PRICKSAGE

(Agomelatine 25mg)

Composition & Excipients: Each film-coated tablet contains:
Agomelatine 25 mg.
Excipients: Lactose monohydrate, Magnesium stearate, Starch,
Sodium starch glycolate, Povidone, Stearic acid, Colloidal silicon dioxide,
Hypermellose, Polyethylene glycol 6000, Glycerin, Titanium dioxide,
Yellow iron oxide E172.
Mechanism of action: Agomelatine is a melatonergic agonist (MT1 and
MT2 receptors) and 5-HT2C antagonist. Binding studies indicate that
agomelatine has no effect on monoamine uptake and no affinity for a,
B adrenergic, histaminergic, cholinergic, dopaminergic and benzodiazepine
receptors. Agomelatine increases noradrenaline and dopamine release
specifically in the frontal cortex and has no influence on the extracellular
levels of serotonin.
Pharmacokinetics: Agomelatine is rapidly and well absorbed after oral
administration. Absolute bioavailability is low (< 5% at the therapeutic
oral dose) and the interindividual variability is substantial. The
bioavailability is increased in women compared to men. The
bioavailability is increased by intake of oral contraceptives and reduced
by smoking. The peak plasma concentration is reached within 1 to 2
hours. Plasma protein binding is 95% irrespective of the concentration
and is not modified with age and in patients with renal impairment but the
free fraction is doubled in patients with hepatic impairment. Following
oral administration, agomelatine is rapidly metabolised mainly via hepatic
CYP1A2.The major metabolites, hydroxylated and demethylated
agomelatine, are not active and are rapidly conjugated and eliminated in
the urine. Elimination is rapid, the mean plasma half-life is between 1
and 2. Excretion is mainly (80%) urinary and in the form of metabolites,
whereas unchanged compound recovery in urine is negligible. Exposure
to agomelatine increases in patients with hepatic failure.
Indications: PRICKSAGE is used for the treatment of major depressive
episodes in adults.
Contraindications:
* Hypersensitivity to the drug or its components.
« Hepatic impairment (i.e. cirrhosis or active liver disease).
+ Concomitant use of potent CYP1A2 inhibitors (e.g. fluvoxamine,
ciprofloxacin).
Side Effects: Adverse reactions were usually mild or moderate and
occurred within the first two weeks of treatment. The most common
adverse reactions were nausea and dizziness. These adverse reactions
were usually transient and did not generally lead to cessation of therapy.
The common side effects that may usually associated with treatment
include headache, somnolence, anxiety, nightmares, agitation, abdominal
pain, diarrhoea, hyperhidrosis, back pain, fatigue, and increases in ALAT
and/or ASAT, Suicidal thoughts or behavior, Aggression, Mania/hypomania,
Confusional state.
Precautions and Warnings:
Monitoring of liver function: Cases of liver injury, including hepatic failure
(few cases were exceptionally reported with fatal outcome or liver
transplantation in patients with hepatic risk factors), elevations of liver
enzymes exceeding 10 times upper limit of normal, hepatitis and
jaundice have been reported in patients treated with AGOMELATINE in
the post-marketing setting.
Treatment with Agomelatine should only be prescribed after careful
consideration of benefit and risk in patients with hepatic injury risk factors.
Agomelatine treatment should be discontinued immediately if:
- patient develops symptoms or signs of potential liver injury (such as
dark urine, light coloured stools, yellow skin/eyes, pain in the upper
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right belly, sustained new-onset and unexplained fatigue).

- the increase in serum transaminases exceeds 3 X upper limit of normal.
Following discontinuation of Agomelatine therapy liver function tests
should be repeated until serum transaminases return to normal.
Frequency of liver function tests
- before starting treatment.
- and then:

- after around 3 weeks,

- after around 6 weeks (end of acute phase),

- after around 12 and 24 weeks (end of maintenance phase)

