S Al 41 (200 5 o s S OIS (ousS 50 - i) Adliianay 3 55 8 (e sy OIS Al -

. Ok sasgl)

g saill Aol 058 (e el U (oo 3D 38 55 el () oy SV gl 5 a5 Sy S0 -
TS5 (s Cmmaba s )OS BaaSlall e jall (8 L 33U g g Uty 0555 430 %

eV ula (8 5 pal o 5 i A e A 8 el

L el b e ;)L;JA&I@&“I}JS...;H\AJ)M)AS@.

S "J)“Ju‘“)‘n Ao paa . % % GOk

Sl Grelas S U @-AJ' )«4‘ -
A enll J sk ‘-,wy Ui ge pae

G (aige pae

i o st la U i g ) ¢ s s S (LS

RN,
sdaadlal) aa
el
20 Al dald clala)
JEkY) e g Tagmy sy -
uu\u_lcc..‘.}mm,\mnc_.,u,g_. Gyl IS -
.\)L-u\SAQJLsquw
a1 5l 8 By o g -

s-u.m O paliall Luald cilaliial

Al L) sl e el sl e el pae g -
Led Zlins Y Al e alaall can S 13 Jasall gal 5 -
Al dles e aelud Sl jaY) ok -

15 B sul O3 Jala

azal@azalpharma.com: Jwi
www.azalpharma.com :

Iaad 3 £ o 3
u«h‘w’l«ﬁ Ol

)
infu@nm;b.guv.sd :
www.nmpb.gov.sd :

am yall il aglas
JERN

f

Sladell B
Ayl s cadall
e GVaall claday

Ol Laa ¥ asall g el

Lede

cAphdias

h

A2/

eliae digaa ddlaia) e Y & Y
)aycl\udm}u‘.)ﬂ‘s_ﬁyul
Opdn s i SIS Allad 5 gl V) i afly o -
a5l ) el e g sila Al (o) (B e el QB ey -
Yol a3l ) ol i 3 Sl 381 g -
CAsar e Bl A S QT Ge a5 A sS el aall
aﬁ,ra\_\nd,mvJ,.‘.mdu@g_.ts)giwuv)m\mu,\wu})uJ,\ss\u»m_m.

a8 iy S0 A8 gl Al (g pall (58 S s 0 (050 o o g OIS sy ety ¥
Aasy/da

a8 peaad ) am el 8 s 3 0 g s i DS i -

S Ll S a8 805 e by o ST 38 A 8 s S 25 -

om0 058 O OSars bt 08 o (S 1385 (Gl u:-\u‘&fv'}‘ﬂ“

ledl

Ly 5 panmgll Sleall Bual e @am Cpeles S e pS LS 3A )l -
e

Jandl A (8 el sela Ol sl ey S DS e ol e
PR pEV-IUTIN ,uu,w‘m

sl 308 35k 0 o2l o Comibey i PISH snn S S 5 ) il i gl Sa Y -
il 5 3kl

JFRRCIER IR T saanall Jasky e all gl e gdle ng -

Lokl Gy cany el bdl el e Aaeadl

[FEETCC
e s Gpmla s S 2SI

|5l eSle i)
L8 @i 5a plasin e Cple s i OISH (bl i yall 4
. CYP3A4 m}u iz e,u!\sn
3531 038 ey «Cytochrom PA50 Al &y ) Adlad (pe 33y JIeNS -
LOposmesiSils AY 53 5 el s Y LS e )l s S s
(Ol e IS (bt e 33 5 el Al -
O B3l 5 A e Lona Lagalad acie Gl sl 5 s St S (g Sl 5SS (ot 2y 138 -
Opade s 3 IS
G Y 5 30 san e ae JIa NS0 | gy -
+ s el e s S (ppasiisdl) ansall i ghd e CiSle i a0 -
_,m_.;u,m O Lianal e Bl Jocmall a5 ¢yl S e (a8 pans Jaii; CYP3AG
aall b J30) CYP3AS  wea il wimliall o il L8 il 5 s ol dniin ialiii s oyl ) 591
(p2 ) 5 G
258 Gy baaal) Gl i el s s pdll G o e s 1A (gl Sl pladtn -
s 3l S0 ) i il 3
s AUC sl o) (s sl sl ol sl sS sl aa Crmmaila s DISH Gl Sl pladins -
e i 3L
33l o (g5 il ) 5 Ol ) Opeanaldyy Ol a8 8l JA CYP3A4 il . -
Cnesla g i ASI )
) Tl () (g Copesba s S NS g (Lol 5 JAEVIE Jlinaliall) -

oiall e sl il (Y Cums Alall e i 13) IS Jom-
il pall elaill (g2l jing il oy 13 R jall i) gonl) s 3 e i DS 5 -

