12985 115Ya (MNPLIA YTR) NIPNN Y NYTIN

27.11.13 : PPIND

Gluco-rite Tablets, Reg. N0.13227.27134 : ©)W9N 9901 HY)IN2 9PWON OV

! 7252 MINNNN VITY TYPNI NT DNV

1793 NPIVANNID INIY? N9 : DIYIIN Yyl oV

MYPANN MIINHN
v1n vOPYL "N VOPL Poya P9
TNRY YA N9 (279%) W7 A e | 1PN TR TWRI NN YWHNYN OR wnnun px
19910 799N TWR DYH0NN DY29INON TNRY MV PIT DR WNRNWRY PR $ON 9°¥ona
N9 N21N 92Ya 72 NN DR R 290N
919°09 NANR NIT NAINY IR TIOYIH :DR1N D2XN2Y NAINN
.N9101 ,077Y) NI
VR 12700 NIN0) NPYI NIND TPV e ;130 W 77930 90 ANAN PPa0R
NI APM TMTY2 NN RN 933 DINI DMNYNA DINK D7I¥m DT
(P910YRI OTN (DImn MTPY) M
o - Y y
diabetic n'n1210 nxNNN Y20 N . DN
. ,77NN NNIRIY
(ketoacidosis) on3
’
121°) 7990 90N YV WPIPRN DD AN e PVDIT AN ARYIND 17970 90N
(N30 NRTINN 53210 NNRY 071 99700 NhIa
272938 NYYI2 NYYIN YD N e
PN IR MINY NNONN PPN N e
DXMINT Y10 HNRNPN NYI HVN PN e
DN
NINY NVIYAA P TH VI D P INRY e AP IPN DR e 99501 »9Y
’
NN NINY NVIYA IR PHIN 292 NYaD IR N5 PN DR e 999 ,9°vom
$ON NOYYY

DR OR IR M%7 MDY NIYY 7MY PN
3 9'pDa NR) .INN DINPT IR DIN NNan
YTNRY MIN’ MayY 7MY NNR OR”
(qom

nMNY nYnn) G6PD -1 7onn Y210 a0
.(POw DIMITRN DTN RN SV 1IN ©INY

072 IIPIVAN DR PO 19INRA 71TV PYY
PINN 10 MPYTAN MIRNIN DR POV 1Nw1
POY PPV RN OT-HY RIMND MMAIH
2THN 19IRL VP Y NNH

,07 792 18/ 290 TIipana "pron

,TJI00 e

JNVN NoIYN/MYon e

S(TR1PN) OINA NV e

VYN, 07 TN NI DTN NN @
,(3191 0725 D7 '8N

NN NINY :19) ISINNN NYN e
L5910 nanm

,JMOUp NNy e

LN A% N/TMY PN DR e

J0PYY MW Y T DR e

VY IT NOIINA Y19°0N NAPN NN
JNWI DT MpYTI PIYY

191INY R WY PINY /WA N DR
8% RAMIY 73-5Y Y1INY PHY o nwhd
.N9INN Y03




marn ,NMINRY NARPY OR IR ,NPIY INR DR
TN *a0IN ,0WIN 8YY Man Y910 MmNk
IR ROY T2 HY 750 ,0YNNY DPWVIM

IR ROIN DR YTPY W TN NPY

MY NNR DR NN

MnI NR PNN2 MNHYY NIRAN MAIND
MmN’ 1 IWRI ,NTNRN YY I AT 99100
209792 1Y TN

IRIPIN IR NNIRNPIVY SURNPN °
(DPN7Ve DIMINT N1D0H MYNWYN)

(NSAIDs) 079RT'R1I00 RY NpYT T e
,07P7901 DY 1IR3 919705 DIWNWYN)
(TRVIAMIG RONTY

7PO0R NIMNT MM IR PPADR
993 7972) DYORYHDI NIITN
(D2aRI 299N MYNVN

0T PNY2 29°0H DWNYN) RV NOIN e
LRONTY ,MN”oN 2% NYYyaa ma
arIams

(angiotensin ACE »13yn e
219°0% DYWNWYN) converting enzyme)
(51910987 ,RNNTY ,May 0T pnva

5 02731 919%0Y WNWN) PTVD e
919 MIYI9NI PI0INM NPN
(MR

DOVNYN) NIPIANRTYI IR DITNRNAND e
(D»p7N DM N19M0H

(MAO) IRTOPIR PRRININ 20PN ©
(1RI72 919°0Y DWNWYN)

