)@ tablets (White Film Coated Tablets)

M. SIZE OF STABILITY BATCHES — (IF'DIFFERE'NT'FROM BIO BATCH WERE THEY
MANUFACTURED VIA THE SAME PROCESS?): The Bio Batch and the Stability Batches
were the same batch. '

N. PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY? Yes, for ®)@ tablets (both White and Brown Film Coated Tablets)

CHEMIST: SCDhanesar Ph.D. %Q&\k S J DATE: QHQ‘( o7

SUPERVISOR: AMueller, Ph.D/’ DATE: //~ /. &573

V: \FIRMSNZ\NEIL\LTRS&REV\7646OAPS DOC
F/T



Ibuprofen Tablets USP, 200 mg

Neil Laboratories, Inc.

Subhash C. Dhanesar
Chemistry Division I
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32. LABELING: Satlsfactory ..................... LA e 24
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CHEMISTRY REV

Chemlstry Review Data

Sheet

Chemlstry Rev1ew Data Sheet

; ANDA 76-460

 REVIEW #:2

. REVIEW DATE: 20-June-2003

. REVIEWER: Subhash

Cv. Dhanesar

. PREVIOUS DOCUMENTS:

- Previous Documents

Original .

Refusal to Receive Letter
Amendment

Telephone Amendment

Aeceptable for Filing Letter

6. SUBMISSION (S) BEING REVIEWED:‘ .

Submission(s) Reviewed
New Correspondence
Amendment (CMC)
" Amendment (Labeling)
.. Telephone Amendment
Labeling Amendment

Name:

“Address

Representative: |

Telephone:
Fax:
e-mail:

Document Date

July 12,2002
September 25, 2002
November 8, 2002
December 2, 2002
December 30, 2002

Document Date
March 14, 2003
May 16, 2003

May 20, 2003 -

~ August 11, 2003

7. NAME & ADDRESS OF APPLICANT:

Neil Laboratories Ine

August 12, 2003

55 Lake Dnve P.O.Box 1088

S~ —East Windsor-NF08520

Bharat Patel

609-448-5500
609-443-9316
neillabs@aol.com

8. DRUG PRODUCT NAME/CODE/TYPE:

a) Proprietary Name: None

Page 4 of 26 ¥,




HEMISTRY REVIEY
Chemistry Review Da_ta Sheet

' b) Non—Proprietarj Name (USAN): Ibuprofen

9. LEGAL BASIS FOR SUBMISSION: ‘
: Motrm B Tablets, 200 mg manufactured by McNeil (ANDA #19012)

10. PHARMACOL. CATEGORY: NSAID

1. ,‘DOVSAGE_FORM: Tablets

L STRENGTﬁ/POTENCY- 200 mg

13. ROUTE OF ADMINISTRATION Oral

14, Rx/OTC DISPENSED R« X _oTC

15. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):
A SPOTS product — Form Completed

X Not a SPOTS product

16. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
- FORMULA, MOLECULAR WEIGHT:

Chemical Name: (+)-2-(p-Isobutylphenyl) propionic acid [15687-27-1]

Or Benzeneacetic acid, a-methyl-4-(2-methylpropyl), (£)-.

Molecular Formula: Ci3H 1302 ' . _ '

Molecular Weight: 206.28 _ R R e e FET T e ——"
Structural Formula: ' ' '

 Page 5 0f26



. CHEMISTRY REVIE

Chennstry Review Data Sheet

17. RELATED/ SUPPORTING DOCUMENTS
A. DMFs:

. DATE.
DZIF l TYPE | HOLDER | _REF&EE%CED CODE' | STATUS? | REVIEW | COMMENTS
| ol COMPLETED |
Ibuprofen USP 1 Adequate 04-25-03 - S.Dhanesar
Adequate 11-07-03 S.Dhanesar

Ibuprofen USP 3

(b) (4)

4

SN

S

! Action codes for DMF Table:
1 —DMF Reviewed.

Other codes indicate why the DMF was not reviewed, as follows

—2=Type_ 1 DMF_

3 —Reviewed prev1ously and no revision since last review

4 — Sufficient information in application
5 — Authority to reference not granted

" 6 — DMF not available

7 — Other (explain under "Comments")

? Adequate, Inadequate, or there is enough data in the application, therefore the DMF did not need

to be reviewed

- Page 6 0of 26 |




" B. Other Documents: None

. - Chemistry Review Data Sheet

APPLICATION NUMBER

DOCUMENT DESCRIPTION
- 18. STATUS:
CONSULTS/ CMC , }
RELATED RECOMMENDATION DATE "~ REVIEWER
- REVIEWS ' A

Microbiology N/A :

EES - Acceptable 16-JUN-03 | J. D’ Ambrogio
' Methods Validation | N/A (USP product) ' !

Labeling | Acceptable ' 09-05-03 | J. Barlow
Bioequivalence Acceptable 6-26-03 K. Dhariwal

EA Acceptable

Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of receipt.

__Yes _x No

P‘agé 7 of 26

If no, explain reason(s) below: Minor Amendment




CHEMISTRY REVIE

Chemistry Assessment Section |

The Chemlstry ReV1eW for ANDA 76- 460

The ExecutiVe Summary
| Recommendations

A.  Recommendation and Conclusion on Approvablllty . 8"
. The ANDA is approvable. CMC, Labeling, EA and EES, and Bloequlvalency are
acceptable. Analytical methods are USP monograph methods and are acceptable.

- B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements,
' -and/or Risk Management Steps, if approvable: N/A '

I Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)
The drug product is White Film Coated and Brown Film Coated Ibuprofen
‘Tablets USP, 200 mg based on McNeil’s RLD Motrin IB. Ll
(b) (4)
. The drug product will be packaged in
24,50, 100, 250, 500, and 1000 (bulk) tablet count sizes. CRC closure will be
used for the 24, 50 and 100 tablet counts.

The ANDA/BIO batch size of the White Film Coated tablets is ®O@ tablets
and the proposed commercial batch size is ®@ tablets. The ANDA batch
size for the Brown Film Coated Tablets is ©® tablets and the proposed

- .commercial batch size is ©® tablets. In both cases the pilot batch sizes are
greater than 10% of the commermal batch size making them representative of the
manufacturing process. :

Originally, the firm provided incomplete Exhibit Batches and incomplete
packaging comments. These deficiencies are now resolved and specifications are

acceptable

The drug substance is Ibuprofen USP obtained either from B
. The DMF’s for these companies are

adequate. o

B. Description of How the Drug Product is Intended to be Used
The drug product is a tablet and will be taken orally or as prescribed by a doctor

_ C Basis for Approvability or Not—Approval Recommendatlon
" The drug product ANDA meets all requirements for approval.

| ' | Page 8 of 26 :
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- Chemistry Assessment Section ‘
 III. Administrative

A. Reviewer’s Signature

< 7 N
" B. Endorsement Block , ' .
oo WAes
7o 3

Q ‘///»,/;J

'S. Dhanesar, Ph.D./06-20-03/11-07-03
A. Mueller, Ph.D./06-20-03/11-07-03
C. Kiester, R.Ph./06-20-03/11-07-03

C. CCBlock

- Page9of26 |



cc: - ANDAT6-460 -
' ANDA DUP - '

DIV FILE - .

Field Copy o
Endorséments: :
SO AR N RS
A« S0

;//17%’5

 HFD-623/SDhanesar, Ph.D./06-20-03/11-07-03

 HFD-623/AMueller, Ph.D./06-20-03/11-07-63
- HFD-615/Ckiester, R.Ph./06-20-03/11-07-03

F/T by SR

File: v:\firmsnz\neil\ltrs&rev\76460r02.doc

TYPE OF LETTER: APPROVABLE




ANDA 76-460
| | Ibﬁprofen Tablets USP, 200 mg

Neil Laboratories, Inc.

Subhash C. Dhanesar
Chemistry Division I
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Chemistry Review Data Sheet

- Chemistry Review Data Sheet

ju—

. ANDA 76-460

2. REVIEW #: 1

3. REVIEW DATE: 04-FEB-03

4 REVIEWER: Subhash C. Dhanesar

5. PREVIOUS DOCUMENTS:

Previous Documents

6. SUBMISSION (S) BEING REVIEWED:

Submission(s) Reviewed
Original

Refusal to Receive Letter
Amendment

Telephone Amendment
Acceptable for Filing Letter

7. NAME & ADDRESS OF APPLICANT:

Name: Neil Laborétories Inc.

55 Lake Drive, P.O. Box 1088
East Windsor, NJ 08520

Address:

Representative: Bharat Patel

Telephone: 609-448-5500
Fax: 609-443-9316
e-mail: neillabs@aol.com

8. DRUG PRODUCT NAME/CODE/TYPE:
a) Proprietary Name: None
b) Non-Proprietary Name (USAN): Ibuprofen
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Document Date
July 12, 2002
September 25, 2002
November 8, 2002
December 2, 2002
December 30, 2002




'HEMISTRY REVIEY

Chemistry Review Data Sheet

9. LEGAL BASIS FOR SUBMISSION:

10.
11.
12.
13.
14.
15.

16.

Motrin IB Tablets, 200 mg manufactured by McNeil (ANDA #19012)
PHARMACOL. CATEGORY: Anti-inflammatory
DOSAGE FORM: Tablets
STRENGTH/POTENCY: 200 mg
ROUTE OF ADMINISTRATION: Oral
Rx/OTC DISPENSED: __Rx _X_OTC

SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):

SPOTS product — Form Completed

X Not a SPOTS product

CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR
FORMULA, MOLECULAR WEIGHT:

Chemical Name: (+)-2-(p-Isobutylphenyl) propionic acid [15687-27-1]

Or Benzeneacetic acid, a-methyl-4-(2-methylpropyl), (+)-.

. Molecular Formula: C13H 130 2

Molecular Weight: 206.28
Structural Formula:
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HEMISTRY REVIEW

Chemistry Review Data Sheet

17. RELATED/SUPPORTING DOCUMENTS:
A. DMFs:

DMF
#

TYPE | HOLDER

REFERENCED

ITEM CODE!

STATUS?

DATE
REVIEW
COMPLETED

COMMENTS

(b) (4)

Ibuprofen USP 1

Adequate

04-25-03

S.Dhanesar

Ibuprofen USP 3

Adequate

11-19-02

R. Bykadi

! Action codes for DMF Table:
1 —- DMF Reviewed.

(b) (4 4

Other codes indicate why the DMF was not reviewed, as follows:

2 -Type 1 DMF

3 — Reviewed previously and no revision since last review
4 — Sufficient information in application
5 — Authority to reference not granted

6 — DMF not available

7, — Other (explain under "Comments")

not need to be reviewed)
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Chemistry Review Data Sheet

B. Other Dbcuments:

DOCUMENT APPLICATION NUMBER DESCRIPTION
18. STATUS:
CONSULTS/ CMC :
RELATED RECOMMENDATION | DATE REVIEWER
REVIEWS :
Microbiology N/A
EES Pending
Methods Validation N/A
Labeling Pending
' Bioequivalence Pending .
EA Acceptable 2/4/03 S. Dhanesar
Radiopharmaceutical | N/A

19. ORDER OF REVIEW

The application submission(s) covered by this review was taken in the date order of

receipt. _ x__ Yes No
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Chemistry Assessment Section

The Chemistry Review for ANDA 76-460

The Executive Summary

I

II.

Recommendations

A.

Recommendation and Conclusion on Approvability
The ANDA is not approvable due to major deficiencies in analytical chemistry,
manufacturing, and in documentation.

