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GLUCOVANCE"®

{Glyburide and Metformin HCI Tablets)
1.25 mg/250 mg; 2.5 mg/500 mg; § mg/500 mg

DESCRIPTION

GLUCOVANCE® (Glybunde and Metforrmn HCI Tabiets) contains two oral aminyperglycemic drugs
used n the management of type 2 diabetes, glybunde and metfarmin hydrachioride.

Giyburide is an aral antihyperglycemic drug of the sulronylurea class, The chemical name for gly-
bunde 15 1-[[p-{2-(5-chi Bl Ifonyi]-3-cyclohexylurea. Glyburide is a
white to off—whwe crystailine compound witha molecular formula of CyHpCIN;QsS and a molec-
uiar weight of 434.01. The glyburide used i GLUCOVANCE has a paricle size distribution of 25%
undersize value not more than 6 pm, 50% undersize value not mare than 7 - 10 pm, and 75%
undersize value not more than 21 um. The structural formula is represented below:
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Glyburide

Rx only

Metformin hydrochlande is an oral anuhypelgtycemtc drug used in the managema'lt of type 2 dla~
betes Metfonmn hydrochlaride (N, A
not ck gically reiated to suifonylureas, th I or a-gh

inhibitors. It 1s 2 whue to off-white crystalline compound with a molecular formuta of CHy,CiNg
{monochydrochioride) and a molecular weight of 165.63. Metformin hydrochtonde is freely soluble in
water and is practically insoluble m acetane, ether, and chioroform. The pKa of metformuntis 12.4. The
pH of a 1% aqueous solution of metformin hydrochionds 1s 6.68. The structural formula 1S as shown:
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Metformin Hydrochloride

* HCL

GLUCOVANCE is avaflable for oral i ion i tablets g 1.25 mg giyburide with
250 mg metformin hydrochlonde, 2 $ mg glyburide with 500 mg metformin hydrochloride, and
$ mg glyburide with 500 mg metformin hydrochioride. ln addition, each tablet containg the follow-
ing inactive ingredients: microcrystalline cell llose sodium, and magne-
sium steerate. The tablets are film coated, which prowdes color differentiation.

CLINICAL PHARMACOLOGY

Mechanism of Action

GLUCOVANCE combines metformin hydrochioride and glyburide, two antihyperglycemic agents
with complementary mechanisms of action, to improve glycemic control in patients with type 2
diabetes.

Glyburide appears to lower dlood acutely by 1g the release of insulin from the
pancreas, an effect dependent upon functioning beta cells in the pancreatic islets. The mechanism
by which glyburide lowers bload giucose during long-term administration has not been clearly
established. With chronic administration i patients with type 2 diabetes, the blood glucose lower-
ing effects persists despite a gradual decline in the insulin secretory response to the drug. Extra-
pancreatic eflects may be involved in the mechanism of action of oral sulfonylurea hypoglycemic
drugs.

Metformin hydrochloride s an antihyperglycemic agent that mpmves glucose tolerance in patients
with type 2 diabetes, iowenng both basal and postp { plasma gl . hydrochio-
nde decreases hepatic glucose prod i absorption of glucose, and
improves insulin sensitivity by i mc:easmg peripheral giucose uptake and utilization.

Pharmacokinetics

Absorption and Sioavaability

GLUCOVANCE

in bioavatability studies of GLUCOVANCE 2.5 mg/500 mg and § mg/S00 mg, the mean area under
the plasma concentration time curve {AUC} for the glyburide component was 18% and 7%, respec-
tively, greater than that of the Micronase® brand of glybunde coadministered with metformin, The
glybunde component of GLUCOVANCE v.herefore, i ot bioequivalent to Micronase®. The met-
formin component of GLUCOVANCE is bioeq o with giybunde.
Following administration of a single GLUCOVANCE 5 mg/500 mg tablet, with elther a 20% glucose
solution or a 20% glucose solution with food, there was no effect of food on the C, and a relatively
smali effect of food on the AUC of the glybunde companent, The T, for the glyburide component

1500 my, and 850 mg to 2550 g, indicate that there is a lack of dose proportionality with increas-
ing doses, which is due to decreased absorption rather than an aiteration in elimination. Food
dacreases the extent of and slightly delays the abserption of metformin, as shown by approxi-
mately a 40% lower peak cancentration and & 25% lower AUC in plasma and & 35 minute prolon-
gation of ume to peak plasma 1 of a single 850 mg tablet of

tormin with food, ¢ to the same tabiet slvengm administered I'asting The clinical rele-
vance of these decreases is unknown.

Distribution

Glyburide

Sulfonylurea drugs are extensively bound to serum proteins. Displacement from protein binding
sitas by other drugs may lead to enhanced hypoaglycemic action. in vitro, the protein binding exhib-
ited by glyburide is predominantly non-ionic, wheress that of other sulfonylureas (chlorpropamide,
tolbutamide, tolazamide) is predominantly ionic. Acidic drugs such as phenylbutazone, warfarin,
and the ioni¢-binding sulfor from serum proteins 1o a far greater extent
than the nan-ionic bmdmg glyburide. It has not been shown that ths difference in protein binding
results in fewer drug-drug interactions with glyburide tablets In clinical use.

Metformin hydrochioride

The app voiume of dl {(V/F} of flowing single oral doses of 850 mg
averaged 6541358 L, Metformin is negligitly bound to plasma protemns. Metformin partitions into
erythrocytes, most fikely as a function of time. At usual ciinica! doses and dosing schedules of met-
formin, steady state plasma conc ns of are hed within 24-48 hours and are
generally <1 pg/ml. Dunng conwrolied chinical trials, maximum metformin plasma fevels did nat
exceed 5 png/mi, aven at maximum doses.

Metabolism and Etimination

Glyburide

The decrease of giyburide n the serum | o( normal healthy mdeuals |s bvphasrc. the terminal half-
life is aboul 10 hours. The major of glyburide is the 4 yaroxy A sec-
od the 3-ci derivative, also occurs, These i

no sigrificant hypoglycemlc action in humans since they are only weakly active (1/400"' and RIL
as active, respectively, as glyburide) in rabbits, Glyburide is excreted as metabofites in the bile and
urine, approximately 50% by each route. Tnis dual excretory pathway Is qualitatively different from
that of ather sulfonylureas, which are excreted primarily in the urine.

Metformin hydrochioride

Intravenous single-dose studies in nonmal subjects demonstrate that metformin is excreted
unchanged in the urina and does not undergo hepatic metaholism {ro metaboites have been iden-
tified in humans) nor biliary excretion. Renal clearance (see Table 1) is approximately 3.5 fimes
greater than creaunme Clearance, which indicates that tubular secretion is the major route of
metformin 90% of the absorbed drug is
eliminated via the renal route within the first 24 hours, vath a plasma elimination haif-ife of approx-
imately 6.2 hours. In bicod, the elimination haif-life is approximately 17.6 hours, suggesting that the
erythrocyte mass may be a compartment of distribution.

Special Populations
Patients With Type 2 Diabetes
Multiple-doss studies with glyburide In patients with type 2 diabetes demonstrate drug level con-
centration-lime curves similar to single-dose studies, indicating no bulldup of drug In tissue depots,
Inthe presence of normal rena! function, there are no singte- or multiple-d

of patients with type 2 diabetes and normal subjects (see
Table 1), not is there any accumulation of metformun 1n either group at usual clinicat doses.
Hepatic insufficiency
No pharmacokinetic studies have been conducted in patients with hepatic insufficiency for either
glyburide at matforrnin.
Renal insufficiency
Ngir ian is available on the ph aof glyburide in patients with renal insufficiency.
In patients with decreased renal function (based on creatinine clearance), the plasma and blood hait-
life of metformin 1s prolonged and the renal cleararice is decreased m proportion to the decrease in
creatiune clearance {see Table 1; aiso, see WARNINGS).
Geriatrics
There is no 10nthe p of g| in elderly pati
Linvited data from controfled phannacoldneﬁc szudaes of metformin in healthy elderly subjects sug-
gest that total plasma cleatance is decreased, the half-life is prolonged, and Cpy, is increased,
compared to healthy young subjects. From these data, it appears that the change in metformin

wasshonenedfmm'lShowsl0275hou¢svnmfmdwnpa:edmmamtabm gth admin-

istered fasting with a 20% glucose solution. The chmcal significance of an eerlier T,,,,, for giyburide
after food is not kriown. The effect of food on the ph encs of the P was
indeterminate.

