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Vonseca <\ \}G\\
Vonoprazan 10 mg - 20 mg Film Coated Tablet & wws}

1 INDICATIONS AND USAGE

e Treatment of gastric ulcer, duodenal ulcer, or reflux esophagitis;

e Prevention of recurrent gastric or duodenal ulcer associated with low-dose aspirin
administration;

e Prevention of recurrent gastric or duodenal ulcer associated with non-steroidal anti-
inflammatory drug administration;

® Adjunct therapy to Helicobacter pylori eradication in the following;

e Gastric or duodenal ulcer, gastric mucosa-associated lymphatic tissue (MALT) lymphoma,
idiopathic thrombocytopenic purpura, the stomach after endescopic resection of early stage
gastric cancer, or Helicobacter pylori gastritis. 1

2 DOSAGE AND ADMINISTRATION
2.1 Treatment of gastric ulcer and duodenal ulcer

Usually, for adults, a daily oral dose of 20 mg of vonoprazan is administered once a day. For
the treatment of gastric ulcer, the usual administration should be limited up to 8 weeks, and
for duodenal ulcer, up to 6 weeks.

2.2 Treatment of reflux esophagitis
Usually, for adults, a daily oral dose of 20 mg of vonoprazan is administered once a day. The

usual administration should be limited up to 4 weeks. However, when the effect if insufficient,

the drug may be administered up to 8 weeks. In addition, for the maintenance therapy of
healing of reflux esophagitis in patients who repeat recurrence or/ and relapse of the
condition, a daily oral dose of 10 mg is administered once a day, however, when the efficacy
is inadequate, a daily oral dose of 20 mg may be administered once a day.

2.3 Prevention of recurrent gastric or duodenal ulcer associated with low-dose aspirin
administration

Usually, for adults, a daily oral dose of 10 mg of vonopraza is administered orally once a day.

2.4 Prevention of recurrent gastric or duodenal ulcer associated with non-steroidal anti-
inflammatory drug administration

Usually, for adults, a daily oral dose of 10 mg of vonoprazan is administered orally once a
day.

2.5 Adjunct therapy to Helicobacter pylori eradication
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For adults, the following 3-drugs regimen should be orally administered at the same time
twice daily for 7 days: vonoprazan 20 mg/dose, amoxicillin hydrate 750 mg, and
clarithromycin 200 mg.

The dose of clarithromycin may be increased as clinically warranted, but it should not exceed
400 mg /dose twice daily.

When Helicobacter pylori eradication treatment with 3-drugs regimen comprising a proton
pump inhibitor, amoxicillin hydrate and clarithromycin was unsuccessful, the following 3
drugs should be administered orally twice daily for 7 days as an alternative treatment:
Vonseca 20 mg, amoxicillin hydrate 750 mg of, and metronidazole 250 mg.

3 DOSAGE FORMS AND STRENGTHS
Vonseca (vonoprazan film coated tablets) is available as:

* Vonseca 10 mg contains 10 mg of vonoprazan
* Vonseca 20 mg contains 20 mg of vonoprazan )

4 Physical characteristics :
Vonseca 10 mg : 1"‘“‘-“""(1 UMCU\U-‘A
Faint yellow to yellow obh{lg biconvex film coated tablet with white to off white core. '
Vonseca 20 mg : Cr D - ’Ar W/J
int red to red ohl‘b,qg biconvex, film coated tablet with white to off white core. =

Ll'j\d‘ﬂridk vounnd| unSee

[

5 CONTRAINDICATIONS
Vonoseca is contraindicated in:

e Patients with a history of hypersensitivity to vonoprazan or to any of the excipients [see
Description (11)].
e Patients receiving atazanavir sulfate or rilpivirine hydrochloride [see Drug Interactions
(7)].
6 WARNINGS AND PRECAUTIONS
6.1 Precautions related to indications
Prevention of recurrent gastric or duodenal ulcer associated with low-dose aspirin
administration

Vonseca should be administered to the patients who are under continuous administration of
low dose aspirin for prevention of blood clots and emboli formation. History of gastric uleer
or duodenal ulcer should be confirmed before starting administration.
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Prevention of recurrent gastric or duodenal ulcer associated with non-steroidal anti-
inflammatory drug administration

Vonseca should be administered to the patients who are under continuous administration of
NSAIDs for purpose such as pain management of rheumatoid arthritis or osteoarthritis, etc.
History of gastric ulcer or duodenal ulcer should be confirmed before starting administration.

Adjunct therapy to Helicobacter pylori eradication

The efficacy of Helicobacter pylori eradication therapy for advanced gastric MALT
lymphoma has not been established.

For idiopathic thrombocytopenic purpura, eradication treatment should be performed only in
cases for which eradication treatment of Helicobacter pylori is deemed appropriate, referring
to guidelines.

