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Intrebare
- variante multiple de raspuns.



RASPUNSUL IMUN LA INFECTIILE VIRALE
ASPECTE TEORETICE

* Imunitatea antivirala la nivelul corpului uman
- Se bazeaza pe imunitatea celulara citotoxica

« Imunitatea naturala — bazata pe actiunea celulelor Natural Killer

- mentine virusul la nivel intracelular pana la activarea imunitatii adaptive

 |Imunitatea dobandita — LTC* + Ac

- LTC + Ig — aglutinare + opsonizare si fagocitoza
* Protectie pe termen lung — Bazata pe memoria imuna
- Memorie periferica si centrala
- Activarea memoriei celulelor T necesita 14 zile = perioada mai lunga de

incubatie = o mai buna aparare si protectie (VHB)

* Limfocitele-T Citotoxice; **Anticorpi



RASPUNSUL IMUN LA INFECTIILE VIRALE (1/2)

Bazat in principal pe imunitatea celulara

1st line — Innate immunity — NK Cells
2nd line — Adaptive immunity — CTL
3d line — Adaptive immunity — Ab

Medical Tribune CZ, Dynamika imunitni odpovedi u COVID-19: [cited 2020 May]. Available from: https://www.tribune.cz/clanek/45633-dynamika-imunitni-odpovedi-u-covid



http://www.tribune.cz/clanek/45633-dynamika-imunitni-odpovedi-u-covid

RASPUNSUL IMUN LA INFECTIILE VIRALE (2/2)

Bazat in principal pe imunitatea celulara

« PRIMA LINIE DE APARARE — IMUNITATE NATURALA
Celulele Natural Killer (NK)

 Prezentare de antigen — CPA
Celule prezentatoare de antigen

« A DOUALINIE DE APARARE (I) — IMUNITATE DOBANDITA
LTC — Limfocitele-T Citotoxice

« ADOUA LINIE DE APARARE (Il) — IMUNITATE DOBANDITA
Ac — Productia de anticorpi (limfocitele-B)

British Society for Immunolgy. Immune responses to viruses. Laing K., Hutchinson F.: Cancer Research Centre; [cited 2020 May]. Available from:
https://www.immunology.org/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses



https://www.immunology.org/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses

CELULELE NATURAL KILLER (cNK)

ROLUL CHEIE AL cNK iN PROTECTIA
IMPOTRIVA VIRUSURILOR
« Tipul de limfocit citotoxic este esential pentru
sistemul imun nativ

» Asigura un raspuns rapid impotriva celulelor
infectate viral, actionand la aproximativ 3 zile de
la infectie

o

: e Sunt unice — au abilitatea de a recunoaste
celulele infectate in absenta anticorpilor si a
complexului major de histocompatibilitate (CMH)

1st line — Innate immunity — NK Cells
2nd line - Adaptive immunity - CTL
3d line - Adaptive immunity - Ab

» Reactie imuna mai rapida decat calea CMH

British Society for Immunolgy. Immune responses to viruses. Laing K., Hutchinson F.: Cancer Research Centre; [cited 2020 May]. Available from:
https://www.immunology.org/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses



https://www.immunology.org/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses

CELULA NK IDENTIFICA O CELULA INFECTATA
VIRAL CA FIIND “STRAINA” Sl O DISTRUGE

CELULELE NATURAL KILLER (cNK)

ROLUL CHEIE iN PROTECTIA ANTIVIRALA
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Scenariu — inceputul infectiei — Virusul se afla preponderent in interiorul celulei infectate

PRINCIPALELE FUNCTII ALE CELULELOR NK INCLUD:

ACTIVITATE CITOTOXICA — cNK distrug celula infectata viral prin:
Mediatori citotoxici — stocati in compartimente numite granule:

Perforine — proteine care creeaza pori in membrana celulara
Granzimele — intra in celula infectata prin porii facuti de perforine — duc la moarte celulara

SECRETIE DE CITOKINE - cNK - IFNy — activeaza celulele macrofage, celulele-T si celulele denditrice

Discovery Medicine 2020: [cited 2020 May]. Available from: http://www.discoverymedicine.com/Fernando-Souza-Fonseca-Guimaraes/files/2016/02/discovery_ medicine_no_113_fernando_souza_fonseca_guimaraes_figure_1.jpg.jhtml?id=2|attachment_5

