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Terapie medicamentoasa copii vs adulti

- Farmacodinamica diferita

- Efect diferit al “gazdei”

- Efecte secundare diferite

- Stadiul de dezvoltare poate afecta efectul
(dorit sau secundar!)

- “Programming by drugs”

- Studii insuficiente la copii BJCP Etshiouratof e
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How children's responses to drugs differ from adults
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Terapie medicamentoasa copii vs adulti

- Medicamente herecomandate la copii
- Medicamente folosite off label
- Medicamente recomandate dar fara

formulari pediatrice in Romania



The Journal of Pediatric
Pharmacology and Therapeutics

Abcut | Authors | Subscribe

J Pediatr Pharmacol Ther. 2020; 25(3): 175-191. doi: 10.5863/1551-6776-25.3.175

PMCID: PMC7134587 | PMID: 32265601

Key Potentially Inappropriate Drugs in Pediatrics: The KIDs List

e Aspirina (Kawasaki, AVC ischemic, chirurgie
CV)

* Fluorochinolone (FC, ITU complicate,
pneumonii severe)

 Sildenafil (HTP)
e Siropuri pt tuse si raceala



Terapie medicamentoasa copii vs adulti

- Medicamente herecomandate la copii
- Medicamente folosite off label
- Medicamente recomandate dar fara

formulari pediatrice in Romania
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Off-label use of medicines in neonates, infants,
children, and adolescents: a joint policy statement Exyen bt
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 The Academia Europeana de Pediatrie si
Societatea Europeana de Farmacologie
Perinatala si Pediatrica au emis un
document care permite utilizarea
medicamentelor in regim off-label la
copii cand Si
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Benefit-Risk Assessment of Off-Label Drug Use in Children: The Bravo Framework



No
Unmet medical need? REJECT OFF-LABEL USE
Yes l

Off-label use recommended
by professionalll guidelines?

Yes l

* Intended off-label use
based on positive risk-
benefit assessment.

Benefit Risk assessment Yes
readily available?
(guideline, drug handbook)

* Inform patient/parents.
* Routine informed decision

No

BRAVO

BENEFITS >> RISKS BENEFITS & RISKS BENEFITS << RISKS
UNKNOWN

Positive risk-benefit
assessment.

* Inform patient &

parents, document EXPERIMENTAL USE REJECT OFF-LABEL
informed decision USE

DOCUMENT, REPORT AND PUBLISH
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RISK TOLERANCE FOR THE USE OF ONDANSETRON FOR
GASTROENTERITIS-INDUCED NAUSEA AND VOMITING

Arrbea are uncomiort.
symptoms for both the child and parent, but do not need treatment in

general. Editorial board members do not bave conflicts of interest (as



FROM THE AMERICAN ACADEMY OF PEDIATRICS | POLICY STATEMENT | MARCH 01 2014

Off-Label Use of Drugs in Children G333

COMMITTEE ON DRUGS; Kathleen A. Neville, MD; Daniel A.C. Frattarelli, MD; Jeffrey L. Galinkin, MD; Thomas P. Green, MD; Timothy D. Johnson, DO;
MMM ; lan M. Paul, MD; John N. ¥an Den Anker, MD

Pediatrics (2014) 133 (3): 563-567.

1.Decizia ramane a medicului.
1.Prospect/ ANM
2.Dovezi stiintifice - inclusiv rezultatele
negative!
2.Utilizare off label In caz de situatii legate
de medicamentul Tnsusi - de ex lipsa din
depozit



Journal of Asthma and Allergy Dove

3 REVIEW

Management of Pediatric Chronic Spontaneous

Urticaria: A Review of Current Evidence and
Guidelines

Cetirizine 6 to <12 months: 2.5 mg | Hypersensitivity Drowsiness, | Can be used during the last
daily headache trimester of pregnancy.

| to <2 years: 2.5 mg once
daily

2 to 5 years: 2.5-5 mg daily

6 to || years: 5~10 mg daily

z|2 years: 10 mg daily

Levocetirizine 26 months to =5 years: | Hypersensitivity, end-stage renal Diarrhea,

1.25 mg daily disease, hemodialysis, patients =1 | drowsiness

® 6 to |l years: 2.5 mg daily years with renal impairment
® |2 years: 5 mg daily




Terapie medicamentoasa copii vs adulti

- Medicamente nerecomandate la copii

- Medicamente folosite off label

- Medicamente recomandate dar fara
formulari pediatrice in Romania
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Long-term antibiotics for preventing recurrent urinary tract

infection in children (Review)

Due to the unpleasant acute illness caused by UTI and the risk of
pyelonephritis-induced permanent kidney damage, many children
are given long-term antibiotics aimed at preventing recurrence.

