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OZNAMENIE
Ministerstva zahranicnych veci Slovenskej republiky

Ministerstvo zahrani¢nych veci Slovenskej republiky oznamuje, ze 14. maja 1962 bol v Strasburgu
prijaty Eurépsky dohovor o vymene reagencii na urcovanie krvnych skupin a 1. januara 1983 bol v
Strasburgu prijaty Dodatkovy protokol k Europskemu dohovoru o vymene reagencii na uréovanie
krvnych skupin. V mene Slovenskej republiky dohovor a dodatkovy protokol k dohovoru boli
podpisané 4. septembra 2002. Narodna rada Slovenskej republiky vyslovila suhlas s dohovorom a
dodatkovym protokolom k dohovoru uznesenim ¢. 388 zo 4. jula 2003. Prezident Slovenskej
republiky ratifikoval dohovor 23. oktébra 2003 a dodatkovy protokol k dohovoru ratifikoval 31.
oktobra 2003. Ratifika¢né listiny boli ulozené u generalneho tajomnika Rady Eurépy, depozitara
dohovoru a dodatkového protokolu k dohovoru, 28. novembra 2003. Eurépsky dohovor o vymene
reagencii na urcovanie krvnych skupin nadobudol platnost 14. oktébra 1962 na zaklade ¢lanku 8
a pre Slovensku republiku nadobudol platnost 29. decembra 2003 na zaklade c¢lanku 8.
Dodatkovy protokol k Eurépskemu dohovoru o vymene reagencii na urcovanie krvnych skupin
nadobudol platnost 1. januara 1985 na zaklade c¢lanku 2 ods. 2 a pre Slovensku republiku
nadobudol platnost 29. decembra 2003 na zaklade ¢lanku 3.
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K oznameniu ¢. 297
2004 Z. z.

EUROPSKY DOHOVOR

O VYMENE REAGENCII NA URCOVANIE KRVNYCH SKUPIN

Vlady signatarskych clenskych Statov Rady Eurdpy, bertic do uvahy skuto¢nost, Ze reagencie na
urcovanie krvnych skupin nie st dostupné v neobmedzenych mnozZstvach, beruc do uvahy
skutocnost, Ze je nanajvys zZiaduce, aby si ¢lenské krajiny v duchu eurépskej solidarity v pripade
potreby navzajom pomahali pri zabezpecovani dostatoéného mnozstva tychto reagencii, bertuc do
uvahy, ze taka vzajomna pomoc je mozna iba v pripade, Ze sa charakter a spoésob pouzivania
tychto reagencii na typizaciu krvnych skupin podriadi spolo¢ne vypracovanym pravidlam a Ze sa v
tejto oblasti upravia spolu s udelenim prislusnych vynimiek aj dalSie moznosti dovozu, sa dohodli
takto:

Clanok 1

Na ucely tohto dohovoru sa pod pojmom ,reagencie na urcovanie krvnych skupin“ rozumeja
reagencie humanneho, zvieracieho, rastlinného a iného pévodu pouzivané na stanovenie krvnych
skupin a detekciu skupinovych inkompatibilit.

Ktorakolvek zo zmluvnych stran moéze prostrednictvom vyhlasenia, adresovaného generalnemu
tajomnikovi Rady Eurépy pri podpisovani tohto dohovoru alebo pri ukladani ratifika¢nej listiny,
listiny o schvaleni alebo pristapeni k nemu, obmedzit aplikaciu tohto dohovoru na reagencie na
urcovanie krvnych skupin humanneho poévodu. Také vyhlasenia mozno prostrednictvom
notifikacie adresovanej generalnemu tajomnikovi Rady Eurépy kedykolvek stiahnuft.

Clanok 2

Zmluvné strany sa zavazuju, ze poskytnu tieto reagencie inym zmluvnym stranam, ktoré ich
budu surne potrebovat, za predpokladu, Zze budi mat dostatocné zasoby pre vlastnii potrebu,
pricom si za to budu uctovat len naklady na ziskanie, spracovanie a dopravu tychto reagencii, a ak
to prichadza do tivahy aj naklady na ich kupenie.

Clanok 3

Reagencie na urcovanie krvnych skupin sa ostatnym zmluvnym stranam poskytna pod
podmienkou, Ze sa nepouziju na ucel zisku, Ze sa budu pouzivat vyluéne na zdravotné ucely a ze
sa poskytnu organom/institaciam urcenym vladami prislusnych krajin.

Clanok 4

Zmluvné strany potvrdia, Zze sa dodrzali vSetky ustanovenia, ktoré su uvedené v protokole k
tomuto dohovoru.

Zmluvné strany sa takisto podriadia vsSetkym pravidlam, ktoré sa v ramci medzinarodnej
Standardizacie v tejto oblasti zaviazali dodrziavat.

VSetky dodavky reagencii na urcovanie krvnych skupin budu sprevadzat -certifikaty,
potvrdzujuce, Ze boli pripravené v sulade so Specifikaciami uvedenymi v protokole. Certifikat sa
vyhotovi na zaklade vzoru, ktory je uvedeny v prilohe protokolu.

Protokol a jeho prilohy predstavuju administrativne opatrenia a vlady zmluvnych stran tohto
dohovoru ho mé6zu novelizovat alebo k nemu pridat dodatky.
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Clanok 5

Zmluvné strany podniknu vSetky potrebné opatrenia, aby reagencie na urcovanie krvnych
skupin, ktoré sa poskytli inym zmluvnym stranam, boli oslobodené od cla, dani a inych platieb.

Zmluvné strany takisto podniknu vSetky potrebné opatrenia na zabezpecenie rychlej a ¢o mozno
najpriamejsej dodavky tychto reagencii ich prijimatelovi, uvedenému v ¢lanku 3 tohto dohovoru.

Clanok 6

Zmluvné strany si prostrednictvom generalneho tajomnika Rady Eurépy vzajomne poskytnu
zoznam inStitacii opravnenych na vydavanie certifikatov, uvedenych v ¢lanku 4 tohto dohovoru.

Zmluvné strany si poskytnu aj zoznam inStitacii opravnenych na distribuiciu dovezenych
reagencii na urcovanie krvnych skupin. VSade, kde to bude mozné, by mali byt tieto inStitucie
identické s institiiciami uvedenymi v ¢lanku 6 Eur6opskeho dohovoru o vymene terapeutickych
latok Iudského povodu.

Clanok 7

Tento dohovor moézu podpisat ¢lenské staty Rady Eur6py, ktoré sa stanu jeho zmluvnymi stranami
a) po jeho podpise bez potreby jeho ratifikacie alebo schvalenia,

b) po jeho podpise vyzadujucom si ratifikaciu alebo schvalenie, ktoré bude nasledovat.
Ratifika¢né listiny alebo listiny o schvaleni tohto dohovoru sa ulozia u generalneho tajomnika
Rady Eurépy.

Clanok 8

Tento dohovor nadobudne platnost jeden mesiac po tom, ako ho traja clenovia Rady Eurépy v
stulade s ¢lankom 7 podpiSu bez potreby ratifikacie alebo schvalenia, alebo po tom, ako ho
ratifikujua alebo schvalia.

Pre kazdy dalsi c¢lensky stat Rady Eurépy, ktory podpiSe dohovor bez potreby jeho dalSej
ratifikacie alebo schvalenia alebo ktory tento dohovor ratifikuje, alebo schvali, nadobudne dohovor
platnost jeden mesiac po datume podpisu alebo jeden mesiac po ulozeni ratifikaénej listiny alebo
listiny o schvaleni.