The efficacy of Helicobacter pylori eradication therapy for the suppression of gastric cancer
has not been established except for stomach after endoscopic resection of early stage cancer.

When using for Helicobacter pylori-infected gastritis, confirm that Helicobacter pylori is
positive and the Helicobacter pylori-infected gastritis is confirmed by endoscopy.

6.2 Important basic notes

e For long-term administration of vonoprazan, sufficient obséfvaticns should be made, such
as regular endoscopy. S

e In maintenance therapy for reflux esophagitis, the drug should be administered to patients
who have repeated recurrences and relapses, and care should be taken not to administer
vonoprazan to patients who do not need maintenance therapy. In cases where remission
continues for a long period of time and there is no risk of recurrence, consider reducing
the dose from 20 mg to 10 mg at a time or withdrawing the drug.

® Since administration of vonoprazan may mask symptoms caused by gastric cancer, it should

be administered after confirming that it is not malignant.

6.3 Precautions concerning use:

When dispensing the drug: The patient must be instructed to remove the tablets from the press

through package (PTP) before they are ingested. [It has been reported that, if the PTP sheet is

swallowed, the sharp corners of the sheet may puncture the esophageal mucosa, which further

causes perforation and this could result in serious complications such as mediastinitis.
7 ADVERSE REACTIONS
The following side effects may occur. Therefore, sufficient observations should be performed

and appropriate action should be taken such as discontinuing administration if any abnormalities

are observed.
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7.1 Clinical Trial Experience
Serious adverse reaction
Common indications:
Pancytopenia, agranulocytosis, leukopenia, thrombocytopenia (frequency not known).

Toxic epidermal necrolysis (TEN), mucocutaneous ocular syndrome (Stevens-Johnson
syndrome), erythema multiforme (frequency not known).

Adjunct therapy to Helicobacter pylori eradication:

Serious colitis with bloody stool such as pseudomembranous colitis (frequency unknown).

Amoxicillin hydrate and clarithromycin used for eradication of Helicobacter pylori may cause
severe colitis with bloody stool such as pseudomembranous colitis. Appropriate actions such
as discontinuing administration should be immediately taken.

Other Adverse reactions

Treatment of gastric ulcer, duodenal ulcer, reflux esophagitis, grei»em‘ian of recurrent gastric
or duodenal ulcer associated with low-dose aspirin administration prevention of recurrent
gastric or duodenal ulcer associated with non-steroidal anti-inflammatory drug

administration:

From 0.1 to <5%
Gastrointestinal Constipation, diarrhea, flatulence, nausea
disorders
Skin and Rash
subcutaneous tissue
disorders
Hepatobiliary Elevated in: AST, ALT, ALP, LDH and y-GTP &
disorders
Other Edema, eosinophilia

Adjunct to Helicobacter pylori eradication
5%< From 0.1 to <5% ]
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Gastric anti-secretory effect of Vonoprazan (Vonospiripeptic) tablets may promote or inhibit
absorption of concomitant drugs. Use of vonoprazan is therefore not recommended with some of

Gastrointestinal | Diarrhea (10.6%) | Abnormal taste, stomatitis, abdominal
disorders discomfort, abdominal flatulence
Skin and Rash

subcutaneous

tissue disorders

Hepatobiliary Elevated in: AST and ALT

disorders

The frequency are based on the test results of three doses of vonoprazan fumarate, ammcillin
hydrate and clarithromycin in gastric or duodenal ulcer.

Information based on clinical use
In several observational studies, an increased risk for osteoporosis-related fractures of the hip,
wrist or spine under the treatment with proton pump-inhibitors has been reported. The risk of

fracture was especially increased in the patients receiving high dose or long term (a year or
longer) treatment.

In several observational studies, mainly-in hospitaiizfsd patients, increased risk of
gastrointestinal infection caused by Clostridium difficile was reported in patients who receive
proton pump inhibitors. . ful

7.2 Postmarketing Experience

It has been reported that benign gastric polyps were observed during long-term administration
of vonoprazan.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorization of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal product.
Healthcare professionals are asked to report any suspected adverse reactions via the national
reporting system to Egyptian Pharmacovigilance Center e-mail: pv.report(@edaegypt.gov.eg
or to Zeta pharma Pharmaceutical Company (zeta Pharma)

e-mail: pv(@zeta-pharma.com.
8 DRUG INTERACTIONS

Vonseca is metabolized in liver mainly by CYP3A4 and partially by CYP2B6, CYP2C19 and
CYP2D6.

these drugs for which absorption is dependent on acidic intragastric pH.

