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ANDA 74-978 - MAR 25 1998

Alpharma

U.S. Pharmaceuticals Division
Attention: Vincent Andolina
333 Cassell Drive, Suite 3500
Baltimore, MD 21224

Dear Sir:

This is in reference to your abbreviated new drug application
dated October 9, 1996, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Ibuprofen Oral
Suspension USP, 100 mg/5 mL, labeled for prescription use.

Reference is also made to your amendments dated February 9, and
March 19, 1998. :

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as oo
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Ibuprofen Oral Suspension USP, 100 mg/5 mL, to be
bicequivalent and, therefore, therapeutically equivalent to the .
listed drug (Motrin® Suspension, 100 mg/5 mL of McNeil Consumer
Products Company). Your dissolution testing should be
incorporated into the stability and quality control program using
the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-8l1. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of-Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

S%gferely yours,

Douglas% Sporn F->77 75
Director
Office of Generic Drugs

Center for Drug Evaluation and Research
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DO NOT ACCEPT IF CAP

SEAL IMPRINTED WITH @
1S BROKEN OR MISSING.

SHAKE WELL.

Store at controlled room
temperature 15°-30°C
(59°-86°F).

See package insert for
complete product details.
See label or bottom of
container for lot number
and expiration date.
1270089781 VC102161

Ibuprofen Oral Suspension USP
Facsimile Amendment to ANDA#74-978
Alpharma USPD Inc.

NDC 0472-1270-92

IBUPROFEN

- ORAL SUSPENSION USP

> ALPHARMA.
rommi——

100 mg/5 mL

CAUTION: Federal law
without prescription.

21 oz (60 mL)

Manutachured by Alpkarma USPD imc., Bakimore, mmu

TN




Ibuprofen Oral Suspension USP
Facsimile Amendment to ANDA#74-978
Alpharma USPD Inc.

NDC 0472-1270-92

IBUPROFEN

ORAL SUSPENSION USP

& ALPHARMA .
A

100 mg/5 mL

NDC 0472-1270-92 NDC 0472-1270-92 a

IBUPROFEN - IBUPROFEN

| ORAL SUSPENSION USP | ORAL SUSPENSION USP l‘

> ALPHARMA.. & ALPHARMA..

100 mg/5 mL N SED. 100 mg/5 mL

CAP SEAL IMPRINTED WITH @3.

— SHAKE WELL.
— Store at controlled room f -
—— temperature 15°-30°C (59°-86°F). i {
] See package insert for complete o
product details. ~
Dosage See bottom of carton for iot Dosage
Cup number and expiration date. Cup
Included T2TO00STE VC10162 Included
CAUTION: Federal law prohibits CAUTION: Federal law prohibits
dispensing without prescription. dispensing without prescription.
2 fl 0z (60 mL) 2 fl 0z (60 mL) YWllg4721127092!M;
Manulactured by Alpharme USPO isc., Batimore, MD 21244 Martarnend by Aipharms NSPO g, Balimore, MO 21244

[

>
(@]




ZYELOA
NI-0£21 'ON WHOL

28/8 ey

al W

a white 10 off-white mnmnuu"mml
3 Mmm(<n1m).mmm-‘
solvents such as ethanol pKaof 4.43 = 0.03
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, antipyratic activity. its mode ol action, tike

that of other NSAIDs, is not completely , but may be related to
4 pobrtbiagy ion of the o+
the [-JR i 0 the [+]S-form. The

d with the [+]S
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IBUPROFEN ORAL SUSPENSION USP
100 mg/5 mL

mmmmmmmmmsamwm
for the relief of episiol pain, pain following
wmmmmnmdumumy
dysmenorrhea.

mm‘mmhmm

mmmnummnmmmms ibuprofen has
been shown 1 be ing the signs and
symgioms of dissase aciwity, malowmdmdmﬂeroasnuw
and CNS side etfects Sam indomethacin.

Buprofen may be wsad i combination with gold salts and/or

X .

INDICATIONS AND USAGE

fn Childrea Ibuproten Oval Suspension is indicated:

« For the reduction of fever in patients aged 6 months and older.

« For the resief of Signs and symptoms of juveniie ar hitis. L

tn Aduits ibuprofen Oval Suspension is indicated:

« For relief of mild to moderats pain.

= For tha treatment of grmary dysmenorrhea.

-mmummnmmmammdmmsm
osteoarthrits.

Since there have been Ao controlied trials to demonstrate whether there is any
benetmlmeaormmmmwmm use of ibuproien in conjunction
with aspirin, the combisasion cannat be recommended (see PRECAUTIONS -
Drug imeractions).

i i causing fewer of the mid
side effects (see ADVERSE REACTIONS). Iuprolen may be
well tolerated in some patients who have had inal side eflects with
aspinin, but these patients, when treated with i , should be carefully
followed for signs and of . ion and bieeding.
Although it is not definitely knawn whether ibuprofen causes less poptic

frank uiceration was
group (statistically significant p < .001).

Wm:mmdmmmm
tendency toward endoscopic lesions at higher doses. However, at climcally
wmamm(zmmumms 3600 my of aspirin),
lesions were half that seen with aspirin. Studies
using S1Cr-tapged red celts ndicate that fecal blood foss associated with
mlmnmwmul)mﬁ/mmmedmemoadmm
and was Isssmmmmasmn-nmmm
clinical significance of these findings is unknown

Pharmacokinetics

As noted in the DESCRIPTION section, ibuprofen i a racemic mbdure of
[-]R-and [+]S-isomers. i vivo and & vitro studies indicate that the
[+]S-csmwsvaswmblehvcﬁmﬂmumy The [-]R-form, while thought
inattive, is and incompietety (~60%)

[]Rwsumasaummanmrmvw

is well absorbed orally, with less than 1% being excreted in the urine
unchanged. & has a biphasic elimination time curve with a plasma haf e of
approomately 2 hours. Studies in febrile children have estabiished the dose-
pmoomom!nyoiswmmmmdnmm Suxdies in adults have
established the dose-propostionality of tuprofen 2s a single oral dose from
50 to 600 mg lor total drug and up to 1200 my for free drug.

