GLYSTOR plus®
Glyburide and Metformin hydrochloride tablets

QUALITATIVE AND QUANTITATIVE DESCRIPTION

PRECAUTIONS

General:

Glyburide / Metformin HCI tablets: Hypoglycemia: Glyburide /
Metformin HCI tablets are capable of producing hypoglycemia or hypo-

GLYSTOR plus® tablets are available for oral
strengths as:

- pink, round, quadrisect film-coated tablets containing 2.5 mg Glyburide
and 500 mg metformin hydrochloride / tab as active ingredients.

- yellow, round, quadrisect film-coated tablets containing 5 mg Glyburide
and 500 mg metformin hydrochloride / tab as active ingredients.

The tablet core excipients are: microcrystalline cellulose, povidone,

croscarmellose sodium, and magnesium stearate. The film coating of
GLYSTOR plus® i

in two

proper patient selection, dosing, and
instructions are important to avoid potential hypoglycemic episodcs. The
risk of hypoglycemia is increased when caloric intake is deficient, when
strenuous exercise is not by caloric ion, or dur-
ing itant use with other gl 1 ing agents or ethanol. Renal
or hepatic insufficiency may cause elevated drug levels of both glyburide
and metformin hydrochloride and the hepatic insufficiency may also
diminish gluconeogenic capacity, both of which increase the risk of hypo-

(2.5 mg/500 mg) : lactose Elderly, i , or patlents and
hypromellose, titanium dioxide, polyethylene glycol 4000, iron oxide yel- [hpse with adrenal or pituitary i or alcohol i ion are
low, iron oxide red and i iron. oxide black. The fi lm coatmg of GLYSTOR particularly to hypogly effects. Hypog| may be
plus™ (5 mg/500 mg) lactose h tita-  difficult to recognize in the elderly, and in people who are taking beta-
nium dioxide, polyethylene glycol 4000, yellow lake, di ic blocking drugs.
iron oxide yellow and iron oxide red. Metformin Hydrochloride: Monitoring of renal function: metformin is

known to be substantially excreted by the kidney, and the risk of metformin
INDICATIONS AND USAGE accurnulation and lactic acidosis increases with the degree of impairment of
Glyburide is an oral antihypergly drug of the y class. renal function. Thus, patients with serum creatinine levels above the upper
Metformin ide is an oral ihyperg| ic drug used in the limit of normal for their age should not receive Glyburide / Metformin HC1

management of type 2 diabetes.

Glyburide / Metformin HCI tablets are indicated as initial therapy, as an
adjunct to diet and exercise, to improve glycemic control in patients w:th
type 2 diabetes whose hyperg] cannot be il

with diet and exercise alone.

Glyburide / Metformin HCl tablets are indicated as second-line therapy
when diet, exercise, and initial treatment with a sulfonylurea or metformin
do not result in adequate glycemic control in patients with type 2 diabetes.

CONTRAINDICATIONS
Glyburide / in HCI tablets are indicated in patients with:
- Renal disease or renal ion (e.g., as by serum

tablets. In patients with advanced age, Glyburide / Metformin HCI tablets
should be carefully titrated to establish the minimum dose for adequate
glycemic effect, because aging is associated with reduced renal function. In
elderly patients, particularly those > 80 years of age, renal function should
be monitored regularly and, generally, Glyburide / Metformin HCI tablets
should not be titrated to the maximum dose. Before initiation of Glyburide
/ Metformin HCI therapy and at least annually thereafter, renal function
should be assessed and verified as normal. In patients in whom develop-
ment of renal dysfunction is anticipated, renal function should be assessed
more frequently and Glyburide / Metformin HCI tablets discontinued if evi-
dence of renal 1mpa1rment is present.

P .

) that may affect renal function or result in sig-

levels > 1.5 mg/dL [males], > 1.4 mg/dL [females], or at
clearance) which may also result from conditions such as caxd.mvascular
collapse (shock), acute di ion, and

- Congestive heart failure requiring pharmacologic treatment.

nificant ic change or may interfere with the disposition of met-
formin, such as cationic drugs that are eliminated by renal tubular secre-
tion, should be used with caution.