Glyburide

Single-dose studies with Micronase® tablets i namnat subjects dernonstrate significant absorption
of glyburide within one hour, peak drug fevels at about four hours, and iow but detectable levels
at twenty-four hours. Mean serum levels of glyburide, as reflected by areas under the serum
concentration-time curve, increase in proportion 1o comresponding increases in dose.
Bioequivalence has not been established between GLUCOVANCE and single ingredient glybunde
products.,

Metformin hydrochioride

The absolute binavailability of a 500 mg metformm hydrochkaride tablet given under tasting condi-
wons i1s approximately 50-680%. Studies using single oral doses of metformin tablets of 500 mg and

netics with aging is primarily accounted for by a change in renat function (see Table 1),
Meﬂormm treatment should not be nitiated n patients 280 years of age unless measurernent of
[« that renal 1S not reduced.
Table 1. Select Mean {(£S.D.) M L k ic P Following
Single or Multiple Oral Doses of Motformin
Renal

Subject Groups: Metformin Conmd® T’ Clearance
Dose? (number of subjects) {(pg/mi) {hrs) (mi/min)
Heaithy, nondiabetic aduits:

500 mg SO (24) 103 {£0.33) 2.75(x081) | 600(:132}

B850 mg SD {74)e 1.60 {z0.38) 2.64 (20.82) 552 (x139)

850 mg t1.d. lor 19 doses' (3} 2.01 (20.42) 1.79 (£0.94} 642 (x173)
Aduits with type 2 diabetes:

850 mg SD @3) 1.48 (x0 5) 3.32 (£1.08} 491 (x138)

850 mg t.1.d. for 19 doses' {9) 1.90 (£0.62) 2.01 {£1.22) 550 (2160}
Elderlys, healthy nondiabetic adults:

850 mg SD (12) 2.45 (20.70) 2.71 {21.085) 412 (£98)

T ——

Renal-i addults: 850 mg SD

Mild (CL,," §1-90 mismun) (5} 1.86 {£0.52) 3.20 (0.45) 384 (2122)

Mederate (CL,, 31-60 mL/min} {4} 4,12 (£1.83) 3.75 (£0.50) 108 (x57)

Severs {CL, 10-30 mb/mi} (6) 3.93 (20.92) 4.01 (£1.10) } 130 (£90)

3 All doses given fasting except the first 18 doses of the multiple-dose studies

b Feak piasma concentration

¢ Time to peak plasma concentration

4 S0 = single dose

@ Combinad results (average means) of five studies: mean age 32 years (range 23-59 years)
! Kinetic study done following dase 19, given fasting

9 Elderly subjects, mean age 71 years (range 65-87 years}

hClee = inine clearance normalized to body surface area of 1.73 m2




Pediatrics o X . Table 3. GLUCOVANCE as Second-Line Therapy: Si y of Trial Data at 16 Weeks
No data from pharmec studies in p b are {or either giyburide or
metforrmn. Glyburide | Metformin | GLUCOVANCE | GLUCOVANCE
Gender S5myg 500 mg 2.5 mg/500 mg 5 mg/500 mg
There is no Infonmation on the effect of gender an the ph Kinetics of glybur tablets tablets tablets
Metforrnn phannacokinetic parameters did not differ significantly in suhje;t)s ;vith or without type 2 Mean Final Dose 20mg 1840 mg umﬁ g EH] mumrg
digbetes when analyzed accarding to gender {males = 19, fermales = 18). Similary, In ¢t i = - N4 - Eg
chnical studies in patients wth type 2 diabetes, the antihyperglycemic effect of metfotmin was com. Hemoglobin Ay N=158 N4 N-154 Ne159
parabie in males and females. Baseline Mean (%) 9.63 9.5t 9.43 9,44
Race Flnal Mean 961 9.82 782 791
Ng information is available on race differences in the pharmacokinetics of glyburide. Difference from Giyburide ~1.69 -1.708
No ?tug;s gf \formi ph ; inetc p o i g 1o race ha;t: been peformed. In | Difference from Metformin -1.908 -1971a
contro inical studies of f 1 in p with type 2 di ¢ antihyperglycemi ———— s ee—
affect was comparabile in whites (1=249), blacks (1=51), and Hispanics (n=24). Fasiing Plasma Giucosa N=163 | N=152 N=160 N-=160
Baseline Mean (mo/dl) 2184 213.4 2122 210.2
Clini'c::‘ Studies Final fean 203 2338 189.6 161.1
Initial Therapy Biftes > - T
In a 20-week, double-biind, multicenter U.S. cinical tial, a total of 806 drug-nawe patients with | Dnence from Glyburide 5t 899
type 2 diabates, whose hyperglycemia was not adequately controfled with diet and exercise atone | Difference from Metformin -64.2¢ -72.72
(baseline fasting plasma glucose [FPG] <240 mg/dL., bassline hemoglobin A, [HbA,J by 7% | Body Welght Mean
and 11%), were randomized to receive initial therapy with placebo, 2.5 mg glyburide, 500 mg met. Change from Baseline +043kg | -2.76kg +0.75 kg +0.47 kg
formin, GLUCOVANCE 1.25 mg/250 mg, or GLUCOVANCE {Glyburide and Metformin HC! Tablets) Fra oA Do ‘mm ey N1 TeT5t el
2.5 mg/f500 mg. After faur weeks, the dose was progressively increased (up ta the eight-week visit} n e - -
Lo a maximurn of four tablets daily as needed to reach a target FPG of 1256 mg/dL. Trial data at 20 <% 25% 78% 24.7% 22.6%
weeks are symmarized in Table 2. 21% and <6% 35% 1.3% 333% 371%
Table 2. Placebo- and Active-Cantrolled Trial of GLUCOVANCE as Initial Therapy: 8% 8%% | 85.9% d2.2% 403%
Summary of Trial Data at 20 Weeks 2 pe0.001
Placebo ; Glyburide ; Metformin | GLUCOVANCE ; GLUCOVANCE After 16 weeks, there was no significant change i the mean HbA,,. in the patients randomized to
?_2“ mg 500 mg | 1.25 mg/250 mg | 2.5 mg/500 mg glyburide or to 1 therapy. Tr with GLUCOVANCE at doses up to 20 mg/2000 mg
tahlets tablots tablets tablats per day resuited in significant Towering of HbAy, FPG, and PPG from baseline compared to
Maan Final Dose | Omg | 53mg | 1317 mg | 2.78 mg/557 mg | 4.1 mg/a24 mg o or slone. )
Remoaiobin A Ne147 Ne142 No141 N-149 N=152 In a 24-week, double-blind, mulbcenter 4.5, clinical tnal, p with type 2 diab not ade-
globin Are - — quately controfied o current oral antihyperglycemic therapy {either monotherapy or combination
Baseline Mean {3) | 814 8.14 8.23 8.22 8.20 therapy) were first switched to apen label GLUCOVANCE 2'$ mg/500 mg tablets and titrated to a
Mean Change from maximum daily dose of 10 mg/2000 mg. A total of 365 patients inadequately controlled (HbA,
Baseline 0.21 1.24 1.03 1.48 -1.53 >7.0% and <10%) after 10 to 12 weeks of a daily GLUCOVANCE dase of at least 7.5 mg/1500 mg.
- were ized o receive add-on therapy with rosigitazone 4 mg or placebo once daily. After
Difference from . eight weeks, the rosiglitazone dose was i to a maximum of 8 mg daily as needed to reach
Placebo -0z -0.82 -1.263 131 a target mean daily glucose of 126 mg/dL or HbA, <7%. Trial data at 24 weeks or at the last prior
Difference from visit are summarized in Table 4.
Glybunde -0.24b -0.290
Difference from Table 4. Effects of Adding Rosiglitazone or Placebo in Patients Treated
Metformin .0.44° -0.490 with GLUCOVANCE in a 24-Week Trial
Fasting Plasma r
Glucose N=159 | N=158 N=156 N=153 N=154 Phriﬂbo Rgﬁ:azone
Baseline Mean GLUCOVANCE GLUCOVANCE
FPG (mg/dL) 177.2 178.9 175.1 178 176.6 Woan Final Dose
Mean Change from GLUCOVANCE 10 mg/1992 mi 9.6 1914
Baseline 4.6 -35.7 -21.2 -41.5 -40.1 €O m% mg 9 "-;% mg mg
Placetn . o™ 40.3 258 45,12 4470 Homoglobin Are. ST et
DI::er::e — s e - - Mean (%) 809 8,14
Glyburide 58¢ 45¢ Final Mean 8.21 223
Difference from Difference from Placebo® -1.020
Metformin -20.3¢ -18.9¢ Fasting Plasma Glscose N=181 N=176
Body Weight Baseline Mean (mg/ol} 173.1 178.4
Meanat;t;:ﬁx -07kg t +1L.7kg -0.6 kg +1.4 kg +1.9kg Final Mean 1004 136.3
Final HbA,, Difference from Placebo* -48.5°
D jon (%) { N=147 | N=142 N=141 N=149 N=152 Body Weight Mean Change
<% 19.7% | 59.9% 1 504% 56.4% T13% from Basefine +0.03kg 230ikg
27% and <8% | 37.0% | 261% | 20.6% 25.5% 19.1% Final HbA,, Distribution (36) Ne178 N-177
8% 429% | 181% | 19.9% 81% 9.2% 7% 13.5% 12.4%
- 27% and <8% 32.0% 38.4%
: ;:g'gg‘ 28% 54.5% 192%
< p=NS

