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Table 1

PHARMACIA Results of Monotherapy Study with GLYSET
1-hour
DESCRIPTION .
GLYSET Tablets contain miglitol, an oral HbA1C Pog}:gcrgrswglal
alpha-glucosidase inhibitor for use in the o
- N (%) (mg/dL)
management of non-insulin-dependent
diabetes mellitus (NIDDM). Miglitol is a Study Treatment Mean Change| Treatment [Mean Change| Treatment
desoxynojirimycin derivative, and is chemi- from Effect** from Effect**
cally known as 3,4,5-piperidinetriol, 1-(2- Baseline Baseline
hydroxyethyl-2-thydroxymethyl)-, [2R-(2a, 1 Placebo +0.71 +24
3B,40, 5B)I-. It is a white to pale-yellow pow- (U.s) GLYSET 50 mg t.i.d.*** +0.13 -0.58+ -39 -631
der _W|t_h a molecular weight of 207.2 2 Placebo 047 5
Miglitol is soluble in water and has a pk, of u.s) GLYSET 50 mg t.i.d. -0.22 069+ -52 67+
559. Its ernolrlcal for,mu\afIS“CusNOs and its GLYSET 100 mg t.i.d. -0.28 0.75+ -59 74t
chemical structure is as follows: 3 Placebo 018 2
OH (non-U.S.) GLYSET 25 mg t.i.d. -0.08 0.26 -33 -35t
GLYSET 50 mg t.i.d. -0.22 0.40 -45 -47t
N GLYSET 100 mg t.i.d. -0.63 0.811 -62 -64t
\/\OH GLYSET 200 mg t.i.d.# -0.84 1.02t -85 -87t
HO z Placebo +0.01 +8
OH (non-U.S) [ GLYSET 50 mg t.i.d. -0.35 0.361 20 -28+
HO GLYSET 100 mg t.i.d. -0.57 058+ -25 33+
i i 5 Placebo +0.32 +17
GLYSET is available as 25 mg, 50 mg and .
100 mg tablets for oral use. The inactive (non-U.S.) GLYSET 100 mg t.i.d. -0.43 0.751 -38 -55t

ingredients are starch, microcrystalline cellu- * Mean baseline ranged from 7.54 to 8.72% in these studies.
lose, magnesium stearate, hypromellose, ** The result of subtracting the placebo group average.
polyethylene glycol, titanium dioxide, and *** tid. =3 times daily

polysorbate 80. +

CLINICAL PHARMACOLOGY ¥
Miglitol is a desoxynojirimycin derivative

that delays the digestion of ingested carbo-

hydrates, thereby resulting in a smaller rise in

blood glucose concentration following meals.

As a consequence of plasma glucose reduc-

p<0.05
Although results for the 200 mg 3 times daily are presented for completeness, the maximum
recommended dosage of GLYSET is 100 mg 3 times daily.

Table 2
Results of Combination Therapy
with GLYSET Plus Sulfonylurea (SFU)

tion, GLYSET Tablets reduce levels of glyco-
sylated hemoglobin in patients with Type Il Pogfhr%lrjwzjial
(non-insulin-dependent) diabetes mellitus. HbA1C Glgcose
Systemic nonenzymatic protein glycosyla- (%) (ma/dL)
tion, as reflected by levels of glycosylated
hemoglobin, is a function of average blood Study RE:RL Mean Change| Treatment |Mean Change | Treatment
glucose concentration over time. Bafslgme* Effect from Baseline | Effect
Mechanism of Action

In contrast to sulfonylureas, GLYSET does 6 Placebo + SFU +0.33 i
not enhance insulin secretion. The antihyper- s) GLYSET 50 mg t.i.d.
glycemic action of miglitol results from a EL?;LéHOO tid -0.49 -0.82t -69 -68t
reversible inhibition of membrane-bound +SFU mg t.1.d. 0.4 074+ 73 pon
intestinal o-glucoside hydrolase enzymes. g .
Membrane-bound intestinal o-glucosidases (7U S) ElL%/CS?Ek‘)FOZE ?anc i +1.01 48
hydrolyze oligosaccharides and disaccharides : 1.0
to glucose and other monosaccharides in the EL%ZLET 50 tid +0.71 -0.30 -2 -50t
brush border of the small intestine. In diabet- +SFU mg t.i.d. +0.39 0.621 13 61t
ic patients, this enzyme inhibition results in GLYSET 100 mg t.i.d : :
delaved %Iulcﬁse abslorption and lowering of +SFU o 4+0.28 20.73+ 33 81+
postprandial hyperglycemia.

Because its mechanism of action is differ- 8 Placebo + SFU +0.16 +10
ent, the effect of GLYSET to enhance glycemic (non-U.s.) G%’EET 100 mg t.id. 050 066t 35 a6t
control is additive to that of sulfonylureas ki : .

when used in combination. In addition, *  Mean baseline ranged from 8.56 to 9.16% in these studies.
GLYSET diminishes the insulinotropic and **  The result of subtracting the placebo group average.
weight-increasing effects of sulfonylureas. *** tid. = 3 times daily

Miglitol has minor inhibitory activity against t+ p<0.05
lactase and consequently, at the recom-
mended doses, would not be expected to

induce lactose intolerance.

Pharmacokinetics

Absorption: Absorption of miglitol is sat-
urable at high doses: a dose of 25 mg is com-
pletely absorbed, whereas a dose of 100 mg
is only 50% - 70% absorbed. For all doses,
peak concentrations are reached in 2-3
hours. There is no evidence that systemic
absorption of miglitol contributes to its ther-
apeutic effect.

Distribution: The protein binding of migli-
tol is negligible (<4.0%). Miglitol has a volume
of distribution of 0.18 L/kg, consistent with
distribution primarily into the extracellular
fluid.

Metabolism: Miglitol is not metabolized in
man or in any animal species studied. No
metabolites have been detected in plasma,
urine, or feces, indicating a lack of either sys-
temic or pre-systemic metabolism.
Excretion: Miglitol is eliminated by renal
excretion as unchanged drug. Thus, following
a25-mg dose, over 95% of the dose is recov-
ered in the urine within 24 hours. At higher
doses, the cumulative recovery of drug from
urine is somewhat lower due to the incom-
plete bioavailability. The elimination half-life
of miglitol from plasma is approximately 2
hours.

Special Populations
Renal Impairment: Because miglitol is

renal impairment. Patients with creatinine
clearance < 25 mL/min taking 25 mg 3 times
daily exhibited a greater than two-fold
increase in miglitol plasma levels as compared
to subjects with creatinine clearance
>60 mL/min. Dosage adjustment to correct
the increased plasma concentrations is not
feasible because miglitol acts locally. Little
information is available on the safety of
miglitol in patients with creatinine clearance
<25 mL/min.

Hepatic impairment: Miglitol pharmacoki-
netics were not altered in cirrhotic patients
relative to healthy control subjects. Since
miglitol is not metabolized, no influence of
hepatic function on the kinetics of miglitol is
expected.

Gender: No significant difference in the
pharmacokinetics of miglitol was observed
between elderly men and women when body
weight was taken into account.

Race: Several pharmacokinetic studies were
conducted in Japanese volunteers, with
results similar to those observed in
Caucasians. A study comparing the pharma-
codynamic response to a single 50-mg dose
in Black and Caucasian healthy volunteers
indicated similar glucose and insulin respons-
es in both populations.

CLINICAL STUDIES

Clinical Experience in Non-Insulin-
Dependent Diabetes Mellitus (NIDDM)

and three non-US. controlled, fixed-dose,
monotherapy studies, in which 735 patients
treated with GLYSET were evaluated for effica-
cy analyses (see Table 1).

