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ATTAC;HMENT Z 



1500 mg. and 850 mg to 2550 mg, indiiate lhat there is a lack of dose propordonality with iocraas- 
ing doses. which is due to decreased absorption rather than an afteratlon in ellmimd~. Food 
decreases the extent of and sifghtfy delays the abaorpuon of metformin. as shown by approxf- 
matelya4o%louserpeakcMcentraUan and a 25% bwr AUC in plasma and e 35 minute pmlm- 
#ion of tl’na to peak plasma cofmem’atfon followfng admfnist’atkn of a single 850 mg teblet of 
metformin with food, compared to me same tabfet sbength adminktead fasting. The cffnical rele. 
vance of these decreases is unknown. 

Distribution 
Giybwide 
SulfOnyfUrea drUpS are extmSivdy bound to sewn potehs. WSplaCmt from prokh binding 
stks by other dfugs may lead to enhanced hypoglycemk action. In Vffro, the protetn knoll exkb- 
ikd by glybudde 1s predominantfy non-‘onic. whareas that of otfmr sulfonylureaa (chlorpropamfde, 
tolbukmide. tolasamfde) is predominantly ionic. Acfdlc drugs such as phenylbukzone. warfa’in, 
and sall~ma displace the bnb-blndlng suwxyureas from serum prokfns to a far greater extent 
than the non-ionic binding gfykfrlde. It has not been shown that thk difference ln protein binding 
caulk in fewer drug-drug interactions with gfyburide kbfets In clinical use. 

AMfor& hydf- 
The apparent volume of distrlbutlon (V/F) of metformm forkswing angle oral doses of 650 mg 
averaged 654+358 f.. Metformin Is negligibly bound to pfasma proterns. Metfonnfn partftfork into 
erythmcym. most Ekefy as a functlonof rime. At usual clinkel doses and dosmg schedules of met- 
fo’mfn. steady state pkama concent’abons of matfonnk me reached within 2448 hours and are 
generally rl pp/mL. During cakrolfad cfmfcal trials. maxanum matfOrrtt!n p!asma feyek did nat 
exceed 5 pg/mL even at maximum doses. 

Metaboltsm and El immanon 
Glj4U’id~ 
TM decrease of gfyburfda m  the serum of normal healthy ~md~~fduals ‘s biphaarc: the terminal half- 
life is about 10 hours. The major mekbdite of gfybwide is the 4-vans-hydfotiy derivative. A sac- 
okd mekbotite, the 3-cis+dfoxy derkatke. ako occurs. These metebdites pobebfy contribute 
no significant ftypoglycerkc action in humans since they am only weakly actwe f l14Ooh and 1/4w 
as active. mspacU~afy, as gfybkfde) in rabkk. Glybwkie is excreted as mekboiites In the bile and 
k&m. approximately 50% by each route. Thk dual excretory pathway Is quafiktwefy dlerent from 
that of other sulfonylufeas, v&f& are excrekd primarily in the urine. 

Meiibfmin hyd’ochforfda 
lnlravenws a&e-dose stud& in normal subjects demonst’ak that metformin is excreted 
unchanged in the dne and does not undergo hepabc metabolism (no mekfflrfes haVe been iden- 
tilled in humans) no’ bilktry excrebon. Renal clearance [see Tebfe 1) ls approximakly 3.5 times 
greater than creatinine dearance, whii indicates that tubular aecmtfon Is the major ‘auk of 
metforrnm elimkatlon. FoUowmg mel admlniswa9on. aPpfoxinrately 90% of the absorbed drug is 
eliminated via the renal route within the f&t 24 hoxa, wth a plasma diminatkm half-Ma of appmx- 
imatefy 6.2 hours. In blood, the elfminatlon half-M? ia approximatefy 17.6 hours. suggeatmg that the 
eryUmcyte mass may be a comps’fment of distnbutfon. 

sp=fefws 
Patients Wth Type 2 Dfabtes 
Muitiple-dose studies with glykslde In petknk with type 2 dmbetes demonstrate drug level con- 
cenvatlon-time cur&s similar to singledose studff. indicating no buildup of drug ‘artissue depok. 
fn the presence of normal rend functmn. there are no drfferences between single- or multiple-dose 
pfwmacokinetics of metformh between pattank wth type 2 diabetes and nkmal subjects (see 
Tabk 1). no’ is there any accumulation of metformm m  either group at usual clvlcal doses. 
Hepetic lnsulf&ncy 
No phahnacokinetfc atudll haw? been conduckd in pebenk v&h hepatlc lnsufffdency for eafter 
glybu’lde or metf0ma’l. 
Remi insdflcu3ncy 
No infofmatfon is available on the pharmecokinetics of glybudde ln padenk wh renal imufflclency. 
In paaenk wth decreased renal function Masad on creatinina ciearance), the p!asma and blood half- 
life of meOormii  IS pmlonged and the renal cfea’ance is decreased UI proponion to the decrease in 
ereatwme clearance (sea Table 1; also, see WARNiNGS).  
Gfsiabics 

GLUCOVANCE@ Rx only 
(Glyburide and  Metformin I-ICI Tablets) 
1.25 mg/250 mg; 25 mg1500 mg; 5  mg1500 mg 
OESCRlPTfON 
GLUCOVANCV IGlybunde and Metformm HCI Tat&k) contains two oral amlhyperglycemic drugs 
used m  the management of type 2 diabetes. glybunde and metkxmin hydrochloride. 
Glyburida is an oraf anfhyparg&carnlc drug of the tifonyluka class. The chemical name for gjy. 
bunde 1s 1-Up-p~g~chloro-~anisamldo)emyllphenyl~ Glybedda is a 
white to off+vhll crysfalllne compound with e molecular formula of CsaHaaCINaOaS and a molec- 
ular we@4 of 494.01. The gfyburide used m  GLUCDVANCE has a pankk s’ze dkaibution of 25% 
undersIze value not more than 6 pm. 50% undewxe value not more man 7 - 10 pm, and 75% 
undenza value not more than 21 pm. Tha ~t~~turaf formula is represented below: 

Metfomsn hydrochloride 1s an oral antihyperglycemic drug usad in the management of type 2 dia- 
betes. Metformin hydrochloride (N,~dime~ylimid~crbonlmidc dllmlda monohydrocftkfide) IS 
not chenicalfy or pharmaco!oglcally ‘elated to sfdfonylureas. tfsezofldiionaa. or a-plucc4fdase 
Mbitors. It s a wkte to off-wkk ayatalt!me compound with a molecular formula of C,H&INs 
(monohydrochloride) and a molecufar weight of 165.63. Metfkmln hydrochfonde is freely soluble in 
water and IS pracocally fnsoluble m  acetone, ether. and chloroform. The pKa of medormm is 12.4. The 
pH of a 1% aqueous solution of metfofmfn hydmchlonde 6 6.68. The structural formula IS as shown: 

.HC, 
NH NH 

Mdknmb tlydmJ?bride 

GLUCOVANCE 1s aveffable for oral admlnktratfon m  tablets contammg 1.25 mg glybkide with 
250 mg matformm hydmchfonde. 2 5 mg glyburide tith 500 mg metfmmin hydmcblodde, and 
5 mg glykdcle wth 500 mg metfmrnh hydrochloride. In add&on, each tabkt contafns the follow- 
ing inanhre mgredlenk: mfcrocrystalline cellulose. powdone. cmscarmellose sodium. and magne- 
wrn stea’ate. The kbkk are film coated. which provides color dffferentfatfon. 

CfJUlCAL PHARMACOLOGY 
Meofmnism of Action 
GLUCOVANCE combiis metfonnin hydmchforide and glyburfde, two antihyperglycemic agents 
w’th complementary mechankms of action. to fmpmve gtycenic control in p&eras with typa 2 
d’abetes. 
Wybudde appears to lower blood glucose acutety by stfmuNtlng the release of lnsuh from the 
pancreas. an effecbdependent bpon functioning beta cells in the pancreatic Mew. The mechanism 
by which g&wide lowera b!ood glucose during long-term adminktratkn has not been clearly 
aakblished. Whh ch’onlc admfnfst’at&n A patienk wth type 2 diabetes. the blood glucose lower. 
kg effects persists despite a gradual decline in the insulin secretory respcose to the drug. Extra- 
pancreatic efkk my be fnvolwd in the mechanism of actlon of oral sulfonylurea hypoglycam’c 
drugs. 
Metforrnin hydrochloride I$ an antthyperglycamfc agent that inprovea gfucose tolerance in patients 
wth type 2 diabetes. lowering both basal and postprandial plasma glucose. Metfo’mln hydfwhb- 
r’de decreases bspatic giuarse production. decreases lnkstinal absorption of glucose. and 
improws inakin sensitlvlty by increas’ng perfpheral glucose uptake and utilization. 