Treatment with GLUCOVANCE resulted i significantly greater reduction in HbA,. and postprandial
plasma g (PPG) pated to glyburid or placebo. Also, GLUCOVANCE
therapy resulted in greater reduction in FPG compared to giyburide, metformin, or placeba, but the
differencas from glyburide and metformun did not reach stetistical significarice.

Changes in the lipid profile assocfated with GLUCCVANCE treatment were similar to those seen
with glybunde, metformin, and placebo.

The double-blind placebo-controlled trial described abave testricted enrafiment to patients with
HOAy <11% or FPG <240 mgfdL. Screened patients ineligrible for the first tnal because of HbA,,
and/or FPG axceeding these imits were treated directly with GLUCOVANCE 2.5 mg/500 mg in an
apen-label uncontrolled pratacol. in this study, thiee out of 173 patents (1.79%) discontinued because
of inadequate therapeutic response. Across the group of 144 patients who completed 26 weeks of
treatment, mean HbA,. was reduced from a baseline of 10.6% to 7.1%. The mean baseline FPG
was 283 mg/dL. and was reduced to 164 and 161 mg/dL after 2 and 26 weeks, respectively The
mean final utrated dose of GLUCOVANCE was 7.85 mg/1569 mg fequivalent to approximately three
GLUCOVANCE 2.5 my/500 mg tablets per day).

Second Line Therapy

In a 16-week, double-bind, active-controled U.S. clinical trial, a totai of 639 patients with type 2
disbetes not adequately controlied (mean baseling HbAy, 9.5%, mean baseline FPG 213 mg/dL)
while being treated with at jeast ope-haif the i dose of a fe.g., giyburidi
10 my, glipide 20 mg} were tandemized to raceive glyburide (fixed dose, 20 mg), metformin
{500 mg). GLUCOVANCE 2.5 mg/500 myg, or GLUCOVANCE 5 mg/500 mg. The doses of metformin
and GLUCOVANCE were litrated to 3 maximum of four tablets daily as needed to achieve FPG
<140 my/dL. Trial data at 16 weeks are summarized in Table 3.

3 Adjusted for the baseline mean difference
b p<0.001

For patients wha did not achieve adequate glycemic contral on GLUCOVANCE, the addition of

p 1o placeho,

INDICATIONS AND USAGE

in sigrificant fowering of HbA, and FPG.

GLUCOVANCE is indicated as initfal therapy, as an adjunct to diet and exercise, o improve

e 2 diab

glycemic control in p with typi
managed with diet and exercise alona,

GLUCOVANCE s ndicated as second-line thera
a sulfonylurea or metfosmin do not result n adeq
diabetes. For patients requiring additional

whose hyperglycemia cannot be satisfactonly

py when dlet, exercise, and witial treatment with

FyLe

Py, 2

GLUCOVANCE to achieve additional glycemic controi.

GONTRAINDICATIONS

control n p
inedicne may be added to

with type 2

GLUCOVANCE {Glyburide and Metformin HCI Tablets) is contraindicated in patients with,

1. Renal disesse or renal dysfunction (e.g.. as suggested by se
or ab o

[males], 21.4 mg/dL { ]

rum creatinine levels 21.5 mg/dL
) which may also resuit from con-

ditens such as cardiovascular coffapse (shock), acute myocardial infarction, and septicemia
UTIONS).

ises WARNINGS and PRECA

2. Congestive heart faillure requiring pharmacologic treatment.
3. Known hypersensitivity to metformen hydrochloride or giyburide.

4, Acute or chronic

including di

Diabetic ketoacidosis should be treated with insulin,

GLUCOVANCE should be temporanly discontinued in p

irvalving intravascalar administration of iodi

with ar without coma.

g radiologic studies

o

use of such prod-

ucts may result in acute alteration of renal function. {See also PRECAUTIONS.)




WARNINGS

Metformin Hydrochloride

Lactic Acidosis:

Lactic acidosis s a rare, but seri boli ion that can ogeur due to met-
[formin durin, with GLUCOVANCE: when it oceurs, it is fatal in

ng
| appmﬂnnuly 50% of cases. Lactic acidasis may also occur in association with a number
of pathophysiologic conditions, including diabetes mellitus, and whenever there is slgmﬁ-
cant tissue hypoperfusion and Lactic is
blood lactate levels (>5 mmol/L), decraased bicod pH, electroiyte disturbances with an
increased anion gap, and an increased hctatolpymvate ratio. When meiformin is implicated

carefully utrated to establish the minimum dose for adh iy effect, b aging is

d with i ranal fu in eidesty p icularly those 280 years of age, renat
function should be monitored requiarly and, generally. GLUCOVANCE should not be titrated 1o the
maximum dose {see WARNINGS and DOSAGE AND ADMINISTRATION). Before Initiation of
GLUCOVANCE therapy and at least annuelly thereafter, renal function should be assessed and ver-
ified as normal. In p in whom ' of renat dysfunction is anticipated, renal function
should be assessed more frequently and GLUCOVANCE discantinued if evidence of renal impair-
ment is prasent.