In Study 1, a one-year study in which
GLYSET was evaluated as monotherapy and
also as combination therapy, there was a sta-
tistically significantly smaller increase in mean
glycosylated hemoglobin (HbA1c) over time
in the miglitol 50 mg 3 times daily monother-
apy arm compared to placebo. Significant
reductions in mean fasting and postprandial
plasma glucose levels and in mean postpran-
dial insulin levels were observed in patients
treated with GLYSET compared with the
placebo group.

In Study 2, a 14-week study, there was a
significant decrease in HbA1c in patients
receiving GLYSET 50 mg 3 times daily or 100
mg 3 times daily compared to placebo. In
addition, there were significant reductions in
postprandial plasma glucose and postprandi-
al serum insulin levels compared to placebo.

Study 3 was a 6-month dose-ranging trial
evaluating GLYSET at doses from 25 mg 3
times daily to 200 mg 3 times daily. GLYSET
produced a greater reduction in HbA1c than
placebo at all doses, although the effect was
statistically significant only at the 100 mg 3
times daily and 200 mg 3 times daily doses. In
addition, all doses of GLYSET produced signif-
icant reductions in postprandial plasma glu-
cose and postprandial insulin levels compared

excreted primarily by the kidneys, accumula-
tion of miglitol is expected in patients with

Patients on Dietary Treatment Only
GLYSET Tablets were evaluated in two U.S

11

to placebo.
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Studies 4 and 5 were 6-month studies eval-
uating GLYSET at 50 and 100 mg 3 times daily,
and 100 mg 3 times daily, respectively. As
compared to placebo, GLYSET produced sig-
nificant reductions in HbA1c, as well as a
significant reduction in postprandial plasma
glucose in both studies at the doses
employed.

Clinical Experience in NIDDM Patients
Receiving Sulfonylureas

GLYSET was studied as adjunctive therapy
to a background of maximal or near-maximal
sulfonylurea (SFU) treatment in three large,
double-blind, randomized studies (two U.S.
and one non-US.) in which 471 patients
treated with GLYSET were evaluated for effica-
cy (see Table 2)

Study 6 included patients under treatment
with maximal doses of SFU at entry. At the
end of this 14-week study, the mean treat-
ment effects on glycosylated hemoglobin
(HbA1c) were -0.82% and -0.74% for patients
receiving GLYSET 50 mg 3 times daily plus SFU,
and GLYSET 100 mg 3 times daily plus SFU,
respectively.

Study 7 was a one-year study in which
GLYSET at 25, 50 or 100 mg 3 times daily was
added to a maximal dose of glyburide (10 mg
twice daily). At the end of this study, the
mean treatment effects on HbA1c of GLYSET
when added to maximum glyburide therapy
were -0.30%, -0.62%, and -0.73% with the 25,
50 and 100 mg 3 times daily dosages of
GLYSET, respectively.

In Study 8, the addition of GLYSET 100 mg
3 times daily to a background of treatment
with glyburide produced an additional mean
treatment effect on HbA1c of -0.66%.

Dose-Response
Results from controlled, fixed-dose studies
of GLYSET as monotherapy or as combination
treatment with a sulfonylurea were com-
bined to derive a pooled estimate of the dif-
ference from placebo in the mean change
from baseline in glycosylated hemoglobin
(HbA1c) and postprandial plasma glucose as
shown in Figures 1 and 2:
Figure 1
HbA1c (%)
Mean Change From Baseline:
Treatment Effect
Pooled Results from Controlled
Fixed-Dose Studies in Tables 1 and 2
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1-Hour Postprandial Plasma Glucose
Mean Change From Baseline:
Treatment Effect
Pooled Results from Controlled
Fixed-Dose Studies in Tables 1 and 2
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Because of its mechanism of action, the
primary pharmacologic effect of miglitol is
manifested as a reduction in postprandial
plasma glucose, as shown previously in all of
the major clinical trials. GLYSET was statistical-
ly significantly different from placebo at all
doses in each of the individual studies with
respect to effect on mean one-hour post-
prandial plasma glucose, and there is a dose
response from 25 to 100 mg 3 times daily for
this efficacy parameter.
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INDICATIONS AND USAGE

GLYSET Tablets, as monotherapy, are indi-
cated as an adjunct to diet to improve glyce-
mic control in patients with non-insulin-
dependent diabetes mellitus (NIDDM) whose
hyperglycemia cannot be managed with diet
alone. GLYSET may also be used in combina-
tion with a sulfonylurea when diet plus either
GLYSET or a sulfonylurea alone do not result in
adequate glycemic control. The effect of
GLYSET to enhance glycemic control is addi-
tive to that of sulfonylureas when used in
combination, presumably because its mecha-
nism of action is different.

In initiating treatment for NIDDM, diet
should be emphasized as the primary form of
treatment. Caloric restriction and weight loss
are essential in the obese diabetic patient.
Proper dietary management alone may be
effective in controlling blood glucose and
symptoms of hyperglycemia. The importance
of regular physical activity when appropriate
should also be stressed. If this treatment pro-
gram fails to result in adequate glycemic con-
trol, the use of GLYSET should be considered.
The use of GLYSET must be viewed by both
the physician and patient as a treatment in
addition to diet and not as a substitute for
diet or as a convenient mechanism for avoid-
ing dietary restraint.

CONTRAINDICATIONS

GLYSET Tablets are contraindicated in
patients with:

* Diabetic ketoacidosis

60%0022180
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* Inflammatory bowel disease, colonic ulcera-
tion, or partial intestinal obstruction, and in
patients predisposed to intestinal obstruc-
tion

e Chronic intestinal diseases associated with
marked disorders of digestion or absorp-
tion, or with conditions that may deterio-
rate as a result of increased gas formation
in the intestine

¢ Hypersensitivity to the drug or any of its
components.

PRECAUTIONS

General

Hypoglycemia: Because of its mechanism

of action, GLYSET when administered alone

should not cause hypoglycemia in the fasted
or postprandial state. Sulfonylurea agents
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may cause hypoglycemia. Because GLYSET
Tablets given in combination with a sulfonyl-
urea will cause a further lowering of blood
glucose, it may increase the hypoglycemic
potential of the sulfonylurea, although this
was not observed in clinical trials. Oral glucose
(dextrose), whose absorption is not delayed
by GLYSET, should be used instead of sucrose
(cane sugar) in the treatment of mild-to-
moderate hypoglycemia. Sucrose, whose
hydrolysis to glucose and fructose is inhibited
by GLYSET, is unsuitable for the rapid correc-
tion of hypoglycemia. Severe hypoglycemia
may require the use of either intravenous
glucose infusion or glucagon injection.

Loss of Control of Blood Glucose:
When diabetic patients are exposed to stress
such as fever, trauma, infection, or surgery, a
temporary loss of control of blood glucose
may occur. At such times, temporary insulin
therapy may be necessary.

Renal Impairment: Plasma concentrations
of GLYSET in renally impaired volunteers were
proportionally increased relative to the
degree of renal dysfunction. Long-term clini-
cal trials in diabetic patients with significant
renal dysfunction (serum creatinine >2.0
mg/dL) have not been conducted. Therefore,
treatment of these patients with GLYSET is
not recommended.

Information for Patients

The following information should be pro-
vided to patients:
* GLYSET should be taken orally three times a

day at the start (with the first bite) of each
main meal. It is important to continue to
adhere to dietary instructions, a regular
exercise program, and regular testing of
urine and/or blood glucose.

