HIGHLIGHTS OF PRESCRIBING INFORMATION

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

This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

DOSAGE FORMS AND

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

Metformin Hydrochloride Extended-Release Tablets USP, 500 mg and 1000 mg *  Renal impairment (4)
Initial U.S. Approval: 1995 *  Metabolic acidosis, including diabetic ketoacidosis (4)
WARNING: LACTIC ACIDOSIS . 10 metformin “ .
Sss full prescribing information for complete boxed warning WARNINGS AND
Lactic acidosis can occur due to metformin accumulation. The risk increases with conditions such as sepsis, dehydration, *  Lactic acidosis: Warn against excessive alcohol intake. metformin hydrochloride is not recommended in hepatic impairment and is
excess alcohol intake, hepatic insufficiency, renal impairment, and acute congestive heart failure. (5.1 contraindicated in renal impairment. Ensure normal renal function before initiating and at least annua ly thereafter. (5.1)
*  Symptoms include malaise, myalgias, respiratory distress, increasing somnolence, and nonspecific abdominal distress. «  Temporarily discontinue in patients undergoing radiologic studies with intravascular administration of iodinated contrast materials or
Laboratory abnormalities include low pH, increased anion gap and elevated blood lactate. (5.1) any surgical procedures necessitating restricted intake of food and fluids. (5.2,
o If acidosis is suspected, discontinue metformin hydrochloride extended-release tablets and hospitalize the patient « Vitamin B12 deficiency: Metformin may lower vitamin B12 levels. Monitor hematologic parameters annually. (5.6)
i i (5.1) . outcomes: No conclusive evidence of macrovascular risk reduction with metformin hydrochloride or any other

antidiabetic drug. (5.8)

MAJOR CHANGES
Dosing and Administration:

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

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)

diarrhea, and nausea. (6)

To report ADVERSE
www.fda.gov/medwatch.

contact Lupin 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)

(2)
« If naive to metformin treatment, initiate with 500 mg dail. (2)
« Swallow whole. Never split, 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. (
See 17 for PATIENT COUNSELING INFORMATION, and FDA approved Patient Information
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acidosis and

esuts in prompl reversal of symploms.

Lactc Acidosis
Lactic acidosis s a ra e, but serious, complication that can ocsur due o metformin accumulation. The risk
increases with conditions such as sepsis, dehydration, excess alcohol nfake, hepatic impairment, renal
impairment, and acute congestive heart ailure.

The onset of lactic acidosis is often subt o, accompanied only by nonspecific symptoms such as malaise,
myalgias,

Laboratory abnormalitios mmu- Jow pH, nreased anion ga, and lovale oo lactate,
1 acidosis is suspected, metformin hydrochioride e tended-release tab ets, should be discontinued and the
patlnthospia iaed immediaely 15¢¢ WARNINGS and hecAuTions (51)

metiorn
and recovery CATIONS (4)
5.2 Moritoring of Renal Function

Wi tformin s substantialy ¢ creted by the kidney, and the isk of mefo minccumulation and la tic acidoss increases
vith the degree of renal impairment. Therefore metformin hydroch oid is contrandicated in patints with renal
impairment

Before niation of metformin hydroch oride and at least annually theretter, renal functon shou d be assessed and
verifed as normal In patints in whom development o renal dysfunction is anficipaed (2., eldety), fenal function

Metformin treatment should not be initted in patients 80 years of age unless measurement of creatinine clearance
function is not reduced, a these patints p

62 Laboratory Tests
Vitamin 8, concentrations

Metformin'may lovier serum vitamin 8, conce_ations. Measurement of hemato ogic parameters on an annual basis
1 advied i gatnts on melformi Iyioctorid eiendd-e e tablts and any pparentabrormalies houi be
appropriately d [Sec WARN NGS 5)

7. DRUG INTERACTIONS

70 Carbonic Anhydrase Inibitors

Topiramate or other carbonic anhydrese inhibitors (e.q., Zonisamide, acetazolamide or dichlorphenamide) frequently
decrease serum bicarbonate and induc non-anion gap, hyperchioremic m tabolic aidosis. Concomitant use of these
drugs may induce metabo c acidosi. Use these drugs with cauton in patients treated with metformin, a the risk of

1. INDICAT ONS AND USAGE

Wetformin hydrochlo ide extended-re ease tablets USP are indicated as an adjunct to diet and exercise to improve

glycemic control in adu s vith type 2 diabetes mel tus.

Important Limitations of Use

el oo s s it USP shau ot be used i patnts it | dabees o for e
ot be effective

2. DOSAGE AND ADMIN STRATION
2.1 Recommended Dosin

Metformin hydrochloride extendec-release tab ets shou d be taken once daiy with the evening meal, The dosage of
metformin hydroch oride extended-release tablets must be individualized on the basis of both e fectiveness and
tolrabilty, whi e not exceeding the maximum recommende e starting dose of metformin
ydrochiorde extended-elease tab ets in patients viho are not currenty taking metformin is 500 mg once daiy, with
he eveing sl The doss can b izl n 500 g nctnents o sooer hn exery 12 ik i igher doss of

actions.

release metformin, the patient can be swilche to metformin hydrochloride extended-release tablets once daily at the

same toal dally dose, up to 2000 mg once day.