Pharmacokfnetics 
Absorptlonand BloavaBbitity 
GLUCOVAANCE 
In bMava’labllity studies of GLUCOVANCE 2.5 rag/SW mg and 5 mg/500 mg. the mean area under 
the pbsma concentration time curve (AUC) for me glyburlda componentwas 18% and 7%. ‘espec- 
tlvely, greater than that of ma MIcronase* brand of glybunde coadminkkfed with metformin. The 
glybunde component of GLUCOVANCE,  therefore, is 003 bioaquiuJent to Mkmnasee. The met- 
formin component of GLUCOVANCE is bioaquivalent to metfo’min coadmikstered with gfybunde. 
Following administration of a single GLUCOVANCE 5 mg&OO mg kblet. wfth &her a 20% glucose 
awkn or a 20% glucose soiutkn with food. there was no effect of food on the &a and a rdatiVeiy 
small effect of food on me AK of the giybunde component. The T- for the glybu’fde comportem 
was shortened from 7.5 hours to 2.75 hw’a with food canpared to tks seine tabkt Suength admin- 
bkred fasting with a 20% gfucose soktlon. The cbnlcal SrgnNcance of an earfiar Tmax for glyburide 
afkr food Is not known. The effect of food on the pharrnacofdneacs of the metfomsn component was 
indeterminsk. 

Single-dose studms with Micronawe tablets m  nafmal sutjack demonstrate aignifrcant absorptkm 
of giyburide within one hour. peak drug levels at about four hours. and is-w but detectabla levels 
at twenty-four hours. Mean serum levels of glybu’lde. as ‘effectad by areas under the sew-a 
concentratmn-time ckva. increase m  proportion to cor’espondlng increases In dose. 
Biiqwalence has not been establlshed between GLUCOVANCE and single ingredient gtybuode 
prodUCk. 
Mecfwm~ hydrochloride 

The absolute bmavaikbiky of a 500 mg merfo’mn hydrochbride tablet given under fasting conk- 
eons ‘5 approxlmakly 5060%. 5tudks using smgle oral dosesof matfonnin kblak of 5CO mg and 

There Is no lnkrmetton on the pharmacohlnebcs of glyburide in elderly patients. 
Limited data from contfolled phermozohlnetfc studies of metformin m  healthy elderly subjects sug- 
gest that total plasma ctearance is decreased. tfm half-fife k prolonged, and r& is fweased. 
compared to healthy young subjeck. From these data, it eppears thal the change in metform’n 
phatmacokfnaUcs wfth aging IS primarflyaccounkd for by a change in renal function (see Tebfe 1). 
Metformin tremnent shuuld not beinftlakd m  pstknk 280 yea’s of age unless measurement of 
crestinlna clearance demonstratas that renal funcbon IS not ‘educed. 

Take 1. Select Mean (iS.0.) Matfor’& Pharmaookmetio Parameters Foffokfng 
Single or Mufffple Ofef Doses of Metformin 

Suqiect Gmupa Metfo’mf’f 
Oose’ Oefmbef of wbieckl 

Gld 
fuolmL) I 

Renal 
Tm.2 Cieannce 
ad hnLlmkll - 

Healthy, nondfabetfc sduftsz 
500 ‘0.g S W  (24) 
850 mij SD f74P 
850 ma t.1.d. for 19 dosesf Df 

Adults witk type 2 dfabclaS: 
850 mg SD (23) 
850 t.1.d. for 19 doses’t9) mg 

Eldefiys, heelthy nondiabetiC adults: 
850 mg SD (x4 

ReeaEimPefred adulu: 659 mg SD 
Mild (CL$61-90 ml/mm) (5) 
Moderate (CL, 31-60 mllmfn) (4) 
Severe (CL, lo-30 mthm) (6) 

1.46 (*O 5) 3.32 (+1.08) 491 bf3R 
1.90 kO.62) 2.01 fi1.22) 550 (t160) 

2.43 (eO.70) 2.71 (~1 .Os) 417. (*se) 

1.86 b0.52) 3.20 ttO.45) 384 kl2.2) 
4.12 (t1.83) 3.75 (tO.5ol 108 k57l 
3.93 k&92) 4.01 (t1.10) 130 (*so) 

a All doses ghren fasting except the C W  18 doses Of the muftfple-dose studies 
a Peat piasma mncamration 
aTIme to peak ptaama concentration 
* SD - sqle dose 
0 Comblld resutk (awage means) of five studies mean age 32 yea’s (range 23-59 yearsj 
‘Kinehc study done following dose 19. g&en fasting 
g Elderly subjeck. mean age 71 years (range 65-81 yea’s) 
h Cl, I cmatinlna clearance normalized to body surface area of 1.73 mZ 



Pediatrics 
No data from phsrmacddneuc studies in pediatdc su!+zts am available for either g~yl&yb;uride or 
metfomm. 

Gender 
There is no InformaUon on the effect of gender on the ph-oklnetia of glybudde. 
Meffmn ptmmacokinetic pammeters tfld nol d&r signifrcantty I” subjects with or without type 2 
diabetes whan analyzed according to gender (males = 19, females = 16). SlmJtedy, In conwlkd 
clnical studies m  patients with typa 2 diabetes. the ardlh~cernk effect of metfcumin was corn- 
parable in oralas and females. 

Race 
No information is avallable an race differences in the pharmacokinetks dglyburide. 
No studies of metforrnln pharmecokiitm parameters according to race have been pafamed. ln 
controlled duwal srudles of metfwmln in patients wlh type 2 diabetes, tl!e antihype@lycemic 
effect was comparable in whites (n-249), biaCk.5 IfmSlJ. and Hispanics b-24). 

Clinbal Studies 
lnifial Therapy 
In a 20-w?&, double-blind. multicenter U.S. clInical tdai. a total of 606 drug-new patients with 
type 2 diabetes, whose hype@&emia was not adequataiy controlled with cl& and exercise alone 
(baseline f&w@ plasma glucose IFPGJ <240 mg/dL, baseline hemoglobtn A,, lHbA,d between 7% 
and 11 Sal, were randomized to receive InRial lhefapy wth placebo, 25 mg glyburide, SC0 mg met- 
formin. GLUCOVANCE 125 mgfZ50 mg or GLUCOVANCE (Glyburide and Metformin HCI Tabkts) 
2.5 mgt500 mg. After four weeks. the dose was pmgressivety Increased (up to the eight-week visit) 
to a maromufn of four tablets daily as needed to reach a target FPG of 126 mgldL. Trial data at 20 
weeks are summarized in Tabte 2. 

I Table 2. Placebo- and Active-Controlled Trial of GLUCOVANCE as Initial Therapyz 
Summary of lrlrl Data at 28 Weeks I 

Glybunds I -0.24b -0.29b 
Difference from 
Metformin -0.44a -a49b 
Fasting msrna 
Gl- N=l59 N.138 N-l 36 N-153 N-134 
Base&n* M*ln - ..--. I 
FPG (m g/dL) 177.2 178.9 173.1 176 176.6 
Urn”” r 

-;;,,pv from 6 4.6 -35.7 -21.2 -47.5 -40.1 
Differen Ice from 
Placebc > -40.3 -25.6 -46.18 -44.7’ 
Difference fmm 
Glyburide -3.65 -4.3s 
Difference from 
Metfomnn -20.3= -18.95 
Bodv Weiaht I I 

+1.4 kg 1 +l.S kg I 

N=147 N-142 N=141 Nc149 N-152 
c7% I 19.7% 59.9% 50.4% I 66.4% 1 71.7% 

27% and ~6% 1 37.4% 26.1% 29.6% 1 23.5% 1 19.1% 
28% i 42.9% 1 14.1% 19.9% I 8.1% I 

a p<o.am 
0 pco.05 
= p-NS 

Tfeaunent wh GLUCOVANCE resulted in signiclcently greaw reductiw in HbAI, and postprecdd 
plasma glucose (PPG) compared to glyburide, metfonnm. or placebo. Also. GLUCOVANCE 
therapy resubed m  greater reduction in FPG compared to glybudde. metformin. or placebo. but the 
differences from glybudde and metformm did not reach statistical signitkanca 
Changes in dw lipid pmftle associated wkh GLUCOVANCE treatment wem simtlar to those seen 
with glybunde. metformin. and placebo. 
The double-blind placebocontrolled uial described above restricted enmilmem to patients wh 
HbA,, ~11% or FPG ~240 mg/dL. Screaned petiti me3gwe for the first ma) because of Hb&, 
and/or FPG exceedii t&se llnsts were treated diily with GLUCOVANCE 2.3 mg/300 mg in an 
open-label uncontrolled pmtocol. In tNs study, Thea out al 173 pa&us 0.7%) discon6nuad bxause 
of inadequate Rarapeutic response. Across the group of 144 patbms who completed 26 weeks of 
treatment, mean HbA,, was reduced from a baseline d 10.6% to 7.1%. The mean baaeitne FPG 
was 233 mg/dL and was reduced to 164 end 161 mg/dL after 2 and 26 weeks, respecovely The 
mean final tarated dose of GLUCOVANCE was 7.63 w/l569 mg kqlivalenr to appoxfmately three 
GLUCOVANCE 2.5 mgBO0 mg tablets per day). 