- and thereafter when clinically indicated.
When increasing the dosage, liver function tests should again be
performed at the same frequency as when initiating treatment.
Any patient who develops increased serum transaminases should have
his/her liver function tests repeated within 48 hours.
Use in paediatric population: Agomelatine is not recommended in the
treatment of depression in patients under 18 years of age since safety and
efficacy of AGOMELATINE have not been established in this age group.
Use in elderly patients with dementia: Agomelatine should not be used
for the treatment of major depressive episodes in elderly patients with
dementia since the safety and efficacy of AGOMELATINE have not been
established in these patients.
Bipolar disorder/ mania / Hypomania: Agomelatine should be used with
caution in patients with a history of bipolar disorder, mania or hypomania
and should be discontinued if a patient develops manic symptoms.
Suicide/suicidal thoughts: Depression is associated with an increased
risk of suicidal thoughts, self-harm and suicide (suicide-related events).
As improvement may not occur during the first few weeks or more of
treatment, patients should be closely monitored until such improvement
occurs. Patients with a history of suicide-related events or those exhibiting
a significant degree of suicidal ideation prior to commencement of
treatment are known to be at greater risk of suicidal thoughts or suicide
attempts, and should receive careful monitoring during treatment.
Combination with CYP1A2 inhibitors: Caution should be exercised when
prescribing AGOMELATINE with moderate CYP1A2 inhibitors
(e.g. propranolol, enoxacin) which may result in increased exposure of
agomelatine.
Lactose intolerance: The product contains lactose. Patients with rare
hereditary problems of galactose intolerance, the Lapp lactase deficiency
or glucose-galactose malabsorption should not take this medicine.
Pregnancy and lactation: For agomelatine, no clinical data on exposed
pregnancies are available. This medicine should be used with caution
during pregnancy and only if the benefits to the mother outweigh the
potential risks to the foetus. If treatment with Agomelatine is considered
necessary, breastfeeding should be discontinued.
DRUG INTERACTIONS: Agomelatine is metabolized mainly by
cytochrome P450 1A2 (CYP1A2) (90%) and by CYP2C9/19 (10%).
Medicinal products that interact with these isoenzymes may decrease or
increase the bioavailability of agomelatine. Fluvoxamine markedly
inhibits the metabolism of agomelatine resulting in a 60-fold increase of
agomelatine exposure. Consequently, co-administration of Agomelatine
with potent CYP1A2 inhibitors (e.g. fluvoxamine, ciprofloxacin) is
contraindicated. estrogens, propranolol, grepafloxacine, and enoxacine
(moderate CYP1A2 inhibitors) results in a several fold increased
exposure of agomelatine. Caution should be exercised when prescribing
AGOMELATINE with such moderate CYP1A2 inhibitors. The combination
of PRICKSAGE and alcohol is not advisable.
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Dosage and Administration: The recommended dose is one tablet
(25 mg) once daily taken orally at bedtime. After two weeks of treatment,
if there is no improvement of symptoms, the dose may be increased to
two tablets (50 mg) once daily, taken together at bedtime. Patients with
depression should be treated for a sufficient period of at least 6 months
to ensure that they are free of symptoms. PRICKSAGE tablets may be
taken with or without food.

Treatment duration: Patients with depression should be treated for
a sufficient period of at least 6 months to ensure that they are free of
symptoms.

Switching therapy from SSRI/SNRI antidepressant to agomelatine:
Patients may experience discontinuation symptoms after cessation from
an SSRI/SNRI antidepressant.

Treatment discontinuation: No dosage tapering is needed on treatment
discontinuation.

Hepatic impairment: Agomelatine is contraindicated in patients with
hepatic impairment.

Paediatric population: The safety and efficacy of agomelatine in children
from 2 years onwards for treatment of major depressive episodes have
not yet been established.

Renal impairment: Only limited clinical data on the use of agomelatine in
depressed patients with severe or moderate renal impairment with major
depressive episodes is available. Therefore, caution should be exercised
when prescribing agomelatine to these patients.
OVERDOSAGE/TOXICITY: There is limited experience with agomelatine
overdose. Experience with agomelatine in overdose has indicated that
epigastralgia, somnolence, fatigue, agitation, anxiety, tension, dizziness,
cyanosis or malaises have been reported. One person having ingested
2450 mg agomelatine, recovered spontaneously without cardiovascular
and biological abnormalities. No specific antidotes for agomelatine are
known. Management of overdose should consist of treatment of clinical
symptoms and routine monitoring. Medical follow-up in a specialised
environment is recommended.

Packaging: 20 film-coated tablets in 2 blisters/carton box.

Storage conditions: Store away from humidity and direct light, in a
place of a temperature between 15° -30° C.