Metformin hydroch oride extendec-release tab ets must be swal owed who e and never spit, crushed or chewed

Occasionaly the fec

3011 e sl e s (e Patlet | fomaton). 1 dose of et oo et ke

tab ot is missed, patiens should be cautioned against taking two dos 0 mg the same day. Resume dosing as

Saing o ascabing ecammendoloe 50 PATINT COUNSELING MFORAT oN(17)]

Patients treated with an insulin secretagogue or insulin
f

o tablets with an insu in secretagogue (6.0, su fonylurea)
or insulin may require ower doses of the nsulin secretagogue or nsu i to reduce the risk of hypoglyceia

3. DOSAGE FORMS AND STRENGTHS

Metformin hydrochloride extended-release tab ets, 500 mg are available as wihite to off white, oval shaped, biconvex
coated tab et debossed vith "L41" on one side and LU on the other side

Metformin hydrochiorid extended-release tablets, 000 mg are avaiab e a5 white o off white, oval shaped, biconvex
coated tab t, debossed vith "L42" on one side and *LU" on the ther side

4. CONTRAINDICAT ONS

in patients with:
« Renal impairment (e.g., serum creatinine evels > 1 5 mg/dL for men, > 1.4 mg/dL for women or abnormal
creatinine c earance), which may also resultfrom conditions such as cardiovascular collapse (Shock), acute

and seplicemia
Known hypersensitvty to metformin hydroch oride
- hateor acidosis, be teated
with nsuin
5. WARNINGS AND PRECAUTIONS
5.1 Lactic Acidosis

with a number of pathophysio ogic conditions, including diabetes mel itus, and whenever there is signiicant
>5

tmedications that may affect
Concomitant medication(s) that may a fect renal function or result n signficant hemodynamic change or may intrfere
with the disposition of metformin, such as cationic drugs that are eliminated by renal tubular secretion (see DRUG
'NTERACT ONS (7). shou d be used vith caution.
Radio ogica studies and surgical procec
Raaloge stties VoW he s of nrvesclar fodiatd cotast matrls (o &ampe, tavros urogra,
intravenous chalangiography, angiography, and computed tomography) can lead to acute a teraton of renal function
and have been associated with lactic acidosis in patients receiving metformin. Therefore, n patients in whom any such
study is planned, metformin hydrochloride should be temporarly discontinued at the time of or prior to the procedure,
and withheld or 48 hours subsequent to the procedure and reinsttuted only afer renal function has been re-eva uated
and found to be normal,

min minor procedures
ot associted wihresticled ke of food and de) and Shou notbe resarted il the patent orl ke has
resumed and renal function has been evaluated as normal,
5.3 Hyporic States
Ca dio ascular

7.2 Cationic Drugs
Caionic drugs (e.g., ami ride, igoxin, morphine, procainamide, quinidine, quinine, rantidine, tiamterene, trimethoprim,

by competing for common renal tubular transport systems. Although such Ineractions remain theoretica (except for
cimetidine), careful patient monitoring and dose aju tment of metformin hydrochioride and or the inerfering drug is
recommended in patiens who are taking cationic medications that 2 e excreted via the proximal renal tubular secretory
systom

7.3 Drugs fiecting Glycemic Control

d may lead to 0ss of e thiazides
0 ticosteroids, phenothiazine trogens phenytain, nicotin

acid, sympathomimetics, calcium channel blogkers, and isoniazid. When such drugs are administered o 2 patient

receiving metformin hydrochioride, the patient Shou d be closely bser ed for 0ss of blood glucose control. When

such drugs are withdrawn from a patient receiving metfo min hydrochiorde, the patient should be observed closely for

hypoglycemia.

. USE N SPECIFIC POPULATIONS

8.1 Pregnancy

been associated may
the drug shou d be prompt

by
When in patients on
5.4 Alcohol Intake
Aleoho s ot o ottt the fect of matornin o it e, Patents, hrlre,shul be vared
againstexcessive a cohal ntake whi  receiving metiormin hydrochlori
55 Impaired Hepatic Function
Because impal eq hepatic function has been associated with some cases of lactc acidosis metformin hydrochloride
should genera ly be avoided in patients vith clinicalor laboratory evidence of hepaic disease.
56 Vitamin,, Level

T eonrled, o sl it of immedite elease metfrmn, 3 desesse 1 subnormal vl of previously
o mal serum _itamin B,, evels, without cinical manifestations, was observed in approximately 7% of patints. Such
e, osaly e mero W, sheryon rom the 3 el tcar ol by hawey v ey
associated with o bo rapid metformin

8,, supplementation ersomen o ot O prametr o an sl s sivend 1 ptene o et
hydrochloride and any apparent abnormaities should be appropriately investigated_nd managed. Cert in individuals
(those vith inadequate Vitamin um intake or absorption) appear to be predisposed to developing subnormal
Vitamin B, leve. In these paiens, routine serum Vitamin B,, measurements at two- 10 three-year interva s may be
useful
5.7 Hypoglycemia
Hypoglycemia does not occur in patients receiving metformin alone under usual circumstances of use, b t could accur
when calorc intake is deficient, when strenuous exercise is not compensaled by ca oric supplementation, or during
concomitant use vith other Elderly, debi tated, or

to hypoglycemic effects. Hypoglycemia may be diffcult to recognize in the eldery, and in peop e who are taking beta-
adrenergic b ocking drugs.

