.'/




Prin farmacovigilenta veterinara se intelege

totalitatea activitatilor de detectare, evaluare
sistematica, validare, inregistrare, urmarire si
prevenire a reactiilor adverse la produsele
medicamentoase destinate uzului veterinar.




reactie daunatoare si neintentionata, care apare la doze
utilizate in mod normal pentru profllaX|a diagnosticul sau
tratamentul bolii sau pentru modificarea unor functii
fiziologice;

reactie adversa care:

- se finalizeaza cu moartea animalului,
- pune in pericol viata animalului,

- necesita tratamente conservative,

- duce la infirmitate / incapacitate persistenta sau semnificativa
sau la malformatii congenitale / defecte de nastere.




reactie adversa a carei natura, severitate si/sau
rezultat nu corespund mformatulor din rezumatul
caracteristicilor produsului;

reactie adversa care implineste cumulativ
prevederile literelor b si c.

reactie negativa si neintentionata care apare la om
in timpul expunerii la un medicament veterinar.




Principalele obiective:
* uzul in siguranta a medicamentelor a.u.v.;

* siguranta produselor de origine animala;

- siguranta pt. persoanele care ajung in contact cu produse a.u.v.;

* siguranta mediului.




« care conduc spre moarte,
» care se materializeaza in semne clinice de durata sau permanente,
* neasteptate nementionate in instructiuni sau pe ambalaje,

* la medicamentele a.u.v. care apar la om,

 care sunt observate dupa utilizare off-label,

- lipsa eficacitatii asteptate (posibil datorita rezistentei),
- care determina aparitia unor reziduuri nesigure,

» posibile probleme de mediu.




851/81

852/81

667/90

74/92

82/2001

28/2004 Community code relating to veterinary medicinal products




Reglementarea stabileste procedura de autorizare
centralizata pt. produsele medicamentoase de uz uman si/sau
veterinar si a stat la baza infiintarii

Odata cu adoptarea Reglementarii EMEA a devenit forul
responsabil cu toate determinarile necesare pentru:

1)
2)




Eurocpean Medicines Agency

ErrELN

organismul care raspunde de evaluarea si
supravegherea produselor medicamentoase in U.E.

Schema organigramei EMEA
(Sursa:




Acest obiectiv se poate realiza prin adoptarea rapida a instructiunilor:

Pharmaceutical Legislation Medicinal Products for Human Use
Pharmaceutical Legislation Notice to applicants and regulatory
guidelines medicinal products for human use

Scientific guidelines for medicinal products for human use

Good manufacturing practice (GMP) Guidelines

Pharmaceutical legislation Medicinal Products for Veterinary Use
Notice to Applicants and Regulatory Guidelines for Medicinal
products for veterinary use

Scientific guidelines for medicinal products for veterinary use
Maximum residue limits guidelines (MRL)

Clinical trials guidelines




Efficacy Working Party (EVP-V)
Immunologicals Working Party (WP)
Joint CHMP/CVMP Quality Working Party (QWP)

Safety Working Party (SWP-V)

Scientific Advice Working Party (SAWP-Y)

Environmental Risk Assessment Working Party (ERAWP)
Scientific Advisory Group on Antimicrobials (SAGAM)
Working Group on Quality Review of Documents (QRD)




al Rules Governing Medicinal Products in the European
Union acopera problematica medicamentelor prin volumele
de norme:

Guidelines on Pharmacovigilance for Human Use =

Guidelines on Pharmacovigilance For Veterinary Use =







Sistemul EudraVigilance, de urmarire a reactiilor adverse si
farmacovigilenta a fost infiinfat de catre EMEA in in cadrul
sistemului propriu denumit

Datele despre modul de functionare al Eudravigilance in Draftul:




este baza de date
a UE pentru raportarea reactiilor adverse suspectate
la medicamentelor veterinare.

Primul stat care a introdus la nivel legislativ national
Reglementarea a fost




conform Reglementarii UE 726/2004 contine:

sistemul general de procesare al datelor;
colecteaza, coleaza si evalueaza rapoartele adverse suspecte a.u.v.;

permite standardizarea informatiilor despre produselor medicinale cu
raportari ale reactiilor adverse a.u.v.;

sustine activitatea de farmacovigilenta si risc-management.




se adreseaza:

Autoritatilor Competente din Comisia Europeana EEA si EMEA

Profesionistilor din sanatate si publicului

Posesorilor Autorizatiilor de Comercializare




O persoana autorizata poate fi:

Qualified Person Responsible for Pharmacovigilance

conform Art. 48, Regl. 726/2004 si Art. 74, Dir. 82/2001.

The appointed EudraVigilance Deputy

numit de EMEA conform procesului de inregisrare
EudraVigilance Veterinary.