children, mumsuwc:mc_ are due to both differences in dose per
mmmm-ammmnmum
Table 1

P of Ibup
[Mesn values (% coefficient of variation)]

Cot NDICATIONS
wmmmmnmmmm

ofrn wlmahasmyu(aﬂemc
manifestabons to mumusms anapivyiactic-ike reactions
10 ibuprofen have been reportad in such patients, some with fatal outcome.

yaarsdlnnon symplomatic i per|
mmmnwﬂeﬂmdmwmtus&nm andin
about 2-4% of patients Wealed for one year. Phiysicians should inform patients
about the signs and/or sympioms of serious Gl toxicity and what steps to take
if they occur.
mmmmnmwmdmmanskm
peptic uicestion and bieeding. wwaw&myswsumus

i reactions may OCCUN even in
mmwmnw Emunecalmmmhe
exercised when giving duprolen to patients bronchospastic reactivity
(e.9.. asthma), nasal polygs, or those with a history of angioedema.
Emamency help should be sought in case such anaphylactoid reaction occurs.

PRECAUTIONS

Reasl Ellects: Causon should be used when inftiating treatment with ibuproten
wilh considerable patents

rmamm:mmmnm in

m)-mmmm(mwm Advanced Renal

overt

As wilh other NSAIDS, 10ng-term adminisrabion of ibuprofen o animals has
200 mg (2.8 mg/kg) in 10 mg/kg in resutled ; renal papdiary necroszs and other abnormal renal pathology. in
Dose Aduits Febrile Children humans, there have beek reports of acute nlersiial nephitis with hematuna,
Number of Patients 24 18 ad fephrone o
N A sacond form of el tacty has been seen in patients with
AUC,t (mog=himb) el Byt condees ea0ng 3 AN e Hood ow O bocd vome, where
@7%) (24%) the renal prostagianding fave a Supportive role i ihe mantenance of renal
Comax {Mog/mL) 19 55 mhmmm‘mdm&ﬂmmam
(2% (23%) and may
wmm Muskdl-smnmosevm
Tonax () 079 0.97 Tt e hxcion, weat ke, wes OyShACBON, B0SE (3G GRUTEACS
(69%) (57%) and the eiderty. Dxscontmeation of NSAID therapy s typicaly followed by
CifF (mL/vkg) 456 68.6 recovery to the pre-yeament state
(2%) (22%) mmamummwm should have
" p renal function monitored # they have SIgNs 0f Symploms which may be
Legend: AUC,y = Area-under-the-curve 10 infinty
Cmn Peak pizsma concentration — consistent with mid azolemia, such as malaise, fabigue, loss of appetite, etc.

max = TiMe-i0-paak plasma concentration

= Clearance dmded by fraction at drug absorbed
Antacid - A bicavakabiity study in a0uRs has shown that there was N0
mwwmmdwmwnmm
an antacid and
Food Effects - Wsmmmms under fasting
conditions. Administration of mmwmummmm

Occasional patients may develop some elevation of serum creatinine and BUN-

leveis without SiQNS OF SYIMPACITIS.
Wwﬁwsmmwnm patients with signifi-

MMM:Mn

dosage arug studies
mmmdmnmmmmtmmmmﬂ
conducted.

Fluid fluid retention and edema have been reported in association

exent of abSontion. When taken with 1000, Ty, iS deiayed by
30 to 60 minues, and peak levels are reduced by approxamately 30 to 50%.
Distribution - buprofen, wmmusm is highly protein bound
{>89% bound a 20 mcg/mt). Protesn binding is Saturable and A concen-
trations >20 mcg/mL bmding is non-knear. Based on oral dosing data there is
an age- or fever-retated change in volume of distribution tor ibuprofen. Febrile
children <11 years old have a volume of approsdmatety 0.2 L/kg while adulls
approximately 0.12 L/kg. The clinical significance of these

Metabolism - Following oral administration, the majorty of the dose was
recoverednmamwmnzdm.vsasmhyamymﬁ)m
(37%) id

with ibuprofen, therefore, the drug should be used with caution in patients with
a history of cardiac decompensation of hyper tension.

Hemalologic Effects: buprolen can inhibit platelet aggregation but, uniike
aspinin, its effect on pixielet function is reversible, quantitatively less, and of

in patients with . should be used with
mnmmm&cmmmmm
anticoaguiant therapy.

Hegpatic Etlects: As with other nonsteroidal anti-nflammatory drugs,
mduummmymmwnmm

lS'/.o(paﬁems These abnormalibes may progress, may

unchanaed o may be transient with confinued therapy. TneALT (SGPT) test




W e P by

mmmm[ﬂsmnm Thedqned
intsrconversion in children sumn.unsmmmnemm
[-]R-tsomes sesves as a ci reservolr to mainizin levels of active drug.

established the dose-proportionality of iuproten
50 to 600 mg for total drug and up to 1200 mg for free drug.

summons @mdmmwmwawmm
these reactions, athough conrolied ciinical Tials showing thes do Aot exest in
most cases. In considaning the usa of relatively large doses (within the
reconmmended dosage cnge), suficient benait should be ankcipated 1 offset
the potential increased risk of G toxicity,

Abzergtion - in vivo studies indicate that i mmm

children, |nuamsmAUCandc,,., are due to both ditferences in dose per
3 -related change in volume of distribution (Va/F).

immnmu(sséoefﬁaemdmﬁion)]

200 mg (=2.8 mg/kg) in 10 mg/kg in
Dose Adults Febrile Children
Number of Patients 24 18
AUCiy (megetvml) 84 155
27%) _4%)
Crnax (meg/ml) 19 55
(22%) _23%)
Torae M) 079 097
e | ore |
CUF (mhig) <6 a6
22%) @2%)
Legend: ALC,y = Area-under-the-Curve 1 infinity
C,.., = Peak plasma concentration
= Time-to-peak plasma concenralion
T 2 Gl G by achon g abscrte

Antacid - A bioavailabiity study in adults has shown that there was no
mdummmmmuwmmnmmm
an antacsd

30 to 60 minutes, ammmusaremmt:y
Distribotion - lbuprofen, like most drugs of its class, is highly protein bound
(>99% bound at 20 meg/mL). Protein binding is saturable and at concen-
trations >20 meg/mL binding is non-ineas, Based on oral dosing data there is
an age- or fever-retated change in volume of distribution for iuprofen. Febrile
chikiren <11 years old have a volume of approximately 0.2 L/Ag while adults
mamdwmnmlymzum The clinical signdficance of these
findings is unknown.

