Sense@®

Tablets
(Glimepiride)

DESC] ION

Sensedia™ (glimepiride tablets) is 2n oral blood-glucose-lowering drug of
the sulfonylurea class. Glimepisidc is a whitc to yellowish white, crystalline,

odorless to practically odorless powder fomlulamd mm ahlets of Img,
2mg. 3mg and 4mg hs for oral i tablets con-
tain the active ingredicnt glnmepmdc and the following inactive ingredients:

lactose (hydrous), sodium starch glycolalc. pos ldonc gncroclyslalhnc cellu-
lose, and magnesium steargge. In addi 1mg tablets contain
Ferric Oxide Red. Sensedia ng tablets com&m Ferric Oxide Yellow and
FD&C Bluc #2 Aluminum Lake, and Sensedia™ 4mg tablets contain FD&C
Blue #2 Aluminum Lake.

Glimepiride is practically insoluble in water.

CLINICAL PHARMACOLOGY

Mechanism of Action: The primaty mechanism of action of glimepiride in
lowering blood glucose appears to be dependent on stimulating the releasc
of insulin from functioning pancrcatic beta cells. In addition. extrapancreat-
ic effects may also play a role in the activity of sulfonylureas such as
glimepiride. However, as with other sulfonylurcas. the mechanism by which
glimepiride lowers blood glucose during long-term administration has not
been clearly established. Glimepiride is effective as |mual drug therapy. In
patients where herapy with Glimepiride or has not pro-
duced adequate glycemic control, the combination of Glimepiride and met-
formin may have a synergislic cffect, since both agents act to improve glu-

cose tolerance by different primary mechanisms of action. This -

CONTRAINDICATIONS
Glimepiride is contraindicated in paticnts with:
- Known hypersensitivity to the drug.
- Diabetic ketoacidosis. with or without coma. This condition should be
treated with insulin.

WARNINGS

SPECIAL WARNING ON INCREASED RISK OF CARDIOVASCU-
LAR MORTALITY

The administration of oral hypoglyceniic drugs has been reported to be
associated with increased cardiovascular mortality as compared to
treatment with diet alone or diet plus insulin. The patient should be
informed of the potential risks and advantages of Glimepiride tablets
and of alternative modes of therapy.

PRECAUTIONS
Gencral
Hypoglycemia: All sulfonylurea drugs are capable of producing severe
hypoglycemia. Proper patient selection, dosage. and instructions are impor-
tant t0 avoid hypoglyccmic episodes. Patients with impaired renal function
may be more sensitive to the glucosc lowcring cffect of Glimepiride. A start-
ing dose of Img oncc daily followed by appropriate dose titration is recorn-
mended in those patients. Debilitated or malnourished paticnts, and those
with adrenal, pituitary. or hepatic insufficiency are particularly susceptible to
the hypoglycemic action of glucose-lowering drugs. Hypoglycemia may be
difficult to recognizc in the elderly and in people who are taking beta-adren-
ergic blocking drugs or other sympatholytic agents. Hypoglycemia is more
likely to occur when caloric intake is dcficient. after severe or prolonged
exercise, when alcohol is ingested. or when more than onc glucosc-lowering
drug is used. Combined usc of glimepiride with insulin or metformin may
increase the potential for hypoglycemia.
Loss of control of blood glucose: When a patient stabilized on any diabetic
i is 1 to stress such as fuver, trauma, infection, or surgery, a loss

tary effect has been obscrved with metfornin and other sulfonylureas. in
multiple studies.

Pharmacodynarmics: A mild glucose-lowering cffect first appeared follow-
ing single oral doses as low as 0.5-0.6 mg in hcalthy subjects. The time
required to reach the maximum effect (i e.. minimum blood glucosc level [T
min)) was about 2 to 3 hours. In noninsulin-dependent (Type 11) diabetes
mellitus (NIDDM) patients. both fasting and 2-hour postprandial glucose
levels were significantly lower with glimepiridc (1. 2. 4. and 8 mg once
daily) than with placebo after 14 days of oral dosing, The glucose-lowering
cffect in all active treatment groups was maintaincd over 24 hours. In larger
dose-ranging studies, blood glucose and HbA Ic were found to respond in a
dose-dependent manner over the range of 1 to 4 mg/day of Glimepiride.
Some paticnts, paiticularly those with higher fasting plasma glucose {FPG)
levels, may benefit from doses of Glimepiride up to 8 mg once daily. No dif-
ference in response was found when Glimepiride was administered once or
twice daily. Glimepiride therapy is effective in controlling blood glucose
without deleterious changes in the plasma lipoprotcin profiles of patients
treated for NIDDM