Recommendation on. Phase 4 (Post-Marketing) Commitments, Agreements,
and/or Risk Management Steps, if approvable

N/A

Summary of Chemistry Assessments

A. Description of the Drug Product(s) and Drug Substance(s)

The drug product is White Film Coated and Brown Film Coated Ibuprofen
Tablets USP, 200 mg based on McNeil’s RLD Motrin IB. @
: (b) (4)
. The drug product will be packaged in
24, 50, 100, 250, 500, and 1000 (bulk) tablet count sizes. CRC closure will be
used for the 24, 50 and 100 tablet counts. '

The ANDA/BIO batch size of the White Film Coated tablets is @ taplets

and the proposed commercial batch size is ®® tablets. The ANDA batch
size for the Brown Film Coated Tabletsis.  ®® tablets and the proposed
commercial batch size is ®® tablets. In both cases the pilot batch sizes are

greater than 10% of the commercial batch size making them representative of the
manufacturing process.

However, the firm has provided incomplete Exhibit Batches and incomplete
packaging comments.

The drug substance is Ibuprofen USP obtained from O

B. Description of How the Drug Product is Intended to be Used

The drug product is a tablet and will be taken orally.

C. Basis for Approvability or Not-Approval Recommendation

There are no effective patents for NDA 19-012, Ibuprofen IB from McNeil.
There is no exclusivity associated with NDA 19-012. .

' Page 8 of 46



Chemistry Assessment Section

III. Administrative

A. Reviewer’s Signature

B. Endorsement Bloqk ' '

S. Dhanesar, Ph.D./02-04-03
A. Mueller, Ph.D./02-04-03
C. Kiester, R.Ph./02-04-03 «
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5=2-93 ,

C. CC Block
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'CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-460

BIOEQUIVALENCE REVIEWS




JUN 206 ikl

)}\N/\ L
DIVISION OF BIOEQUIVALENCE REVIEW
ANDA No. 76-460
Drug Product Name Ibuprofen tablets, USP
Strength 200 mg (round white and round brown)
Applicant Name Neil Laboratories
Address 55 Lake Drive, P.O. Box 1088, East Windsor, NJ 08520
Submission Date(s) November 8, 2002
- Reviewer Kuldeep R. Dhariwal, Ph.D.
First Generic No '
File Location V:\firmsnz\Neil\ltrs&rev\764601102.doc
I. : Executlve Summary

This is an OTC drug product. This application references McNeil’s (NDA 19012) Motrin® IB
~ 200 mg tablets and includes one fasting and one fed study. The fasting study is a single-dose
two-way crossover study using 26 male and female healthy volunteers given a dose of 200 mg
(white tablets). The results (point estimate, 90% CI) of the fasting BE study are LAUCt of 95,
91.79-97.89%; LAUCI of 95, 92.00-97.89%; and LCmax of 93, 86.38-100.96%. The fed BE
study is a single-dose two-way crossover study using 18 male and female normal healthy
volunteers given a dose of 200 mg (white tablets). The results of the fed BE study are LAUCt of
- 100, 95.58-103.98%; LAUCI of 100, 95.37-104.38%; and LCmax of 90, 82.52-97.31%. These
studies are acceptable. The dissolution (900 mL pH 7.2 phosphate buffer, paddle at 50 rpm)
testing is acceptable. The waiver of in vivo bioequivalence study requirements for the test brown
- 200 mg ibuprofen tablets is granted. The waiver of in vivo bioequivalence study requirements for
additional source ®)@) of active ingredient is also granted. McNeil’s 200 mg Nuprin® tablet
(NDA 19012) was listed as RLD in the Orange Book when the BE studies were conducted and
therefore the test drug was compared with 200 mg Nuprln tablet in the BE studies. The current
RLD is Motrin®; however, Motrin® and Nupnn are linked by bioequivalence studies conducted
by the mnovator Therefore, the use of Nuprin® as the RLD in this application is acceptable.

1L Table of Contents
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A, INAIVIGUAL STUAY REVIEWS werrvrrreoeeeeeeeeee oo eeeoeeee s sesessseseseseseesssessesesssseseeees e sseeeereeesesesesssesse v

- 1. Single-dose Fasting Bioequivalence Study ...t 7
2. Single-dose Fed Bioequivalence StUAY ......ccocorveiviiiririiinieiiieecreeee s restessener s snneans 10
B. AUACHIIENLS iovommmmsussssssosisssssoinsssissssis s smsissess s susssess SN BT RS SRR 14

III.  Submission Summary

A. Drug Product Informatidn
Test Product Ibuprofen tablets
Reference Product Motrin® IB (NDA #19012 by McNell Approval Date: Dec. 17,

1990). The firm used Nuprin® (NDA #19012) as RLD because
Nuprin® was the RLD at the time the bio-studies were conducted.
: Lot # 902578
Indication For temporary relief of headache, muscular aches, the minor pain
of arthritis, toothache, backache, minor aches and pains associated
with the common cold, the pain of menstrual cramps, and for
reduction of fever.

Half Life - 2 hours
Tmax ' 1-2 hours _ )
Excretion _ About 1% is excreted in urine as unchanged ibuprofen and about

14% as conjugated ibuprofen.

Relevant DBE History:

July 12, 2002 Original submission
Sep 25, 2002 Refuse to receive letter sent to the firm. One of the several reasons

for refusing to file was the choice of RLD used for the
bioequivalence study. The firm used Nuprin® as RLD but Motrin®
_ IB was listed as RLD in the 2002 Orange Book.
November 8, 2002 Response to refuse to receive letter. The firm replied that Nuprln
~was the RLD at the time bioequivalence studies were conducted.
- The firm also attached OGD letter dated September 29, 2000
stating that Nuprin® should be used as the RLD. The fasting and
-fed studies were conducted in April 2001. The 2001 Orange Book
listed Nuprm 200 mg tablets as the RLD. Firm’s response was
accepted by the Agency. The ANDA was accepted for ﬁhng on
December 30, 2002.
Motrin®/Nuprin® history: See page 14

B. Contents of Submission
. ] How many?
Single-dose fasting study  x 1
Single-dose fed study X 1
Steady-state study ]
In vitro dissolution testing - x 2
Waiver requests X For round brown tablets
Waiver requests X For additional source of active ingredient
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C.

Number of analytes

Analyte name

Internal Standard
Method description

QC samples, ng/mL

Standard curve range, ng/mL
Limit of quantitation, ng/mL
Average recovery of Drug (%)
Average Recovery of Int. Std (%)
Intraday precision range (%)
Intraday accuracy range (%)
Interday precision range (%)
~ Interday accuracy range (%)
Bench-top stability (hrs)

Stock stability (days)

Processed stability (hrs)
'Freeze-thaw stability (cycles)
Long-term storage stability (days)

Bioanalytical Method Validation (Pre-Study, Vol. C1.2, Pages 266-287)

1

Parent
Ibuprofen
Diclofenac sodium

HPLC

165, 3935, 18993, 30307
100 to 40,000

100

80.1

89.4

0.7t02.4

94.0 to 108.9

45t06.8

100 to 100

21 atRT

21at4°C

43 h in autosampler at RT
4 -

179 at —20°C

Metabolite

Dilution integrity No, not needed because study samples were not dlluted
Specificity Yes .
SOPs submitted No, not needed
Bioanalytical method is acceptable Yes
20% Chromatograms included Yes Serially Selected? Yes
D. In Vivo Studies
1. Single-dose Fasting Bioequivalence Study
Study No. RO0-739
Study Design Two-way crossover
No. of subjects enrolled 26
No. of subjects completing 26
No. of subjects analyzed 26
Subjects Normal
Sex(es) included - Male: 19 Female: 7
Test product Ibuprofen tablets
Reference product Nuprin® Tablets
Strength tested 200 mg
Dose 1x200 mg
Summary of Statistical Ana1y51s
Parameter - | Point Estimate 90% Confidence Interval
LAUCt 0.95 91.79-97.89
LAUCi 0.95 92.00-97.89
LCmax 0.93 86.38-100.96

The study is acceptable.

Metabolite2




2. Single-dose Fed Bioequivalence Study

Study No. R00-740

Study Design Two-way crossover
No. of subjects enrolled 18

No. of subjects completing 18

No. of subjects analyzed 18

Subjects Normal -
Sex(es) included: Male: 14 Female: 4
Test product ~ Ibuprofen tablets o
Reference product Nuprin® Tablets

Strength tested . 200mg

Dose . 1x200 mg

Summary of Statlstlcal Ana1y31s

Parameter Point Estimate 90% Confidence Interval
LAUCt 1.00 95.58-103.98
LAUCi 1.00 95.37-104.38
LCmax 0.90 82.52-97.31

The study is acceptable.
E. Formulation

The test product formulations are shown in Table 1 of the Appendix.

Inactive Ingredients are within IIG limits.

Dosage form information

Test drug product

Round, white film coated biconvex tablets embossed with “NL/ 325” on one side plain on the
other.

Reference drug product

Nuprln Yellow coated tablets.

Motrin® IB: Round, orange film coated biconvex tablets prlnted “Motrln IB” on one side and
plain on other side. _

The formulation is acceptable: Yes

F. In Vitro Dissolution

'Methods Submitted USP 26
Recommended Method based on the data submitted: USP 26
Medium Phosphate buffer, pH 7.2
Volume (mL) 900 mL
USP Apparatus Type 2 (paddle)
Rotation (rpm) 50

Firm’s proposed specifications NLT 80% (Q) in 60 minutes
FDA-recommended specifications NLT 80% (Q) in 60 minutes
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F2- value (s) ' not relevant, rapidly dissolving
In vitro dissolution is acceptable Yes

G. Waiver Request Yes

The firm proposes to make tablets of two different colors: white and brown. The white tablets
were used in the bio-studies. The applicant requests a waiver of in vivo bioequivalence testing
for the brown tablets. LD
1. The DBE may grant the
waiver based on the comparative dissolution data on brown tablets, white tablets and the RLD.

The applicant also requests use of an additional source of the active ingredient. The white tablets
used in the bio-studies were manufactured using the active ingredient from ©® The firm
also-wants to manufacture the tablets using active ingredient from  ®“. For this request, the
firm should submit the dissolution data on white and brown tablets manufactured using the
additional source ® @) and compare them with the dissolution data on white and brown
tablets manufactured using active ingredient from ®®@. The firm submitted dissolution
data on white tablets manufactured using active ingredient from ®@ brown tablets
manufactured using active ingredient from  ©®®, and the RLD. The firm did not provide
dissolution data on the: ' , '

a. white tablets manufactured using active ingredient from| ©®.

b. brown tablets manufactured using active ingredient form O

This reviewer will grant waiver of in vivo bioequivalence study requirements for brown tablets

and will accept additional source of active ingredient in the absence of the above data because:

a. itis an immediate release drug product

b. it dissolves nearly 90% in 10 minutes ‘ .

&, (b) (4)
, and , '

d. the dissolution profile of the white tablets manufactured using active ingredient from

®® is similar to that of the brown tablets manufactured using active ingredient from
®) @ :

The firm should however be asked to commit to submit the dissolution data on the brown tablets
manufactured using active ingredient from ©®® and white tablets manufactured using
active ingredient from:  ©® at a later date.

' H Deficiency Comments No

I. - Recommendations

1. The bioequivalence study conducted under fasting conditions by Neil Laboratories on its
ibuprofen 200 mg white tablets, lot #RD-0325-03/01 comparing it to Nuprin® 200 mg tablets,
lot #902578 manufactured by McNeil is acceptable to the Division of Bioequivalence. The
study demonstrates that ibuprofen 200 mg white tablet manufactured by Neil Laboratories is
bioequivalent to the reference product, Nuprin® 200 mg tablet manufactured by McNeil.