Metabotism - ml\oaimmon the majority of the dose was
mednmeu;nwmﬂm:;mwamy—(ﬁ%):ﬁ

PRECAUTIONS
Resal Eftects: Caution should be used when iniiating reatment with ibuprolen
with consiterable dehydration. nsmﬂemmm

tirst and then start therapy with &
Mmmmm(mmelNGS mancodmm!
disease)

As with other NSAIDS, h\g—tmﬂadmmstnbonohbuntdeﬂtoanmlshas
resulted in renal papiary necrosis and other abnormal renal pathology. in
humans, vzeﬂmmmdmmmmmmm

A second form of el tosicly has been soon in pationts with preronal

mmmmnmmmamm where
renal prostagiandins Kave a SUppOTive fDie it the maintenance of renal
pemnm hmn-is muanuuseamse
and may overt
mmamudmmumm
nweamm-ﬁﬂn tver dyshanciion, those taking dluretcs
and the eiderty. wumwsmmw
recovery 10 the pre-eaimont state.

levels wNOUL SIQNS OF SYMQIOMS.
&umsmmwmm mmm-
mmwmm closely monitored and a reduction in
dosage shoukd be 10 avoid drug studies
mumdmnmmmmhﬁnmmm

mm Fluid retention and edema have been reported in associabon
with ibuprofen, therefore, the drug should be used with caution in patients with
amyumwmornypmw

mAmmmwthmeﬂeumywmm
in patients with undertying hemostatic defects, should be used with
caution in persons with inbinsic coaguiation and those on ]
WMAS'MM

nonstercidal anti-inftammatory drugs,
mdnummwmsmywcwnwlo

mwwm‘mmmmnnummwmm
14%, respectively. The remainder of the drug was found in the stool as both
metabolites and WWSM\*W

change in total clearance. Th:sstmmmemsernde
ciearance is due to changes i the volume of distribution of ibuprofen (see
Table 1 for CUF values).

Clinical Studies

Controlied clinical triais carmamdnsesdsmwnwm
suspension and 10-15 mg/kg of acetaminophen elidr have been conducted in
children 6 months to 12 years of age with feves primarily due to viral ilinesses.
In these studies there were no differences between treatments in fever

ARhough
chnical signs and Symptoms consistent orif
systemic manitestations occur (e.0., eosinophiia, rash, etc.), umnmmm
mmnm mmm
, with fever and coma, has been

domnavemmmmcmase If signs or symptoms of meningitis
oevelonmamalmmmw the possibility of its being related to
ibuprofen shouid be considered.

mmms comparing doses of 5 and
12.5 mg/kg

Onset of pain resiet by was siniar 10 that of acetamen-
ophen, occuring within the first hour, usilly around the hall-hour mark. All
active treatments showed pain relief versus the

Other Sens - The ical activity of may induce
1ever reduction and i thus diminishing their as di i
saqnsmdmdmwm'ywwmms

in order to avoid -l adrenal insuffi
mmmmmumww therapy should have their

wmmmmmwmmmms
aaded to the treatment program.
Biurred and/or diminished vision, scotomata, and/or changes in color vision

have been reported.

Diabetics: iuprofen oral suspension contains 0.3 g sucrose and 1.6
mwmu!ﬁommamwmn which should
be taken intp considerabon when (reating diabetic patients with this product.
Information for Patients
touprofen. ke other drugs of iis dlass, is not free of Side eflects. The side
mensdmemmummswmmm rarety there are more




NSAIDs are oftan essential agents
tevetb\nmasomybewmmly

Phym may wish 10 discuss with their patients the poterial risks (see
WARNINGS, PREGAU'I'IONS and ADVERSE

memawnndlims pain and
for conditions which are less

Memsmwumshmlﬂmpmmmpnyswmswlsorsymmmvs

of gastrointestinat viceration or bieeding, biurred vision or other eye
sympioms, skin rash, weight gain, o edema.

Becaurse sevious GI tract ulceration and bleeding can occur without warning

should follow ly treatad patients for the signs

and symptoms of uicertion mmmmmmau
importance of this follow-up (see WARNINGS). -

Patients should aiso be instructed 10 seek medical emergency help in case
dmwdmmm(seeWM)

Hamoglobin Levess: In cross-siudy companisons, in aculls, wilh 00ses ranging
from 1200 mg 10 3200 mg dally lor several weeks, a siight dose-response
decrease in was noted. This has been observed with
- y drugs; the is tnimown.
Hmmmﬁ;msdmm the total decrease in hemogiobin
usnmdwsmmdl Q/dL; if there are no signs of bleeding, i is probably
not ciinically important.

mmmmmmwm the incidence of a
decreased than

system: or ulcer with and/or 3
Digestive (‘Mﬂ:’ duodenal y blunmo pertoration

hepatitis, |aumﬁce, abnormal mm

sysiom:
hemolytic anemia (mﬁwnbsoosme) l"“'"bo'-wwla
wnhmnpmwra. decrease in hemoglobin and mmmt(see

Imrmcms«s iver faitwe.

nsomnia, Labxity,
somnoience, MWMMMMMM(W
PRECAUTIONS).