8.1 Contraindications for co-administration:

Drug Clinical symptoms and measures | Mechanisms and risk
factors
Atazanavir sulfate | The effect of atazanavir sulfate Gastric anti-secretory effect
[see may be diminished. of vonoprazan tablets may
Contraindications reduce the solubility of
)] atazanavir sulfate, resulting in
a decrease in the blood
M concentration of atazanavir.
Rilpivirine The effect of rilpivirine Gastric anti-secretory effect
hydrochloride hydrochloride may be diminished. | of vonoprazan tablets may
[see reduce absorption of
Contraindications rilpivirine hydrochloride,
4)] resulting in a decrease in the
‘blood concentration of
rilpivirine.

1.1 Precautions for co-administration:

Drug Clinical symptoms and measures | Mechanisms and risk
factors
CYP3A4 The blood concentration of It has been reported that the
vonoprazan (Vonseca) may be blood concentration of




Central Administration of Pharmaceutical ~Approval Date:10 /5/2021 1* Revisor Rania M. Kame
Care 2* Revisor: Dr. Alaa
General Adminstration for Pharmaceutical Mahdy
References and Medical Inserts.  According to previously approved template of
Medical Inserts Administration. Vonospiripeptic dated 30/11/2020

Central Admimistration of Pharmaceutical Approval Date:10 /5/2021 1* Revisor Rania M.Kame
Care 2" Revisor: Dr. Alaa
General Adminstration for Pharmaceutical Mahdy
References and Medical Inserts.  According to previously approved template of
Medical Inserts Administration. Vonospiripeptic dated 30/11/2020

inhibitors | increased. vonoprazan increased in Vonoprazan tablets should be used in pregnant women or women having possibilities of being
concomitant use with pregnant only if the expected therapeutic benefit is thought to outweigh any possible risk.
Clarithromycin, clarithromycin. [see Clinical 2.6 Lactation
etc. Pharmacology (10.3)] ) )
It is advisable to avoid the administration of vonoprazan tablets to nursing mothers. However,
Digoxin, methyl | The efficacy of digoxin, methyl Gastric anti-secretory effect when the administration is indispensable, nursing should be discontinued. [It has been
digoxin digoxin may be increased. of vonoprazan may inhibit reported in animal studies (rats) that vonoprazan is transferred to mother’s milk.|
hydro_lysi_s of d@goxin, : 3 OVERDOSAGE
resulting in an increase in the .
blood concentration of No available data.
digoxin. 4 CLINICAL PHARMACOLOGY
- Itraconazole The effect of these drugs may be | Gastric anti-secretory effect 4.1 Mechanism of Action
i iminished wh -administered £ lead t
g;:i‘:e iﬁm\lffxfos:hiﬁszc. s c1je g ec:"z:gs lm%li?odea oa V::,nog:azan does not :f;(!ulrc activation by acid and mhlblts H+, K+-ATPase in a reversible
inhibitor © | concentration of these drugs. e o et
Gefitinib \ Vonoprazan has a strong basicity and resides on the acid produ‘c.tion site of gastric parietal
Nilotinib’ cells for a long time, thereby inhibiting gastric acid production.
Erlotinib ' ‘ Vonoprazan exerts a strong inhibitory ¢ffect on formation of muc&lnsal damage in upper part of
‘ ! the gastrointestinal tract. Vonoprazan does not exhibit anti Helrcobacter pylori activity nor
- Nelfinavir HE™ inhibitory activity against Helicobacter pyloriureas.
mesylate ;s
4.2 Pharmacodynamics

2 USE IN SPECIFIC POPULATIONS Gastric acid secretion inhibitory action

2.1 Hepatic impairment ) ) Following consecutive administration of vonoprazan at a dose of 10 mg or 20 mg in healthy

Vonseca blood concentration may increase in hepatic impairment patients due to delayed
metabolism and excretion of vonoprazan [see Clinical Pharmacology (10.3)].

2.2 Renal impairment

Vonseca blood concentration may increase in renal impairment patients due to delayed
excretion of vonoprazan [see Clinical Pharmacology (10.3)].

2.3 Pediatric use

The safety of vonoprazan tablets in low birth weight infants, neonates, infants, young children
or children has not been established (no clinical experience).

2.4 Use in elderly

Since the physiological functions such as hepatic or renal function are decreased in elderly
patients in general, vonoprazan tablets should be carefully administered.

2.5 Pregnancy

adult male subjects for 7 days, proportions of the time exhibiting gastric pH of 4 or above
within 24 hours were 63+9% and 83+17%, respectively.

Adjunct therapy to Helicobacter pylori eradication

The role of vonoprazan in the Helicobacter pylori eradication is considered to increase
intragastric pH leading to the enhancement of antibacterial activity of amoxicillin hydrate,
clarithromycin and metronidazole which are concomitantly administered.