919°09 MYNWYNA NAIN) TXINIY e
([gout] PTawa

DYYWNYN) DIRMIP 10N VNP TN e
(177979 ,RAINTY , 07 *WMIPa NAVH

51700192 91909 DIWNYN) DOVRIY e
(ORIMYP ,RANTY ;M)

mMnI DR MYYnY MYy MRan Mayrinn
mann j0 AWRI ,ATNRN YY I N7 1900
107193 1Y T

(50NN 9I190) NIRIRT @

DOPIRIMNIN 0N IYIIN MAIN e
,DI0RYDA DANNA YI19%0H MWNYN)
(PIRTAVN ,PIRMINDI ,RANTY

919'05 DWNWYN) DTRITODIPONP o
(191719 ,RNANITY ,NPNHYT NYYaa

mayin 33 ,070RNINAN’D DMININ e
MNOND NI R VTN 919709
LRNINTY) NNNORA 919709 DWNwnn
(PO119IR ,2INRVIAINRD

DR IR OO NAIN N/50N TN DR
POV ,NINR 191N 9I19°0 NNY AT NI
D112°0 YNNY 73 Ya0VNn RAMIY NTH
=172 MIANNN DYIN MPYP-IR IR
mMayin 3% TNNa ,nnan

:MIRAN MINAPIN

,DINR DOYINHDY PPADR e

NON DT NVMIP I M e
Nfataliy

MOIN NN PRIT TN MANIN
,MAO

I NYINS M%) e

JDTRITODIPON) e

SJDTNRNOND e

00 e

SDTINT 0N DINVN e

,RVY200IN N0N MAIIN e

IR e
IPIaNRTYY e
DuNpm e

Dunpiop e

3 mann
:IPMNIN




nyYInd oPwan Y910 ,091nMN DINIn e
919201 (MYY)) Nan 777 1NN PN
(HRT) »ayHyn »S3mn

JRONTY) DINR DANVN IR DR @
(TIRONMYaITI2

DYWNYN) DINN NVIYIY DPYIN e
5% M2IN1 I M DY D'YINA 919709
(000 NV XINNN

(MDA arRa Y1970 YHVYN) PRIV e
901N NRYNY) NOPVIPI 1NN ©

NI NTNNY NYVNHVYNI DINVN
(D INR DMWY 91790091

91209 DWNYN) IO MYYN 'NOIN  °
LRINTY M2 DT PNYAY TN Npvna
(5 nRARIN IR PArTON

(Nanwa 919%0Y YNYN) PIRNDR  ©

v .colesevelam o9ann DPYWIN e
295 MYV 4 MNaY V7YY HIVH
nin Yy colesevelam »wan N1

Y219 1R colesevelam -w nanY
0779712 YV NPoDA

v? ,N91NN NPA0 NR 2995 5159 1My nvn
.N9IRN 218% MIPT 30 Man Y3 LY
DYIMITR MRPWYN .9IM1IORN YININH NI
nR INY T 1A D9 (0P ,n10a,)”)
D19 D915 0T 1900 NN DTN
(MNRPYoNDN NNTIN) NI9N JTIRY

9N VINSY
90

NMY N1 YY Yawn MR RY VII-IPINI
PYOY ,NIRT DY T .MININI WHNVAY IR
199N Y102 NHNNN 77 IWRI M VIPIY
PHY 912p 19182 N2 VANV TR DR IR T
MM 1230 MNT YV DPNONY NPY NYNY
,212522 MYAIRN YR (NPPONSN) DT
JORT AR 0103 ,NININ0 VTN,V
LRI MYIOM TV

9990 IR 3NN YR ,NYHVNA YN DR DR
.Mon

VMY NI
$MOM

POV RO MR 1Y WHNVAY W2 TN
MYV TR DR NN IR RN DY 71TaH
1100 .NaN TIT PN IR VI HIVY W
27292 ROMIN T HY WP NP0 19N
DRNN2 ORITDTIR T2 DRNY 19V N0N
DANNY ,DXNMDN DYV IRIIN JINNY
190, NN MYXNRA P71 993 7172 vHV)
27292 98P 1019 VMY IPPTOY
NSMINN NN HY NYY PR

VIV 1R

oy N9INN NR 1915w 1owhHY PR
YV XN NOIINN DR HIVY WY .0M VYN
nYIOLN NR MXNY N2 .NIMIRD NaY
JMR VINIY PR IR

N
7292 ROYIN MR 7Y N

YINIYN NN
$9°voMm




MmN’ MIYHY TMY INR DR

NY20 DR IR *1¥T MIN? N2YY TNY INR DR
28N Y 19N DOVP DINT IR NYNNN NNINRS
P 19N YR DN PPRN RY NN
19IR2 VMIAIPIIA VINYWN DR PP0ANY TN
JO0DR D109 pant