Clanok 9

Po tom, ako tento dohovor nadobudne platnost, méze Vybor ministrov Rady Eurépy prizvat
ktorykolvek neclensky stat, aby k nemu pristupil. Také pristipenie nadobudne platnost jeden
mesiac po ulozeni prislusnej listiny o pristapeni u generalneho tajomnika Rady Europy.

Clanok 10
Generalny tajomnik Rady Eur6épy bude clenské Staty Rady Eurdpy a pristupujice Staty
informovat:

a) o datume nadobudnutia platnosti tohto dohovoru a o Statoch, ktoré ho podpisali bez vyhrad z
hladiska ratifikacie alebo schvalenia alebo ktoré ho ratifikovali alebo schvalili,

b) o uloZeni listin o pristupeni, ktoré sa uskutocnilo na zaklade ¢lanku 9,
c) o akomkolvek vyhlaseni alebo oznameni prijatom v sulade s ustanoveniami ¢lanku 1 ods. 2,

d) o akomkolvek oznameni prijatom v sulade s ¢lankom 11 a datumom nadobudnutia jeho
platnosti,

e) o akejkolvek novelizacii protokolu a jeho prilohy, uskuto¢nenej na zaklade ¢lanku 4.
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Clanok 11
Platnost tohto dohovoru sa stanovuje na dobu neurcitu.

Ktorakolvek zo zmluvnych stran modze uplatnovanie tohto dohovoru zrusif; vykona tak
prostrednictvom prislusného vyrozumenia adresovaného s jednoro¢nym predstihom generalnemu
tajomnikovi Rady Europy.

Na dékaz suhlasu s uvedenym textom podpisané vlady, riadne na to opravnené podpisali tento
dohovor.

Dané v Strasburgu 14. maja 1962 v anglickom a franctizskom jazyku, pricom obe znenia, z
ktorych jeden vytlacok bude ulozeny v archive Rady Eurépy, maju rovnaku platnost. Generalny
tajomnik Rady Eur6py odovzda overené kopie kazdej podpisujucej a pristupujucej vlade.
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PROTOKOL K EUROPSKEMU DOHOVORU O VYMENE REAGENCII NA URCOVANIE KRVNYCH
SKUPIN

VSEOBECNE USTANOVENIA
1. Specificita

Reagencie na typizaciu krvnych skupin!) musia reagovat so vSetkymi vzorkami krvi
obsahujucimi antigén homologicky s protilatkou alebo inou latkou uvedenou na oznaceni
tychto chemikalii.

Ked sa reagencia pouziva spdsobom odporucanym vyrobcom, nesmu byt pritomné a/alebo
zjavné nasledujuce faktory alebo javy:

a) hemolytické vlastnosti,
b) protilatky alebo iné latky okrem tych, ktoré st uvedené na oznaceni,

c) bakterialne produkty, ktoré by mohli byt zodpovedné za faloSne pozitivne alebo faloSne
negativne reakcie,

d) pseudoaglutinacia spésobena vznikom rouleaux,
e) fenomén prozony.

2. Ucinnost
Titer sa stanovuje pomocou dvojnasobného riedenia sledovanej reagencie v prisluSnom médiu.
Ku kazdému riedeniu sa prida rovnaky objem suspenzie cervenych krviniek. Titer je obratena
hodnota ¢isla predstavujuceho najvyssie riedenie séra, pri ktorom sa eSte dostavi reakcia,
pricom pri vypocte riedenia sa do celkového objemu nezapocitava objem suspenzie cervenych
krviniek.
V pripade anti-A, anti-B a dalSich reagencii urcenych pre sklickové testy sa avidita vyjadruje
ako ¢as, za ktory dojde na sklicku k aglutinacii.

3. Medzinarodné Standardy a medzinarodné jednotky
Spomedzi reagencii na typizaciu krvnych skupin stanovila Medzinarodna zdravotnicka
organizacia (WHO) medzinarodné Standardy pre anti-A, anti-B a inkompletny anti-D a v
stanovovani medzinarodnych Standardov pre iné reagencie na typizaciu krvi sa pokracuje.
Pripravok medzinarodného Standardu obsahuje podla definicie isty pocet medzinarodnych
jednotiek na mg alebo ml a takato definicia nezavisi od zistenych titrov proti danému
pripravku cervenych krviniek.?2)

4. Stabilita a datum expiracie
Kazda z reagencii, ak sa skladuje v podmienkach odporuc¢anych vyrobcom, by si mala
zachovat pozadované vlastnosti najmenej jeden rok.
Datum expiracie reagencie v tekutom stave, ktory sa uvadza na jej oznaceni, nebude
presahovat jeden rok odo dna, ked sa vykonal uspokojivy test ucinnosti reagencie. Po
opakovani testu téinnosti mozno datum expiracie prediZit o dalsi rok.
Datum expiracie reagencii v suchom stave tak, ako je uvedeny na oznaceni, bude v sulade s
vysledkami vySetreni sktimajiicich jeho stabilitu a bude schvaleny narodnym kontrolnym
organom.

5. Uchovavanie

Reagencie na stanovenie krvnych skupin mozno uchovavat bud v tekutom, alebo v suchom
stave. Suché reagencie sa musia uchovavat v sklenenej nadobe, v ktorej boli vysusené a ktora
musi byt zatvorena sposobom vylucujucim vnikanie vlhkosti. Takti nadobu treba uchovavat v
atmosfére inertného plynu alebo vo vakuu. VysuSena reagencia nesmie stratit pri skuske
pozostavajucej z dalSieho vysusania pod oxidom fosforeénym pri tlaku nepresahujicom 0,02
mm ortufového stlpca po¢as 24 hodin viac ako 0,5 percenta hmotnosti.

Reagencie by sa mali pripravovat za aseptickych podmienok a nemali by obsahovat
bakterialnu kontaminaciu. V zaujme zabranenia pomnoZeniu baktérii mézu kompetentné
narodné organy rozhodnut, aby sa — pod podmienkou, Ze pritomnost dalsich aditiv neovplyvni
poziadavky na Specificitu a ucinnost reagencii — do reagencie (alebo do rozpustadla
dodavaného so suchym preparatom) pridali antiseptika a/alebo antibiotika.
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10.

w
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Séra Tudského pévodu pouzivané na stanovenie krvnych skupin musia obsahovat najmenej
2,5 mg bielkovinného dusika na mililiter rekonstituovaného séra.

Reagencie, ¢i uz dodané v tekutom stave, alebo po rekonstituovani, musia byt priehladné a
nesmu obsahovat akykolvek sediment, gél alebo volInym okom viditelné tuhé partikuly.

Zafarbenie

Reagencie na typizaciu krvnych skupin urcené na medzinarodnu vymenu by podla moznosti
nemali byt umelo prifarbované prinajmensom dovtedy, kym sa v otazke jednoty celého
systému nedosiahne medzinarodna dohoda. Akékolvek pridané farbivo nesmie interferovat so
Specificitou reagencie.

Distribucia a objem

Reagencie pouzivané na typizaciu krvnych skupin by sa mali distribuovat takym spoésobom a v
takych objemoch, aby bolo mnozZstvo reagencie v jednej nadobke dostatoéné na to, aby sa
okrem stanovovania neznamych vzoriek dali vykonat aj testy s negativnymi a pozitivnymi
cervenymi krvinkami. Objem reagencie v jednej nadobke by mal byt taky, aby sa v pripade
potreby dali vykonat aj prislusné testy na tuc¢innost popisané v tomto protokole.