4.3 Pharmacokinetics

Blood concentration

Repeated dose

When 10 mg or 20 mg was orally administered once daily for 7 days to healthy adult males,
the AUC and Cay of vonoprazan on the 7% day of administration increased with incressiig
dose. The magnitude of the increase is slightly above the dose ratio. The trough bloud
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concentration of vonoprazan was constant from day 3 to day 7 of administration, and was
considered to have reached a steady state by day 3 of administration. Furthermore, from the
results of the evaluation of the accumulation properties of vonoprazan for AUC g ) and
Tip, it is considered that the pharmacokinetics of vonoprazan after repeated administration is
not time-dependent. The pharmacokinetic parameters of vonoprazan on day 7 of
administration are shown in the table below.

Pharmacokinetic parameters after repeated administration of 10 mg or 20 mg (healthy
adult male)

Dose 10 mg 20 mg

T () 15(0.75,3.0) 15(0.75,3.0)
Conmx (ng / mL) 20518 o 233266
Tin (h) i o~ Yiiis
AUCu (ng - h/mL) | 795£16.1 T [15162403

Mean + standard deviation of 9 cases (however, T,;“ is the median (minimum, maximum))
Absorption
Effect of diet

The pharmacokinetic parameters and blood concentration changes of vonoprazan following a
single oral dose of 20 mg to healthy adult males under fasting and after a meal are as follows.

Pharmacokinetic parameters of 20 mg fasted and single dose after meal (healthy adult
male)

Administration During fasting After meal
conditions

T () 1.5(1.0,3.0) 3.0(1.0,4.0)
Chuax (ng /mL) 243+ 6.6 268+96
Tz (h) T3 E10 77+12
AUCqasy (ng * h/mL) |[2221+£697 2383 +71.1

10
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Mean + standard deviation of 12 cases (however, Tmax is the median (minimum,
maximum))

Distribution
Protein binding rate

The mean binding rate is 85.2% to 88.0% when ['*C] vonoprazan in the range of 0.1 to 10
pg/mL is added to human plasma (in vitro).

Metabolism

Vonoprazan is metabolized mainly by hepatic drug-metabolizing enzyme CYP3A4 and
partially by CYP2B6, CYP2C19 and CYP2D6. Voneprazan is also metabolized by
sulfotransferase SULT2AL (in vitro).

Vonoprazan exhibits time-dependent inhibitory effect on CYPZBG, CYP2C19 and CYP3A4/5
(in vitro). In addition, vonoprazan shows a slight concentration-dependent inductive effect on
CYPI1A2, but it shows little inductive effect on CYP2B6 and CYP3A4/5 (in '!'viu'o).

Excretion and elimination:

When radioactive-labeled drug (15 mg as vonoprazan) is orally administered to healthy adult
male subjects, 98.5% of the radioactivity administered is excreted into urine and feces by 168
hours after administration: 67.4% into urine and 31.1% into feces.

Specific populations
Impaired Hepatic Function:

A clinical study was performed to investigate the influence of liver disease on the
pharmacokinetics of vonoprazan after a single oral dose of 20 mg in patients with mild,
moderate, and severe liver dysfunction classified as Child- Pugh classes A, B, and C,
respectively, compared with healthy subjects. The geometric means for Cyay and AUC 4
obtained from patients with Child-Pugh classes A, B, and C were greater than the
corresponding values obtained from healthy subjects by 1.2 to 2.6 times and 1.2 (0 1 § thines
higher, respectively.

Renal impairment patients

A pharmacokinetic study was performed in patients with mild, moderate, s seveis sl
dysfunction as well as those with end-stage renal diseane (NI having s .1*
glomerular filtration rate (eGEFR) of 60-49, 1059, 1529, wid < 18wl Awi/d 10 '

respectively, compared with henlthy subijeots hnving s oCFH ol 90 MI‘
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single oral dose of 20 mg vonoprazan. The geometric mean of Cpax and AUC(g-ins) obtained
from patients with mild, moderate, and severe renal dysfunction, and ESRD were greater than
the corresponding values obtained from healthy controls by 1.3 and 1.2 times higher,
respectively.

Drug interactions
Pharmacokinetics of vonoprazan when combined with clarithromycin

Healthy adult male subjects were administered with a single dose of vonoprazan (40 mg), 30
minutes after breakfast on day | and day 8, and with repeated dose of clarithromycin 500 mg
two times daily 30 minutes before breakfast and dinner on day 3 - 9. The AUC and Cpax of
vonoprazan increased by 1.6 times and 1.4 times, respectively, when concomitantly
administered with clarithromycin compared to thase of vonoprazan when administered alone.