__...Use of concomitant medications that may affect renal function or metformin disposition —
Concomitant medication(s) that may affect renal function or result in significant hemodynamic
change or may interfere with the disposition of metformin, such as cationic drugs that are elimi-
nated by renal tubular secretion (see PRECAUTIONS: Drug interactions), should be used with

Hormin, In pmicular treatment of the elderly should be accompaniad by careful momtonngl
of renal function. GLUCOVANCE treatment shoukl not be initiated in patients 280 years of
age uniess of ma t function is not|
reduced, as these pati ptible to i idosis. In addition,
GLUCOVANCE shouid be pmmplly wuthheld in the prasem:s of any condition

as the cause of lactic fevels >5 ng/mL are generally found.
The reported inci of lactic acidosi g w hlaride js|]  caution.
very low (approximately 0.03 wsesm)oo jent-years, with app ly 0.015 fatal] ____Radiologic studies involving the use of lar iodi ials (for P
cases/1000 patient-years), Reponed casas have d pri in di fants with i langlography, angiography, and computed phy (CT)
srgnlﬁcant renat i_nauﬂlclecgy‘ e renal di and renal hypap scans with i ' T studies with lodinated materi-
often in the setting of mi ple i problams and mulﬁple con- als can lead to acute alteration of renal function and have been with lactic acidosis in
ol heart (mlum_ it feceiving CONTRAINDICATIONS) Therefore, in patients in whom any
| agement I particular t those wi!h Ie or acute cong heart flllum who are at ﬂsk such study is planned, ex.ucovmcs should be temporariy discantinued at the time of or pror to
of hypopetfusion and h are at visk of lactic acidosis. The risk of factic}] e procedure, snd withheld for 48 hours to the p ang a only after
with the degree of renal dy and the p 's age. Therisk of fac-]  renal functian has been and found to be normal.
tic aﬁ‘"’::’ may, thnteﬁ;re be 5'9"’”";“3 :::'::::: ':z' rogul eﬁrcm";m __Hypoxic states - Cardicvascular collapse (shock) from whatever Cause, acute congestive

hesrt failure, acute myocardial infarction, and other conditions characterized by hypoxemia have
been associsted with lactic acidosis and may also cause prerenal azotemis. When such events
ocewr in paterks on GLUCOVANCE therapy, the drug should be prompily discontinued.

—.Surgical procedures — GLUCOVANCE therapy should be temporarily suspended for any sur-
gical p (excapt minor procedures not associated with restricted intake of food and fiuids)

with hypoxemia, dehydration, may s‘gmﬁcaw':ttl;

and should not be restarted until the patient’s oral intake has resumed and renal function has been
luated as normat.

OF Sepsis P
fy limit the ability to clear lactate, GLUCOVANCE should g ly be aveided in p
clinical or {aboratory of h Patients should b ioned
lexcessive alcohol intake, uther acute or ehmmc. when taking GLUCOUANGE. since aicohol|
fpotentiates the effects of I un Iacnm boli in addition,
GLUCOVANCE should be mmporarlly

Alcoho! intake — Alcohol i known 1o potentiate the effect of in on lactate boli
Patients, th should be against ive alcohol intake, acute or chronic, while
recamng GLUCOVANCE. Due 1o its effect on the glucongogenic capacity of the liver, alcohol may
also i

study and for any surgical procedure (see thn FRE AlmONS

The onset of lactic acidosis often is subtle, and only by pecific symy

such as measmg I’ and pecific,
[abdominal distress. There may be sssacialod hyputhermia, hypotension, ant resistant brad-
yarrhythmias with more marked acidosis. The patient and the patient's physician must be

the risk of hypoglycemia.

—Impaved hepatic function — Since impaired hepatic has been
casss of lactic acidosis, GLUCOVANCE should g y be inp
oratory evidence of hepatic disease.

V'xtamm 8y levels — in controlled chnical wials with metformin of 26 weeks duration, a

iated with some
Ll with clinical or {ab-

awara of the possible importance of such s) s and the t shouid be i
notify the physician immediately if they occur {see also PRECAUTIONS). GLUCOVAMCE
{should be withdrawn until the situation s clarified. Serum alectralytes, ketones, blood glu-
cose, and, if indicated, blood pH, lactate levels, and even blood metformin levels may be

lavels of p ly normal serum Vitarnin By, without clinical manifesta-
tians, was observed inapp 7% of pati h d ly due to i
with By from the 8y,-i factor plex, is. very !a(ely associated with
anemia and appears to be rapldly with dj: i 1 of 1 ar Vitamin B, sup-
gic on an annval basis is advised in patients

luseful. Once a patient is stabilized on any dose. level of GLUCOVANCE, g
which are during initiation of therapy wxh metformin, are unlikely to be
urug 3 related. Later of gasty ould be dus to lactic acidosis}
or other serious disease.
Levels of fasting venous plasina lactate above the upper limit of normal bm less umn
§ mmol/L in patiants taking GLUCOVANCE do not facti
acldosls and may be explainabla by other mech such as poorly controiled d'fabetes ‘
ple handiing. {See also

Ye OF icat p
PRECAUTIONS )
Lactic acidosis should be suspmed n any diabetic patient with metabolic acidosis lacking
< of Ay >

P

Lactic acidosis is a medical Ihatmustbe dinat ital

ing. Inap
with lactic acidosis who is taking y GLUCOVANCE, the drug should be

on metfomun and any apparem abnormalities should be appropriately investigated and managed
{see PRECAUTIONS: Laboratory Tests).

—_Certain mdivnduals {those with Inadaquate vitamin By, or calcium intake or absorption) appear
w0 be d1oc ! Vitamin B,, levels. in these patients, routine serum
Vitarmin By measuremants at two- to three-year intervals may be useful.

—___Change in clinical status of wil type 2 chabietes — A patient with
type 2 diabetes praviously wek contralied on melfounm who dwelnps (aboratary abnormalities or
clinical Biness (especnaﬂy vague and poorly defined ilness) should be evalusted prompliy for evi-
dence of ketoack should include serum electrolytes and ketones, |
blood glucese and, if indtcated. bipod pH, factate, pyruvate, and metformin levels. If acidosis of
either form ocours, GLUCOVANCE mus: be stopped § ly and other appropriate corrective

ately and general supportive measures promptly instituted, Because metformin hydrochlo-
ride is dialyzable (with a clwam:a of up to 170 mismin under goud hemodynarmic
conditions), p to the is and the
accumulated metformin, Such mamgment often results in p af
and recovary. {See also CONTRAINDICATIONS and PRECAUTIONS )

¢ AL

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCULAR MORTALITY

The ion of oral hypagly drugs has been reported to be associated with
increased cardiovascular monality as compared to treatment with diet alone or diet plus

initiated (see also WARNINGS).

Addition of Thiazolidinediones to GLUCOVANCE Therapy

Hypoglycemia

Patients recetving GLUCOVANCE in combination with a thiazolicinedione may be at risk for
hypoglycemia.

Weight gain

Weight gain was seer with the addition of rosiglitazone 1o GLUCOVANCE, simifar to that reported
for thiazolidinedione therapy alone,

3 Hepatic effects
insulin. This warning is based on the study conducted by the University Group Di When 3 thiszalidinedione is used in o wath GLUCOVANCE, periodic monitonng of
”l’ﬂgfﬂ"‘ (UGDP), a g t P  trial designed to evalua "‘1: . 'S5 liver function tests should be performed in compliance with the iabeled recommendations for the
ing drugs w wil dione.
lin-~di The su.ldy invoived 823 paﬂents who were randomly . .
assigned to one of four groups (D 19 (Supp! 2):747-830, 1970). 'g{:’ggv":xg' Patients

UGDP reportaed that patients treated for Sto8 years with diet glus a fixed dose of tolbutamide
{1.5 g per day) had a rate of car 2% timos that of patients
Ureated with diet alone. A significant increase In total mmlny was not observed, buk the use
of was i based on the increase in cardiovascular mortality, thus lim-

Patients should be inf d of the p ial rsks and b of GLUCOVANCE and of alternative
modes of therapy. They should also be informed about the importance of adherence to dietary
msvucﬂons, of a regular exercise program, and of regular testing of biood glucose, glycosylated

fting the opportunity for the study to show an increase in averail . Despite
S

e interp: of these results, the findings of the UGDP study provide an

renal and her p

The risks of lacﬂc acidosis associated with metformun th and ¢ that

Y r
adequate basis for this warning. The patient should be informed of the potencinl risks and
benefits of glyburide and of aiternative modes of therapy.