Zaznamy a vzorky

Laboratérium produkujuce dané reagencie by malo viest pisomné zaznamy o vSetkych krokoch
uskutocnenych pocas pripravy a testovania reagencii na typizaciu krvnych skupin. Adekvatne
mnozstva vzoriek vsetkych reagencii by sa mali v takom laboratériu uchovavat az do chvile,
ked mozno opravnene predpokladat, Ze dana Sarza sa uz nepouziva.

Klasifikacia reagencii

Reagencie, pouzivané na urcovanie krvnych skupin, moézu obsahovat latky Iudského,
zvieracieho a rastlinného (alebo anorganického) povodu. Niektoré z nich predstavuju vlastnu
aktivnu zlozku a ostatné sluzia ako pridavné zlozky na zvyraznenie aktivity alebo zachovanie
stability reagencie.

Z technickych doévodov boli tieto reagencie v zavislosti od svojho pévodu a aktivneho principu
rozdelené do troch kategorii. Neznamena to vSak, ze reagencie Iudského povodu obsahuju
zlozky vylu¢éne ludského pdvodu alebo Ze reagencie zvieracieho alebo rastlinného poévodu
nemozu obsahovat isté zlozky Iudského povodu.

Oznacovacie etikety, sprievodné letaciky a certifikaty
Na kazdu nadobku bude pripevnena etiketa s napisom v anglickom a francuzskom jazyku
vytlacenym ¢iernym pismom na bielom papieri, obsahujica nasledujiice informacie:

meno a adresu vyrobcu;
nazov reagencie tak, ako je uvedené v hlavicke prislusnej Specifikacie;

nazov a mnozstvo antiseptika a/alebo antibiotika, ak je/su pritomné, resp. zmienka o jeho/ich
nepritomnosti;

objem alebo v pripade, ak je reagencia v suchom stave, objem a zloZenie roztoku potrebného
na jeho rekonstituciu;

datum expiracie;

Cislo Sarze.

Okrem toho bude taka informac¢na etiketa alebo informacna etiketa Skatule, obsahujucej
viacero konecénych nadobiek, obsahovat aj nasledujuce informacie:

plny nazov a adresu vyrobcu;

nazov reagencie, ako je uvedeny v hlavicke prislusnej Specifikacie;

objem alebo v pripade, Ze ide o suchy preparat, objem a zloZenie roztoku potrebného na
rekonstituciu;

datum posledného testu na tic¢innost;

datum expiracie (ak je stanoveny);

Cislo Sarze;

primerany opis navodu na pouzitie odporuc¢aného vyrobcom;

podmienky skladovania neotvorenych ampuliek a pokyny, ako s nimi zaobchadzat po otvoreni;
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9.
10.

presné zlozenie vratane antiseptika a/alebo antibiotika, ak bolo/boli pridané;

vyhlasenie, ¢i vyrobok obsahuje, alebo neobsahuje material ludského povodu.

Kazda zasielka bude sprevadzana certifikatom tak, ako to stanovuje ¢clanok 4 dohovoru alebo
priloha tohto protokolu. Priklad takych nalepiek a sprievodnych letacikov je uvedeny v tomto
protokole.

ZVLASTNE USTANOVENIA

A. SERA NA URCOVANIE KRVNYCH SKUPIN LUDSKEHO POVODU

(@)
(@)

(ii)

(iii)

SERA LUDSKEHO POVODU NA STANOVENIE SKUPIN A, B A O

Anti-A sérum (ludské)

Anti-A sérum pochadza z krvi vybranej skupiny osob s krvnou skupinou B, ktoré bud boli,
alebo neboli imunizované cervenymi krvinkami skupiny A alebo Specifickou substanciou
skupiny A. Anti-A sérum sposobuje aglutinaciu Iudskych cervenych krviniek obsahujtcich
antigén A, t. j. takych, ktoré pochadzajii od osob s krvnou skupinou A a AB vratane podskupin
A, A,, A\B a A,B a nesposobuje aglutinaciu takych Tudskych cervenych Kkrviniek, ktoré
neobsahuju antigén A, t. j. takych, ktoré pochadzaju od oséb s krvnou skupinou O a B.
Ucinnost

Titracia

Anti-A sérum sa bude titrovat oddelene suspenziami ¢ervenych krviniek skupiny A, A, aAB
sucasne s rekonstituovanym, ale nezriedenym Medzinarodnym Standardnym preparatom séra
na stanovenie krvnej skupiny A alebo s inym ekvivalentnym referenénym preparatom.
Ucinnost séra nebude ani v jednom pripade nizSia ako 64 Medzinarodnych jednotiek na
mililiter.

Stanovenie avidity

Ak sa zmieSa na sklicku sérum anti-A s rovnakym objemom suspenzie cervenych krviniek
skupiny A,, A, a A,B, v ktorej sa objemovy podiel krviniek pohybuje od 0,05 po 0,1, potom by
k aglutinacii kazdej zo suspenzii nemalo ddjst neskor ako za dvojnasobok ¢asu, ako ked sa ten
isty test vykona s rekonstituovanym, ale nezriedenym Medzinarodnym Standardnym
preparatom séra na stanovenie krvnej skupiny A alebo s inym referenénym preparatom
vyznacujucim sa podobnou aviditou.

Anti-B sérum (ludskeé)

Anti-B sérum pochadza z krvi vybranej skupiny oséb s krvnou skupinou A, ktoré bud boli,
alebo neboli imunizované cervenymi krvinkami skupiny B alebo Specifickou substanciou
skupiny B. Anti-B sérum spoésobuje aglutinaciu ITudskych ¢ervenych krviniek obsahujucich
antigén B, t. j. takych, ktoré pochadzaju od oséb s krvnou skupinou B a AB, a nespodsobuje
aglutinaciu takych cervenych krviniek, ktoré neobsahuju antigén B, t. j. takych, ktoré
pochadzaju od osob s krvnou skupinou O a A.

Ucinnost

Titracia

Anti-B sérum sa bude titrovat oddelene suspenziou cervenych krviniek skupiny B stucasne s
rekonstituovanym, ale nezriedenym Medzinarodnym Standardnym preparatom séra na
stanovenie krvnej skupiny B alebo s inym ekvivalentnym referenénym preparatom. U¢innost
séra nebude ani v jednom pripade niZsia ako 64 Medzinarodnych jednotiek na mililiter.
Stanovenie avidity

Ak sa zmieSa na sklicku sérum anti-B s rovnakym objemom suspenzie cervenych krviniek
skupiny B, v ktorej sa objemovy podiel krviniek pohybuje od 0,05 po 01, potom by k
aglutinacii kazdej zo suspenzii nemalo dojst neskor ako za dvojnasobok ¢asu, ako ked sa ten
isty test vykona s rekonstituovanym, ale nezriedenym Medzinarodnym Standardnym
preparatom séra na stanovenie krvnej skupiny A alebo s inym referenénym preparatom
vyznacujucim sa podobnou aviditou.