5



2. The bloequlvalence study conducted under non-fasting conditions by Neil Laboratones on its
ibuprofen 200 mg white tablets, lot #RD-0325-03/01 comparing it to Nuprin® 200 mg tablets,
lot #902578 manufactured by McNeil is acceptable to the Division of Bioequivalence. The
study demonstrates that under non-fasting conditions, the bioavailability of ibuprofen 200 mg
white tablet manufactured by Neil Laboratories is similar to the reference product Nuprin® -
manufactured by McNeil. :

3. The dissolution testing conducted by the firm on its test tablets is acceptable. ©® @

, which
underwent bioequivalence testing. The waiver of in vivo bioequivalence study requirements
for the round brown tablets is granted The dissolution testing should be conducted in 900
mL of pH 7.2 phosphate buffer at 37°C using apparatus 2 (paddle) at 50 rpm. The test
product should meet the following specifications:

Not less than 80% (Q) of the labeled amount of 1bupr0fen in the dosage form is dissolved in
- 60 minutes.
4. The waiver of in vivo bloequlvalence study requlrements for an additional source ® ‘4)) of
~ active ingredient is granted for white and brown ibuprofen 200 mg tablets.
5. The Division of Chemistry should ask the firm to commit to submit the dissolution data on
brown tablets manufactured using active ingredient from ®©® and white tablets
manufactured using active ingredient from: ~ ©@.

Cﬂu)\?MUbW\Q . 6[zef03

Kuldeep R. Dhariwal, Ph.D.

Review Branch II |
W U elates

erurkar Ph.D.
Rev1ew Branch II

%_/ M@m%\)& &ﬂuﬂ"’é/é"/‘ﬁ

Dale P. Conner, Pharm. D.
Director, Division of Bioequivalence
Office of Generic Drugs




IV.  Appendix

A. Individual Study Reviews

1. Single-dose Fasting Bioequivalence Study
Study Information
Study Number R00-739 :
Clinical Site PRACS Institute, Fargo, ND 58102
Principal Investigator ~ James Carlson, Pharm.D.
Study/Dosing Dates Period 1 - April 19, 2001
Period 2 April 26, 2001
Analytical Site LA
Analytical Director
Analysis Dates May 1-8, 2001
Storage Period 20 days
Treatment ID A B
Test or Reference Test Reference
Product Name Ibuprofen (white tablets) Nuprin®
Manufacturer Neil Labs Bristol-Myers
Batch/Lot No. RD-0325-03/01 902578
Manufacture Date March 2001 N/A
Expiration Date N/A 02/02
Strength 200 mg 200 mg
Dosage Form Tablet Tablet
‘|Batch Size ®O® tablets N/A
Production Batch Size ©® tablets N/A
Potency 99.7% -198.76%
Content Uniformity 99.7% 98.8%
Formulation See Table #1
‘(Dose Administered 1x200 mg 1x200 mg
Route of Administration Oral
No. of Sequences 2
No. of Periods 2 eamemi s e 14 e s moreemom e
No. of Treatments 2 Balanced Yes
No. of Groups 1 Washout Period 7 days

Randomization Scheme

AB:1,2,4,5,6,8,9,11,13,17,18,23,25
BA:3,7,10,12,14,15,16,19,20,21,22,24,26

Blood Sampling Times

0,0.25,0.50,0.75,1,1.25,1.5,2,2.5,3,4,6,8,10 and 12 h

Blood Volume Collected/Sample

7 mL




Blood Sample Processing/Storage |Blood samples were centrifuged at 2400 rpm and 4°C

for 15 minutes and the plasma was separated and
stored at —20°C.

IRB Approval Yes
Informed Consent . {Yes
Length of Fasting Ovemight

Length of Confinement

10 h prior to dosing until 12 h after dosing

Safety Monitoring Blood pressure and heart rate were measured prior to
' dosing and at 12 hours after dose administration. -
Subjects Demographics .
Race: Caucasian 23, African American 1, Asian 1, Hispanic 1
Height: Mean 175.2 cm, range 160.0-190.5 cm
Weight: : Mean 75.4 kg, range 53.0-89.2 kg
Sex: Male 19, Female 7
Age group: <18 0
18-40 26
41-64 O
65-74 0
>75 0o
Mean age 21.0 years, range 18-30
Study Results

Clinical: The firm’s clinical summary is provided on Page 920, Vol. C1.2)

Dropout Information: none

Adverse Events

5 Total events (dizziness and syncope secondary to
phlebotomy and headache)

4 received Treatment A

1 received Treatment B

For additional information see Vol. C1 3 page # 999 |

Protocol Deviations

Deviations in blood sampling times: Some,
actual times were used.
Other Deviations: nothing major

Assay Validation — Within Study (Vol. C1.1, pages 289-309)

Parent Metabolite
QC Conc. (ng/mL) - 250 | 2000 32000 10000
Inter day Precision (%CV) 7.7 6.4 6.4 7.3
Inter day Accuracy (% 955 | 93.8 95.4 98.5
Accuracy) '

Cal. Standards Conc. (ng/mL)

100,500,1000,5000,10000,20000,
30000, 40000
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Inter day Precision (%CV) 0.76-4.10
Inter day Accuracy (% 96.0-104.6
Accuracy) :

Linearity Range (range of R*  [0.9960-0.9996

values)

Repeat Assays: Six samples for possible interference.

Chromatdgrams: Look O.K.

Conclusion: Analytical method is acceptable.

Pharmacokinetic/Statistical Analysis

Mean Plasma Concentrations - | Table 2, Figure 1

Mean Pharmacokinetic Parameters Table 2

90% Confidence Intervals LnAUCt 91.79-97.89%
LnAUCi 92.00-97.89%
LnCmax 86.38-100.96%
Details in Table 2

AUCYAUC: ratio Test  0.97 (0.89-0.99)
Ref  0.97 (0.89-0.99)

Root MSE LnAUCt 0.06772
LnAUCI 0.06545
LnCmax 0.16433

Comments: (on pharmacokinetic analysis)

)
.

Ke and AUCi were determined for all subjects. e

Indicate the number of subjects with the following:

a. measurable drug concentrations at 0 hr: subject #20 had measurable concentrations
(142.01 ng/mL and 148.56 ng/mL) in both the periods. These concentrations are well
below 5% of Cmax.

b. first scheduled post-dose sampling time as Tmax: none

c. first measurable drug concentration as Cmax: none

The pharmacokinetic parameters and 90% confidence intervals calculated by the reviewer -

agree with firm’s calculations.

There was statistically significant treatment and period effects for LAUCt and LAUCiH.

‘The 90% confidence intervals for AUCt, AUC;i, and Cmax are within the acceptable limits of

80-125%.

Conclusion: The single-dose fasting bioequivalence study is acceptable.



2. Single-dose Fed Bioequivalence Study

Study Information

Study Number R00-740
Clinical Site PRACS Institute, Fargo, ND 58102
Principal Investigator James Carlson, Pharm.D.
Study/Dosing Dates Period 1 April 20, 2001
Period 2 April 27, 2001
- Analytical Site B
Analytical Director
Analysis Dates May 7-11, 2001
Storage Period 22 days
Treatment 1D A B
Test or Reference Test Reference
Product Name Ibuprofen (white tablets) Nupn'n®
Manufacturer Neil Labs Bristol-Myers
Batch/Lot No. RD-0325-03/01 902578
Manufacture Date March 2001 N/A
Expiration Date N/A 02/02
Strength 200 mg 200 mg
|Dosage Form Tablet Tablet
Batch Size O tablets N/A
. |Production Batch Size ©@ tablets N/A
Potency 99.7% 98.76%
Content Uniformity 99.7% 98.8%
~ |Formulation See Table #1
Dose Administered 1x200 mg 1x200 mg
Route of Administration Oral

Yes, 30 minutes before dosing

Standard Breakfast

No. of Sequences 2

No. of Periods 2

No. of Treatments 2 Balanced Yes :
No. of Groups 1 Washout Period 7 days

Randomization Scheme

AB:1,3,5,6,8,9,16,17,18
BA:2,4,7,10,11,12,13,14,15

Blood Sampling Times

0,0.25,0.50,0.75,1,1.25,1.5,2,2.5,3,4,6,8,10 and 12 h

Blood Volume Collected/Sample

7 mL ’

Blood Sample Processing/Storage

Blood samples were centrifuged at 2400 rpm and 4°C
for 15 minutes and the plasma was separated and
stored at —20°C.

IRB Approval

Yes

Informed Consent

Yes
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Length of Fasting

Overnight

- {Length of Confinement 10 h prior to dosing until 12 h after dosing
Safety Monitoring Blood pressure and heart rate were measured prior to
dosing and at 12 hours after dose administration.
Subjects Demographics ’ _
Race: Caucasian 16, African American 1, Hispanic 1
Height: Mean 172 cm, range 154.9-185.4 cm
Weight: Mean 78.5 kg, range 60.2-87.9 kg
Sex: Male 14, Female 4
- Age group: <18 0
18-40 16
41-64 2
16574 0
>75 0
Mean age 27.6 years, range 18-53
Study Results

-~ Clinical: The firm’s clinical summary is provided on Pages 2072-2084, Vol. C1.5.

Dropout Information: None

Adverse Events

One subject experienced headache during the study. For
additional information see Vol. C1.5 page #2082.

Protocol Deviations

Deviations in blood sampling times: Some,
actual times were used.
Other Deviations: none reported.

Assay Validation — Within Study (V ol. C1.4, pages 1640-1659)

Parent : ‘ Metabolite

QC Conc. (ng/mL) 250 | 20000 | 32000 | 10000
Inter day Precision (%CV) 12.5 7.3 6.7 | 7.9
Inter day Accuracy (% 98.9 | 101.7 102.2 102.7
Accuracy) :
Cal. Standards Conc. (ng/mL) 100,500,1000,5000,10000,20000,

, ~ § -30000,40000
Inter day Precision (%CV) 0.44-6.62
Inter day Accuracy (% 97.8-106.0
Accuracy)

Linearity Range (range of R* |0.9948-0.9986

values)
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Repeat Assays Total seven samples. Four due to possible interference, one due to missed Vlal
and two due to low internal standard. :

Chromatograms: Look O.K.
Conclusion: Analytical method is acceptable.

Pharmacokinetic/Statistical Analysis

Mean Plasma Concentrations Table 3, Figure 2
Mean Pharmacokinetic Parameters Table 3 :
90% Confidence Intervals LnAUCt 95.58-103.98%
LnAUCIH 95.37-104.38%
LnCmax - 82.52-97. 31%
Details in Table 3 '
Ratios of Means LnAUCt 1.00
' ' LnAUCi 1.00
LnCmax  ~ 0.90
AUCt/AUCi ratio Test - 0.96 (0.87-0.98)
Ref 0.96 (0.84-0.99)
Root MSE LnAUCt 0.0724
- LnAUCi 0.0775
LnCmax 0.1415

Comments: (on pharmacokinetic analysis)

Pk

. Ke and AUCi were determined for all subjects.
2. Indicate the number of subjects with the following:
a. measurable drug concentrations at 0 hr: Two subjects in penod 2. The concentrations
were well below 5% of Cmax.
b. first scheduled post-dose sampling time as Tmax: none
c. first measurable drug concentration as Cmax: none _
3. The pharmacokinetic parameters and 90% confidence intervals calculated by the reviewer
agree with firm’s calculations.
4. There was statistically significant treatment effect for LCmax. .
5. The 90% confidence intervals for AUCt, AUCI, and are Cmax within the acceptable limits of
80-125%. The ratios of means are also within the acceptable limits.

Conclusion: The single-dose fed bioequivalence study is acceptable.