- Acute or chronic

Radiolc studies i the use of il iodiy d contrast
- Known hypersensitivity to metformin hydrochloride or glyburide. materials (for example, intravenous urogram, intravenous cholangiogra-
bolic acidosis, including diabetic id phy, iography, and iphy (CT) scans with intravascu-

with or without coma. Diabetic ketoacidosis should be treated with insulin.
Glyburide / Metformin HCI tablets should be temporanly dlsconlmued in
patients undergoing radiologic studies i
tion of iodinated contrast materials, because use of such products may
result in acute alteration of renal function.

WARNINGS

Metformin Hydrochloride

Lactic Acidosis: lactic acidosis is a rare, but serious, metabolic complica-
tion that can occur due to metformin accurmulation during treatment with
Glyburide / Metformin HCl tablets; when it occurs, it is fatal in approxi-
‘mately 50% of cases. Lacuc acldosls may also occur in association with a

lving ints

lar contrast materials): intravascular contrast studies with iodinated mate-
rials can lead to acute alteration of renal function and have been associat-
ed with lactic acidosis in patients receiving metformin. Therefore, in
patients in whom any such study is planned, Glyburide / Metformin HCI
tablets should be temporarily discontinued at the time of or prior to the pro-
cedure, and withheld for 48 hours subsequent to the procedure and reinsti-
tuted only after renal function has been reevaluated and found to be normal.
Hypoxic states: cardiovascular collapse (shock) from whatever cause,
acute congestive heart failure, acute myocardial infarction, and other con-
ditions ized by ia have been iated with lactic aci-
dosis and may also cause prerenal azotemia. When such events occur in
patients on Glyburide / Metformin HCI therapy, the drug should be

number of diabetes mellltus and
there is tissue hy ion and Lactic
acidosis is characterized by elevated blood lactate levels (>5 mmol/L),
blood pH, with an i anion gap,

and an increased lactate/pyruvate ratio. When metformin is implicated as
the cause of lactic acidosis, metformin plasma levels >5 pg/mL are gener-
ally found.

The onset of lactic acidosis often is subtle, and accompanied only by non-
specific symptoms such as malalse myalgias, respiratory distress, increas-
ing and bdominal distress. There may be associ-
ated hypothermia, hypotension, and resistant bradyarrhythmias with more
marked acidosis. The patient and the patient's physician must be aware of
the possible importance of such symptoms and the patient should be
instructed to notify the physician immediately if they occur. Glyburide /
Metformin HCl tablets should be withdrawn until the situation is clarified.
Serurn electrolytes, ketones, blood glucose, and, if indicated, blood pH, lac-
tate levels, and even blood metformin levels may be useful. Once a patient
is stabilized on any dose level of Glyburide / Metformin HCI tablets, gas-
trointestinal symptoms, which are common during initiation of therapy with
metformin, are unlikely to be drug related. Later occurrence of gastroin-
testinal symptoms could be due to lactic acidosis or other serious disease.
Levels of fasting venous plasma lactate above the upper limit of normal but
less than 5 mmol/L in patients taking Glyburide/ Metformin HCI tablets do

Surgical procedures: Glyburide / Metformin HCI therapy should be tem-
porarily suspended for any surgical procedure (except minor procedures
not associated with restricted intake of food and fluids) and should not be
restarted until the patient's oral intake has resumed and renal function has
been evaluated as normal.

Alcohol intake: alcohol is known to potentiate the effect of metformin on
lactate metabolism. Patients, therefore, should be warned against excessive
alcohol intake, acute or chronic, while receiving Glyburide / Metformin
HCI tablets. Due to its effect on the gluconeogenic capacity of the liver,
alcohol may also increase the risk of hypoglycemia.

Impaired heparic function: since impaired hepatic function has been associ-
ated with some cases of lactic acidosis, Glyburide / Metformin HCI tablets
should generally be avoided in patients with clinical or laboratory evidence
of hepatic disease.

Vitamin B, levels: in controlled clinical trials with metformin of 29 weeks
duration, a decrease to subnormal levels of previously normal serum
Vitamin B;, , without clinical manifestations, was observed in approxi-
mately 7% of patients. Such decrease, possibly due to interference with
B, absorption from the By, -intrinsic factor complex, is, however, very
rarely associated with anemia and appears to be rapidly reversible with dis-
continuation of metformin or Vitamin By, supplementation. Measurement

not necessarily indicate impending lactic acidosis and may be
by other mechanisms, such as poorly controlled diabetes or obesity, vigor-
ous physical activity, or technical problems in sample handling.