2019



Drug Risk/Rationale ‘Recommendation Strength of Recommendation  Quality of Evidence
Hexachiorophena™ Neuwratoxicity Avaid in neonates Strang High
Indinawvir® Nephrolithiasis Avold in children Strang High
Hypertilirubinemia Avoid in neonates Strang Low
ermectn (oral)**= Encephalopathy Avoid in <1 year Weak Low
Lamotrigine™ Serious skin rashes Caution in chikdrer: titration needed Strang High
Lidocaine 2% viscous™ Seizures, arrhythmia, death {due to CNS  Avoid in infants for teething Strong High
deprassion, selzures, of dysriythmias)
Linaclotide™ Death from dehydration Avold In <6 years Waak Very low
Lindanahae Selzure, spasm Avold In <% years or Modecate Low
<50 kg
Loperamide™ llews, lethacgy Avoid in infams for acute infectious Strong High
carthea
Macroldas™ " Hypertrophic pylorc stenosls Avold In neonates, Lnless troating Strong High
Azithremycin BardeteNo peviussis [azithromycin). or
Erythromycin (oral and Chiomydéa trachomatis pneumania
Intravenous) {azithromycin and erythromycn}
Consider riskhenafa ratio whan using
for wreaplasma {azithromycin}
Malathion™ Increased abscrption lorganophosphate Avoid in <1 year Weak Very low
polsening)
Maperdine®™ Respiratory depression Avald In neonates Strang High
Caution in children
Midazolam™ Severe intraventricular hemormage, Avoid in very low birth weight Strong High
penvaentricular leukomalacia, or death naonates
Mineral oll, ceal*” Upld preumenitis Avold In <1 year Strong Low
Naloxone ™™ Selzure Avold In neonates for postpartum Strang High
fesuscitation
Nitroturantoin' > Hemolytic anemia Avoid In neonates Weak Very low
Olanzapine®? Metabalic syndrome {weight gain, Caution long-term use (#24 weeks| In  Strong High
hypeslipidamia, hyperglycemia} chidren
Opium tincture'! Respratory depressian Avoid in neonates Strang High

Caution in children




Exp Ther Med. 2021 Jul; 22(1): 748.
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Antibiotic resistance patterns of urinary tract pathogens in children from Central

Romania
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Figure 3. E. coli resistance pattern.
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E.coli  Klebsiella Pseudomonas  Proteus  Enterococus  Morganella  Enterobacter

ATB/Uropathogen (%) (%) (%) (%) (%) (%) (%)
Nalidixic acid 7.11 1.81 <l <l <1 <l <l
_Amikacin 794 <l <1 <1 <l <1 <l
Amoxicillin 33.05 6.04 <l 362 <1 1.25 1.81
Ampicillin 5648 7.85 <l 5.13 <1 1.25 2.09
Cefepime 7.94 4.53 1.25 2.09 <1 <1 2.09
Cefotaxime 10.04 4.53 <l 209 1.25 <1 1.81
Ceftazidime 1046 3.32 1.67 1.25 1.25 <1 209
Ceftriaxone 3.34 1.25 <l <1 1.25 <1 1.67
Cefuroxime 12.13 1.25 1.25 1.67 1.25 <1 2.09
Ciprofloxacin 12.13 3.92 <1 1.25 1.67 <1 1.25
Colistlin 1.67 <1 <l <1 <1 <1 <1
Ertapenem 0.83 2.09 <l <l <1 <1 1.25
Gentamicin 7.11 3.02 3.32 1.67 1.81 <1 1.25
Imipenem 2.09 <l <1 <1 <l <1 <l
Linezolid <1 <1 <l <1 <1 <1 <1
Meropenem 1.25 <l <l <l <1 <1 <l
Netilmicin <1 <1 <l <l <1 <1 <1
Nitrofurantoin 6.69 1.81 <l 1.81 <1 <1 <1
Norfloxacin 15.06 423 <l 1.67 <1 <1 <1
Oxacillin <1 <1 <l <l <1 <1 <1
Piperacillin 7.94 0.83 <] <1 <1 <1 <]

Piperacillin/tazobactam 10.04 241 1.25 <l <1 <1 209



Rezistenta bacteriana la
antibiotice




Penicillium colony
Staphylococei under-

woiny lysis.