Sérum anti-A + anti-B (krvna skupina 0) (fludské)

Sérum anti-A + anti-B (krvna skupina 0) pochadza z krvi vybranej skupiny osob s krvnou
skupinou O, ktoré bud boli, alebo neboli imunizované cervenymi krvinkami skupiny A a B
alebo Specifickou substanciou typu A a B. Sérum anti-A + anti-B (skupina 0) spodsobuje
aglutinaciu Iudskych ¢ervenych krviniek obsahujucich antigén A alebo B, alebo obidva z nich,
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(b)

(i)

t. j. takych, ktoré pochadzaju od 0sob s krvnou skupinou A, vratane podskupin A, a A, a B a
AB vratane podskupin A;B a A, B, a nespoésobuje aglutinaciu takych Tudskych cervenych
krviniek, ktoré neobsahuju antigén A ani B, t. j. takych, ktoré pochadzaju od oséb s krvnou
skupinou 0. Sposobuje aglutinaciu Tudskych cervenych krviniek obsahujacich antigén A (PS,
alebo A, ktoré vo vSeobecnosti nie su aglutinované sérom anti-A ziskanym od darcov s krvnou
skupinou B).

Ucinnost

Titracia

Sérum anti-A + anti-B (krvna skupina 0) sa bude titrovat oddelene suspenziou cervenych
krviniek skupiny A, a A, sucCasne s rekonsStituovanym, ale nezriedenym Medzinarodnym

Standardnym preparatom séra na stanovenie krvnej skupiny A alebo s inym ekvivalentnym
referenénym preparatom. Bude sa tiez titrovat so suspenziou cervenych krviniek typu B
paralelne s rekonstituovanym, ale nezriedenym Medzinarodnym sStandardom séra na
stanovenie skupiny B alebo s inym ekvivalentnym referenénym pripravkom.

Ucinnost séra nebude ani v jednom pripade nizSia ako 64 Medzinarodnych jednotiek na
mililiter.

Sérum anti-A + anti-B (krvna skupina 0) bude v nezriedenom stave sposobovat aj ihned
detegovatelnu aglutinaciu ¢ervenych krviniek skupiny A, (1%, alebo A,).

Stanovenie avidity

Ak sa zmieSa na sklicku sérum anti-A + anti-B (krvna skupina 0) s rovnakym objemom
suspenzie cervenych krviniek typu A, a A,, v ktorej sa objemovy podiel krviniek pohybuje od
0,05 po 0,1, potom by k aglutinacii kazdej zo suspenzii nemalo doéjst neskor ako za
dvojnasobok casu, ako ked sa ten isty test vykona s rekonsStituovanym, ale nezriedenym
Medzinarodnym Standardnym preparatom séra na stanovenie krvnej skupiny A alebo s inym
referencnym preparatom vyznacujucim sa podobnou aviditou. Ak sa zmieSa na sklicku sérum
anti-A + anti-B (krvna skupina 0) s rovnakym objemom suspenzie cervenych krviniek typu B, v
ktorej sa objemovy podiel krviniek pohybuje od 0,05 po 0,1, potom by k aglutinacii kazdej zo
suspenzii nemalo dojst neskor ako za dvojnasobok ¢asu, ako ked sa ten isty test vykona s
rekonstituovanym, ale nezriedenym Medzinarodnym sStandardnym pripravkom séra na
stanovenie krvnej skupiny A alebo s inym referenénym pripravkom vyznacujicim sa podobnou
aviditou. Ak sa zmiesSa na sklicku sérum anti-A + anti-B s rovnakym objemom suspenzie
cervenych krviniek skupiny A (Ay a A,), v ktorej sa objemovy podiel krviniek pohybuje od 0,05
po 0,1, potom by sa mali pri teplote medzi 18 °C a 25 °C pozorovat prvé priznaky aglutinacie
najneskor do piatich minut.

SERA LUDSKEHO POVODU NA STANOVENIE Rh FAKTORA

Séra na stanovenie krvného Rh faktora, bez ohladu na svoju Specificitu, mozno v zavislosti od
podmienok pouzivanych pri aglutinacii homologickych cervenych krviniek rozdelit do dvoch
skupin. Séra, oznacované bezne ako ,kompletné“, sposobuju aglutinaciu ¢ervenych krviniek
resuspendovanych vo fyziologickom roztoku. Pri inych sérach, oznacovanych bezZzne ako
sinkompletné“, mozno dosiahnut aglutinaciu iba v pritomnosti istych koloidov, ako napriklad
hovadzieho sérového albuminu, alebo pomocou inych Specidlnych postupov. Séra by sa mali
pouzivat za podmienok Specifikovanych laboratériom, ktoré ich pripravilo.

Niektoré ,inkompletné* séra budu na sklicku aglutinovat homologické cervené krvinky
rozpustené vo vlastnom sére alebo v plazme.

Po zabezpeceni dostupnosti Medzinarodného Standardného pripravku bude pravdepodobne
potrebné podrobit revizii poziadavky na ucinnost sér na stanovenie Rh faktora uvedené v
nasledujucom texte.

Sérum anti-D (anti-Rh,) (Tudské)

Sérum anti-D sa ziska z krvi jednej osoby alebo viacerych os6b imunizovanych D antigénom
Rh systému. Reaguje s ludskymi c¢ervenymi krvinkami obsahujucimi D antigén, ale nie s tymi
Iudskymi ¢ervenymi krvinkami, ktoré tento antigén neobsahuju.

Uéinnost

Titracia

Titer ,kompletného* anti-D séra vo¢i bunkam CcDee v roztoku obsahujicom 9 gramov
chloridu sodného na liter nesmie byt mensi ako 32.
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(ii)

(iii)

(iv)

(@)
(@)

Jnkompletné“ anti-D sérum sa bude titrovat voci ¢ervenym krvinkam typu CcDee a paralelne
aj voci rekonstituovanému alebo nezriedenému pripravku Medzinarodného sStandardu
inkompletného anti-D (anti-Rh), alebo voci inému referencnému pripravku. Ucinnost séra

anti-D nebude mensSia ako 32 medzinarodnych jednotiek. Okrem reakcie so vsetkymi
c¢ervenymi krvinkami obsahujucimi antigén D by malo sérum podla mozZnosti reagovat aj s
krvinkami obsahujtcimi antigén Dv.

Stanovenie avidity

Séra anti-D urcené na pouzitie v teste podla Diamonda a Abelsona na sklicku by mali po
zmieSani s rovnakym objemom 40 % az 50 % suspenzie krviniek CcDee viest pri 40 °C k
viditeInej aglutinacii do 30 sekund a po 120 sekundach by mala byt aglutinacia kompletna.

Sérum anti-C (anti-Rh) (ludské)

Sérum anti-C je ziskané z krvi jednej osoby alebo viacerych osdb imunizovanych C antigénom
Rh systému. Reaguje s ITudskymi cervenymi krvinkami obsahujucimi C antigén, ale nie s tymi
Iudskymi c¢ervenymi krvinkami, ktoré tento antigén neobsahuju. V tejto suvislosti sa
predpoklada, Ze pojem antigén C zahina aj antigén Cv.

Vacsina sér typu anti-C pozivanych na diagnostické ucely obsahuje spolo¢ne s ,kompletnym*
anti-C aj ,inkompletné“ anti-D. Tieto séra su preto pre antigén C Specifické iba v pripade, ak
su vySetrované cervené Krvinky resuspendované v roztoku obsahujicom v jednom litri 9
gramov chloridu sodného.

Ucinnost

Titracia

Titer anti-C (¢i uz ,kompletného*, alebo ,inkompletného®) séra vo¢i bunkam Ccddee by nemal
byt mensi ako 8.