British Society for Inmunolgy. Immune responses to viruses. Laing K., Hutchinson F.: Cancer Research Centre; [cited 2020 May]. Available from: https://www.immunology.orag/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses

Sunnybrook Research Institute, Restraining natural killer cells, Hang Yu Lin; [cited 2020 May]. Available from: https://sunnybrook.ca/research/content/?page=sri-magazine-2017-restraining-natural-killer-cells



https://www.immunology.org/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses

LIMFOCITELE-T CITOTOXICE (LTC)

ROLUL CHEIE AL LTC IN PROTECTIAANTIVIRALA

Scenariu — Inceputul infectiei — Virusul se afla preponderent in
interiorul celulei infectate

LTC au receptori diferiti, dar factorii citotoxici sunt aceiasi ca in
cazul cNK

ACTIVITATE CITOTOXICA - LTC distrug celula infectata viral

SECRETIE DE CITOKINE — LTC - TNF-a + IFN-y — activeaza
celulele macrofage, activates macrophages, celulele-T si celulele
dendritice

1st line - Innate immunity - NK Cells
2nd line — Adaptive immunity — CTL
3d line — Adaptive immunity — Ab
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British Society for Immunolgy. Immune responses to viruses. Laing K., Hutchinson F.: Cancer Research Centre; [cited 2020 May]. Available from: https://www.immunology.org/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses

Pedia, What is the Differnce Between Cytotoxic T Cells and Helper T Cells; [cited 2020 May]. Available from: https://pediaa.com/what-is-the-difference-between-cytotoxic-t-cells-and-helper-t-cells/



https://www.immunology.org/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses

RASPUNSUL IMUN LA INFECTIILE VIRALE

ULTIMA LINIE DE APARARE — IMUNITATE DOBANDITA — ANTICORPII (Ac)
Virusul se afla preponderent in exteriorul celulelor infectate
Ac — mecanisme de actiune:

* Neutralizare

* Aglutinare

* Fagocitoza

» Activarea sistemelor complementare

Antibody mediated

pAagrg:::::: ?:t;u:n;;zlss triggering of phagocytosis

British Society for Immunolgy. Immune responses to viruses. Laing K., Hutchinson F.: Cancer Research Centre; [cited 2020 May]. Available from:
https://iwww.immunology.org/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses



https://www.immunology.org/public-information/bitesized-immunology/pat%C3%B3genos-y-enfermedades/immune-responses-viruses

DE CE ISOPRINOSINE

STIMULEAZA SISTEMUL IMUNITAR?

ACTIUNE IMUNOMODULATORIE
e PROLIFERAREA LIMFOCITELOR

« PRODUCTIA DE CITOKINE
 Raspuns celular de tip Th1 (IL-1, IL-2, IFNy)

e CITOTOXICITATE
e Celule NKcell + LTC

Sliva J, Pantzartzi CN, Votava M: Inosine pranobex: a key player in the game against a wide range of viral infections and non-infectious diseases. Adv Ther. 2019;36:1878-1905.



ISOPRINOSINE

MECANISM ANTIVIRAL INDIRECT SI IMUNOMODULATOR

Imunizace virovou
partikuli

M ¢ Vvirus

 Nivelul celulelor NK cells creste la 1,5
ore de la administrarea tratamentului

* Nivel dublu de cNK dupa cel mult 5 zile
de tratament

 Beneficii in conditii asociate cu infectiile
virale si atunci cand performanta imuna
este posibil compromisa

destruction ofthe‘r perforin

cell

Ahmed R., International Immunopharmacology, 42 (2017) 108-114 Beran J, Havlik J, Vonka V. Vaccination — History, Presentand Future. Praha: Galén; 2005. p. 348



