HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use metformin hydrochloride extended-release tablets safely and
extended-release tablets.

effectively. See full prescribing information for metformin hydrochlol
Metformin Hydrochloride Extended-Release Tablets USP, 500 mg and 1000 mg
Initial U.S. Approval: 1995

-DOSAGE FORMS AND

Extended Release Tablets, 500 mg and 1000 mg (3)

Renal impairment (4)

Metabolic acidosis, including diabetic ketoacidosis (4)
)

WARNING: LACTIC ACIDOSIS
Su full prescribing information for complete boxed warning
cti

actic acidosis can occur due to metformin accumulation. The risk increases with conditions such as sepsis, dehydration,

excess alcohol intake, hepatic insufficiency, renal impairment, and acute congestive heart failure. (5.1

*  Symptoms include malaise, myalgias, respiratory distress, increasing somnolence, and nonspecific abdominal distress.
Laboratory abnormalities include low pH, increased anion gap and elevated blood lactate. (5.1)

* It acidosis is suspected, discontinue metformin hydrochloride extended-release tablets and hospitalize the patient
immediately. (5.1)

. to metformin

antidiabetic drug. (5.8)

MAJOR CHANGES
Dosing and Administration:

Inclusion of the 1000 mag tablet (3) 12/2007

Lactic acidosis: Warn against excessive alcohol intake. metformin hydrochloride is not recommended in hepatic impairment and is
contraindicated in renal impairment. Ensure normal renal function before initiating and at least annua ly thereafter. (5.1)

Temporariy discontinue in patients undergoing radiologic studies with intravascular administration of fodinated contrast materials or
any surgical procedures necessitating restricted intake of food and fluids. (:

Vitamin B12 deficiency: Metformin may lower vitamin B12 levels. Monitor hematologic parameters annually. (5.6)

. outcomes: No conclusive evidence of macrovascular risk reduction with metformin hydrochloride or any other

ADVERSE

The incidence and type of adverse reactions reported by >5% of patients for the combined metformin hydrochloride group versus placebo

group are

AND USAGE
Metformin hydrochloride is a biguanide indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2

diabetes mellitus. (1)
Important limitations of use:
Not for treatment of type 1 diabetes or diabetic ketoacidosis. (1.1)

www.fda.gov/medwatch.

diarrhea, and nausea. (6)
To report SUSPECTED ADVERSE REACTIONS, contact Lupin Pharmaceuticals, Inc. at 1-800-399-2561 or FDA at 1-800-FDA-1088 or

DRUG

DOSAGE AND
« Administer once daily with the evening meal. (2)

)
« If naive to metformin treatment, initiate with 500 mg daily. (2)
« Swallow whole. Never spliit, crush or chew. (2)

)
Individualize the dose based on effectiveness and tolerability, while not exceeding the maximum recommended daily dose of 2000 mg.
2)

renal tubular secretion. (7.1)

Cationic drugs: May reduce metformin elimination. Use with caution in patients who are taking cationic medications eliminated by

USE IN SPECIFIC POPULATIONS

Pediatric Use: Safety and effectiveness in children younger than 18 years of age have not been established. (8.4)
Geriatric Use: Caution should be used when prescribing metformin hydrochloride extended-release tablets to elderly patients

because reduced renal functions are associated with increasing age. (8.
See 17 for PATIENT COUNSELING INFORMATION, and FDA approved Patient Information
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FULL PRESCR BING INFORMATION

WARN NG: Lactic Acidosis

Lacti acidosis s a ra e, but serious, complication that can occur due to metformin aceumulation. The risk

inressos with condions such as sapis, dohyiraton, etcess alcohol itake, hepalic impairment, roral
paiment, and acute congestive hear fa

The ansel of lactc acidoss i olen subl o, Accampaied ol by nospecic smpons such s maleiss,

myalgias, 3

Tow d ted blood lactat
tormin nyﬂmnnlnnﬂe & lendedreloase ab i, should bo discontinued and the
ely (See WARNINGS and PRECAUTIONS (5.1)]

I acidoss is suspected,
aten huspa od

acidusis and remove the accumulated metiorm 1. Such management afen esu ts n promp reversal of symploms
and recovery (See CONTRAIND CATIONS (4)

5.2 Monitoring of Renal Function

Wi tformin i substaniaIy ¢ crted by he Kidney, and the isk of meffo min._ ccumulaton and la tc acidosis increases
vith the degreo of renal impairment. Thereore metformin hydroch oride is contraindicated i patents with renal
imparment

Before intiaton of metformin hydroch oride and at least annually theretter, enal function shou d be assessed and
erifed as normal. I patients in wham development f renal dysfunction i anticipaed (e g elderly), renal function