N il st:llnll.\'lu('l weal
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SURVEILLANCE REPORT

Antimicrobial consumption in the
EU/EEA (ESAC-Net)

Annual Epidemiological Report for 2021

Romania s-a mentinut la aceeasi rata de utilizare de antibiotic
ca tn urma cu 10 ani (> 25 doze zilnice/ 1000 persoane).
Consumul la nivelul Uniunii Europene este plafonat la 16 doze

zilnice/ 1000 persoane




Table 1. Total consumption {community and hospital sector) of antibacterials for systemic use (ATC
group J01), EUJEEA and UK, 20123-2021 (expressed as DDD per 1 000 inhabitants per day)

2015 | PEEE | F0QT | 3010

Austria 116 | BE | BE MiA WA
Beigum M6 M2 MO MA | MI ZRE | 223 A I&T | 174 i A43%
Buigaria 174 | 1BE FLO 201 | 193 205 | 211 BT 227 | M4 t 18%
Criatia ma o 2 194 197 BT 186 tBA | 18E | 157 183 1 -1.1%
Cyprir 5.1 239 | 12 ME B4 M0 IO M1 2RO IS0 - (L1
Canchia 163 | 124 1317 My WA
Denmark 174 | 175 171 175 | 170 162 | 155 153 143 | M4 i 2.0%
Esteria 12,8 1:0 | 1% 181 120 116 118 11 | 185 0 10 1 -2 1%
Frlaul A 186 190 1&1 174 157 154 147 0 118 113 1 . 5%
Frande B7 259 | 4% 256 258 M 253 151 283 HE 1 -2 1%
Gemany FA -1
Gresce 99 /B IO TNE [ 311 M2 ML | M1 21 1S - -25%
Hufajary 141 145 | 152 158 144 146 148 144 102 119 - -1.3%:
[k 19.7 | 1594 ALy M4 193 | 185 0 168 A, R'A
Iretand 0 | 26 MO D0 | 20 25 | 224 128 186 | 178 - -18%
katy M5 | 252 M5 M5 | M0 HSI 214 | AT 184 175 i 17
Laftwia 125 | 123 126 130 | 129 135 | 134 135 119 | 118 - 1%
Lighazania 15.F 171 | 151 1568 166 166 183 160 141 137 - -1.3%:
Liberrinng NG %0 | 132 BSOS RBE O IRL Ha o 1610 159 A %
Halta ME | 72 224 2F | 09 126 | M2 MT | 166 | 158 i -20%
Kesherands n5 105 03 104 | 101 9B %7 | 95 85 A3 i -30%
borwEry 1792 172 | 6% 166 162 157 153 149 119 0 | -2 1%
Polared 22 M1 R0 IS4 M4 336 145 02 - 0%
IS0 . T T ] s Tl - L . =505,
255 | %H 266 B0 M4 M5 | 51 258  I5.F | 257 - 1%

Ak By D2 12 HMI | OB o &0 a3 14 16D i -23%
L] 132 133 131 133 1¥0 0 934 0 1%2 | 130 1aE 0 102 | - 0%
1571 1820 | 1RAT 1A XS WA M3 M9 | 196 200 F'A B

el 153 14 | 140 135 1% 128 134 0 118 | 104 1ld 1 -4, 5%
h.”lll-" 21,2 & 1.2 217 309 04 203 198 164 164 1 -2, H
e Kingoim ;5 | M@ M2 87| A4 14K IRZ A WA
gk EEEA*| 223 | w0 | ar |23 | s x| s o | 1| sk L.
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Community consumption of antibacterials for systemic use
(ATC group J01)

In 2021, the EU/EEA population-weighted mean consumption of antibacterials for systemic use in the community (i.e.
outside of hospitals) was 15.0 DDD per 1 000 inhabitants per day, ranging from 7.2 in Austria to 24.3 in Romania
(Figure 2).

Figure 2. Community consumption of antibacterials for systemic use (ATC group J01), EU/EEA countries,
2021 (expressed as DDD per 1 000 inhabitants per day)
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The two ::nunims that exceeded their 2019 community cunsumhm in 2021 (Bulgaria and Romania) were also the
two countries with the highest community consumption, exhibiting a worrying divergence from improvements shown
in the other EU/EEA countries. Examination of trends in consumption of ATC level 3 sub-groups for the community
sector (downloadable tables D1-D7) and proportional consumption of these groups compared to the EU/EEA mean
(Table 2, Figure 3) can help countries determine where there is potential for reductions.




Studiul STAR 2022

 49% - antibioticele = eficiente pentru durerile in gdt;

* 23% s-ar simti anxiosi sa fie tratati pentru boli respiratorii fara
antibiotice;

msunt Ingrijorati de rezistenta la antibiotice,
* | #5965t fiei e Fesatiiiedicdifid eraarin e ceipyieptoniele;
. ?é%{gféwfé"fgle‘c\?\rtﬂﬁ%lfliéeﬂe disponibile la cerere de |a

a ; .

