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Problema e universal valabila
international
mondial

De fapt ne priveste pe toti la un loc si pe fiecare in parte
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Ecuatia utilizarii:

Medicina
umana

Medicina
veterinara

Agricultura




Perspective

IN USA

687.000 decese in spitale de acuti
Majoritatea MDRB
1 din 31 deavdlita o IAAM :
USA - approx. 72.000 decese / an
0000060060060
0000060060060 .
00000000 Echivalentul a:
0000600660

Toledo (Spania), St Gallen (Elvetia),
Bourges (Franta), Burnley (UK)



Simplu si eficient, dar neaparat impreuna

Ceea ce discutam noi aici

AMS

Prevent spread Prevent antibiotic
of bacteria selection pressure
and infections and optimize use

https://apps.who.int/iris/bitstream/handle/10665/329404/9789241515481-eng.pdf
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Mai detaliat....

e Medic
e Pacient
e Farmacist



Medic

Antibiotic
treatment

Bacterial infection?
Viral infection?
Colonization?
Inflammation?

Microbiology testing?

Probable pathogen? Right indication? Treatment duration?
Empirical treatment? Right antibiotic(s)?

Severe disease? IV-to-oral switch?

Comorbidities? Microbiology results?

Allergy?

https://apps.who.int/iris/bitstream/handle/10665/329404/9789241515481-eng.pdf



Right Drug, Right Time, Right Dose, Right Duration.....

Stop

CLINICAL DECISION AT 48

HOURS

/1 N\

e Clinical review

e Check microbiology result

N

Switch

Continue

..... Every time
e Allergy
START SMART
---------------- e Follow local guidance
THEN FOCUS e Document (chart & notes)

e clinical indication
e stop/review date

» Take appropriate specimens

Change OPAT

IV to oral

Narrow spectrum

\\“Reviewl at 7‘2h/‘/

DOCUMENT DECISION

Adapted from ARHAI Antimicrobial Stewardship Guidance

November 2011




Indicatie: intrebari existentiale

* Infectie bacteriana vs virala

 HLG, PCR, clinica, context epidemiologic

* Exemplul pandemiei cu exces de : azitromicina / claritromicina (cand nu se gasea
azitro — 2,5x consum anterior in 2021, 2022?), forexo, meropenem / imipenem

- 2011-2017
- 2021-202377?

e “antibioticele nu sunt anxiolitice”



Colonizare vs contaminare vs infectie ?

Definitii

* Contaminare
Mu se trateaza cu antibiotic!!|

(cu exceptia decolonizarii MRSA)

* Colonizare

* Infectie



Exemple colonizare

e Urocultura pozitiva pe sonda: NU se trateaza DECAT daca pacientul prezinta
sindrom infectios, leucocitoza, sindrom inflamator, urina tulbure

e Ex bacteriologic pozitiv din ulcer de gamba: nu se trateaza decat daca exista
sindrom infectios, leucocitoza, sindrom inflamator, CELULITA

 Colonizare bacteriana digestiva : nu se trateaza, nu exista beneficiu /
eficienta

* Exudat nazal pozitiv fara leucocitoza, sindrom inflamator
e Bactroban (Mupirocin) activ pe germeni G+
 Prontoderm, octenisept: active pe G+ si G-



Alta problema majora: Saltul direct |la atb de rezerva



1. Antibiotice de rezerva

e Definitie: medicamente de pe listele WHO ale medicamentelor esentiale cu
un profil risc-beneficiu favorabil si o activitate dovedita impotriva agentilor
patogeni de "prioritate critica” sau de "prioritate ridicata" identificati de

WHO, in special Enterobacteriaceae rezistente la carbapeneme.

* Antibioticele din categoria Reserve sunt utilizate pentru tratarea infectiilor

multidrog-rezistente.