Metrmi rssmentshuk ot be il n ptns 80 yers of age unes messuament o rtne learce
educe

62 Laboraloy Tests
itamin B,, concenrations

Netformin'may lover Serum utamin B., conce tratons. Measurement of hemato ogic parametes on an annual basis

is avised npatents on mfformin yrochiord eendc-r s ables and any apparent abnormalies souldbe

appropritly 0 [522 WARN NGS AND PF

7. DRUG INTERACTIONS

7 Carbonic Anhydrase Inhibitors

Topiramate or ofher carbonic anhydrese iibors (e, zonsamide, acetazoamide or dichiorphenamide) frequently

decrease serum bicarbonate and induce non-anion gap, hyperchioremic m tabolic acidosis. Concomitant use of these

drugs may induce metabo c acidosi. Use these drugs vith cauton in patens teated with metfrmin, s th risk of

Jacic acid incre

1. INDICAT ONS AND USAGE
Wietformin hydrochlo ide extended-re ease tablets USP are indicated as an adjunct o diet and exercise to improve
glycemic controlin adu s with type 2 diabetes mel us.
Important Limitations of Use
Metormin ychohorid xandd-dlsis ablts USP shoudno b s patits with ype 1 dabates o for e
treatm ould
2. DOSAGE AND ADMIN STRATION

Dosin
Nitformin hycrochloride extended-release tab ets shou d be taken once daiy with the evening meal. The dosage of
metformin hydroch oride etended-release tablets must be individualized on the basis of both e fectiveness and
tolerabilty, whi e not exceeding the maximum recommended dally dose of 2000 mg. The starting dose of metformin
hydrochloride extended-release tab es in patients who are not currently taking metiormin is 500 o once day, with
the evening meal. The dose can be upttrated in 500 mg increments no sooner than every 1-2 weeks f  higher dose of

Teses et e patient can be switched to metformin hydrochlorde extended-release tablets once daily at the
same tota daily dose, up to 2000 mg once daly
Metformin hydroch oride extendec- s rabts st s svloved whoe and newr Spit, crushed or chemed.
Occasionaly the f
ssaninsoule st Iyt mass (Se Palent 1 fmtlon). 1 ose of et oo et s
tab ot i missed, paflents should be cautioned against taking two dos mg the same day. Resume dosing as
Saing o eseiing eamnendoione 5 PATIOT GOUNSELI WEORMAT O am
Patients treated with an insulin secretagogue o insulin

etformin tablts with a (2.0, sufonylurea)

m nem renal function or

7.2 Cationic Drugs

Concomitant medmalmn(s) that may a fectrenal function o result in significant ay interfere
with the disposition of metformin, such as cationc drugs that are eliminated by renal tubular secretion [sze DRUG
'NTERACT ONS (7). shou d be used vith caution

Radio ogical studies and surgical pr

o sttes VoD h use of niravascular it conast matrls (o xampe, Vs urogea,
intravenous cholangiography, angiography, and computed tomography) can lead to acute ateration of renal function
and have been associated with lactic acidosis in patiens recelving metformin. Therefore, n patients in whom any such
study is planned, metformin hydrochloride should be temporarly discontinued t the time of or prior 1o the procedure.
and vihheld for 48 hours subsequent to the procedure and reinstituted only afer renal function has been re-eva ated
and found to be normal

Metformin for any surgical minor procedur
ot associated withretricted take f fo0d an flids) and should not be estarted untlth patients oral intake has
fesumed and renal function has been evaluated as normal

53 Hipoic States
Cadi

morphi inamide, quinidi Hidine, riamterene, rimeth

by competing for common renal tubular transport systems. Although such interactions remain theoretica (except for

cimetiine), careful patient montoring and dose adiu tment of metformin hydrochloride and or the interfering drug s
mended in patients who are taking cationic medications that a  excreled ia the proximal fenal tubular secretory

system

73 Dngs flctig Gents Contol

maylead to
an ther durec. o tostrids, phancian phenytain, icotin
S, Sympathommels, catum thamel Naders. and sonass W uch dugs re dmisored 1oyt
receiving metformin hydrochiorde, the patient shou d be closaly obser ed for oss of blood glucose control. When
S0c g8 a1 wiawn 1 it ecehing etl i hyhocharie, h patent shold b abseved sl o
hypoglycermia.

8. USE N SPECIFIC POPULATIONS

8.1 Pregnancy

condilons chrctraad been associated with lactc acidosis and temia
VWihenSuch vt oGur I paets on mtfrmin Pyt ore hray, the A hou b pramety isconinues

5.4 Alcohol Intake

Alcohol s known to potentiate the effect of metformin on lactate metabo ism. Patients, therefore, should be warned
against excessive a cohol ntake whi € receiving metiormin hydrochioride.