 GLYSET itself does not cause hypoglycemia
even when administered to patients in the
fasted state. Sulfonylurea drugs and insulin,
however, can lower blood sugar levels
enough to cause symptoms or sometimes
life-threatening hypoglycemia. Because
GLYSET given in combination with a sulfo-
nylurea or insulin will cause a further lower-
ing of blood sugar, it may increase the
hypoglycemic potential of these agents.
The risk of hypoglycemia, its symptoms and
treatment, and conditions that predispose
to its development should be well under-
stood by patients and responsible family
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members. Because GLYSET prevents the
breakdown of table sugar, a source of glu-
cose (dextrose, D-glucose) should be readi-
ly available to treat symptoms of low blood
sugar when taking GLYSET in combination
with a sulfonylurea or insulin

If side effects occur with GLYSET, they usu-
ally develop during the first few weeks of
therapy. They are most commonly mild-to-
moderate dose-related gastrointestinal
effects, such as flatulence, soft stools, diar-
rhea, or abdominal discomfort, and they
generally diminish in frequency and intensi-
ty with time. Discontinuation of drug usual-
ly results in rapid resolution of these gas-
trointestinal symptoms.

Laboratory Tests

Therapeutic response to GLYSET may be
monitored by periodic blood glucose tests.
Measurement of glycosylated hemoglobin
levels is recommended for the monitoring of
long-term glycemic control.

Drug Interactions

Several studies investigated the possible
interaction between miglitol and glyburide. In
six healthy volunteers given a single dose of
5-mg glyburide on a background of 6 days
treatment with miglitol (50 mg 3 times daily
for 4 days followed by 100 mg 3 times daily
for 2 days) or placebo, the mean Cmax and
AUC values for glyburide were 17% and 25%
lower, respectively, when glyburide was given
with miglitol. In a study in diabetic patients in
which the effects of adding miglitol 100 mg 3
times daily x 7 days or placebo to a back-
ground regimen of 3.5 mg glyburide daily
were investigated, the mean AUC value for
glyburide was 18% lower in the group treated
with miglitol, although this difference was
not statistically significant. Further informa-
tion on a potential interaction with glyburide
was obtained from one of the large U.S. clin-
ical trials (Study 7) in which patients were
dosed with either miglitol or placebo on a
background of glyburide 10 mg twice daily. At
the 6-month and 1-year clinic visits, patients
taking concomitant miglitol 100 mg 3 times
daily exhibited mean Cmax values for gly-
buride that were 16% and 8% lower, respec-
tively, compared to patients taking glyburide
alone. However, these differences were not
statistically significant. Thus, although there
was a trend toward lower AUC and Cmay val-
ues for glyburide when co-administered with
GLYSET, no definitive statement regarding a
potential interaction can be made based on
the foregoing three studies.

The effect of miglitol (100 mg 3 times daily
x 7 days) on the pharmacokinetics of a single
1000-mg dose of metformin was investigat-
ed in healthy volunteers. Mean AUC and Cmax
values for metformin were 12% to 13% lower
when the volunteers were given miglitol as
compared with placebo, but this difference
was not statistically significant.

In a healthy volunteer study, co-administra-
tion of either 50 mg or 100 mg miglitol 3
times daily together with digoxin reduced the
average plasma concentrations of digoxin by
19% and 28%, respectively. However, in dia-
betic patients under treatment with digoxin,
plasma digoxin concentrations were not
altered by co-administration of miglitol 100
mag 3 times daily x 14 days.

Other healthy volunteer studies have
demonstrated that miglitol may significantly
reduce the bioavailability of ranitidine and
propranolol by 60% and 40%, respectively. No
effect of miglitol was observed on the phar-
macokinetics or pharmacodynamics of either
warfarin or nifedipine.

Intestinal adsorbents (e.g., charcoal) and
digestive enzyme preparations containing
carbohydrate-splitting enzymes (e.g., amy-
lase, pancreatin) may reduce the effect of
GLYSET and should not be taken concomi-
tantly.

In 12 healthy males, concomitantly admin-
istered antacid did not influence the pharma-
cokinetics of miglitol.

Carcinogenesis, Mutagenesis, and Im-
pairment of Fertility

Miglitol was administered to mice by the
dietary route at doses as high as approxi-
mately 500 mg/kg body weight (correspond-
ing to greater than 5 times the exposure in
humans based on AUC) for 21 months. In a
two-year rat study, miglitol was administered
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in the diet at exposures comparable to the
maximum human exposures based on AUC
There was no evidence of carcinogenicity
resulting from dietary treatment with migli-
tol

In vitro, miglitol was found to be non-
mutagenic in the bacterial mutagenesis
(Ames) assay and the eukaryotic forward
mutation assay (CHO/HGPRT). Miglitol did not
have any clastogenic effects in vivo in the
mouse micronucleus test. There were no her-
itable mutations detected in dominant lethal
assay.

A combined male and female fertility study
conducted in Wistar rats treated orally with
miglitol at dose levels of 300 ma/kg body
weight (approximately 8 times the maximum
human exposure based on body surface area)
produced no untoward effect on reproduc-
tive performance or capability to reproduce.
In addition, survival, growth, development,
and fertility of the offspring were not com-
promised.

Pregnancy

Teratogenic Effects: Pregnancy Category
B. The safety of GLYSET in pregnant women
has not been established. Developmental
toxicology studies have been performed in
rats at doses of 50, 150 and 450 mg/kg, cor-
responding to levels of approximately 1.5, 4,
and 12 times the maximum recommended
human exposure based on body surface area.
In rabbits, doses of 10, 45, and 200 mg/kg
corresponding to levels of approximately 0.5,
3, and 10 times the human exposure were
examined. These studies revealed no evi-
dence of fetal malformations attributable to
miglitol. Doses of miglitol up to 4 and 3 times
the human dose (based on body surface
area), for rats and rabbits, respectively, did
not reveal evidence of impaired fertility or
harm to the fetus. The highest doses tested
in these studies, 450 mg/kg in the rat and 200
mg/kg in the rabbit promoted maternal
and/or fetal toxicity. Fetotoxicity was indicat-
ed by a slight but significant reduction in fetal
weight in the rat study and slight reduction in
fetal weight, delayed ossification of the fetal
skeleton and increase in the percentage of
non-viable fetuses in the rabbit study. In the
peri-postnatal study in rats, the NOAEL (No
Observed Adverse Effect Level) was 100
ma/kg (corresponding to approximately four
times the exposure to humans, based on
body surface area). An increase in stillborn
progeny was noted at the high dose (300
mg/kg) in the rat peri-postnatal study, but
not at the high dose (450 mg/kg) in the deliv-
ery segment of the rat developmental toxici-
ty study. Otherwise, there was no adverse
effect on survival, growth, development,
behavior, or fertility in either the rat develop-
mental toxicity or peri-postnatal studies.
There are, however, no adequate and well-
controlled studies in pregnant women.
Because animal reproduction studies are not
always predictive of human response, this
drug should be used during pregnancy only if
clearly needed.

Nursing Mothers

Miglitol has been shown to be excreted in
human milk to a very small degree. Total
excretion into milk accounted for 0.02% of a
100-mg maternal dose. The estimated expo-
sure to a nursing infant is approximately 0.4%
of the maternal dose. Although the levels of
miglitol reached in human milk are exceed-
ingly low, it is recommended that GLYSET not
be administered to a nursing woman.

Pediatric Use
Safety and effectiveness of GLYSET in pedi-
atric patients have not been established.

Geriatric Use

Of the total number of subjects in clinical
studies of GLYSET in the United States,
patients valid for safety analyses included
24% over 65, and 3% over 75. No overall dif-
ferences in safety and effectiveness were
observed between these subjects and
younger subjects. The pharmacokinetics of
miglitol were studied in elderly and young
males (n=8 per group). At the dosage of 100
mg 3 times daily for 3 days, no differences
between the two groups were found.
ADVERSE REACTIONS
Gastrointestinal: Gastrointestinal symp-
toms are the most common reactions to
GLYSET Tablets. In U.S. placebo-controlled

1.6 SAEIZH T 5 ERIKS

Glyset

brand of miglitol tablets

trials, the incidences of abdominal pain, diar-
rhea, and flatulence were 11.7%, 28.7%, and
41.5% respectively in 962 patients treated
with GLYSET 25-100 mg 3 times daily, whereas
the corresponding incidences were 4.7%,
10.0%, and 12.0% in 603 placebo-treated
patients. The incidence of diarrhea and
abdominal pain tended to diminish consider-
ably with continued treatment.
Dermatologic: Skin rash was reported in
4.3% of patients treated with GLYSET com-
pared to 2.4% of placebo-treated patients.
Rashes were generally transient and most
were assessed as unrelated to GLYSET by
physician-investigators.