Macrovascu ar Outcomes.
Ther have e noclfica e esablsting condusie aidenc ofmacrovssu s ducton it matformin

tissue hypoperfusion and hypoxemia. Lactic acidosis is characterized by elevated blood
mmoifL), decreased blood pH, electrolyte disturbances with an increased anion gap, and an increased lactate/
pyruvate ratio. When metformin s implicated as the cause of lactic acidosis, metformin p asma levels >5 meg/
rally found. The reported incidence of lactc acidosis in patients receiving metiormin hydrochioride is

Inm

20, trals,

including both int
and ronal hypoperfsion, oo in th <ot of mu e concomitan meticlsuroca proloms and

6. ADVERSE REACTIONS
6.1 Clinical Trials Expe

under

Wetformin was not teratogenic In rats and rabbits at doses up to 600 mg ky/day, which represent 3 and 6 times the
im rscommended human daily dose of 2000 mg based on body surface area comparison for ats and rabbits,

respectively. Houever, response, Metiormin HC|

shou d not be used during pregnancy unless clarly needed.

8.2 Labor and Delives

The safety and ¢ fectiveness of labor not human
studies

Nursing Mother
Sudes i lactating s show tha metfrni s excrted info mik and reaches v s compar b fo hase n plsma

imilar Thus, the potental
oo 86 Ot St may exist.
8.4 Pediatrc Use
Metto
pediatric patients belov the age of 8 years.
85 Gerlatric Use
of to determine

whether they respond diferently Jects. Other reported identfied o ferences
i cSponse etvean te el and younger patents. . geral dose 5 eckon for an ity patnt 10U b
cautious, usu ly tarting at the.ow end of the dosing range, reflecting the greater frequency of decreased hepati.
renal,or cariac function, and of concomitant disease or other d ug therapy and the higher rsk oflactic acidosis. (Ses
WARNINGS AND PRECAUT ONS (5)]
10, OVERDOSAGE
Mo cases of overdose were reported during metformin hyd och oride extendedre ease tablets cinica tias. it would
be expete that adverse reactions of a more intense character including epigastic discomfort, nausea, and vorniting
followed by diarthea, drowsiness, wezkness, dizziness, malaise and headache might be seen. Shou d those symptoms
persist,lactc acidosis shou d be €xC uded

tormin hydrochioride has occurred,inc uding ingestion of_mou ts reater than 50 grams. Hypogiyceria
was_reported in approximately 10% of cases, but no causal association with metformin hydrochioride has. béen
establshd. Lacic acidosis has been r2po ted in approximately 32% of metformin overdosa cases_(Sec WARNINGS
AND PRECAUT ONS (5.1)] Metformin is dilyzab e with a clearance of up to 170 mLimin under good hemodynamic
condiions. Therefore, hemodialysis may be useful or remova of accumulated drug from patients in whom metformin

fadrug cannot
in cinical practice.

in'the clinical trials of another drug flect

11, DESCRIPTION

., over 000 metformin
hydrochloride extended- e ease tablets - 500-2000 mg/day in active-contro led and placebo-controled studies with the

concomitant medications. Patients with congestive heart failure requiring arculary
wh d b hypopertusion and by du o unstale o acut e, o at ncreased sk of et
sk o

acidosi
lactic acidsis mlv‘ therefore, be significantly decreased by nwulav mnmmnnu of renal function in are mmn
metformin hydroch oride. n paricular, treatment of the elderly shou d be accompanied by careful moniloring of
venal functon. Metformin hycrochloride treatme 1 should nol be Iitated In any paten uness messurement of
creainine clea

dehydration, or sepsis.
toclear actate,

generally be avoided in patients with clinical or laboratory evidence of hepatic impairment. Patients shou d be

cautioned against excessive alcohol infake when taking metformin hydrochloride, because alcohol poteniates the

noral
of type 2 diabetes. Metiormin tchemical
or pharmaco ogicaly elated to any other classes of oral antinyperglycemic agents. Th structural formula of mefformin

1 the 24-weok monotherapy tial comparing metformin hydroch orde
metformin, serious adverse reation were reportd in 3.6% ( 9/528) of the metformin hydrochioride extended-12 ase
{ablts troate patints compared t 2.9% (/174) of the patient reated with immedate-olase motformin. In the ago-
onto sulfony urea study,patients eceiving background lyburide terapy e randomized 0 receive add-on ealment
o eithr one ofthree diffarent regimens of meformin hydrochiorids etended-reease tabets or pacebo. In otl, 431
patents received metfomin hydroch orde extended-e ease tablets and glyburide and 144 patiets received placebo
and glyburide. A serous adverse reacton vias reported i 1% (9 431) of the metformin hydroch orde extended-
1o ease tablts and glyburid treated patients compared 1o 1.4% (2/ 44) of th placebo and glyburide treated pations.
Whar et o the morohasy ndsn o o il a5 e o, h ot ety

o system organ class were gastointestinal disorders

ddition,
prior to any intravasclar radiocontrast study and for any surgical procedu @ necessilating restricted intake of food
ol Use nI topiramate, a carbonic anhydrase inhibitor, in epilepsy and mlqﬂlne prophylaxis may frequently
endent m tabolic acidosis (In control ed trals, 32% and 67% for adjunclive treatment in adults and
pediarc pates, especively, and 15 1o 25% o monoleapy of ¢plepey, with derease I serum icarhanae o
Tess than 20 mEq/L; 3% and 11% for adjunctive treatment in adults and pediatrc patents, respectively, and 1 10 7%
for monotherapy  { epilepsy, with decrease in serum bicarbonate 1o less than 17 mEg/L) and may exacerbale the
1 12.5 CLINICAL