RAMIN T HY PHMINY 293 91902 TInnY W
NR NONY IR NPHION NR DIVY Poany PR
NPOAN RO PYIPAY 'HaN THV NN

799 N300 DR PRNNY AN%Y NaINn

(RN NINR AR ATYNA SN0 PN
T PWINA NIYRIY TY9VNN DYIN
N0

MMIR 295 NTTI2 1IN ,DPY NTI 1%-1
MR 295 MPYINND NN IR I71aN

123 (D771792) INR PWYWINL 1YNMVY DYIN
207191939 17PN NI

N2 ,01Y 9172 YW PnYNnNn Mn
A713) MPYINHD NN NV IR NTNA
100 ,7YNN2 L(MMAIRN 299 290

A9IM AN Y39 PORITTIR DRNY
nna Yv NYNMPN MP*T1Y DRNNA
NV D72 99700

221900 NNYxRNY Y»OY 1/5IN TV
-5 PHMNY 919°00 NR DHYYIY THY
RN

nYMINN NN HY Tapnd NHNN HY
NYIRI AN ANTNY WP DAY NNNIY
AN YXNRN) DIYIAP DINTI MMAIRD
DTNV NN DN

MY M VIIPIZI PN MYV NHVI DR
vITINN

T YOI MYLI DR IR I NN NYVIDR
70 9TNY IR ROV TR M9 ,NNINN N
JPOR N91IND NPAIR RAN D9IN M2 HY

, 01101 ,91292 ,nv5NN Y0 INR DR e
TYI IR YT ,NNNIND ,VRT AR
nynY oYYy 1YR ,1”RII MYI9Mm
91989 TPOY .07 TN 92D HV DNON
7210 17Wn MNWY IR

IR MNMY 29PNIN Y0 MNR DR e
PYNY PININYVIN ,NTIN JTIR YV DMIPNa
JaY NOINT NIRIAT NTY

19 PPN

V717193 HIVY NNOY DR

2IWN ,WINTA AT NN Y1VYY NNOW DR
IR NNV TN OV 19NN NR NVNY
92101 NN NINR ,NVOIN WHIN NNRYI
012°0Y 919 ANRY TN M NVYN JNTa
a1 91009 PR (1790 TARY IR) NNTINY
MWV Nan Yy mxab 17153 nHh1ed

NSMINA MInn Sy Mays PR

93 DN DNINTI NN WNRNVNY ©?
90N RN IT-DY YIAPIV

W2 218 1071237 191N Y109 NNOY DR
19IR DIVA IR ;NIITIWI TN NN Y

1712 MIN MY N10H PR

M OV

QRYN VMI-IPIVI WINWN ,N91N Y32 D
PON2 RNY MYany oo Moy

oY Mavim nmnt 1217 .0wnnwnimnm

912N YR 919900 NPOANA IR PINN NNNAN
R9Y 190 RNYN MYSIN NYwI RIpnY

nR Y10% Poand PR .JNIN NNR RN 120N
nwibv 'van Hw PN DR NoNY IR N1HYavn
Tov RaMY

DNONNN TNR NN NNR DR RANIY Tn Ma
DY MY I 191N N0 INRY DIRAN
nYnY 0'YI? YR DINON NP2 DT
Ratabialal

DYNINND DIAINAN 1139 NPIOR NAVBN @

1113 ,1979N0 5v N mYvab qona
mMyawn Y93n% MYy N1 vINvn
M2 RN

,N7ININ0

LTIV N9

;RPN

,JO2 7aRD

1IN 70N

ORI 7RI

NPYNIAN YA Yy

101N 953 7372 MavIin YR Myan

INNT MYNIN




mnann ,NnYva »vp ,NNYvIa

IR N9 ,D7NAVN IR DN ,D79»aYn
910 93 YY DY 9NN TNYNI) TN
T nYH ,5919) NAYR mMann
NMMTN MAIN DY INNT (NNN ,TIRN
R aRIPPbY)

70 VNINAY MNYYY MADN WRNY MYIN

2PN NBPN HY Myswn

maRy 5% ,(1HN1) *9IN NWIIN
[gastralgia) jva ar»

2N YY myawn

,INYTR) NI, 77 ,(DNDIR) NYNINTR
,ANTPR (NANN NMINT IR ,IPWVIVI)
mwn

IRY

VAN MRMIN YY myawn
91252

:D2ANYN NIYN HY Myavn
TP WRY AR ,DNNI ,NNININD

0PN YY Myawn
PRI MYIaN

7200 Yy myawn

MMYN YV NANXN) NANX L7290 YV NPT
725 NYYD (NN NV T, DPPYM
INR

:NOYYM DTN NN HY Myawn
790102 N7 YYNY 0T NA0A NYIAN
DYNYIRD DTN RN IR 01250 DTN RN

DYTNN DT RN 70N ;0770 DYDYV IR
(OMVININNNIR)