Abnormal Laboratory Findings: Low
serum iron occurred more often in patients
treated with GLYSET (9.2%) than in placebo-
treated patients (4.2%) but did not persist in
the majority of cases and was not associated
with reductions in hemoglobin or changes in
other hematologic indices.

OVERDOSAGE

Unlike sulfonylureas or insulin, an overdose
of GLYSET Tablets will not result in hypo-
glycemia. An overdose may result in transient
increases in flatulence, diarrhea, and abdom-
inal discomfort. Because of the lack of extra-
intestinal effects seen with GLYSET, no serious
systemic reactions are expected in the event
of an overdose.

DOSAGE AND ADMINISTRATION

There is no fixed dosage regimen for the
management of diabetes mellitus with
GLYSET Tablets or any other pharmacologic
agent. Dosage of GLYSET must be individual-
ized on the basis of both effectiveness and
tolerance while not exceeding the maximum
recommended dosage of 100 mg 3 times
daily. GLYSET should be taken three times daily
at the start (with the first bite) of each main
meal. GLYSET should be started at 25 mg, and
the dosage gradually increased as described
below, both to reduce gastrointestinal
adverse effects and to permit identification
of the minimum dose required for adequate
glycemic control of the patient.

During treatment initiation and dose titra-
tion (see below), one-hour postprandial plas-
ma glucose may be used to determine the
therapeutic response to GLYSET and identify
the minimum effective dose for the patient.
Thereafter, glycosylated hemoglobin should
be measured at intervals of approximately
three months. The therapeutic goal should
be to decrease both postprandial plasma glu-
cose and glycosylated hemoglobin levels to
normal or near normal by using the lowest
effective dose of GLYSET, either as monother-
apy or in combination with a sulfonylurea.
Initial Dosage: The recommended starting
dosage of GLYSET is 25 mg, given orally three
times daily at the start (with the first bite) of
each main meal. However, some patients may
benefit by starting at 25 mg once daily to
minimize gastrointestinal adverse effects,
and gradually increasing the frequency of
administration to 3 times daily.
Maintenance Dosage: The usual mainte-
nance dose of GLYSET is 50 mg 3 times daily,
although some patients may benefit from
increasing the dose to 100 mg 3 times daily.
In order to allow adaptation to potential gas-
trointestinal adverse effects, it is recom-
mended that GLYSET therapy be initiated at a
dosage of 25 mg 3 times daily, the lowest
effective dosage, and then gradually titrated
upward to allow adaptation. After 4 - 8 weeks
of the 25 mg 3 times daily regimen, the
dosage should be increased to 50 mg 3 times
daily for approximately three months, follow-
ing which a glycosylated hemoglobin level
should be measured to assess therapeutic
response. If, at that time, the glycosylated
hemoglobin level is not satisfactory, the
dosage may be further increased to 100 mg
3 times daily, the maximum recommended
dosage. Pooled data from controlled studies
suggest a dose-response for both HbA1c and
one-hour postprandial plasma glucose
throughout the recommended dosage
range. However, no single study has exam-
ined the effect on glycemic control of titrat-
ing patients’ doses upwards within the same
study. If no further reduction in postprandial
glucose or glycosylated hemoglobin levels is
observed with titration to 100 mg 3 times
daily, consideration should be given to lower-
ing the dose. Once an effective and tolerated
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dosage is established, it should be main-
tained.
Maximum Dosage: The maximum recom-
mended dosage of GLYSET is 100 mg 3 times
daily. In one clinical trial, 200 mg 3 times daily
gave additional improved glycemic control
but increased the incidence of the gastroin-
testinal symptoms described above.
Patients Receiving Sulfonylureas:
Sulfonylurea agents may cause hypo-
glycemia. There was no increased incidence
of hypoglycemia in patients who took GLYSET
in combination with sulfonylurea agents
compared to the incidence of hypoglycemia
in patients receiving sulfonylureas alone in
any clinical trial. However, GLYSET given in
combination with a sulfonylurea will cause a
further lowering of blood glucose and may
increase the risk of hypoglycemia due to the
additive effects of the two agents. If hypo-
glycemia occurs, appropriate adjustments in
the dosage of these agents should be made.
HOW SUPPLIED

GLYSET Tablets are available as 25 mg, 50
mg, and 100 mg white, round, film-coated
tablets. The tablets are debossed with the
word “GLYSET" on one side and the strength
on the other side, as indicated below.

Tablet
Identification

Strength NDC Front  Back
Bottles of 100:
25 mg 0009-5012-01 GLYSET 25

50 mg  0009-5013-01 GLYSET 50
100 mg  0009-5014-01 GLYSET 100

Store at 25°C (77°F); excursions permitted
to 15°-30°C (59°-86°F) Isee USP Controlled
Room Temperaturel.

Beonly

U.S. Patent No. 4,639,436

Manufactured for:

Pharmacia & Upjohn Company

A subsidiary of Pharmacia Corporation
Kalamazoo, MI 49001, USA

By:

Bayer Corporation

West Haven, CT 06516, USA

GLYSET is a registered trademark of Bayer
Corporation used under license.
Revised July 2003

817 700 405
692460
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B 11E, GLY SE TOHMBEEL OPHARETO 1 FEMOFBRGET, 227U h—L50mg1 H3
MIEAREE G Tl IR e, A E~EZ 2 (HbAwo) JREEIZI T BB
RO LT, TEOZEERE, BEOMBET N a—ARE, KOBBROTEIA VA AR,
TEREHL, GLYSE T&GEFITHERK IR0 k.

AR 2 13 14 B GFEEBRCTHY, 50mg 1 H 3EIHDHVNE 100 mgl H 3 [EHGIZL Y 7' TR & g
L, HEZ HbAic DIXTORED Bz, 51, BEZOMEET N a— 2R, K OEHZROMES A Y
VIBFEIZRWTC, IR ERL, AERIKTIRRD L.

HBR3IIGLYSETZ25 mg 1 A 375 200 mgl H 3 [EH%5-9% 6 » A0 &GO TH
5. BTOHRGHETGLY S E TIEHbAic ZKE UK FIHTD, ZOMROFE A EEL 100
mg 3 [E]& 200 mg3 [FITH -7z, I HIT, BTCORGHETGLY SETIE, 77EAR L HERL CEEZIML
TN a—ZAJROREA VA AREEEEICK T S

R4 KOS5, FNF50mg & 100 mg D 1 B 3[EHEREE, 100mg D1 A 3[EHRETD 6 » HED
GLYSETIZOWCORHMEICHD. 7T BAREIKL, ZNENOREHET To-mREkE b, G
LY SE TIXB#“IMEEI N a— A THERK T 2R LD EEREC, HbAic ThAERK N2 SH7-.