* PSUR pt. fiecare produs a.u.v., initial, din sau
interval, iar dupa primii de depunere anuala,
perioada de depunere va fi crescuta la , daca nu a mai fost
nici un fel de raportare a vreunei reactii adverse.

* posesorii autorizatiilor de comercializare a medicamentelor a.u.v.
au obligatia sa raporteze reactiile adverse serioase suspectate la
om consecutiv contactului cu acestea.

 Intro perioada de de la primirea unui asemenea raport
acesta va fi trimis catre autoritatea competenta sa asigure o
supraveghere a profilului de siguranta a produsului si sa ia
masurile care se impun.




Statistica sumara a rapoartelor pe specii tinta, exclusiv
raporturile pe om 2007~

Sursa: EMEA/CVMP/PhVWP/72829/2007/18 Feb. 2008

Animale incluse Animale Animale care au murit sau
in raport afectate au fost eutanasiate (n) rapoarte

(n) (n) (n)
Animale de renta
Bovine 8532 103
Ecvine 153 15
Porcine 6213 27
Animale de companie
Canine 791
Feline 482

lepuri si animale de blana 360

Rozatoare 11
Altele 22
Total




in medicina veterinard romaneasca, in special, cel mai
adesea, reactiile adverse pot fi identificate in subramurile:




Pentru a asigura siguranta permanenta a medicamentelor a.u.v.
este necesar un Sistem national de farmacovigilenta

Acest sistem este utilizat pentru a colecta informatii utile privind
supravegherea produselor medicamentoase, cu referire la reactiile
adverse la animale.

Centralizarea datelor pentru medicamentele veterinare este
realizata de catre ANSVSA prin




Raportul despre o reactie suspectata adversa trebuie sa contina:




Testarea de cauzalitate se va efectua folosind sistemul

Conform acestui sistem se pot constitui patru categorii de
cauzalitate:

probabil
posibil

neclasificat (informatie insuficienta pentru a
trage vreo concluzie)

putin probabil de a fi legate de medicamentului
suspicionat




Medicii practicieni pot face observatii asupra medicamentelor
telefonic, prin fax sau cel mai adesea prin formulare tip sau, daca
sunt conectati la internet, direct catre

, din cadrul DSVSCA judetene din Romania,

Acestea prin persoanele denumite efectuand mai departe
transferul de date catre cel care
permite vizualizarea intregului sistem informatic

Conectarea a la sistemul IT denumit CTS (Common Tracking System), a fost efectuat deja de
catre ANM (Agentia Nationala a Medicamentului din Romania, din 8 iunie 2006, dupa un audit
efectuat de catre EMEA in perioada 07-08.06.06).

prin documentul adoptat in
2003 se prezinta formularul:




mai culege informatii legate despre:

* Regulile de buna practica de fabricatie,
* Despre studiile clinice asupra medicamentelor,
* Despre studiile de farmacie,

* Prezinta legislatia din acest domeniu,




Prin Ordonanta nr. 42 cu privire la organizarea activitatii
veterinare (publ. in MO nr. 94. din 31/01/04) la art. 46,
pct.4 apare pentru prima oara necesitatea exprimata ca:

iar prin Ordinele cu numerele: 406, 408 si 410 (din
19.04.05) (publ. in MO nr. 461. din 31.05.05) sunt descrise
ghidurile de procedura privind:




Acesta a fost primul pas spre obisnuirea medicului veterinar cu
raportarile si anuntarea efectelor adverse la medicamentele a.u.v.

pana la adoptarea documentelor oficiale EMEA si UE ale
domeniului.

Diagnostic (motivul tratamentului, semne clinice)
Prognosticul bolii

Alte produse utilizate in timpul tratamentului (chiar si furaje tratate cu medicamente)

Mod de utilizare
Numele Data

produsului Producator Lot nr. expirarii Doza/ Calede Nr.de De la

kg adm. adm/zi ELERE]




Un formular tip european pentru farmacovigilenta a fost
propus inca din 27-28 Mai 2002 la Madrid, in cadrul
workshop-ul:




European Veterinary Pharmacovigilance Reporting Form for MAHs

Safety issues SE DER REPORT IDE TIFICATIO - CASE REF. o: 1
in animals O
in humans O Reporting country:
Lack of expected efficacy O Purchase country:
Withdrawal period issues O R _
Environmental problems m] SRS
1. ADDRESS OF COMPETE T AUTHORITY I IZA AME A D ADDRESS OF SE DER
Date complaint received by sender:
(dd/mm/yy)
Type of report: Initial [ Follow-up [ (date, case number)
Person who reported the reaction: _veterinarian __[J  owner [J] physician [J pharmacist [J] other:

|3A VETERI ARIA _ /PHYSICIA

/ PHARMACIST |

|4. A IMAL OW ER/HUMA PATIE T

Name:

Address:

Telephone No.