WHO global priority pathogens list of antibiotic-resistant
bacteria

Priority 1: CRITICAL

e -« Acinetobacter baumannii, carbapenem-resistant

« Pseudomonas aeruginosa, carbapenem-resistant

* Enterobacteriaceae, carbapenem-resistant, ESBL-producing

Priority 2: HIGH
« Enterococcus faecium, vancomycin-resistant

» Staphylococcus aureus, methicillin-resistant, vancomycin-intermediate and resistant

* Helicobacter pylori, clarithromycin-resistant

« Campylobacter spp., fluoroquinolone-resistant
- Salmonellae, fluoroquinolone-resistant
* Neisseria gonorrhoeae, cephalosporin-resistant, fluoroquinolone-resistant

Priority 3: MEDIUM
- Streptococcus pneumoniae, penicillin-non-susceptible
- Haemophilus influenzae, ampicillin-resistant

» Shigella spp., fluoroquinolone-resistant
https://www.who.int/news/item/27-02-2017-who-publishes-list-of-bacteria-for-which-new-antibiotics-are-urgently-needed



AWWaRe

Access, Watch, Reserve
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Manualul OMS AVVaRe (Access, VWatch, Reserve)
privind utilizarea antibioticelor

v' Ofera indrumari concise, bazate pe dovezi, privind
v alegerea antibioticului
v' doza
v’ calea de administrare
v durata tratamentului

pentru mai mult de 30 dintre cele mai frecvente infectii
clinice la copii si adulti, atat in asistenta medicala
primara, cat si in mediul spitalicesc.




XY, World Health
Organization

Sistemul Access, \Watch, Reserve (A\\/aRe)

Minim 60% din totalul antibioticelor prescrise la nivel national sa fie antibiotice de ACCQS

Portofoliul Antibiotice

(de supravegheat)




Antibiotice de rezerva
Il Noile antibiotice sunt de fapt “reinventate”, pt ca

tot e la moda.....

aztreonam

carumonam

cefiderocol

ceftaroline

ceftazidime + avibactam

ceftobiprole

ceftolozane + tazobactam

colistin (injection)

colistin (oral)

linezolid

meropenem + vaborbactam

minocycline (injection)

omadacycline

oritavancin

plazomicin

polymyxin B (injection)

polymyxin B (oral)

tedizolid

dalbavancin

dalfopristin + quinupristin

daptomycin

eravacycline

faropenem

fosfomycin (injection)

iclaprim

imipenem + cilastatin + relebactam

lefamulin

telavancin

tigecycline



Vistieria e saracd....

Figure 1. Evolution of the total antibiotic pipeline and the antibiotic pipeline by stage of
oo . . . . development, which includes: Clinical Trials ranging from Phase I, to evaluate safety;
The A“t'blOtlc Plpellne IS Dry-" . Phase Il, to access effectiveness and safety; Phase lll, to gather statistically significant
data on safety, effectiveness and benefits-versus-risk; submission of a New Drug
Application, for marketing approval; and lastly, Phase IV for post-marketing surveillance.
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Antibiotics 2019, 8(2),45; https://doi.org/10.3390/antibiotics8020045



https://doi.org/10.3390/antibiotics8020045

Dezvoltarea de noi antibiotice

Antibiotic class

Antibiotic discovery @ rencns @ macroLiDEs
and resistance timeline | TETRACYcuNEs (| FLUOROQUINOLONES

@ careaPENEMS

Date of
resistance
identified

Date of e :
discovery since a new class

of antibiotics was

Nicio clasa noua de

antibiotice nu a fost
descoperita din 1987

Year IIIIIIIIlllllllllllIllllllIIlllllllllllllllllllIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
1920 1930 1940 1950 1960 1970 1980 1990 2000

Rihab FELLAH, Antibiotics Resistance: An Overview, 2 avril 2021 MedPress- http://medpress-dz.org/antibiotics-resistance-an-overview- Accesed on 29
September 2022

22


http://medpress-dz.org/antibiotics-resistance-an-overview-

Altfel spus, din 1987 nu s-a
mai elaborat nici o clasa noua
de antibiotice!!




From the lab to the pharmacy
The FDA's drug-approval process (on average)

V

DRUG DISCOVERY PHASE 1 PHASE 2
Test drug compounds Test drug for safety in Test effectiveness in
in animals & tissue 20-80 healthy people 100-300 real patients
Time: 3.5 years Time: 1 year Time: 2 years
PHASE 3 FDA APPLICATION | - PHASE 4
Cnnﬁrm E‘Bfﬂt!'f & Submit data to Test for long-term
effectiveness in FDA f : off fimal &
1 Uﬂﬂ+ p&th&l‘its or review g EE!:E‘. opama
: additional uses
Time: 3 years Time: 2.5 years