55 Impaired Hepatic Function

Because impal eq hepati function has been associated with same cases of lactc acidosis metformin hydrochioride

o iy 0 oW 05 f 1 i SeCTEB000 f 1 111t ek of apogoi
3. DOSAGE FORMS AND STRENGTHS

Nitformin hydrochioride extended-elease tab ts, 500 mo are avalable as whit to off whit
coate tab et debossed vith "L41" on one side and “LU" on the other side

Metformin hydrochioride extended-release tablets, 000 mg are availab e as whits to off whte, oval shaped, biconvex
coate tab et debossed vith "L42" on one side and LU on the other side

4. CONTRAINDICAT ONS

oval shape, biconvex

in patens vt
= Renal impairment (e.., serum creatinine evels > 1 5 mo/cL.for men, > 1.4 mg/dL. for women or abnormal
ich may also resut collapse (shock), acute
myocardial d septcena. (Sec WARNINGS
. Kiown lvywsensmvﬂy o mtormin ycrch rd.
.« hateo Ketoacid
it sl
5. WARNINGS AND PRECAUTIONS
51 Lactc Acid

sis
Lactic acidosis is a serious, metabo ic comp ication that can occur due fo m tiormin accum ation during treatment

with 3 b of palhoghsio o condions, inluin ibots ml s, and whnevar there i sigifant
b

clinical or hepatic disease.
56 Vitamin B, Lovel
S ontold, 2 wes ¢ nica il of immdite rfase mtornin, 3 decress to subnarmal ves of previously
o mal serum _tamin B,, eves, without clinical manifestations, was observed i approximately 7% of patients. Such
decrease, possibly due 10 Inefrence vih B, GbSorpion o h B i o cormple, s e, ey aely
ssacito i o be rapi metiormin Vitamin
8,, supplementation eviromens o e o prametrsonan il b i pnts on el
hydrochloride and any apparent abnormaites should be appropriately investigated nd managed. Cert in individuals
(those with inadequate Vitamin Intake o absorption) appear o be predisposed to developing subnormal
Vamin B, s, I these patents, routine serum Vitamin B,, measurements at two- o three-year interva s may be
Al
Hypoglyeemia
Hypoglycemia does not occur in patents receiving metformin alone under usual circumstances of use, b t could occur
when caloric intake s deficient, when strenuous exercise s not compensated by ca oric supplementation, or during
Eldery, debi tated, or

malnourished pat
hypoglycemic mms {ypoalcemia maybedifical o recogizein e edry.and 1 peop e o rs kg ea-

adrenergi b ocking dru

5.8 Macrovascu ar Out u

rere hav b no il sttios sabishin corlsive aidocs of macovascuar s auon it metforrin

d hypoxemia. Laclic

ool dersars o o oo tuances wi an erase aron g, v an s s
st i, Wn metormin s mlicaed 3 te cause ol atosis, metorni 3t Il 5 1/
vl . he eporincience ol a1 et g et oo

6. ADVERSE REACTIONS
6.1 Clinical Trials Expe
Because cinical

[

Metformin was not teralogenic in rats and rabbits at doses up to 600 mg ky/day, which represent 3 and 6 times the
maxum scamende P caly cos of 2000 g bas on body Surfacearea comparon for s and et
Iy, H Metformin HCI

havdnoto e mnmu pregnancy unless clarly needed.
8.2 Labor and Deliver
The safety and e not
smmes

Nursing Mothers
Sior lcaing s show that matfrnin s oxcraad o ik and reaches leve s compar b to those in plasma.

human

Metformin HCI Oral Solution may exist
8.4 Pediatrc Use

h Metto recommended in
pedialrc patients below the age of 8 yars.
85 Gerlatric Use
of to determine
biects. identifed i ferences.

in_asponses botween the elderly and younger patents. n general, Gose o etion for an elerly patient should bo
cautous, usu ly Strting a the ow end of the dusing rang, reflecting th greatr frequency of decreased hepati,
tenal, or cardiac function,and of concamitantdiseas or ther 3 u therapy an the igher ik of lati aidosis. 5e0
WARNINGS AND PRECAUT ONS (5)]
10. OVERDOSAGE

o cases of ovrdose were reportd during metformin hyd och rid extended-reease tablets cinical tias. It wauld
be expectd that adverse reacions of a more inense charactr incluing epigastc discorfort, nausea, and vornting
followed by diarthea, drowsiness, weakness, izziness, malase and headache might be seen. Shou d those symptoms
perSst, aclc acidosis $hou d be exc uded