Lactic acidosis should be suspected in any dlabeuc patient with melabollc
acidosis lacking evids of’ and ia).
Lactic acidosis is a medical emergency that must be treated in a hospital
setting. In a patient with lactic acidosis who ls ta.kmg Glybunde /

of on an annual basis is advised in patients on
metformin and any apparent abnormnalities should be appropriately inves-
tigated and managed.

Change in clinical status of patients with previously controlled type 2 dia-
betes: a patient with type 2 diabetes previously well controlled on met-
formin who develops laboratory abnormalities or clinical illness (especial-
ly vague and poorly defined illness) should be evaluated promptly for evi-
dence of or lactic acidosis. Evaluation should include serum

Metformin HCI tablets, the drug should be d and
general suppomve measures promptly instituted. Because metformin
is (with a of up to 170 mL/min under
good i ditions), prompt hemodialysis is ded to
correct the acidosis and remove the accumulated metformin. Such man-
agement often results in prompt reversal of symptoms and recovery.

SPECIAL WARNING ON INCREASED RISK OF CARDIOVAS-
CULAR MORTALITY

The ion of oral i drugs has been reported to be asso-
ciated with i mortality as to with
diet alone or diet plus insulin. The patient should be informed of the poten-
tial risks and benefits of glyburide and of alternative modes of therapy.

ypogly

electrolytes and ketones, blood glucose and, if indicated, blood pH, lactate,
pyruvate, and metformin levels. If acidosis of either form occurs,
Glyburide / Metformin HCI tablets must be stopped immediately and other
appropriate corrective measures initiated .

Laboratory Tests: periodic fasting blood glucose and glycosylated hemo-
globin (HbA 1c) measurements should be performed to monitor therapeu-
tic response. Initial and periodic monitoring of hematologic parameters
(e.g., hemoglobin/hematocrit and red blood cell indices) and renal function
(serum creatinine) should be perforined, at least on an annual basis. While
megaloblastic anemia has rarely been seen with metformin therapy, if this
is d, Vitamin B, deficiency should be

Drug Interactions:

Glyburide / Metformin HCI tablets: certain drugs tend to produce hyper-




glycemia and may lead to loss of blood glucose control. These drugs

ADVERSE REACTIONS

include the thiazides and other diuretics, cortit

thyroid products, oral , nicotinic acid,
sympathomimetics, calcium channel blocking dmgs, and 1somaz|d ‘When
such drugs are administered to a patient receiving Glyburide / Metformin
HCI tablets, the patient should be closely observed for 1oss of blood glu-
cose control. When such drugs are withdrawn from a patient receiving
Glyburide / Metformm HC1 tablets Lhe pahent should be observed closely
for . M i bound to plasma proteins and
is, merefore, less lxkely to interact with highly protein-bound drugs such as

i , and as
to which are ly bound to serum proteins.
Glyburide: the hypogl action of may be
by certain drugs includi i iti-i y agents and other
drugs that are highly protein bound, , sul id 1
phenicol, coumarins, oxidase i and beta

adrenergic blocking agents. When such drugs are administered to a patient
receiving Glyburide / Metformin HCI tablets, the patient should be
losely for hyp ia. When such drugs are withdrawn from

obser
a patient receiving Glyburide / Metformin HCl tablets, the patient should

gly

Upper respiratory ; diarthea; nausea; vomiting; abdominal pain;

have very rarely been

reported in patients treated with glybunde tablets.

OVERDOSAGE

Glyburide: d of y , i glyburide tablets, can
produce hypog Mild t without loss of
consciousness or neurological fmdmgs should be treated aggressively
with oral glucose and adjustments in drug dosage and/or meal patterns.
Close monitoring should continue until the physician is assured that the
patient is out of danger. Severe hypoglycemlc reactmns with coma,

seizure, or other ! occur , but consti-
tute medical If hypo-
gl coma is di or the patient should be given a
rapid i injection of d (50%) glucose solution. This

should be followed by a continuous infusion of a more dilute (10%) glu-
cose solution at a rate that will maintain the blood glucose at a level above
100 mg/dL. Patients should be closely monitored for a minimum of 24 to
48 hours, smce hypoglycerma may recur after apparent clinical recovery.