INDICATIONS AND USAGE

Glimepiride is indicated as an adjunct to dict and cxercise to lower the blood
glucose in patients with noninsulin-dependent (Type 1l) diabetes mellitus
(NIDDM) whosc hypcrglycemia cannot be controlled by dict and excrcisc
alone. Glimepiride may be uscd concomitantly with metformin when diet,
cexercise, and Glimcpiride or mctformin alone do not result in adequate
glycemic control.

Glimepiride is also indicated for usc in combination with insulin to lower
blood glucose in patients whose hyperglycemia cannot be controlled by diet
and cxercise in conjunction with an oral hypoglyccmu: agent.

Combined use of gllmcpmdc and insulin may mcrcav.e (he pclcnnal for
hypoglycemia. In initi fornoni b dict
and excrcise should be cmphasmed as the primary fonn of treatment. Caloric
restriction, weight loss, and exercise are essential in the obese diabetic
patient, Proper dietary management and excrcise alone may be cffective in
controlling the blood glucose and symptoms of hyperglycemia, In addition
to rcgular physical activity, cardiovascular risk factors should be identified
and corrective measures taken where possible.

If this ireatment program fails to reduce symptoms and/or blood glucose, the
usc of an oral sulfonylurea or insulin should be considered. Usc of
Ghmcpmdc must be viewedby both the physician and paticnt as a treatment
in addition to diet and ise and not as a for diet and exercise
or as a convenientmechanism for avoiding dictary int. Furth

of control may occur. Atsuchtimes, it may be necessaryto add insulini incom-
bmation with Glimepiride or even usc insulin F y. The eff
of any oral hypoglycemic drug. including Glimepiride, in lowenng blood glu-
cose to a desired level decreases in many paticnts over a period of time, which
may be due to progression of the severity of the diabetes or to diminished
responsiveness to the diug. This ph is known as jary failure, to
distinguish it from primary failure in which the drug is ineffective in an indi-
vidual patient when first given. Should secondary failure occur with
Glimepiride or metfonnin monotherapy, combined therapy with Glimepiride
and metformin or Glimepiride and insulin may result in a responsc. Should sec-
ondary failure occur with bined Gli fi therapy, it may be
necessary (o initiate insulintherapy.
Information for Patients
Patients should be informed of the potential risks and advantages of
Glimepiride and of altemative modes of therapy. They should also be inforrned
about the importance of adherence to dietaty instructions, of a regular exercise
program. and of regular testing of blood glucose. The risks of hypoglycemia,
its symptoms and trcatment, and conditions that predispose (o its development
should be explained to patients and ible family bers. The 1
for primary and s¢condary failure should also be explalned
Laboratory Tests
Fasting blood glucose should be monitored periodically to determine therapeu-
tic response. Glycosylated hemoglobin should also be monitored, usually ¢very
3 to 6 months, to more precisely assess long-tenn glycemic control.
Drug Interactions
Thc hypoglyccmu: action of sulfonylureas may be potcntiated by certain drugs.
idal anti-infl Yy dmgs and olhcr drugs lha( are highly
prulcm bound such as salicy}
line oxldase hibitors and beta admncrg)c blocking agents.
When these drugs are administered to a patient recciving Glimepiride. the
patient should be obscrved dosely for hypoglycemia. When thesc drugs arc
withdrawn from a patient receiving Glimepiride, the patient should be observed
closely for loss ot glycemic control.
Certain drugs tend to produce hyperglycemiaand may lead to loss of control.
Thesc drugs include the thiazides and other diurctics, omhcuslcrmds phcnolh-
iazincs, Ihymnd ducts, eswrogens, oral
acid. ics and i id. When these dmgs arc admlms(cxcd toa
patient reoelvmg Glimepiride, the pnuen(should bcclosely observed for loss of
control. When these drugs are withdrawn from a patient receiving Glimepiride,
the patient should be observed clasely for hypoglycemia.
Coadministration of aspirin did not affect blood glucose and scrum C-pep-
lide ions and no hypoglycemnc symptoms were rcported.

loss of blood glucose control on dict and cxercise alone may be transicnt,
thus roqumng only short-term administration of Glimcpiridc.