:DDHIAVNM NNTNN HY MYOVN
(D72 9270 HW N3N NT) NP
972109 AHYY NP 21970 RHYY
1902 T ,INTIM (DYPHT) NPTy
(PnInnon) 012

JURI IR LATNNND ORNDN MIPYAINN NNR DR
L1992 779010 ROW ARNY NyaInn 210 nR
RO1IN DY PYINNY TYY

.PWINY M%NONN NAPN INRY NP

NTNYH MONYNN MIAPNNN ORND MYaIn

:(773) 197 ©2325 DT RN VYN ,DT 0N
LRATIY /1191 919700 NR 2/POAN

myam 1/97%9n 710 129 77PN Yia

51 DR IR ,AT 119V MY ROW IRNY

oy py»nnd 7Yy ,nHvHan JnwiIna Nrw
TN RN




NDYID IOV (MNPVA YTN) NINND DY NYTIN

27.11.13 : PIND

Gluco-rite Tablets, Reg. N0.13227.27134 : ©Y¥*91 990) 5°9)IN2 9°¥HN oY

! 7252 MNNNN VITAD TYPNI NT DNV

1793 NPIVANNID HNIYI N9 ¢ ©IYIIN Hya oV

MYPIINH M9MNHN

vIn vopo

NN VOPYL

oya P99

Route of administration Oral

As for any hypoglycaemic agent, dosage
must be adapted for each individual case.

Short term administration of glipizide may
be sufficient during periods of transient
loss of control in patients usually
controlled well on diet.

In general, glipizide should be given shortly
before a meal to achieve the greatest
reduction in post-prandial hyperglycaemia.

Initial Dose

The recommended starting dose is 5 mg,
given before breakfast or the midday
meal. Mild diabetics, geriatric patients or
those with liver disease may be started on
2.5 mg.

Titration

Dosage adjustments should ordinarily be
in increments of 2.5 to 5 mg, as
determined by blood glucose response. At
least several days should elapse between
titration steps. The maximum
recommended single dose is 15 mg. If this
is not sufficient, splitting the daily dosage
may prove effective. Doses above 15 mg
should ordinarily be divided.

Maintenance

Some patients may be effectively

There is no fixed dosage regimen
for the management of diabetes
mellitus with Gluco-Rite; in
general, it should be given
approximately 30 minutes before
a meal to achieve the greatest
reduction in postprandial
hyperglycemia.

Initial Dose: The recommended
starting dose is 5 mg before
breakfast. Geriatric patients or
those with liver disease may be
started on 2.5 mg. Dosage
adjustments should ordinarily be
in increments of 2.5 - 5 mg, as
determined by blood glucose
response. At least several days
should elapse between titration
steps.

Maximum Dose: The maximum
recommended total daily dose is
40 mg.

Maintenance: Some patients may
be effectively controlled on a
once-a-day regimen, while others
show better response with
divided dosing. Total daily doses
above 15 mg should ordinarily be
divided.

Patients changing from other oral
antidiabetics: The recommended
starting dose is 5 mg daily taken

Posology and
Method of
Administration




controlled on a once-a-day regimen. Total
daily dosage above 15 mg should ordinarily
be divided.

The maximum recommended daily dosage
is 20 mg.

Use in Children

Safety and effectiveness in children have
not been established.

Use in Elderly and in High Risk Patients

In elderly patients, debilitated or
malnourished patients and patients with
an impaired renal or hepatic function, the
initial and maintenance dosing should be
conservative to avoid hypoglycaemic
reactions (see Initial Dose and Special
Warnings and Special Precautions for Use
sections).

Patients Receiving Other Oral
Hypoglycaemic Agents

As with other sulphonylurea class
hypoglycaemics, no transition period is
necessary when transferring patients to
glipizide. Patients should be observed
carefully (1-2 weeks) for hypoglycaemia
when being transferred from longer half-
life sulphonylureas (e.g. chlorpropamide)
to glipizide due to potential overlapping of
drug effect.

as a single dose or in two divided
doses.