Dissolution Data

Method: USP 26
Dissolution Medium: 900 mL of phosphate buffer, pH 7.2
Dissolution Apparatus: 2 (Paddle) at 50 rpm
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Mean Diésblution Data:

Test (Round white tablets) . Reference (Nuprin®)

Lot No.: RD-0325-03/01, used in bio-studies Lot No.: 902578, used in bio-studies
Strength: 200 mg Strength: 200 mg

No. of Units: 12 No. of Units: 12

Time(min) | Mean Range %CV Mean Range %CV
10 95.06 89.3-99.3 |3.18 67.25 36.2-82.6 19.6

20 94.86 89.4-97.6 |2.81 92.93 87.1-95.8 3.03
30 194.02 = | 87.8-96.1 |2.85 95.79  192.0-98.3 1.95
45 95.15 87.3-97.9 | 3.05 96.52 93.2-101 - 2.47
60 9496 |87.7-99.6 | 3.03 96.14 93-99.0 1.91
*active ingredient from L

Mean Dissolution Data:

Test (Round brown tablets)” Reference (Motrin® IB)

| Lot No.: RD-0325-03/04 Lot No.: FDA 129
Strength: 200 mg Strength: 200 mg
No. of Units: 12 No. of Units: 12
Time(min) | Mean Range %CV Mean Range %CV
10 : 93.77 92.54-95.1 | 0.84 88.24 | 81.51-93.5 4.9
20 96.54 95.94-97.4 | 0.48 ' 96.35 94.5-98.9 1.24
30 97.43 94.1-100 | 1.73 98.38 96.39-101.15 1.25
45 97.63 95.34-99.0 | 1.05 - | 98.90 96.36-101.51 1.64
60 97.76 96.91-98.8 | 0.64 99.35 97.72-102.69 1.91
* active ingredient from  ©®©
Comments:

1. The dissolution testing was conducted using the USP 26 method.
2. The test products dissolve more than 90% in 10 minutes and therefore f2 tests are irrelevant.
3. The test products meet USP specifications of NLT 80% (Q) in 60 minutes.
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B. Attachments

Motrin® /Nuprin® History: Not to be released under FOI

The following summary is provided based on reviewer’s study of DFS, RetrievalWare, NDA 19-

L.

2.

012 jackets, and NDA 19-012 division files:

Prescription Motrin® ibuprofen 300 mg, 400 mg, 600 mg and 800 mg tablets were approved
on 9/19/74 under NDA #17-463.

In May 1984, the FDA approved OTC Nuprin® 200 mg tablets under NDA #19- 012 The
Nuprin® 200 mg tablets were recommended for approval based on results of a bioequivalence
study comparing 4x100 mg Nuprin® tablets, 2x200 mg Nuprin® tablets and already marketed

1x400 mg Motrin® tablets Approval for a new 100 mg formulation was not requested by the

firm. The 200 mg Nuprm tablet core formulation was proportionally similar to the 400 mg
Motrin® tablet core formulatlon (NDA 19-012 file D1 and blue jacket 11.1).

.. The formulatlons of Nupnn 200 mg core tablets and Motrin® IB 200 mg core tablets are

identical (Nuprm formulation as per NDA 19-012 file D2; Motrin® fonnulatlon as per NDA
19-012 jacket 61.1).
On 8/6/1999, McNeil submitted a supplement (SCM-019) for use of an additional

- manufacturing site and a different color for the Motrin® IB 200 mg tablets. While the core

tablet formulation was unchanged, the tablet color was changed from white to orange. The
supplement was approved (NCA 19-012 jacket 61.1) on 2/4/2000.
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nposition of the White Coated Tablets (Bio batch RD-0325-03/01 p. 2512/3):

- Component / grade/ function Amount per Yo wiw Amount ( ) per Amount (kg) per |
: tablet (mg) batch o batch o
tablets tablets

position of the Brown Coated Tablets (Batch No. RD-0325-03/04

omponent / function Amount per % wiw Amount (kg) per | Amount (kg) per
- tablet (mg) batch of batch of
~tablets (p. 2809): able




Table 2

MEAN PLASMA IBUPROFEN LEVELS FOR TEST (1) AND REFERENCE

(2) PRODUCTS IN FASTING STUDY, N=26

MEAN1 SD1 MEAN2 SD2 RMEAN12

TIME HR

o 5.46 27.85 5.7 29.14 0.96
0.25 2876.51 3662.63| 2340.29| 4341.02 1.23
0.5. 6210.40| 5566.02( 6465.03| 7208.34 0.96
0.75 8900.01 6799.36( 8558.88| 6996.31 1.04
1 11384.81 6823.72( 10914.07| 6463.94 1.04
1.25 13560.11 7321.53| 12708.13| 7169.09 1.07
1.5 13830.30 6204.03| 12991.64 6492.49 1.06
2 13197.37 3955.57| 14580.69| 4637.31 0.91
2.5 12736.18 3224.94| 13419.73| 3924.98 0.95
3 10511.08 3098.25| 11385.62; 2657.10 0.92
4 8264.45| 2656.00| 9061.50| 2570.18 0.91
6 4048.74 1950.68| 4239.86 1622.30 0.95
8 '2119.10(. 1187.10| 2286.38 1153.13 0.93
10 1184.99 794.96 1244.82 670.02 0.95
12 681.09 587.66 710.07 523.07 0.96

UNIT: PLASMA LEVEL=NG/ML TIME=HRS
ARITHMETIC MEANS AND RATIOS
MEAN1 SD1 MEAN2 SD2 "RMEAN12

PARAMETER

AUCI 67020.038|20768.695|70022.500 | 18443.581 0.957
AUCT 64528.577|18191.575|67511.962|16032.687 0.956
CHMAX 17507.268| 4001.432|18661.763| 3809.905 0.938
KE 0.314 0.045 0.316 0.038 0.983
LAUCI 64756.862 | 0.252|68237.576 0.219 0.949
LAUCT 62592.814 0.241|66033.293 0.206 0.948
LCMAX 17060.835 0.235|18269.584 0.215 0.934
THALF 2.262 0.385 2.232 0.337 1.013
TMAX 1.780 1.054 1.788 0.921 0.995

UNIT: AUC=NG HR/ML CMAX=NG/ML TMAX=HR
LOG-TRANSFORMED DATA WERE CONVERTED TO ANTI-LOG IN THE TABLE

LSMEANS AND 90% CONFIDENCE INTERVALS

) LSM1 LSM2 RLSM12 LOWCI12 UPPCI12
| PARAMETER

AUCI 67020.04; 70022.50 0.96 82.76 98.67
AUCT 64528.58| 67511.96 0.96| 92.64 98.52
CMAX 17507.27| 18661.76 0.94 87.31 100.32
LAUCI 64756.86| 68237.58 0.95 92.00 97.89
LAUCT 62592.81| 66033.29 0.95 91.79 97.89
LCMAX 17060.83| 18269.58 0.93 86.38 100.96
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‘Table 3

MEAN PLASMA IBUPROFEN LEVELS FOR TEST (1) AND REFERENCE (2) PRODUCTS IN FED STUDY, N=18

MEAN1 SD1 MEAN2 SD2 RMEAN12
TIME HR
[} 0.00 0.00 14.25 41.50 0.00
0.25 844.16 1650.26| 352.10 1010.43 2.40
0.5 3491.25( 5011.62| 3307.21 6023.12 1.06
0.75 5794.02| 5856.49( 6604.04| 7709.47 0.88
1 7820.27| 6038.63| 9640.77| 6828.44 0.81
1.25 9144.53| 65873.85| 11747.08| 6088.85 0.78
1.5 10141.74 5944.86| 13106.59| 4809.21 0.77
2 10766.87] 4992.38| 13154.64| 4257.58 0.82
2.5 10473.08 3850.05| 11630.24| 2281.10 0.90
3 10050.91 2473.69| 10110.16 1942.08 0.99
4 10009.23 3561.87 8592.33| 2254.15 1.16
6 5142.37 1944.15] 4404.96 1760.08 1.17
8 2548.06 982.65] -2293.78 1180.28 1.11
10 1412.73 687.62 1327.29 866.60 1.06
12 803.46 496.36 766.50 652.78 1.05
UNIT: PLASMA LEVEL=NG/ML TIME=HRS
ARITHMETIC MEANS AND RATIOS
MEAN1 SD1 MEAN2 SD2 RMEAN12
PARAMETER .
AUCI 65726.222|15578.570|65579.389 | 15158.725 1.002
AUCT 62760.44413765.707|62511.667|12049.322 1.004
CMAX 14720.009] 3525.11916484.054| 4135.628 0.893
KE 0.319 0.059 0.310 0.063 1.029
LAUCI 64052.908 0.233/64198.336 0.205 0.998
LAUCT 61334.027 0.222161522.238 0.180 0.997
LCMAX 14319.586 0.243(15979.636 0.261 0.896
THALF 2.267 0.544 2.347 ' 0.588 0.966
THMAX 2.278 1.233 1.819 0.954 1.252

) UNIT: AUC=NG HR/ML CMAX=NG/ML TMAX=HR"
LOG-TRANSFORMED DATA WERE CONVERTED TO ANTI-LOG IN THE TABLE

LSMEANS AND 90% CONFIDENCE INTERVALS

LSM1 LSM2 RLSM12 LOWCI12 UPPCI12
PARAMETER
AUCI 65726.22| 65579.39 1.00 95.84 104.61
AUCT 62760.44{ 62511.67 1.00 96.31 104.48
CMAX 14720.01| 16484.05 0.89 81.49 97.10
LAUCI 64052.91| 64198.34 1.00 95.37 104.38
LAUCT 61334.03| 61522.24 1.00 95.58 103.98
LCMAX 14319.59| 15979.64 0.90 82.52 97.31
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FIG 1 PLASMA |BUPROFEN LEVELS
IBUPRDFEN TABLETS, 200 HG, ANDA F76-460

UNDER FASTING COND'ITIONS
DOSE=1 X 200 Hb
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FIG 2. PLASMA IBUPROFEN LEVELS
: IBUPRUFEN UINADB[I.R[ TFSE.D ZIIDDDNDMIBT'IDANNSM F76-460 | , ,
BOSE=1 X 200 WG
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BIOEQUIVALENCY COMMENTS(TO BE PROVIDED’TO THE APPLICANT
ANDA: 76-460 APPLICANT: Neil Laboratories

‘DRUG PRODUCT: Ibuprofen Tablets USP, 200 mg
Round Tablets (white and brown)

The Division of Bloequlvalence has completed 1ts review and has
no further questions at this time.

We . acknowledge ~that the dissolution testing has  been
incorporated into your stability and quality control programs as
specified in USP 26.

Please note that the bioequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after —review of  the- entire application, upon
consideration of the chemistry, manufacturing and controls,
microbiology, 1labeling, or other scientific or regulatory
issues. Please be advised that these reviews may result in the
need for additional biocequivalency information and/or studies,
or may result in a conclusion that the proposed formulation is
not approvable.

Slncerely ours

Day 5~

\,{%1: Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence:
Office of Generic Drugs
Center for Drug Evaluation and Research



CcC:

ANDA 76460

ANDA DUPLICATE :
DIVISION FILE ,
HFD-651/ Bio Drug File
HFD-655/ Dhariwal

Printed in final on 6/26/03

with Dates)

Endorsements: (Fina
\?A§5

HFD-655/ Dhariwal
HFD-655/ Nerurkar

HFD-650/ D. Conner 5‘)% (,(u,foj

BIOEQUIVALENCY - ACCEPTABLE

1. FASTING STUDY (STF)
‘ Clinical: PRACS Institute
Analytical: ®) @
D FOOD STUDY (STP)
Clinical: PRACS Institute
Analytical: ®) @)
3.  DISSOLUTION WAIVER (DIW)

Outcome Decisions: AC - Acceptable

Submission date: 11/8/02
Strengths: 200 mg (white)

V/Outcome: AC

Strengths:
_ Outcome: AC

200 mg (white)

Strengths: 200 mg (brown)
tcome: AC.



