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GLUCOBYE
(Linagliptin 5 mg)

COMPOSITION AND EXCIPIENTS:

Each film-coated tablet contains: Linagliptin (Free Base) 5 mg.

Excipients: mannitol, pregelatinized starch, corn starch, copovidone, and

magnesium stearate, hypromellose, titanium dioxide, talc, polyethylene

glycol, and red ferric oxide.

MECHANISM OF ACTION: Linagliptin is an inhibitor of the enzyme

DPP-4 (dipeptidyl peptidase 4) an enzyme which is involved in the

inactivation of the incretin hormones GLP-1 and GIP (glucagon-like peptide-1,

glucose-dependent insulinotropic polypeptide). These hormones are

rapidly degraded by the enzyme DPP-4. GLP-1 and GIP increase insulin

biosynthesis and secretion from pancreatic beta cells in the presence of

normal and elevated blood glucose levels.

Furthermore, GLP-1 also reduces glucagon secretion from pancreatic

alpha cells, resulting in a reduction in hepatic glucose output. Linagliptin

binds very effectively to DPP-4 in a reversible manner and thus leads to

a sustained increase and a prolongation of active incretin levels.

PHARMACOKINETICS: The pharmacokinetics of linagliptin has been

extensively characterised in healthy subjects and patients with type 2

diabetes. After oral administration of a 5 mg dose to healthy volunteers

or patients, linagliptin was rapidly absorbed, with peak plasma concentrations

(median Tmax) occurring 1.5 hours post-dose.

The effective half-life for accumulation of linagliptin, as determined from

oral administration of multiple doses of 5 mg linagliptin, is approximately

12 hours. After once daily dosing of 5 mg linagliptin, steady-state plasma

concentrations are reached by the third dose. The pharmacokinetics of

linagliptin was generally similar in healthy subjects and in patients with

type 2 diabetes.

Absorption:

The absolute bioavailability of linagliptin is approximately 30%.

Co-administration of a high-fat meal with linagliptin prolonged the time to

reach Cmax by 2 hours and lowered Cmax by 15% but no influence on

AUC 0-72h was observed.

Linagliptin may be administered with or without food.

Distribution:

As a result of tissue binding, the mean apparent volume of distribution

at steady-state following a single 5 mg intravenous dose of linagliptin to

healthy subjects is approximately 1110 litres, indicating that linagliptin

extensively distributes to the tissues.

Biotransformation:

Following a [14C] linagliptin oral 10 mg dose, approximately 5% of the

radioactivity was excreted in urine. Metabolism plays a subordinate role

in the elimination of linagliptin.

Excretion:

Following administration of an oral [14C] linagliptin dose to healthy subjects,

approximately 85% of the administered radioactivity was eliminated in

faeces (80%) or urine (5%) within 4 days of dosing. Renal clearance at

steady-state was approximately 70 ml/min.

INDICATIONS:

Linagliptin is indicated in adults with type 2 diabetes mellitus as an

adjunct to diet and exercise to improve glycaemic control as:

Monotherapy:

when metformin is inappropriate due to intolerance, or contraindicated

due to renal impairment.

combination therapy:

in combination with other medicinal products for the treatment of

diabetes, including insulin, when these do not produce adequate
chaem|c control.

CONTRAINDICATIONS

Hypersensitivity to the active substance or to any of the excipients.

SIDE EFFECTS:

» Hypoglycaemia

- Lipase increased

size (230x160mm)

(Film-Coated Tablets)

WARNINGS AND PRECAUTIONS:

General: Linagliptin should not be used in patients with type 1 diabetes
or for the treatment of diabetic ketoacidosis.

Hypoglycaemia: Linagliptin alone showed a comparable incidence of
hypoglycaemia to placebo.

In clinical trials of linagliptin as part of combination therapy with medicinal prod-
ucts not known to cause hypoglycaemia (metformin), rates of hypoglycaemia
reported with linagliptin were similar to rates in patients taking placebo.
When linagliptin was added to a sulphonylurea, the incidence of
hypoglycaemia was increased over that of placebo.

A dose reduction of the sulphonylurea or insulin may be considered.
Acute pancreatitis: Use of DPP-4 inhibitors has been associated with a
risk of developing acute pancreatitis.

Patients should be informed of the characteristic symptoms of acute
pancreatitis. If pancreatitis is suspected, Linagliptin should be discontinued;
if acute pancreatitis is confirmed, Linagliptin should not be restarted.
Caution should be exercised in patients with a history of pancreatitis.
Pregnancy: The use of linagliptin has not been studied in pregnant
women. Animal studies do not indicate direct or indirect harm effects
with respect to reproductive toxicity. As a precautionary measure, it is
preferable to avoid the use of linagliptin during pregnancy.