Second Line Therapy 
In a 16-week. double-bknd. active-contmlled U.S. clinical trial, a total of 639 patients with type 2 
diabetes not adequately controled (mean baseliiw HbA,, 9.5%. mean &saline FPG 213 mg/dLJ 
Wile being treated with at least one-half lhe maxinwm dme of a sulfonylwea !e.g., glybudde 
10 mg, gliplzide 20 mgJ were randomized to receive glybudde (fixed dose. 20 mg), metfwmin 
(300 mgJ. GLUCOVANCE 2.5 mg/500 mg. or GLUCOVANCE 5 mg/300 m9. The dwes of metfWmi 
and GLUCOVANCE were lltrated to a meximum of four tablets daily es needed to achieve FPG 
~140 mg/dL. Trial data at 16 weeks are summarked in Table 3. 

Tabte 3. GLUCOVANCE as Swxmd-Line Therapy: Summary of Tdal Dem at 16 Weeks 

8 p<0.001 
After 16 weeks, there was no agniticant charge m  the mean HbA,, !n the patients randon#zed to 
gtybwtde or fo metformln therapy. Treatmant tim GLUCDVPJUCE at doses up to 20 mg/ZWO mg 
par day resulted in signittcant loweztng of HbA,, FPG. and PPG from bawliie compared to 
gtybUride or !netfOrmin alone. 
In a 24-week. double-blind. nuaecenter U.S. clitical trial. patiantz with type 2 diabetes not ade- 
quately contmiled on current oral antihyperglycemic therapy Cther monotherapy or combination 
therapy) were first wtched to open label GLUCOVANCE 2.5 mg/!XO mg tablets and titrated to a 
maximum dally dose of 10 mg/ZWO mg. A total of 365 patwits inadequately contmlled (lib& 
r7.0% andSlC%J after 10 to 12 weeks of a daity GLUCOVANCE dose of et least 7.5 mg/lXKl mg 
were mndmilsd to receive add-cm therapy with rosrgiitazone 4 mg or pacabo once datty. ARer 
erght weeks, the rosiglitamne dose was mcreased to a maximum of 6 mg daily as waded to reach 
a target mea” daily glucose cl X26 f?@/dL or HbA1, 
visit are summmlzed in Tab& 4. 

~7%. Ttiel data at 24 weeks o! at ttm last piiw 

Table 4. Effeota of Adding Roaiqlitamne or PIace& in Patients Treated 
with GLUCOVANCf in a 24-Week Trial 

I Pwceba t Rosigtitazcme 

Mean Final Dose 
GLUCDVANCE 
rosigbzone 
Hemogbbfe A,, 
&salhle fv+” a’ 

GLUC&ANCE GL”C&ANCE 

10 mg11962 mg 
om9 

9.6 ngwJr4 mg 
7.4 nq 

N=17- I h’-177 
I “N a,* 

1 I 
a Adjusted for the basellne mean dirreracce 
b pco.oo1 

For patients who did mt achieve adequate glycemic control on GLUCOVANCE.  the addition ol 
rosiglitazona compared to placebo, resulted fn significant lowering of Hb&, and FPG. 

INDICATIONS AN0 USAGE 
GLUCOVANCE is indicated as InltU therapy, as an a~unct to dii and exercise, to improve 
gtycemtc control in patents with type 2 diabetes whose hype@lycamca camot be satisfactcnly 
managed *h diet and exercise alone. 
GLUCOVANCE is mdicated es second-line tiwapy when dfec. exewse, and lnltlal treatment w&h 
a sulfonyiurea or nwfo~mtn do not rest&t ,n adequete glycemic control ~fl patients wth type 2 
diabetes. For patients requiring additional therapy. a thiazofidtne&one may be added 1o 
GLUCOVANCE to achieve addibnal glycsmk control. 

CONlRAlNDtCATlONS 
GLUCDVANCE (Glyburide and Metformin HCI Tablets) is contraindicated in patients with. 
1. Renal dlseese or renal dyskmctkm (e.g.. as suggested by san~m creatintne levels X.5 mg/dL 

JmalesJ, 21.4 mg/dL Ifemaleal. w&normal creaantne clearance) which may also result from con- 
dltmns s%h es csrdiwaacular collapse [shock). acme myocardiai Inrarction. and septtcemie 
(see WARNiNGS and PR6CAuIyDNs). 

2. congestive heart fallUre mqutdng phamlacologic treatment. 
3. Known hypersensitivay to metformn hydrachlonde or gtyburlde. 
4.Acute of chronic metabolic acidosis, including diabetic ketoaddosts, with or vdthout coma. 

Diabetic ketoacidoss should be treated wim insulin. 
GLUCOVANCE shoti be temporarily disconttnued in pabents undergoing radiilogic studies 
invoNing irt-xavascu!ar admintsttadtm of iodiatad contrast mated&.. pecause use of such pmd- 
ucts may resuil in acute alteration of renal fuwtton. (See a!so PRECAUTIONS.)  



WARNINGS 
Metfmmin Hydrochloride 

Laotic Acklosis 
Lactic acklasis 1s a are, but wtiws, metabolic compiicetion that can ocw due to met- 
formi” accwntdetiDn during treabneet with GLUCOVANCp when it ooaws, it is fetal in 
I lppmhmly w?G cd cases. Lsdic wklasls may aIs3 occur b aswcimiw with * i-amber 
of pathophysioiogk condilions. including diabetes meliRue, and whaever there is signifi- 
cant tissue hypoperfosion end hypoxetia. fatic acidosis is chereuertaed by &weted 
blood Iectate levels &5 mmol/fJ, decreased blood pH, eiectroiyte distwbence$ with an 
tncressed anian gep. and en iocmesed teotate/pymveta ratio, Whenmetfomdn is impliatsd 
as the eauw of laotic acidosis. metforml” plesnte levels >fi @mL am generally found 
Tbe reported iocideow of lactic ridosis in petlants receivitqt metformin hydmohioride is 
wry kw (epproximateJy a03 cases/r003 petient-yeme. wkh ap~mximetely 0A15 fetal 
caees/lOOtl petlent-ye&. Ropottod oases have occtmed primwily in diebetk pa.tlenLs with 
signitlizn renal inwffktenc 
oItm in the setting of m  J 

itmkxding both hmimic renal disease end renal hypoperfurlon. 
pie concomii”t nmdicaVsurgk!ei p&l&s and multiPIe coo- 

comiknt medkndons. Petients with ccmgestive heart feitme requiring piw.~ men- 
agemenb in perdcdar those with unsk~bis or sate congestive heart failure who em et risk 
of hypopsth&&n and bypoxenris, eve et increessd risk of iectkz acidosis. The risk of feotb 
actdosis increases with the degree of renal dyshmotio” and the pat&et’s ewe. The tick of lea- 
tic acidosis may, the&ore, be signiIksnUy deaeared by mgolar moniwing of moel 
functioe in patients making metfwmie and by use of the minimum effective dose of WJCH- 
formin. I” patkmlar, treatment oi the elderiy should be eocompsnirrcl by oerefoi monitod”g 
of renal fun&ion. GLUCOVANCE treatment should not be hltieted in petie”ts a80 years of 
age unless measurement of creetinine ciearanoe demomtmtes that renel fuoUion is not 
reduced, ae these patients we more suscepdble to dewdoping la&o ecklosie. in addkion, 
GLUCOVANCE should be promptly withheld in the parence of any conditio” assooieted 
with hypoxemia. dehydrstion, or sepsis. Because imp&red hepetlc IunoUon may si@fos”t. 
ly Ibni(~abi3rytocleprlacra~GLUCOVANCE~Ugenereilybeee~dinpatien~rri(h 
olinicei or tebwetmy evidence of ttepetio diseese. Patients ahmdd be cm&toned agr*M 
exoes~lve akohoi kwke. either acute or cbronio, when teking GLUCGVANCE,  sinoa aioohoi 
pot%ttie.ess the dfwk of metfarodn hydmob!ddepn Isnat? metdmiii. In. sdditlorb 
GLUCOVANCE should be temporedly dfsco”lf”uod~ to ““I mbavescuief redmco”treat 
study and for eny swgioel prooedme (see ebo PRE AUllOfdS 
The onset of lactic acidosis olten is suatie, and accompan$d only by eonspecific symptoms 
such as malaise, myeigias. respiretory disb’eas, fiweesing sommtenca and nonspeciic 
abdomi”sldlstmS% There “my be ess~cieted hypothermic, hypotenskm, and resisteot brad- 
yamhythmiss with “ewe marked acidosis. The patient and the petie”tb physiin must be 
awaN dthe possible imponence of such sym@oms and the 
notify the physician imomdietefy if they occur (see also P IF@” 

t shouki be insWoted to 
ECAUTIOf#S). GLUCOVAffCE 

should be withdrat~” u”W  the ~ilu~tia” IS dsdbd. S- dt%Wlytes. keUm%, blood giu- 
case, and. P  indiceted, blood pff, Iectete twels, and eve” blood metfonnin &eels “my be 
useful. Once a patient is stebiiiid on any dose level 01 GLUCOVANCE.  gastw&&stkmi 
symptom% which era wmmot~ during ir+tletton of therapy with metformin. are mdikeiy to be 
drug re*(sd. Idler OfEuwenoe of ~estmraesdnal symptoms couid be due to biotic ecidosis 
or other sermus disease. 
Levais d festi”g venous pleame tectete above the upper limit of normet but lesslatiti~ 
5 mmoi/L in petiems Caking GLUCOVANCE do no1 “ecessar3y Cndiite impendi 
acidosis and may be exp(ainsbie by other meobenisms. sooh es poorly contmfled d “Ia betes 
or obesity, vigofoos physical sctivky, or technical problems in sample hendlittg. (see also 

supportive mehres pmmpfly InsUtulciil. Eecaure metfmndn hydmchlo- 
(with a deereoce of UD to 170 mUmin under aood hemodvnemio 