' OFFICE OF GENERIC DRUGS
'DIVISION OF BIOEQUIVALENCE

ANDA #: 76-460 SPONSOR: Neil Laboratories
DRUG AND DOSAGE FORM: Ibuprofen Tablets, USP (round white and brown)
STRENGTH(sz 200mg

TYPES OF STUDIES: Fasting and fed

CLINICAL STUDY SITE(S): PRACS Institute

ANALYTICAL SITE(S) o

STUDY SUMMARY: The fasting and fed studies are acceptable.

DISSOLUTION: The dissolution testing (as per USP 26) is acceptable. The waiver of in

vivo bioequivalence study requirements for brown tablets is granted.

DSI INSPECTION STATUS
Inspection needed: Inspection status: Inspection results:
No R
| First Generic - No__ Inspection requested: (date)
New facility Inspection completed: (date)
For cause
Other

PRIMARY REVIEWER : Kuldeep R. Dhariwal, Ph.D. BRANCH: II

NITIaL: VY DATE : _¢ |24]02

- TEAM LEADER : S. Neru?ar Ph.D, BRANCH: II

INITIAL : /ﬂ Q;&% DATE : 6!26 200

- INITIAL :

DIRECTOR, DIVISIOI\\O:;- OEQUIVALENCE : DALE P. CONNER, Pharm.D.

DATE : Q{ZQZOJ




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 76-460

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS




“OGD’ APEROVAL RDUTING SUMMARY

ANDA # 7(’ \“’Q -v SL S Appllcant N/d,/l, L"&MM‘S

Drug //17J6>F5£”‘""F5th4i U54° . Strength 1;¢x9‘p1§

-Deputy  Director, DLPS

: APPROVAL); TENTATIVE APPROVAL D : SUPPLEMENTAL APPROVAL (NEW STRENGTH) ‘O OTHER O

REVIEWER: : _ _ DRAFT Package  FINAL Package
bl Project Manager, Craig Kiester ' .. Date < - . Date
’ Review Support Br Team 1 RN P .- Iaitials ?f& o ~Initials
Application Summary: e B o : N
- Original Rec'd date 7/"5/‘2- _ EER Status Pending O Acceptaple OAI O
Date Acceptable .for Filing /zjg;/s»— Date of EER Status )l /o2 '
Patent Certification (type)_ T Date of Office Bio Review " iplet]ez
Date Patent/Exclus.expires — Date of Labeling Approv. Sum o3
Citizens’' Petition/Legal Case Yes O No‘gf Date of Sterility Assur. App. -

(If YES, attach emall from PM to CP coord) Methods Val. Samples Pending Yes O No §
First Generic | 58 Yes O No : Commitment Rcd. from Firm Yes O Nog

(If YES, Pedlatrlc Exclu51v1ty Tracklng System .

“(PETS) Modlfred-release dosage form YesO Noéz
. RLD = /zﬂAth 173
Date checked 4 17/ NDA# /?0/2/ Interim DlSSOl Specs in AP Ltr' Yes Cl
Nothing Submitted - &
. Written request issued a
Study Submitted a v
Previously reviewed and tentatively approved a Date
Previously reviewed and CGMP def./N/A Minor issued - O Date
.Comments: : .
Gregg Davis PPIV ANDAs Only 25N 2605 Date ZHNoV 202

ials . Initials

Contains GDEA certification: Yesji: No O Determ. of Involvement? Yes O No O
(required if sub after 6/1/92) . _ Pediatric Exclusivity System
Patent/Exclusivity Certification: Yes No O = Date Checked

If Para. IV Certification- did applicant ' Nothing Submitted. .0
Notify pateﬁt‘holder/NDA holder Yes O No O Written request issued O
Was applicant sued w/in 45 days:Yes O No O Study Submitted . ’ 0
Has case been settled: . Yes O - No O - I ‘

Date settled:
Is applicant eligible for 180 day : .
Generic Drugs Exclusivity for each strength . Yes O No @O

T o 7(’“(745 o ¢xlusivihes . e rr_m
OM/H/W’M( ST e

Div. Dir./Deputy Dir. R Date It[14/63 pate it //19/e2
Chemistry Div. I

: -Initials-gzgﬁ . Initials)2h¢
Comments: L L . ¢ : =

“The Conc Jeebn U SamFssr



DRA.E‘T Packag_ . rown package

- Frank Holcombe s Sl i bate e L _.Date =
. Asscc. Dir.. For Chemlstry - . Initials . © . Initials_

b Comments: (E‘J.rst qenerlc drug rev:.ew)

5. Peter Rickman Date /)2 3 Date >t 0?
Director, DLPS d;y//( Initials ﬂr’,Irﬁt:_als ;;C: og,’///
Para.IV Patent Cert: YesD N Pending Legal Action: YesO No Petition:Yesd N
.Comments -

é/z,,/zm % (,;; lri & Lo —9&:4‘5%0)

OR

5. Robert L. West ' Date ' Date
Deputy Dlrector, OGD _ Initials . Initials
Para.IV Patent Cert: YesO NoQ; Pendlng Legal Action: YesD NoO; Petition:YesO NoO
Comments: : =

6. Gary Buehler ‘ ¢ ; Date ” Z‘ﬂ/"B Date ”/ZL/<33
Director, OGD Co Initials ‘ Initials
Comments: ‘ z =

First Generic Approval O PD or Clinical for BE O Special Scientific or Reg.Issue O

P Project Manager, Craig Kiester Date _ ’)/Ly/k—l Date
Review Support Br Team 1 ) Initials 0y Initials

hzb‘ Date PETS checked for first generic drug (just prior to notification to firm)

Applicant notification: ' i

2- £— Time notified of approval by phone b Time approval letter faxed

FPA Notification: '
) <3 Date e-mail message sent to "CDER~OGDAPPROVALS" distribution list.
e ~Date Approval letter copied to \\CDS014\DRUGAPP\ directory.

Jrah\Temélates\ApprovrouZ.doc



NEIL LABORATORIES INC.

 ORIG AMENDMENT
August 12, 2003 , I\HW’:

James Barlow _ _ : :

* Division of Labeling and Program Support * FPL
Office of Generic Drugs-CDER '

Food and Drug Administration (HFD-160)

7500 Standish Place _

Rockville, MD 20855-2773

RE: Minor Amendment (Labels and Labeling) Ibuprofen Tablets USP, 200mg-ANDA #76-
460

Dear Mr. Barlow:
This minor amendment response is in reference to your fax dated 7/28/03 of labeling
deficiencies for our ANDA #76-460 (Ibuprofen Tablets USP, 200mg). We are submitting

12 true copies of the final printed labels and labeling with original color and size.

As per your suggestion, please find herewith the side-by-side comparison of our final
printed labels and labeling with all the difference annotated and explained.

If you need any additional information please contact me at 609-448-5500 ext. 11.

Thank you very much.

w RECEIVED
Y £V
harat Patel e L3 2003

President/CEO ' OGLICUER

Sincerely,

55 LAKE DRIVE, P.O. BOX 1088  EAST WINDSOR, NEW JERSEY 08520
609-448-5500 » FAX: 609-443-9316 « EMAIL: neillabs@aol.com



NEIL LABORATORIES INC.

Mr. Craig Kiester, Project Manager August 7, 2003
Office of Generic Drugs, CDER, FDA

Metro Park North II ’

7500 Standish Place, Room 150

Food and Drug Administration

Rockville, MD 20855

Reference: Fax Amendment to Minor Deficiencies to Original ANDA 76-460 (Ibuprofen
Tablets USP, 200 mg)

Dear Sir:

This fax amendment is in reference to the phone call received from Mr. Al Mueller and Mr.
Subhash Dhanesar on August 6™ 2003 requesting following correction and clarification.

1. Appropriately rounding of numbers, based on the specification where
ever applicable in our Ibuprofen ANDA file.

RESPONSE:

1. We have made the corrections based on the specification with reference

to rounding of numbers to Water Content, Assay, Dissolution, Uniformity

of Dosage Units, Heavy Metals and Impurity tests to our Original

Ibuprofen ANDA file # 76-460. Following is the list of pages where we have made
corrections and we will commit that we will make corrections on any other pages if it
becomes necessary in the future. ’

Dissolution: 148, 149, 150, 151, 2947 and 3216
Raw Material Specification: 2542, 2589 and 2590
Impurity: 2543 )

Method Precision: 2977

Reproducibility: 2979, 3070 and 3073 P el kel AW saland
Ruggedness: 2981, 3075 and 3187 Wa=AFL B 7 L
Force Degradation: 2987,3087 and 3316 '

Robustness: 3021 and 3028 AUG 1 2 2003
Recovery: 3124 and 3200 - OGLICH,

Standard Precision & Method Precision: 3184
Stability data: 3417 to 3427

-85 LAKE DRIVE, P.O. BOX 1088 « EAST WINDSOR, NEW JERSEY 08520
- 609-448-5500 o FAX: 609-443-9316  EMAIL: neillabs@aol.com




2. Requifing further clarification forpoint #17 of Minor Amendment, dated
May 5, 2003.

RESPONSE:

2. In our “Induced Degradation” study we have stated “Ibuprofen is chemically very
stable” which we have derived from Manufacturer’s Technical Package. But in
stress condition, Ibuprofen has degraded and result has been documented in Table
7, Page 3009 of our Original ANDA filing. The spectral scan of Ibuprofen from

.. degradation samples showed no evidence of co-eluting peaks with Ibuprofen, thus
Tbuprofen peak is pure and homogeneous. The observed degradation of 12%
to 28% was due to extended 3 to 4 weeks (Page # 2087 of the Original ANDA
filing) of harsh stress conditions employed. We believe that this condition has
generated more degradation. ' '

We are correcting existing statement “Ibuprofen is chemically very stable” (Original
ANDA file, Page # 2987) by adding that the Tbuprofen is not stable in extreme harsh
condition. Thus the entire statement will.read as “Ibuprofen is chemically very
stable compound but it is not stable in extreme harsh condition.”

We hope you find both the minor deficiencies addressed satisfactorily in our response.

If you need additional information you can contact me at (609) 448-5500.

Thank you,

arat‘Patel

President/CEO
Neil Laboratories, Inc

7 Cc: Al Muller
Subhas Dhanesar
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RECORD OF TELEPHONE COVNVERSATION/MEETING‘

Called to clarify three items, prior to assembling an

Daftary, a person knowledgeable in analytical chemistry,
relating to our questions.

We requested that their API specifications/CoA reflect
that their percentages be limited to two decimal places,
except for Heavy metals which are normally reported as
ppm values. Messrs. Patel/Daftary agreed and indicated
no problems. '

We also requested that uniformity of dosage values be
reported as 85.0%-115.0%, not as 85%-115.0%. Messrs.
Patel/Daftary indicated that this was a typographical error
and will be corrected.

We then asked for a complete answer to Deficiency # 17
in our Review # 1. Neil did not offer a complete answer
to mass balance differences observed in their stability
indicating study. Their control sample assay indicated -
98.0%, whereas their study values indicated-71.2% and
88.6%. We indicated that we needed a more complete
answer. We asked a question regarding a time period
for their response and they indicated that they could
respond via a fax amendment to C. Kiester within a
week’s time.

(end of memo)

approval document. . Talked with B. Patel who called in S.
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Department of Health and Human Services
Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Rockville, Maryland

This document is intended only for the use of the party to whom it is addressed and may contain information that is
privileged, confidential, and protected from disclosure under applicable law. If you are not the addressee, or a
person authorized to deliver the document to the addressee, this communication is not authorized. - If you have
received this document in error, immediately notify us by telephone and return it to us at the above address by mail.
Thank you.