Pharmacokinetics of vonoprazan when combined with amoxicillin hydrate and clarithromycin

The drug interaction study in healthy adult male subjects administered twice daily with
vonoprazan 20 mg, amoxicillin hydrate 750 mg and clarithromycin 400 mg concomitantly for
7 days shows no effect on pharmacokineties of unchanged amoxicillin, however, AUCy.1; and
Cruax 0f vonoprazan increased by 1.8 times'and 1.9 Limi:s_;.r&épcctively, and AUCq.12 and Cpax
of unchanged clarithromycin increased by 1.5 times and 1.6 times, respectively.

Pharmacokinetics of vonoprazan when combined with low-dose aspirin or with non-steroidal
anti-inflammatory drug

Pharmacokinetic studies were performed to investigate whether oral administration of low-
dose aspirin (100 mg) or non-steroidal anti-inflammatory drugs (loxoprofen sodium hydrate
(60 mg), diclofenac sodium (25 mg), or meloxicam (10 mg)) alters the pharmacokinetics of
vonoprazan. These studies detected no changes in the pharmacokinetics of vonoprazan.

5 DESCRIPTION
Active Ingredient:

Vonoprazan 10mg FCT: Each film coated tablet contains Vonoprazan Fumarate 13.36 mg
equivalent to 10 mg of Vonoprazan

Vonoprazan 20mg FCT: Each film coated tablet contains Vonoprazan Fumarate 26.72 mg
equivalent to 20 mg of Vonoprazan

11
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Core tablet Excipients:

D-mannitol , microcrystalline cellulose PH 101 ,Hydroxypropyl cellulose EF, fumaric acid ,
i i >
croscarmellose sodium , Magnsium stearate , (7 . | e { & ﬂ LIk lev

Coating Excipients: G2t (.!')

Hypromellose 2910, Polyethylene glycol 8000, Titanium dioxide C.1.no.77891, Ferric oxide
yellow C.1.N0.77492 (For the Vonscea 10 mg), Ferric oxide red C.I. No. 77491 (For the Vonscea
20 mg), purified water

6 HOW SUPPLIED/STORAGE AND HANDLING
6.1 How Supplied: PN
Carton box contains 1,2 or 3 (AI/GFJMDC) strips each containing 10 film coated
tablets and insert leaflet o A o2 '

D& - N Y
6.2 Storage:
Store at temperature not exceeding 30°c in dry place away from light .,

6.3 Shelf life
2 years

7 MARKETING AUTHORISATION HOLDER
Manufactured by ATCO Pharma for Pharmaceutical Industries for Zeta pharma for
Pharmaceutical [ndustries (Zeta Pharma)

12 g




Central Administration of Pharmaceutical ~Approval Date:10 /5/2021 1* Revisor Rania M.Kame
Care 2* Revisor: Dr. Alaa
General Adminstration for Pharmaceutical Mahdy
References and Medical Inserts.  According to previously approved template of
Medical Inserts Administration. Vonospiripeptic dated 30/11/2020

S

Lt (ot B pae Yo caaa Ve

BT

Ly Tala e gla e (g g Lyl S g gal) 138 gty s 8 a5 500 03 Bl B 2
pken 13l Ui b 98 L

_a,;ﬂELQJI{J&qa“Y11;)Jm|LjEM .
o e Lmitia do S slaels Aadyall sde () JSandida )l S5 g 455l

gl ol Ay il e By o1 Rlat el e Y S Banall da 8 1 S5 e RS @
‘:vhh“jgqulnowxwlcw| .
JWMUJLJ},‘UM';JGMMJLMIMWJJ‘&;;GJVUL»JL} .
Mg s Sl St o gl Banall Ll g ¢ Uil el Banall (s ped JeaBis) s Banall g ¢ sl
\ Rl B B
‘ D Sl O e o
20 G 1) Wi b 5 Y

1530 150 4 5 g 55 2 (5 ) S o ) 1 i L ik ppd Gl el
(Pl Gl shaa gl a5 5 )
(A Y 5 1S i o i anl ) Crosady ) 395515 Sl 3l i € gl gy Gl el e
Mo Ayladilafzie o

o) gkl A ) s e gl J 500 s gy a5 5 g0 pnaT o 131008 O Ll g U B 5 ¢ il e S5
e YA d el a1 samall da B

FERIN sl Gl ge .