Name (according to the confidentiality legislation in EU country):

Address:

Telephone No.

5. A IMAL DATA

Animal characteristics (animal(s) showing signs):

0. of animals treated:

o. of animals showing signs: o. of animals died:

Batch o.:
Treatment details:

Dose/frequency:

Start date of treatment:

Did reaction abate after stopping drug ?

Did reaction reappear after reintroduction ?  yes

Expiry date:

Stop date or duration:

Species: Breed/production type:

Sex/physiological status: ~ female[J male[d  pregnant [0  neutered [0 lactating ] other:

Weight (kilos): Age:

State of health at time of treatment: good = | fair O poor a critical [ unknown [
Reason(s) for treatment (prevention against what disease(s) or initial diagnosis):

[6.PrRODUCT DATA #1 |

Trade name (include dosage form and strength): M.A. number:

Active substance(s) (I ): ATC vet code(s):

Storage details:

Route/site of administration:

Who administered the product:

veterinarian [ owner [J other [
Use according to label: yes [0  unknown [J no [J explain:
Action taken after reaction: drug withdrawn [J  dose reduced [ other [

no OJ
no [

yes [
a

not applicable [

not applicable O

List all other relevant medications given to animal(s):
Give the list of the other veterinary medicinal products used concurrently and go to special field for completion of details (page 3)




SE DER CASE REF. o:

7. REACTIO DATA (applicable for all types of adverse read ion(gatreegf)?t%ﬁmgq%égﬁig

administration of veterinary product(s)Duration of reaction:
Describe the sequence or events including administration of product(s), all clinical signs, site of reaction, severity, pertinent lab tests,

necropsy results, possible contributing factors (if necessary use extra sheet): Include details of treatment given to address this adverse
reaction.

Were the signs treated?
od Yes O

Outcome of reaction to date:

Killed/euthanised died under treatment alive with sequalae recovered unknown
No. of animals:
Date when:
IS. ATTE DI G VETERI ARIA °S LEVEL OF SUSPICIO THAT PRODUCT #1 CAUSED REACTIO I
possible [ unlikely [J no attending vet [
| 9. PREVIOUS EXPOSURE A D REACTIO (S) TO PRODUCT #1 [
Previous exposure to this product?  no [ yes O Date(s):
Previous reaction to this product? no [ yes O Describe:

De-challenge information:

[lg DETAILS OF SUSPECTED ADVERSE REACTIO (S)I HUMA S ]
Patient details Sex: Age/date of birth: Occupation (with relevance to exposure):
Date of exposure: Date of reaction:

Nature and duration of exposure, reaction details (including symptoms) and outcome:

[l 1. CAUSALITY ASSESSME T RELATED TO PRODUCT #1 I
Classification: A (probable) [ B (possible) [J O (unclassified) [J N (unlikely) [J

Reason for classification:

[12. OVERALL CAUSALITY ASSESSME T RELATED TO ALL SUSPECTED PRODUCTS ]

ame and title of person responsible for the accuracy of the information Signature Date




To replicate for each product used concurrently BE DER CASE REF. o:

6. DATA FOR PRODUCTS ADMI ISTERED CO CURRE TLY - PRODUCT # <Enter sequential number; 2 or higher>

I'rade name (include dosage form and strength): M.A. number:
Active substance(s) (I )i ATC vet code(s):
Batch o.: Expiry date: Storage details:

I'reatment details:

Dose/frequency: Route/site of administration:
tart date of treatment: Stop date or duration: Who administered the product:
veterinarian [ owner [J other [J
Use according to label: yes [J  unknown [J no [J explain:
Action taken after reaction: drug withdrawn 0 dose reduced [ other [
Did reaction abate after stopping drug? yes O no [ not applicable [
Did reaction reappear after reintroduction?  yes O no [ not applicable [

8. ATTE DI G VETERI ARIA ’S LEVEL OF SUSPICIO THAT REACTIO WAS CAUSED BY PRODUCT #

ossible ] unlikely (] no attending vet m|
9. PREVIOUS EXPOSURE A D REACTIO (S) TO PRODUCT # I

revious exposure to this product? no L] yes L] Date(s):

revious reaction to this product? no [J yes O Describe:

e-challenge information:

1. CAUSALITY ASSESSME T RELATED TO PRODUCT # I

Classification: A (probable) [ B (possible) [ O (unclassified) [ N (unlikely) [m]

eason for classification:

Acest formular a fost prelucrat intro forma simpla si apoi adoptat de catre CVMP
in 15 Junie 2005, ca o necesitate a cerintei pentru armonizarea legislatiei din

statele comunitare ca documentul:

sub denumirea de:

care a devenit formularul folosit curent in UE, ca

document de lucru.