Total cost: 5100 million to 51 billion Total time: Approximately 12 years
Success rate: Five of 5,000 compounds reach human tests; One is approved



Istoria primelor cazuri de rezistenta bacteriana

Years

[Staphylococcus]  [Shigella]  [Streptococcus] [Enterococcus] [Enterobacteriacene]
20—
19488
1968
15— 2
10—
= N B
o =
[y i 5
5 § 5
1943 - Methicillin v > Ceftazidime
D 1 = — * o) -
1972 1985 1985
Penicillin
194,3,* Penicillin was in use prior to its market introduction in 1943.
_5 ]

Data source: Antibiotic Resistance Threats in the United States, 2013
US Centers for Disease Contrel and Prevention (CDC)

[Presmococcus) [First organism reported to be resistant]

Bars represent the amount of time
taken for bacteria to develop resistanc
after market introduction

Read year = First resistance case
reported

1006
Levofloxacin
1006

Green year = Market introduction

2000 2010

THE CEMTER FOR
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Economics & Policy
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Acronym minefield

CPC
CRE MDR-GNR
CRO
- MDR-GNB
CPE CRC
NDM
KPC CRAB

By courtesy of Mr NAW



Rezistenta la antimicrobiene (AMR)

Antimicrobial resistance
surveillance in Europe

"The high levels of AMR

for several important
202 2 antibiotic-bacterium
X combinations reported
in 2020 show that AMR
remains a serious challenge

> Romania - locul 3 1n UE in the EU/EEA”

> Niveluri crescute ale AMR Tn
comparatie cu majoritatea tarilor
europene

2022 - Latest ECDC report (European Centre for

> AMR este o problema europeana si Disease Prevention and Control)
globala
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Surveillance Atlas of Infectious Diseases

Antimicrobial resistance Acinetobacter spp. ¥ Combined resistance (fluoroquinclones, aminoglycosides and carbapenems) « . @ @ * - 4 o
“— — :
R - resistant isolates, percentage « 2021 - b =
' . . L o
Region - R - resistant isolates, percentage R - resistant isolates, percentage
(%) (%)
N .
Latvia 70.0 B <
Lithuania 92.9 D 1-=5%
Luxembourg
[] s-=10%
Malta
Netherands 0.0 O 1o-=25%
Norway 0.0 > B ozs--s0=
Poland 67.0
B oso--<75=
Portugal
Remania 9.9 B -
Slovakia
Slovenia 66.9
Spain 53.3
Sweden 0.0 -
R - resistant isolates proportion, by age v  Bar v
100 100
@
=
o
E 80 80
@
2
5
a8
- 60 60
=
&£ 2
==
=] 40 40
=
=
&
= 20 20
z
= 0
2012 2013 2014 2015 2016 2017 2018 2015 2020 2021 0-4 5-18 153-54 65+
Year R - resistant isolates proportion, by age

ANTIMICROBIAL RESISTANCE OF ACINETOBACTER SPP. - 2021, COMBINED RESISTANCE
HTTPS://ATLAS.ECDC.EUROPA.EU/



B

Surveillance Atlas of Infectious Diseases
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y £ Antimicrobials:
La ce se refera =2 asimple overview

antimicrobial et
stewardship? i

Prevent or treat
infections caused by

Viruses
Antibiotics

Antimicrobials

are medicines
used to prevent and treat
infections caused by
microorganisms in
humans, animals and 4
' plants

such as cellulitis, Urinary Tract
Infection, tuberculosis (TB),
Sexually Transmitted Infections
(STls) like gonomrhoea

such as colds, flu,
chickenpox/shingles,
COVID-19 or HIV

Prevent or treat
infections caused by

Parasites

Prevent or treat
infections caused by

Nu mai prescrieti Fungi
fluconazol din start!!!