%)
I o o i fyirochoride extended-12ease ablets e patients compared 10 0% of patients not treated
with metformin
patients compared 10 0.5% of patients not treated with metformin hydrochlo ide). Only 2 serious adverse reactions

tablets treated patent
Adersa resctonsrportednetr 1 s of s et with i by

HaC

N-C-NH-C-NHyeHCI

/

H:C NH  NH

Metformin HC! s a white to off-white crysta line compound with a molecular formuia of C.H, N.+HCI and a molecular
welght of 65.63. Metformin HCI i freey solub e i water and is practica y insoluble in acetons, ether, and chioroform.
T oKa o motormin ks 124. The pH of 1% saveos solon of metlomi ycroconde i 6.6, Metomin

ase tablets

g or 1000 mg of metformin

risk of metformin-induced lactic acidosis. [See 7.1 CLINI

Fespialon dies, creasin somolenc, ad novpetile abdominl disess. Thrs may b sssoatsd
hypothermia, hypotension, and resistant nullylrm‘llnmm with more marked acidosis.

Patients should be educated to promptly report g shoud tey aceur. 1 p e, melormin
ydracioido shoud be wihraw ntl i s i o S o o rolyles, ketones, b ood glucose.

s placabo and gyburide qmun e hown n T

500
H Exch it comais oo mttacrte caplyme,colokl son Gid, Gbun ebacate, mpromel o6,
magnesium stearate, microcrystaline cel lose, povidone ant

no7°
nqv mswmmua\mn of smdv medication compared to no patients in the placebo and glyburide group.

Emegent Adverse Rescons oo ed >5% of Patients for the Combined Metformin
Nvﬂmnla ide Extended-Release Tablels Groups Versus Placebo Grouj

USP dissolution test for is pending
Metiormin hydroshioride extended-release tablsts USP, 500 and 000 mg t bets both utize polymer-based, ora drug
delivery systems, which allow de ivery of metformin KCI to the upper gastrointestinal (61) tract

12. CLINICAL

Metformin is a biguanide that improves glucose tolerance in patients vih type 2 diabetes, owering both basal and

in decreases hepatic glucose production, decre ses intestinal absorption of
gucose, and improves insulin sensitty by increasing peripheral lucose uptake and utiization. Metfo min does not
produca hpodiania i ptrs Wil e 2 dsbets of i ety sublects st in pacil st s, s
WARKINGS AND PRECAUTIONS 45)1 and does not cause hyperinsulinemia. With metformin therapy, insulin secretion

blood pH, lactate levels,
re unikely o Wetomin Hyirocharde £ ndet lesss P acebo- Biyburde 12.1 Mechanism of A tion
recur. Levels Iybu
of ™ =431 postorandial plasma
ydrochloride do not necessarily indicate may be explainable by Hypoglycema 7% 9%
ity alacoit, o tchnea ro o n say ¢ handiog, | iorios 25% 56%
Nausea 67% 2%

(ketonuria and ketonemia). Lactic acidosis is a medical emergency that must be treated in a hospital sefting. In a

general supportive measures promptly instituted. Because metformin hyd och oride i dialyzable (with a clearance
of up 1o 170 mL min under good hemodynamic conditions), prompt hemodialysis s recommended to correct the

— Reference ID: 3069230

o 2oy o s Wk o006 oy il e

* AR's that were more common n the metformin hydrochloride extended-releass tablts treated than in the placebo-
treated patients

500 mg and 1000 mg

Metformin Hydrochloride
Extended-Release Tab els

UsP,

221224

123 Pharmacokinetics
Absorption and Bioavai abilt

Fol wing a single oral dose {000 mg (24500 mg tablets) metiormin hydroch oride extended-elease tab ets afer a
meal, the time 1o reach maximum plasma metformin congentration (T,,) is achieved at approximately 7 10 & hours
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In both single and mu iple-cose studiesin hea thy subjects, once daiy 00D mg (X500 m tablet) dosing provdes [ piasma Glucose (mgidL] = have congestive hear faluro that requires treatments with medicines
equivalent systemic exposure, as measured by area-under the-curve (AUC), and up 1o 35% higher C, , of metformin = drinkalotof acoho (very often or short term “binge” drinking)
g twice daily Ll 175 179 170 172 « get dehydrated (ose a arge amount of body fluids). This can happen if you are sick with a fever, vomiting,
eal Basel ne. 190+ 10 1923+ 0 184210 9711 or diarrhea. Dehydration can also happen when you sweat a lot with activity or exercise and do not drink
S o et ey s o 0 104 s 1 = T o ot
proportional increase in both AUC and C, i fat meals increased the (s measured | Mean Change = SE at Final Vist 39 8214 4218 325 « have ce tain x-ray tests with injectable dyes or contrast agent
by AUC) from metformin hymocmanﬂ: exlendeﬂ re ease tan ets by about 38% and 73°% tively, elative w !as\m“ Mean Difference  SE from Metformin IR hill 0+4 10+4 NA *  havesur
Both measpmmnnen metformin T, by approximately 3 hours but G, , was ot afected. 95% Cl for D flerence (5.2 (8,9) (19,1) * havea heartattack, severe infection, or stroke
nas e o i1 Wt & o e  tnt s ot
500 mg. Iamms under fed conditions based on equivalent C,, , and AUCS for the two formulations. . letfo min_hydroch oride cxlcnﬂm release tab vts are a Dmsmmmn mcmcmc that contains metformin
Distribution N 176 180 n 73 with diet ar
‘The app rent volume of distribution ( F) nV ‘metformin fol owing single oral doses of BSD mg immediate release Basel ne 88237 90537 87.7+37 887439 . Matfo H
T DU S DU KUY B T 2 Vet s s s 4 s L B s (i
oo oy ko it ok s 050 St o 3 K bt
state plasma cnnben"aﬂuns uv mennrmm are reached within 24 to 48 hours and are generally < 1 mpg/mL During Mean Difference + SE from Metformin IR | -0.1+04 02204 03:04 WA Itis not known if metformin hydrochloride extended-release tablets are safe and effective in children younger than 18
vels didnot | 95% Cl for D fference (09,07) (06,09 (10,05) years 04,
e oot
s et o Dl B, e, Pl roup Sty G e Sty sy, 4 Tty ot et e
E tended Release (M-ER) Tablets in Combination with a Sulfonylurea (SU) and SU Alone in the Management of ¥
" ot e e iy oo