Although eniy one drug in the sulL. class {t was included in this study, itis
prudent from a safety that this 9 may also apply 1o other hypo-
glycemic drugs in this class, in mw of their close similarities in mode of action and chemical
structure.

PRECAUTIONS

General

GLUCOVANCE

Hypoglycemia — GLUCOVANCE (Glyburide and Metformin HC! Tablets) is capable of producing
hypoglycemia or hypogiycemic symptoms, therefore, proper patiert selection, dosing, and instruc-
tons are impertant to aveid potential hypoglycemic episodes. The risk of hypoglycemsa is
increased when caloric intake :s deficient, when is not pensated by calonc
supplementation, or durng concormitant use with other giucose-lowering agents or ethanol. Renal
or hepatc msufficiency may cause elevated drug levels of bolh gfybunde and metformin hydrochio-
dde and the hepauc nsufficiency may also both of which
increase the nsk of hypogiycemic reactions. Eldeﬂy. deblmated, or malnounshed pauems and
those with adrenal or pn(uitary insufficiency or alcahol are p

hypogiycamic effects. Hypogiycena may be difficuit to recagnize in the eldery, and in people vmo
are taking beta-adrenergic blocking drugs.

Metformin Hydrochloride

Monitonng of renal function — Metforn is known to be substantially excreted by the kdney, and
the risk of metformin accumulation and lactic acidosis increases with the degree of impairment of
renal function Thus, patients with serum creatinine leveis above the upper limit of normai for their
age should not receve GLUCOVANCE. In patients with advanced age, GLUCOVANCE should be

: o : , 8s noted in the WARNINGS and PRECMJTIDNS sections, shouid
be explaned to patlems Patients should be adwised to discontinue GLUCOVANCE (Glyburide and
Metformin HCl Tablels) lmmedlately and 1o promptly notify their heaith pracmionar If unexplained
hyperventilation, unusual or other OCCUr.
Once a patient is stabilized on any dose level of GLUCOVANCE, gastmintestlnal sympmms. which
are common during nitiation of metformin therapy, are unlikely to be drug related. Later occurrence
of gastrointestinal symptoms could be due to lactic acidosis or other serious disease.

The nsks of hypoglycemia, its symptoms and teatmant, and conditions that predispose to its
deveiopment should be explained to patients and responsible family members.

Patients should be counseled against excessive alcohol intake, either acute or chronic, while
receiving GLUCOVANCE.

{See Patient Information Printed Below.)

Laboratory Tests

Periodic fasting blood ghicose and glycosylated hemoglobin HbA,J shouid be per-
formed to monttor merapeuuc respornse, .
initial and periodic me g of fogic eg. erit and red biood

cell indices) and renal {serum creatinine} should be p at feast on an annual basis.

While megalnb'asﬁc anemia has rarely been seen with metformin therapy, if this is suspected, Vamin

By, deficiency shouid be exciuded.

Drug beractions

GLUCOVANCE

Certain drugs tend to produce hyp lycemla and rnay fead to loss of blood ghicose control. These

drugs maﬂ%‘; the thiazides and oﬁ phenothi , thyraid products,
qgens, oral cor ic acid, sympath block-

ing drugs, and isonfazid, When such drugs are administered to a patient recelving GLUCOVANCE,

the patient shauld be closely observed for lass of biood glucose control. When such dnigs are with-

drawn from a patient receiving GLUCOVANCE, the patient should be observed closely for hypo-

gly is nagligibly bourd 1o plasma proteins and Is, therefore, less hkely to interact

”



with highly protein-bound drugs such as salicylates, sulfonamides, chioramphenicol, and probenacid

as compared to which ars ly bound to serum proteins.
Glybunde
The b I action of suifony may be p d by certain drugs including nion-

sterokiart snti-inflammatory agents and other drugs that are highly protein bourd, salicylales,
i icol, probenecid, coumarins, e oxid inhibil

Nursing Mathers

Although it is not known whether glyburide 15 excreted in hurman milk, some suffonylurea drugs are
wnown 10 be excreted in human milk, Studies in lactating rats show that metformin is excreted into
milk and reaches levels comparable to those in plasma. Similar studies have not been conducted

[=; I and
beta-adrenergic blocking agents. When such drugs are administered t0 a patient receiving
GLIUJCOVANCE, the patient should be observed closely for hypogiycemia. When such drugs are
withdrawn from a patient receiving GLUCOVANCE, the patient shotid be observed closely forloss
of plood ghuicose control.

A possibia interaction between glyburnde and ciprafloxacin, a fluoroguinolone antibiotic, has been
reponted, resuiting in 3 potentiatian of the hypaglycemic action of glyburide. The mechanism for
this interaction is not knawn.

A potental interaction between oral miconazole and oral hypoglycemic agents leading to severe

hypoglycemia has bean re this ir also occurs with the intr topi-

in nursing B the p for hypoglycemia in g infants may exist, a decision
should be made whether to e ing or to ¢ GLUCOVANCE, taking into
the smportance of the drug to the mother. If GLUCOVANCE is discontinued, and if diet

atone1s inadequate for controlling bleod glucose, insulin therapy shouid be considered.

Pediatric Use

Safety and effectiveness of GLUCOVANCE in pediatric patients have not been established.
Geriatric Use

Of the 642 patients who received GLUCOVANCE in double-blind clinical studies, 23.8% were 65 and

older while 2.8% were 75 and ofder. Of the 1302 patients who received GLUCOVANCE in open-labet
clinical studies. 20.7% were 65 and older while 2.5% were 75 and oider. No overall differences in

cal, or vaginal preparations of micanazole 1s not known.

Matformin Hydrochlorids

furosemde — A single-dose.

ide drug Ir study in healthy subjects
demc that p p of both paunds were sffected by co-
administration, F d the metformin plasma and blood Cpny, by 22% and blood
AUC by 15%, without any significant change in metforimin renal clearance. When administered with
metformin, the Cray and AUC of furosemide were 31% and 12% smialler, respectively, than when
administered alone, and the terminal half-life was decreased by 32%, without any significant
change in furosermide renal clearance. No information is available about the interaction of met.
formin and i when co- ini chronically.

.. Nifedipine — A single-dose, metiormm-nifetipine drug interaction study in normat healthy vol-
unteers demonstrated that co-adminisiration of nifedipi plasma in Coppy and
AUC by 20% and 9%, respectvely, and increased the amount excreted in the Ui, T, and halt-
life wera unaffected. Nifedipine appears to enhance the absorption of metformin, Metformin had
miruma effects on nifedipine.

——Catione drugs — Cationic drugs {e.g.. amilorids, digoxin, morphine, procainamide, quinidine,
quinire, fanitidine, triamterene, wimethoprim, or vancomycm) that are eliminated by renal tubular

1ess or safety were observad between these patients and younger patients, and other
reported clinical experience has not identified i in the elderly and
younger patients, but greater sensithaty of some older individuals cannot be ruled out.
Metformin hydrochloride is known to be substantially excreted by the kidney and because the
Tisk of sefious adverse reactions 1o the drug is greater in patients with impaired renal function,
GLUCOVANCE should only be used in patierts with normal renal function (see CONTRAINDICA-
TIONS, WARNINGS, and CLINICAL PHARMACQLQGY: Ph kinetics), B aging is
associated with reduced renal function, GLUCOVANCE should be used with caution as age
increases. Care should be taken in dose selection and should be based on careful and regular mon-
itoring of renal function, Generally, elkderly patients should not be titrated to the maximum dose of
GLUCOVANCE (see also WARNINGS and DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS

GLUCOVANCE

In doubie-biind clinical tnals involving GLUCOVANCE as itial therapy o as second-ine therapy, a

total of 642 patients received GLUCOVANCE, 312 received metformin thesapy, 324 received glyburide

therapy. ard 161 received placebo. The percent of patients reponting events and types of adverse
vents I chnical vigls of GLUCOVANCE {af swengths) as initial therapy and second-line

[
therapy are listed in Table §.

secretion fly have the p ial for interaction with in by compsting for P
renal tubular transport sy Suchi ion b 1 and oral cimet has been
observed in normal haalthy volunteers in both single- and multiple-dose, in-ci drug

interaction stuces, with a 609 increase in peak metformin plasma and whole blood concentrations
and a 40% increase in plasma and whole biood metformin AUC. There was no change in elinina-
ton heif-ife in the single-dose study. Metformin had no effect on cimetidine pharmacolinetics.
Although such interactions remain tk ical (except for cimetiding), careful patient monitonng and
dose adjustment of GLUCOVANCE and/or the interfering drug s recommended in patients who are
taking cationic ons that are via the proximat renal tubular secretory system.