During Glimepiride mc py should be discon-
tinucd if sallsfaclory lowcnng of blood glucose is no Iongcr achlcvcd

C inistration of cithcr cimetidine (800 mg once daily) or ranitidine (150

mg bld) \vnh a smglc 4mg oral dose of Glimepiride did not significantly alter

the absi and d of piridc, and no diffe were seen

|n hypoglycemlc symplomalology
f

Judgments should be based on regular clinical and |

Secondary failures to Glimepiride monotherapy can be lrealcd with
Glimepiride-insulin combination therapy.

Inconsidering the use of Glimepiride in asymptomaltic pallenls it should be
recognized that blood glucosc control in NIDDM has not defi been

prop lol (40 mg nd) .'md Glimepiride did
not have any effect on the p dy ide. Ifbeta-block-
ers arc used, caution should be exercised and paticnis should be wamed
abou( the polcnlial for hypogl'zccmia.

o

established to be effective in preventing the long-term cardiovascular and
ncural complications of diabetes However, the Diabetes Control and
Complications Trial (DCCT) demonstrated that control of HbAlc and glu-
cosc was assocmlcd \v:lh a dccreas: in_ retinopathy, ncuropathy, and
hy for i (IDDM) patients.

PIop:

iride tablets (4 mg once daily) did not
aI(er either the pharmacodynamlc cffects or the pharmacokinctic character-
istics of R- and S-warfarin following ion of a single
dose (25 mg) of racemic watfarin to healthy subjects.

The responscs of serum glucose. insulin, C-peptide, and plasma glucagon to
imepiridc were unaffected by coadministration of ramipril (an ACE
r) S mg once daily in noninal subjects. No hypoglycemic symptoms




were reported.

A potential interaction between oral miconazole and oral hypoglycemic
agents leading to severe hypoglycemia has been reported, Wheiher this inter-
action also occurs with the intravenous, topical. or vaginal preparations of
miconazole is not known. Potential intcractions of glimepiride with other
dmgs metabolized by Cylochrome P450 also include phenytoin, fluconazole,

diclofenac, ibup: and ic acid.

Almough no specific interaction studies were pectormed, pooled data from
clinical trials showcd no cvidence ol' chmcally sngmtucan( adverse mlcxac-
tions with of -channel block-
ers, cstrogens, fibrates. NSAIDS, HMG CoA reductasc inbibitors, sulfon-
amides. thyroid honinonc or Ace inhibitors,

Pregnancy

Teratogenic Effects:

Pregnancy category C: Thae are no adequate and well-conwolled studies in
pregnant women. On the basis of results from animal studies, Glimepiride
should not be used during pregnancy.

Because recent information suggests that abnormal blood glucosc levels duung
pregnancy are associated with a higher i of

many experts recomunend that insulin be used during pregnancy to maintain
glucase levels as close to normal as possible. Prolonged severe hypoglycemia
(4 10 10 days) has been reported in neonates born to Mothers who were receiv-
ing a sulfonylurea drug at the time of delivery. This has been reported more fre-
quently with the use of agents with prolongcd half-lives. Patients who ate p]an
ning a pregnancy should consult their physician, and it is d that
they change over to insulin for the entire course of pregnancy and lactation.

Nursing Mothers

Although it is not known whether Glimepiride is excreted in human milk,
other sulfonylureas arc cxcreted in human milk. Because the potential for
hypoglyccmia in musing infants may exist. and becausc of the cffects or‘!

be more p d when is initiatcd. This is also seen
in untreated diabetic patients, and may actually be reduced by treatment.