I 
PRECAUTIONS.)  
Laotic acidosis stwukl be wspwted in any diabetic patient with metebdic acidosis iscklng 
evidewe of ketoscidosis (ltetonwfe and ketonemiat. 
Lactic acidosis is a medlcai emergency that must be buated in a hoepitei setting. In e patient 
with iamio acMosis who is t&ii!8 GLUCOVANCE,  the dnm sbouid be d(scomkwed immedi- I 

CaraftNy etrated to establish the mininwm dose for adequate Qtycemrc effsct, because egmg is 
%sacl~kd v&h reduced re”si tuncti~~. In ekiei-iy patients, panicuiarly tiwse 23Byears of age, rem,1 
function should be monwmd mguiady and. generali% GLUCOVANCE stwkl “at be titrated to the 
mmimum da% (see WARNWGS and DOSAGE AN0 AOMlNiSTRATiONl.  Fleiom inltiauon of 
GLUCOVAJVCE therapy and at least a”wsliy thweaftw. renal function should be essessed and ver- 
13ed as nonal. In padenls h whom dev&pmem of rensl dysfunction is enttdpeted, renal function 
should be assessed “uxs fmquendy and GLUCOVANCE dlaco”ti”ued if evidence of renal impair- 
ment is present. 
-&se of m ”ccmlta”t “wikations that may affect rsnaf functa” 06 matfomrin d@os@o” - 
ConcoRTLant medication(s) that may affsct renal functkm or reutit h signlhartt hemodyrismic 
chsn~e or may IrUerlere with We disposlllo” of metfonni”. such as cstionic drugs lbet are elhnl- 
“atsd by mns1 tub&r sscratio” (see PRECAUTfGNS: Drug i”teractions). should be used with 
cauuo”. 
-Racli~ sludles iwolwing Ihe use oiinaavaswlar iaUnatedcon(rasf trzatedias (701 txampfe, 
i”tmvelmu3lRogm”t incraveows C~mlgiogmptl$ a-J end ccunpumd mmogmphy CT) 
swns with intiavascukf wntrasl mafenaiy - intravascukr convast studies with (odinated materi- 
als can isad ra acute rdteratio” of renal function and have been associated with !acUc acidosis I” 
paUw?s recsiW~~ meUonnin (sea CONTRAiNOiCATlOWS) Therefore, In psdhk in whom any 
such study is plivmed. GLUCOVANCE stwutd be tamporariiy disconti”ued at the tims of or p”or to 
ths pmcedw, and mthhdd for 45 twn subsequent to the procedure and remstituted only after 
fenal fu”ctk” has been reevaluated a”d bU”d to be r~ll”mi. 
-Hypm’ic s&U.% - Cardk4ascuh1r &apse (stmcld from whatever cause. acute congestive 
heart feiiuce. acute myocer&i infet@ion. and other co&dons cberacterized by hypoxemie have 
bee” associated v&h isctic &dtws and “my also ceuss pramtwt azotemia. When such events 
-XC”, In petlen& o” GLUCOVANCE therapy. the t#q shooki be prompdy d!scti”wd. 
~slugkaiprccedures- GLIJCOVANCE dw# should be tsiIQc?atily suspended for any s”r- 
gicsl procedure [except mina procedures not associaled with restricted intake of food sod tlulds) 
and should mt be restartad until ths patient’s oral intake has reti and renal function has bean 
evaluated as nwnsi. 
_Aicoimf &take- &oh4 6 know fo potentiste the effect of metfwmin MI lactate metabolism. 
Pat isM% ~herefofe, should bs warned against excessive alcohol intake, acute or chmmc, while 
receiig GLUCOVANCE.  Due to its affect on the ghxorwoge”ic capecsy of tha liw eicohoi may 
ai60 i”ci-eaSB the risk at hypoglycemia. 

Additlo” of Thiewtkli”edk”es to GLUCOVANCE Therapy 

~Impawdhepatlc hmcrion- Since Impaired hepatic tunction has bean associated with some 
cases of la& acidosb, GLUCOVANCE should genemi[y bs avoided in padems widl clinical or lab- 
omory evidence O? hepatic o&ass, 
-vicamm B,, ! i?wJs - In commikd clmical vials v&h rnetfotin ol 29 weeks duration. a 
decrease to afbnomral levels of pmvlousiy normal serum Vitamin Brb without clinical manifesta- 
tions, wes opserved in apprwimateiy 7% ol patients. Such decrease, possibly due to interlerence 
wrlh & abwrplion fmm Uts B,,-intrimic Isctar complex. is. however, very rarely essociated with 
Msmia and appears to be rapidly reversible with disconrinuatlon of metformin w  Vitamin & sop 
ptamsntation Measurement of hematologic parameters on an anrmal basts is advlssd in patients 
on mtrormln and any apparent abcwmallt les shotid be appmpdataty investigated and managed 
Isee PRECAUTKINS: Labotetoty Tests). 
,Cmain individuals (those v&h (nsdequate Vitamfn t312 or calcium intake or absarptlon) appear 
to be predisposed to deveiopkig aoixooormal Vltamti B,, &vats. t” thess patients, routine swum 
Vitsmm B,, msaswemenk at two- to three-year imarvels may be useful. 
_Chengehclinkal~t~d~~~~prev~S~cM~Uad~Zdrsbeles--Apatientwith 
type 2 d&betas previously vizR controlled on metfcmvn who develops laboratory ebnofmatities or 
dlwai flness (aspecieily vague and pwriy derined illness) should be evaluated prompt& for eve 
dsws of kemaddosii or lsaic ackksis. Evaluation should include serum eiecbulytes and ketones, 
blood glucose and. if indicated. blood pH. lactate, pyruvate, and tqo”“i” levels, If acidosis of 
lhsrfwm dtcws, GLUCOVANCE mw be stopped immedistaiy and other appmpriate corrective 
m~~Swes i”itiatal kes also WARNINGSI.  

conditfoea).~prompt~he”mdiaiysis is recom”ie”ded to correct the acid&is end rent&e the “ypog,pS”la 
accumulated metformin Suoh manegemea often results in prompt Nversai of sylnpwns Patients fexzwmQ GLUCOVAWCE in combination with a thiazoltidmsdiane mey be at risk for 
and recoveiy. (See also CONTRAlNf l fCATlGNS end PRECAUTf0NS.J hypoQlycemia. 

weght gain 
SPECtAL WARNING ON INCRUISED RISK OP CAROlOVASCULAR MORTAUTY Wai~ht gab was see” &-I the additmn of rosiglitazone to GLUCOVANCE,  simaac to that reported 
The adminislration of oral hy~giycsmic drugs has been repotted to be eesocieted with for thiazolidlnedKl”e therapy alone. 
increased catdiiasouier mortality es compared to treatmen with diet &one or die1 plus 
insulin. This warning ie based on the stody conducted by the iJnfwrsity Group Diabetes 

Hepattc effects 

Program (UGDP). a long-term pmspaalve ctiniul trial designed to evaluete the effeotkwess 
When a thiezoliiiwJiione is used in combination wth GLUCOVANCE.  pemdic wmltonng of 

d gkmose-ioweritq dregs m  PByentir or deley8ng uas& oompikations In pattents with 
liver function tests should be performed in comphance wth the lab&d recwnmendadons for the 

non-insulin-dependen diab.etes. The study involved 323 pattents who ware randomly 
thwmktinedwna. 

assigned to one Of four vmnmwt groups (okbems 19 (suppi 2)z747.33a, 1870). l”tmnmk” for PaBents -..._ - . . -- 
UGDP reported that petlams treated for 5 to 3 years dth diet plus e fixed dose oftotbetnmide 
(1.5 g perday) heda reteofcardiowesooiar mortaikyappmxiinetely2’A ~knestitatofpatients 
tfeetedwtthdts~aioee. Asignifiunt,i-~inmtaimwtalRywesnotohsenredbUtheuse 
of tolbotemide wes dfsoonrlmmd be4 on the increase in caidfoveeculer moKelit& thus Ikn- 
king the oppottun@ for the study to show an innease h, overall moit#Ay. Despite cotmover- 
sy regarding the interpreterion of tbesa readlts, the findiis of the UGDP study pmuide an 
adequate bash for this wam~q. The pet.ent should be inlormed of the potent&9 risks end 
beneffts of gtybwkfe and of rtternmive modes of therapy. 
Although only one &ug in the sulfcmykow class (toLwtemide) was bwiuded in this study, it is 
ptudem from e sets@ stemlpoinf to oonsider that tl?&.warniy mg atso apply to other byprr- 
gQ+l;; drugs in this ckw% h vow of thew close srmdwitiee I” mode ofecdo” and chemical 