Patients treated with insulin: In
some cases, daily insulin
requirements can be cut down
when Gluco-Rite is added to the
regimen; however, during the
first period of treatment, the
patient's blood sugar should be
frequently checked.
Concomitant food intake may
delay absorption and
administration should therefore
be 30 minutes before a main
meal: therapeutic effects are
usually seen within 30 minutes
and peak at about 60 minutes.
Glipizide is rapidly metabolised
and excreted mainly in the urine
and therefore it is unlikely that
delayed hypoglycaemic episodes
will occur.

When administered in divided daily
doses glipizide can be considered
as having a physiological action as
its peak effect coincides with
post-prandial peak blood-sugar
levels.

Glipizide is contraindicated in patients
with:

1. Hypersensitivity to glipizide, other
sulphonylureas or sulphonamides, or any

excipients in the tablets;

2. Insulin-dependent diabetes, diabetic
ketoacidosis, diabetic coma;

3. Severe renal or hepatic insufficiency;

4. Patients treated with miconazole (see
4.5 Interactions);

5. Pregnancy and lactation

Gluco-Rite is contraindicated in
patients with known
hypersensitivity to the drug or
with diabetic ketoacidosis with or
without coma, which should be
treated with insulin.

Contraindications




G6PD-deficiency: Since glipizide belongs to
the class of sulfonylurea agents, caution
should be used in patients with G6PD-
deficiency. Treatment of patients with
G6PD-deficiency with sulfonylurea agents
can lead to haemolytic anaemia and a non-
sulfonylurea alternative should be
considered.

Hypoglycaemia

All sulphonylurea drugs are capable of
producing severe hypoglycaemia. Renal or
hepatic insufficiency may cause elevated
blood levels of glipizide and the latter may
also diminish gluconeogenic capacity, both
of which increase the risk of serious
hypoglycaemic reactions. Elderly,
debilitated or malnourished patients and
those with adrenal or pituitary insufficiency
are particularly susceptible to the
hypoglycaemic action of glucose-lowering
drugs.

Hypoglycaemia may be difficult to
recognise in the elderly, and in people who
are taking beta-adrenergic blocking drugs
(see interactions). Hypoglycaemia is more
likely to occur when caloric- intake is
deficient, after severe or prolonged
exercise, when alcohol is ingested, or when
more than one glucose-lowering drug is
used.

Loss of control of blood glucose

When a patient stabilised on a diabetic
regimen is exposed to stress such as fever,
trauma, infection, or surgery, a loss of
control may occur. At such times, it may be
necessary to discontinue glipizide and
administer insulin.

The effectiveness of any oral
hypoglycaemic drug, including glipizide, in
lowering blood glucose to a desired level
decreases in many patients over a period
of time, which may be due to progression
of the severity of diabetes or to diminished
responsiveness to the drug. This

Warnings

Oral hypoglycaemic agents
belonging to the sulfonylureas
category should only be used in
patients with maturity-onset,
symptomatic diabetes mellitus,
not ketogenic, not manageable
by dietary measures alone, and
not requiring insulin treatment.
Should hypoglycaemia occur,
administer carbohydrates (sugar);
in more serious cases in which,
very rarely, may lead to the loss
of consciousness, a slow i.v.
infusion of glucose solution
should be administered. In
patients with traumas, after
surgery, infectious or febrile
diseases, it may be necessary to
administer insulin temporarily in
order to maintain an adequate
metabolic control In patients on
sulfonylurea therapy, the
possibility of antabuse-like
reactions after ingestion of
alcohol drinks should be borne in
mind.

Precautions

Renal and Hepatic Disease: The
metabolism and excretion of
Gluco-Rite may be slowed in
patients with impaired renal
and/or hepatic function. If
hypoglycemia should occur in
such patients, it may be
prolonged and appropriate
management should be
instituted.

Hypoglycemia: All sulfonylurea
drugs are capable of producing
severe hypoglycemia. Proper
patient selection, dosage, and
instructions are important to

Special warnings
and precautions
for use




phenomenon is known as secondary
failure, to distinguish it from primary
failure in which the drug is ineffective in an
individual patient when first given.
Adequate adjustment of dose and
adherence to diet should be assessed
before classifying a patient as a secondary
failure.

Renal and Hepatic Disease

The pharmacokinetics and/or
pharmacodynamics of glipizide may be
affected in patients with impaired renal or
hepatic function. If hypoglycaemia should
occur in such patients, it may be prolonged
and appropriate management should be
instituted.

Information for Patients

Patients should be informed of the
potential risks and advantages of glipizide
and of alternative modes of therapy. They
should also be informed about the
importance of adherence to dietary
instructions, of a regular exercise program,
and of regular testing of urine and/or
blood glucose.

The risks of hypoglycaemia, its symptoms
and treatment, and conditions that
predispose to its development should be
explained to patients and responsible
family members. Primary and secondary
failure should also be explained.