13) qabadd & I el gall i Baa Jos Lym gy Bml g pm pa + (031 938 (oo 3l 5 W 8 J 5 ¢ ol ¢ ple (JSy
u&Y\ogﬂq‘ﬂYgﬂiﬂGMhuﬁﬂjlm}hlwA,_,‘_ld.aﬁhale)\dimﬁu_ﬂs)ﬁ_xﬁ.'d'n,_'js

13

Central Administration of Pharmaceutical Approval Date:10 /5/2021 1* Revisor Rania M. Kame
Care 2" Revisor: Dr. Alaa
General Adminstration for Pharmaceutical Mahdy
References and Medical Inserts. According to previously approved template of
Medical Inserts Administration.  Vonospiripeptic dated 30/11/2020

ol e ol Bl (b ¢ IS gt D IS 13) e g3ty e ¢ paad + (g sih on il Lo 5 5 0l
Lsa g2 Bnl 4115yl A (pna Y o) 2aly B

Ol o Az de o A pall ple BN gl Baddi Ao 1S e LB g o
gy Baal g8 0 c paal ¢ g8 e Wl g U i g5 ¢ 0l e SR

Gl Babdaal) Ay g el b &y g1 (gl A jall pde (A1 ol Samall Do B 185 e LB @
Lia g 8aal g5 50 ¢ paal o 3 688 Ga oy Ua i J 55 ¢ Gl ¢ ol S
" g sk S sl Al gl A glall o pLall sl phall o

Ao ga /paa Yo G5 npid pll V B G g 04 e 8 ki A il g e Al ¥ 8 g ¢
3 Yo Gy 0S¢ pa VO u 3 (i gl

[AP-JOE PR JPOR JUNEY F-1, PPUDY PO JPRPn W SNPOY . -3 PR LT
CilinanS gal g (589l Adimad Jaia e (g (Baidy 3y sk S sSl lo eLiall B 20l T alkai gy o 1

O h i S pLl Y Bl i s (55 50 il (31l (oo A AN &y o) 5 Gl ¢ Copeasa g S S 5 Sk
432 Y0H Uyilais Smy ¢ ppalVer G Oz gl ¢ paa Y
; 7
‘ llgialy Gl yiadl
5 AR o) gy Ailaial) cilllgaY)

Ol (on Raiiie Lo ya pllaoy Ul 526 (2N 5Bl a1 S5 on Al @

2y aall Jalad il (g sl (po daidia de sl yuuaall (gl () pmaiaing (a3l guin pall Lgusi o ¢llne| iy

Dl eas i e YV Aa 8 g Sanall Do 8y 0 e 2L iy Shaeall

Babiaal) sy g el g g1 g Al 50400 e (N gf Bamal A b A 180 e Al
cdggirld

el o1 Nl g il e NI il pndl il  usim ol iyl Vgl 4 oot i

Ol 633 0 e (Y1 o f gl anal A g5 om0 g o 0 oy ol Al il il

g arte A e albll (L

il g amalt &g gl 3300 ) o 8 A e ool e g

A T i gy N e el e o1 ) i ¢ sl AL el

R e T T .




Central Administration of Pharm ical Approval Date:10 /5/2021 1* Revisor Rania M. Kame
Care 2* Revisor: Dr. Alaa
General Adminstration for Pharmaceutical Mahdy
References and Medical Inserts.  According to previously approved template of
Medical Inserts Administration.  Vonospiripeptic dated 30/11/2020

il JuaTinl! sy Sanall elils Sarall Gl o addl o) sl SL Sl o el £3e Dl <L) 25 ol

BNl Al i syl

ot L Sa LS o G 8B 0k 8L Sl s pans sl Banall gl 2 3a) S50 b pladiud sie

) Ul Bk e aalE T 5 sl L S Clad Sandl el oy ks

Aagen T CilBiada

plaie oy Aol Uil Jie ¢ A0S o s el pa] cang ¢ sl saall e i B g dal e e

€5 )Sia Sl 1 S | guia a5 il uimn gl el pall plne ] i ¢ oo lad Y1 g el DY gl Z3all i @
ol cilall (B Ay e ) O galing Y Gl g jall i i Cililina plhs] pie o pa all Cinyy
iy 5l daaa ) M ana Yo Or el i cang ST Ga et 32 Y

pogsnypie o S aay Al 8 Cing o Bamall (U s Lgasany T uh-':r-‘y‘ @i B s ellel (L o

[ATTCN

b saladiul dilaial) cilbliay)
f o dldaal) diladl Y

b el J g e il gl e uiall e ) A Ll ol Lo ol ) camg ¢ A AREH Al Y1 Cirat &
' Sl 5 gl Unada s