Skis ead eruptions, urticana,
muliforme, Stevens-Jahnson syndrome, alopecia, exfoliative dermatitis,
Lyd's xic i

s—ummwmmwum-wuam

INCIDENCE LESS THAN 1%
Cawsal Relotiensiip Yntmewn: The foowing adverse reacions occurred at
mmdl&hllnmm«:mwwmm

hemoglobin level was greater freported.
havmumeunmwa:onsewedmﬂﬁon%mw
1600 myg ibuprofen daity dadly (osteocartiwitis), and in 22.8% of 189 patients taking
2400 mq of duprofen daily (theumatoid arthritis). Positive stool occult blood
tests and elevated serum creatinine levels were aiso observed in these studies.

uprofen 10 patients on

Aspirin: mmmmnnmmm ncluding
ibugrofen, yields a net decrease in activily wih lowered
biood levels of the non-aspirin drug. studies in
normal volunkeers have taied 10 show an effect of aspivin on ibuprofen blood
leveis. Corelative clinical studies have not been done.

Methotrexae: huprofen, as well s other NSAIDs, has been reported 10
Wmmmnmmm This
mmmmmmmmmm
Cammshoudbewed therefore, #

with methotrexate.

Hzmmmmmm,mm

causal retationship could
mm!ﬁwnmsmmmmnhﬁm

Al-i:Smmmms
vasculltis, angicedena

L (sms i3, sinus
mmmmm epistaxis, nwrnaoca)
reaction, acidosis.
Nervous sysiem: Paresthesias, halucinations, dream abnormalities, pseudo-
tumor cerebri.

OVERDOSAGE

seizures. Metabokc acidosis, coma, acute renal
immmemmdﬁm)mmm
Cardiovascutar iaacily, inCiuding y Y and
atrial fibrillation aiso have been repor ted.

The of anude ibuproten overdose s pr

cimetidine or rantidine with i had no elffect on i
Sernum concentrations,

ACE-inhibitors: Reports suggest that NSAIDs, n:mmgm;mlen may
dirminish the antibypertansive effect of ACE-inhibitors. This interaction shouid
mwmmmmuwmmmmwmme-

: Clinical studies, as well as random observations, have shown
effect ide and thiazides in

L theragy ibuprofen
MMMMMMWSUWIM(m
PRECAUTIONS, Renal Effects), as well as o assure diuretic efficacy.

Litham: tbuprolen produced an elevabion of plasma Mhaum levels and a

m nurni gastric
amwmmmam:mtaumy Children
mmmanmmmmmdmdlﬂerm careful
observation and mnwormm;)y fpecac-induced emesis is not

than 400 mg/kg because of the risk for

memmmmdmm
Whivm 15% and the renai
mmmwasoeumdbn%mmmsnermdmmudrw
administration. Tr-smwhasbemnmmmnmu
when i and fithium are

. Thus,
2administered concurrently, snmeusshmldbemavadcudmforsmsd
$thium toxicity. (Read circulars for lithium preparation betore use of such
concurment therapy.}

greater
mmnwmmmmwm
in acduk patients the history of the dose reportedly ly ingested does not appear
lobepremamdmy The need for referral and follow-up must be judged
by the circumstances at the time of the overdose ingestion. Symptomatic
adults should be admilked 10 @ health care faciity for observation,
g(:‘SAGEANDMS‘mTION

Fever reduction: For reduction of fever in children, 6 months to 12 years of
age, nmmuwmmmdmmm level
(seemmﬂm mwmsﬁmnm

mnstsmmij*umnwdmb&elm
temperaure is 102.5°F or greater. The duraion of fever reduction is generally
6 10 8 hours. The recomenended madamum dally dose is 40 mg/kg.

mmwmmmmm(dwlgﬁmmarmus)mmm may ¢ ey .
recommended turing pregrancy. ADuJ_s
ummmr,\s.mmﬂ,wsmmmm mmmlnﬁmnwﬂumwdwidm

synthesis, mmwmdmmmmwmm
in rats. - of isnot during fabor and
nelrvery

moderale pan in adults. In anaigesic clinical trials, doses of
mmmmmmmmmmmmmmse.
Primary Dysmenerrhea: For the treatment of primary dysmenorrhea,
begnaing with he earliest onset of such pain, mmw.wspensmn
should be grven i 2 dose of 400 mg every 4 hours, as necessary, for the
reied of pain.

artrilic and ot chrenic

type of adverse reaction occurring with ibuprofen is
gastrointestinal. n controlled clinicat trials, the percentage of adult
reporting one or more gastrointestinal compiaints ranged from 4% to 16%

In controlled studies in adults, when ibuprofen was compared to aspirin and
muomethaanmsqually effective doSes, the overall incidence of gastro-

nal complaints was about fralf that seen in either the aspinn- o

|mmumatedmms

Adverse reactions observed during controlled clinical trials in adults at an
incidence greater than 1% are listed in the char1. Those reactions listed under
wmaom'lmuammm1x(mmmm3x)vmaniew

observations n 000 patients. More

mmammmmmmmamam

INCIDENCE OF 1% OR GREATER
Probabdie

Incidence between 3 and H—ADR marked with *

incidence between 1 and < 3% =unmarked ADR
Cardiovascular system: Edema, fuid retention (genesaly responds prometly
to drug discontinuation) (see PRECAUTIONS).

Digestive system: Nausea*, epigastric pain®. heartburn®, diarrhea, abdomal
distress. nausea and vomiing. indigestion, constipation. abdomnal cramps or

dwiding farc-ups
M&mﬂmlmmmﬂ/cﬂnmmd or 400 mg,
600 mg or 800 myg Lid o q.id). Indiwicual palients may show a better

individualization o Datage: The dose of ibuproten oral suspension shouid be
{asored 10 each pabent, and may be iowered or raised from the
mwmnmmmmamamaw
therapy or as the patient responds of tails to respond.

One fever shudy showed that, after the initial dose of ibuprofen, subsequent
00ses May be iowered and sMl provide adequate fever control.

in 2 smation when low fever wouki require the ibuprofen oral suspenision
S mg/kg dose in a ched wilth pain, the dose that wil effectively reat the
predomnant Symptom should be chosen.