Stanovenie avidity

Anti-C séra urcené na pouzitie v teste podla Diamonda a Abelsona na sklicku (a ktoré nesmu
obsahovat stopy anti-D) by mali po zmieSani s rovnakym objemom suspenzie krviniek Ccddee
s objemovou frakciou od 0,4 do 0,5 viest pri priblizne 40 °C k viditelnej aglutinacii do 30
sekund a po 120 sekundach by mala byt aglutinacia kompletna.

Sérum anti-E (anti-Rh) (ludské)

Sérum anti-E je ziskané z krvi jednej osoby alebo viacerych os6b imunizovanych E antigénom
Rh systému. Reaguje s ITudskymi ¢ervenymi krvinkami obsahujucimi E antigén.

Ucinnost

Titracia

Titer anti-E sér (¢i uz ,kompletnych®, alebo ,inkompletnych“) vo¢i bunkam ccddEe by nemal
byt mensi ako 8.

Stanovenie avidity

Anti-E séra urcené na pouzitie v teste podla Diamonda a Abelsona na sklicku (a ktoré nesmu
obsahovat stopy anti-D) by mali po zmieSani s rovnakym objemom suspenzie krviniek ccddEe
s objemovou frakciou od 0,4 do 0,5 viest pri pribliZzne 40 °C k viditelnej aglutinacii do 30
sekund a po 120 sekundach by mala byt aglutinacia kompletna.

Sérum anti-D + C (anti-Rh,, Rh) (ludske)
Sérum anti-D + E [anti—RhO Rh) (ludské) Séra so Specificitou typu anti-D + C a anti-D + E

mozno ziskat priamo z krvi imunizovanych jedincov alebo ich mozZno pripravit zmieSanim séra
anti-D so sérom anti-C alebo anti-E. V danom sére musia byt v podmienkach uvedenych
vyrobcom aktivne obe protilatky sucasne. Kazdé sérum musi reagoval so vSetkymi typmi
cervenych krviniek, ktoré by reagovali s kazdou z protilatok a ktoré tvoria zlozky antiséra, a
nesmie reagovat s ¢ervenymi krvinkami neobsahujiucimi v pripade anti-D + C ani antigén D,
ani antigén C a v pripade anti-D + E ani antigén D, ani antigén E. Hodnota titrov by nemala
byt nizsia, ako je hodnota udana pre kazdu zo zlozkovych protilatok, ale v pripade séra anti-D
C (¢o je kombinacia, ktora je bezna v krvi imunizovanych os6b) je ziaduce, aby titer zlozky
anti-E nebol nizsi ako 8. V pripadoch antisér urcenych na pouzitie v teste podla Diamonda a
Abelsona na sklickach by aglitunacné casy pre vsSetky reagujuce typy cervenych krviniek
nemali byt nizSie ako tie, ktoré su udané pre jednotlivé zlozkové protilatky. B. REAGENCIE
INEHO AKO LUDSKEHO POVODU

SERA ZVIERACIEHO POVODU

Sérum anti-A (zvieracie)
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(ii)

(iii)

Sérum anti-A je ziskané z krvi zvierat, ktoré bud boli, alebo neboli imunizované cervenymi
krvinkami skupiny A alebo Specifickou substanciou typu A. Anti-A sérum spoésobuje
aglutinaciu ludskych cervenych krviniek obsahujucich antigén A, t. j. takych, ktoré
pochadzaju od os6b s krvnou skupinou A a AB vratane podskupin A;, A,, A\B a A,B a
nesposobuje aglutinaciu takych Iudskych cervenych krviniek, ktoré neobsahuju antigén A, t. j.
takych, ktoré pochadzaju od osob s krvnou skupinou O a B.

Ucinnost

Titracia

Sérum anti-A sa bude titrovat oddelene suspenziami cervenych krviniek skupiny A, A, a A,B
sucasne s rekonstituovanym, ale nezriedenym pripravkom Medzinarodného Standardu séra na
stanovovania krvnej skupiny A alebo s inym ekvivalentnym referenénym pripravkom (1).
Ucinnost séra nebude ani v jednom pripade nizSia ako 64 Medzinarodnych jednotiek na
mililiter.

Stanovenie avidity

Ak sa zmieSa na sklicku sérum anti-A s rovnakym objemom suspenzie cervenych krviniek
skupiny A,, A, a A,B, v ktorej sa objemovy podiel krviniek pohybuje od 0,05 po 0,1, potom by
k aglutinacii kazdej zo suspenzii nemalo ddjst neskér ako za dvojnasobok ¢asu, ako ked sa
tento isty test vykona s rekonstituovanym, ale nezriedenym Medzinarodnym Standardnym
pripravkom séra na stanovenie krvnej skupiny A alebo s inym referenénym pripravkom
vyznacujucim sa podobnou aviditou.

Sérum anti-B (zvieracie)

Sérum anti-B je odvodené z krvi zvierat, ktoré bud boli, alebo neboli imunizované ¢ervenymi
krvinkami skupiny B alebo Specifickou substanciou typu B. Sérum anti-B spodsobuje
aglutinaciu ludskych c¢ervenych krviniek obsahujucich antigén B, t. j. takych, ktoré
pochadzaju od oséb s krvnou skupinou B a AB, a nesposobuje aglutinaciu takych Iudskych
cervenych krviniek, ktoré neobsahuju antigén B, t. j. takych, ktoré pochadzaju od oso6b s
krvnou skupinou O a A.

Ucinnost

Titracia

Sérum anti-B sa bude titrovat oddelene suspenziou cervenych krviniek skupiny B sti¢asne s
rekonstituovanym, ale nezriedenym Medzinarodnym sStandardnym pripravkom séra na
stanovovanie krvnej skupiny B alebo s inym ekvivalentnym referenénym pripravkom.!)
Ucinnost séra nebude ani v jednom pripade nizsia ako 64 Medzinarodnych jednotiek na
mililiter.

Stanovenie avidity

Ak sa zmieSa na sklicku sérum anti-B s rovnakym objemom suspenzie cervenych krviniek
skupiny B, v ktorej sa objemovy podiel krviniek pohybuje od 0,05 po 0,1, potom by k
aglutinacii kazdej zo suspenzii nemalo dojst neskor ako za dvojnasobok ¢asu, ako ked sa tento
test vykona s rekonstituovanym, ale nezriedenym Medzinarodnym Standardnym pripravkom
séra na stanovenie krvnej skupiny B alebo s inym referenénym pripravkom vyznacujucim sa
podobnou aviditou.

Antisérum proti ludskému globulinu (zvieracie)?)

Antisérum proti Iudskému globulinu urcené na pouzitie v oblasti serolégie krvnych skupin
musi obsahovat aglutinujuce protilatky proti imunoglobulinu IgG a aglutinujiice protilatky
vo¢i komplementu. Je ziskané z krvi zvierat imunizovanych injekciou ludskych sérovych
proteinov. Musi sposobit aglutinaciu vsetkych ludskych cervenych krviniek s naviazanym
Iudskym IgG a/alebo komplementom. Za podmienok uvedenych vyrobcom nebude aglutinovat
Iudské cervené krvinky bez naviazaného IgG a/alebo komplementu bez ohladu na to, do akej
krvnej skupiny patria. Specificita Specificitu antiséra proti ludskému globulinu uré¢eného na
pouzitie v oblasti sérologie krvnych skupin je potrebné testovat pomocou Iudskych ¢ervenych
krviniek s naviazanymi rozlicnymi protilatkami, t. j. s cervenymi krvinkami senzibilizovanymi
Iudskymi inkompletnymi protilatkami typu anti-D, anti-K a anti-Fy», ¢ervenymi krvinkami
senzibilizovanymi komplement-viazucimi protilatkami typu anti-Le* v pritomnosti c¢erstvého
Iudského séra a cervenymi Kkrvinkami senzibilizovanymi takzvanymi ,inkompletnymi
chladovymi protilatkami“, dalej cervenymi krvinkami senzibilizovanymi Iudskym IgG a
nakoniec 10 rozlicnymi vzorkami nepokrytych ludskych ¢ervenych krviniek s pritomnosfou a
bez pritomnosti antigénov A a B.