* 35% cred ca ar trebui sa fie disponibile fara prescriptie medicala;

e 46% sunt de acord ca ar trebui pastrate antibioticele ramase
pentru data viitoare cand familia se imbolnaveste

https://www.medichub.ro/stiri/studiu-jumatate-dintre-romani-iau-antibiotice-pentru-
raceli-comune-sau-dureri-in-gat-id-7224-cmsid-2



Comercializare si prima detectare a
rezistentei

1940 1950 1960 1970 1980 1990 2000 2010
, : : ! ,
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1950 1960 1970 1980 1990 2000 2010
Harbarth et al, Antimicrob Resist Infect Control. 2015; 4: 49.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4652432/
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(Antimicrobial resistance surveillance in Europe, ECDC, 2014).

Pseudomonas aeruginosa.

Percentage (%) of invasive isolates with combined resistance ( = 3 antimicrobial
groups among piperacillin + tazobactan, ceftazidime, fluoroquinolones,
amynoglycosides and carbapenems)
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(Antimicrobial resistance surveillance in Europe, ECDC, 2014).
Klebsiella pneumoniae

Percentage (%) of invasive isolates with combined resistance to
fluoroquinolones, third generation cephalosporins and aminoglycosides



- < 1%

1% 10 ¢ 5%

£ 5% 10 < 10%

= 10% 10 < 25%
- 25% 10 < 50%
- > 50%

=== No data reported or less than 10 Isolates
-1 Not Included

Non-visible countries

[ Liechtensteln
= Luxembourg
0 Malta

(Antimicrobial resistance surveillance in Europe, ECDC, 2014).

Escherchia coli
Percentage (%) of invasive isolate with combined resistance to third generation

cephalosporin, fluorochinolones and aminoglycosides



Ce e de facut?

Respiratory tract infections (self-
limiting): prescribing antibiotics

Clinical guideline
Published: 23 July 2008
. K/euid 269

A no antibiotic prescribing strategy or a delayed antibiotic prescribing strategy
should be agreed for patients with the following conditions:

acute otitis media

acute sore throat/acute pharyngitis/acute tonsillitis
e common cold

e acute rhinosinusitis

» acute cough/acute bronchitis.



Ce e de facut?

Respiratory tract infections (self-
limiting): prescribing antibiotics

Clinical guideline
Published: 23 July 2008
. K/euid 069

Depending on clinical assessment of severity, patients in the following subgroups can
also be considered for an immediate antibiotic prescribing strategy (in addition to ano

antibiotic or a delayed antibiotic prescribing strategy):
 bilateral acute otitis media in children younger than 2 years
e acute otitis media in children with otorrhoea

* acute sore throat/acute pharyngitis/acute tonsillitis when three or more Centor

criteria are present.



Ce e de facut?

Sinuzita si otita medie: « Atb nu au efect pe durere
* virusuri-40-75%

* Pneumococ — 25-50%

* 1/4000 sansd de protectie
fata de complicatii

e Hib 15-30% - 50% beta lactamaza + De obicei

S—

e Moraxella 3-20% - 100% beta lactamaza remit
spontan

—



Ce e de facut?

FROM THE AMERICAN ACADEMY OF PEDIATRICS | CLINICAL PRACTICE GUIDELINE | NOVEMBER 012014

Clinical Practice Guideline: The Diagnosis, Management, and Prevention of
Bronchiolitis G

8. Clinicians should not administer
antibacterial medications to in-
fants and children with a diagno-
sis of bronchiolitis unless there
is a concomitant bacterial infec-
tion, or a strong suspicion of one
(Evidence Quality: B; Recommen-
dation Strength: Strong Recom-
mendation).




European Society for Pediatric Gastroenterology,
Hepatology, and Nutrition/European Society for Pediatric
Infectious Diseases Evidence-Based Guidelines for the
Management of Acute Gastroenteritis in Children in
Europe: Update 2014

9.4.1 Antimicrobial Therapy of Bacterial
Gastroenteritis

% ESPGHAN

Antibiotic therapy for acute bacterial gastroenteritis is
not needed routinely but only for specific pathogens or in
defined clinical settings (Va, D) (strong recommendation,
low-gquality evidence).

Salmonella Gastroenteritis

Antibiotic therapy is not effective on symptoms and
does not prevent complications. It is associated with a pro-
longed fecal excretion of Salmonella. Therefore, antibiotics
should not be used in an otherwise healthy child with Salmo-
nella gastroenteritis (I, A) (strong recommendation, moderate-
quality evidence).




Ce e de facut?

NU moldaminizare
NU Azitromicina in angine/

infectii streptococice
dovedite




Ce e de facut?

Recomandari off label?
Greseli?
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