does not. in humans), nor iy weton ool
studies vith extendedtrelease metformin tab ets have not been conducted.
Excretion

Renal ¢ earance is approximately 35 times greater than creatinine clearance, which inicates that tubular secreton is

ihe mlor rout of matormin o miratn.Fooving 1l amintatn,appromatly 9% of te bsorted o s
4 hours, ith a e

blood, the enmmannn s zvvmxlmate\y 175 hours, sudgeeing i e nthrasia s may b3 cnmnanmem

of istributi

124 Slmmc Populations

Renal mpairment

0 modere o)l s on s rcin o s, he ol il of mtomi 0
decreased by 16% see etformin peak
and 6 % greate, impaired and 74% and 2.36 fold greater in
muﬂera(e venal impaired patients as cumwwd to hea thy subjects
etformin in patients with renal impairment increases the isk for actc acidosis.
Ve grocre endsdmosse ablets e conrde I ptns vith el Ipaimen. (S
.2)]

Patients with Type 2 Diabetes Mellitus
0 a double-biind, ranﬂomved paceb-conio o (b séan) koo il gatlrts wih e 2 dmbeles
4), o

oetormin, s fonrea, Apha-uccsdaso bt i anedores o ‘megiinis, o el wih camtpaton
therapy consisting of metformin/glyburide at doses up to 000 mg metfarmin + 0 mg gyburide per day (or equivalent
o5 o P o ¢ mpl 16 up 0 he masmur hrapeuic ose (= 51) wars el 1 pats wete
stabiized on glyburide for @ 6-week run-in period, n randomized 10 1 of 4 treatments: placebo + glyburide
(glyburide a one ; metiormin hydrochloride extended-re ease tablets 500 mg once a day + glyburide, metformin
hydrochloride extended-  ease tablets 2000 mg once a day + lyburide, or metformin hydroch oride extended-ro ease
tablets K

fol owed by a 21-week maintenance treatment phase. Use of insuin nd oral hypoglycemic agents other than the study

drugs were prohibited. The diference in the change from Baselne in HbAfc vels betwen the combined metformin
irochloride extended-re ease tablets + glyburide groups and the glyburide only group was statistically swnmcanl at

ek 24 (p< 001). The changes in gycemic

“+glyburids groups vere comparabe

Table 5: Mean = SE Changes from Baselne f Fina Visit in HoAc, Fasting Plasma Glucase and Body Waight for

the etformin Hydrochloride Extended Release Tab els/Glybuide Groups and Placebo/Glyburide Treatment Group

(8econd 24-Week Study)

« are alergic to the metformin hydroch oride in metformin hydrochiords extended-elease tablets or any of
W nrcents i mat i ydrocloride enda s talet. S th nd of s et o st of
ingredients in metformin hydrochloride exten

« you are going o get an ijection of dye or plersty oot o ray procedure, metformin hydrach oride
extended-release tablets wi | need to be stopped o a short time. Talk to your doctor about when you should

stop fen you shou d tart metformin hydroch oride
See “Whatis e [

ydrochioride extended-release tablets

e oo st oo o o dabacktocioss (increased ketonss in your blood or

urine),

tshou d | tell my g metformin
Before you take metformin hydroch oride extended-release tablets,tell your doctor if you:
« have type 1 diabetes. Metformin hydrochloride extended-release tablts shou d not be use to treat peaple
with type 1 diabetes.
= have a history or rsk for diabetc ketoacidosis (nigh evels of certan acids, known a5 ketones, in the biood
o urin). Metformin hydrochloride extended-release tablets Should not be used for the treatment of iabeic:

Ketoacidosis
have kidney problems
b

‘Hepatic Impairment Parameter Metformin Hydrochloride Extended-Release. Placebo/ «  have liver prob ems
No pharmacokinetic studies of metformin hydroch oride extended-re ease tab ets have been cnnﬂumﬂ in subjects with Tab els + Glyberidy Glyburide* ® have heart prob ems, including congestive heart falure.
lactic 1500 mg QD 1000 mg BID | 2000 mg QD (n=144) « drink a cohol very often, or drink a ot of acohol in short term (binge) drinking
o allo i oo sonat-rs Gt ol recomendd n ptts wih npatc Impalrent (n-144) =141 | (=14 T kNI condton
(ec WARNINGS AND PRECAUTIONS (5.5 TR0 o ey oher et sonduors
ot ) *aregrognnt or lamin o become grognant. 17t koun f e o tonde el
Ceriatries b 36 % 7y Tar tablets can harm your unborn fyou are pregnant, talk with your doctor about the best way to control
and G, , is increased by 76%, Baseline. 79+01 78:01 7701 81+0.1 . Your blood sug r while you are WW"EN Itis not known if
compared {0 helh young subjsts. From teso daa i appars rat e change n "w"ww" harmacoknetcs wifl | Grang  SE vt | 0701 08:01 07201 0101 passes im0 your breast milk. Tak with your doctor about the best vay 1o foed your baby whie you take
agi ity ot by argen et e i tints of e et
y age e (o VARNNGE ANy | Mean Diferance -  rom 0801 es0r Y " metfo min hydrochloride extended-2 ease tb fs.