‘To: Neil Laboratories, Inc _
Fax: 609-443-9316 Phone 609-448-5500

From: James Barlow
Fax: 301-443-3847 - Phone: 301-827-5830

Number of Pages (including cover sheet):_2 ‘Date: 7/28/03

Comments:

Dear Mr. Patel, _
Attached you will find the labeling review for ANDA 76-460 (ibuprofen tablets) referencing the
July 20, 2003 submission.

Tt

Sincerely, :
LCDR James T. Barlow



REVIEW OF PROFESSIONAL LABELING
" DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH
ANDA Number: 76-460
Date of Submission: May 20, 2003
Applicant's Name: Neil Laboratories, Inc..

Established Name:  lbuprofen tablets USP, 200 mg

Labeling Deficiencies:
1. CONTAINER - Bottles of 24, 50, 100, 250, 500 and 1000 tablets
Satisfactory in draft as of the May 20, 2003

2. CARTON - 24’s 50°s and 100’s
Satisfactory in draft as of the May 20, 2003

Please prepare and submit 12 copies of final printed labels and labeling.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for
the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes- .

http://www.fda.gov/cder/cdernew/listserv.himl

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please
provide a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained.

Jivision of Labeling and Program Support

Office of Generic Drugs
~ Center for Drug Evaluation and Research



NEIL L ABORATORIES INC.

May 20, 2003

"‘Mr. James Barlow :

Division of Labeling and Program Support

Office of Generic Drugs-CDER

Food and Drug Administration (HFD-160)

7500 Standish Place '
Rockville, MD 20855-2773

Ph. 301-827-5846

RE: Minor Amendment (Labels and Labehng) . :
Tbuprofen Tablets USP, 200mg ORIG AMENDMENT

ANDA #76-460 N //4/7

Dear Mr. Barlow:
This minor amendment response is with reference to your fax dated May 12"’, 2003 of
labeling deficiencies for our ANDA #76-460 (Ibuprofen Tablets).. We have revised our

labels and labeling deficiencies as per your comments given in the deficiency letter.

We are submitting all revised labels and labeling for your review prior to approval. We
hope you find all of the deficiencies addressed satisfactorily in our response.

If you need any additional information please contact me at 609-448-5500 ext. 11.

" Thank you.

Sincerely,

Presuient/CEO
RECEIVED
cc: Wm Peter Rickman
MAY 2 2 2003
OGD / CDER

55 LAKE DRIVE, P.O. BOX 1088 e EAST WINDSOR, NEW JERSEY 08520
609-448-5500 o FAX: 609-443-9316 « EMAIL: neillabs@aol.com



La'belin:gvDeﬂcie'ncies:

1.

GENERAL COMMENTS
a. “We note that you submitted bulk labeling for review. We do not approve

bulk labels and labeling, however your draft labels seem satzsfactory in
draft.

Response: '
We acknowledoe your comments regarding bulk labels and labeling.

b. “Note that the mformatlon leaflet is no longer utilized by the reference listed
drug MOTRIN IB® since Drug Facts labeling has been in effect. The full
text of the labeling is to be found on the carton of the smaller count bottles
and/or the containers of the larger count bottles. Therefore, please delete
this from your submission.” '

Response:
Please note that we have incorporated your suggestion related to the
information leaflet. We are deleting the leaflet information from the
labeling section of our ANDA #76-460 (Ibuprofen Tablets USP, 200mg).

c. “Inactive ingredients-revise ‘hydroxypropyl methylcellulose’ to read
‘hypromellose’ (compendial name).

Response:
Please note that as per your comment we have revised all our labels and
“replaced the inactive ingredient Hydroxypropyl Methylcellulose to read
‘hypromellose’ (compendial name).

CONTAINER-Bottles of 24, 50, 100, 250, 500, and 1000 tablets.

a. “ Please delete “SU GAR FREE” from the text to be in accord wzth the
reference listed drug.”

Response:
Please note that as per your suggestions, we are deleting ‘SUGAR FREE’
from all the container labels to be in accord with reference listed drug.

b. “ Revise to read-[delete information pertaining to leaflet]
Save carton for complete WARNINGS. Save carton for future reference

Response:
Please note as per your comment related to our labels for White/Brown-
Ibuprofen Tablets USP, 200mg, we have revised our labels on 24’s, 50°s
& 100’s to read “Save carton for complete WARNINGS. Save carton for
future reference.’



3. CARTON-24’, 50’s and 100°s
See above comments under CONTAINER (a.) listed above

Response: |
Please note that we have deleted ‘SUGAR FREE’ from the label on carton

to be in accord with the reference listed drug.

4. “To facilitate review of your next submission, and in accordance with 21
- CFR 314.94(a)(8)(iv), please provide a side-by-side comparison of your
proposed labeling with your last submission with all differences annotated

or explained.

Response: ‘ " P :
Please find herewith as per your suggestion, the side-by-side comparison

of our proposed labeling for label and carton with all differences
annotated & explained. . '




NEIL L ABORATORIES INC.

May 16, 2003 | SHIG AMENDMENT
Mzr. Craig Kiester o NI - ‘

Otfice of Generic Drugs, CDER, FDA
Document Control Room, Metro Park North 11
7500 Standish Place, Room 150

Rockville, MD 20855-2773

(301-594-0320)

RE: Minor Amendment
Ibuprofen Tablets USP, 200mg
ANDA 76-460

Dear Mr. Kiester:

This minor athendment response 1s in reference to Dr. Rashmikant M. Patel’s letter of
May 5%, 2003 regarding the above mentioned Abbreviated New Drug Application.

We hope you find all of the deficiencies addressed satisfactorily in our response.

If you need any additional information please contact me at 609-448-5500 ext. 11.

Thank you.
- Sincerely, _ _
, W RECEIVED
hafat Patel MAY 1 9 2003
President/CEO OGD / ChE .3

&

i

L

5/A

55 LAKE DRIVE, P.O. BOX 1088 e EAST WINDSOR, NEW JERSEY 08520
609-448-5500 o FAX: 609-443-9316 « EMAIL: neillabs@aol.com 1



S m
NEIL LABORATORIESINC. B/ 45,

~ Rashmikant M. Patel, Director _ ‘ May 9, 2003
Division of Chemistry I .
Office of Generic Drugs ‘ ,
Center for Drug Evaluation and Research - NEW CORRESP
Food and Drug Administration :
7500 Standish Place N
Rockville, MD 20857 oo

Reterence: ANDA 76-460 (Ibuprofen Tablets, USP)

Dear Sir:

This is to acknowledge the receipt of your facsimile dated May 5, 2003 regarding
MINOR AMENDMENT. We are reviewing the MINOR deficiencies presented in the
letter. We are preparing all the necessary documents which will be properly filed with
your office within ten days from the receipt of your letter.

Sincerely yours,
Ars

Satish R. Daftary
(Director, QC)

Ce: Garry Buehler, Director
Craig Kiester, Project Manager

RECEIVED
MAY 1.4 2003

OGD/CcDER

55 LAKE DRIVE, P.O. BOX 1088 » EAST WINDSOR, NEW JERSEY 08520
609-448-5500 » FAX: 609-443-9316 ¢ EMAIL: neillabs@aol.com



MINOR AMENDMPENT
ANDA 76-460

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 208552773 (301-594-0320) MAY -5 2003

APPLICANT: Neil Laboratories, Inc. ~ TEL: 609.448.5500

ATTN: Bharat Patel FAX: 609.443.9316

FROM: Craig Kiester PROJECT MANAGER: 301-827-5848
Dear Sir:v V

This facsimile is in reference to your abbreviated new drug application dated July 12, 2002, submitted pursuant to
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Ibuprofen Tablets USP, 200 mg.

2 se el |y eI gy doed dided Decerter 2, 1002~ (b= 5 fs3
~ The application is deficient and, therefore, Not Approvable unidér §ectiorX1’ 505 of the Act for the reasons provided
in the attachments (_5__pages). This facsimile is to be regarded as an official FDA communication and unless

requested, a hard copy will not be mailed.

The file on this application is now closed. You are required to take an action described under 21 CFR 314.120
which will either amend or withdraw the application. Your amendment should respond to all of the deficiencies
listed. Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until
all deficiencies have been addressed. The response to this facsimile will be considered to represent a MINOR
AMENDMENT and will be reviewed according to current OGD policies and procedures. The designation as a
MINOR AMENDMENT should appear prominently in your cover letter. You have been/will be notifiedin a -
separate comumunication from our Division of Bioequivalence of any deficiencies identified during our review of
your bioequivalence data. If you have substantial disagreement with our reasons for not approving this application,
you may request an opportunity for a hearing.

SPECIAL INSTRUCTIONS:
. Chemistry comments provided.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.



MAY -5 2003

36. CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: 76-460 APPLICANT: Neil Laboratories Inc.
DRUG PRODUCT: Tbuprofen Tablets USP, 200 mg

The deficiencies pfesented below represent MINOR deficiencies.
A. Defiéienéies: A |

1.




In addition to responding to the deficiencies presented
above, please note and acknowledge the following comments
in your response:

L. We note that you have changed the drug product assay
method from the USP method to an In-house method.
Please be aware that in the event of a dispute, the
USP ‘method will be the prevailing method.

2. Your biocequivalence information is pending review.
Deficiencies, if any, will be communicated
separately. -

s Your labeling information is pending review.
Deficiencies, if any, will be communicated
separately. '

4. The firms referenced in your ANDA application

relative to the manufacturing and testing of the
product must be in compliance w1th cGMP’s at the
time of approval.

Sincerely yours,

2 g 5

Rashmikant M. Patel, Ph.D.

Director

Division of Chemistry,I

Office of Generic Drugs

Center for Drug Evaluation and Research
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NEIL LABQRATORIES INC.

Wm Peter Rickman . ' March 12,2003 .
Director OR'G AMENDMENT

Division of Labeling and Program Support

Office of Generic Drugs | U(P{C/
Center for Drug Evaluation and Research :

Food and Drug Administration
Rockville, MD 20857

Reference: Amendment to Original ANDA 76-460 (Ibuprofen Tablets USP, 200 mg)

Dear Sir:

Our facility, Neil Labs, Inc. has been audited for Ibuprofen Tablets USP 200 mg for ANDA pre-
approval inspection. Ms. Marea K. Harmon, FDA Investigator, Voorhees Resident Post; NJ,
was at this site between February 10 and February 26, 2003. During her investigation, she
recommended to include in the analytical methods the preparation of a key impurity to its Limit
of Quantitation (LOQ) concentration. We have incorporated her suggestion and revised our
analytical finished product method; NLQC-FP024B. The revised method reflects the standard
preparation for key impurities up to its LOQ levels to assure that the Chromatography system
(HPLC) is capable of detecting to this concentration level at the time of performing impurity
analysis. '

This amendment consists of two volumes, a blue jacketed archival copy and red jacketed review
copy. The volume contains the following document related to Volume 8 Section XV. The page
number in the original filing begins from ‘0002921’ to ‘0002943 where as the page number
assigned to this method for this addendum begins from ‘1’ and ends at ‘26°.

1. Method and Specification for Analysis:
Ibuprofen Finished Product Testing. Method # NLQC — FP024B

RECEIVED
MAR 1 4 2003

OGD / CDER

Wm Peter Rickman March 12, 2003

55 LAKE DRIVE, P.O. BOX 1088 « EAST WINDSOR, NEW JERSEY 08520
609-448-5500 o FAX: 609-443-9316 « EMAIL: neillabs@aol.com



Also, we certify that a maroon jacket field copy which is true identical copy of this amendment
has been filed with the District Director, New Jersey District Office, FDA, in accordance with
21 CFR 314.94 (C) (d) (5).