Lactation: Available pharmacokinetic data in animals have shown
excretion of linagliptin/metabolites in milk. A risk to the breast-fed child
cannot be excluded. A decision must be made whether to discontinue
breast-feeding or to discontinue/abstain from linagliptin therapy taking
into account the benefit of breast-feeding for the child and the benefits
of therapy for the woman.

Interactions with other medicinal products and other forms of interaction:
Effects of other medicinal products on linagliptin:

Rifampicin: multiple co-administration of 5 mg linagliptin with rifampicin,
a potent inductor of P-glycoprotein and CYP3A4, resulted in a 39.6%
and 43.8% decreased linagliptin steady-state AUC and Cmax,
respectively, and about 30% decreased DPP-4 inhibition. Thus, full
efficacy of linagliptin in combination with strong P-gp inducers might not
be achieved, particularly if these are administered long-term.

Ritonavir: co-administration of a single 5 mg oral dose of linagliptin and
multiple 200 mg oral doses of ritonavir, a potent inhibitor of P-glycoprotein
and CYP3A4, increased the AUC and Cmax of linagliptin approximately
two fold and three fold respectively.

Metformin: co-administration of multiple three times daily doses of 850
mg metformin with 10 mg linagliptin once daily did not clinical meaningfully
alter the pharmacokinetics of linagliptin in healthy volunteers.
Sulphonylureas: the steady-state pharmacokinetics of 5 mg linagliptin
was not changed by concomitant administration of a single 1.75 mg
dose glibenclamide (glyburide).

Effects of linagliptin on other medicinal products: In clinical studies,
linagliptin had no clinically relevant effect on the pharmacokinetics of
metformin, glyburide, simvastatin, warfarin, digoxin or oral contraceptives
providing in vivo evidence of a low propensity for cause medicinal product
interactions with substrates of CYP3A4, CYP2C9, CYP2C8, P-glycoprotein,
and organic cationic transporter (OCT).

Digoxin: co-administration of multiple daily doses of 5 mg linagliptin with
multiple doses of 0.25 mg digoxin had no effect on the pharmacokinetics
of digoxin in healthy volunteers. Therefore, linagliptin is not an inhibitor
of P-glycoprotein--mediated transport in vivo.

Warfarin: multiple daily doses of 5 mg linagliptin did not alter the pharmacoki-
netics of S(-) or R(+) warfarin, a CYP2 substrate, administered in a single dose.
Simvastatin: multiple daily doses of linagliptin had a minimal effect on
the steady-state pharmacokinetics of simvastatin a sensitive CYP3A4
substrate, in healthy volunteers.

Oral contraceptives: co-administration with 5 mg linagliptin did not alter
the steady-state pharmacokinetics of levonorgestrel or ethinylestradiol.
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POSOLOGY AND METHOD OF ADMINISTRATION:

The dose of linagliptin is 5 mg once daily. When linagliptin is added to
metformin, the dose of metformin should be maintained, and linagliptin
administered concomitantly.

When linagliptin is used in combination with a sulphonylurea or with
insulin, a lower dose of the sulphonylurea or insulin may be considered
to reduce the risk of hypoglycaemia

Patients with Renal Impairment: For patients with renal impairment, no
dose adjustment for linagliptin is required.

Patients with Hepatic Impairment: Pharmacokinetic studies suggest that
no dose adjustment is required for patients with hepatic impairment.
Elderly: No dose adjustment is necessary based on age.

However, clinical experience in patients > 80 years of age is limited and
caution should be exercised when treating t population.

Paediatric population: The safety and efficacy of linagliptin in children
and adolescents has not yet been established. No data are available
Method of administration: The tablets can be taken with or without a
meal at any time of the day. If a dose is missed, it should be taken as
soon as the patient remembers. A double dose should not be taken on
the same day.

OVERDOSES:

Symptoms: During controlled clinical trials in healthy subjects, single
doses of up to 600 mg linagliptin (equivalent to 120 times the recommended
dose) were generally well tolerated. There is no experience with doses
above 600 mg in humans.

Therapy: In the event of an overdose, it is reasonable to employ the
usual supportive measures, e.g., remove unabsorbed material from the
gastrointestinal tract, employ clinical monitoring and institute clinical
measures if required.

PACKAGING:

2 blisters, each contains 10 film-coated tablets/carton box.

STORAGE CONDITIONS:

IStcr)]re at room temperature, 15° - 30° C, away from moisture and direct
ight.

Keep out of reach of children.

TPP1802176 THIS IS A MEDICAMENT

~ A medicament is a product but unlike any other products.
~ A medicament is a product which affects your health, and its consumption contrary to

instructions is dangerous for you.

~ Follow strictly the doctor's prescription, the method of use and the instructions of the ~phar-
macist who sold the medicament. The doctor and the pharmacist are experts in - medicine,
its benefits and risks.