%1 GLYSE TEMEECTORBRE

HbAic (%) RALIMHE 1 IRFEE
R FEFRL (mg/dL)

FHEE DO x| TR e FEEEN OO | TRk

1 TR +0. 71 — +24 —
(us) GLYSET50mg t. i. dseiek +0. 13 —0. 58+ -39 —6 3+
2 TR +0. 47 — +15 —
(Us) GLYSET50mg t.1i.d —0. 22 —0. 69+ —52 —67+
GLYSET100mg t.i.d —0. 28 —0. 75+ —59 — 74+

3 TR +0. 18 — +2 —
(non-US) | GLYSET25mg t.1i.d —0. 08 —0. 26 —33 —35+
GLYSET50mg t.1i.d —0. 22 —0. 40 —45 —4 7+
GLYSET100mg t. i.d —0. 63 —0. 81+ —62 —6 4+
GLYSET200mg t. 1. d# —0. 84 —1. 02+ -85 —87+

4 TR +0. 01 — +38 —
(non-US) | GLYSET50mg t. i.d —0. 35 —0. 36+ —20 —28+
GLYSET100mg t. i.d —0. 57 —0. 58+ —25 —33+

5 TR +0. 32 — +17 —
(non-US) | GLYSET100mg t.1i.d —0. 43 —0. 75+ —38 —55+

*  SERHIEEIL T, 54-8. 72%

w6 7 T RN T RS

sk t,1,d= 1 H 3[A]

+ p=0.05

#  GLYSET200mgl H 3 [EIDFEFIIBEDZIZ LD LIz b DTN, s EE U CHERET 2 OIX GLYSET100mgl A 3 [B1E T T
»b.
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B5T 0. 73% T o 1=
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#2 OHERECORBEGE
GLYSET+ANVEAE=/LYLTH| (SFU)

HbAic RAZIMHE 1 IRFEE
R IR (%) (mg/dL)

FHEED DO x| TR S FHAEEDHOZ | TR Rk

6 75 ARHSFU +0. 33 — —1 —
us) GLYSET50mg t. i. déelek +SFU —0. 49 —0. 82+ —69 —6 3+
GLYSET100mg t. i.d +SFU —0. 41 —0. 74+ —-73 —72+

7 75 B RHSFU +1. 01 — +438 —
(Us) GLYSET25mg t.1i.d +SFU +0. 71 —0. 30+ —2 —50+
GLYSET50mg t. i.d +SFU +0. 39 —0. 62+ —13 —6 1+
GLYSET100mg t.1i.d +SFU +0. 28 —0. 73+ —33 —81+

8 75 AR+SFU +0. 16 — +10 e
non-US | GLYSET100mg t.i.d +SFU —0. 50 —0. 66+ —36 —46+

s SEHSHLTE(EI T 8. 56-9. 16%

ok 7T AR\ AER
sk t.1.d= 1 A 3]

+ p=0.05

FERS

GLY S E THMEERNALVE= Ly LT HlEORABEEOREE & DY, #b~E/ ey
(HbAic) NMOMBHREIMIES N a—AZBITFH_X—=AT A L InE DR RO LEROF T, 7'k e
DOERD U L7-b 0%, X1 KO 2 (1R L.
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Mean change in HbA1c (%)

glucose (mg/dL)

Mean change in 1-hour plasma

1.6 SAEIZH T 5 ERAKR

1 HbAic (%)
R—=RF A LIPSOV R :
1BEGHR

#1 -+ 2 OEERFRB) D ORI

Dose of miglitol (mg tid)

25 50 100
0.00
= N= =
158 566 441
-0.25 l
-0.50 - 1
-0.75 - J'
2 M7 NVa—ROR% 1 REIE
R—RFA U DEDOVBEAER :
T8RSN
K1 - 2 DEEESERTN b DGR
Dose of miglitol (mg tid)
25 50 100
0
N= = N=
161 568 487
20 -
40 - 1
L
60 X
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ETOELESTHFRABROPT TOREINTWND L1, ZOEREF S, 27U b—/LOR#IDIKIE
TEFNE, BBMIE L a—ZADIKT E72->THA TV, llx DRBROETOREFIERBNT, B
1 R OMES )V a— ZEHEIZBIT DR E W) T, GLYSETIL, 77 'RIckh Uitz
HERERNbST-. 17, ZOHMMEHMEEAEDT-DIZ 25~100 mg 1 H 3 [HOHEEHICHBT,
RERIENH 5.

TERAE

G LY S E THEAIO AT, mlbEns & FRIEDHR TUGETE R A Y U IERAZNER A (N
I DDM) B#FIZ, ZoMfE=ay ha— L a2UcET 5%, SRREOBINREE LGELESND. BF
BEL, GLY SETHAWTAAR=LY L7 HIEMREE Gt/ o o s m— /L3 CX 7o A,
ANVR= T LT HEIE & BICOPREREE UTHERT 5. 1ERTOEWC LY, 2LR=1 o LT #lE
OPFFEICBWT, GLYSETIE, M=y b o — LG T Aah <7

N I DDMOVEFIARAZIE, 1RIEOEANTIEFRIETH L Z il T 2. v U —flfREAREK
TR RREEIIIMA T S, WA Ea Ly he—UE, AT ThibEa s hr— L KD
EIERIHIEA TH 5. @Y bOTHIUL, RAREBOREMS /s nsg. b Lo
R 17T ML > CablempE= s ha—A»3Goivien 7235451, GLYSETOwHE5E
THRETHD. GLYSETOmMAIL, BFEREORAL LTTIR, £, BFfIRZRT 57
DOEE/RTFE L LT TR, B BEIC L > TABRETIT 21585 E LGRS N 5
XThHD.

AR
GLY SE T#ANL FiREIIIESTH S -
< BERISIE S R T Y R R
- RIEMERRAR, 1BVERE, JRETHIRRRAZE, IRPAZERRD&H 5 EE
- FEDWL « RIS Ao T BB S OWIN T A OFAEIGINC K 0 B T D58
« KK HUNIRRIZAN R U CRBEOE DB
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=]

—IRATER
B -

ZOVERBEFIC LY, GLY SETAZEEEH D\ ITABICHEM TROKS LT bR TE = &7
V. A= D LT RNHRIMBE 2 295 2 0385, GLY S E THERZ A/VR=Ly LT AL O
HAd4nL, SHITMPAETISELDT, RVE=Lr LTANZ L DRI 27 Z8nE85 2 &1
725, LL7einh, ZO[EmIFERRER ClEAbiien >72. GLY S E TIZ & 0 WIANEIE L T
RORRZIE, BADZNa—R (FXA hr—R) A7 —2A (T all) ORbY ITEENS PEE
DIRMBEOIREI AT T 5. A7 a—AD T L a—A L T)7 h—A~OIKSREIG LY SETIZ X
VIRESNDOT, (RIIFEOFALIRRICILE S 20, BEORMBEERI RN ~D 7L 1 — 2 g
TEADS, NI T ATRDNETH 5.

IMEFERETR -
BERIEE DB, IME, BHLWIFIOL S eA FLRicsbashd L, M= br—no—
AR RAE 2. 2O L9 RGBT A A AREDPLETH 5.

Bt -

FEHSRERR R T S MIET G LY S E TIRENIEHEREORLELCEEI U TN 5. B
REfEE (G2 L7 F=2 >2.0 mmg/dL) % - OFERIFEE I 2 RHEAGERI TEM L T 7y,
L7355 TC, GLYSET%ZNGEFEDOIRRICHERT 2 Z L iEg ¢/,

AR

LITOfE#RE, BEtEh2iude sz,

- GLY SETIFERANC Gr@o—OHT) 1 B 3EROEST 5. BREOfR, SN NEE >
177 I & RME R ONIERIE 2 IESE Ut 2 2 ENEETH 5.

* GLY SE TZZERAIRA L THIRIMEEZ L = 720, 2R =Ly LT HIE A A Y i
B, RHOIFAEMEE D < THRMELZ S | X EZTNEEDMPEHE T4 -3 2 L0395, GLYSE
THEANVE=NADLTHIEA A EOHT D &, MBEOF 2K T2 &R 97-0, GLY
S E TIZZNHEHFNDRMPED )V A7 @b 5 Z L1270 b, KIMbED U 27, JER ETREE D
RKE 72 DFIFTDONTUE, BEROER LRGEE THLFIRC, K<L CWaRiTiuie s
720N, GLY S E THWHEOMEEIAET 5D T, GLYSETA2ANVKR=LT LTHIH DA
VAV U EGHRTAEAE, I a—A0E (XA hr—X, D-7a—X) ZEIZTED
EOICHE L T MERDD.