Bk s

sAadlal) Ldlad) Y

e e 235 & gadll piliuall paladil y plimadl adll LA el g ¢ a5 55 ¢ AL ey <11 AR

8 3 ) JEAYI Sasnda alea ¢ (0 penipn yiiian e 33a) Gaall i) oLl D e ¢ ahaall 5550 Dl
(e

pgosty sshgSila e plaill s bual) - Sadl

(g na b k) S AR () 1 gl (Bia ol a3 2y e sl ()il gl

g ) 0 ) gl o 3 5ol S5 e el 8 Tasdiaall Cpnage g 3538 oS gl 30
sl e el gl 45 e i gl e Abiall el a1 HAT g SN LSRN ) 8 gl Jia (g gadll 31l
@AY Luial) Uy

e Y1 gl Banali A 8 ) 5S5 on By ¢ elad Y1 el gl g ¢ e VI Aa iy ¢ Banall da i g3
Al pladtudy e jall 5 Sidll pde WY gl Banall a8 e A Ny ¢ 0 el (e Limidia Be o (J g Ayl
Sl Saliadl Ly gyl

%P o> Y e

oM ¢ Sk ¢ Jlgeal ¢ 2lasa M’sj\@.&]l Gl shaal

15

Central Administration of Pharmaceutical ~Approval Date:10 /5/2021 1*' Revisor Rania M. Kame
Care 2" Revisor: Dr. Alaa
General Adminstration for Pharmnaceutical Mahdy
References and Medical Inserts.  According to previously approved template of

Medical Inserts Administration.  Vonospiripeptic dated 30/11/2020
@ila pila Alall ot Aoy Akl Ul laal
280 ey il g i Ayl yheall Lagll ol eyl
v-GTP sLDH s ALP s ALT 5 AST
Clumaall 82l ) dady Al
oot $ose LS e oLl ol 23S
%® > Gl 4) e : %e <
Al Gl ¢ 33l s i yaas (%) ) desl gl jlgall Gl il
Dl ¢ Banall ol el ¢
gua
gk ik il Al g alall ) el
Asli
28l iy il g i ) Ayl yiaall Ll bl oY)
ALT sAST
a8 (A O s S0 DS 5 O pa (s gal ol e g8 )i e Dl o 36 L 5 e 2l aadny
e Y1l sl

Sl AlaAIY) Je adad cilaglaa

) g alaall AlLig Aai yall 030 o) ek Bal ) e ELY 5 ¢ ANl e Ll i jall (e a3
g)_,i\:g(;E:zllu..a_,..il@mu&@)&iﬁawg_ujJﬂxmmEMI el (gl 3 ganll g a1
(OS] o ) a gl e S A e

16




Central Administration of Pharmaceutical ~Approval Date: 10 /5/2021 1* Revisor Rania M_Kame Central Administration of Pharmaceutical ~Approval Date: 10 /5/2021 1* Revisor Rania M. Kame

Care 2" Revisor: Dr. Alaa Care 2 Revisor: Dr. Alaa
General Adminstration for Pharmaceutical Mahdy General Adminstration for Pharmaceutical Mahdy
References and Medical Inserts.  According to previously approved template of References and Medical Inserts.  According to previously approved template of
Medical Inserts Administration.  Vonospiripeptic dated 30/11/2020 Medical Inserts Administration.  Vonospiripeptic dated 30/11/2020
ud)rlJLsaJ.,J'Q;‘E:L,)‘a‘,:‘Mlgimaﬂlqsw_,ds;‘&M\&mlmiﬂlwwh’j Vo alaadl 20 BE S ¢ Ol gaall Adlad 00 5 Sy Oy Jia ¢ S gy
s clladie () g% (el pompall (3 "o s yiaad S an" U S a5 L 1 2 gl Lnacdl r.s‘fdh. a3 35 4 gmal cuksnssiciiie
TR 3 g )
il f hinle 53 i laall 35l Wi 5 e iond 6 3 Tl 1 S b 03 ad ol lae s Gl gl
s AN Al gl d oo Ol gl 3 il )
CYP2D6 5 CYP2C19 5 CYP2B6 ol Wi s CYP3A4 Gk (e pus > IS5 3 (1S gy o3 5
MY&H_QMIE: @I‘M’S:}:b-ﬁé}ﬁleﬂ}::'}J'iﬂ’t,;rf“j'};ﬂiﬁbﬁ;'f&i S e HE oy & e 430l odn 0 0L | 55l T30 ST Y1 Bse
£ A pan da 3 e Lpabialal adiay 31 4y 0¥ 8 ans e ) 31 g8 8 aladil e e o . 2
e f waliadl () 31 i A (ganall Waeai b o g g5 s
A gl elgd pall 38 53 . ¢ i
z ” . J ¢ i gl
alaall 45091 aa o piatlf ) 5,0 )
\ \ Cuidiyl )l
B Sadll dalse s SLIT | LRy il 3l £ L v A e
S LA R, & 2l € 6 ity | 58 el ] LAt oS { f
On O g ol AY (gl Tk R | LV S PTG PR g
¢ il 6l ol S g Al _ ' Lald cila A plaaay)
a8 5 palaadl M oy Les Sl S
g i ‘ f o O3 Iy IR A A Gauas (5380 QA am ya b ol b i b 35 00 8
DA St A B 8 28 e G pmidy S aa ] Gl 30K, e PRCURLH
e g b el Y ganall Gl Jstis o s Y et Ol AL AL Cana 5 g1 LG (am e g pall 3 a8 8 38 58 0l 6
24 e pabaial (S 58 Juikiy
ol g Laa ¢ 0 iy JUBY 5 a1 599 1 e oy e ) j M it i I ie gl 5988 al 81 DDl ) g5 )
o Gl 5 5 alissl (0 ka3 3 g ) JEbY1 5l _ficall
o Ol s
haladl 4o, Lalill clblaayi oA gl g ¢ ple JE8 Cpunall pun jall ool LIS 2 il y (Jie A ) punaill il )1 il Ty 15k
il Jalge 5 U [ Ldeyy GLULEl 5 ol 291 T A (5 5
L e EAN S [ I 8 R CYP3A4 b daad
AL b aall b i o b (S i) & € Coasn a0 'e.:i.illgi.\i:-églsl.';].l;n';_l...\.l!i._d..ia.lu..ui,.,iblllsL...'J'-_,lLL.ba]ﬁaLuiilqiolj_)g,'n_,iualjlehﬁ..ﬁw
aa g S SEN ma gl il e lia ol (35 48 iall a3
dela