. Other — In healthy the pt inetics of in and proprariolol and met-
Tormin and ibuprofen were not affected winen co-administered in single-dose interaction studies.

carci M of Fertility

No arum;l studies haveqbeen condr;cted with the combined products in GLUCOVANCE, The fol-
lowing data are based on findings in studies performed with the individual products.

Glybunde

Studies in rats with glyburide alone at doses up to 300 mg/kg/day {approximately 45 tintes the max-
imum recommended human daily dose of 20 mg for the glyburide component of GLUCOVANCE
hased on body surface area comparisons) for 18 months revealed no carcinagenic effects. In a two-
year onicogenicity study of glyburide in ruce, there was to evidence of treatment-related tumors,
There was no evidence of mutagenic patential of glyburide alone in the following @ vitro tests:
Safmonela microsome test (Ames tist) and in the DNA damage/atkaline elution assay,

Metformin Hydrochioride

Long-term carcinogenicity studies were performed with matformin alone in cats (dosing duration of
104 weeks) and mice (dosing duration of 91 weeks) at doses up 1o and including 900 mg/kg/day
and 1500 mg/kg/day, respectively. These doses are both approximately four times the maximum
recommended human daily dose of 2000 mg of the metformin component of GLUCOVANCE

Table 5. Most Commeon Clinical Adverse Events (>5 Percant} in Double-Blind Clinical
Studies of GLUCOVANCE Used as Initial or Second-Line Therapy

Number (%) of Patients -
Placebo Giyburde | Metiormin | GLUCOVANCE

Adverse Event Nu161 N=324 N=312 N=642
Upper respiratory mfection 22(13.9) 57 (17.6) 51 (16.3) 117 (17.3),
Diarhea 966 20 6.5) 64 (20.5) 109 (17.0)
fieadache 77 (10.6) 3714 003 | 769
Nauseafvomitng 062 17 6.2 3022 YT
Abdominal pain 3.7 10 3.1) 25 (8.0 44 6.9)
Dizziness T@.3) 1856 12 3.9) 35 5.5)

in a controlled clinical trial of rosiglitazone versus placebo in patients treated with GLUCOVANCE
(n=365}, 181 patients received GLUCOVANCE with rosig and 184 GLUCOVANCE
with placebo,

Edema was reported in 7.7% (14/181) of patients treated with rosigfitazone compared to 2.2%
(4/184) of patients treated with placebo, A mean weight gain of 3 kg was observad in rosiglitazone-
treated patients

Disulfiram-iike reactions have very rarely been reported in patients treated with glybunde tablets.

(Glyburide and Metformin HCI Tablets} besed on body surface area F 's. No evidl of
carcinogenicity with rr v alone was found in either mate or female mice. Similarly, there was

It controlled chinical triafs of GLUCOVANCE (Glyburide and Metformin HC! Tablets) there were o

Y

no tumongenic potential observed with matformin alone in male rats. Thare was, an
increased incidence of benign stromal uterine polyps in female rats treated with 900 mg/kg/day of
metformin alone.
There was no evidence of a mutagenic potential of metformin alone in the following m vitro tests:
Ames test {S, typhimurium), gene mutation test {mouse iymphoma celis), or civomaosomat aberra-
tions test tuman lymphocytes). Results in the i vivo mouse miicronucieus test were also negative.
Fertility of male or fernale rats was unaffected by metformin alone when admiristered af doses as high
as 600 mo/kg/day, which 1s approxi ly three times the maximurm recommended hurnan dally dose
of the metformin component of GLUCOVANCE based on body surface area comparisons

Pregnancy
Teratagenic Effects: Pregnancy Category B
Recent information strongly suggests that abnormal blood glucose levels during pregnancy are

* associated with 2 higher Incidence of congenital abnormalities. Most experts recommend that

insulin be used during pregnancy to mamtain bload glucose as close to normal as possidle.
Because animal reproduction studies are not always predictive of human response, GLUCOVANCE
should not be used during pregnancy unless clearty needed. (See below)

gly o requd dical intervention and/or pharmacologic therapy; all events
were managed by the patients. The incidence of rep VL of hypoglycemia (such
as i g, and hungey), in the initial therapy trial of GLUCOVANCE are
summarized in Table 6. The frequency of hypoglycemic symptoms in patients treated with
GLUCOVANCE 1.25 mg/250 mg was highest in patients with a baseline HbA,, <7%, lowar in those
with a baseline HbAy. of between 7 and 8%, and was comparable to placebo and metformin in
those with a baseline HbA,, >8%. For p witha ine HbA¢ of b 18% and 11% treat-
ed with GLUCOVANCE 2.5 my/500 mg as mitial therapy, the frequency of hypoglycemic symptoms
was 30-35%. As second-line therapy in patients inadequately conirolled on sulfonyiurea alane,
approximataly 6.8% of gl patients treated with GLUCOVANCE experienced hypoglycemic symp-
wams. When rosiglitazone was added to GLUCOVANCE thevapy, 22% of patients reported ohe or
more fingerstick glucose ws <50 my/di. 10 3.3% of placebo-treated patients.
All hypoglycemic events were ged by the patients and only one patient discontinued for hypo-
glycemia. (See PRECAUTIONS: General; Addition of Thiazolidinediones to GLUCOVANCE
Therapy}
Gastrointestinal Reactions
The incidence of Gl side effects {diahea, nausea/vomiting, and abdominal pain) in the initial ther-
apy trial are summarized in Yable §. Across all GLUCOVANCE trials, Gf symptoms were the most

There are no adequate and well-controlled studies in pregnant women with GLUCOVANCE of 1its
individual components. No animal studies have been conducted with the ined p in
GLUCOVANCE. The following data are based on findings in studies performed with the individual
products.

Glyburde

adverse events with GLUCOVANCE and were more frequant at higher dose levels. In con-
trolled trials, <29 of patients discontinued GLUCOVANCE therapy due to Gl adverse events.

Reproduction studies were performed in rats and rabbits at doses up to 500 times the d
recommended human daily dose of 20 mg of the glyburide component of GLUCOVANCE based on
body surface area comparisons and revealed no evidence of imparred fertility or harm to the fetus
due ta glyburide.

Metformin hydrochioride

Metformun alone was not teratogenic in 1ats of rabbns at doses up to 600 rag/kg/day. This repre-
sents an exposure of about two and siX tmes the maximum recommended human daily dose of
2000 mg of the metformn component of GLUCOVANCE based on body surface area comparnisans
for rats and rabbits, . D of fetal ct d d a partiat
placental barrier to metformin.