PRECAUTIONS 
Generai 
GLUCOVANCE 
WPog(ycemia - GLUCOVANCE (Glyburide and MeUmmin HCI Tablets) is capable of pmd!xlng 
hypoglycamia or hyp@ycemic symptoms. the&ore, proper patient seienion dosing, and wwuc- 
tlons are impoitant to avoid potentisl hypoglycemic episodes. The risk of hypqlycemra is 
incrsasad When caloric intake IS defiaent, when stwwous exe&a ia not compenaatsd by caloric 
supplemenlat~on. or during concomltatx use with other glucose-lwerlng agents or ethsml. Renal 
Or hepatlc l iW#klenCy may cause el&Vated dWQ lS”sls of both glyburide and matftmi4” ltydrochto- 
rids and the hepabc !nsubiciency may also diminish giwmecgenic caps&y, b+xh cl which 
~“~reass the nsk of hvooolvcemic reactions. Eideriv. debllitatsd. or mainwfished oalients ard 

GL”COVANCiZ 
Pattenk should be infanned of the potential nsks and banefks of GLUCOVANCE and of eiternatwe 
modes of ttwa!w They should also b+ informed about the Imwwtce of adherence to dietaw 
inetwttons. of &-@,“t& eX&XtSe p,ogri,m and Of teQ”ia, kSdr;Q of blood Qk‘CoSe. QtucoSyki, 
hemmlobin. renel fuwdon, and hematolooic oamnwters. 
The r&s oil&tic acktosd assocretad wig &tfonnm thampy, its symptoms. and condmons that 
~mdisowss to ik devekwnwu. 6s noted in the WARNINGS and PRECAUTIONS seaions. should 
be e+lamed to patlsms~ Pawnts shouM be adwsed m  discorairue GLUCOVANCE (Glybudde and 
Metlonnh HCI Tablets) immediately ad to promptly notlty melr health practittoner I unexplained 
hypzwemikffin. myalgia, malaise, tmusuat somnolence, 01 other narspedfic symptoms occur. 
Once a patient is stabilized IXI any dozelevel of GLUCOVANCE.  gastmhxestinill symptom% wiwh 
swcommon during ~“itiauon of matformin therapy, are UntPely to be drug retated. i.eter oceummce 
of gastmiMesti”at sy?“pto”w could be due to iacfk actdosis or other serious disease. 
The risks of hypoglyceti. its symptoms and malment and conditions that pwiiipoee to its 
davsiopmant should be explained to petsmts and nssponsible family msmbars. 
Patisnts should be cowweled agalmt excessive alcohol wake. either acute or chronic, whle 
recwing GLUCOVANCE.  
ee-s Patient fnfwmatkw P”“kd Betow. 
Laboratory Tests 
Pedcdlc fastbq Mood Qlucc6e and giycosylated hemoglobin &lbA,J maasummsnts shoutd be per- 
formed lo monw therapeutic mspx+e. 
InDLal and pedcdic mwitoing of hmratokqc paremews (e.g.. hsmogicbkuhsmetocrit snd red blow 
cell indices) and !w!al funcrion (sarumcread”ine) should bs perfonnad. at least OR an anrsuai basis. 
Wifie nw~alob%stic wends has ramly bee” see” mth m&o* therapy, if tNs is wipamsd, Mami” 
&a daticia”cy should be excludad. 

_. “_ 

t ime wh adrenal or pwitary insumcieocy or akohbt intoxication are pert&lady &scepUble to 
hyp@jcarrJc .sf&cbi. Hypogiyceoua “lay be diicutt to recogrtize in tke eldetty, and in people who 

Lwg lowaccions 

are tekmg beta-adrensrgic Mocking drugs. GLUCOVANCE 

Metkmnin Hydmcntcdde 
Certain drugs tend to pmduc~? hypqlycemla and msy lead t0 Ices of bbod ghIcoSe control. These 
drugs include the IJ~lazdes and 0th.~ diiretics. cwtkwster&s, phenothiaucea. thyxed products. 

MonWnn~ of renal function - Metfo”nm is k”ovm to ba substansally excreted by the k&q, and estqens. oral contrace@ive% phenyvlh. nicotintc acid symp4tkomwetics. cakiumchsnnel block- 
the risk c4 meffonnin acclrmulatto” and lactic acidosis increases with tha degree of Impairment of ing drugs, and isoniazld. Wh-en such dwgs are adminktared to a patlent recelkg GLUCOVANCE,  
remi fundiwt Thus. patients wth serum cfeatinme Weis above tne upper ltmit of nmmsl for lhsir the psttent shdd be closely obsewd for ioss of blood ~iwose control. Wlwn sudr aUgs eve with. 
age should not recerve GLUCOVANCE.  In patimts wth advanced age, GLUCOVANCE should be drawn from a patient receiving ~LUCOVANCE, the patient should be observed dmety for hypo- 

giycwnia. Medkmin is rs?~Ii~Wy bound m  plssma piwd”s and is, ttwefke. (ass ihsiy to interact 



. 

with hfqRy pmteln-bound drugs such es salicyiates, aulfonamfdea, chfofamphetdcol, end pmbenecfd 
as coVmd to ~Wbnylurea~. whfch am e~tansfvely bound to sertan profelns. 

Gfybunde 
The hypcqlycemfc aclion of sulfonylu&!as may be patenuated by ceuein drugs atcluding non- 
sterOIdal stXi-fn(latttmat~ agents and othet dtuqs thet ate highly protein bound, saficytatas, 
sulfonamides. chforamphenicof, prober&d. coumarlns, monoammna Mdase inhibitors, and 
beta-adrenerqic bfooklng agents. When such drugs m edmfnlstwad to a patient reoafvfng 
GLUCOVANCE. the patient should be observed cfosefy for hypoglycemia. When such drugs ere 
withdrawn from e patient receiving GLUCOVANCE. the patent shoufd be observed closely for loss 
Of blood uwose Cora~Ol. 
A poSS& interacpion between qfybunde and wpmfloxactn. a Rkxoquinolwre antibiotic, has been 
reported, resufdnq in a potentfetfon of the hYpoqfycemff actffn of qfybwida. The mechenism for 
lhfs interactfon is not kmwn. 
A potential interaction between oral mfcona2ofe and oral h&oqBcemfc agents leachng to severe 
hypoqfycemla has bean repotted. Whether this intaraebon also occuts wkh the intte~s, topi- 
cal, 01 vagmai pteparaffons of miconatie IS mt known. 

Metforma Hydrochlorfde 
FuroSemt& - A sfngle.dose. metformin-furosemfde drug lntaraction study m heeltby subjects 
demons~d that pharmecokfnatfc parameters of bolh compounds were affected by co. 
adminfstratfon. Fumsemide increesed the madbnnh plasma and bfood C,, by 22% and bled 
AUC by 15%. without enY sfqfMcent change In metformln renal cieerance. When admttstered v&h 
metformin. the C -end AUC of ftftosemida were 31% and 12% smaller, reapeotfvelly, than when 
adminbtered alohe, and the termfnal ftelf-qfe was decreased by 32%. wlIhwt eny signiffcant 
change in rutoswnfde renal claerence. No fnformetkm is eVaikbfe about the interaction of met. 
fornun and furosemnie when co-edmffsteted chronicelfy. 
_N~ihd@ne - A single-dose. metfotmm-nffadlpkm drug inter&on study in nor& heaithy vof- 
unteors demonstrated that coadmkffsltetfon of nifedfpine etaeased pfasma ntetformin C,, end 
AUC by 20% and 9%. respacbvely, and fncteased the amount eacteted k-t the urine. T&s and half- 
life Wefe unalfact&. Nifedipine ap(leera to enhance the sbunptiar or metformfn. Metformh ned 
rnhlrnd eHect$ on riredipine. 
,Cabonz dr&gs - Cationfc dwqs (e.g.. amilodde, dfgoxin. morphwe. procafnamfde, qufnfdfne, 
qumine. fanitfdine, trfemterene, uimelhopdm. or vancomycmt that ens eliminated by renal tubular 
5ecredOn theofeIkally have the poteMsl fat intemction With metformin by coi’npettxg Iot ccatvnon 
renal tubular uanspon systems. Such interaction benveen metfonufn and oref cfmaddwe ftas beef-, 
observed in cormal healdry volunteefs in both sfnqle- and multfpa-dose. ntetfonnin+cfmetfdfne drug 
lnkracti~ swdtes. with a 60% increase m peak metfofmin plesma and &ota blood concenoatfons 
and a 40% fnuease in plasma and whole blood metfomun WC. Thete was no change in elhxna- 
txl h%K-Gfe in the single-dose study. Metfwmin had no effect on dmetidfne pharmacokfnatfcs. 
Although such mtefaobons reman tbeotetfcal (except for cimetfdina). car& patlent monftonnq and 
dose adjustment of GLUCOVANCE and/or the lr&tfering dwg fs recommended fit patients who are 
trkhg caUonk medkatms that am excreted vie me proximal renal tubular secretory system. 
-Od&sr- In healthy volunteers, the pharmacakinebcs of metfonnfn and propranofol end mat- 
Iormin and ibuprofen were not affected when co-admnistemd h sinqfe-dose intetacbn swdes. 
Ceroinogenesis. Mutagenesis, lmpeinnsnt of Femtity 
Wo ammat studfes have been conducted tith the combined pmducts in GLUCOVANCE. the fol- 
lowing data are based on findings in studfes peffomted with d?e mdivfdual ptoducts. 