0u t5 reater
was reported in approximately 10% of cases, but no causal association with metformin hydrochloride has been
estabished. Lactic acidosis has been repo ted in approximately 32% of metformin overdose cases [See WARNINGS
AND PRECAUT ONS (5.1)] Metiormin is dialyzzb e with a clearance of up to 170 mUimin under good hemodynamic
conditions. Therefore, hemodialysis may be useful for removal of accumulated drug from patients in whom metformin

mors han

v ovmred primarily in diabetic patients with oicant et impamen. g b e vnl e
and renal hypoperfusion, o ten in the se ting of mu tiple concomitant mlmm/wrnvm prblems ard mu tipe

eularly
i o unsable ot o e, ars i evesad ko e
sage. The risk o

when accompaied by hypoporusin and hporen
acidosis. The risk [
Tactic acidosis mav, therefore, be
‘metformin hytroch oride.  patcular,treatment of the eldery shou d be accompanied by carefl monitaring of
fena functio. Mllormin yoruclorids eame t should notbe ntate i ary patien unless measurement of
creatnine clea

dehydration, or sepsis.
toclear actate,

aeeraly b avldd n pbens i clcal o ooy e of bapale inpamen.Palotssho ¢ be

cautioned against excessive alcohol intake when taking metformin hydrochloride, because alcohol poter

torates in drug and may no reflect

in cinical practice.

11, DESCRIPTION

he U.S., over mel s have
hydrochioride extended- e ease tablets - 500-2000 mg/day in active-contro led and placebo-controled studies with the
500 mg dosage form.

noral
of type 2 diabetes. is not chemically
or pharmaco ogica l related to any other classes of oral antiyperglycemic agents. The strutural formula of metformin

1 the 24-week monotherapy trial comparing metformin hydroch oride
et sefos tere reslors voe (gt 0 3% 952)ofthe metormin e extndes. e
st ad s d 1o 2.9% (51174 in. Inthe add-

vere randomized o recoe adfon teament
o et o of e dian ropimars o maiomi yhociore stended-seas bt o pacebo.n il 451
patients received metformin hydroch oride extendecre ease tablets and glyburide and 144 patients receved placebo
i Ghburde. A trous atvrse reacon was reporid i 2.1% (3431 o the mollorni yiroc orde xanded-
e b and gl raed patets compared o 1.4, (2 44)of h pcebo and g rkde red petomts
When the data from the monotherapy and add-on to su fonylurea clinical tra's were combined, the most frequently
(incidence > preiiimind

dition,
prior o any intravasular radioconirast study and for any surical procedu e necessitating resiricted intake of food
r fluids. Use of topiramate, a carbonic anhydrase inhibitor, in epilepsy and migraine prophylaxis may frequently
cause dose-dependent m tabolic acidosis (In control ed trials, 32% and 67% for adjunctive treatment in adults and
pediairic patents, respectively, and 15 to 25% for monotherapy of epilepsy, with decrease in serum bicarbonate o
s han 20 mERA: 3% and 11% orsfncive ratment n adut 44 pedakric ptns espoctiy, nd 1o 0
for monotherapy 1 epilepsy, wilh decrease in serum bicarbonate 1o less than 17 mEyL) and may exacerbate the
sk [See 7.1 DRUG s LMOAL PARACOLOEN] T

205 %) e

(1.0% of metfomin hyroch rde extendec-1o ass talts et patnts compared 0 0% of paents no tested

vith a e tre teg

patints compared 10 0.5% of patients not treated with etomin hydrochlo ide). Only 2 serious adverse reactions
erepo

Tablets treated patient.

H3C,

N-C-NH-C-NHzeHCl

/

H:C NH  NH

Metformin HCI s a white 10 off-white cryst line Gompound vith a molecular formuia of C.H, N+HCI and a molecular
Welght of 65,63, Metformin HCI i freely solub e in water and is practicay insaluble i acetons, ether, and chioroform.
The pKa of motormi ks 124. The pH of 8 1% ateots soon of metormin ytroctede b 6.6, Wetomin

reported i gretr ran % of
mmm oo

metiormin hyd tablets
alyburide group than in

that
the placebo and in

st is sublle, ‘myalgi
respiatory ditess, increasing somnlence, and nonspecic abdominal disies. There may be associated
hypothermia, hypotension, and resistant nﬂﬂy:mvlnmm; with more marked acidosis.