PRECAUTIONS () and nnsAnE AnnAnmmsmmnu @n Glyburide Alone Tell your doctor about all the medicines you take, including prescription and nonprescription medicines, vitamins and
Gender 95% Cl for D fference. (-1.0,-06) (1.1,-0.7) (-1.0,-06) herbal supp ements. Know the medicines you take. Keep a list of them to show your doctor and pharmacist. Talk to your
In the pharmacakinetic studies in healthy volunteers, there viere no \mpnnam nmeums lwlwezn male and female [ p-va ue for parwise compar son <0001 <0001 <0001 doclav he’ow you
sublcts wih respect to mefformin AUC and 1, However, G, for m tformin was 40% hher in fema e ubjcts as : in it reda s et may e he vy e mains wer, and ot mces may
Compate 0 s T gendrdifeence o &5 unel ¢ oy mporian. Smiary. inconoled sl | 500 Pl Gl (gl o et oo g 0 o
wo pe 2 dabetes, N @ a % 1 How should
in males an fema . Sasaine 815 25 5955 Toass + Takemefomin ycociard aonde o o freos RT—
Race - o et Shoud betaken 1 timeper day wih your evening meal
There were no definitive conclusions on the differences between the races with respect to the Mean Change « SE at Final Visit M4 ELEL] 924 LELS . Swnluw ‘metformin hydrochloride extended- rc\casu tablets whole. Do not crush, cut, dissolve, or chew

Wean Diference = S from metfo min hydrochloride exiended e case tl

202149 #12:409 249249 A

Glyburde Alone + Tl your dactoryou cannl sl et whns.Your doctor mayprestea dfrnt modle for

95% 1 for D flerence (39.20) 1.2 %, 5)
be clinically important. In control ed c inical studies of metformin hydrochloride in patients with type 2 diabetes, the . Ynu may ‘sometimes pass an inso uble so t, hydrated mass in your stools (bowel movement) that looks like

blacks (n = 51) and Hi (n=24). P-va be for painviss compar son <0001 <0001 <0001 s. Itis nnvmalmsze this in your stool.
Pediatrics Body We gnt (kg) . Wnen jour body is under some type of tress, such as fever, trauma (such as a car accident), infection, or
Yo pramacfinet i fo st ofmefomi o i etendeelse s et st are [ W o I [ s e ot of s st o e Iy change. Tyt dotar it vy 1y e
availab e.
125 g neracton Baselne 8342112 037:112 ©9:112 | %6280 . Yo ﬂnmv St o blod s o chuck o el vour Koy 0 e e workn o o nd g g
Specic nhavmacnkmnt g s on s e oo endd s i v rovan (Mo v - SEs PV |03+ 1.1 [XISE] 0: 11 0710 b
e e S o . ook ot e wih g 0n s, 0 g Your o sugar v
L o " e Dt 04205 06205 07205 A anﬂyauvhemaqobmAC
fable on P asma Metformin Iyburk *  Folow your d that is too Talk to your do tor
Goomet e 95% 1 for D flerence (15.06) 17,04 18,03 o See
ose of - ‘extended-release tablets?"
Coadministered Drug |  Coadministered | Dose of Metformin' 'No effect = 1.00 pva e for son 040 0230 0% 0 youto.
oy’ ~~ Glyburidevas adm nsered 25 10 mg a reakastand 5 mo at dimer . lood sugar e

A24-week, doube biind,

If you' miss 2 dose of metformin hydrochloride extended-release tabets, resume dosing according to
schedule.
« It you take too much metformin nyﬂm:n oride extendeg-elease tablts, callyour doctor, o go to the nearest

ic means
4. Metformin hydrochiorde extended-re ease tabets, 500 m
e it wi toplamats 00 mo vy 12 hours and mtormin 500 mg vy 2 hours; AUG = AU,

Table

Geamelric Mean Ratio

Dose of (o with witot coaminisead g
Drug"
o d ihe 10 owing
Gyburide ng 500 mg” 75 06
Furosemide ng a50mg &7 055"
[Wiegipine mg oy 3 T
Propran ol ng a50mg o 0
Touprofen W00ng 0mg o7 Tor
Cmetdne 400 mg 850 mg 95" 1.
1Al metformin and coadm istered drugs viere gven s sing e doses
2. AUC = AUC