ISOPRINOSINE
MECANISM ANTIVIRAL INDIRECT S| IMUNOMODULATOR

Indicat pentru tratamentul deprimarii imunitatii sau disfunctiei imunitare
mediate celular si simptomatologiei clinice asociate cu:
» infectii respiratorii virale, primare si secundare, stari imunodepresive, gripa

 infectii cauzate de virusuri herpes: virus Herpes simplex tip 1 si 2, virusul varicelo-
zosterian

 infectii cauzate de citomegalovirus si virusul Epstein-Barr

« condiloame genitale (condyloma acuminata) — ca monoterapie sau ca adjuvant la
procedeele conventionale topice sau chirurgicale

« tratament adjuvant in infectii cutaneo-mucoase, vulvo-vaginale sau endocervicale
provocate de papilomavirus uman (HPV)

* hepatita virala
» varicela severa sau complicata
* rubeola severa sau complicata

» panencefalita sclerozanta subacuta

RCP Isoprinosine lulie 2020



ISOPRINOSINE
INOSINA ACEDOBEN DIMEPRANOL

EFECTUL ASUPRA SISTEMULUI IMUNITAR

Demonstrat in studii clinice



ISOPRINOSINE

S| INFECTIILE VIRALE ACUTE DE TRACT RESPIRATOR

Studiu clinic EWO-1S0-2014/ 1-

Obiectiv: Compararea eficacitatii si sigurantei Inosina
Acedoben Dimepranol vs Placebo la pacienti diagnosticati

clinic cu infectie virala respiratorie acuta®
Pacienti inrolati: 463
Caracteristici studiu: randomizat, dublu-orb, multicentric

Semnificativ statistic: p = 0,018
* Febra + simptome generale + simptome respiratorii

Beran J et al. Inosine pranobex is safe and effective for the treatment of subjects with confirmed acute respiratory viral infections: analysis and subgroup analysis from a Phase 4, randomised, placebo-controlled,
doubleblind study. BMC Infectious Diseases (2016) 16:648



INFORMATII PACIENTI iINROLAT!

 Studiul a inclus 463 pacienti adulti

 Divizati aleator in doua grupuri

* Grupul 1 tratati cu inosina acedoben dimepranol (n = 231)
e Grupul 2 tratati cu placebo (n = 232)

 Pacienti non-obezi (IMC < 30 kg/m?)

W [soprinosine
® Placebo

Beran J et al. Inosine pranobex is safe and effective for the treatment of subjects with confirmed acute respiratory viral infections: analysis and subgroup analysis from a Phase 4, randomised, placebo-controlled,
doubleblind study. BMC Infectious Diseases (2016) 16:648



CONCLUZIILE STUDIULUI

« Eficacitate superioara a inosina acedoben dimepranol
comparativ cu placebo

 Remitere mai rapida a simptomelor (cu 2-3 zile) la pacientii
tratati cu inosina acedoben dimepranol

* Profil de siguranta foarte bun, demonstrat la administrarea in
infectii virale respiratorii acute

Beran J et al. Inosine pranobex is safe and effective for the treatment of subjects with confirmed acute respiratory viral infections: analysis and subgroup analysis from a Phase 4, randomised, placebo-controlled,
doubleblind study. BMC Infectious Diseases (2016) 16:648



ISOPRINOSINE (Inosine pranobex -1P)

Efectul mecanismului dublu de actiune in infectiile respiratorii virale

Efect imunomodulator dovedit Tn
stimularea apararii antivirale 13

Efect pozitiv asupra sistemului imunitar nativ (nonspecific) si dobandita
(specifica).t
Un raspuns imunitar deficitar (pacienti imunosupresati) poate fi

recuperat > efect de durata asupra infectiilor virale.!

Reduce simptomele si durata
infectiei respiratorii virale acute
(IRVA)*

In cazul IRVA — IP poate ajuta la restabilirea bunei functionari a
sistemului imunitar, reducand semnificativ simptomatologia,

inclusiv durata acestora, in special la pacientii sub 50 de ani.