In chronic conditions, a therapeutic response to ibuprofen therapy is
sometvmesseenmalewdaysloaweekImmnsiunenlsnhserveabytwo
weeks. After a satisfactory response has been achieved, the patient's dose -
shouid be reviewed and adjusted as required.

in patients with juvenile arthritis, doses above 50 mg/kg/day are not
mmwmmmmmmmmamnmmme

dose of 40 mg/ky/day may increase the risk of causing
semusanmseevms The therapeutic response may require from a few
days to several weeks to be achieved. Once a cinical effect is obtained, the
mageshoddbeluwwwmmmueslmohbunmlenmlsuswnslon
needed to maimtain adequate control of symptoms.

In general, panmwmmemnamdarmwseemlnrmrehmmdoses
than do patients with ostecarthaitis. The smallest dose of ibuprofen oral
suspension that yields acceptable control should be empioyed.

HOW SUPPLIED

(buprofon Oral Suspossien USP, 100 mg/S mil.
Orange-colored, berry-Ravored suspens.on
- Botties of 60 mL
- Bottles of 473 mL
Shake well before using. Store at controlled room temperature [15° to 30°C
{59° to 86°F)].

Nisnense in 3 tidht rontaioe < defiosd in the HSP
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fetat use during late
mmmmmmmuhwmsm
recommended dring pragRancy.

Labor aad Delivery: As with other drugs known to inhibit prostaglandin
synthesis, an increased incidence of dystocia and delayed parturition occurred
i';uats Administration of ibuprofen is not recommended during labor and
elivery.

Nursing Mothers: in limited studies, an assay capable of detecting 1 meg/mlL
didnmummwmnnmminmemﬂkollamngnmnus Because of the
limited nature of thess studies, however, and the possible adverse effects of

wumum‘sarmwmmw; FalrSS Wil (Tunc
mmum with 20 mg/kg/day.

mmmmdnsmasmyhmerﬂdmu)
maderaie pain in adults_ in conirolled analgesic clinical tials, doses of
mnmmmmmmmmummm
Primary For the of primary

beginning with the eariest onset of such pain, Iu:denwﬂs\sursm
should be given in a dose of 400 Mg every 4 howrs, as necessary, for the
redief of pamn.

Rh i arthritis sad of chrenic

nrostaolmdmmhnbmmmmonmmm is not for
use in irsing mothers.
Pediatric Use: Satety and sfficacy of ibuprofen in pediatric patients below the
age of 6 months has not been established {see CLINICAL PHARMACOLOGY—
Clinical Studies). There & no evidence of age-dependent kinetics in patients
210 11 years old (see CLINICAL PHARMACOLOGY-Pharmacolinetics). Dosing
of iuprofen in chiliren 6 months of oider should be guided by their body
weight (see DOSAGE AND ADMINISTRATION).
ADVERSE REACTIONS
mmmmummm ibuprofen i
nuwmed patients
complants ranged from 4% to 16%.
In controlied studies i adulls, when ibuprofen was compared 1 aspirin and
mnmmmmmm Qgastro-
mtestinal complaints was about hakl hat seen in eithes e aspinn- of
[— 3
Adverse reactions observed during conrolied clinical Wials in adults at an
incidence greater than 1% are ksted n the chart. Those reacions lsted under
mmmmmumummwm
Retationship,” encompass abservabons n approxamately 3,000 patients. More
mmswummsmwumuamym
mm-wmmmmm‘md

Causal Relationship Umumn lists reactions with lbupmlen therapy for
which a causal has not been as
alerting information for physicians.

INCIDENCE OF 1% OR GREATER

Probabie Causal :

Reiationship: ]
Incidence between 3 and 9% =ADR marked with *
incidence between 1 and <3%=unmarked ADR
Cardiovasculas : Edema, fiuid retention (generally responds promptty
1o drug discontinuation) (See PRECAUTIONS).
Digestive system: Nausea*, epigastric pain®, hearthum®, diarrhea, abdominal
distress, nausea and vomiting, indigestion, constipaion, aboominal Cramps of
pain, fuliness of Gl tract {bloating and fiatuence).
Nervoss systes: Dizziness*, headache, nervousness.
Skin and Rash*
Special seases; Tmnius.
INCIDENCE LESS THAN 1%

type), prurtus.

Bodyu a whole: Annhylmsanu anaphylactoid reactions (see WARNINGS)

systesr: ( accident
heantumempmmwmmnalcamacmm ‘elevated blood
pressure, paipitations.

estesartbritis, mcinding fare-wps
disease: Mlmmmﬂmeaumm

Mmmmmmmamm
mwuenmdafﬁcacy Theretore, when treating patients with 3200
mg/daymmysnmshamm observe sufficient increased clinical benefits to

offset-potential increased

Individualization of Dosage: The dosa of ibuprofen oral suspension shouid be
tasored W &ach patient, and may be lowered of raised from the suggested
dDses depanding o the severty of symptoms either al time of inisaiing drug
therapy of a5 the patient responds of kits 10 respand.

mmmmmunmmdw subsequent

doses may be iowared and stll provide adequate feves

mammmwmmmmnw
5 mQ/kg duse in a child with pain, nmmnmmu
prodomnat

L therapeutxc response
msman-eusnmmeo Once 3 clinical effect is obtained, the
dosage should be lowered 1 the smallest dose of ibuprofen oral suspension
needed 10 manitan adequate CONRrol of Symptoms.

in general, palents wth rheunatoid arthritis Seem to require igher doses
than do patents with ostecar thritis. The smallest dose of ibuprofen oral
suspension thal yiekds acceptable control shouid be empioyed.