Gfyburfde 
Studies in rats with qfybudde alone et doses up to 300 mq/kq/day (approdmetefy 45 tfmes the max- 
‘knum recommended human daay dose of 20 mq fof the glybutfda componetft of GLUCOVANCE 
bssed on body surface area compedsons~ for 18 momhs ravaafed no catcfnogenfc effacts. In a two- 
year oncogankity study dgiybwide in mm.3 mere ws no ebidewt of treatment-related tm0rs.. __ 
There was no e&snca of mutagenfc potential of glybutfde alone in the folfov.4r-g fn t&o tests: 
SdmoneUa microsome test (Ames t&t) and in the DNA dameqe/aikalffe efutfon assay. 

Metformat Hydrochloride 
Long-term carcfnogenicfty swdfes were peffonned wrn metfotmfn afone ln rats (dosing duretwn of 
104 weeks) and mice (dosing duration of $1 weeks) at doses up to and including 90 mqrkqfday 
and 15M) mglkg!day, tespecttvely. These doses are both approximately four times the maafmum 
recmmnanded human daily dose of 2000 mq of the metfotmfn component of GLUCGVARCE 
(Glybunde and MeUormJn HCf Tablets) based on body surface ataa comparisons. No evfdence of 
carclfmgedcity with metforrmn alone vies found h afthat male ot female mke. SlntfletlY, there ~8s 
no tumongenk potential obsewed with mettormin alone in male rats. There wes. howaver, an 
increased incidence of ban& stmmal uterfne polyps in female rats ttealed with 900 mq/kq/day of 
metformin alone. 
There was no evidence of a mutagenic potential of malwmin alone fn me following et vitro tests 
Ames tast (S. typhmwfurm). gene mutetlon test [mouse lymphoma cells). 01 chmmoscmat abeme. 
tfons test fhuman fymphocytesj). Resulta in the in vAomouse micmnudeus test wets afso neqatfve. 
Fenilityofmaleafemaleratswasunaff~~bymetlwmlnalanevvheoadmniRered~~~r~at~~sashfgh 
as 600 mqf@daY whwh 1s approximstefy three times the maxinxfm racommended hunan daffy dose 
of the matfonnin component of GLUCGVANCE based on body sutiace ataa comparfsons 

ResMw 
Teretnqenfc Effects: Pregnancy Category B 
Recent information strongly suggests that abnonnaf blood glucose levels dunnq pregnancy era 

’ assocfated with a hfqhw incidence of conqemtal ebnormelltfes. Most expetts recommend that 
insulin be used duing pregnancy to mamtain bwod glucose as cfosa to nom~sl as possfbfe. 
Because arimel refxoduction studies tire not always ptec8Cthe of human rasponsee. GLUCOVANCE 
should not he used during pteqnar~ unless claetl~ needed. (See below.) 
There are no adequate and WBII-contmflad studies fn pteqnent women wah GLUCOVANCE M as 
individual components. No animal swckes have been conducted with me comblnad products k 
GLUCOVANCE. The foilowing date are based on Endings in stud& performed wfth me tihfdual 
products. 

Giybudde 
Reproduction swdfes were pedomwd in mts and rabbits at doses up to 500 times G-m maxlmum 
recOmmended human da@ dose of 20 mg of the gfyburlde componanr ofGLUCOVANCE based on 
body surface area comperfsons and revealed no evidence of fmpaaad fertal~ or harm to the fetus 
due to glybutide. 

Meffwmin h-bide 
Metformtn alone was not tefatqlenir; in rats n rabbas at doses up to 6M mglkgldey. This tepte- 
sents an exposwe of about two and sfx tmes the maximum recommended human da& dose of 
ZDJO mq oftha metfomnn component of GLUCOVANCE based on body surfaoe arae compadsons 
for rats and rabbits. nspecuvely. Detannmatfon of fatef concentretwns demonsuetad a pa&l 
placereel banker to metformin. 

Nonterstogenic E$ecta 
Prolonged sevens hypDglycemla i4 to 10 days) has baen reponed in neonates born to mothers who 
“e receiving e suffonyfuree dtuq at the time of deflvery. Tbfs has been reported mom frequently 
wth the use of agents with prolonged half-lives. It IS no+ necommendeo that GLUCDVANCE be 
used dunnq pregnancy. However, Hit is used. GLUCOVANCE shot&f be dlsconttnued et lee& two 
weeks before the expected delivery date. (Sea Pregnancy: Teratoqenfc Effects Pregnancy 
Category 6.) 

NurWng f’hthers 
Although ft is not known whether g~buride IS excreted in human milk, some sulfonyluree drugs are 
knownto be excreted in human milk. Stodies in bctatiog tats shnw mat mettonnat 1s excreted fnto 
milk and reaches faWfS comparable to IMa in plasma. Similar studies hawe not been Conducted 
In nwsfnq mothers. Because the potential for hypoglycewie in nutskg MatUs may exfst. a decision 
shoufd be made whether to dfaoontfnue nursing or to dfscontfnue GLUCCVARCE, taking tnto 
account the vnportanca d the dw 
atom IS inadequate for contmSng b cod 7 

to tha mother. IF GLUCOVARCE is discontfnued. and H diet 
gfucose. fnsdn tharapy should be consfdensd. 

Pedietrfc use 
Salety and effectiveness d GLUCOVARCE in pedtatnc patients have not been estabfished. 
GeriaWo Use 
Oftha patfenh ~f10 m&ed GLUCOVANCE in double-blind d&al studies. 23.9% were 65 and 
oldetwhlla 2.8% waft? 75 and older. Of the 1302 petfenta who received GLUCOVARCE in open-f&f 
dfnkal ?Audb. 29.7% WW 65 and ofdw wwle 2.5% waee 75 and oktec t4o overall dbfetettcaa in 
effectiveness or safety wm observed betwaen these patfanls and younger patlents. and other 
reported clinics1 expedence hes not fdentklad diffetencas in response between the efdwly and 
younger petfants, but greater sensftfvay of some older indfviduafs centtot be ntlad out 
Matfonmn hydrochloride Is kfmwn to be substantfally exoeated by the fddne)r and because the 
dsk of sadkws advetae reactions to me dtuq is qtaater in patients wim impaired renal function, 
GLUCOVANCE shald only ba used in padants wfth namal renal functfon [see CONTRAINDICA. 
TIO”. WARNINGS, and CLINICAL PHASIMACOLGGW Phemseook4netks]. Because e&q is 
assocfated with fsduced ranal function, GLUCOVANCE should be used Mtb cautfon as qe 
increases. Care should be (aken in dose sefectfon andshoufd be based on careful and regular tnon- 
itotfng d ranal umodon. Gef?etally, efderfy patients should nM be tfttated to tba maximum dose of 
GLUCOVANCE Bee also WARRIRGS and WSAGE AND MMlRlSTRATRJN). 

ADVERSE REACTIONS 
GLUCOVARCE 
In double-blrnd C&M trials fn~of&g GLUCOVANCE as a6ttal therapy ot es second-lme thatapy. a 
mull of642 pstients recdded GLUCOVANCE 312 received metfonnfn vlerapy. 324 race&d qfyburide 
tkrapy. and 161 receiwd placebo. The percent of pabetas repwtfnq evants and types of sdverse 
even& teported In cbnicef uials of GLUCOVARCE (all stnsnqthsj es inftfaf thanspy and second-ffne 
therapy are Iii in TaMe 5. 

Tbble 5. Most Common Cffnicel Adverse Events (~5 Pwcentl in Doubte-Blind Clhlcal 
Studif of GLUCOVANCE Ueed as Initial or Seoond-Line Tbemp~ 

I I Number I%l of Patients I 

In a controlled clinical ttfei of toafgfftttsona vetsus placebo in patienk traeted wffh GLUCOVANCE 
@t=365). 191 patients received GLUCOVANCE with rosigllt&?one and 184 received GLUCOVANCE 
with placebo. 
Edema was reportad in 7.7% (l47181) of petlents treated v&h rosfgfitezona compared to 2.2% 
(4/784) d pXknk treeted with pfecebo. A meen weight gain of 3 kq was observed In tosfqqtezone. 
treated peaants 
Dlsulfsam-like nsaotmns have vary rarely been reported in patients treated wfth glybunde tablets. 