. Fatlo o afinet means, v e o ifornce <005
AUC, , hr reported

o1 rEport

4§ R ot et mans

13. NONCLINICAL TOXICOLOGY

181 Curioptases, eagotat, Inpamen o oty

Long tom carinogerily st aveben o in Sprague Daw ey rats at doses of 50, 300, and 450 mgkg/

day in males and 500 ans 200 iy o Thess dosos ars apromath 2.1 s & s 1

e 3724 16 i el o o st v dally dose of 2000 my based on

body surface a éa compar mae or female rats. A
o evid

@ o

of ca cinogenicty was observed in ma e or female mice.
Genotoxicity assessments in the Ames test, gene mutation test (mouse ymphoma cels), chromosomal aberrations
test (numan lymphocyts) and in vivo mouse micronucleus tests were negative. Fert ty of male o female rats was not
affected by metformin when admiistered at dose up to 600 mg/kg day, which is approximately 3 times the maximum
rccnmmcnm:ﬂ human naHy dose based on body surface area comparisons

CLINICAL STUDI
Vetomin hyd och o i endd-l s0 tabets have boen sudd 35 mon therapy and in combination with a

o d e o Towing was conducted in patens with faled Patots
Giyour de ng S0y 0% [ vandomizd to receive metformin plus nsulin achieved a mean reduction n HOA,, 02 1.56%
Furasemide ng 50 mg 05 128 rducn 10, i o by 11 s e, Ths et 1 e cnmmlw saiiovd almcvmal sudy
Niedipine g 50mg 7 T visitwith 6% eSs nsu in, 93 0 Uiday vs. 110.6 Ulday
Proprano of mg a50mg o 0 p-004
o T o s o A ssond couto i, et contold sy (151 16w of andoized s 1 aronsitd it
L paients with type 2 dizbetes cantroled on nsu n for 8 weeks with an average HA, of 746 + 0.97%, the aiton of
[See metformin m intained s\mﬂarglycem\c control (HOA., 7.15 = 061 versus 6 97 = 0.62 for m tiormin plus i and
AR NG 0 PREEATIONS (30 ORUG TERACONS (1 5 s i o 550 302 i s e
Cinetdine [ wom [ ®0m ] W] ) 1 045 £ 25 20 units for metforminpus ins nand piacebo plos nuin, p 001, Inadon, i sty demonstrted
[ ) it he comtinaion of metori ps nuin reuted m edvion ooy v 1 11430 . v o1
It increase f .30 + 608 bs or placebo pus nsu n,
Topiramats T womg [ soomg [ 155 ] i 16, HOW SUPPI
T X fuhite,ovalshaped, b
g coatd fablef,debossed with “Ld * on one side and “LU" ontheofher side
3. Rato of arfimet i, oval shaped, bicon

coate tabt,debossed with “L42” on one side and “LU” on th other side
They ae supp e as ol ows:

Strength Package NOC Cote
500mg Botesof 00 68180 338-01
500mg 80 tes of 500 68180 33602
500mg Botlesof 000 68130 33603
1000 mg B0 tes of 90 68150 33909
1000 mg Botesof 00 68150 339-01
1000 mg B0 tes of 500 68180 33902

Store at 25°C (77°F ; excursions permitied o 15° to 30°C (59°to 86°F ; see [USP Contro led Room Temperature.]
7. PATIENT COUNSELING INFORMAT ON
tormaton or Patnts

room right

vn w ride e
Metormin et rde o {ended-rlease tables gan caus s fous i efct, inclutin
See e mas importa! Inlormalion | should know abow itiornin pytrocharie ¢ tended-
rotiutictols

medicine that can cause low b 0od sugar, such as su fonylureas or insulin, you have a higher isk of having
Tow blood sugar. Te  your doctar if you take other di betes medicines. 1f you have symptoms of ow blood
sugar, you shou d check your b 00d sugar and treat if ow, then ca | your doctor. Symptoms of ow biood

sugar inc!
o shaking

o sweating

o rapid heartbeat
o changeinvison
o hunger

o honsae

o changein mood
Common side e fects of metformin hydrochioride
mia

ended-release tab efs include

diarthea
nausea

upset stomach or stomach pain

Taing o oot sl et vt your v el an flp ks s common somach
side effects of metformin ch problems,

tellyour dmmv Stomach pmhlems mm Statlte,during treatment may b a sign o something mre serious.

Tell your doc

Tell your ﬂncwr ifyou have side cnms wtvatrer You or that do not go avay.

Paters hou b rformaf he poenal sk and s of mtomin oo xnderoase 715 4 e 11 tmetormin For
tab ets and ‘ask your doctor or pharmacist.
Call your doctor for dy bout side effects. You may 1o FDA at 1-800-FDA- 088.

testing of
A c. During periods of stress such as fever, trauma, o oo gy, meion gt may
changean ptint houdbeadied sk medl adice pramoy.

. e [ as noted n the
o rochor donob s bt sacons, Shoud b epand 10 T, atns should
be_duised to discontinue metformin hydrochloride extended-release tab ets immeiately and to promptly
oty thic e thpractnr i uregind byporveniston, ma 0 e, sl orncionce,

metformin hydrochioride

oxondec10ass RO, Qsiinesing mpIOMS, wlich ro conmon durmq ntaton of metomin

«  Store at 25°C (77°F ; excursions permitted to 5° to 3020 (59" to 86°F ; see [USP Contro led Room
Temperature]

of the
General feand e fective

Medicines are sometimes prescribed for purposes other than those lsed in a Patient Informationeafiet. Do ot use
mmmmm lvydmnmmme extended-release tablets for a condition for which it was nt prescribed.

herapy, are un el o recur. Later occurrence of
or other serious diseas

« Patients shou d be advised to notfy thei hea th pracitoner or ca | the Poison Control Genter immediatsly in
st of et ot eencied e e a1 v

+ Patlet shoul b fome ahout o importanceofreglr tesing o el nction and hematologcal

par ctmentwih mefo tabet

+ Ptnts shold b snunselod agans axcossh ool iak, ihor acut ar i, whe ecsving
metormin yochondseende-ese bt

« Metformin hydrochloride_extendod-rele: e do ot usually cause hypoglycemia, a though
it may occur when metiormin nyﬂvnzmuvme oo s & v torunaron it
secretagogues, such as sulfonyiureas and insuiin.