Nonteratogenic Effects
Prolonged severe hypogtycemia {4 to 10 days) has been reported in neonates born to mothers who
d m

were recelving g sulfonylurga drug at the time of delivery. This has been

with the use of agents with prolonged half-lives. It 1s not recommended that GLUCOVANCE be
used dunng pregnancy. However, if i is used, GLUCOVANCE shoulkd be discontinued at least two
weeks befare the expected delivery date. (See Pregnancy; Teratogenic Effects: Pregnancy
Category B)

Table 6. = Sym; of Hypoglycemia or il i Events
in a Placebo- and Active-C Trial of GLUCOVANCE as initial Therapy
GLUCOVANCE ] GLUCOVANGE
Glyburide | Metformin [ 1.25 mg/250mg | 2.5 mg/§00 mg
Placebo | tablets tablets tablots tablets
Variable N=161 N=160 N=159 N=158 N=162
Mean Final Dose 0 ma 5.3 mg 1317mg 1 278 mg/557 mg | 4.1 mg/824 mg
Number (9%) of
patients with 531 34{213 537 18 (11.4} 6132.7)
symptoms of
hypoglycemia
Number (%) of 39{24.2) | 38(23.8 69 (43.3) 50(31.8) 62(383)
patients with
adverse events




OVERDOSAGE

Glyburide

Qverdosage of sulfonylureas, including glybunde !ablets. can produce hypoglycemia. Mild hypo-
glycemic symptoms, without loss of ¢ findings, should be treated
aggressivaly with aral glucose and adjustments in dlug dosage and/or meat pattemns. Close moni-
tonng shauld continue until the physician is assured that the patent is aut of danger. Severe hypo-
glycemic reactions with coma, sexzu:e, or other neurologcal imparment occur mfrequenﬂy but can-
stitute medical er e diate hospital IFhypoglycemic coma is diagr

or suspected, the pauent shoufd be given a rapid ir i ) of d (50%)
glucose sokition, This should be followed by a continuous infusion ‘of a more dilute {1 0%) glucose
solution at 3 rate that will maintam the bleod glucose at a level sbove 100 mg/di. Patlents should
be clasely monitared for a minimum of 24 to 48 hours, since hypoglycemia may recur after appar-
ent clinical recovery.

Metformin Hydrochiaride

Hypoglycemia has not been seen even with ingestion of up to 85 grams of metformin hydro-
chioride, athough lactic acidosis has occurred In such circumstances (see WARNINGS).
Metforminis diatyzable with a ctearance of up to 170 mlL/min under good hemodynamic conditions.
Therefore, hemodialysis may be usefud for removal of accl drug from pati in whom
metformin overdosage 15 suspected.

DOSAGE AND ADMINISTRATION

Genera! Considerations

Dosage of GLUCOVANCE must be individualized on the basis of both effectiveniess and
tolerance while not daily dose of 20 mg glyburide/
2000 my metformin. GLUCOVANCE should be given with meals and should be Inmaled at a low
dose. with gradual dose on as described below, in order to avoid hypoglycemia (argely due
o glymrue) o feduce Gl side effects {largely due 10 metformin), and to permit determination of
the minmum effective dose for adequate con!ml of hloed glacose far the individual patient.

With mital treatment and during dose blood itoring should be
used 1o e the therap D m GLUCOVANCE (Glybunde and Metformin HC!
Tablets) and to 1denuly the mimum effective dose for the patient. Thereafter, HbA,, should be
measured at intervals of approwimately 3 months to assess the effectiveness of therapy. The ther-
apeutic goal in all patients with type 2 diabetes is to decrease FPG, PPG. and HbA,; to normal
or as ngar normal as possible. ideally, the response to therapy should be evaluated using HbA,.
(glycosylated hemoglotin). which is a better indicator of long-term glycamic cantrol than FPG
alone.

No studies have been performed specifically examining the safety and efficacy of switching tor
GLUCOVANCE therapy in patients taking concomitant glyburide (or other sulfonylurea) plus met-
formin, Changes in glycemic control may occur in stich patients, with either hypatglycemla or hypo-

daily with the morning and evering meals. in order to avod hypoglycemia, the starting dose of
GLUCOVANCE should not exceed the daily doses of glyburide or metformin already Deing taken, The
daily dose should be utrated in lncrements of no mote than 5 mg/500 mg up to the Minlmum effec-
tive dose to achleve adequate contral of blood glucose or to 2 maximum dose of 20 mg/2000 mg
per day.

For patients previousty treated with ination therapy of glyburide {or another suifonylurea) plus
metformin, if switched to GLUCCOVANCE, the starting dose should not exceed the daily dose of gly-
buride (or equivalent dose of another sulfanylurea) and metfarmin already being taken. Patients
should be monitored closely for signs and symptoms of hypoglycemia foliowing such a switch and
the dose of GLUCOVANCE should be titrated as described above to achieve adequste control of
biood glucose.

Addition of Thiuzolidinediones to GLUCOVANCE Therapy

For patients not adequately controlied on GLUCOVANCE, a thiszolidinedione can be added to
GLUCOVANCE therapy. When a thiazolidinedione is added to GLUCOVANCE therapy, the current
dose of GLUCOVANCE can be continued and the thiazolidinedione initiated at its recommended

starting dase. For p g additional g jc contral, the dose of v.he thiazolidendione
can be ir d based on its 1 titration schedule, The i d glycemic control
attamable with GLUCOVANCE plus a thi may Ir e p for hypo-
glycernia at any time of day, In patients wio develop hypogly when g GLUCOVANCE
and & ion should be glven o reducmg the dose of the glybunde com-
ponent of GLUCOVANCE. As ly warranted, of the of the other campo-

nients of the antidmbetic regimen should slse be considered.

Spacific Patient Populations

GLUCOVANCE is not recormmended for use dunng pregnancy o for use in pediatric patients. The
initial and mairtenance dosing of GLUCOVANCE should beconservative in patients with advanced
age, due 10 the potential for decreased renal function in this popuiation. Any dosage adjustment
requires a careful of renal function, G elderly, debilitated, and mainourished
patients should not be titrated to the maximum dose of GLUCOVANCE 1o avold the risk of hypo-
glycemia. Monitaring of renal function is necessary to aid in prevention of metformin-associated
lactic acidosis, particularly in the elderly. (See WARNINGS.)

HOW SUPPLIED

GLUCOVANCE® (Glyburide and Metformin HCI Tablets)

GLUCOVANCE 1.25 mg/250 mg tablet is a pale yellow, ¢apsule-shaped, bevel edged, biconvex
film-coated tablet with “BMS” debossed on one side and "6072" debossed on the apposite side.
GLUCOVANCE 2,5 mg/500 mg tablet 15 a pale orange, capsule-shaped, bevel edged, biconvex
fitm-coated tablet with “BMS” debossad on one side and “5073” debossed on the opposite side.
GLUCOVANCE 5 mg/500 mg tablet is a yellow, capsule-shaped, bevel edged, biconvex fiim-
coated tablet with "BMS" debossed on one side and "6074“ debossed on the opposite side.

glycemia possible. Any change in therapy of type 2 diab should be un with care and

"’G"L'ijfgfv’;;'g;’:‘s‘",‘n"z;l GLUCOVANCE NDC 0087-xou0¢-xx for unit dose
Therapy : " N

Recammended starting dose: 1.25 mg/250 mg onca or twice daily with mesls. Glyburide  Metformin Hydrochloride Bottle of

For patients with type 2 diabetes whose | ia cannot be satisfactori d with diet (mg) (mg) 100 500

and exercise alone, the recommended slanlng dose of GLUCOVANCE 5 1.25 mglzso mg once a 1.25 250 6072-11 6072-12

day with a meal. As initial therapy in patients with baseline HbA,. >3% or an FPG >200 mg/dL. a 2.5 500 6073-11 §073-12

starting dose of GLUCOVANCE 1,26 mg/25¢ mg twice daily with the morning and evening meals .

may be used. Dosage increases should be made in increments of 1.25 mg/250 mg per day every 5 500 6074-11

two weeks up to the minimum ive dose 1 y to achi adequate oontml of hlood glu-

cose. In chnical trials of GLUCOVANCE as initial 1herapy, ihere was no experience with totaf daily ~ STORAGE

doses greater than 10 mg/2000 mg per day GLUCOVANCE 5 mg/500 mg shouid not bo used  Store at temperatures up to 25° C (77° F). [See USP Ci Room p 1}

as initial therapy due to an risk of hypogly

GLUCQVANCE Use in Previousty Treated Patients (Second-Line Therapy)

Recommended starting dose: 2.5 mg/soo mg or 5 mg/500 mg twice daily with meals.