Antiparasitics
An antimicrobial

drug works against only one
type of organism

Antimicrobial Resistance:

such as thrush, ring when the microorganisms change or mutate over time such as malaria,
worm and athlete's foot and get to a point where they no longer respond to threadworm and headlice
© Grown copyrioht medicines previously used to treat them PPN g A conintiorbishi e e

https://ukhsa.blog.gov.uk/2021/11/17/what-is-antimicrobial-resistance-and-why-do-we-need-to-take-action-against-it/



https://ukhsa.blog.gov.uk/2021/11/17/what-is-antimicrobial-resistance-and-why-do-we-need-to-take-action-against-it/
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W Centers for Disease ... £ >

ANTIBIOTIC PRESCRIBING WAS NOT SUPPORTED IN:

Nﬁ: '

27 %

TF PRTIENTS

NEW CDC DATA

MORE THAN HALF OF

ANTIBIOTIC PRESCRIBING 79 T7% 47 %
FOR SELECTED EVENTS OF PATIERTS aF PATIENTS OF PATSENTS J
IN HOSPITALS |

with community- with urinary prescribed prescribed intravensss
acquirad pR&Eum onia tract infections flucroquinalons vancomycin antlioiatic
Lreatment

WAS NOT
CONSISTENT
WITH
RECOMMENDED
PRESCRIBING HOSPITAL PRESCRIBERS & PHARMACISTS
PRACTICES CAN IMPROVE PRESCRIBING:
Dptimize fr':;:::'tmﬁ‘: @ Use the shortest

antibiotic effective duration
gelec results of diagnosthe
e testing are available ol therapy

FIND RESOURCES ON HOW TO IMPROVE HOSPITAL
ANTIBIOTIC USE AMD HELP FIGHT AMTIBIOTIC RESISTAMCE:

https://bit.ly/HospitalCoreElements

Antibiotic stewardship



Reduced inappropriate
prescribing by 96%

Spitalele care au
implementat un program de

e . . Reduced use of
antibiotic stewa rdShlp au broad-spectrum antibiotics
raportat imbunatatiri: by 86%

.. Reduced overall
expenditures by 80%

Hospitals that implemented
an antibiotic stewardship

.W"m.l Reduced length of stay programme reported these
= or mortality by 65% improvements:

Reduced healthcare-associated
infections by 71%

Reduced antibiotic resistance
by 58%



Italy

A four-year infection
control programme
decreased the
incidence of infections
and colonisation
caused by carbapenem-
resistant bacteriain a
teaching hospital. The
programme included
antibiotic stewardship
measures targeting
carbapenem use.

2/

Netherlands

Case audits for the
reassessment of
antibiotic use after

48 hours reduced
antibiotic consumption
and length of stay in

a urology ward of an
academic hospital,
and also had a positive
direct return on
investment .

Spain

After only one year,
education on guidelines
combined with regular
feedback led to a 26%
improvement in the
rate of appropriate
treatments, and a
42% reduction of
antibiotic consumption
at a tertiary teaching
hospital.

o

/

A
>
0

Sweden

Twice weekly audit
and feedback in an
internal medicine
department led

to an absolute

27% reduction of
antibiotic use,
especially of broad-
spectrum antibiotics,
as well as shorter
antibiotic treatment
durations and earlier
switching to oral
therapy.

Effective antibiotic
stewardship
programmes across
Europe

Poland

Developing guidelines
for antibiotic
prescriptions and pre-
authorisation approval
for restricted antibiotics
decreased total
antibiotic consumption
in a general paediatric
ward.



Calea de administrare

* jvVvs po?
e “pacientii, daca tot sunt internati, sa primeasca trat iv”
Pacient cu toleranta digestiva buna
Antibiotic cu biodisponibilitate inalta (ex metronidazole)
Alternative po (amoxi/ac clav, ampi/sulbactam, clinda, FQ, CFSP gen 2a, 3a, etc)

Switch iv — po cand:
» Evolutie clinica si biologica buna
» La 72 h de afebrilitate

v'De ce?

v’ Risc mai mic de flebite / CLABSI/ septicemii

v'Risc mai mic pentru personal de a se expune la produse biologice
v'Consumuri materiale mai mici

v’ Comfort crescut al pacientului



Dezescaladare

e Situatia clinica

e Disponibilitatea datelor microbiologice

o APP

e Disponibilitatea medicatiei in spital...?@
e Evolutia pacientului

e Asumarea medicului....

 Mai ales constientizarea ca:
e Dusmanul binelui e prea binele
* Lessis more



Adaptarea dozei de antibiotic (si nu numai ATB)

e Pacienti cu:
* |nsuficienta renala
* |nsuficienta hepatica
* Greutate:
» Casexie
e Obezitate
e Varsta
e Gravitatea infectiei




Considerarea interactiunilor medicamentoase

e Rolul farmacistului de spital

* Integrator al intregii condici de prescriptie a
pacientului

e Clinician “neatent ” la acest aspect:
e Graba....
* Prea multe...
e Mai curand, lipsa reflexului de a integra toate tratamentele

e Desconsiderare a importantei inetractiunilor
medicamentoase

e Lipsa preocuparii in acest sens : pe vremea mea.....