Palas should be atucind o promgty aprt these symploms shoud they coow. It p ssart, maormis
hydrochloride should be withdrawn il lactic acidosis s ruled out. Se um e ectrolytes, ketones, b ood glucose,

n0.7%of

0 mg or 1000 mg of metiormin
HCI. Each tablet contains ammonio methacrylate copolymer, collaida siion o, mhum sebacate, hypromel ose,
magnesium stearate, microorysialine ce uose, povidone and tac.

m. tono patient
ble 1: TreatmentEmerget Advarse Reacions Rep ted By »5%- of Patieni fr the Comined Matirmin
Nydwcnlu ide Extended-Release Tablets Groups Versus Placebo Group

for metformin ending.
Metlormi oo entt s s 5P, 500 and 000 mot et b utzs polymer-ase, ol dg
metformin HC 1o the uppy

12. CLINICAL

blood pH, lactate levels, and
re unikely o Metformin Hydrachloride E tended-Release P aceto  Glyburide
recur. Level
o (n=431)
not y . [Hypogycemia T87% [
suchas obesity, vigorous ivi ical i i i Diarthea 125% 56%
ketoacidosis  [iyzyseq 67% 42%
(ketonuria and ketonemia). Lactic acidosis is a medical emergency that must be treated in a hospital setting. In a

ral promplly insituted. in hyd och oride is dialyzable (with a clearance
1 0 17 mL min undr 5000 hemodyranis soniion) poma homodialysis s recommended f conee he

— Reference ID: 3069230

* AR's that viere more common n the metformin hydrochloride extendsd:-release tablets treated than in the placebo-
treated patients

e
e
o P ——
g
EES e
|
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121 Mechanism of A tion
Metformin is a biguanide that improves glucose tolerance in patients with type 2 diabetes, owering both basal and
postprandial plasma g ucose. Metformin decreases hepatic glucose production, decre ses inestinal absorption of
gucose, and improves insulin sensitivty by increasing peripheral glucose uptake and utiization. Metfo min does not
produce hypoglycemia in patients with type 2 diabetes or in healthy subjects except in special circumst nces, [see
WARNINGS AND PRECAUTIONS (5)] and does not cause hyperinsulinemia. With metiormin therapy, insulin secretion
romains unchanged hilefasting insulin vels and day ong plasma insulin response may actua Iy decrease.

123 Pharmacokinetics

Absorption and Bioavai ability

Fol owing a single oral dose 1 000 mg (2500 mg tablts) metformin hydroch oride extended-release tab ets after a
meal, the time o reach maximum plasma metformin concenration (T,,,) is achieved at approximately 7 1o 8 hours.
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In both single and mu tiple-dose studies in hea thy subjects, once daily 000 mg (2x500 mg tablets) dosing provides
equivlent systemic exposure, as measured by area-under he-curve (AUC), and up 10 35% higher C, , of melformin

Fasting Plasima Glucose (mg/dL)

« drinkalotof acoho (very often o short term “binge” drinking)

relativ twice daily Metformin N 175 179 170 172 * get dehydrated (ose a large amount of body fluids). This can happen if you are sick with a fever, vomiting,
administered immediatlyafter a el to maximize therapeutic benef. Basel e 0010 | 1928: 0 | 10410 sl ordarts, Daycatnca 5 g Ve Yo et o Wi St o s and g0tk
Sl arl s of meforrin oot it s s fom S00 g o 2500 sl s - - E - - enough fu
progurions st b AU 1T, Lov it Mean Change + S Final Vst 9024 224 225 9215 + Fave s anwraytsts withnstal yes o contastagnt

it by o 8o 75 gy fsting, | Mean Diference = SE from Metformin 1A | 624 0:4 024 NA « have surge
BHh b enGed o T+ oy aproxry 3 s v et 95% C1 for D ference 52 8.9) 19,1 « havea heartattack.severe infection, o sioke
Inatuo-vay, Body Weigh (k Whata e mettormin hydrochlorde e tended-release tab els?
00l o odions s sl G, U for o oo v e « " Metfo min hydroch oids extendec-aeese fab s aro a prescripion medicine that contins matiormin
Disti N 176 180 17t 17 p contrl igh biood sugar in adults withtype 2 iabees.
T 20 vl of distbuton ( F) o metrmi foloing sige ol dose o 650 mg immedite rcase [T 82:37 | 905:37 | 877237 87:39 « Metfo min hycrachlaide extended-re ase ta es are notfor peop e ih type 1
metformin hyaochioride averaged 654 + 358 L. Metormin i neggioy bound o pasia proteins. Metformin parttons | ean Ghange = SE at Final Vis 09:04 | 07:04 | A1-04 09204 « Metfo min hydrachloride e tended-reease tables are notfor people with diabetic ketoacidos's (inreased
into eryhvocytes, most kely s a function oftime. A usual c ncaldoses and dosing schedu s of metormi, se dy nes in your b 0od o urine).
st s corators of a3 e i 241 8 s gl ¢ el g Mean Difrence » SEfrom Metformin R | -0.1:04 | 02204 | 03204 WA Itis not Known if metformin hyorochioride extended-release tablets are safe and effctive n chldren younger than 18

plasma evels didnot [95% Gl for D flerence (09.07) | (06,08 | (10,05 years o,

oeans megmL, even i
Metabolism

in unchanged in the urine_nd
nor biliary excretion. Metabolism

studies with extended-release metformin tab ets have not been conducted.
Excretion