1 s YY) alasil s oLl e el 8l e Gl o s Y
Y1 oda Jad die g yY) 54 sall 5 )l Jie il () je

s e

AL S Fpaingl) S (e L s 5 il gl 5 cprioman 4 55 SLe (5 n diaa Cipeidas
Aol 5 V5 Y1 (Sl i pa s adll ok 0
il )l g U S 2 (g i) com Al ST (e s IS -
ASEISL ) 5 La 3O ) 525 el sS1 5 LigadISH Sl sl 253 bl S S ) 50
Badna tlgies L i Sl o153l mns 3 a1l e s ) (e Allad ST e 3
L s s S5 (30 Lo o guS 5 2 Allad 4 o LSl - g sl 0 0 550 )

ol aily (g gt S

e g das
(Q&,‘m LVl sl )

sy J s

(é;)dm,m Sl ik ) ane

Cpdas i IS

Cpdas i IS
A dall 4o ganall
il 5 pieas dd sl 5 Sle (5 s slias Gaula IS

sopmenba s i NS Al U S e Al A0 (alya dalles )3 M8 Janian *

s s O gl g A Cogad) (5l ) gl A shell Al i) (5 g2 -

0 gl 5 a3l 5 Al ol L i) dpdil) llsall (5 g -

S gl el gl (g ) il Gl eciantl calal) i 5 58 ) A1 5 alal) (5 00 -

538 O Al 3all g aldall z3lal axdig LaS cpalall Y dga Il dge V) Clgdl) el ddaiall
A

22 LS Bpngl) 2 (o5 8 (5 sha Sl Sl Jlatis s
onmse P suS 55 Jle SV G g se (B et

s - O dallaall 3,3 el s : -
Al
e e OF g 1l A1 ol el -

P el O o 1055l 5 el el -

Henagl) 7l (i ye (B 5 sk Sl Sl Jlati -
)l Gk e HALeYhen s ben e
s e ol Gl sol 5 paelall be M AdlaYl o

. *

5N dlie
Ges i sl (JsJlomeasy)

5 S PN

s
s
dis
s )
din s
Gl e a5 Cuny (328 Ja >u¥@ﬂvm~);un§,mu,.‘m,‘).@uﬁuhm
Anlie

bl s Sl ol e i3IS G Abisal) (e @ silaz Gl (pum el J1 5 38 e -
W/de Oe Ji ) Aheatl) Jand (5 51S ) guad pgudl ol (o sall JI5a B8 ellae ) axe any
dgailal) al £
Ol el -l gl
=il g2l e
(35S0 Ol Jat) Al B Jlgns e
.\.u\A.ll el e
il S e Gl a3 QT gl Gl 3L m).n Ol gl Sl gl
u_lL:);lle(uqué,.uLnyh)au)@A)\'M\m\A}m S50 smisn Ol
add ol s Sl Sl )
el cilajiall A8y slimdl adll il S A gl

Date Sign.
X 0 R&D
Times New Roman :
S.O.
286U : QcC
C el gy s
[N oA

Tec. Manager




CLARYZAL

Broad Spectrum antibiotic

Composition:
- Each film coated tablet of Claryzal 500 contains:

Clarithromycin (USP) 500 mg.
- Each film coated tablet of Claryzal 250 contains:

Clarithromycin (USP) 250 mg.
Pharmacotherapeutic group:
Clarithromycin is a semisynthetic macrolide antibiotic with a broad spectrum activity.
Indications:
* Claryzal is used to treat the below listed infections caused by the susceptible micro-
organisms:
- Upper respiratory tract infections: pharyngitis, tonsillitis, sinusitis and acute otitis media.
- Lower respiratory tract infections: Acute and chronic bronchitis and pneumonia.
- Soft tissue and dermal infections: pyoderma, impetigo, cellulitis, folliculitis, legionella,
chlamydia infection, ecthyma, erysipelas, lymphangitis and infected dermal lesions, also it is
used for the treatment of leprosy and prophylaxis and treatment of opportunistic mycobacterial
infections.
- Claryzal in the presence of acid suppression indicated for the eradication of Helicobacter
pylori in patients with peptic ulcers and it has been tried in protozoal infections including
toxoplasmosis.
Dosage and Administration:
* Adults:
- The usual dosage of Claryzal tablet is 250 mg every 12 hours. Unless the physician dictates
otherwise, the usual duration of Claryzal therapy is 7-14 days.
- Acute sinusitis should be treated for 14 days.
- Pharyngitis and tonsillitis: treatment should be continued for 10 days.
- Eradication of H. pylori in patients with peptic ulcers: The usual dose of Claryzal is 500mg
three times daily for 14 days with an oral acid suppressant (e.g. Omeprazole), or two times
daily for 6-14 days with an oral acid suppressant and amoxicillin or metronidazole.
* Children:
- Children younger than 12 years: the recommended dose of Claryzal is 7.5mg/kg every 12
hours for 5-10 days.
- According to the weight of child the dose must be:

<8 kg: 7.5mg/kg of Claryzal every 12 hours.

8-11 kg: 62.5mg of Claryzal every 12 hours.

12-19 kg: 125mg of Claryzal every 12 hours.

20-29 kg: 187.5mg of Claryzal every 12 hours.

30-40 kg: 250 mg of Claryzal every 12 hours.
- Dose adjustment is necessary in patients with severe renal impartment (creatinine clearance <
30 ml/min), the total dosage should be reduced by half.
Contraindications:
- Claryzal is contraindicated in patients with hypersensitivity to Clarithromycin or any other
macrolide antibiotics.
- Claryzal should be avoided in patients with renal impairment of eGFR less than 30ml/min.
Side Effects:
Dyspepsia, tooth and tongue discoloration, smell and taste disturbances, stomatitis, glossitis
and headache.
Less frequent side-effects:
Nausea, vomiting, abdominal discomfort, diarrhoea, hepatotoxicity (including cholestatic
jaundice), rash, arthralgia and myalgia.
Rarely or very rarely side effect:
Include pancreatitis, antibiotic-associated colitis, QT interval prolongation, arrhythmias,
Stevens- Johnson syndrome and toxic epidermal necrolysis. Generally reversible hearing loss
(sometimes with tinnitus) has been reported after large doses of a macrolide, dizziness,
insomnia, nightmares, anxiety, confusion, psychosis, paraesthesia, convulsions,
hypoglycaemia, renal failure, interstitial nephritis, leucopenia, and thrombocytopenia.

Precautions:

- The possibility of super-infection should be kept in mind during therapy. If super infections occur
the drug should be discontinued and appropriate therapy instituted.

- The safety and effectiveness of clarithromycin in children under 6 months of age have not been
established.

- In presence of severe renal impairment with or without co-existing impairment, decreased dosing
intervals may be appropriate.

-Macrolides should be used with caution in patients with a predisposition to QT interval
prolongation (including electrolyte disturbances and concomitant use of drugs that prolong the QT
interval). Macrolides may aggravate myasthenia gravis.

- In the presence of severe renal impairment with or without coexisting hepatic impairment,
decreased dosage or prolonged dosing intervals of clarithromycin may be appropriate.

- Clarithromycin in combination with ranitidine bismuth citrate therapy is not recommended in
patients with creatinine clearance less than 25 mL/min

- Clarithromycin in combination with ranitidine bismuth citrate should not be used in patients with a
history of acute porphyria.

-Hepatotoxicity: Hepatic dysfunction, including increased liver enzymes, and hepatocellular and/or
cholestatic hepatitis, with or without jaundice, has been reported with clarithromycin. This hepatic
dysfunction may be severe and is usually reversible.

Over dosage:

Symptoms of intoxification:

- Reports indicate that the ingestion of large amounts of clarithromycin can be expected to produce
gastro-intestinal symptoms. Symptoms of overdose may largely correspond to the profile of adverse
reactions.

- One patient who had a history of bipolar disorder ingested 8 grams of clarithromycin and showed
altered mental status, hypokalemia and hypoxaemia.

Therapy of intoxification:

- There is no specific antidote for overdose. Serum levels of clarithromycin cannot be reduced by
haemodialysis or peritoneal dialysis.

- Adverse reactions accompanying over dosage should be treated by gastric lavage and supportive
measures. Severe acute allergic reactions may be seen very rarely, e.g. anaphylactic shock. At the
first signs of hypersensitivity reactions therapy with clarithromycin must be discontinued and the
required measures should be initiated immediately.

Drug Interactions:

- Most reports of acute kidney injury in patients taking clarithromycin with calcium channel
blockers metabolized by CYP3A4 enzymes involved elderly patients 65 years of age or older.