A

If you have any question pléZse feel free to call me at (609) 448 = 5500.

Sincerely, P A p
-Bharat Patel
President/CEQO

Neil Laboratories, Inc.

Cc: Gary Buehler .
Director, Office of Generic Drugs
Christine Bina
Project Manager

Wm Peter Rickman , March 12, 2003
i1 '



ANDA 76-460

Neil Laboratories, Inc. DFr 30 nng
Attention: Bharat Patel '

55 Lake Drive

P.O. Box 1088

East Windsor, NJ 08520

I”IllIIllllllllllI;I“llllllIlI

Dear Sir:
We acknowledge the receipt of your abbreviated new drug .
application submitted pursuant to Section 505(]) of the Federal

Food, Drug and Cosmetic Act.

Reference is made to our “Refuse to Receive” letter dated
September 25, 2002 and your amendment dated November 8, 2002.

Reference is also made to the telephone conversation dated
November 20, 2002 and December 16, 2002 and your correspondence
. dated December 2, 2002 and December 18, 2002.

NAME OF DRUG: Ibuprofen Tablets USP, 200 mg

DATE OF APPLICATION: July 12, 2002

DATE (RECEIVED) ACCEPTABLE FOR FILING: November 13, 2002

We will correspond. with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.



Should you have qﬁestions concerning this application, contact:

Craig Keister
Project Manager
(301) 827-5848

Sincefrely yours

o
Wm Petex /Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

ANDA 76-460

"cc: DUP/Jacket

Division File

Field Copy

HFD-610/R.West

HFD-610/P.Rickman

HFD-92

HFD-615/M.Bennett

HFD-600/

Endorsement : A .
HFD-615/GDavis, Chief, RSB ngt&?fitzzdate
HFD-615/CBina, CSO WPdas Ih BB . J==zpcxdate
Word File V:\Firmsnz\neil\ltFs&rev\76460.ack

F/T ‘
ANDA Acknowledgment Letter! '




NEIL LABORATORIES INC.

Wm Peter Rickman December 18, 2002
Director A

Division of Labeling and Program Support

-Office of Generic Drugs -

Center for Drug Evaluation and Research , , o NEW m
Food and Drug Administration

- Rockville, MD 20857

P AT ST

Reference: ANDA # 76-460 (Ibuprofen Tablets USP, 200 mg)
Dear Sir:

This is in reference to the phone call received from Ms Christine Bina on December 16" 2002
requesting Archival Copy, Volumes 2 to 6 submitted with original ANDA filling, consisting of
the Relative Bioavailability study and missing pages, 420 to 448 from Volume 3.

With this letter we are submitting an Archival Copy of Relative Bioavailability Study of
Ibuprofen 200 mg Tablets consists of five Volumes from No 2 to 6 submitted with original
ANDA filing. ' '

We are also including missing pages from ‘0000420’ to ‘0000438 but due to machine error,
‘page numbers from ‘0000439’ to ‘0000448’ were not printed during pagination process.
However, no information concerning to the filling of this ANDA is missing between these
pages. Thus, page # ‘0000449’ becomes the next page after ‘0000439°. This information was
attached with our original ANDA filling after page # 0000439.

~If you have any question please feel free to call me at (609) 448 — 5500.

At Pate
President/CEO
‘Neil Laboratories, Inc.

Cc: Gary Buehler
Director, Office of Generic Drugs

Christine Bina
Project Manager

‘Wm Peter Rickman December 18, 2002

~ 55 LAKE DRIVE, P.O. BOX 1088 e EAST WINDSOR, NEW JERSEY 08520
609-448—5500 * FAX: 609-443-9316 ¢ EMAIL: neillabs@aol.com



76-460

Teleconference

Neil Laboratories Inc. : T é
Firm: Satish Daftary : ‘

55 Lake Drive

P.O.Box 1088 : -

East Windsor, NJ 08520 12/17/02
(609) 448-5500 ext. 14

November 20, 2002:

I spoke with Satish Daftary from Nell Laboratories regarding the Response to Refuse
to Receive submitted on November 13, 2002. I informed him we did receive the fax
containing the breakdown of ©® with a % of each
ingredient. He had further questions of the missing parts of the Archival copy. I
informed him it appears that pages 154-2510 are missing from the Archival copy.
(Bio. vols.) Satish will send those pages. In regard to the Package and Reconciliation

~ record for lot # RD-0325-03/04, I informed Satish we are looking for a minimmum of
100,000 tablets to be packaged in containers proposed for marketing. He told me he
would have all the information I requested to me with in 10 days.

December 16, 2002:
I spoke with Satish Daftary from Neil Laboratories regardmg the documentation
which was provided. I informed him the volumes which were submitted to FDA
were in the Orange Jackets. Also it appeares that pages 420-448 are missing. I told

Satish we need the information submitted in the BLUE ARCHIVAL jackets. He will
- supply that information.

Today:
I spoke with Satish Daﬁary from Neil Laboratories today. He requested I send back
the incorrect ANDA volumes, which Neil submitted, at his expense. He was
concerned if they created new volumes the copies may not be legible. Satish gave me
Neil’s FedEx account number. I then informed him I must receive the revised copies
by December 26, 2002 or I will refuse the Response to Refuse to Receive.



76-460

Teleconference

Neil Laboratories Inc.

Firm: Satish Daftary

55 Lake Drive

P.O.Box 1088 .
East Windsor, NJ 08520 ' - 12/16/02
(609) 448-5500 ext. 14

November 20, 2002:
I spoke with Satish Daftary from Neil Laboratories regarding the Response to Refuse
to Receive submitted on November 13, 2002. I informed him we did receive the fax
containing the breakdown of ®@ with a % of each
ingredient. He had further questions of the missing parts of the Archival copy. I
informed him it appears that pages 154-2510 are missing from the Archival copy.
(Bio. vols.) Satish will send those pages. In regard to the Package and Reconciliation
record for lot # RD-0325-03/04, I informed Satish we are looking for a minimum of
100,000 tablets to be packaged in containers proposed for marketing. He told mehe
would have all the information I requested to me with in 10 days.

Today:
I spoke with Satish Daﬂary from Neil Laboratories regarding the documentation
which was provided. I informed him the volumes which were submitted to FDA
were in the Orange Jackets. Also it appeares that pages 420-448 are missing. I told
‘Satish-we need the information submitted in the BLUE ARCHIV AL jackets. He will
supply that information.



NEIL LABORATORIES INC.

Wm Peter Rickman December 2, 2002

Director ,
Division of Labeling and Program Support . > / @0 /C‘
Office of Generic Drugs : _ 5 0 '

Center for Drug Evaluation and Research ORIG AMENDs T3 T

Food and Drug Administration

Rockville, MD 20857 N [

Reference: Amendment to Original ANDA 76-460 (Ibuprofen Tablets USP, 200 mg)

Dear Sir:

This amendment is in reference to the phone call received from Ms Christine Bina on November
14™ 2002 requesting following information.

1. Composition of ®® coating Ibuprofen 200
mg Tablets (Brown).

2. Packaging Reconciliation of Ibuprofen 200 mg Tablets (Brown), ANDA Batch # RD-
0325-03/04.

3. A Relative Bioavailability Study of Ibuprofen 200 mg Tablets. Consist of five
Volumes, original Volume No 2 to 6 submitted with initial ANDA filing for archival

copy. :

This amendment (Our Reference # AMD120202) consists of six (6) volumes. Submitting
Volume No.1, a blue jacketed archival copy and a red jacketed review copy with information -
related to Inactive Raw material and Packaging Order. This filing also includes five (5) original
volumes, without any amendment, consisting of Pharmacokinetic Section. Each volume
submitted with this filling contains following documents related to Volume 1 through 8 filed
with original ANDA. '

Volume 1 Ingredient breakdown statement for inactive ingredient O :

executed packaging order and

reconciliation for ANDA batch of Ibuprofen 200 mg Tablets (Brown),
Batch # RD-0325-03/04.

0-2e=TE7;

Wm Peter Rickman December 2, 2002
i RECEIVED

55 LAKE DRIVE, P.O. BOX 1088 » EAST WINDSOR, NEW JERSEY 08585(: 04 2002 .
609-448-5500 » FAX: 609-443-9316 o EMAIL: neillabs@aol.compogp /CDER‘



Volume 2-6  Statistical Report for A Relative Bioavailability Study of 200 mg
Ibuprofen Tablets (White) under Non-fasting Conditions, which includes,
Introduction, Methodology, Pharmacokinetic Parameters, Statistical
Analysis and Conclusion.

A “Table of Contents’ relating to the submitted information is attached at the beginning of the
volume. The page numbers assigned to the pages of this amendment are sequential number
starting from ‘0001°. The page number for pharmacokinetics volumes, 2 to 6, will have
original page number as assigned earlier with initial ANDA.

This amended ANDA covers one shape (round tablets) and two colors (white and brown) tablet
as per our correspondence with FDA (letter reference: OGD# 00-344, dated January 12, 2001).

We certify that Volume 1, a burgundy jacket field copy which is a true identical'copy of this
. amendment has been filed with the District Director, New Jersey District Ofﬁcg, FDA, in
accordance with 21 CFR 314.94 (C) (d) (5).

If you have any question please feel free to call me at (609) 448 — 5500.

President/CEO
Neil Laboratories, Inc.

Cc: Gary Buehler
Director, Office of Generic Drugs

Christine Bina .
Project Manager

Wm Peter Rickman ' December 2, 2002
il



76-460
Teleconference

Neil Laboratories Inc.

Firm: Satish Daftary

55 Lake Drive

P.O.Box 1088

East Windsor, NJ 08520 . 11/21/02

I spoke with Satish Daftary from Neil Laboratories regarding the Response to Refuse
to Receive submitted on November 13, 2002. I informed him we did receive the fax
containing the breakdown of ®® with a % of each
ingredient. He had further questions of the missing parts of the Archival copy. I
informed him it appears that pages 154-2510 are missing from the Archival copy.
(Bio. vols.) Satish will send those pages. In regard to the Package and Reconciliation
record for lot # RD-0325-03/04, I informed Satish we are looking for a minimum of
100,000 tablets to be packaged in containers proposed for marketing. He told me he
would have all the information I requested to me with in 10 days.

Dec. [t 2002 J
(—-————-/-_—_—_~ " .
Vol. wowich  wece: 'Feﬁu,esjvd‘g& Yo Archy

QOQS \/OU? Sudomted 11 Oca Cover OM/IO[
V\mse}mb 9‘:‘0)@5 H&O ~17’;?§

2 PAGES WITHHELD IN FULL AS B4 (CCI/TS) IMMEDIATELY FOLLOWING THIS PAGE



76-460

Teleconference

Neil Laboratories Inc.
Firm: Satish Daftary
- 55 Lake Drive
P.O.Box 1088 _
East Windsor, NJ 08520 - 11/20/02

I spoke with Satish Daftary from Neil Laboratories regarding the Response to Refuse
to Receive submitted on November 13, 2002. I informed him we still need a complete
breakdown ®@ a % of each ingredient. Also we still
need a complete Archival copy. We currently have only 3 volumes and there should
be a total of 8 vol. (Include Bio. vol.) We need a Package and Reconciliation record
for lot # RD-0325-03/04. The explanation provided on p. 289 of the Response is not
sufficient.



NEIL L ABORATORIES INC.

‘Wm Peter Rickman - November 8, 2002
Director , , ;

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

- Rockville, MD 20857

Reference: Amendment to Original ANDA 76-460 (Ibuprofen Tablets USP, 200 mg)

Dear Sir:

Reference is made to the refusal to file letter regarding the original ANDA filing for Ibuprofen

- -Tablets USP 200 mg. -We now provide the requested documents in this amendment to complete
our ANDA filing for Ibuprofen Tablets, USP. Attached with this letter are five pages showing
restated FDA letter comments followed by a brief response.