Hydro has not been seen even with
be obsefved ¢ losely .fm loss of blood gl\{cose comr'oL N ingestion of up to 85 grams of melformm hydmchlonde, although lactic
A possible interaction between glyburide and ciprofloxacin, a fluoro- N

acidosis has occurred in such is with
quinolone antibiotic, has been reported, resulting in a pot:ntlatlon of the
h " i £ glyburide. The ism for thi y a of up to 170 mL/min under good hemodynamic conditions.
yf‘;ci ycemic action of glyburi e or this is Therefore, hemodialysis may be useful for removal of accumulated drug
not kmown. from patients in whom metf¢ is
A potential between oral and oral hypog

agents leading to severe hypoglycemia has been reported. Whether this
interaction also occurs with the intravenous, topical, or vaginal prepara-
tions of miconazole is not known.

Metformin Hydr: Furosemide: d the met-
formin plasma and blood Cmax by 22% and blood AUC by 15%, without
any significant change in metformin renal clearance. When administered
with metformin, the Cmax and AUC of furosemide were 31% and 12%
smaller, respecti , than when ini: alone, and the terminal half-

DOSAGE AND ADMINISTRATION

General Considerations: dosage of Glyburide / Metformin HCI tablets
must be individualized on the basis of both effectiveness and tolerance
while not ing the ded daily dose of 20 mg gly-
buride/2000 mg metformin. Glyburide / Metformin HCI tablets should be
given with meals and should be initiated at a low dose, with gradual dose
escalation as described below, in order to avoid hypoglycemia (largely due
to glyburide), to reduce GI sxde effects (largely due to metformin), and to
permit ion of the mini effective dose for adequate control

life was decreased by 32%, without any si change in
renal clearance.
Nifedipine: nifedipine appears to enhance the absorption of metformin.
Metformin had minimal effects on nifedipine.
Catmmc drugs cauomc drugs (e.g., axmlonde, digoxin, mmphme, pro-
ine, quinine, rani im, or
vancomycin) that are eliminated by renal tubular secretion theoretically
have the potential for interaction with metformin by competing for com-
mon renal tubular transport systems. Such interaction between metformin
and oral cimetidine has been observed in normal heal!.hy volunteers in both
single- and multiple-d in-ci g ion studies,
with a 60% i mcrease in peak metformin plasma and whole blood concen-
trations and a 40% increase in plasma and whole blood metformin AUC.
There was no change in elimination half-life in the single-dose study.
Melfoxmm had no effect on cimetidine pharmacokinetics. Although such
ions remain ical (except for cimetidil careful patient mon-
itoring and dose adjustment of Glyburide / Metformin HCl tablets and/or the
interfering drug are recommended in patients who are taléing cationic med-
ications that are excreted via the proximal renal tubular secretory system.
Other: in healthy volunteers, the pharmacokinetics of metformin and pro-
pranolol and metformin and ibuprofen were not affected when co-admin-
istered in single-dose interaction studies.
Pregnancy: Teratogenic Effects: recent information strongly suggests that
abnormal blood glucose levels during pregnancy are associated with a

of blood glucose for the individual patient.
With initial treatment and during dose titration, appropriate blood glucose
monitoring should be used to determine the therapeutic response to
Glyburide / Metformin HCI tablets and to identify the minimum effective
dose for the patient. Thereafter, HbA 1c should be measured at intervals of
approximately 3 months to assess the effectiveness of therapy. The thera-
peutic goal in all patients with type 2 diabetes is to decrease FPG, PPG,
and HbA 1c to normal or as near normal as possible. Ideally, the response
to therapy should be evaluated using HbA Ic (glycosylated hemoglobin),
which is a better indicator of long-term glycemic control than FPG alone.
Glyburide / Metformin HCI Tablets As Initial Thempy for patlents with
type 2 diabetes whose hyper ia cannot be
with diet and exercise alone, the recommended starting dose of Glyburide
/ Metformin HCI tablet is 1.25 mg/250 mg once a day with a meal. As ini-
tial therapy in patients with baseline HbA Ic > 9% or an FPG > 200
mg/dL, a starting dose of Glyburide / Metformin HCI tablet 1.25 mg/250
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
two weeks up to the minimum effective dose necessary to achieve ade-
quate control of blood glucose. In clinical trials of Glyburide / Metformin
HCI tablets as initial therapy, there was no experience with total daily
doses greater than 10 mg/2000 mg per day. Glyburide / Metformin HCI
tablet 5 mg/500 mg should not be used as initial therapy due to an

higher inci of Most experts
that insulin be used during pregnancy to maintain blood glucose as close
to normal as possible. Because animal reproduction studies are not always
predictive of human response, Glyburide / Metformin HCI tablets should
not be used during pregnancy unless clearly needed.