* GLY SETIZX2EWEANEEZ 2 ET7Uf, TN OITREREIIOEERIEFREET 5. kb—
PRI 2HBE D) > & HAEE OO F B A 70 M L aiEIR Ch D, 8ill, HfE, TR O AR 8EE
CHREEL, REEIORE L & ISR TS AFEIET A EICkY, 2T EEERIE
BT RT D,

&

G LY SE TOERRIUL EHWMREIC K> TE=¥—T& 5. B~ E/ o v U BEORIE
IR ZambE = ha— D=2 U ZIAHTHS.
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FYHEEAER

STV =7V T T4 REOFHALERIZOUWTOW L ODIFFETRERGEN & 5. EgidRE 6
27 b—/v (B0mg Z 1 A 3[E], 4 ARG, 100mg 2 1 A 3[E], 2 AfKRE), HHWNITTE
R 6 B L biZ, 7V 7 T4 Romg % 1 RIET 5L, VU754 K& 7 ML NS
L7e8rB O Cmax & AUCEIX L DKL, FRFI 1T %& 26 % CThoT-. WEIRBEEIZZV 7 I4 R
3.5mgl H1ENZIZU b= 100 mg & 1 H3[El, HHWITTEAR%E T HiERGT 258 TIL, 7V
T4 ROV ACHEIE, 7V b= &b LI/ — B ORI B IR - 723 18 %
KT LT

VT T4 K10mg, 1 H2EHREZ, 27V b—AHDHWNITT2REHH L7 KEToRER GBR
7) b, SBRDMEBESEHO ROV TOMEFHIL TS, 6 5 H KO 1 A ORBRAGED
5, 27U b= 100 mg 1 H 3 BIZHHLCWDEENE, 7V 7 T4 REMEGOBE L, 7
U7 T4 ROV Cmax 1ZZEI16%E SUWMET L. L L7eddin, ZIUDITHEHICAERZ=TIX
7enois. ZOXINITVTTA R 7V b EHHT285E, 7V 774 ROV Cmax & AUC
EHE T2 H 5 oD, REho 3 SO GIE, FHAERO FTREEAPERRIATE 5 b
DIFHNI2h T

A RV 2 1000mg R GREOFPENIEIZ OV T, 7Y h—/L (100mgl H 3[8]7 HIE) Dk
PR N TS LT, TR Ee5 2088 b5 8, 270 b= ffHIckY, A RFLrIv
DI AUC AL Cmax (X 12%7°6 13 WK T L7z, SRt A BTl -7z,

R ACIZY F—/L50mg F7712 100 mg 2 1 H 3 [\, YIF L EHTAE, VA% DY
MIFEFEREILIZENEIL 9K 28 HE R L=, L LANRD, VO Al L AERTORERFEEIC
BT, % U, 27U h—1100 mg 1 A 3[E], 14 BEGHHIC X W Bk o7,

ZF O AORERIZIBNT, 7Y h—ARNT=F U T u ST ) a— L OEYHR SR A
NN 60 WL 40 WHEITIE T 2 Z L MESNTND. 7Y b UITV =77 Y b oniE=7
= VB DOFNENRE K OFBYERNC R L7222 L 330 bz,

WAE SR BIZNIARER), MR BT 7 —8, v 7 V7 FY) el
BHNL, X7V b= OPRERRSELOT, LTI b0,

12 2 DR BYETINT, HIANE 7Y S — L OXMEEI A RIE S 7207

e, BRI, AFEREREE

<D AZBNTC, 27U =L 500 mg/kg KB (AUC 75 & hod 5AFLIEICHAXY), 21 % H EVRATS-
L7z, 7w MZBWT, 37V h—1Dt FORREGEIZVGT &% 2FEMRER S L. Znb
DFERD IR TTRD DI o7z

InvitroC, L7V h—)LORIENEZE RIFMAER (Ames 1) M OEAZRIHEZSRZE FLFABR (CHO/HGPRT
%) &% UIRER, BRFEMIEEThH -7 In vivo T, ~ U A/IMEREOREER, YRR AR
DRI RO DR D -T2, EEEESERTOR U EE T - 72,
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T A=+ Ty T, 7Y F—1300mg/kg RE (ARAEFEIZES\ ok E FOK) 8 5D #HE)
MEICT, HEEHEDOSRGEABRAAT 7223, AT TENN OAFERE~ DA FEM A Z S22 o7, 51
AR, 3E, BRAKOFFROZIER~ZET 5 b O,

R
1ERTTEE A

UTHRSYEE B ARSI 2 G LY S E TORAMEIHNL S T Ve BEEMRERIT T v MW,
b M OEREREOK 1.5, 4 KOVI2 Y95 50, 150 K TN450 mg/kg TGSz, 7HXERNT
b, b NOEREmEOK 0.5, 3 KO0 /NS T % 10, 45 K TN200 mg/kg THEIEINTZ. ZILHOHF
ZEMBHGLY S E TISEE L TW A IRIEDARMEE OFRSFITERO biignolz. B FD3~4F52H
757 Mo EE (REmEEE) T, 7y X HFIIXLT, EREIURRIZH LT
SR ECAEMERIGRD Dotz —HEORBROT T, KaEDT v hT450 mg/kg KON HF
2R TIE 200 mg/kg ZPeh- L7-akBhClE, RHGR ORISR U CRtidtE Sz, BRI EEORG T
T, 7y MBRIZBWT, DTN TIIHL0FERBIRIAEDORD ., £, vIFBRINT, Kk
WAEDODO TR, TRFEROE LT & B RREROIENNINTRO bivic. 7 v MTEBT 5 HEH]
FRBRIZHU T, NOAEL (AEMER ORI L72WVHE) 13, 100mg/kg (B hOMRFFEHHE T 4 50 55%)
Thoto. FFEVROEINTT v MHFEMRBRORARE 300mg/kg) THALNZN, T v MNEE MRk
DOHPER Sy OE R 450 mg/kg) TIHFED BV -7, U EEERTH L, T v NMEFEMEHE
HEBROWTIUCRN TS, A7, HE, 178, AGHRICH U CHEERII o7z, LinLienin,
b MEFZIT A7 gk I, BoAGERERDS, YTTLb e MBI ARISETHITE S
NIV R 72D, HHRF ORI SN HE L SNAGATITICIRD & THS.

e
7Y b= VORI A~OPEN ISR TH 5. REFLH~OR R 100mg AR L7= & %12,0. 02%
Thb. BT HHRA~DOFEZT, FIHIFORTEDR 0.4%Th5. b MRS S I 7Y
N— VSRS 3IERITARV WY, G LY S E T ORI A~OB 51 IHEECX 700,

INEFE
INREEA~DG LY S E T O &AM IR LU0,

e AR

KENZBITHGLY S E TOKRERZIBIT 52 TOEAMND, 2NN E 5 HBE1L 65 L
23 24% T 75 LA B 3% TH D, BRI NZHBIZRWT, RO ORI COXRFERE & DZER
HFZEAERD T2 7 b=V OSRYEIRERER 2 PO mEnE L TS (&7 —7 N=8) & TfT
S72. 100mgl H 3 [Al% 3 HREIBEGAZRNT, 2 DD I —7 CHERIIM) T,

BIVER
T EEREIR

HEEERIZG LY SE TEEANZ & > T B ZVERTH S, KETOT TR & DGRz
T, X7V b—125-100 mg 1 H 3[EHRGIC L ARIWER E LT, THRESROREFITL, 962 i
DIBEDEINTEILL 7%, 28.7%KN41. 5% TH-T-DITH L, 7T vRTORERIL, 603 ADHEE

23



1.6 SAEIZH T 5 ERAKR

DZENEI L T%, 10.0% KN 12.0% ThH-7=. N ERFROFERI TG 512 X 0 3 2
HoT-.