TPP18046 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
pharmacist 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 j{/
Tel.: +963 33 8673941 Fax: +963 33 8673943 HAMA PHARMA



: JL i JL
Intermational
1 Cortoapon LUK
1509001 : 2008 (OHSAS 18001:2007 1S0 14001 : 2004

S g ey sl S 1 a8l CYPIAR (5] laste s sl sl Jlesitly
larte 29 ol 221y el Jily Ay Jillnsplly Slimg )
o M Gladl sas el B oNea Y S 5 e (CYPTAZ 5N dlas
IS o deagrl dlemtals meat V. dpgsVlods o 5Mmgnr] dlesta i ol
5 (e T0) pll b 0o et ol B ) e Y1 B slo g
e Bl ae el Sy el SN s Sy pls s ol 3
LS ,.Ls,\_swudwnw\u(wdm H.numuw,u (00
o S o O Ky 22V s o o (Y1 e e 1) ol o
-plakall O
Sl 5 1ol | SSRI 7 SNRILESYI wlslae e 2l L
.SSRI/ SNRI LS VI wlsbias Jiks e (il dny comed) (316l a5l
Ml e Bl e de i Ganid) Y (SSRI/SNRI L -3l iy
oo Ol el el b Oland slas g M VI sl oY)
i ETRIRN AN
el os o JUBYT b sdbeog1 Alahy B3k 3] o 2 o) 1 LY
S DSV sl Sl Taslad
o Y1 plasial e B3gme & Ul L 355 1S MY
LS g e Jiine 5] kS (gl ISeed e Oyl ST e
RSO PN WP TP P B B RO K URE .
ETRIYURTIge
L )l sum] s Wy gl oo e ] b Vw5500 o londl
ol g3 o1 I 121 5 5ebs Lo 3N 3 1 idlar n el
e YEor Aol e lid o5 5y Gl el SB35 0053 35 6 B et et
PR RN, YE] 5\ [OTRERTY u'"y""}" o
L3ljalls Gl G512V andlaas ufJ\ Ly Jabdl o o 5 ng Y
aasie iy b2 kel et LS i )
e 5 e el ke (23X (g 0 SN e e A
5l ey O 3 bl e gadlly Lsb Il e Tam Baisy sdadondt dog pds
.r°Y’-f°\e

sdows 3L Gy A ol ey 206

TPP18046 Ci9s 1o of

O it (e 0y (] (ST g pudaiceas s1gad] —

Al s s SleslaTll (B35 S Mghuly wilios e S350 puasiue elgaldl —

Y eall Slaslals dgale (0 suaill Jlaxiuw¥! ik oy cordall ddos 28y ood -
0y iy dadiy #1930 O it Led AV eally coodalld Y Lgh o i)

tlad £lE0 (pe Badmll g et I Buie pladiY -

el |35l (g £lgadl B s 5,3 Y

JLL Y gusl Jglite 2 Tal &1 @1 55y
[QRERIE R USRI () il 1335 akonn)

:ck_:l
&g = olo Loyl olos
HATFPFATVRAEY :LSb +4TT Y ATV EY Dl

N

—
- HAMA PHARMA

HAMAPHARMA/LEAF/PRICKSAGE Size: (210 x 160 mm)
- Create- 22.5.2018/F9.10.2018/

b Pbdly Wil dale 2udys da VI oSlagr YU 23l o OF A
fdl gl e 3l e RS LN ot Julge 0 Ol 0 1 (5
S ST pdl ) Alazad) ST Gols] wledle 5 51l e el le
el m a1 (sl sl 3 oY1 oL all [ el Ol (ol Ol
el e ol g stydonl ALY ezl

el eI o) Gl ¥ gl el el ol 31 3 8330 -
oA B o A Gy ol LSS A R W C}A.-Jl Gyl dny
o s Jd - AU By il eSS el andy I el sl
iy S e
(331 a1l 2g) il T g s
(Bl A o L) Band YE 5 VY Sl dny e
D 3 ey Lot U3 ngy o
Lo B Sl iy (5,5 50 S s ol el 2] o e 2l B3l e
21555 0 O o Joaaedl 5 jliaal il 2l 3 8 ) ety o 5T 3 ety
el €A Ogat b A il ol b
sl 53l o a1 el 220N Jlarid pis o 1 JEBYT (50 Sz V)
YN JPs SIS PR PRPEXTRER PPRUR W B JORIN FOIE SRR VA
oShengerl sl pote o 1 etl] Gl e ptad] 6 JleniaY|
sl Bl s o S (Gl e Oglay ) el LS all ie
sl o 2 e s
G el e ol o tidsl sl el il S Ll el
Gl sl sl o il el Yl e o ) U1 5,
o Al 5 i eyl Gl o
&30 51 bVl Sl et sbojl eSSV B 1 lonsl ISS/ onsY
STl Sl e ISV AN Y1 I s o ¥ 5 oV it
Ozt st 513 - ] 1 oy 2 IS 08 el 23150 e 1ig)
) S sl Uglos ) ) (] o pedl e VI Alons 5T S
T gl o o colgall s plasialy sl (153 2ol ST gptd
C)\.-J\ EERpES
o oYl oy ke Jdall 5 ey (OYPTAZ Slate o 5 L0l
S5 B s (a8 sV (g0l o) Udinedl CYPIAZ llaiis
i Jloial x5S o il 55m - 5SS 3l 5345
SESYUI Jeos pde (30 8,56 Ldly5 IS Lt 0 Oy ) el 3 oy ol
.)-fsxlw,;,s,u! fu.f! e 31 SN O iy
o el ol U1 el Jal g el e Jany o sl ¥ g et
oo b pedl Bl s Loie Jaib aaldsianly ¢ Jul gl (g aslasiend e dsdl
Jlawzal 015 13] el old ailly Wl toel] @y o Saadl sl 230 elsll
el ) Gl] o B0 Uy, 1yl
£ s 5l Al gy oy K2 iy o1yl :)‘\JU;; EVCIPR{ENPOIT
(%1+) OYP2A9NY 5| oo U5 UKy (%3+) P450 1A2 (CYP1A2)
Sl plg u)"r'}‘ O oSy ea 3V e o s A A..J;\!l ok Uiy
[ORA RULSUNFIER SN WSS IS ORI JEH R Rl