Prevenirea recurentelor>®

Cu IP, recurentele anuale ale infectiilor respiratorii virale au scazut
cu 81,2%.5
Administrarea IP in tratamente repetate, a condus la o reducere

semnificativa a frecventei de aparitie a IRVA.®

IP are un profil de siguranta bine
stabilit>’

IP este bine tolerat si a demonstrat un bun profil de siguranta atat in

studiile clinice cat si in practica medicala.>’

01. Sliva J, Pantzartzi CN, Votava M. Inosine Pranobex: A Key Player in the Game Against a Wide Range of Viral Infections and Non-Infectious Diseases. Adv Ther. 2019;36(8):1878-1905. doi:10.1007/ s12325-019-00995-6 02. Rumel Ahmed S, Newman AS, O‘Daly J, Duffy S,
Grafton G, Brady CA, John Curnow S, Barnes NM, Gordon J. Inosine Acedoben Dimepranol promotes an early and sustained increase in the natural killer cell component of circulating lymphocytes: A clinical trial supporting anti-viral indications. Int Immunopharmacol. 2017

Jan;42:108-114. doi: 10.1016/j. intimp.2016.11.023. Epub 2016 Nov 29. PMID: 27912146. 03. McCarthy MT, Lin D, Soga T, Adam J, O‘Callaghan CA. Inogine pranobex enhances human NK cell cytotoxicity by inducing metabolic activation and NKG2D ligand expression. Eur J

Immunol. 2020 Jan;50(1):130-137. doi: 10.1002/ €ji.201847948. Epub 2019 Sep 12. PMID: 31434164; PMCID: PMC6972573. 04. Beran J, Salapova E, Spajdel M; ISOPRINOSINE® Study (EWO ISO-2014/1) Team. Inosine pranobex is safe and effective for the treatment of
subjects with confirmed acute respiratory viral infections: analysis and subgroup analysis from a Phase 4, randomised, placebo-controlled, double-blind study. BMC Infect Dis. 2016 Nov 7;16(1):648. doi: 10.1186/s12879- 016-1965-5. PMID: 27821093; PMCID: PMC5100179. 05.
Golebiowska-Wawrzyniak M, Markiewicz K, Kozar A, Derentowicz P, Siwinska- Golebiowska. The study on therapeutic efficacy of inosine pranobex in children. Polish J of Food and Nutrition Sciences. 2004;13(54);S12:33-36 06. Osidak LV, Obraztsova EV. The results of studying

of inclusion of Inosine Pranobex into the therapy of acute respiratory viral infections in children. Healthcare Professional. 2012;10




CELULELE NATURAL KILLER
RECEPTORII NKG2D SI LIGANZII SAI

CITOTOXICITATEA SI
INOSINA ACEDOBEN DIMEPRANOL



RECEPTORII SI LIGANZII NKG2D

® Immune cells
NK cells

CDB+ T cells
yO T cells

NKG2D receptor
NKG2D ligand

o (@ Effector function

cytotoxicity

@QuiESCEHt @Stirﬂ ulated cvtok_ine 5eFretton
cancer co-stimulation

viral infection
proliferation

 Liganzii NKG2D nu se exprima in celule sanatoase
« Expresialiganzilor NKG2D poate fi indusa de infectia virala

« NKG2D este un receptor activator exprimat predominant pe celulele NK, celulele T si
celulele T NK

« Legatura dintre receptorii NKG2D de pe cNK si liganzii de pe celulele tinta, poate
duce la citotoxicitate, secretie de citokine, sau co-stimulare

McCarthy MT et al: Inosine pranobexPranobex enhances human NK cell cytotoxicity by inducing metabolic activation and NKG2D ligand expression, Eur J Immunol. 2020 Jan; 50(1): 130--137.
https://doi.org/10.1002/ei.201847948



https://doi.org/10.1002/eji.201847948

Inosina Acedoben Dimepranol stimuleaza citotoxicitatea celulelor NK
prin inducerea activarii metabolice si exprimarea liganzilor NKG2D

Este dovedit ca sinteza sporita de

nucleotide purinice, controleaza
THE IMMUNOMODULATORY PROPERTIES OF IAD ARE

exprimarea liganzilor NKG2D. DUE TO METABOLIC ACTIVATION WITH NKG2D LIGAND INDUCTION
- s e
Purine nucleotides CYTOTOXICITY CYTOKINE
[+ Krebs cycle intermediates ISECRETION CO-STIMULATION

Inosina acedoben dimepranol determina
o crestere a concentratiei de nucleotide
purinice intracelulare, a intermediarilor
ciclului de acid tricarboxilic (TCA) si
inductia liganzilor NKG2D