WwslVcemi* 
In contmfled dnioaf trfafs of GLUCOVANCE (Glybudde and Metfonnkt HU Tablets) there wefe no 
hyposlyCemiC eplsaleS K+tktg medical intenrentioft endlOt phatmacologlc IherapY: all events 
were managed by the patfems. The fncfderoe of repotted symptoms of hypoglycemia (such 
as dlaafness. shakiness, sweat@ and hunger+. in the initial therapy ttfef of GWCOVANCE are 
summerfred fn Table 6. The ftequency Or hypoglycemic symproma fn patients beated with 
GLUCOVANCE 1.25 mq/2$0 mq was hfqhest h patwrits with e basefire &A,, <7%. fewer in those 
with a baselate HbA,, d beween 3 ad 8%. and wes comparable to pfaoabo and medomtfn in 
those with a baaeffna H&k s. For padents w&-f a besofffe HbA,, of betwaen 8% and 11% treat- 
ed with GLUCOVANCE 2.5 mqMXf fttq 8s s!Jtfal therapy. the frequency of hypog&mk symptoms 
was 3tt-35%. As second-line thatepy in patients ft&equatety contm~lad on sulfonykaea alane. 
appmmb 623% Of afl p&Xt& treated with GLUCOVARCE aXperienced hrposlycwnic sym~- 
tams. When foslqRazotie was added to GLUCOVANCE therapy, 22% of patfents reported one ot 
more nngerstfck qtucose maasumtmms 550 mq/dL compawd to 3.3% of pfacebo-treated patients. 
AD hyposlycetttfc evama were ttfaftaged by tfte patients attd Ottfy one petfent diacondnued la hypo- 
glycemia. (See PRECAUTIONS: Getter& Addition of ThiazoWdfflonas to GLUMVANCE 
Tha=PY .) 
GasIrdrttewinsl Reeotfone 
The incfdence of G! side effects (dlanhea, nausee&ornhlcg. and abdommel pat@ In the initial thar- 
apt trial am summadzad in Table 6. Acmss efl GLUCOVANCE trials. GI symptoms were the moat 
common edvetseevents with GLUCOVANCE and were morefrequentath@erdose levels. In con- 
tmlled trials. ~2% of patients discontinued GLUCOVANCE thetepy dee to GI adverse events. 

1 h&glyCamis 1 ! ! I I I 
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Glyburide 
Cverdosage of sulfonylureas. irkludimg glybunde tablets, can produce hypoglycemia. Mild hypo- 
glycemlc symptoms. whottt loss of conx~usnass or neurokgical Indtngs. should be treated 
aggrCtSiV@ with oral glucose end ac~ustments in drug dosage andlor meal patterns. Ckse moni- 
lonng sh0uM continue untit the physicten is assured that the pat&ant is out of danger. Severe hype. 
glycemtC reactbns with coma. seizure. 01 tatter neufolqllcal fmpsfment cccur infrequentty, but con- 
stitute nmfkcal emergwraes reqtJwlng lmmetbste ho!@akatton. II @pogtycemic coma ls dtagnosed 
or suspected, the patient should be given a rapid intravenous inJection of concentrated (50%) 
gluco5e %Mbn. This should be fHowed by a continuous inWon of B mw dilute (10%) glwose 
sotufion at a rate that Ml ma~ntan the blood glucose at a level above 100 mgfdL Pat&a shwld 
be cto!My monitored for a mintmum of 24 to 45 hours. since hypoglycemia may recur after appar- 
ent clinical recwery. 
Metfomin HydmcMotide 
Hypoglycemia has not been seen even with ikgestkn of up to 55 grams of metformin hycb-o- 
chloride. atthough lactic actdosts has occurred m such circumstances (see WARNINGS). 
h4etfom1m IS didyzatale with a ctearence of up to 170 mUmin uKler good hemodynemk condllkw. 
Therefore. hemodiatysls may be useRa br removal of accumulated drug from patients in whom 
ntetf0rml” ova!osege vi suspected. 

DOSAGE AND AtlMlNlSWAllON 
General Carsidewtwns 
Dosage o? GLUGOVANCE must be indiiwiized on the basis of both elfectiveness and 
tolerance while not exceeding the maximum recommended daily dase of 20 mg gtyburidel 
2ddd mg metfdrmin. GLUCOVANCE should be given with meals and should be initiakd at a low 
dose. withgradual dose escstatwm es described below, in order to avoid hypaglycemta &ugaly due 
to gtyburidef. to reduce Gl side egects (largely due to metfofmif$, and to Permit determination of 
the minanum effecthe dose For adeqwue contral of blood glucose for the indhiduai petianf. 
With ~nkal treatment and duribq dose titration, approprtate blood glucose monikrlng should be 
used to datermine the therapeutic response m GLUCOVANCE (Glybunde and Metformh HCt 
Tablets) and to identify the maxnum effective dose for the p&era. Thereafter. HbA,, should be 
measured ar metvals of approxenetei~ 3 months to 85sea.s the effectiveness of therapy. The ther- 
apeutk goal in all petients with type 2 diabetes is to decrease FPG, PPG. aKI HbAta to hot& 
or as near nomtel as possible. Idealy, ma response to theraw should be evaluated us-kg HbA,, 
fglycosyfatad hemogiobnf. Yhkh is a better indicator of long-term giycemic contml than FPG 
OlOflO. 
No studies have been psrf~ specifiedly examming the safety and efficacy of SwwhB-g to 
GLUCOVANCE therapy rat pattents takkd concomitant glyburide for other suffon~lureaj plus met- 
lormin. Changes in gtj&mic contrd may&.xurin such p&na, with either hype$ycemia or hypo- 
glyc~la possible. Any change in therapy of type 2 diabetes should be uttdatteken wnh cafe end 
appropriate monttong. 
GLUCOVANCE .4~ Irntia4 lherapy 
F&comme&d stwthg dose: 1.26 mglZM mg once or twice daity rsrilh meats. 
Fm paberth uvlth type 2 diabetes whose hyperglycemia cannot be SaUSfactorily managed with diet 
and exercise abne, therecmnnended starting dose of GLUCWANCE IS 1.25 n+?!iO ng once a 
day with a meal. As kittat therapy in patients wah bwline HbA,, ~9% or an FPG 2200 mgldl. a 
starting dose of GLUCCVANCE 1.25 mg/ZSO mg twke dally wth the morning and eve&g meals 
may be used. Oosage increases should be made in incremenfs of 1.25 mgR5.0 mg per day every 
two weeks up to the mfnimum effective dose r!ecessary to achieve adequate wruml of blood glu. 
me. h chicai nitis d GLUCOVA~~CE a5 i11itk41 thfmpy, there ~85 no wtpOriOO~e with tw deity 
doses greater than 10 mg/2CHXI mg per day. GLUCOVANCE 5 mg/SNl mg shwld not be used 
8s initial therapy due to an increased risk of hypoglycemia. 
GLUCDWNCE Use )I) Prwbusfy 7i.eaW Patknts (S?.-m~Line Therapy) 
Recommended staning dose: 2.5 mg/SRd mg or 5 mg&O5 mg twke daily with meals. 
For patients not adequately controlled on either glyburide (or anodwr sulfonyiurea) or matformwt 
aione. me recommended stating dose of GLUCOVANCE is 2.5 mgI5Of~ mg or 5 mgA350 tog twice 

dally with dte mornkg and evening meals. In order to avotd hypoglycemk. ffie starting dose of 
GLUCOVANCE should not exceed tha d&y doses of gtybuffde or ntatfomao already L&g tahen. The 
daily dose should be tareted fn Iocramems of no more than 5 m$5Git mg up to the minlmum e!Tec- 
we dose to achtwe adeq!.aJta control of blood gkcose or to a rnaxkwm dose c4 20 mg120fm mg 
Per day. 
For patiants ptwouely treated wim combination therapy of glyburtde (or another sulfonylutea) plus 
metformm. I mkhed to GLUCOVANCE, the startkg dose SWUM not exceed the dairy dose of gly- 
butfde (a equivatent dose of another sulfonykreal and metfomvn already being taken. Patients 
Should be monitored closely for signs and symptoms of hypoglycemia foliowlng such a switch and 
the dose of GLUCOVANCE shouM ka tibmd es described above to echii adequete control of 
Wood glucose. 
Addition of lbiamliinediottes to GLUCOVANCE Therapy 
For patients not adequately controlted on GLUCCVANCE. a tMzoltdtneo’ione can be added to 
GLUCOVANCE therapy. When e thleeolidtnedime is added to GLUCOVANCE therapy, the current 
Uose of GLUCOVANCE can be continued and tha thllaolfdinedkne inftfated at ik recommended 
stedir~ dose. For pattents neadkg additknel gtywmk control. the dose of the thkzolidendllne 
can be Increased baeed on ih recommended titration schedule. The increased glycemk control 
attannbie ~4th GLUCOVANCE plus a ttieaolidinadtcme may invease the potentiat fw hype- 
glycemia at any time of day. In pattents who develop hypogtycamle when recefwng GLUCOVANCE 
and a thiazolidinedaane. consideration should be given lo reducing the dose ob the gtybunde coin- 
portent of GLUCOVANCE. As cliilly&vananted. adjustment of the dosages of the other compo- 
“ants of the anttdtabetk regimen shw’ld also be comtdered. 
Specitic Patlent Popttbtti0ns 
GLUCOVARCE is not wed for “sa dtinng pregnencY or ror we in perlttric patients. me 
inidal and maktenencedoetng of GLUCOVANCE should beconservative in patients wth advanced 
age. due to the potential for decreased renal fuwtkn in tie poputebon. Any dosage adjuwnent 
requires a careful assessn~nt of renal function. Generally. eldedyi debtllteted, end makourished 
pattents should not be titrated to themaximum dose of GLUCOVANCE to aMld tke risk of hypo- 
glycemk. Moritocing of renal functkn is neces!rarY to ak in preuerXion of matformet-associated 
lactic acldosk pankulady tn the elderly. (See WARNINGS.1 