Ucinnost
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(b)
W)

(ii)

Titracia

Antisérum proti ludskému globulinu tak, ako je dodané, alebo po zriedeni odporucenom na
etikete bude sposobovat silnu aglutinaciu Iudskych cervenych krviniek pokrytych ludskym
inkompletnym antisérom typu anti-D, ktorého titer vo¢i D-pozitivnym krvinkam je 4 (alebo
nizsi), pricom titracia sa vykonava pomocou metody nahrady albuminu. Pri rovnakom riedeni
bude toto antisérum aglutinovat aj K-pozitivne Iudské cervené Kkrvinky senzibilizované
vybranymi slabymi protilatkami typu anti-K a Fy= pozitivnhe cervené krvinky senzibilizované
vybranymi slabymi protilatkami typu anti-Fy=.

Pri rovnakom i pri inom riedeni uvedenom na etikete bude spoésobovat aglutinaciu ludskych
cervenych krviniek senzibilizovanych slabymi komplement-viazucimi inkompletnymi
protilatkami typu anti-Le* v pritomnosti cerstvo pripraveného séra.

Pre Kklinické pouzitie je ziaduce, aby bolo naviazanie vSetkych typov inkompletnych protilatok
detekovateIné pomocou jediného riedenia antiséra proti ludskému globulinu.

REAGENCIE NA URCOVANIE KRVNYCH SKUPIN RASTLINNEHO POVODU

Reagencie na stanovovanie krvnych skupin typu anti-A (rastlinného pévodu)

Reagencia typu anti-A sa pripravuje pomocou extrakcie zo semien alebo z casti vhodnej
rastliny, po ktorej nasleduje v pripade potreby dalSia purifikacia. Reagencia typu anti-A
sposobuje aglutinaciu ludskych ¢ervenych krviniek obsahujucich antigény A, t. j. tie, ktoré su
pritomné v Kkrvi skupiny A a AB, vratane podskupin A,, A,, A|\B a A,B, a nesposobuje
aglutinaciu Iudskych cervenych krviniek, ktoré antigény A neobsahuju, t. j. patriacich do
krvnych skupin O a B.

Ucinnost

Titracia

Reagencia typu anti-A sa bude titrovat oddelene suspenziami cervenych krviniek skupiny A,
A, a A,B sucasne s rekonstituovanym, ale nezriedenym pripravkom medzinarodného

Standardu séra na stanovenie krvnej skupiny A, alebo s inym ekvivalentnym referen¢nym
pripravkom.!) Potencia séra nebude ani v jednom pripade nizSia ako 64 Medzinarodnych
jednotiek na mililiter.

Stanovenie avidity

Ak sa zmieSa na sklicku reagencia typu anti-A s rovnakym objemom suspenzie cervenych
krviniek skupiny A,, A, a A,B, v ktorej sa objemovy podiel krviniek pohybuje od 0,05 po 0,1,
potom by k aglutinacii kazdej zo suspenzii nemalo dojst neskor ako za dvojnasobok ¢asu, ako
ked sa ten isty test vykona s rekonStituovanym, ale nezriedenym Medzinarodnym
Standardnym pripravkom séra na stanovenie krvnej skupiny A, alebo s inym referencnym
pripravkom vyznacujucim sa podobnou aviditou.

Reagencie na stanovenie krvnej skupiny typu anti-B (rastlinného pévodu)

Reagencia typu anti-B sa pripravuje pomocou extrakcie zo semien alebo z inych casti vhodnej
rastliny, po ktorej nasleduje v pripade potreby dalSia purifikdcia. Reagencia typu anti-B
sposobuje aglutinaciu Iudskych ¢ervenych krviniek obsahujucich antigény B, t. j. tie, ktoré su
pritomné v krvi skupiny B a AB, a nesposobuje aglutinaciu Iudskych ¢ervenych krviniek, ktoré
antigény B neobsahuju, t. j. patriacich do krvnych skupin O a A.

Ucinnost

Titracia

Reagencia typu anti-B sa bude titrovat oddelene suspenziami cervenych krviniek skupiny B
sucasne s rekonstituovanym, ale nezriedenym pripravkom Medzinarodného Standardu séra na
stanovenie krvnej skupiny B alebo s inym ekvivalentnym referenénym pripravkom.?) U¢innost
séra nebude ani v jednom pripade nizsia ako 64 Medzinarodnych jednotiek na mililiter.
Stanovenie avidity

Ak sa zmieSa na sklicku reagencia typu anti-B s rovnakym objemom suspenzie cervenych
krviniek skupiny B, v ktorej sa objemovy podiel krviniek pohybuje od 0,05 po 0,1, potom by k
aglutinacii kazdej zo suspenzii nemalo dojst neskor ako za dvojnasobok ¢asu, ako ked sa ten
isty test vykona s rekonstituovanym, ale nezriedenym Medzinarodnym Standardnym
pripravkom séra na stanovenie krvnej skupiny B, alebo s inym referenénym pripravkom
vyznacujucim sa ekvivalentnou aviditou.

PRIKLADY ETIKIET

RADA EUROPY

Eurépsky dohovor o vymene reagencii na urcovanie krvnych skupin
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Identicky francuzsky text

(a) Tekuté sérum

. Laboratérium ............ , Amsterdam
. Anti-A sérum (ludské)

. Azid sodny 0,1 %

.5ml

. 7. september 1965

.¢.1234

O ULk WN —

Identicky francuzsky text

(b) Suché sérum

. Laboratérium .............. , Amsterdam

. Anti-B sérum (zvieracie)

. Mersalat 0,1 %

. Rekonstituovat v 5 ml destilovanej vody
. 31. december 1968

.¢.4321

O ULk WN —
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9.

N o e W

PRIKLADY INFORMACNEHO LETACIKA
RADA EUROPY
Europsky dohovor o vymene reagencii na urcovanie krvnych skupin

Centralne transfiizne laboratérium, Hlavna ul. ¢. 1, Metropolis, kdekolvek
Anti-E (anti-Rh) sérum (fudské)

10 ml

Datum posledného testovania: 30. maja 1961

Datum expiracie: 30. maja 1962

C. 5432

Cervené krvinky, ktoré budu testované, sa raz alebo viackrat premyju roztokom chloridu
sodného (9 g NaCl na 1 liter). Suspenzia erytrocytov s objemovou frakciou priblizne 0,03 sa
pripravi zmieSanim jedného objemu alebo kvapky sedimentu erytrocytov s 30 objemai, alebo
s kvapkami izotonického roztoku NaCl. Po nadobudnuti istych skusenosti je mozné hustotu
suspenzie posudit aj volnym okom. Pomocou pasteurovej pipety sa do aglutinaé¢nej skumavky
(6 mm x 30 mm) prenesie kvapka séra a podobnym spdsobom sa k nej prida suspenzia
cervenych krviniek. (Po nadobudnuti istych skusenosti je moZzné dosiahnut uspornost
stanovenia tak, Ze sa budu objemy séra aj suspenzie nanasat pomocou pipety s oznac¢enym
objemom 10 ml.) Obsah skimavky sa premieSa a necha sa inkubovat 2 hodiny pri teplote 37
°C. Potom sa obsah skumavky opatrne prenesie na mikroskopické sklicko a jemne sa po nom
rozotrie. V pripade, Ze aglutinaciu nemozno jednoznac¢ne rozoznat volnym okom, jej pritomnost
a rozsah sa overia pod mikroskopom.