HOW SUPPLIED
Isyprelen Oral Sucpension USF. 100 mg/S ml.
bery-Ravored suspension
- Botties of 60 mL
- Botdes of 473 mi
Shake well before using. Store at controlied room temperature [15° te 30°C
{59° o 36°F)}.
Drspense in a tight container as defined in the USP.

by
USPD Inc.
Batimore, MD 21244
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1. CHEMISTRY REVIEW NO, 3
2. ANDA # 74-978 (Rx)
. -
Alpharma
U.S. Pharmaceuticals Division
Attention:Vincent Andolina -
333 Cassell Drive, Suite 3500
Baltimore, MD 21224
4,
Listed drug: McNeil-PPC's Motrin® Ibuprofen Suspension USP, 100
mg/5 mL (N19842); Listed drug US patent #5,374,659 will expire on
12/20/2011 and the exclusivity will expire on 3/24/98.
5. SUPPLEMENT (s) N/A 6. PROPRIETARY NAME N/A
7. 8. SUPPLEMENT (s) PROVIDE (s) FOR:
Ibuprofen Oral Suspension USP N/A
9. AMENDMENTS AND OTHER DATES:
FDA:
1/30/98 TA letter issued to firm.
Firm:
10/9/96 Orig.submission
2/9/98 Amendment
'3//4/98 /47)‘75,.{7)1-?/\./‘- ;/14/4‘(
10. 11. RX or QTC
Anti-inflammatory Rx
12.
AND 74-916
13. DOSAGE FORM 14. POTENCY
Liguid (Suspension) 100 mg/5 mL
18.
Approval
19. REVIEWER:
J.Fan 2/24/98
cc: ANDA 74-978
DIV FILE
Field Copy
Endorsements: \ =
‘ o Az
HFD-623/J.Fan/ A/W/”R -\

HFD-623/V.Sayeed, Ph.D./
x:\new\firmsam\alpharma\-Lrs&rgy\74978n3.d
F/T by:
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Ibuprofen Oral Suspension, USP Alpharma

100mg/5ml Baltimore, MD
ANDA #74-978 Submitted:
Reviewer: A.P.Patel : Feb. 10, 97
File: x:/wpfile/biofinal/74978a.297 Nov. 11, 97

Review of an Amendment

The firm has submitted an amendment for review of dissolution data.
Deficiencies reported to the firm:

1. The application is incomplete. The acceptability of the
application is dependent on an approved ANDA#74-916. At
present, ANDA#74-916 is under review and has not been approved
by the Agency.

2. The firm should provide dissolution data as per USP method and
specifications (USP23-suppl 3,p2941).

Responses:
1. Status of ANDA#74-916 - acceptable.

2. The firm has submitted acceptable dissolution data as per USP
method and specifications (USP23-suppl 3,p2941), attached.

Comments: _

1. Dissolution data are acceptable.

2. Approveability of this application is based on an approved
ANDA# 74-916, Ibuprofen Oral Suspension,USP 100mg/5ml, OTC.

Recommendation:

1. ANDA#74-978, for Ibuprofen Oral Suspension-Prescription, 100
mg/5ml submitted by Alpharma is dependent on an Approved
ANDA#74-916 for Ibuprofen Oral Suspension-0TC, 100mg/5ml
sponsored by Barre-National. The Agency has found ANDA#74-916
acceptable. Thus, ANDA#74-978 for Ibuprofen Oral Suspension-
Prescription, 100 mg/5ml made by Alpharma is acceptable.

2. The dissolution testing conducted by Alpharma on its Ibuprofen
Oral Suspension-Prescription, 100 mg/5ml, Lot#PA6196 and
Children's Motrin, #PMM984, is acceptable.

The dissolution testing should be incorporated into the firm's
manufacturing controls and stability program. The dissolution
testing should be conducted in 900 ml of phosphate buffer pH
7.2, at 37°C using USP XXIII apparatus 2 (paddle) at 50 rpm.
The test product should meet the following specification:

Not less than £ the labeled amount of. Ibuprofen in
the dosage form is dissolved in 60 minutes.

The firm should be informed of the recommendations.







ANDA APPROVAL SUMMARY
ANDA:74-978 DRUG PRODUCT:Ibuprofen Oral Suspension USP
FIRM:Alpharma DOSAGE FORM: Liquid STRENGTH:100 mg/5 mL
CGMP STATEMENT/EIR UPDATE STATUS: EER OK._as of 1/26/98
BIO STUDY: Acceptable per Bio review dated 1/9/98 (A.P. Patel)
VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
Compendial product. FDA.MV not needed.

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?):

Three months of accelerated (40°C/75%RH) and RT (25°-
30°C) stability data are provided for lot #PA6196
(packaged in 2 and 16 oz containers).

Containers are the same as those listed in the
container/closure section.

LABELING: Satisfactory per labeling review dated 2/25/98(C.Park).
STERILIZATION VALIDATION (IFVAPPLICABLE): N/A
SIZE OF BIO BATCH - (FIRM'S SOURCE OF NDS 0.K.?):

Lot #PA6196

NDS source OK

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH WERE THEY
MANUFACTURED VIA THE SAME PROCESS?):

Same as the biobatch (lot #PA6196).

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?):

Production batch size:

Manufacturing process is essentially the same as those of the
biobatch.

)

CHEMIST: J.Far . 3/;4/7( - - . DATE:

SUPERVISOR: V.Sayeed, Ph.D.
x:\new\firmsam\alpharma\ltrs&rev\74978n2.sum DATE:
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ALPHARMA. ,° \"r

US. Pharmaceuticals Division \

October 9, 1996

Mr. Douglas Sporn. Director RECE‘VED

Office of Generic Drugs, CDER, FDA
Metro Park North II ocy 10 1996
7200 Standish Place, Room 150

Rockville, Maryland 20855-2773 GENERIC DRUGS

Re:  Abbreviated New Drug Application
Ibuprofen Oral Suspension USP, 100 mg/5 mL

Dear Mr. Sporn:

Alpharma, U.S. Pharmaceuticals Division (formerly Barre-National, Inc.) is herewith
submitting an Abbreviated New Drug Application pursuant to 21 CFR §314.94(a) and
Section 505(j) of the Federal Food, Drug and Cosmetic Act for the drug product Ibuprofen
Oral Suspension USP, 100 mg/5 mL.

Ibuprofen Oral Suspension USP, 100 mg/5 mL is a prescription product which is based on

the reference listed drug Motrin® (Ibuprofen) Suspension. Ibuprofen Oral Suspension USP,
100 mg/5 is indicated: IN CHILDREN for the reduction of fever in patients aged 6 months

and older, for the relief of signs and symptoms of juvenile arthritis. And, IN ADULTS for

relief of mild to moderate pain, for the treatment of primary dysmenorrhea, for relief of the
signs and symptoms of rheumatoid arthritis and osteoarthritis.