Sy

(3o Yo cideagai)

che Yo odlaagl 1 e (il ke o3 IS (s LS 1guad g LS 0

L85 p 240 68,11 Lt ¢ potiead) bt el gips 5528 Y OIS gl
Gsbos ot (s A Ol Al B cpell Gaem Opidy (Y Sl
Aot AT gl AT 6 Iyl Ve Ul ]
el o E1T72

Loy MT2 s MT1 s 55l ddined 5L o (psdcayrl o il adi
b Gl 4l e ] OF 1 ol i sy 5-HT2C o i
o oY1 gy W 3 its e IS B DU il (6 o el el 5001 Bl
O -SRI FPT S WSS SESE LG OV EIUN | PO ESNPS | FEH V- ES
3 s 3 Logas nilsilly ol syl 5131 0o i 989 - msiiogs)
W o e hagie S S5 Y gn all oo eVl

el Gk 58 3l s g o S Bl Aty gl L1yt
S gl o (Rl gl el e 70 3) e d Glladl (gl B
die gl gl 3135 LS Il U &yl el b (gl 3152l sl 00 31
S5 A8 sl o et die el Jeosdl e G ol
S el ans 180 Ll iy bl s @ 2ol Y 1Y Opuii
el DTV 51S i pmaaadl o pely ool 3 S (el plasia¥ly
Geb ol e S gl e Ol ) (8l B elan I
oo S CYPIAZ G 6 oy Sty 26 oy idlmgor] it (ol
oMol Syt Sy Jmdl poadl sl ded I i
d..;;hc)..-c\)a\l\ Jsdl w}fcﬁju]mhubﬂdwl,&vw._ﬂf}
OF ey SR B o el Yo N o LSl s 4l Bl i s Lo
RN QA'u? Uts £S5l oo ol (Ko (JAY) dodl 2k
S b o Ol (el el a5l sl
ol i e 3 S YT 3l Tolned e by LYY
Obldaiw ¥ Slsliae

el S sSn e T ol Dl Bolel) el L5 0

(s S o o S ety landl) G ASI jgnail o slpll JansY
S il e CYPTAZ il e ts s olyd) Jlecnial e s o
) < OeleS sl el

P o 5 e gte 5l Ak Bl elpl) dnledl Jadl) g, il | Ol sl
Ol ey 2SN L Jaddl 393, <3l . 23l n oY1 (e gl Opuie
Losll o1Vl e b}a& Wy Jlsp oy aple ble ‘;a’)A)bAJIJ
@,J\ oS ¢ Gl lasdl gl sl e Bl G315 OF Sy 2! 2L
S5 Sl S les 5 IR pens ("“ (b dlenl ¢ sl (,Jl
O Wl sl sl sl (il e ey eV

s JLaxiw ¥ Ol i

o8 N1 ) sl Jadll s Loy Sl Al SV Sl il s,
oo Ogla dﬂldaﬁ\dkﬁ\ulu‘,lwcuegw\ JCe Al oV
Vgl S el e lelis)) e EINI 3 8y (RaST1 8l el ye
ol Lgandse ) el 3 06,215 ST Ol ¢ pmdal) Je V1 ol Gl
) Gt b slds 3 eI

(leatls Zeule 0l y31)



