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2. DOSAGE AND
When colesevelam is coadministered with glimepiride, maximum plasma ADMINISTRATION
concentration and total exposure to glimepiride is reduced. Therefore, Amaryl
should be administered at least 4 hours prior to colesevelam.

4

Sulfonamide derivatives: Patients who have developed an allergic reaction to CONTRAINDICATIONS

sulfonamide derivatives may develop an allergic reaction to AMARYL. Do not
use AMARYL in patients who have a history of an allergic reaction to
sulfonamide derivatives.

Reported hypersensitivity reactions include cutaneous eruptions with or
without pruritus as well as more serious reactions (e.g. anaphylaxis,
angioedema, Stevens-Johnson Syndrome, dyspnea) [see Warnings and
Precautions (5.2) and Adverse Reactions (6.2)].

5.1 Hypoglycemia 5. WARNING AND
.ee PRECAUTIONS




6.1 Clinical Trials Experience

Weight gain: AMARYL, like all sulfonylureas, can cause weight gain [see
Clinical Studies (14.1)].

6.2 Postmarketing Experience

e Serious hypersensitivity reactions, including anaphylaxis, angioedema,
and Stevens-Johnson Syndrome [see Warnings and Precautions (5.2)]

e Thrombocytopenia: (including severe cases with platelet count less
than 10,000/pl) and thrombocytopenic purpura.

6. ADVERSE
REACTIONS

7.1 Drugs Affecting Glucose Metabolism

The following are examples of medications that may increase the glucose-
lowering effect of sulfonylureas including AMARYL, increasing the
susceptibility to and/or intensity of hypoglycemia: oral anti-diabetic
medications, pramlintide acetate, insulin, angiotensin converting enzyme
(ACE) inhibitors, H, receptor antagonists, fibrates, propoxyphene,
pentoxifylline, somatostatin analogs, anabolic steroids and androgens,
cyclophosphamide, phenyramidol, guanethidine, fluconazole, sulfinpyrazone,
tetracyclines, clarithromycin, disopyramide, quinolones, and those drugs that
are highly protein-bound, such as fluoxetine, nonsteroidal anti-inflammatory
drugs, salicylates, sulfonamides, chloramphenicol, coumarins, probenecid and
monoamine oxidase inhibitors. ...

The following are examples of medications that may reduce the glucose-
lowering effect of sulfonylureas including AMARYL, leading to worsening
glycemic control: danazol, glucagon, somatropin, protease inhibitors, atypical
antipsychotic medications (e.g., olanzapine and clozapine), barbiturates,
diazoxide, laxatives, rifampin, thiazides and other diuretics, corticosteroids,
phenothiazines, thyroid hormones, estrogens, oral contraceptives, phenytoin,
nicotinic acid, sympathomimetics (e.g., epinephrine, albuterol, terbutaline), and
isoniazid. ...

Beta-blockers, clonidine, and reserpine may lead to either potentiation or
weakening of AMARYL’s glucose-lowering effect.

The signs of hypoglycemia may be reduced or absent in patients taking
sympatholytic drugs such as beta-blockers, clonidine, guanethidine, and
reserpine.

7.4 Concomitant Administration of Colesevelam

Colesevelam can reduce the maximum plasma concentration and total exposure
of glimepiride when the two are coadministered. However, absorbtion is not
reduced when glimepiride is administered 4 hours prior to cloesevelam.

7. DRUG
INTERACTIONS




Therefore, Amaryl should be administered at least 4 hours prior to colesevelam.

Drug Interactions:

Colesevelam: Concomitant administration of colesevelam and glimepiride
resulted in reductions in glimepiride AUC*” and Cax of 18% and 8%,
respectively. When glimepiride was administered 4 hours prior to colesevelam,
there was no significant change in glimepiride AUC** or Cinax, -6% and 3%,
respectively [see Dosage and Administration (2.1) and Drug Interactions

(7.4)].
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