Alpharma is using the clinical study and all other data from ANDA 74-916 (Ibuprofen Oral
Suspension-OTC) to support this application for prescription Ibuprofen Oral Suspension USP,
100 mg/5 ml. The decision to use this clinical study for our application is based on; (1) A
study comparing the physicochemical properties of Children’s Motrin® and Motrin®
(Ibuprofen) Suspension performed at Alpharma, (2) U.S. patent #5,374,659 which both
products reference, and (3) the summary basis of approval (SBOA) for Children’s Motrin®.
The SBOA indicates that Children’s Motrin® and Motrin® (Ibuprofen) Suspension are the
same product with two different NDA numbers assigned for administrative purposes. Also,
both McNeil-PPC products are packaged and tested for release and stability in accordance to
the provisions of the originally approved NDA 19-842. This data is included in section VI.3
of the application. '

Research & Development Center
The lohns Hopkins Bayview Campus. 333 Cassell Drive. Suite 3500. Baiumore. MD 21224
Tel: (410) 5587250 Fax: (410) 5587262
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ALPHARMA.

US.Pharmaceuticals Division

The two Alpharma products, like those of the reference listed drug do not differ in any way
except for labeling. A copy of the proposed draft labeling and side-by-side comparison are
provided in section V of the application.

Production batches of Alpharma’s Ibuprofen Oral Suspension-OTC, NDC#1255 and
Ibuprofen Oral Suspension-Prescription, NDC#1270 to be produced at Alpharma-Baltimore
will be manufactured using the Master Product and Control Record (MPCR) #1255. As a
result, MPCR #1255 has been submitted in this application. It will be the packaging records
for Ibuprofen Oral Suspension which will differentiate packaging of the drug product as an
OTC or Prescription product with the correct NDC number being assigned. Also, the
Packaged, Bulk, and Stability Specifications included in this application reflect the OTC
Specification #1255.

The abbreviated application is being submitted as follows:

1) Archival Copy (Blue Folder) - consisting of two volumes which contains items
required for an ANDA per 21 CFR § 314.94(a) plus all the information required
under section 505()(2)(A)(B) of the FD&C Act (see Table of Contents of this
application). Under separate cover, as required by 21 CFR 314.94(d)(5), Alpharma
USPD Inc. hereby certifies that a field copy that contains (a) the technical section
required by 21 CFR § 314.94(a)(9), (b) a copy of the 356h form, and (c) a
certification that the copy of the technical section is the same as that contained in the
archival and review copies, has been sent simultaneously to the Baltimore District
Office.

2) Review Copy - which contains items for an ANDA per 21 CFR 314.94(d)(2) in two
separate sections:

Red Folder - Items described under 314.94(a)(2) through (a)(6),
(a)(8),(a)(9), analytical methods, and analytical methods validation.

Orange Folder - Items described under 314.94(a)(3), (a)(7), and (a)(8).

Sincerely,
Alpharma

'&iﬁ//{(,~lhllra\f'

Deborah Miran
Senior Director, Regulatory Affairs

!

DM:ah
Enclosures

Research & Development Center
The johns Hopkins Bawiew Campus. 333 Cassell Drive. Suite 3500. Baltimore. MD 21224
Tel: (410) 5587250 Fax: (4101 5587262



> ALPHARMA
U.S. Pharmaceuticals Division

January 30, 1998

NEW CGRReSP t+ <
Mr. Douglas Sporn, Director - ._ \‘Xi/ A i
Office of Generic Drugs, CDER N C F ¢’ (
Food and Drug Administration Syt
Metro Park North II é\}u VAN
7200 Standish Place, Room 150 v ] ¥
Rockville, Maryland 20855-2773 L ,,34 +
WY RS i
i W l‘ﬁ’
RE: ANDA 74-978 il WL

Ibuprofen Oral Suspension USP, 100 mg/5 mL
CORRESPONDENCE TO A PENDING APPLICATION
Dear Mr, Sporn:

In response to our January 30, 1998 telephone conversation with Mr. Peter
Rickman of the FDA, we are providing certification that Alpharma, U.S.
Pharmaceuticals Division has not received notification of legal action from
McNeil-PPC, Inc., the holder of approved NDA 19-842 for Motrin®
Suspension, and the owner of U.S. Patent No. 5,374,659, in response to the
notice of noninfringement sent by Alpharma for our Ibuprofen Oral
Suspension USP.

Notification of legal action was neither received during the 45 day period
provided for in section 505(j)(4)(B)(iii) of the act, nor as of January 30,
1998, the date of this certification. The notice to McNeil-PPC was sent by
certified mail, return receipt requested on May 16, 1997. As required by 21
CFR §314.95(e), the return receipt for this notice dated May 21, 1997 was
sent to FDA in the June G, 1997 amendment to this application.

Sincerely,

Ancathdetia ¥ RECEIVED ™

Vincent Andolina
Manager, Regulatory Affairs \FEB 0 3 1998

VA:va

FAX Copy to: Mr. Peter Rickman, OGD —- GENER'C DRUGS .

\
Alpharma USPD Inc. Research & Development Center Tel (410) 558-7250 &
The Johns Hopkins Bayview Center  Fax (410) 558-7258
333 Cassell Drive, Suite 3500

Baltimore, MD 21224




® ALPHARMA
U.S. Pharmaceuticals Division

February 9, 1998

Office of Generic Drugs

CDER, Food and Drug Administration

Attn: Douglas Sporn, Director

Document Control Room

Metro Park North |i

7500 Standish Place, Room 150 _
Rockville, Maryland 20855-2773 ORIG AMENCIAENT

Re:  ANDA #74-978
Ibuprofen Oral Suspension USP, 100 mg/5 mL

MINOR AMENDMENT

Dear Mr. Sporn:

As instructed in the Agency’s tentative approval letter (enclosed) dated January 30, 1998,
Alpharma, U.S. Pharmaceuticals Division, herewith submits a minor amendment for subject
ANDA. The letter states,

“Please provide the Agency, at least 45 days prior to March 24, 1998, an
amendment to this application. This amendment should identify changes, if any, in
the conditions under which the product was tentatively approved, and should
include updated information such as labeling, chemistry, manufacturing, and
controls data as appropriate. An amendment should be submitted even if none of
these changes were made. This submission should be designated as a MINOR
AMENDMENT in your cover letter.”