Fona e s aprosimatly 35 tmes grostr ancretinn hrane, i it it by sscrton s
the major route of metformin e imination. Fo lowing oral administration, approximataly 90% of the absorbed drug is
siinind ol ot it e 24 ours, it lsmae Iiaton e ofsprodnately 52 ours.

oaaibsion
12.4 Specifc Populations
Renal mpairment

o et e e besed on messrd catone earance), the 0ra and renal  earance of meformin we o
decteased by 33% and S0% and 16% and 3% 1y (See WARN NGS AND PRECAUTIONS (5 . Metformin peak
e pente was 7o and & % e, espotly n mi el mpale o 7% 2.5 10 gt
mnﬂmte venalimpaired patients as compared to hea thy subjects
metformin in patents with renal impairment increases the fisk or lactic acidosi.
e hydrochioride. extended-release tablels are_contraindicated in patients with enal impairment. [See

A Double Blind, Randomized, Parallel-Group Study to Compare the Safety, Efficacy, and Tolerability of Metformin
E tended Release (M-ER) Tablets in Combination (U) and SU Alone in the Management of
Patients with Type 2 Diabetes Mellitus

3 Goube ind, randomized, Pacebo-coirol e (gouride ad-an) m fcener i, palients ity 2 iabetes

metformin, su fonylureas, alpha-glucosidase mmmlms \mmmmemanes o meqhnmdes o« rated with combination
therapy consisting of metformin/lyburide at doses up to 000 mg metformin + o per day (or equivalent
doses of glipizide or g imepi ide up to ha f the potid erapeuic ose (1= 431) ware enone A patets wete
stabiized on glyburide for a 6-week runin hen randomized to 1 of 4 treatments: placebo + glyburide.
(glyburide a one ; metformin hydrochloride extended- ease tablels 500 mg ance a day + glyburide, metformin
hydrochloride extended- e ease tablets 2000 mg once a day + gyburide, or metformin hydroch oride extended- o ease
tablets 000 mg tuice a day + glyburide. A 3-w
fol owed by a 21-week maintenance Use of insuin nd than the study
drugs were prohibited. The diference in the change from Baselne in HBATC evels between the combined metformin
vl oended 1o s it 1 bt roups and e guride ony g vassattaly st
week 24 (p<0.0

+alyburide umups wers comparable.
Table 5: Mean + SE Changes from Baseline to Final Vit in HbA1c, Fasling Plasma Glucose and Body Weight for
the Metiormin Hydrochioride Treatment Group
(Second 24-Week Study)

¥
o have kidney p oblems
= are alergic to the metformin hydroch oride in metformin hydrochiorde extended-release tablets or any of
th nrdents in et mi ydrochride eonde s ablts. S th endof s afet o it o
Ingredients in metformin hydrochioride exended- ¢
gy piiiniogs fbepicot fucty oo 1ay procedure, metformin hydroch oride
endc e bl w0 1 e sopd T it e Talk i docar sk whonyo o
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or urine). Metformin hydrochloride extende-release tablets should not be used for the treatment of iabetic
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have kidney problems