* Din nou, COLABORAREA MEDIC-FARMACIST




fluconazole 2 metroNIDAZOLE

Applies to: fluconazole, metronidazole

Drug Interactions Checker > Search , , , , ,
Using fluconazole together with metroNIDAZOLE can increase the risk of an irregular heart rhythm that

may be serious and potentially life-threatening, although it is a relatively rare side effect. You may be more
Drug InteraCtion Report susceptible if you have a heart condition called congenital long QT syndrome, other cardiac diseases,
conduction abnormalities, or electrolyte disturbances (for example, magnesium or potassium loss due to
2 potential interactions found for the following 3 drugs:  severe or prolonged diarrhea or vomiting). Talk to your doctor if you have any questions or concerns. Your
+ fluconazole doctor may be able to prescribe alternatives that do not interact, or you may need a dose adjustment or
more frequent monitoring to safely use both medications. You should seek immediate medical attention if
* metronidazole you develop sudden dizziness, lightheadedness, fainting, shortness of breath, or heart palpitations during
' treatment with these medications, whether together or alone. It is important to tell your doctor about all
* Paracetamol (acetaminophen) - e . e .
other medications you use, including vitamins and herbs. Do not stop using any medications without first

talking to your doctor.



Drug Interaction Report

1 potentialinteractions found for the following 2 drugs;
¢ amikacin

v ibuprofen

Interactions between your drugs

| R
ibuprofen 2 amikacin

Applies to: ibuprofen, amikacin

Amikacin can sometimes cause kidney damage, and using it with ibuprofen may increase that risk,
particularly if the latter is used chronically for prolonged periods. Talk to your doctor if you have any
questions or concerns. Your doctor may already be aware of the risks, but has determined that this is the
best course of treatment for you and has taken appropriate precautions and is monitoring you closely for
any potential complications. Signs and symptoms of kidney damage may include nausea, vomiting, loss of
appetite, increased or decreased urination, sudden weight gain or weight loss, fluid retention, swelling,
shortness of breath, muscle cramps, tiredness, weakness, dizziness, confusion, and irreqular heart rhythm,
Let your doctor know if you experience some or all of these problems during treatment. It is important to
tell your doctor about all other medications you use, including vitamins and herbs. Do not stop using any

medications without first talking to your doctor,



Drug Interaction Report

1 potentialinteractions found for the following 2 drugs;
¢ amikacin

v ibuprofen

Interactions between your drugs

| R
ibuprofen 2 amikacin

Applies to: ibuprofen, amikacin

Amikacin can sometimes cause kidney damage, and using it with ibuprofen may increase that risk,
particularly if the latter is used chronically for prolonged periods. Talk to your doctor if you have any
questions or concerns. Your doctor may already be aware of the risks, but has determined that this is the
best course of treatment for you and has taken appropriate precautions and is monitoring you closely for
any potential complications. Signs and symptoms of kidney damage may include nausea, vomiting, loss of
appetite, increased or decreased urination, sudden weight gain or weight loss, fluid retention, swelling,
shortness of breath, muscle cramps, tiredness, weakness, dizziness, confusion, and irreqular heart rhythm,
Let your doctor know if you experience some or all of these problems during treatment. It is important to
tell your doctor about all other medications you use, including vitamins and herbs. Do not stop using any