Laboratory Tests

Blood and urine glucose should be
monitored periodically. Measurement of
glycosylated haemoglobin may be useful.

avoid hypoglycemic episodes.
Renal or hepatic insufficiency
may cause elevated blood levels
of Gluco-Rite and the latter may
also diminish gluconeogenic
capacity, both of which increase
the risk of serious hypoglycemic
reactions. Elderly, debilitated or
malnourished patients, and those
with adrenal or pituitary
insufficiency are particularly
susceptible to the hypoglycemic
action of glucose-lowering drugs.
Hypoglycemia may be difficult to
recognize in the elderly, and in
people who are taking beta-
adrenergic blocking drugs.
Hypoglycemia is more likely to
occur when caloric intake is
deficient, after severe or
prolonged exercise, when alcohol
is ingested, or when more than
one glucose-lowering drug is
used.

Loss of Control of Blood Glucose:
When a patient stabilized on any
diabetic regimen is exposed to
stress such as fever, trauma,
infection, or surgery, a loss of
control may occur. At such times,
it may be necessary to
discontinue Gluco-Rite and
administer insulin.

The effectiveness of any oral
hypoglycemic drug, including
Gluco-Rite, in lowering blood
glucose to a desired level
decreases in many patients over a
period of time, which may be due
to progression of the severity of
the diabetes or to diminished
responsiveness to the drug. This
phenomenon is known as
secondary failure, to distinguish it
from primary failure in which the
drug is ineffective in an individual




patient when first given.
Laboratory Tests: Blood and
urine glucose should be
monitored periodically.
Measurement of glycosylated
hemoglobin may be useful.

The following products are likely to
increase the hypoglycaemic effect:

- Contraindicated combinations

Miconazole: increase in hypoglycaemic
effect, possibly leading to symptoms of
hypoglycaemia or even coma.

- Inadvisable combinations

Nonsteroidal anti-inflammatory agents
(NSAIDS) e.q. phenylbutazone: increase in
hypoglycaemic effect of sulphonylureas
(displacement of sulphonylurea binding to
plasma proteins and/or decrease in
sulphonylurea elimination).

Alcohol: increase in hypoglycaemic
reaction which can lead to hypoglycaemic
coma.

- Combinations requiring precaution

Fluconazole: increase in the half-life of the
sulphonylurea, possibly giving rise to
symptoms of hypoglycaemia.

Voriconazole: Although not studied,
voriconazole may increase the plasma
levels of sulfonylureas, (e.g. tolbutamide,
glipizide and glyburide) and therefore
cause hypoglycaemia. Careful monitoring
of blood glucose is recommended during
co-administration.

Salicylates (acetylsalicylic acid): increase in
hypoglycaemic effect by high doses of
acetylsalicylic acid (hypoglycaemic action
of the acetylsalicylic acid).

Beta-blockers: all beta-blockers mask some
of the symptoms of hypoglycaemia, i.e.
palpitations and tachycardia. Most non
cardioselective beta-blockers increase the

The hypoglycemic action of
sulfonylureas may be potentiated
by certain drugs including
nonsteroidal anti-inflammatory
agents and other drugs that are
highly protein bound, salicylates,
sulfonamides, chloramphenicol,
probenecid, coumarins,
monoamine oxidase inhibitors,
and beta-adrenergic blocking
agents. In vitro studies indicate
that Gluco-Rite binds differently
than tolbutamide and does not
interact with salicylate or
dicumarol. However, caution
must be exercised in
extrapolating these findings to a
clinical situation. Certain drugs
tend to produce hyperglycemia
and may lead to loss of control,
including the thiazides and other
diuretics, corticosteroids,
phenothiazines, thyroid products,
estrogens, oral contraceptives,
phenytoin, nicotinic acid,
sympathomimetics, calcium
channel blocking drugs and
isoniazid. A potential interaction
between oral miconazole and oral
hypoglycemic agents leading to
severe hypoglycemia has been
reported. Whether this
interaction also occurs with the
intravenous, topical, or vaginal
preparations of miconazole is not
known.

Interaction with
other medicinal
products and
other forms of
interaction




incidence and severity of hypoglycaemia.

Angiotensin converting enzyme inhibitors:
the use of angiotensin converting enzyme
inhibitors may lead to an increased
hypoglycaemic effect in diabetic patients
treated with sulphonylureas.

Cimetidine: the use of cimetidine may be
associated with a reduction in post
prandial blood glucose in patients treated
with glipizide.