Hepatic impairment Parameter Metformin Hydrochioride Extended-Release Placebo/ « haveliver prob ems
of metformin hy b ets have been conduced in subjects with Tab ts + Glyburide Glyburids™ ¢ have eart prob ems, nclucing congestive heart flre
hepatic impairment. Use of metformin n ptiens with hepatic impalrment has been associated with some cases f actc 1500 mg 0D 1000 mg BID | 2000 mg QD (n=140) <+ ks cotlver o, ofBika ot of ol shr trm (onge) kg
acidosi. Mefo min hydrochioride extended:rlease taletsare not recommended n patents with hepatic impairmen. (n=142) (=141) | (=148 L e condiions
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Guciattes 0 53 % “ Tat tablets can harm your unborn baby. 1 you are pregnant, tlk with your doctor about th best way to control
- your blood sug  whil you are pregnant
Baseline 79501 7801 77201 B1s01
3 s . 1t notknown if metformin hydrochioride extended-elease tabets
compared 1o healihy young subects. From these data, t appears tht the change in metformin Pharmacokinetics Wth | ean Change = SE  Final Vst |07 =0.1 08201 o701 or-01 Fasass T your breat Mk, Ta  wih your Socir about e bet way 1 ot your Baty whte you ke
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No pharmacokinetc data from studies of metiormin hydroch oride extended-elease tales in pediarc sublects are [y ) W W% T Suran, hesmunt o b ety ey chang. o you dotor ot v 0 e
avalabe. any o these prob
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o it lyburide, However —stiom « Your heathcare provider il check your dizbetes with regular b 00d test, nc uing your b 00d Sugar evels
' e e+ 0405 06105 07105 N and your hemog obin
bu * Folo o ocorsstictons o etng b suar i oo o (ogcen) Ty o
oot Geomet ic Mean Ral o ralio with/ 96% Gl for D ference (15.06) 17.04) (18,03 See
o it p-va e fo paiwise compar son 040 0230 0.5 oenda-rolase alts?
g n Noeffect=1. = m - Drourond s ey sy ot ot
g Giyouride vas ai das 10mg a :
AUCE c, 2 gar e
th [ e, A 24eek,doub e bind, pl inplus lacebo nymnwemmn 1l tablets.
lired for the fo lowing: _ ‘was conducted in p: failed Patients . w a dose of metformin hydrochloride extended-release tablets, resume dosing according to
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WARN NGS AND PRECAUTIONS (5)and DRUG mvzmnous )] placebo pus insu i, respectivey) with 8% ess insu .
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i i ic ac i See WARNINGS AND i e cominaton of i pus rin sl ineducon i body eightof 311430 s, compared o an Tow blood sugar. Te! your doctor i you take other di betes mediines. I you have symploms of ow blood
PRECAUTIONS (5) and DRUG an increase of 1.30.+ 6.08 bs for placebo p us inu i, p=0. sugar, you shou d check your b ood sugar and trea i ow, then ca  your doctor. Symptoms of ow blood
Topiramate 100 mg® | 500 mg* | 1.25° | 117 16. HANDLING sugar include:
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i ~ o hunger
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" Strengih Package NDC Code o change in mood
Geometri Miean Rafio 500mg Bo tles of 00 68180 338-01 © tended-
Dose of 500mg 80 tes of 500 68180 338-02 « " hypoglycemia
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Coadministered Drug | Coadministered | Dose of Metformin’ L o) 500 mg Bo ties of 000 68180 338-03 o diarhea
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Crmetdne 200 mg #50mg 3 101 " doctor of pharmacist
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13, NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Femllﬂ

Long tam cariogeriy sudes avs b et md i Spagus Dwy s doesof 50,300, and 450 mohy

oy i e and 5, 450, 50, and 200 Moy i sl Thee doss rs pproximatly 2. 4, and § e

mas, and 3, 7, 2, and 16 times in females of the maximum recommended human daily dose of 2000 mg based on

body surface a ea comparisons mag orfemale ats. A
[

metrin oo enda et sectons s b xplinad o palins Patens shoud
be_dvised to discontinue in hydrochioride extended-relezse tab ets immediately and to promptly
oty their he_th placlllmner W sntxaned peontiato, Ta s, Taie, il socknce, o

extended-re ease tablets, gastointestinal symptoms, which are common during inittion of metformin
therapy, are un iely o recur. Later occurrence of

tablets.
Mecicines are sometimes prescribed for purposes other than those fisted in a Patient Information eafet. Do not use
acondiion for prescrived

or other seious disease.
Patensshou  be e ottty o e hprcttoner or a1 h Poison onrol Cenor mmeditely n

o
of ca cinogenicity was observed in ma e or female mice.
(Genotoxiciy assessments in the Ames test, gene mutation test (mause ymphoma ce ), chromosomal aberrations
test (human lymphocytes) and in vivo moLse micronucleus tests were negative. ert ity of male or female rats i not
afected by metformin hen administered at dose up to 600 mg/kg ay, which is approximately 3 times the maximum
recommended human daily dose based on body surface area comparisons.

14, CLINICAL STUDIES

Metformin hyd och oride extended-rele e tabeets have been studied as mon therapy and in combination with
su fonylurea and insulin. Other formuiations of metformin have been studied with other classes af antinyperglycemic
agents,either as immediate o as extended re ease tab es.

Double-Blind, Randomized, Parallel Group Clinical Trial to Compare the Efficacy, Safety, and Tolerability of