In this amendment we are providing updated chemistry, manufacturing, and controls data.
The following documents have been updated: (1) Raw material specifications for Purified
Water USP, and Hydroxypropyl Methyicellulose JSP, (2) Master Product and Control
Record for Ibuprofen Oral Suspension USP, 100 mg/5 mL, and (3) Packaging Components
for the 2 oz closure, 16 oz container, and dosage cup. We have enclosed each of the
updated documents, and a comparison of the document to the version previously
submitted in this application.

. RECEIVED | -~ X

FEB 10 1998

Alpharma USPD tnc. Research & Development Center Tel (410) 558-7250 Q
The Johns Hopkins Bayview Center

333 Cassell Drive, Suite 3500 e 105 728 GENERIC DRUGS ’ :

Baltimore, MD 21224




® ALPHARMA
U.S. Pharmaceuticals Division

- Ibuprofen Oral Suspension USP
Minor Amendment to ANDA#74-978

Alpharma USPD Inc.

Page 2 of 2

Alpharma acknowledges that prior to issuance of the final approval letter by the Agency,
our product will not be deemed approved for marketing under 21 U.S.C. 355 and will not
be listed in the “Approved Drug Products with Therapeutic Equivalence Evaluations” prior
to expiration of this exclusive marketing period on March 24, 1998.

In accordance with 21 CFR 314.96(b), Alpharma certifies that the field copy is a true copy
of this minor amendment and has been sent to the Baltimore, MD FDA District Office.

We trust that our response fully addresses the Agency's concerns.

Sincerely,
Alpharma

Nuveod Rudlplivia

Vincent Andolina
Manager, Regulatory Affairs

VA:ah
Enclosures

Alpharma USPD Inc. Research & Development Center Tel (410) 558-7250
The Johns Hopkins Bayview Center  Fax (410) 558-7258
333 Cassell Drive, Suite 3500
Baltimore, MD 21224




> ALPHARMA
U.S. Pharmaceuticals Division

March 19, 1998

Office of Generic Drugs -

CDER, Food and Drug Administration

Attn.: Mr. Douglas Sporn, Director

Document Control Room )
Metro Park North Il L TVl A
7500 Standish Place, Room 150 A
Rockville, MD 20855-2773 ‘

Re:  Ibuprofen Oral Suspension, 100 mg/5 mL (R Labeling)
ANDA 74-978

TELEPHONE AMENDMENT TO A TENTATIVELY
APPROVED APPLICATION

Dear Mr. Sporn:

Pursuant to 21 CFR § 314.96(a), Alpharma USPD hereby submits a telephone
amendment for our tentatively approved ANDA for Ibuprofen Oral Suspension,
100 mg/5 mL (R labeling).

Reference is made to the telephone deficiency communicated on March 12, 1998 by
Mr. Jim Wilson, Project Manager and Dr. Vilayat A. Sayeed, concerning our February
9, 1998 Minor Amendment updating the chemistry, manufacturing and controls
section of this application.

The Agency’s comments have been restated and our responses follow.
1. Submit calibration data for the dosage cup.

We submitted the calibration study for the dosage cup on pages 073 to 082 of
our Feb. 9, 1998 Minor Amendment. That study calculated the corrections
needed to an existing vendor’s cup, to be applicable for our product.

Please refer to Attachment 1 of this Telephone Amendment (pages 03 to 07)
for an updated Release Specification for the dosage cup, Alpharma Part

FT 053. The accuracy of the calibration markings of these dosage cups will be
verified for each incoming shipment.

Please refer to Attachment 2 of this Telephone Amendment (page 08) for our
recent verification of the calibration markings on the dosage cups

Ry L Wl d

S Ty -
u’\.m\*;‘;im En X

S -«

MAR T C o

Alpharma USPD Inc. Research & Development Center  Tel (410) 558-7250 GEremmn oot i3S
The Johns Hopkins Bayview Center  Fax (410) 558-7258 bovss i LB

333 Cassell Drive, Suite 3500
Baltimore, MD 21224




Telephone Amendment /- ANDA 74-978 / March 19, 1998

Ibuprofen Oral Suspension, 100 mg/5 mL (R labeling)
Cover Letter / Page 2 of 2

2. It is unclear whether the HDPE resin for the 16 fl. oz. bottle has
changed. If the resin has changed, submit accelerated stability data.

Our February 9 minor amendment (page 46 and following) described the addition of
as a qualified resin designation, to our ANDA, for the 16 oz. white
HDPE bottle.

Information supplied to us by the resin manufacturer indicates no qualitative
modifications have been made to the HDPE resin, hence, the HDPE resin has not
changed. The change from - to’ in the resin designation prefix refers to the
use of current technology for manufacturing the designated resin, while the

-designated resin is manufactured using previous technology. The ©  resin is
being phased out by . the resin manufacturer. ) o

This technology update subsequently necessitated a smal' . . increase in the
. No chemical change was made in the This increase
in the level is designated by the change in suffix from “

We are informed that .ontains a more detailed description of the
revised designations above.

We apologize for any confusion that our February 9th Minor Amendment may have
caused. We trust that our response adequately addresses the issues raised by the
Agency’s March 12, 1998 telephone deficiency.

In case of any questions or additional concerns, please call me at 410-558-7250
extension 209 or send a facsimile to my attention at 410-558-7258.

In accordance with 21 CFR § 314.96(b), Alpharma USPD certifies that the field copy is
a true copy of the telephone amendment to the application and has been sent to the
FDA Baltimore district office.

Sincerely,
ALPHARMA USPD |INC.

Vincent Andolina

Manager Regulatory Affairs
VAwva

Enclosures

K:\759\REGFILES\PRODUCTS\1270\SUBMISS\PHONEAMD.WPD