~ Do not by yourself interrupt the period of treatment prescribed for you.

— Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers) (Arab Pharmacists Association)

Manufactured by:
HAMA PHARMA Hama - Syria
Tel.: +963 33 8673941 Fax: +963 33 8673943

\\\l‘///

/'HAMA PHARMA




— HAMAPHARMA/LEAF/ GLUCOBYE 5mg FCT
— Create 4.11.2018/F12.11.2018/

Qn.nm
Corfnton LUK
1S0 14001 : 2004

Centcuton LUK

“ Gualiae <
1509001 : 2008 OHSAS 18001:2007

(R)51 (8) ool ol Zlsoll U1l e 0t ol cpn staall Zonscll e all s o )50
Sk e ilaned) CYP2 U335, 50 sy

2 Wt b1 e Uil 13l o el n ssiiaradl ag ) cle ol OLS ¢ il
el e gaze 126 CYPBAG U dalm 3525 55 ¢ plislioncdd

i e i) 2 Al ol iy o e © el o )Ll sllae 1 O] 2 gl Joonll il o
gl el el

s Jleaiuw ! 44 b g dc poud!

e e o Wil oy mmypiianll ] i) 8L i g Bty 5 e © o il B
A kel el (Ja g o) ineed]

oo oais de iz LV 5V Com iVl C.,MU,_ Sl o 3Ll el sl e
S Rl s oY 1 STy AL

LIS IV s i il B o Jooka 55,0 gy Y 1 g glSU NI e

I3V 0 i el oo Bl Y s 231501 Sl Sy 25 1 g a S ISl
LS

ol e Tslazel e sl Juad) 55,5 Sla od £ el LS

Dondlas i ol T oy 83gms i At g ST Jams el i 2l ot s S e
ETPEN

Sleghan 6l g5 ¥ aalldly JULYY die el By Ol day oty o FHANE

e Ol Jlo B psell o 235 (6T B bk s 055f o bl Ul oSy telaed 2 b
B s p ddeldede il pe o ST 58 S o gl il

eyl do b

Syl el Jandl s el e e T o 1 0l wle SIS 1002
o o ol g V(L gl Bl 0 1T UST) bl ol i gl )
A e et e el

3L 1 ¢ o dslae ¥l Zuelad) el VU oLl At o b izl b p g Jlom b 25
2o O A peedl el N el &y el 231 a0l Ly e gmall (sbmadl Jordl (g0 Bnatedl 2
el e o TV e S s (Y) 35 ks (5520 05801 e e sl

el gl B o Ton 711N BB A 5 oy ey B g

L QUBYI Jsbize e Toms Jaiony

TPP1802176 =193 1aa ol
Ol (0 8 3 3S (e (ST g puaiia slgad] -
Al s s SleslaTl) (B35 S Mgiuls wilious e S350 puasiue slaadl -
AVl Sledd iy dgade (o guaill Jlaxia¥| Ads by coall by a8y ol —
0y dady £19A3Ls Ol i) Lo A ¥ dally cocdalld L 6B puo i)
x_lnm‘\ﬁl.vu.‘ha-\allz)ﬂ_ﬂ‘aubh&? -
18 5Ll (yguts #19d) B puo 5)ST Y —

JULY gl Joliie 2 Tl & ga¥1 3,55y
(st i sl atisl_a1) (rmad) Aol 61335 o bonn)

:CL_:sﬁ
// Gype = ile Loyl sle
HAMA PHARMA FATFFYATVIAEY  LSB+ATY FYATVYAE) Tl

~
i

size (230x160mm)

1Ol Lo N1y O poiisid |

55U Galaodl 30 51 51 el e (g Sl el o i el s pte o e
g5

- Al sl Sty ol S (oLl o oy (prdelid bl ) S sl

S A Ly By e e (5 AT R3] 0 Sl 3o pm S il e Bl el B
o rodl i il e 2l S Elal 21 S Bl Es SIS (i) o)
L QAR el gl O sz, o

A o ST S Al g o el Al ) el L] e

e g A e o] sV g O S

S el p B s e €3l k) S llate sl G5 sl b Sl e
Ll

ol ol Sl gl oLtV 3 0 sl e Sl SV Samall 31,2V )l 3]
i o el el e o sl Gl Sl el e ST 5 0 ¢l Gla oo
S S Bl 0 i o T

- el Byl e el plasend 2l 0 o s et

A Tl oLV e 8l gl 5500 55U ol b 3 ) Oleondl e il o5
B e b O = 1

sl b oaal el 1] ol i 21501 1l 35l UL o T sl ¥
Slabsl flap¥l Gl Ul LA 3kl o gl e gt J e sl el oS Y
) Nl g3y Ml Lo, N1 153 Ol B g el S e (siiza V)
IS (e (6,31 ISy (63T B gal ae MR