The hypoglycaemic action of
sulphonylureas in general may also be
potentiated by monoamine oxidase
inhibitors and drugs that are highly protein
bound, such as sulfonamides,
chloramphenicol, probenecid, coumarins
and fibrates.

When such drugs are administered to (or
withdrawn from) a patient receiving
glipizide, the patient should be observed
closely for hypoglycaemia (or loss of
control).

The following products could lead to
hyperglycaemia:

- Inadvisable combinations

Danazol: diabetogenic effect of danazol. If
it cannot be avoided, warn the patient and
step up self monitoring of blood glucose
and urine. Possibly adjust the dosage of
antidiabetic agent during treatment with
danazol and after its discontinuation.

- Combinations requiring precaution

Colesevelam: In studies assessing the effect
of colesevelam on the pharmacokinetics of
glipizide in healthy volunteers, reductions
in glipizide AUC and Cmax of 12% and 13%,
respectively were observed when
colesevelam was coadministered with
glipizide. When glipizide was administered
4 hours prior to colesevelam, there was no
significant change in glipizide AUC or Cmax,




-4% and 0%, respectively. Therefore,
Gluco-Rite should be administered at least
4 hours prior to colesevelam to ensure that
colesevelam does not reduce the
absorption of glipizide.

Phenothiazines (e.q. chlorpromazine) at
high doses (> 100 mgq per day of
chlorpromazine): elevation in blood
glucose (reduction in insulin release).

Corticosteroids: elevation in blood glucose.

Sympathomimetics (e.q. ritodrine,
salbutamol, terbutaline): elevation in
blood glucose due to beta-2-adrenoceptor
stimulation. Progestogens: diabetogenic
effects of high-dose progestogens. Warn
the patient and step up self-monitoring of
blood glucose and urine. Possibly adjust
the dosage of antidiabetic agent during
treatment with the neuroleptics, corticoids
or progestogen and after discontinuation.

Other drugs that may produce
hyperglycaemia and lead to a loss of
control include the thiazides and other
diuretics, thyroid products, oestrogens,
oral contraceptives, phenytoin, nicotinic
acid, calcium channel blocking drugs, and
isoniazid.

When such drugs are withdrawn from a
patient receiving glipizide, the patient
should be observed closely for
hypoglycaemia.

Pregnancy
Glipizide is contraindicated in pregnancy.

Glipizide was found to be mildly fetotoxic
in rat reproductive studies. No teratogenic
effects were found in rat or rabbit studies.

Prolonged severe hypoglycaemia (4 to 10
days) has been reported in neonates born
to mothers who were receiving a
sulphonylurea drug at the time of delivery.

Because recent information suggests that
abnormal blood glucose levels during
pregnancy are associated with a higher

Use in Pregnancy

Gluco-Rite (glipizide) was found
to be mildly fetotoxic in rat
reproductive studies at all dose
levels (5-50 mg/kg). This
fetotoxicity has been similarly
noted with other sulfonylureas,
such as tolbutamide and
tolazamide. The effect is perinatal
and believed to be directly
related to the pharmacologic
(hypoglycemic) action of Gluco-
Rite. In studies in rats and rabbits
no teratogenic effects were

Pregnancy and
lactation




incidence of congenital abnormalities,
many experts recommend that insulin be
used during pregnancy to maintain blood
glucose levels as close to normal as
possible.

Lactation

No data are available on secretion into
breast milk. Therefore glipizide is
contraindicated in lactation.

found. There are no adequate
and well-controlled studies in
pregnant women. Gluco-Rite
should be used during pregnancy
only if the potential benefit
justifies the potential risk to the
fetus.

Because recent information
suggests that abnormal blood
glucose levels during pregnancy
are associated with a higher
incidence of congenital
abnormalities, many experts
recommend that insulin be used
during pregnancy to maintain
blood glucose levels as close to
normal as possible.

Nonteratogenic Effects:
Prolonged severe hypoglycemia
has been reported in neonates
born to mothers who were
receiving a sulfonylurea drug at
the time of delivery. This has
been reported more frequently
with the use of agents with
prolonged half-lives. Gluco-Rite
should be discontinued at least
one month before the expected
delivery date.

Nursing Mothers: Although it is
not known whether Gluco-Rite 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 the
drug, taking into account the
importance of the drug to the
mother. If the drug is
discontinued and if diet alone is
inadequate for controlling blood
glucose, insulin therapy should be




considered.

The effect of glipizide on the ability to drive
or operate machinery has not been
studied. However, there is no evidence to
suggest that glipizide may affect these
abilities. Patients should be aware of the
symptoms of hypoglycaemia and be careful
about driving and the use of machinery,
especially when optimum stabilisation has
not been achieved, for example during the
change-over from other medications or
during irregular use.