NK cell

—8 NKG2D ligand
=% NKG2D receptor | / ﬁ= o -
. i aee - € soluble NKG2D ligand -
Proprietatile imunomodulatoare ale e Cytotoxicmoleculars 28 § $=—
IAD se datoreaza activarii metabolice h

cu inductia ligandului NKG2D

McCarthy MT et al: Inosine pranobexPranobex enhances human NK cell cytotoxicity by inducing metabolic activation and NKG2D ligand expression, Eur J Immunol. 2020 Jan; 50(1): 130--137.
https://doi.org/10.1002/ei.201847948



https://doi.org/10.1002/eji.201847948

CONCLUZII
ISOPRINOSINE IN TRATAREA INFECTIILOR VIRALE

IMBUNATATESTE ETAPELE INITIALE ALE APARARII ANTIVIRALE A
SISTEMULUI IMUNITAR

« Creste rapid populatia celulelor NK cells prin Granzime si Perforine
« Activare metabolica + inductia de liganzi NKG2D la nivelul celulelor infectate

» Legatura dintre receptorii NKG2D receptor de la nivelul celulelor NK si liganzii

de pe celulele tinta duce la citotoxicitate, secretia de citokine si co-stimulare



Inosina acedoben dimepranol
mecanism de actiune

— efect antiviral indirect: inhiba replicarea virala fara
afectarea celulei gazda si fara dezvoltarea de tulpini rezistente

— efect imunostimulator
normalizarea imunitatii mediate celular

stimularea raspunsului imun umoral

I efectul terapeutic depinde de

mfec;la acuta severitatea afectiunii si faza in care se
infectia cronica administreaza (eficienta crescuta daca
’ se incepe administrarea la aparitia

simptomelor clinice)

recurente

eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee
eeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeee

.....
Baterman, Tolerance / dose escalating March 1970 and October 1970



Isoprinosine®

Doze si mod de administrare: 850w

Doza se stabileste in functie de greutatea corporala a pacientului si de gravitatea afectiunii.
Doza zilnica trebuie divizata in (3-4) doze administrate la intervale regulate.

Plic: 1 plic, de 3-4 ori / zi (50 mg/kgc/zi, 3g/zi — max. 4g/zi, in 3-4 doze)
Comprimate: 50-100 mg/kgc/zi (3g/zi - maxim 4 g/zi) in 3-4 prize;
Sirop: 20 ml de sirop de 3-4 ori/zi (50 mg/kgc/zi, 3g/zi — max. 49/zi, in 3-4 doze)

Copii_si adolescenti:
50mg/kgc/zi, maxim 4g/zi, in 3-4 doze egal spatiate de-a lungul zilei;
Sirop: 1ml/kgc/zi; copii cu varsta > 1 an

1 comprimat = 500 mg
1 plic = 1000 mg
Comprimate: nu sunt recomandate copiilor cu varsta < 6 ani 1ml sirop = 50mg

Plic: copii cu varsta > 1 an

RCP Isoprinosine, lulie 2020



Cum se administreaza Isoprinosine?

INFECTIA ACUTA.

— Durata uzuala a tratamentului = 5-14 zile

— In infectiile cu evolutie de scurta durata, tratamentul trebuie continuat 1 — 2 zile
dupa disparitia simptomatologiei acute, in functie de decizia medicului;

— In infectiile cu evolutie de lunga durata, tratamentul trebuie continuat 1-2 sapt dupa
ameliorarea simptomatologiei, in functie de decizia medicului

INFECTIA RECIDIVANTA: INFECTIA CRONICA:
— Initial: aceleasi dozi ca in infectia acuta 50 mg/kgc/zi, administrate fractionat:

— Apoi: tratament de Intrefinere: 30 zile de tratament + 60 zile de pauza

- doza redusa la 500-1000 mg/zi; —

- durata functie de evaluarea starii clinice e e

—

de catre medic
90 zile de tratament + 30 zile de pauza




Inosina acedoben dimepranol la pacientii cu
infectii respiratorii (adulti, copii)

INFECTII RESPIRATORII BENEFICII TRATAMENT

(inclusiv recurente)
’ v" diminuarea duratei afectiunii cu

* sindrom gripal imbunatatirea starii generale de sanatate
* rino-faringita v’ remiterea simptomelor respiratorii in