R
BN 7N b UERGRED 4. 3%, 7T B REEERED 2. 4% A BTz, BRI TH v,
BEIRZEDFAIZ K 0 1F & A EIRIEEEIRIT R & e Sz,

ERARRREERY
MIFEERS DK TG LY S E THERET9.2%, 7T B REEGRET A 2% L0, 1FE A EDIE
BITCIIBHIES |, ~E2 1 VDR T 8 AU NSO 2 & ORREITHEE 2 Hivs.

EE

ANV LTHRA A e B0, GLY S E THEFIOMEERS 512 1 0 ARIMpH 3588 L7,
WERGIZLY, 5, THRMOWEANEO @O Z 5 Z E1dHV 95, GLYSETT
VIR DIERFEIT N0, BEREGIC L D EELREFMEWERORBUIWEEZ bND.

FEROHE

G LY S E TEEAIOFEIRIFIERICI T A EE SN HEIFRV. GLY S E TO# 58 TEEE~ D
FRWE L PRI B OTH Y, mAEE LT, 100mgl H 3 [AIZFEE L T bz, GLYS
ETIE1 H 3[EHERRT GRIO—HH) (ZRO%59%. GLYSETIiE25mgl H 3 [EDbEG 2B
L, MEEMEROFHFLE LK T S, HolfEa ha— 4 5700k MIBEBEZHEFcEx 5 2 &
ZHIICHEZIEET 5.

TRIEBAAREZ 1T (L FOESMR), GLY S E TOIRRMAELZ &% 1 MO MEs v a— 2 il k5%
WEL, BREOR/IEIABREZRETS. TORIC, Hb~T/uber %283 » AR CllET 5. 18
BORSCHINE, GLYSETHEMBH A NTA A= LY LTEIEOIEHICEY, GLYSETOH
ARHEEEA LT, SRS L a— 2 RO bAE 7 1 B TERESD 2O TIEF L £ K
TSHDHETHD.

AR

GLY SETO#MMAEIL 25mgl H3EHERRT GAIO—OH) ITROKE L35, LLRR D,
BHT X > IR b EEk 2 5y NRICHNZ A 72912, 25mgl H1[ERE 5 GRE L CHAEZITHY, D
P B E A1 B 3El - B B S

HERFFE

G LY S E TOdEHRHEY, 50mgl H3EITH DA, BEIZE-> T, HAE%100mgl H3ENIHEET
HTZ LRIV A LD, PRSI EERIERIZIEN 72012, SrMIZIH&ETH 525mgl H3[ED>
HIREZBIEL, e \CHET_ETH D, 25megl HIETI~SilEHR 5%, £935 A MIF50mel H3[EHE5-
L, FOIERENEAHET AT O ~E S o UL 20 CHIET . b ~T 7 r e r itk
BINTORWIEAY, & THH100mgl H3[EIE THET 5. ZivE CHEME IR,
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FEb~E 70 B RO 1R OMAES L a0 — 2B 713 b~ 7 v EAEISRIS 2 &3, H#E
BERAEFHHEN RSN TS, LNLARRE, [F—0BRICBW T, BEEAEEE THIT 285D
A= s =IOV GRAE L 72 b DI b L, 1H3EN00mglC HEZHEEL TH S HIZRE
MIE7 N a—Mliz FiF 5 Z LM TERVES, HEEZ TP 88256 & Ths. —E, At
EARMOBD LNDHENHETERDIE, TNEHFFTRETH 5.

BRHE:
e HER R 3100mgl H3EICTh S, 1 ARV TOL, 200mel H3ERESIC L0 ifE=y b e
—ILOUGENTRD HI, B SIT I EESER O FEESERE OB IA S~ 7=

ANF=NT LT HRIRAFOBE

AN LT AN 2 =32 0385, WINOBRRBRICBE VT, ALh=1r LT
FRAFOEFICG LY S E T ZOHH L7-35E OIRIMBEFRESAE Y, ANA=w LT AEIIGEREO S
FHCORIMBPRESEE L b b7 oT-. LLARD, GLYSETZAVER=/Ly LTHIE AT
L2k, 2 SOFERNOMAWERIZ X VARMEOIBIFED U 27 1389 5. & UK 2
STGAITE, T OEFI OB E-EAEYNZIFEE L2 U 570,

‘TEERE
GLY SET#eANE, 25mg, 50mg &N 100mg THY, Hth, HEOT 4NV ba—T 4 L TEETHD.
BEAINCIE FRUTREND L 91T, FIZ TGLYSET] 28, &9 —HIZEENZFISILTNA.

100 HER hov BEAIZIF]
G NDC eyl £l
25mg 0009-5012-01 GLYSET 25
50mg 0009-5013-01 GLYSET 50
100mg 0009-5014-01 GLYSET 100

RPEl 3 25°C (777 F) @ 2F45#iH 157 -30°C (59-86° F). (USP #filfEI==1E)
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"‘DIASTABOL’' 50 mg

miglitol

comprimé

Lisez attentivement lintégralité de cette notice avant de prendre ce médicament.

Elfe contient des informations importantes sur votre traitement.

Si vous avez d'aufres questions, si vous avez un doute, demandez plus d'informations a votre
médecin ou & votre pharmacien.

Ce médicament vous a été personnellement prescrit. Ne le donnez jamais & quelqu'un d'autre,
méme en cas de symptdmes identiques, car cela pourrait lui &tre nocif.

Gardez cette notice, vous pourriez avoir besoin de la relire.

IDENTIFICATION DU MEDICAMENT

» |a substance active est le miglitol : 50 mg par comprimé
+ Les autres composants sont @ Amidon de mais, cellulose microcristalline, stéarate de
magnésium.

Titulaire
SANOFI - SYNTHELABO FRANCE
174, avenue de France - 75013 Paris - FRANCE

Exploitant
SANCFI - SYNTHELABO FRANCE

22, avenue Galilée - 92350 Le Plessis-Robinson - FRANCE
Information médicale : 08 25 08 83 52

Fabricant
BAYER AG - 51368 Leverkusen - ALLEMAGNE

1. QU'EST-CE QUE DIASTABOL 50 mg, comprimé
ET DANS QUEL CAS EST-IL UTILISE ?

DIASTABOL 50 mg se présente sous forme de comprimés. Il existe des boites de 30, 90 et
120 comprimés.

Ce médicament est préconisé dans le traitement du diabéte de type 2 chez I'adulte
insuffisamment équilibré par un régime adapté seul ou associe a un antidiabétique oral de la
classe des sulfamides.

2. INFORMATIONS NECESSAIRES AVANT D'UTILISER
DIASTABOL 50 mg, comprimé

DIASTABOL 50 mg, comprimé, NE DOIT PAS ETRE UTILISE dans les cas suivants :
+ allergie connue au miglitol ou & I'un des excipients,
* gnfant de moins de dix-huit ans,
* allaitement,
* troubles digestifs majeurs :
- maladie du célon avec inflammation et/ou atteinte de la paroi du célon,
- obstruction intestinale partielle ou risgue d'obstruction intestinale,
- troubles intestinaux chroniques avec troubles importants de la digestion ou de
I'absorption,
- hernie intestinale majeure,
« insuffisance rénale sévére.

PRENDRE DES PRECAUTIONS PARTICULIERES AVEC DIASTABOL 50 mg, comprimé :
En cas d'hypoglycémie (baisse du taux de sucre dans le sang) lors d'un tratement par
DIASTABOL 50 mg, comprimé, il faut absorber de préférence du glucose (contenu par
exemple dans certains sodas, jus de fruits et fruits séchés), ou a defaut plusieurs morceaux de
sucre (saccharose).