For not ide (or another sulfonylurea} or metformin
alone, the recemmendad stamng dose of GLUCOVANCE is 2.5 mg/500 my or 5 mg/SC0 myg twice

Disp in light




PATIENT INFORMATION ABOUT R only
GLUCOVANCE"®

(Glyburide and Metformin HCI Tablets)

WARNING: A smail number of people who have taken metformin hydrochloride
have developed a serious condition calied lactic acidosis. Properly functioning
kidneys are needed to help pravent lactic acidosis. Most people with kidney
problems should not take GLUCOVANCE. {See Question Nos. 9-13.)

Q1. Whydo | need to take GLUCOVANCE?
Your doctor has prescribed GLUCOVANCE to treat your type 2 diabetes This
is also known as non-insulin-dependent diabetes mellitus.

Q2. What is type 2 diabetes?

People with diabetes are not able to make enough msulin and/or respond nor-
mally to the insulin their body does make. When this happans, sugar (glucose}
builds up in the blood. This can lead to serious medical problems including kid-
ney damage, amputations, and blindness. Diabetes is also closely linked to
heart disease. The main goal of treating diabetes is to lower your blood sugar
1o a normal level.

Q3. Whyis it important to { type 2 diat ?
The main goal of treating diabetes is to lower your blood sugar to a normal

level, Studies have shown that good control of blood sugar may prevent or
delay complications such as heart disease, kidney disease, or blindness.

Q4. How is type 2 diabetes usually controlled?

High blood sugar can be lowered by diet and exercise, by a number of oral
medications, and by insufin injections, Before taking GLUCOVANCE you
shouid first try to contral your diabetes by exercise and weight loss. Even if you
are taking GLUCOVANCE. you should still exercise and follow the diet recom-
mended for your diabetes.

Q5. Does GLUCQVANCE work differentty from other glucose-control
medications?

Yes it dees. GLUCOVANCE combines two glucose lowering drugs, glyburide
and metformin. These two drugs work together to improve the different meta-
bolic defects found in type 2 diabetes. Glyburide lowers blood sugar primarily
by causing more of the body's own insulin to be released, and metformin low-
ers blood sugar, in part, by helping your body use your own insulin more effec-
tively. Togethey, they are efficient in helping you achieve better giucose control.

Q6. What happens if my blood sugar is still too high?

When blood sugar cannot be fowered enough by GLUCOVANCE your doctor
may prescribe injectable insulin or take other measures to control your dia-
betes.

Q7. Can GLUCOVANCE cause side effects?

GLUCODVANCE, fike all blood sugar-lowering medications, can cause side
effects in some patients. Most of these side effects are minor. However, there
are also serious, but rare, side effects related 1o GLUCOVANCE (see Q9 - Q13).

Q8. What are the most common side effects of GLUCOVANCE?

The most common side effects of GLUCOVANCE are normally minor anes such
as diarrhea, nausea, and upset stomach. If these side effects occur, they usu-
ally occur during the first few weeks of therapy. Taking your GLUCOVANCE
with meals can help reduce these side effects.

Less frequently, Sympioms of hypoglycemia (low biood sugar), such as light-
headedness, dizziness, shakiness, or hunger may occur. The risk of hypo-
glycemic symptoms increases when meals are skipped, too much aicohol is
consumed, or heavy exercise occurs without enough food. Following the
advice of your doctor can help you to avoid these symptoms. .

Q9. Are there any serious side effects that GLUCOVANCE can cause?

GLUCOVANCE rarely causes serious side effects. The most serious side effect
that GLUCOVANCE can cause is called lactic acidosis.

Q10. What is lactic acidosis and can it happen to me?

Lactic acidosis is caused by a buildup of lactic acid in the blood, Lactic acido-
sis associated with metformin ss rare and has occurred mostly in people whose
kidneys were not working normaily. Lactic acidosis has been reported in about
one in 33,000 patients taking metformin over the course of a year. Although
rare, if Jactic acidosis does occur, It can be fatal in up to half the cases.

It's also important for your fiver o be working normally when you take
GLUCOVANCE. Your liver helps remove lactic acid from your bloodstream.
Your dactar wilt monitor your diabetes and may perform blood tests an you
from time to time to make sure your kidneys and your liver are functioning
normally.

There is no evidence that GLUCOVANCE causes harm to the kidneys or liver.

Q1.

Qia.

Q3.

Q4.

Q1s.

Q1e.

Q17.

Are there other risk factors for lactic acidosis?

Your risk of developing lactic acidosis from taking GLUCQVANCE (Glyburide

and Metformin HC! Tablets) I1s very low as long as your kidreys and liver are

healthy. However, some factors can increase your risk because they can affect

kidney and liver function, You should discuss your nisk with your physician.

You should not take GLUCOVANCE if:

* You have chronic kidney or liver problems

« You have con?estive heart failure which is treated with medications, e.g..
digoxin {Lanoxin®) or furosemide {Lasix®}

* You drink alcohol excessively (all the time or short-tesm “binge™ drinking)

* You are seriously dehydrated (have lost a large amount of body fluids)

* You tasre going to have certain x-ray procedures with injectable contrast
agen|

» You are going 1o have surgery

« You kdevelop a serious condition such as a heart attack, severe infection, or a
stroke

» You are 280 years of age and have NOT had your kidney function tested

What are.the symptoms of lactic acidosis?

Some of the symptoms inciude: feeling very weak, tired or uncomfortable;
unusual muscle pain, trouble breathing, unusual or unexpected stomach dis-
comfort, feeling cold, feeling dizzy or lightheaded, or suddenly developing a
slow or iregular heartbeat.

If you notice these symptoms, or if your medical condition has sudgdenly
changed, stop taking GLUCOVANCE tablets and call your doctor right away.
Lactic acidosis is a medical emergency that must be treated in a hospital.

What does my doctor need to know to decrease my risk of lactic acidosis?

Tell your doctor if you have an iliness that results in severe vomiting, diarrhea,
and/or fever, or if your intake of fluids is significantly reduced. These situations
can lead to severe dehydration, and it may be necessary to stop taking
GLUCOVANCE temporarily.

You should fet your doctor know if you are going to have any surgery
or specialized x-ray procedures that require infectfon of contrast agents.
GLUCOVANCE therapy wili need to be stopped temporarily in such instances,

Can | take GLUCOVANCE with other medications?

Remind your doctor that you are taking GLUCOVANCE when any new drug is
prescribed or a change is made in how you take a drug already prescribed,
GLUCOVANCE may interfere with the way some drugs work and some drugs
may interfere with the action of GLUCOVANCE.

What if | become pregnant while taking GLUCOVANCE?

Tell your dactor if you plan to become pregnant or have become pregnant.
As with other oral glucose-controi medications, you should not take
GLUCOVANCE during pregnancy.

Usually your doctor will prescribe insulin while you are pregnant. As with all
medications, you and your doctor should discuss the use of GLUCOVANCE if
you are nursing a child.

How do | take GLUCOVANCE?

Your doctor will tell you how many GLUCCOVANCE 1ablets to take and how
often. This should also be printed on the label of your prescription. You will
probably be started on a low dose of GLUCOVANCE and your dosage will be
increased gradually until your blood sugar is controlled.

Where can I get more information about GLUCOVANCE?

This leaflet is a summary of the most important information about
GILUCOVANCE. tf you have any questions or problems, you should talk to

ur doctor or other healthcare provider about type 2 diabetes as well as
GLUCOVANCE and its side effects. There Is aiso a leaflet (package insert) writ-
ten for health professionals that your pharmacist can let you read.

GLUCOVANCE" is a registered rademark of Merck Santé S.A.S., an associate of
Merck KGaA of Darmstadt, Germany. Licensed to Bristoi-Myers Squibb Company.

Micronase® is a registered trademark of Pharmacia & Upjohn Company.
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