« faringo-amigdalita 48-72 h

 laringita

v atenuarea simptomelor in cateva zile

o traheo-bronsita - - :
’ (tuse, rinoree, otalgie, cefalee, fotofobie,

« bronsiolita

e pneumonie mlalgle)_ | | |

« acutizdri ale unor afectiuni v’ efect evident asupra febrei (maxim 2 zile)
cronice (copii — AB, bronsita n administrarea precoce
cronica, adulti — AB, bronsita v" reducerea incidentei recurentelor si

cronica, BPOC) reducerea complicatiilor



Isoprinosine la pacientii cu
imunodeficienta si ITRs recurente

Detalii studiu clinic

» doza = 50-100 mg/kgc/zi
» durata = 7 — 15 zile repetate in cicluri de 7 zile pana la recuperare
» anterior tratament: nivel Ig la 30% din nivelul normal

CE S-A OBTINUT CU ISOPRINOSINE?

v’ reducerea incidentei recurentelor si reducerea complicatiilor
v’ cresterea nivelului de Ig (dupa 14 zile — nivel normal)

v normalizarea numarului de limfocite si normalizarea activitatii fagocitare a
granulocitelor

v remiterea febrei Tn maxim 48 h

v atenuarea simptomelor in cateva zile (tuse, rinoree, otalgie, cefalee, fotofobie,
mialgie)

Santangelo G, Lombardo S, Randazzo S, Macarrone N, Amato M. Viruxan in the treatment of viral infections in children: therapeutic prospects for the treatment of recurrent viral infections in infants. Aggiornamento Pediatrico. 1981, 32:1-24



Beneficiile tratamentului cu Isoprinosine la

pacientii cu bronsiolita

Detalii studiu clinic

» varsta maxima: 17 luni

» doza administrata: 100 mg/kc/zi in 6
prize

» oxigenoterapie — durata = 2-4 zile

Smonth Trachealis muscle

muscle \\f_"ﬁ':
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Lumen —B8_

Inflammation
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"“ o B muscle

M T ' Bronchitis

BENEFICII TRATAMENT CU
ISOPRINOSINE

v imbunatatirea rapida a starii generale de
sanatate

v recuperare clinica obtinuta dupa 4 zile

v disparitia febrei in 24 h; restul simptomelor
in 3-4 zile

v diminuare rapida a dispneei, cianozei,
tirajului suprasternal, supraclavicular,
Intercostal

Lo lacono F, Angello D, Malizia R, Balsamo M. Metisoprinol in the treatment of certain diseases of the upper respiratory tract in children. Aggiornamento Pediatrico. 1982, 33(1-2):85-90



Isoprinosine in preventia infectiilor
respiratorii recurente (bronsita recurenta)

Detalii studiu clinic

> varsta: 18 luni — 17 ani

» 2 categorii de pacienti: cu sistem

imunitar normal si cu
imunodeficienta

» diagnostic: bronsita recurenta

» doza =50 mg/kgc/zi, 3-5

zile/saptamana, durata = 3 — 6 luni

————. —

ISOPRINOSINE

ions respir.

REZULTATE TRATAMENT CU
ISOPRINOSINE

v' 75% pacienti cu imunodeficienta si 58%
pacienti cu sistem imunitar normal —
reducerea numarului de recurente si
reducerea cantitatii de antibiotice
administrate

v' 25% pacienti cu imunodeficienta si 22,7%
pacienti cu sistem imunitar normal —
remitere completa cu suspendarea
recurentelor

atoires recidivantes de I'enfant par Isoprinosine. Gasette Medicale. 1987 , 94(45) :60-62



Exacerbarile afectiunilor pulmonare cronice reprezinta o cauza majora de
morbiditate, mortalitate si cresterea numarului de spitalizari.

e 50% dintre exacerbari sunt virale, cele mai frecvente etiologii implicate sunt: rinovirusuri,
coronavirusuri, virusuri gripale (A si B), virusuri paragripale, adenovirusuri

e preventia infectiei virale poate reduce frecventa exacerbarilor cu impact semnificativ asupra starii
generale de sanatate

Reducerea numarului si intensitatii exacerbarilor are un impact semnificativ asupra
morbiditatii si mortalitatii asociate cu afectiunile pulmonare cronice.