Sufonylurea and insuln. Other formultions of metformin have been studied with ater classes of
agents,eftheras immelate o as extended re ease ta et
Double-Blind, Randomized, Parallel Group Clinical Trial to Gompare the Efcacy, Safety, and Tolerabilty of
Metornin ER (4R Tablesand Metimin (medisRelese (W) Tablt nh TreimenfTpe 2 Disetes

e litus
I mitenter, andozd,double i,
extendctelease tab efs 1500 mg once daiy, metformin hydrochloride extanded-elease tabets 500 per day in divided
dose (500 g e g and 000 o svening  metin oo xtndedsese it A

s Gl vt compr 0 Imedat s merin. 500 er iy n e doss (00 i e

morning and 000 mg in the evening). This trial enfl e patients iho wers nevly diagnosed with diabetes,
ettt anly i e & i ptts e i Sl am-dabts ot fonyres, -
glucosidase inhibitors, thiazoldinediones, or meglintide), and patens (n = 368) tecehing metformin up to 500 mg/
o e 2 oy s 3 .68 s T o 5 1 G o o G, P wh w0 o1
monotherapy or combinaton anti-diabetic therapy undenent a 6-week washout. Patients fandomized to metformin
ydrochioride extended-relase tab ets began iation from 000 mg day up to thei assigned treatment dose over 3
ek, Pt gzt Tt s 5o mflormin S0 gk aly o 1 ek olowed by S0 g
vilh breakfa tan

Wesk priod s th randomized dose Fr HOATCand st s gucos,sa a he matformin ydrochirice
et s s e s o 1 e 3 ettt etomi, Aoy ors caly
dosing of metformin hyarochioride extended-roease tabets iz 2s e fective as twice daly dosing of the immediate
o reformi omtn
Table 4: Mean inges f om Baseline to Final Visit n HBA, , Fating P asma G ucose and Body Weight for

i cushed o v, and il e v g wlors may occsonaly b lmnatd i he s 25
ydrated mass that
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PAT ENT INFORMAT ON
Tablets, m

Read the patientinfo mation that comes wih metformin hydroch oride extended-felease tab ets before you star taking

this medicine and each time you refillyour prescription. There may be new information. This nformation does not take:

e e of g wih o octor bt Jourmadial conin o esment. sk your docor of phamactfyou do

o Ketiomia Nynmzmnlme E tended-Release Tablots and Metformin
k Study)

edicine.
wnansm- nost importar tmetformin

e tended-release tab ets, including:
Lactic Acidosis. the medicine in
arare, but in'the bload) Lactic acidosis

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

d vomiting,or diarhea

o e ting you:
o have kidney Dmbems “beonl whose Keieys ar not warking proar shoud na fake metfamin

isa i the hospial
Parameter Wetformin Hydrochior de !
E tended-Release Tab ets immediate release f;;-v‘-kwnu metformin hydrochloride e tend
7500 mg once | 1500 mg 2000mg i "
daly | dvidaddoses | oncodally | dhiSes duses © v unsun 1o norma misce pin
=178) (n=182) (n=172) (n=174) u pai
I « have trouble b eat
HOA, (%) « have unusual sieepiness or sleep longer than usual
N 169 175 59 170 .
3l s nyurams an s
Basene 52503 85502 83:02 87208 - feeldizzy or ghthead
Wiean Ghange = SE a Final Vst 07501 | 07s01 | tis08 07201 . naveasnwnwmauhv hearoeat
Wean D fference = SE from Mettormin & | 00201 | 00201 | 0401 WA You
98.4% Gl for Difference (08,09 | (08,08 | (07.01)

— Reference ID: 3069230

have liver problems

people even i
vy e e,
“This Patient Information summarizes the most important information about metformin hydrochloride extended-release
tab ts. If you would like more nformation, alk with your doctor. You can ask your pharmacist or doctor for information
‘about metformin hydrochloride extended-release tablets that s i iten for health professionals.
For more informaion, go to ww.Jupinpharmaceutical.com or ca | 1-800-399-2561
Wha
R Inuvemem $00mg o 1000 m of metrni HO)
Inactive.ngredi h tablt contains ammonio methacrylate copolymer, colcida sicon dioxide, dibutyl sebacate,
ypramelios, magnesm teart, microcystl e, clulce, povidont ad e, Metlmin hdrochoide axonce:
o ease t bets 500 mg and 00D my tablets both utiize advanced, polymer-based, oral d ug defivery systems, which
low de ivry of metformin HCI 1o the upper G1 tract

Whatis type 2 diabetes?

body does nt body produces

and
gar. When this happens, sugar

up inthe blood. This can lead to serious medical problems.
“The main goal of treating diabetesis to lower your b 00d sugar o a normal level

High b 00d sugar can be owered by diet and exercise, and by certain medicines when necessary.

Talk to your doctor about how to prevent,recognize, and take care of ow b 00d sugar (hypoglycemia), high blood sugar
(hyperglycemia), and problems you have because of your diabetes.
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