) Tablets i the Treatment o Type 2 Diabetes

Me litus
1 o, ncomid dotl I, v cnvle,do gl o 1 et e
mefor day i dvided
o 1500 m e maring hd 00 1 e i) ahd el crd xende ve\ease Tablets A
2000 mg once ﬂan\y were compared to immediate-release metformin 500 mg per day in divided doses (500 mg in the
moing and_000 mg in the evening). This tial ol e patents (1 = 338) who were newy dagnosed wih diabees
patients treated only with diet and e ercise, patients treated with a smv\e anti-diabetic medication (su Wny\ureas alpha-
gucosidase inibitors, hazoldinciones, or meglnitides), an patens (n = 368)receving meformin upto_ 500 o/
o ot 2 o e 3 88 S oo 5y G 1 o o, P w1 on
oty of combitan bt ey undnvnt s G s, Plers otz o i
hyrochoride exended-reease tab et began traton fom 1o thei assigned reament dose over 3
e Pt e o et s om0 500 mg i Gl 1 sk ol oy 500 g
with breakfa tand by an additonal
21vesk peod s e randaized s Fo HORIc an astg DS ok, cah of h mtomin sl
extended-reease ablet regimens was at east as efective as Immediate-elease metormin. Addioraly,once daily
dosing of metformin hydrochioride exended-1ocas fablets s 3 e ective 2 tuice daly dosing of the immedite
reease metformin formultion,
Table 4: Mean + SE Changes f om Baseline to Final Visit in HbA, , Fasting P asma G ucose and Body Weight for

24-Week Study)

+ et Shoul b lorme shot e mpornes A vKuIaMeshm] of renal function and hematological

Do not give metformin
have. It may harm them.
This Patient Information summarizes the most importan information about metformin hydrochloride extended-release
tab ts. Ifyou would like more information, talk with your doctor. You can ask your pharmacist or doctor for information
that s w iten for health professionals

people, evenif they have the same symptoms you

par meters when recelving t eatment with metfo

« Patients should b counseled against excessive a cohol intake, either acute or chronic, while receiving
metrmin ycrochloideeende- s s

« Metformin hydrochioride extendecrelease tablets alone do not usually cause hypoglycemia, a though
1 ay ccet when Mt ytfacre xtnded-reease abiets & 05 1 conACtn wih 1510
secretagogues, such as sulfonylureas and insuiin,

and not crushad or chewe, and tat the inactive ing ecients may occasonally o e miated n the feces as
an 150 uble oft,hycrated mass that may resemble the origial tablet.
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Tablets,
Baad e ptect o o st s wih o Brcharide mennea reas ks ks You st kg
this medicine and each time you reilyour nt ot take.
e i of kg with yourdocor aboutyou medicalcondondr et ASkyour oatrar Sramacistyou o
ot understand some of this nformation or if you want to know more about this medicine.

ets, including: ]

Lactic Acdosis. Nettormin hydrochoride,
arare, but serious condition cald lactic acdosis (a bui ﬂup ofa acid nth blood)thatcan cause deth.Lackic acdosis

ase tablets and call your doctor right away if you get any of the

e unexmmn stomach orintestinal prob ems vith nausea and vomiting,or diarrhea

iy ge ting metformin y
«have kidney probems. People whose Kidneys are not working properly should not take metformin

Parameter Metformin Hydrochlor de Metformin
E tended-Release Tab ets immediate release f‘;‘v ‘7""" m-:'-"'ﬂ": :'v;;vchl;-ﬂ' : tendec
TOmganee | Ts00mgm | Ziiimg | 100man | 0 o symploms o e o
ally vided doses | once daily | divided doses «  haveunusua (not nmman muscle pain
=178 | (=182 | (a7 (n=174) < e routo i
HoA, (%) . wsual s\ezvmzss or sleep longer than usual
N 169 175 59 170 :
o eelcod, arms and legs
Base ine 82:03 85:02 83:02 87203 * foldirzy or Ighthcaded
Mean Change + SE at Final Vs t 0701 0701 41£01 0701 «  haveasow orimegular heartbeat
Wean D feence + SE rom Weliamin 18 | 00+0.1 | 00+01 | 04201 WA You
98.4% C1 for Diference (0503 | (08,08 | (07.01)
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have liver problems.

For more nformation, go to yww lupinpharmaceuticas.com or ca | 1-800-399-2561

Wnataro e muumumx inmelfrin irocioride o ande rolaseales?

Actve Ingredient: 500 mg or 1000 mg of me HC

st mradint £ oot s s methacrylate copolymer, col oidal siican dioxide, dibutyl sebacate,
ypromellose, magnesium stearate, microcrystaline celulose, povidone and tal. Metformin hydrochloride extended-
re ease t bets 500 mg and 000 mg tablets both utiize advanced, polymer-base, oral d ug delvery systems, which
alow de very of metformin HC! 1o the upper G tract,

Whatis type 2 diabetes?

bady does not thein ur body produces
does not work as we | as t should. Your bady can also make too much sugar. When this happens, sugar (olucose) buids
up i the biood. This can lead to Serious medical problems.
‘The main goal of treating diabetes is o lovier your b 00d sugar to a normal evel.
High b 00d sugar can be and
Talk ta your doctor about how to prevent,recognize, and take care of ow b aad sugar (nypoglycemia), high blood sugar
(hyperglycemia), and problems you have because of your diabetes.
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