Skladovat pri teplote —20 °C alebo nizSej. Ak sa bude roztok pouzivat aj po dni jeho otvorenia,
treba k nemu pridat 0,1 ml roztoku azidu sodného s koncentraciou 100 gramov NaN, na liter.

Ludské anti-E (anti-Rh) sérum: 5 ml, roztok hovadzieho sérového albuminu (300g/liter): 5 ml.

10. Tento produkt obsahuje material ludského povodu.
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PRILOHA K PROTOKOLU

RADA EUROPY

Europsky dohovor o vymene reagencii na urcovanie krvnych skupin
Certifikat

(clanok 4)
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NEODSTRANOVAT ZO ZASIELKY

............................................................ 19,

(miesto) (datum)
Pocet balickov Podpisany potvrdzuje, Ze zasielka uvedenanalavomokraji . . . ... ..o
e e
O U

so Specifikaciami uvedenymi v protokole k dohovoru a méze sa
ihned dorucit adresatovi, ktory je (nazov a miesto)

(peciatka) (podpis) (funkcia)
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DODATKOVY PROTOKOL K EUROPSKEMU DOHOVORU O VYMENE REAGENCII NA URCOVANIE
KRVNYCH SKUPIN

Clenské staty Rady Eurépy, zmluvné strany Eurépskeho dohovoru zo 14. maja 1962 o vymene
reagencii na urcovanie krvnych skupin (dalej len ,,dohovor®),

majuc na zreteli ustanovenie clanku 5 ods. 1 dohovoru, podla ktorého ,Zmluvné strany podniknu
vsetky potrebné opatrenia, aby oslobodili reagencie na urcovanie krvnych skupin, ktoré im daju k
dispozicii iné strany, od vsetkych dovoznych platieb®,

majuc na zreteli skutocnost, ze ak sa to tyka clenskych sStatov Europskeho hospodarskeho
spolocenstva, zavazok poskytnut toto oslobodenie spada do kompetencie FEurépskeho
hospodarskeho spolocenstva, ktoré disponuje potrebnymi pravomocami v tomto smere, ktoré mu
priznava zmluva, ktorou bolo zalozené,

a preto s ohladom na to, Ze na ucely implementacie clanku 5 ods. 1 dohovoru je nevyhnutné, aby
sa Europske hospodarske spolocenstvo stalo zmluvnou stranou dohovoru,

dohodli sa takto:

Clanok 1

Eurépske hospodarske spolocenstvo sa moze stat zmluvnou stranou dohovoru podpisanim tohto
dohovoru. Vo vztahu k Eurépskemu hospodarskemu spolocenstvu tento dohovor nadobudne
ucinnost prvy den mesiaca nasledujuceho po jeho podpise.

Clanok 2

1. Tento dodatkovy protokol bude predloZeny na prijatie zmluvnym stranadm dohovoru. Platnost
nadobudne prvy den mesiaca nasledujuceho po tom, ako posledna zmluvna strana ulozi listinu o
prijati u generalneho tajomnika Rady Europy.

2. Ak vsak ziadna zo zmluvnych stran neoznami namietku proti nadobudnutiu platnosti, tento
dodatkovy protokol nadobudne platnost po uplynuti dvoch rokov odo dna, ked bol predlozeny na
prijatie. Ak bude oznamena takato namietka, uplatni sa odsek 1 tohto ¢lanku.

Clanok 3

Tento dodatkovy protokol bude odo dna nadobudnutia platnosti tvorit neoddelitelni sucast
dohovoru. Od tohto datumu sa nebude moct Ziadny Stat stat zmluvnou stranou dohovoru bez
toho, aby sa stucasne nestal zmluvnou stranou dodatkového protokolu.

Clanok 4

Generalny tajomnik Rady Europy upovedomi clenské Staty Rady Eurépy, vsetky sStaty, ktoré
pristupili k dohovoru, a Eurdpske hospodarske spolocenstvo o vsetkych prijatiach a namietkach
podla ¢lanku 2 a o datume nadobudnutia platnosti tohto dodatkového protokolu podla ¢lanku 2.
Generalny tajomnik tiez upovedomi Europske hospodarske spolocenstvo o vsetkych aktoch,
oznameniach a koreSpondencii vztahujucich sa na dohovor.

Dané v Strasburgu 29. septembra 1982 v anglickom a vo franctuzskom jazyku a predlozené na
prijatie od 1. januara 1983. Obe znenia maju rovnaku platnost a budu uloZzené po jednej kopii v
archive Rady Europy. Generalny tajomnik Rady Europy doruci overené kopie vsetkym clenskym
Statom Rady Europy, vsetkym Statom vyzvanym na pristipenie k dohovoru a Eurépskemu
hospodarskemu spolocenstvu.
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K oznameniu €. 297/2004 Z. z.

EUROPEAN AGREEMENT
ON THE EXCHANGE OF BLOOD-GROUPING REAGENTS

The signatory governments of the member States of
the Council of Europe,

Considering that blood-grouping reagents are not
available in unlimited quantities;

Considering that it is most desirable that member
countries, in a spirit of European solidarity, should
assist one another in the supply of these
blood-grouping reagents, should the need arise;

Considering that such mutual assistance is only
possible if the character and use of such
blood-grouping reagents are subject to rules laid down
jointly by the member countries and if the necessary
import facilities and exemptions are granted,

Have agreed as follows:
Article 1

For the purposes of this Agreement, the expression
"blood-grouping reagents” refers to reagents of human,
animal and plant and other origin, used for
blood-grouping and for the detection of blood
incompatibilities.

Any Contracting Party may, by a declaration
addressed to the Secretary General of the Council of
Europe, when signing this Agreement or depositing its
instrument of ratification or approval, or accession,
limit the application of this Agreement to
blood-grouping reagents of human origin. This
declaration may be withdrawn at any time, by
notification addressed to the Secretary General of the
Council of Europe.

Article 2

The Contracting Parties undertake, provided that
they have sufficient stocks for their own needs, to make
blood-grouping reagents available to other Parties who
are in urgent need of them and to charge only those
costs of collection, processing and carriage of such
substances and the cost (if any) of their purchase.

Article 3

Blood-grouping reagents shall be made available to
the other Contracting Parties subject to the condition
that no profit is made on them, that they shall be used
solely for medical purposes and shall be delivered only
to bodies designated by the governments concerned.

Article 4

The Contracting Parties shall certify that the
provisions as laid down in the Protocol to this
Agreement have been observed.

They shall also comply with any rules to which they
have subscribed with regard to international
standardisation in this field.

All consignments of blood-grouping reagents shall be
accompanied by a certificate to the effect that they were
prepared in accordance with the specifications in the
Protocol. This certificate shall be based on the model to
be found in the Annex to the Protocol.

The Protocol and its Annex constitute an
administrative arrangement and may be amended or
supplemented by the governments of the Parties to this
Agreement.

Article 5

The Contracting Parties shall take all necessary
measures to exempt from all import duties the
blood-grouping reagents placed at their disposal by the
other Parties.