Effects on ability
to drive and use
machines

The majority of side effects have been
dose related, transient, and have
responded to dose reduction or
withdrawal of the medication. However,
clinical experience thus far has shown that,
as with other sulphonylureas, some side
effects associated with hypersensitivity
may be severe and deaths have been
reported in some instances.

Hypoglycaemia

See Special Warnings and Special
Precautions for Use and Overdose
sections.

Gastrointestinal

Gastrointestinal complaints include
nausea, diarrhoea, constipation and
gastralgia. They appear to be dose related
and usually disappear on division or
reduction of dosage.

Dermatologic

Allergic skin reactions including erythema,
morbilliform or maculopapular reactions,
urticaria, pruritus and eczema have been
reported. They frequently disappear with
continued therapy. However, if they
persist, the drug should be discontinued.
As with other sulphonylureas,
photosensitivity reactions have been
reported.

Miscellaneous

Confusion, dizziness, drowsiness,

Although rare, hypoglycaemic
episodes may occur during
treatment with sulfonylureas,
especially in debilitated or elderly
subjects, after unusual physical
exertion, when food intake is
irregular or alcoholic beverages
are taken, and when kidney
and/or liver function is impaired.
Very occasional is the appearance
of gastroenteric disturbances
(such as nausea or a sense of
epigastric fullness), and
headache. These disturbances are
usually linked to the dosage and
normally regress when the dose
is reduced, as long as this can be
done compatibly with the
maintenance of the metabolic
balance. Patients treated with
sulfonylureas have occasionally
complained of transient allergic-
type skin reaction, which
normally disappear as therapy
continues. Very rarely, alterations
to the haemopoietic system have
been reported, generally
reversible.

Undesirable
effects




headache, tremor, and visual disturbances
have each been reported in patients
treated with glipizide. They are usually
transient and do not require
discontinuance of therapy; however, they
may also be symptoms of hypoglycaemia.

Laboratory Test

The pattern of laboratory test
abnormalities observed with glipizide is
similar to that for other sulphonylureas.
Occasional mild to moderate elevations of
SGOT, LDH, alkaline phosphatase, BUN and
creatinine were noted. The relationship of
these abnormalities to glipizide is
uncertain, and they have rarely been
associated with clinical symptoms.

Hepatic disorder

Cholestatic jaundice, impaired hepatic
function, and hepatitis have been
reported. Discontinue treatment if
cholestatic jaundice occurs.

Haematologic Reactions

Leucopenia, agranulocytosis,
thrombocytopenia, haemolytic anaemia,
aplastic anaemia and pancytopenia have
been reported.

Metabolic Reactions

Hepatic porphyria and porphyria cutanea
tarda have been reported. Disulfiram-like
reactions have been reported with other
sulphonylureas.

Endocrine Reactions

Hyponatraemia has been reported.

There is no well documented experience
with glipizide overdosage.

Overdosage of sulphonylureas including
glipizide can produce glycaemia. Mild
hypoglycaemic symptoms without loss of
consciousness or neurologic findings
should be treated actively with oral glucose
and adjustments in drug dosage and/or

There is no well documented
experience with Gluco-Rite
overdosage. The acute oral
toxicity was extremely low in all
species tested (LD5Q greater than
4 g/kg).

Overdosage of sulfonylureas

Overdose




meal patterns. Close monitoring should
continue until the physician is assured that
the patient is out of danger. Severe
hypoglycaemic reactions with coma,
seizure, or other neurological impairment
occur infrequently, but constitute medical
emergencies requiring immediate
hospitalisation. If hypoglycaemic coma is
diagnosed or suspected, 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
(5.55 mmol/L). Patients should be closely
monitored for a minimum of 48 hours and
depending on the status of the patient at
this time the physician should decide
whether further monitoring is required.
Clearance of glipizide from plasma may be
prolonged in persons with liver disease.
Because of the extensive protein binding of
glipizide, dialysis is unlikely to be of
benefit.

including Gluco-Rite can produce
hypoglycemia. Mild hypoglycemic
symptoms without loss of
consciousness or neurologic
findings 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
hypoglycemic reactions with
coma, seizure, or other
neurological impairment occur
infrequently, but constitute
medical emergencies requiring
immediate hospitalization. If
hypoglycemic coma is diagnosed
or suspected, 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
minimum of 24 to 48 hours since
hypoglycemia may recur after
apparent clinical recovery.
Clearance of Gluco-Rite from
plasma would be prolonged in
persons with liver disease.
Because of the extensive protein
binding of Gluco-Rite, dialysis is
unlikely to be of benefit.