17 18




Central Administration of Pharmaceutical ~Approval Date:10 /5/2021 1% Revisor Rania M.Kame
Care 2" Revisor: Dr. Alaa
General Adminstration for Pharmaceutical Mahdy

References and Medical Inserts.  According to previously approved template of
Medical Inserts Administration. Vonospiripeptic dated 30/11/2020

O sl g cale it Y slhe Yl 6% Lesie ¢ @lld ey Claaza el ilgaSU 1 s g Gl A1 3l Gain puall
Al delia

Bl ds i

falie clily 2 gy

Lpilah B9 e 3

il i el B pannall L8 ansy Sl (15 55 pum el gl jemsninall s aas Autlall B e 301

g el A3l o ALl 58yl (5 YN 2 ol e Bl U1 (gl e £ OLY) (o ade 5 il 13g) LA
Al gall e liall Lo 16 1 548 58 35S 2l e 4l py report(@edaegypt.gov.cg

.pv(@zeta-pharma.com
e Glal g Aad o Al il glas
Aoy ol ol 13 10 8 U5 Y B8 35 080 LSl t (3 4631 any skl Gy 3 LYl any 3

o s slaall pal adli 50 a2 WSal ya sl pal sl pubi LG ) B ca puiny 8 (p A S gh a3 Y
aall gplall a0 ey 1S 5 e i jlaniian ¥ gl ALt 0 3 5l il S 13 WS b 0 L pnd o iy

agtanall

el 0o bl T i Yl A 0 die Gila (JSa A pumatiall Jaiay

e dmdaliza.

) il glas g § anlf il giaa

i 4 5 g6 Sy gina

sAlladll 3 gall
e*"da.i&é'u‘-xiabuﬁﬁrv“’-""uif-&fﬁe'—'-ﬁ-‘unﬁds:&miﬁiaﬂfﬁa—jﬁ .
e ¥ Sl 0 gh 55 ot TUVY e g i il S e o ppaY « gdh o

:hj)\-” N UIJ]J‘J‘J;
J£ :Ml“l .

/ 5 .Muﬁhu@‘eﬁycﬁjﬂ‘dlﬁ'm}-:;:‘uﬂ'ﬂ:m‘-Mﬁ

e

-

e (e Gl 8 e 'ﬁ’u'u)“]% dilia el 1 paa¥ s i gh
T, S A i g A s

(ol Ll
il s ¢ g3 e 5 ghia 3y 5S¢ gl il pa g ¢ bl g e g8 A GBS bl ¢ Jgista
};4 Sle v pmsldl
- G ‘;;x..)

Central Administration of Pharmaceutical ~Approval Date:10 /5/2021 1* Revisor Rania M.Kame
Care 2" Revisor: Dr. Alaa
General Adminstration for Pharmaceutical Mahdy

References and Medical Inserts.  According to previously approved template of
Medical Inserts Administration.  Vonospiripeptic dated 30/11/2020

ipa il e
.(H..\.mﬁ)Pytwlwl‘wmi;,usiu;u‘d,sg,aawqj,g.),ggg
e cle ¢ (paa e Lo gh) jaay) 2all st

5yl
5 g Ails al 1 Y « e S (inmguagrb-gpimpigpnghoge / 2385l B3 T I Y ) e s ini 058 S e
PR aur Adals

P

A gl e liall Lo 8 155 48 55 et ) gl o Uil La B 450 i

20