OVERDOSAGE

Overdosage of sulfonylurcas. including Glimepiride, can produce hypo-
glycemia, Mild hypoglycemic symptoms without loss of consciousness or
neurologic findings should be treated aggressively with oral glucose and
ndjuslm:nls in drug dosage and/or meal paticmns. Close moniloring should
continue until the physxcmx is assured that the patient is out of danger.

Severe hypoglycemlc reactions with coma. scizure, or other neurological
impairment occur infrequently. but ¢ medical

immedtate hospitalization. If hypoglycemic coma is diagnoscd or suspcclcd

the patient should be given a rapid intravenous injection of concentrated
(50%) glucose solution. This should be followed by a continuous infusion of
a more dilute (10%) glucose solution at a rate that will maintain the blood
glucose at a level above 100 mg/dL. Patients should be closely monitored for
a mmmum of 24 to 48 hours, because hypoglycemia may recur after appar-
cnt ¢linical recovery.

DOSAGE AND ADMINISTRATION

There is no fixed dosage regi for the of diabetes mellitus with
Glimepiride or any other hypoglycemic ngcm 'Dze palwnl s fmmg blood glu-
cosc and HbAle must be y to d the

effective dose for the patient; to detect primaty fallun_. ic. mndcqunle lower-
ing of bleod glucose at thc maximum d dosc of . and to
detect secondary failure, i.e., loss of adequate blood glucose lowering response
after an initial period of cffectiveness. Glycosylated hemoglobin levels should
be performed to monitor the paticnt's response to thetapy. Short-term adminis-
tration of Glimepitide may be sufficient during periods of transient loss of con-
trol in paticnts usually controlled well on diet and exercise.

Usual Starting Dose

l'he usual sl.mmg dose of Glimepiride as initial therapy is 1-2 mg once daily.

nursing animals, Glimcpiride should be d d in nursing h
Glimepifide is discontinucd. and if dict and excrcise alone arc inadequate for
controlling blood glucose, insulin therapy should be considered.

Pediatric Use
Safety and cffectiveness in pediatric paticnts have not been established.

Geriatric Use

No overall differences in safety or effectivencss were obscrved between cld-
erly and younger subjects, but greater sensitivity of some older individuals
cannot be ruled out. The drug is known to be substantially excreted by the
kidney, and lhc risk of toxic reacuons to this drug may be greater in paticnts
with impaired renal fi clderly p are more likely to
have decreased renal function, care should be taken in dose sclection. and it

kfast or the first main meal. Those paticnts who may
be more sensmve to hypoglycemic drugs should be started at 1 mg once
daily, and should be titrated carcfully. No exact dosage relationship exists
between Glimepiride and the other oral hypoglyccmic agents. The maximum
starting dose of Glimcpiride should be no more than 2 mg. Failure to follow
an appropriate dosage regimen may precipitate hypoglycemia. Paticnis who
do not adhere to their prescribed dictary and drug regimen are more pronc to
exhibit unsatisfactory response to therapy.
Usual Maintenance Dose
The usual maintenance dose is | to 4 mg once daily. The maximum recom-
mended dose is 8 mg oncedaily. After reaching a dose of 2 mg, dosage increas-
es should be made in increments of no more than 2 mg at 1-2 week intervals
based upon the paticnt’s blood glucose response. Long-tem cfficacy should be
monitored by measurement of HbA Ic levels, for cxample, every 3 to 6 months.
Glimepiride-Metformin Coinh ion Therapy

may be uscful to monitor renal function. Elderly paticnts are p larly sus-
ceptible to hypoglycemic action of glucose-lowening drugs. In elderly, debil-
itated. or malnounished paticnts, or in paticnts with renal and hepatic insuf-
ficiency, the initial dosing, dose increments, and mainicnance dosage should
be conservative based upon blood glucose levels prior to and after initiation
of treatment to avoid hypoglycemic reactions. Hypoglycemia may be diffi-
cult to recognize in the clderly and in people who are taking beta-adrencrgic
blocking drugs or other sympatholytic agents.