There are no adequate and well-controlled studies in pregnant women with
Glyburide / Melfom-un HCI tablets or its individual components.

Ne Effects: evere hypog (4 to 10 days) has
been reported in neonates born to mothers who were receiving a sulfony-
lurea drug at the time of delivery. This has been reported more frequently
with the use of agents with half-lives. It is not that
Glyburide / Metformin HCI tablets be used during pregnancy. However, if it
is used, Glyburide / Metformin HCI tablets should be discontinued at least
two weeks before the expected delivery date.

Nursing Mothers: although it is not known whether glyburide is excreted
in human milk, some sulfonylurea drugs are known to be excreted in
human milk. Because the potential for hypoglycemia in nursing infants
may exist, a decision should be made whether to discontinue nursing or to
discontinue Glyburide / Metformin HCI tablets, taking into account the
importance of the drug to the mother. If Glyburide / Metformin HCl tablets
are discontinued, and if diet alone is inadequate for controlling blood glu-
cose, insulin therapy should be considered.

Pediatric Use: safety and effectiveness of Glyburide / Metformin HCl
tablets in pediatric patients have not been established.

Geriatric Use: no overall differences in effectiveness or safety were
observed between geriatric patients and younger patients, and other report-
ed clinical experience has not identified differences in response between
the elderly and younger patients, but greater sensitivity of some older indi-
viduals cannot be ruled out.

Metformin ide is known to be excreted by the kidney
and because the risk of serious adverse reactions to the drug is greater in
patients with impaired renal function, Glyburide / Metformin HCI tablets
should only be used in patients with normal renal function. Because aging is
associated with reduced renal function, Glyburide / Metformin HCI tablets
should be used with caution as age increases. Care should be taken in dose
selection and should be based on careful and regularmonitoring of renal func-
tion. Generally, elderly patients should not be titrated to the maximum dose.

risk of hypog]

Glyburide / Metformin HCI Tablets Use in Previously Treated Patients
(Second-Line Therapy): for patients not adequately controlled on either gly-
buride (or another sulfonylurea) or metformin alone, the recommended
starting dose of Glyburide / Metformin HCI tablets is 2.5 mg/500 mg or 5
mg/500 mg twice daily with the morning and evening meals. In order to
avoid hypoglycemia, the starting dose of Glyburide / Metformin HCI tablets
should not exceed the daily doses of glyburide or metformin already being
taken. The daily dose should be titrated in increments of no more than 5
mg/500 mg up to the minimum effective dose to achieve adequate control
of blood glucose or to a maximum dose of 20 mg/2000 mg per day.

For patients previously treated with ination therapy of glyburide (or
another plus in, if itched to Glyburide /
Metformin HCI tablets, the starting dose should not exceed the daily dose
of glyburide (or equivalent dose of another sulfonylurea) and metformin
already being taken.

STORAGE CONDITIONS

Store in a dry place below 30°C, protected from light.
Do not refrigerate.

Do not use after expiry date.

THIS IS A MEDICAMENT
- A medicament is a product which affects your health, and its consumption
contrary to instructions is dangerous for you.
- Follow strictly the doctor’s prescription, the method of use and the instruc-
tions of the pharmacist who sold the medicament.
- The doctor and the pharmacist are experts in medicine, its benefits and risks.
- Do not by yourselfinterrupt the period of treatment prescribed.
- Do not repeat the same prescription without consulting your doctor.

Keep Medicament out of reach of children.

PRESENTATION
GLYSTOR plus® Tablets 2.5 mg/500 mg, in blister pack of 30’s.
GLYSTOR plus® Tablets 5 mg/500 mg in blister pack of 30’s.
Manufactured in Zouk Mosbeh Lebanon by
ALGORITHM S.A.L.
® Registered Trademark
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