medications without first talking to your doctor,



fluconazole 2 tacrolimus
Major

Applies to: fluconazole, tacrolimus

] Fluconazole may significantly increase the blood levels of tacrolimus. This may increase the risk of serious
Drug |nteraCt|0n Report side effects such as kidney problems, diabetes, nervous system disorders, hyperkalemia (high potassium
levels in the blood), high blood pressure, irregular heart rhythm, heart failure, infections, and various types
. . . of malignancies including lymphoma and skin cancer. You may need a dose adjustment if you have been
: pOtentlal interactions found for the followmg . dI'LIgSI taking tacrolimus and are starting treatment with fluconazole. Talk to your doctor if you have any questions
or concerns. Your doctor may already be aware of the interaction, but has determined that this is the best
¢ fluconazole course of treatment for you and has taken appropriate precautions and is monitoring you closely for any
potential complications. Contact your doctor if you develop signs and symptoms of infection such as fever,
(] tacroﬁmus chills, diarrhea, sore throat, muscle aches, shortness of breath, blood in phlegm, weight loss, red or
inflamed skin, body sores, and pain or burning during urination. Also seek medical attention if you
experience frequent urination, increased hunger or thirst, loss of appetite, confusion, tremor, numbness or
tingling, seizures, vision changes, sudden dizziness, lightheadedness, fainting, shortness of breath, heart
palpitations, and chest pain. It is important to tell your doctor about all other medications you use,

including vitamins and herbs. Do not stop using any medications without first talking to your doctor.



Situatie reala, pacient real

Your Drugs

Tigecycline : : .
l Metronidazole X Vancomycin X  Amiodarone X  Propofol X
* Tygaci

Enoxaparin X  Pantoprazole X Norepinephrine X  Furosemide X

Clear All



SERIOUS

Potential for serious interaction; regular monitoring by your doctor required or alternate medication
may be needed.

Propofol + Norepinephrine

Propofol increases levels of Norepinephrine by slowing drug metabolism.



MONITOR CLOSELY

Significant interaction possible (monitoring by your doctor required).

Metronidazole + Amiodarone

Metronidazole will increase the level or effect of Amiodarone by altering drug metabolism.

Norepinephrine + Furosemide

Norepinephrine and Furosemide both decrease potassium levels in the blood.

MINOR

Interaction is unlikely, minor, or nonsignificant.

Norepinephrine + Furosemide
Norepinephrine , Furosemide Mechanism: additive drug effects.

Additional Information: Low potassium (hypokalemia).






Reflex

e De a solicita examen bacteriologic
e |11 Proceduri de recoltare, care sa fie
aplicate prompt (si iarasi revenim la
reflex)

e De a aplica
e De a adapta




Medic — erori / push de prescriere

 deficit de cunostinte ale clinicianului;

e acces limitat |a teste clinice sau microbiologice;

e acces limitat la antimicrobiene;

* teama pentru prescrierea unor antibiotice cu spectru tintit
e teama de responsabilitate medico - legala

e comunicare limitata / absenta intre medici;



Cauze ale abuzului de antibiotic (2)

e infrastructura si/sau suport administrativ limitate pentru aplicarea politicii
de ATBterapie

e acces limitat la date / informatii/ ghiduri despre prescrierea ATB & lipsa
informatiilor despre rezistenta in comunitate;

* lipsa de informare?

e acceptarea limitata de catre public/pacient sau, din contra, CEREREA DE
PRESCRIERE a ATB

e accesul public la antimicrobiene fara prescriptie medicala in comunitate



Take home messages (spuse popular, dar

franc si din suflet)

Nu avem multe antibiotice disponibile

Microbii sunt mai inteligenti decat credeam (uneori, mai inteligenti si mai rapizi decat noi
— si sigur mai intelepti)

Depinde doar de noi toti ce lasam stramosilor nostri

Dezinteresul ne va afecta pe noi toti, incepand cu “EU”

Antibiotic stewardship: vital, dar valabil pt toti

Baza unui tratament antibiotic corect o reprezinta documentarea bacteriologica

Conducerea unui tratament antibiotic este similara cu cea a unei masini: necesita atentie
permanenta si adaptare din mers

Antibioticele de rezerva trebuie sa ramana DE REZERVA

Pacientii trebuie si ei informati si invatati ce au de facut; lautarescul nu ajuta, iar
antibioticele nu sunt anxiolitice

E 0 munca de echipa, in care rolul fiecaruia dintre noi (medici, producatori, farmacisti,
consumatori) este de egala importanta

/AILURS




Fiti proactivi, nu va multumiti sa va faceti
strict treaba pt care veniti la munca.

Implicati-va, fiecare dintre voi!!!

Beneficiul e al tuturor!




Si eliberati
o Si folositi

0
KEEP

CALM

AND

PRESCRIBE
ANTIBIOTICS
APPROPRIATELY




* Multumesc pentru at

. wonoraté sa imip

)
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