RO P O T (P
CYP3A4 5 P o Sl 35,00 58 5 easty il g il o 0 J ) Lall sllae M 2 il
TEEA T ey etelblil anltl) o) alaeV1 58 2ty oiall o i Ll ails ) (o]
AL b B e 055 ¥ 5 e 1 o) S ot sy et e
a1 g Sty ot O] ol Sty gl P Sdl (il i s o 465 Lk iz délil]
Ho o sy o skt Bged wle g e @ o2l e 83 jke de )Ll e 2 s
Ol eae W 58 Ay miadl o dLadl sy CYP3AG y Pis Sl iy A (558 o sty
o A e Gl 855 cpuins Ly

Be Ve e e A0 ey e L e O Bakene By e Sl clae 1 i
Oeglara e el 3150l Sl a b e (gbome S5y Jibms o Ly 3l 30 el
elows

AV 53 e d o 5 Ltally Lgilae] e e 0 ot B ) ol Sl ks o 1l il
(gl Al g

U3 LTS (S P FLER PRI

gl ey iaald 50 Sl o Sl 5 e i dBl) G o el L
il ol e oY1 3 s s Lo Bggadl) Jaodl clalegl (oS s <)l ool
CYP2C8 i CYP2CO 5l CYP3A4 5| P Sl s dl i, o alys w31 SlasY
el A g Dyguiall 3145315

e 10 e iaiane o g e © Bl o Ling Bautene ol ol Ll s N1 O] S sl
Ol (U sl oot e oS g ld 31501 S e b W S0 o S s
b1l bl ) P Sl s ) e

T .. u p-
(el e Sl gras) (Sl 9S 9lE
(e © eieelile)
R PR (PR e ]
(e 8 (o Al) el a1 LAl Ll il s
cpatesl) Aol A Gglons o o iall ol s cOpzbgS 8,01 el olen el (Il s gt
Y o 1S 2 ) e UG
ligagll o ) 05T sy £l ol U8 0500 ategs on kel
Sbsa gl odn 5ol e deinedl sVl 4t dxcd) sy 001 A1 et V-az ) Gslenall
il el S Y danly de e 05
Sl ples V138 ARl o ot i1 i it ey 09208 It Vit 5 3
1 B 555 ) donally ni el Sl gdl 33 g ol Sl U3 o V5130
il e g e Wl Sl LS 0 00818 il 3130 el pmiW e dn )l s e 241 2l e
by d e 2 fay £l ol U L5 ks el a1 58 W s S
bl Oga el b g llasy 5 0e 8305 I g3
A3l gud | LU |
Lol o (g Sl s 50 ey slomasl Golonsl die e S8yt Ell) 315l ) ll iy o5
,‘;'L‘J\
88 e Bl el 80 o el oY e 0 2sad el (gl elas Nl
Lo all s el 1,0 IS (elae Y1 pall as) L1 5 551 201
el \VL;,H@&ew;JNQ%QM@}sAp d\,‘uxej;;n,..m
e 0 By el ol sllae V1 ey 2 e ) e il e ) Bonl) 313 gl o5
A Bl e g S 0 ki sloma ¥ ol e dgalize IS ) 231501 2l
o el e B o bl 25 ol T L ) Bl el 3130 2 olased]
ol T 3 093 Ty alae VI 1S A ey sl iV S A Jpo sl nj Jolls
) el VY= il o dlened)
el Ogaf e U.“xpu cllas) (Sa
e gyl clae V1 amy Gl Aol e (g U 50 o Jaegze O cizeniNG b3, VI s 15l
S g ol OF L e 20 VN1 O sl oty el o e 0 0y
o]
o 100 Lo cpnsall 0 S0 55 BT n e 1 2l (el llas¥ ] oy il oY)
ol B B Lsg e 9 MRl ks L Il e b eV M)
gl
ezl n pll € I3 Y0 Ul ‘?j,T,-\,_J\ ?;'L_.;L.;w Lol sllanedl & 2l pa TR Sl o Bl o2
bl ol sy il 0 S pgngedl tedelld (g ndl sllae Y1 dny U3
(&3] Ja Vi) Ly gn 2l Ul die & ST ananll
feonl) elaS I Bl o 6,5l ] AL e o) ity sSLLdaTu
F e Sl B gl el
INYI oy ol Sy Vil ool gt o Tlin 8 i 0080 L 1y 230
LS
.Mgsu%@qyuuyﬁmpwépw M 55 gl e i Ledly 1Lt 3
gl o Y o il B3l i) b ol ¥ Slaliae
acolatt ol pata
FRURR
Skl sl -

i) dyogl