- Claryzal increases efficacy of the following drugs which are metabolized by the Cytochrome
P450 system: digoxin, warfarin, ergot alkaloids, triazolam and cyclosporins.

- Claryzal increases toxicity in patients receiving rifabutin.

- Claryzal increases plasma concentration of carbamazepine and theophylline following
concomitant use with single doses of Clarithromycin.

-Concomitant administration of Claryzal with cisapride, pimozide or terfenadine is contraindicated
because it results in cardiac arrhythmias.

- Serious adverse reactions have been reported in patients taking clarithromycin concomitantly with
CYP3A4 substrates. These include colchicine toxicity with colchicine; rhabdomyolysis with
simvastatin, lovastatin and atorvastatin; and hypotension with calcium channel blockers
metabolized by CYP3A4 enzymes (e.g., verapamil, amlodipine and diltiazem).

- Simultaneous oral administration of clarythromycin and zidovudine to HIV-infected adult patients
may result in decreased zidovudine steady-state concentrations.

- Concomitant administration of clarithromycin with fluconazole or ritonavir increased the AUC of
clarithromycin.

- Inducers of CYP3A4 enzymes, such as efavirenz, nevirapine, rifampicin, rifabutin and rifapentine
will increase the metabolism of clarithromycin.

- Concomitant administration of clarithromycin with (Sildenafil, tadalafil and vardenafil) lead

to inhibition in their metabolism.

Pregnancy and Lactation:

- Claryzal should be used during pregnancy only if the potential benefit justifies the potential risk to
the fetus.

- Clarithromycin is excreted in the milk of lactating animals, so caution should be taken in nursing
women.

Driving and using machines:

- No studies on the effects on the ability to drive and use machines have been performed. When
performing these activities the possible occurrence of the adverse reactions dizziness, vertigo and
confusion should be taken into account.

Properties:

- Clarithromycin is a semi-synthetic macrolide antibiotic with a broad spectrum activity. It is rapidly
absorbed from the gastrointestinal tract after oral administration, and it undergoes first—pass
metabolism. Absorption is relatively unaffected by the presence of food.

- Clarithromycin is more active than Erythromycin against susceptible streptococci and
Staphylococci in vitro as well as against some other species including moraxella catarrhalis,

legionella spp., Chlamydia trachomatis and ureaplasma urealyticum.

- Clarithromycin is more active than Erythromycin or Azithromycin against some
mycobacteria including: mycobacteria avium complex and against M.leprae. It is
reported to have some in vitro activity against toxoplasma gondii and may have activity
against Cryptosporidia.

-Clarithromycin activity may be enhanced by its major metabolite,
14-hydroxyclarithromycin - which has anti-microbial activity against haemophilus
influenzae.

- Clarithromycin peak plasma concentrations are attained within 2 hours after oral
dosing and 80% is bound to plasma proteins at therapeutic levels. It is widely
distributed and tissue concentrations exceed those in serum. It has been detected in
breast milk.

- Clarithromycin is extensively metabolized in liver and excreted in faeces via the bile.
At steady state about 20% and 30% of 250mg and 500mg dose respectively is
excreted in the urine as unchanged drug.

- The half-life of Clarithromycin is about 3-4 hours in patients receiving 250mg
twice daily, and about 5-7 hours in those receiving 500mg twice daily. The half-
life is prolonged in renal impairment.

List of Excipients:

Maize starch, Crosspovidone, Aerosil, Talc, Magnesium stereate.

Incompatibilities:

Un Known.

Shelf life:

24 months.

Special precautions for storage:

- Keep out of the reach and sight of children.

- Do not use clarithromycin tablet after the expiry date which is stated on the label.

- They should be stored in a cool, dry place, at a temperature not exceed 30°C.

- Keep in original container.

Nature and contents of container:

Box of two blisters.

Each Blister contains 7 tablets.

Special precautions for disposal:

- Medicines should not be disposed of via wastewater or household waste.

- Ask your pharmacist how to dispose of medicines no longer required.

- These measures will help to protect the environment.

Marketing Authorization holder and manufacturer:

Azal Pharma.

Tele: (+249) 185322770

Fax: (+249) 155118855

E-mail: azal@azalpharma.com

Website: www.azalpharma.com

To report any Side effect
national medicines and poisons board (NMPB)
Fax(+249)183522263
E-mail: inf@nmpb.gov.sd
Website: www.nmpb.gov.sd

f THIS IS A MEDICAMENT \

- 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 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
consultation your doctor.

- Keep medicament out of reach of children.

_J

Produced By:
Azal Pharma
Khartoum - Sudan
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