This amendment consists of two (2) volumes, a blue jacketed archival copy and a red jacketed
review copy. Each volume contains following documents related to Volume 1 through 7 filed
with original ANDA.

Volume 1 Signed and completed application (Form 356h), Basis for ANDA
submission, Patent and exclusitivity certification, 505(G)(2)(A) —
information generic/reference comparison, labeling, “in vitro” data of -
bioavailability/bioequivalence (dissolution profiles for proposed drug
product vs. reference listed drug).

Volume 5 Results and Conclusions for the Non-Fasting, single dose in-vivo
bioequivalence study for Ibuprofen Tablets 200mg.

Volume 7 Components and composition, raw material controls, packagi%&lNED
container and closures, finished product controls. ‘

NOV 1 3 2007
QOGD/CDER

Wm Peter Rickman November 8 2002
; ,

55 LAKE DRIVE, P.O. BOX 1088 ¢ EAST WINDSOR, NEW JERSEY 08520
609-448-5500 o FAX: 609-443-9316 « EMAIL: neillabs@aol.com



' A “Table of Contents relatmg to the submitted mformatlon is attached at the begmmng of the
volume. ~

This Amendment ANDA covers one shape (round tablets) and two colors (White and brown)
tablet as per our correspondence with FDA (letter reference: OGD# 00-344, dated January 12,
2001)( included in Section XXII). We have manufactured round white tablets (Lot # RD — 0325
—03/01) and round brown tablets (Lot# RD — 0325 — 03/04). It may be noted that white round
tablets were used for the comparative bioavailability/bioequivalence study. However, thlS
ANDA includes comparative in vitro dissolution of the Reference Listed Drug MOTRIN® IB
(McNeil Consumer Healthcaré, a Division of McNeil-PPC, Inc.) with Neil Labs’ white round
tablets (Lot# RD — 0325 — 03/01) as well as brown round tablets (Lot# RD — 0325 — 03/04).

Also, we certify that a maroon jacket field Vcopy Which is true identical copy of this amendment
has been filed with the District Director, New Jersey District Office, FDA, in accordance with 21
CFR 314.94 (C) (d) (5).

The page numbers assigned to the pages of this amendment are sequential number starting from

‘0001°. Some of the attached pages to this amendment are the copies from our original ANDA

with original page number in the parenthesis and sequential number relating to this amendment
* are out side the parenthesis.

If you have any question please feel free to call me at (609) 448 - 5500.

Sincerely, -———-——

President/CEO
Neil Laboratories, Inc.

Cc: Gary Buehler
Director, Office of Generic Drugs

Christine Bina
Project Manager

Wm Peter Rickman , .November 8, 2002
’ i
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ANDA 76-460

e bty

Neil Laboratories, Inc.

Attention: Bharat Patel .

55 Lake Drive | SEP 25
P.O. Box 1088 :

Fast Windsor, NJ 08520

I mmamainman

Dear Sir:

songyse L

Please refer to your abbreviated new drug application (ANDA)
dated July 12, 2002, submitted under Section 505(j) of the
Federal Food, Drug and Cosimetic Act for Ibuprofen Tablets USP,
200 mg.

We have given your application a preliminary review, and we find
that it is not sufficiently complete to merit a critical
technical review.

We are refu31ng to file this ANDA under 21 CFR 314. 101(d) (3) for
the following reasons:

You have failed to properly identify the Agency's designated
reference listed drug in your application. Reference listed
drug means the listed drug identified by the FDA as the drug
product upon which an applicant relies in seeking approval
of its abbreviated application [21 CFR 314.3(b)]. Please
note that the reference listed drug identified in the
Approved Drug Products with Therapeutic Equivalence
Evaluations, 22nd Edition is Motrin IB Tablets, 200mg, .
manufactured by McNeil, not Nuprin Tablets, 200mg
manufactured by McNeil. Please provide a revised Form FDA
356h that cites the correct reference listed drug and
application holder. 1In addition, please submit the
information required under 21 CFR 314.94, including all - -
505(j) (2) (A) information. A basis for submission, a patent
certification, and an exclusivity statement should be
revised to make reference to Motrin IB by McNeil. New
labeling comparisons to reflect the correct reference listed
drug are required. You must submit four copies of draft
labeling and a copy of the reference listed drug labeling.
You must also provide a side-by-side comparison of the
labeling of your proposed drug product with the approved




labeling of the reference listed drug with all differences
annotated and explained.

You have failed to supply three required copies of the
application. One complete archival copy, a review copy, and
a field copy as per 21 CFR 314.94.: :

The comparative dissolution data, as presented, does not
include all of the data necessary for a complete evaluation
by the reviewer. You have failed to supply three way '
dissolution data within the bioequivalence section. You
should provide complete dissolution data comparing

Lot # RD-0325-03/01, ©® Tot # RD-0325-03/04, and the
RLD. A complete dissolution report should contain the
individual data for twelve units, including means, range and
relative standard deviation (RSD) at each time point, a
description of the methodology being used, and the lot
numbers being tested.

(b) (4)

You have failed to provide any information to show that your
finished product lot manufactured with active drug substance
supplied by ®® is bioequivalent to the RILD.

It appears that your proposed formulation contains an
inactive ingredient, ®@  that has not
been approved in a drug product for human use by the same
route of administration [21 CFR 314.127(a) (8) (ii)].
According to the regulation, there is reasonable basis to
conclude that the inactive ingredient in your proposed
product may raise safety questions because of the lack of
information that you have provided regarding its use.
Therefore, the Office of Generic Drugs (OGD) will not £file
this application as an ANDA since new inactive ingredients
must be the subject of a new drug application. Please
provide additional information to support the safety of the
use of this inactive ingredient in your proposed drug
product. The information to demonstrate safety should
include, but is not limited to, examples of approved drug
products administered by the same route of administration
which contain the same inactive ingredient within the same
concentration range.

You have failed to provide data from the analysis of the

bulk lot IBU0103137, supplied by @
In addition, you have failed to provide COAs from Neil
Laboratories and ®@  for lot

IBUG103137.



Your executed batch records are incomplete. You must supply
packaging records for the test batch of Lot # RD-0325-03/04.
These records should contain complete records for the
packaging and labeling operations, including drug product
and label reconciliation. Please note that the test batch
must be completely packaged in the containers proposed for
marketing. Please provide this information. We refer you
to the Office of Generic Drugs, Policy and Procedure Guide
#41-95 for guidance on the packaging of test batches.

You have failed to completely describe your container
closure system. We refer you to the Office of Generic DrugS’
Policy and Procedure Guide #33-92 regarding Consistent
Container Information in Abbreviated Applications.

You have failed to_provide a certificate of ahalysis (coa)
for the finished dosage form lot RD-0325-03/01. ‘

In addition, you have failed to provide results and
conclusions for the non-fasting, single dose in vivo
biocequivalence study conducted to support approval of your
application.: ‘

Please provide identification of which bulk lot numbers were
used in manufacturing of the lots used to support approval
of your application.

Thus, it will not be received as an abbreviated new drug
application within the meaning of Section 505(j) of the Act.

Upon receipt of this communication, you may either amend
_your application to correct the deficiencies or withdraw
your application under 21 CFR 314.99. If you have any
gquestions please call: '

- Christine Bina
Project Manager
(381) 827-5862

Sihcerely yours,
J B

Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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NEIL LABORATORIES INC.

August 11, 2002 '
ORIG AMENDMENT
Craig Kiester

Project Manager f /i},/ M :
Office of Generic Drugs, CDER \ '
Food and Drug Administration

- 7500 Standish Place, Room 150

Rockville, MD 20855

RE: Telephoné Amendment to Minor Deficiencies to Original ANDA 76-460 (Ibuprofen
Tablets USP, 200mg)

Dear Mr. Kiester:
On Thursday, August 7, 2003 we faxed our response letter to the phone call we received
from Mr. Al Mueller and Mr. Subhash Dhanesar with regard to a minor deficiency for a
Telephone Amendment. ' ‘

Enclosed please find the letter that was faxed last Thursday and the highlighted, amended
archival and review copies (we are not sending a field copy) of our original ANDA 76-460,
stamped with original page numbers.

If you have any questions please feel free to give us a call.

Thank you very much.

ely,

S.in

harat Patel.
President/CEO A RECEIVED
Neil Laboratories, Inc.
AUG 1 2 2003

cc: Mr. Al Mueller, Team Leader e
Mr. Subhash Dhanesar, Chemistry Reveiwer AL

Y gt

55 LAKE DRIVE, P.O. BOX 1088 e EAST WINDSOR, NEW JERSEY 08520
609-448-5500 ¢ FAX: 609-443-9316 » EMAIL: neillabs@aol.com



NEIL L ABORATORIES INC.

Mr. Gary Buehler | | /ﬂ ‘[u o fa 174 a/vgﬁly 12, 2002
Director | €4 Zﬁﬁ Z
Office Of Generic Drugs, HFD-600 - 25/ j ép 7 o
Center For Drug Evaluation & Research -
Food and Drug Administration ‘ : ?
Metro Park North II, Room 150 '
7500 Standish Place
Rockville, MD 20855
RE: Original ANDA - Ibuprofen Tablets USP,'ZOO mg
Dear Mr. Buehler:
Pursuant to section 505(j) of the Federal Food, Drug and Cosmetic Act, enclosed is an
original Abbreviated New Drug Application for Ibuprofen Tablets USP, 200 mg. This
application consists of the following volumes:
g Volume 1 Signed and completed application (Form 356h), basis for ANDA
b submission, patent and exclusivity certification, S05(G)(2)(A)-
information generic/reference comparison, labeling “in vitro” data
of bioavailability/bioequivalence section (dissolution profiles etc.
for proposed drug product vs. reference listed drug).

Volume 2-6  BIO study summary and test results including one CD each of raw
data for fasting and non-fasting study (complete “in vivo” data and
reports from PRACS Institute Ltd.). .

Volume 7 Components and composition, raw material controls, manufacfuring
facility and outside firms, manufacturing and packaging data
including executed batch record and in-process controls, container
and closures, finished product controls.

Volumes 8 © Methods validation stability data, control numbers, samples, -
environmental statement, GDEA including debarment/conviction
and other.

A full table of contents precedes each appropriately paginated volume.
Gary Buehler - July 12,p$BEIVED
2 = ] : i
gt ~JuL 192002

. 55 LAKE DRIVE, P.O. BOX 1088 » EAST WINDSOR, NEW JERSEY 08520 QGD / CDER
609-448-5500 » FAX: 609-443-9316 ¢ EMAIL: neillabs@aol.com



In addition to the archival and review copies, we are submitting a certified true copy of the
chemistry, manufacturing and controls data to the District Director, NJ District Office,
Food and Drug Administration, Waterview Corporate Center 3 Floor, 10 Waterview
Boulevard, Parsippany, NJ 07054.

This ANDA covers one shape (round tablets) and two colors (white and brown) of tablets
as per our correspondence with FDA (letter reference: OGD-344, attached in section XXII,
under sub section “Previous Communications”, of this ANDA). It may be noted that white
round tablets (Batch No. RD-0325-03/01) were used for the comparative
bioavailability/bioequivalence study. However, this ANDA includes comparative in vitro
dissolution of the Reference Listed Drug NUPRIN® (McNeil Labs) with Neil Labs’ white
(Batch No. RD-0325-03/01) as well as brown round tablets (Batch No. RD-0325-03/04).

Please contact me at (609) 448-5500 for any comments/questions about this application.

harat Patel

President/CEO
Neil Laboratories Inc.

Sincerely,

Gary Buehler July 12,2002