Grossesse - Allaitement :

En cas de grossesse, le traitement du diabéte fait necessairement appel & linsuline. La
découverte d'une grossesse alors que vous prenez DIASTABOL 50 mg, comprimé, impose
d'interrompre votre traitement. Prévenez votre médecin traitant qui se chargera d'adapter votre
traiternent hypoglycémiant.

Ce médicament est contre-indiqué en période d'allaitement.

Demandez conseil a votre médecin ou & votre pharmacien avant de prendre tout médicament.

01203846/NT-E
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, Prise ou utilisation d'autres médicaments :
| DIASTABOL 50 mg, comprimé, peut majorer les effets de certains medicaments tels que les
| laxatifs, en particulier ceux ayant une action prolongée.

L'effet de DIASTABOL 50 mg, comprimé peut &tre diminué en cas de prise d'antidiarrhéiques
ou de médicaments visant & corriger certains troubles digestifs (charbon, produits &
base d'enzymes digestives). Respectez un intervalle de 2 heures entre les prises de ces
| médicaments.

-
3. COMMENT UTILISER DIASTABOL 50 mg, comprimé ?

Mode et voie d’administration
Voie orale.

Posologie
La posologie initiale recommandée est de 1 comprimé de 50 mg 3 fois par jour.

En fonction de la tolérance, et aprés 4 4 12 semaines de traitement, la posclogie peut &tre |
- augmentée jusqu'a la dose d'entretien recommandée de 1 comprimé de 100 mg 3 fois par jour.

Fréquence d'administration
Les comprimés doivent étre croqués avec la preriére bouchée de nourriture ou avalés avec un
peu de liquide juste avant les repas.

Durée du traitement |
Suivre la prescription médicale. |

Si vous avez utilisé plus de DIASTABOL 50 mg, comprimé, gue vous n'auriez di :

Vous risquez de présenter des troubles digestifs & type de flatulence, météorisme, selles
molles, diarrhées ou douleurs abdominales, Evitez de consommer des hydrates de carbone
(glucides ou sucres) pendant 4 & 6 heures.

En cas de doute, contactez votre médecin qui adaptera votre traitement.

Si vous oubliez de prendre DIASTABOL 50 mg, comprimé :

En cas d'oubli d'un ou plusieurs comprimés, ne prenez pas les comprimés entre les repas mais
attendez le repas suivant pour prendre votre traitement. Continuez ensuite votre traiternent
comme initialement prescrit.

I Ne prenez pas de double dose pour compenser la dose simple que vous avez oubliée de |
| prendre. 1

4. QUELS SONT LES EFFETS INDESIRABLES EVENTUELS avec
DIASTABOL 50 mg, comprimeé :

Comme tous les médicaments, DIASTABOL 50 mg, comprimé peut chez certaines personnes
avoir des effets indésirables, plus ou moins génants, en particulier des troubles digestifs tels que :
* flatulence,

* diarrhée,

* douleurs abdominales.

Plus rarement peuvent survenir :

* nausées, ]
* constipation, ;
* ot digestion difficile. :

Ces effets diminuent en général lors de la poursuite du traitement. Ces effets peuvent &tre
réduits en suivant avec soin le régime diabétique prescrit. |

!
Des épisodes hypoglycémiques (malaises associés a la baisse du taux de sucre dans le sang) |
peuvent survenir en cas d'association a un autre traitement antidiabétique (sulfamides ou |
insuling).

5. COMMENT CONSERVER DIASTABOL 50 mg, comprimé ?

Pas de précautions particuliéres de conservation,
Ne laisser ni & la portée ni a la vue des enfants.
Ne pas utiliser aprés la date de péremption figurant sur la boite.
La derniére date a laquelle cette notice a été approuvée est Mai 2002.

SANOFI - SYNTHELABO FRANCE participe & CYCLAMED, association chargee
de la collecte et de I'dimination des déchets issus de médicaments. Il vous
demande en conséquence de rapporter a votre pharmacien I'emballage de ce
meédicament vide ou non.

CYCLAMED

~ sanofi~synthelabo

M 203846/MT-E
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DIASTABOL #ift3X&E (Z 7 RX) OFAER

DIASTABOL 50 mg
7Y h—
BEAI

KA ZRIT T3 HIIZ = DHAZFLEEIEERS Foaes X0,

Z DHPTENZ1FE T DI IZ BT S BERIGRP G EFNTNET,

1T IO 22 53 BN IT, 7372 0 DT DERF 1= 13BN (SR & #1500 &0,
AN, BGICATT S D TT, &2 A CIERTOMDANIZGZ TRV FEA, HE
LBEDRH S5 TT,

CDHHZEZIRIFL TEOTFE0, 8 THAKRT Z EPLEIZRE0 8 LILETA,

EHNDOAE
s FRAE, R 7Y =TT s 1EEHTZ Y 50mg,
ORI, FUERaAYT T et —RA L AT TV B IR LTY,

HR TE KRR IS
SANOFI - SYNTHELABO FRANCE
174, 77 A, 75013 XY 7T R

BHFE
SANOFI - SYNTHELABO FRANCE
22, AU L —1 92350 Le Plessis - Robinson - FRANCE

=2 1EH - 08 2508 83 52

E e
BAYERAG, 51368 L /\—7 —FEr KA

1. DIASTABOL 50mg & & 1Zfa 2> ?

EARBRGEIERT DN
DIASTABOL 50mg iZ. $E4I T4, 30 HE, 90 HE&L VN 120 SEA Y DFHH D 7,
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AHNL @Y 2 B EREORE T ITBERIE L ARy L7 B O PRGSO C
T3y b a— AR5y 7 2 BUBE IR IR O N OIRIEICHESRE S v E 5,

2. ERARNCLERIER
DIASTABOL 50mg #Ei%, FiOB AT LTI 8 A,
« X7 U M= AVEIFRIICK T 5T LV —
- 18 EE A D /N IR
Eo2)
- O bR E
— FERBREDRIE 7R\ UITFEE 208 5 FEIR R
Ry HORG B 2E £ 72 13RS PR ZE O ek
— EWR b F T TR E A 1 5 B MG R
— WEOKHE~ V=T

5 DB N4

oi

uflif

DIASTABOL 50mg & CHFICIER T XX Z &

DIASTABOL 50mg $&(Z & 2 Va9 OBRITARINGEE (g oM7) BENT-HEITIE, K7
RObE (FFEDRIBEA), 77— 22— X R OB RFELR FIZFGFRS) 5D OITEE DA
WhE (FERE) ML T ESu,

R — 9L -

FEHRIAR T OBEIRIF ORI TIL, %9 A AU UMER S vE 3, DIASTABOL 50mg #iE % fifi
AL TWDEXIRL T D Z LICKSWEHAE BHZFIELTREIWD, 200 200
ERIOBEEZITTF I, TOEMNETO MR TREZFEL <D TLL I,
AANT. RN R T,

PRI T3 BN 13°72 D 1} DR 12 [ RAFO LS &> T FE 0,

f DFEFN D AR E 7= 134E

DIASTABOL 50mg $Ei3. #& FAI7Z & DD FH], FrZ/EHFR O R WEA O 71258 < §5
ZENHY EJ, DIASTABOL 50mg HED#N /I, FHILEDHICTHLaR A (GEPER . THbEE
FA)) AT 2L/ RDILBHY ET, ZNOFEREZEMT 56, 2 KHOMEZ
BIFTFIV,

29



1.6 SAEIZH T 5 ERAKR
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5. DIASTABOL 50mg $EDR-FEFH %
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FELDFORES BICTENTIIRY XA,

BB IN TV AIEPHRNTE B TEAL TIRY 8 A,
ZOWMAZEDORMKEAFE AL, 200245 A T,
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H%H CYCLAMED IZMALTWET, LIRS T, EnEINCThrbbT, AFloaEL

FEFNEMOREN L TWZES ERH Y £,
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