Beneficii Isoprinosine in exacerbarile virale ale bronhopneumopatiei obstructive cronice

v" amelioréri ale nivelurilor deficitare de Ig E si IG A
v normalizarea nivelurilor crescute de Ig G

Antonio Anzueto - Primary Care Management of Chronic Obstructive Pulmonary Disease to Reduce Exacerbations and Their Consequences. The American Journal of the Medical Sciences. Volume 340, Issue 4, October 2010, Pages 309-318

Jadwiga A. Wedzicha - Role of Viruses in Exacerbations of Chronic Obstructive Pulmonary Disease. Annals ATS Issues, Vol. 1, No. 2 | Apr 01, 2004.Girbino G, Bagnato GF. Range and limits to the application of methisoprinol in chronic bronchopathy. Italian
Journal of Pathology and Affiliated Science [lItaly]. September-December 1980, 26(3):219-227D'Anto M, Colella R, Borrelli G, La Bella G, Mele R, Saviano G. The use of methisoprinol during acute chronic bronchopneumopathy. Clinica Europea [Italy]
July/August 1981, 20(4):3-7



CONCLUZII

INOSINA ACEDOBEN DIMEPRANOL IN TRATAREA
INFECTIILOR VIRALE RESPIRATORII ACUTE

» Inosina acedoben dimepranol poate actiona impotriva oricarui agent viral

ce poate determina infectii respiratorii acute, inclusiv virusul gripal

» Este foarte importanta initierea tratamentului oricarei infectii virale

respiratorii acute cat mai repede dupa aparitia simptomelor

« administrare regulata in 3-4 prize (timp scurt de injumatatire = 3,5 ore)

pentru atingerea concentratiei plasmatice optime de inosina



RCP Isoprinosine

DENUMIREA COMERCIALA: ISOPRINOSINE® Ewopharma

COMPOZITIA CALITATIVA SI CANTITATIVA: fiecare comprimat contine inosina acedoben dimepranol 500 mg. 1 ml de sirop contine 50 mg inosind acedoben dimepranol. O
lingurita (5 ml) de sirop contine inosina acedoben dimepranol 250 mg. 1 g granule pentru solutie orala in plic, Fiecare plic contine 1 g Isoprinosina (Inosina acedoben dimepranol).
INDICATII TERAPEUTICE: infectii respiratorii virale, primare si secundare, stari imunodepresive, gripa ; infectii cauzate de virusuri herpetice: virus herpes simplex tip 1 si 2(HSV),
virus varicelo-zosterian (VZV), infectii cauzate de citomegalovirus (CMV) si virus Epstein-Barr (VEB); condiloame genitale (condyloma acuminata) — leziuni externe (excluzand
localizarile perianale sau meatale) ca monoterapie sau ca adjuvant la procedeele conventionale topice sau chirurgicale; tratament adjuvant in infectii cutaneo-mucoase, vulvo-
vaginale (subclinice) sau endocervicale provocate de papilomavirus uman (HPV); hepatita virala; varicela severa sau complicata; rubeola severa sau complicata; panencefalita
sclerozanta subacuta (PESS).

DOZE $I1 MOD DE ADMINISTRARE: Adulti si varstnici: doza zilnicad recomandata este 50 mg — 100 mg/kg, de obicei 3 g pana la maximum 4 g administrate oral fractionate in 3 -
4 prize. Copii peste varsta de 1 an - 50 mg /kg, fractionat in 3-4 doze pe zi. Datorita formei farmaceutice inadecvate, isoprinosina sub forma de comprimate nu este recomandata
la copii cu véarsta sub 6 ani. CONTRAINDICATII: Hipersensibilitate la inosina dimepranol acedoben sau la oricare dintre excipientii. Guta sau concentratii plasmatice crescute de
acid uric.