La adresa de web:




EU Veterinary Suspected Adverse Reaction Report Form for Veterinarians & Health Professionals

I

Form to be sent to (Name and address of the Competent authority)

Veterinary Medicines Directorate
Woodham Lane, New Haw

Addlestone, Surrey
KT15 3LS

01932336618
-mail: f.dyer@vmd.defra.gsi.gov.uk

ax:

Phone:
Website:

01932 338424

http://www.vmd.gov.uk

IN CONFIDENCE

For official use only
Ref. Number:

IDENTIFICATION

NAME AND ADDRESS OF SENDER

NAME & ADDRESS/ REF.
OF PATIENT

Safety issue
in animatsC]

in humans
Lack of expected efﬁcacyD
Withdrawal period issues[_]
Environmental problems[:l

Veterinarian |_] Pharmacist [

Other [_J (according to national law)

Phone: Fax:
|PATIENT(S) Animal(s) O Human(s) a (for humans fill only age and sex below)
Species Breed Sex Status Age Weight Reason for treatment
Female O Neutered []
Male ] | Pregnant []

VETERINARY MEDICINAL PRODUCTS ADMINISTERED BEFORE THE SUSPECTED ADVERSE REACTION

(if more products are administered concurrently than the number of boxes available, please duplicate this form)

Name of the veterinary medicinal product

(VMP) administered

1

2 3

Pharmaceutical form & strength
(ex: 100 mg tablets)

Marketing Authorisation number

Batch number

Route/site of administration

Dose / Frequency

Duration of treatment /Exposure
Start Date

End Date

Who administered the VMP?
(veterinarian, owner, other)

Do you think that the reaction is due to this

product?

Yes D No D

Yes [1 No [] Yes [0 No [

Has the Marketing Authorisation Holder

(MAH) been informed?

Yes [] No [

Yes [] No [] Yes 1 No [




SUSPECTED ADVERSE | Time between Duration of the adverse

REACTION DATE administration and Number treated _ reaction ipminutes,
CuE i e e e Number reacted hours or days
days Number dead

— [ ___/DESCRIPJHON-OF THE EVENT (Sdfety issues in animals or Safety issues in humans/Lach of expected——

cf[}‘icacy/%thdrawal period issues/Environmental problems) - Please describe:

Indicate also if the reaction has been treated, how and with what and what was the result?

OTHER RELEVANT DATA (ATTACH FURTHER PAPERS IF NECESSARY e.g. investigations carried out or ongoing, a copy off
medical report for human cases)

HUMAN CASE
If the reported case refers to a human being, please also complete the details of exposure below

e Contact with treated animal
e Oral ingestion

e Topical exposure

e Ocular exposure

finger O hand [ joint X | other []

® Injection exposure

Opoo0OoOo0O

e Other (deliberate....)

Exposure dose:

If you do not agree that your complete name and address are send to the MAH if further information requested, please tick the box. O

Date: Place: Name and signature of sender:

Contact point (phone) (if different from the number on page 1)




in prezent se efectueaza demersurile tehnice pentru vizualizarea
hartii electronice a Romaniei in EU, pentru ca acesta sa fie
complet functional.

incercand o ierarhizare, motivele instalarii reactiilor nedorite sunt:




SNMP

Alte protocoale

Ro

Am—— Internet

N Schema de baza a
“7 &7 EudraNET

Router Router

Eudack

Globix line

Firewal

Servicii
Eudranet

Sursa: www.ebaltics.com/Forum2005/Presentations/eHealth/Gatis_Ozolins.ppt - modificat




* Monitorizarea profilului de siguranta pt. produsele
medicinale de pe teritoriul Romamiei,

 Luarea masurilor adecvate,

» Controlul firmelor producatoare de medicamente in
legatura cu cerintele UE legate de farmacovigilenta,

* Raportarea catre EMEA a tuturor suspected efectelor
adverse serioase din tara in zZile de la
since primirea raporturilor,

 Tranzitia la sistemul electronic de raportare.







reactii adverse la utilizare in conformitate cu prospectul;

reactii adverse in cazul in care medicamentul nu a fost folosit in
conformitate cu prospectul (la alte specii, alte moduri, cai,
doze);

observatii legate de intarzierea partiala sau totala in aparitia
efectului terapeutic;

reactii adverse la oameni in timpul utilizarii la pacientii animali a
produselor a.u.v.;

observatii legate de prezenta posibilelor reziduri in organismul
animal;

observatii legate de poluarea mediului cu medicamente;