HOW SUPPUEU 
GLUCOVANCE’ (Glyburide and Metftwmin MCI TabI& 
GLUCOVANCE 1.26 mg/ZM mg tabfat Is a pate y&w. capst&shaped, bevel edged, bicofwax 
film-coated tablet vath “EMS” dabossed ori one stde and "6972" debossed on the opposite side. 
GLUCOVANCE 2.5 mgAitXt mg tabtet IS a pate orange. cepsule-shaped, bevet edged btcowex 
film-coated tabtet Mth WAS” debossed on one side and “6073” debased on the opposite side. 
GLUCOVANCE 5 mg/tXg mg t&et is a yellow, CepSula-shap.ed. bevel edged. biconvex film- 
coated tablet with “MS” debossed on one stde and “5d74” ~I&ossed on Ihe oppostte stde. 

GLUCOVANCE NDCOO87-xxxx-xxforunit dose _ 

Glyburide MetfominHydmchlotide Bottle of 
(ms) (ms) 100 500 

1.25 260 6072-11 6072-12 
2.5 500 I 6073-11 
5 500 6074-11 

STORAGE 
Store at temperatures up to 25’ C 07’ F). [Soa USP Controlfed Rocm Temperature.] 
Dispense in light resIstant containers. 



PATIENT INFORMATION ABOUT Rx only 
GLUCOVANCE” 
(Glyburide and Metformin HCI Tablets) 

WARNING: A smail number of people who have taken metformhr hydrochloride 
have developed a serious condition called tactic acidosts.+Jroperty funottoning 
kidneys are neaded to help prevent lecttc acfdoais. Moat people with kidney 
problems should not take GLUCOVANCE. Bee Question Nos. 6-13.) 

Ql. 

a. 

Q3. 

44. 

Q5. 

Q6. 

47. 

Q8. 

Why do 1 need to take GLUCOVANCE? 
Your doctor has prescribed GLUCOVANCE to treat your type 2 diabetes Thin 
is also known as non-insuiindapendent diabetes meilitus. 

Whet Is type 2 diabetes? 
People with diabetes are not able to make enough rnsulin and/or respond nor- 
mally to the insulin their body does make. When this happens, sugar @lucose) 
buikis up in the blood This can Had to serious medical problems including kid- 
ney damage, amputations, and blindness. Diabetes is aiso closety linked to 
heart disease. The main goal of treating diabetes is to tower your blood sugar 
to a normal level. 

Why is it important to control type 2 diabetes? 
The main goal of treating diabetes is to lower your biood sugar to a normal 
level. Studies have shown that aood control of blood suaar mav orevent or 
delay complications such as hea?t disease, kidney diseases or bliridness. 

How is type 2 diabetes usuaiiy controlled? 
High blood sugar can be lowered by diet and exercise. by a number of oral 
medications. and by insulin injections. Before taking GLUCOVANCE you 
should first try to control your diabetes by exercise and weight loss. Even if you 
are taking GCUCOVANCE. you should still exercise and foilow the diet recom- 
mended for your diabetes. 

Does GLUCCIVANCE work diintIy from other glucose-control 
medications? 
Yes it does. GLUCOVANCE combines two glucose lowering drugs. glyburide 
and metformin. These two drugs wcrk together to improve the different meta- 
bolic defects found in type 2 diabates. Glyburide lowers btood sugar primarily 
bv causina more of the bodv’s own insulin to be released, and metformin low- 
eis blood &gar, in part, by Gelping your body use your own insulin more effec- 
tiveiy Together, they are efficient in helping you achieve batter glucose control. 

What happens if my blood sugar is stil too high? 
When blood sugar cannot be lowered enough by GLUCOVANCE your doctor 
may prescribe injectable insulin or take other measures to control your dia- 
betes 

Can GLUCOVANCE cause side effects? 
GLUCOVANCE, like ail 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 to GLUCOVANCE (see Q9 - Q13). 

What are the mod cormrem side effects of GLUCOVANCE? 
The most common side effects of GLUCOVANCE are normally minor ones 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. symptoms of hypoglycemia (low blood sugar), such as iighl- 
headedness. dizziness, shakiness. or hunger may occur. The risk of hypo- 
glycemic symptoms increases when meals are skipped, too much alcohol is 
consumed, or heavv exercise occurs without enouqh food. Followins the 
advicc? of your do& can help you to avoid these symptoms. 

Are there any serious side effects that GLUCOVANCE can cause? 
GLUCOVANCE rarely causes serious side effects. The most serious side effect 
that GLUCOVANCEzan cause is called lactic acidosis. 

QlO. 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 rs rare and has occurred mostly in People whose 
kidneys were not working nomrally. Lactic acidosis has been reported in about 
one in 33.000 oatients takina metformin over the course of a Year. Althouoh 
rare, if lactic acrdosis does &cur, It can be fatal in up to half& cases. - 
It’s ako important for your liver to be working normally when you take 
GLUCOVANCE. Your liver helps remove lactiiecid from your bloodstream. 
Your doctor will monitor your diabetes and may perform blood tests on you 
fmm time to time to make sure your kidneys and your liver are functkming 
normally. 
There is XI evidence that GLUCOVANCE causes harm to the kidneys or liver. 

911. Are there other risk factors for lactic acidosis? 
Your risk of developing lactic acidosis from taklg GLUCOVANCE (Glyburide 
and Metfomrin HCI Tablets) IS very low as long as your kiieys and liver are 
healthy However, some factors can increase your risk because they can affect 
kiiney and liver function. You shouki discuss your risk with your physician. 
You should not take GLUCOVANCE ih 
l You have chronic kidney or liver problems 
* You have con estlve heart faiiure which is treated with medications. e.g., 

diqoxin Ranox nS or forosemide Rasix? B 
* Y& &ink alcohol excessively (al\ the time or short-term “binge” drinking) 
* You are seriously dehydrated (have bst a large amount of body fluids) 
* You are going to have certain x-ray procedures with injectable conuast 

agents 
- You are going to have surgery 
- You devalop a serioos 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 

Q12. Whet are the symptoqs of lactic acidosis? 
Some of the symptoms include: feelina verv weak. tired or uncomfortable: 
unusual muscle p&r. trouble bn?athiig.~unu~ual or unexpected stomach dis: 
comfort, feeilnq cold, feeiiio dii~ or liohtheadad. or suddeniv detiODin0 a 
slow ar inegukir heartbeat. - - - 

. - 

If you notice these symptoms, or if your medical condition has suddenly 
changed, stop taking GLUCOVANCE tablets and call your doctor right away. 
Lactk acidosis is a me&al emergency that most be treated in a hospital. 

Ql3. Whet does my doctor need to know to decr&ase my risk of tactic acidosis? 
Tell your do&r if you have an illness that results in severe vomiting, diarrhea, 
and/or fever, or if your intake of fluids is slgnifrcantly reduced. These situations 
can lead to severe dehydration. and it may be necessary to stop taking 
GLUCOVANCE temporarily. 
You should let your doctor know if you are going to have any surgery 
or specialized x-ray procedures that require injecdon of contrast agents. 
GLUCDVANCE therapy will need to be stopped temporarily in such instances. 

Q14. Can I 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 prescnid. 
GLUCOVANCE may interfere with the way somedrugs work and some drugs 
may interfere wlth the action of GLUCOVANCE. 

Q15. What if I become pregnant white taking GLUCOVANCE? 
Tell vow doctor if vou elan to become oreonant or have become weanant. 
As with other or& giucose-control medications. you should not- take 
GLUCOVANCE during pregnancy. 
Usualiy your doctor will prescribe insulin while you are pregnant As with ail 
medicatrons, you and your doctor should discuss the use of GLUCOVANCE if 
you are nursing a child. 

416. How do I take GLUCOVANCE? 
Your doctor wiil tell you how many GLUCOVANCE aab!ets to take and how 
often. This should also be printed on the label of your prescription. You will 
probably be startad on a low dose of GLUCOVANCE and your dosage will be 
increased gradually until your blood sugar is controlled. 

Q17. Where can I get more information about GLUCOVANCE? 
This leaflet is a summary of the mosl important information about 
GLUCOVANCE. If you have any questions or problems, you should talk to 
your doctor or other heaithcare provider about type 2 diabetes as well as 
GLUCOVANCE and its side effects. There is also a leaflet (package insert) writ- 
tan for health professionals that your pharmacist can let you read. 

GLUCOVANCE” is a registered trademark of Merck Sante S.A.S., an associate of 
Merck KGaA of DarmstadtGermany. Licensed to Bristol-Myers Squibb Company. 

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