ATEN'[IONARI S1 PRECAUTII SPECIALE: Isoprinosina poate determina o crestere tranzitorie a concentratiei acidului uric in plasma si urina, care de obicei se mentine in limite
normal, in special la barbati si la pacientii varstnici de ambele sexe. Isoprinosine Ewopharma poate fi administrat cu precautie la pacientii cu guta in antecedente, hiperuricemie,
urolitiaza sau la cei cu insuficienta renala. n timpul tratamentului, concentratiile plasmatice de acid uric ale acestor pacienti trebuie monitorizate periodic.La unii pacienti pot sa
apara reactjii de hipersensibilitate (urticarie, angioedem, anafilaxie).

INTERACTIUNI CU ALTE PRODUSE MEDICAMENTOASE, ALTE INTERACTIUNI: Medicamentul trebuie utilizat cu precautie cu inhibitori ai xantinoxidazei sau cu uricozurice,
inclusiv cu diuretice. Poate fi administrat dupa, dar nu concomitent cu tratamentul cu imunosupresoare, deoarece poate aparea o influenta farmacocinetica asupra efectelor
terapeutice dorite. Administrarea concomitenta cu zidovudina (azidotimidina) creste formarea nucleotidului zidovudina prin mecanisme multiple, care implica biodisponibilitatea
plasmatica crescuta a zidovudinei si fosforilarea intracelulara crescuta a monocitelor din sdngele uman. Prin urmare, Isoprinosine Ewopharma comprimate amplifica efectul
zidovudinei.

REACTII ADVERSE: Singura reactie adversa observata frecvent in timpul tratamentului cu Isoprinosine Ewopharma atéat la adulti, cat si la copii este o crestere tranzitorie (de
obicei se mentine in limite normale) a concentratiilor acidului uric Tn urina si plasma care, de obicei, revin la valorile initiale la cateva zile dupa terminarea tratamentului. Alte reactii
frecvente: greata, varsaturi, discomfort epigastric; fatigabilitate, indispozitie, cresterea valorilor transaminazelor, fosfatazei alcaline sau ale ureei sanguine; prurit, eruptii cutanate
tranzitorii; cefalee, vertij, artralgii.

RAPORTAREA REACTIILOR ADVERSE SUSPECTATE: Raportarea reactiilor adverse suspectate dupa autorizarea medicamentului este importanta. Acest lucru permite
monitorizarea continua a raportului beneficiu/risc al medicamentului. Profesionistii din domeniul sanatatii sunt rugati sa raporteze orice reactie adversa suspectata prin intermediul
sistemului national de raportare, ale carui detalii sunt publicate pe web-site-ul Agentiei Nationale a Medicamentului si a Dispozitivelor Medicale.

DETINATORUL AUTORIZATIEI DE PUNERE PE PIATA: Ewopharma International, s.r.o. Prokopa Velkeho 52, 811 04 Bratislava, Slovacia

NUMARUL APP: 2479/2010/01-02; 11714/2019/01; 13005/2020/01

DATA ULTIMEI REAUTORIZARI: Reautorizare, Aprilie 2010; Aprilie 2019; Februarie 2020.

DATA REVIZUIRII TEXTULUI: lulie 2020; Aprilie 2019; Februarie 2020.

Acesta este un medicament care se elibereaza cu prescriptie medicala P-RF. Acest material promotional este destinat profesionistilor din domeniul sanatatii.

Pentru informatii suplimentare va rugadm consultati RCP-ul sau contactati reprezentantul local al DAPP — EWOPHARMA AG ROMANIA cu datele de contact alaturate.

Protectia datelor personale: Ewopharma AG Reprezentanta in Roméania prelucreaza datele cu caracter personal furnizate de profesionistii din domeniul sanatatii pentru scopuri
legate de promovare directa si mentinerea contactelor, in baza unui interes legitim. Tn acest context, puteti accesa mai multe informatii la adresa
https://www.ewopharma.ro/politica-de-confidentialitate/ sau va puteti adresa la adresa gdpr@ewopharma.ro cu orice solicitare legata de protectia datelor.

Ewopharma AG, Reprezentanta in Romania |
Bdul Primaverii Nr. 19-21, Etaj 1, sector 1, 011972 Bucuresti |
pharma EF§  T:+4021 260 1344 | Fax: +4021 202 9327|
snce1sss  Farmacovigilenta: +40374 204 839
info@ewopharma.ro | pharmacovigilance@ewopharma.ro
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