ADVERSE REACTIONS

Adverse cvents, other than hypoglycemia, considered to be possibly or prob-

ably related to study drug that occurred in more than 1% of paticnts treated

with Gli ide are: Di Asthenia, Headache and Nausca,

Gastrointestinal Reactions

Vommng gasuomlcslmal pain, and diarthea have been reported. but tbe
in pl lled trials was less than 1%. In rare cases. there

nay be an clevation of liver ecnzyme levels. In isolated instances, impair-

ment of liver function (e.g with cholestasis and jaundice). as well as hepati-

tis, which may also lead to liver failurc have been reported with sulfony-

lureas. including Glimepiride.

Dermatologic Reactions

Allergic skin reactions, e.g., pruritus. crythema, urticaria. and morhilliform

or maculopapular cruptions. occur in less than 1% of treated patients. These

may be transient and may disappear despite continued use of Glimepiride. If

those hypersensitivity reactions persist or worsen, the drug should be dis-

contmued. Porphyra, cutanca tarda, photosensitivity reactions. and allergic

vasculitis have been reported with sulfonylureas.

Hemalologlc Reactions

v

ytosis, ia, hemolytic anemia, aplastic
anemia, and pancylopcma have becn reponcd with sulfonylureas.
Metabollc Reactions
Hepatic porphyria reactions and. disulfiram-like reactions have been report-
ed with sulfonylureas: however, no cases have yct been reported with
Glimepiride (glimepinide tablets). Cases of hyponatremia have been report-
ed with glimepiride and all other »ulfonylurcas. most often in patients who
are on other medications or have mcdlcal conditions known to cause hypona-
tremia or mcrtase releasc of antidi h The synd: of inap-
(SIADH) secretion has been reported with
certain other sulfonylureas. and it has deen suggested that these sulfony-
lureas may augment the peripheral (antidiuretic) action of ADH and/or
increase release of ADH.
Other Reactions
Changes in accommodation and/or blurred vision may occur with the use of
Glimepiride. This is thought to be due to changes in blood glucose. and may

If paucms do nol respond adcqua(c]y to the maximal dose of Glimepiride
of may be idered. With
Gllmcpmdc and metformin therapy. the desired control of blood glucose
may be obtained by adjusting the dose of cach drug. However, attempts
should be made to identify the minimum cffective dose of each drug to
achicve this goal. With concomitant Glimepiride and metformin therapy, the
risk of hypoglyccmm asxocnalcd with Glimcpiride therapy continues and
may be i should be taken.
Glimeplride. lnsulm Combination Therapy
Combination therapy with Glimepiride and insulin may also be used in sec-
ondary failure paticnts. The fasting glucose level for instituting combination
therapy is in the range of >150 mg/dL in plasma or serum depending on the
paticnt. The reccommended Glimepiride dose is 8 mg once daily administered
with the first main meal. After starting with low-dose insulin, upward adjust-
ments of insulin can be done approximately weekly as guided by frequent
mcasuremcnts of fastmg blood glucose. Once stable, combination-therapy
paticnts should monitor their capillary blood glucose on an ongoing basis,
preferably daily. Periodic adjustments of insulin may also be necessary dur-
ing maintenance as guided by glucose and HbAlc levels.
Specific Patient Populations
Glimcpiride tablets is not ded forusc in p y. nursing moth-
crs, or children. In clderly, debilitated, or malnourished paticnts, or in
patients with renal or hepatic insufficiency, the initial dosing, dose incre-
ments, and mamtcnance dosage should be conscrvative to avoid hypo-
glycernic reactions.
Paticnts Receiving Other Oral Hypoglycemic Agents
As with other sulfonylurea hypoglycemic agents. no transition period is nce-
essary when transferring patients to Glinepiride. Paticnts should be
observed carcfully (1-2 weeks) for hypoglycemia when being transferred
from longer half-lifc sulfonylureas (e.g.. chlorpropamide) to Glimepiride
duc to potential overlapping of drug cffect..

STORAGE CONDITIONS
Store in a dry place below 25°C, protected from light.Do not refrigerate.

Do not use after expiry date.

PRESENTATION

Scasedia @ tablets are available as 1 mg, 2 mg, 3 mg & 4 mg in blister packs of 30's.
Keep Medicamcent out of reach of children.

Manufactured in Zouk Mosbeh Lebanon by

ALGORITHM S.A.L.
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