They shall also take all necessary measures to
provide for the speedy delivery of these substances, by
the most direct route, to the consignees referred to in
Article 3 of this Agreement.

Article 6

The Contracting Parties shall forward to one another,
through the Secretary General of the Council of
Europe, a list of the bodies empowered to issue
certificates as provided in Article 4 of this Agreement.

They shall also forward a list of bodies empowered to
distribute = imported blood-grouping reagents.
Wherever possible these bodies should be the same as
those referred to in Article 6 of the European
Agreement on the Exchange of Therapeutic Substances
of Human Origin.

Article 7

The present Agreement shall be open to the signature
of Members of the Council of Europe, who may become
Parties to it either by:

a) signature without reservation in respect of
ratification or approval, or
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b) signature with reservation in respect of ratification
or approval, followed by ratification or approval.

Instruments of ratification or approval shall be
deposited with the Secretary General of the Council of
Europe.

Article 8

The present Agreement shall enter into force one
month after the date on which three Members of the
Council shall, in accordance with Article 7, have signed
the Agreement without reservation in respect of
ratification or approval or shall have ratified or
approved it.

In the case of any Member of the Council who shall
subsequently sign the Agreement without reservation
in respect of ratification or approval or who shall ratify
or approve it, the Agreement shall enter into force one
month after the date of such signature or the date of
deposit of the instrument of ratification or approval.

Article 9

After the entry into force of this Agreement, the
Committee of Ministers of the Council of Europe may
invite any non-member State to accede to the present
Agreement. Such accession shall take effect one month
after the date of deposit of the instrument of accession
with the Secretary General of the Council of Europe.

Article 10

The Secretary General of the Council of Europe shall
notify Members of the Council and acceding States:

a) of the date of entry into force of this Agreement and
of the names of any Members who have signed
without reservation in respect of ratification or
approval or who have ratified or approved it;

b) of the deposit of any instrument of accession in
accordance with Article 9;

c) of any declaration or notification received in
accordance with the provisions of Article 1,
paragraph 2;

d) of any notification received in accordance with
Article 11 and its effective date;

e) of any amendment of the Protocol and of its Annex
under Article 4, paragraph 4.

Article 11

The present Agreement shall remain in force
indefinitely.

Any Contracting Party may terminate its own
application of the Agreement by giving one year’s notice
to that effect to the Secretary General of the Council of
Europe.

In witness whereof the undersigned, duly authorised
thereto by their respective Governments, have signed
the present Agreement.

Done at Strasbourg, this 14th day of May 1962, in
English and French, both texts being equally
authoritative, in a single copy which shall remain
deposited in the archives of the Council of Europe. The
Secretary General shall transmit certified copies to
each of the signatory and acceding Governments.

297/2004 Z. z.



297/2004 Z. z. Zbierka zakonov Slovenskej republiky Strana 19

Priloha k éiastke 120 Zbierka zakonov 2004 Strana 5783

PROTOCOL TO THE EUROPEAN AGREEMENT
ON THE EXCHANGE OF BLOOD-GROUPING REAGENTS

GENERAL PROVISIONS and incomplete anti-D blood-grouping reagents and
are in process of being established for blood-grouping

reagents of other specificities.

An International Standard Preparation contains, by
definition, a certain number of International Units per
mg or ml and this definition is independent of the titres
observed against particular red  corpuscle
preparations.?)

1. Specificity

A blood-grouping') reagent must react with all blood
samples tested which contain the antigen homologous
to the antibody or other substance mentioned on the
label.

When a reagent is used according to the technique
recommended by the producer there must be no
evidence of any of the following factors or phenomena:
(a) haemolytic properties;

(b)antibodies or other substances besides those
mentioned on the label;

(c)bacterial products liable to cause false positive or
false negative reactions;

(d) pseudo-agglutination through the formation of
rouleaux;

(e) prozone phenomena.

4. Stability and expiry date

Each reagent, when kept under the conditions of
storage recommended by the manufacturer, should
retain the requisite properties for at least one year.

The expiry date of a reagent in the liquid form as
given on the label shall be not more than one year from
the date of the last satisfactory potency test. The expiry
date can be extended for further periods of one year by
repetition of potency tests.

The expiry date of reagents in the dried form as given
on the label shall be in accordance with evidence
obtained from experiments on stability and shall be
approved by the national control authorities.

2. Potency

Titre is measured by making successive two-fold
dilutions of the reagent under study in an appropriate
medium. To each dilution is added an equal volume of a
susension of red corpuscles. The titre is the reciprocal
of the figure representing the highest serum dilution in
which a reaction occurs, the dilution being calculated
without the inclusion of the volume of the corpuscular
suspension in the total volume.

In the case of anti-A, anti-B and other reagents
intended for use on slides, avidity is expressed by
means of the time required for agglutination on a slide.
3. International Standards and International Units

5. Preservation

Blood-grouping reagents may be preserved in the
liquid or dried state. Dried reagents shall be kept in an
atmosphere of an inert gas or in vacuo, in the glass
container in which they were dried and which shall be
closed so as to exclude moisture. A dried reagent must
not lose more than 0,5 % of its weight when tested by
further drying over phosphorus pentoxide at
a pressure not exceeding 0,02 mm of mercury for 24
hours.

International Standards have been established by
the World Health Organization for anti-A and anti-B

Reagents shall be prepared with aseptic precautions
and shall be free from bacterial contamination. In order

1) At the time of approving the present version of the Protocol and its Annexes, it was understood by the representatives of the Contracting
Parties that when in the English text of the Agreement the expresions “blood incompatibilities” was mentioned, “blood grouping
incompatibilities” was implied.

It was also agreed that the expression “blood-grouping” with a hyphen in the English text on the Agreement and of the Protocol should
read as “blood grouping” without a hyphen.

2) The potency of blood-grouping reagents of most specificities is expressed as the agglutination titre observed in a dilution series, against
a suspension of red cells. The titre indicates the dilution of reagent in the last mixture of the series which shows agglutination
microscopically visible.

The potency of blood-grouping reagents for which International Standard Preparations exist (at present anti-A and anti-B and
incomplete anti-D) can abe expressed in International Units (see Bull, Wid. Hlth. Org. 1954, 10, 937 - 1950, 3, 301) on the basis of the
titration of the unknown reagent in comparison with the International Standard, or a national sub-standard.

The International Standard Preparations of blood-grouping sera are dispensed in ampoules containing dried human serum. When
reconstituted to the volume of 1 ml, the anti-A and anti-B sera contain by definition 256 International Units per ml. They can be obtained
free of charge, from the International Laboratory for Biological Standards of WHO, Statens Seruminstitut, Copenhagen.

The following table shows an example of a comparative titration of the International Standard anti-A Serum (S) and an ‘unknown’ anti-A
reagent (U) against A red corpuscles and AgB red corpuscles.

Serum S Reagent U Serum S Reagent U
Aj corpuscles 1:512 1:128 256 64
AgB corpuscles 1 :32 1:16 256 128
titres titres Units Units
(observed) (observed) (by definition) (by comparison)
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to prevent bacterial growth the competent national
authority may decide that an antiseptic and/or
antibiotic shall be added to the reagent (or to any
solvent issued with dried reagents), provided that, in
the presence of the added substance, the reagent still
fulfils the requirements for specificity and potency.

Blood-grouping sera of human origin must contain at
least 2,5 mg of protein nitrogen per ml of liquid or
reconstituted serum.

Reagents whether in the liquid state or after
reconstitution should be transparent and should not
contain any sediment, gel or visible particles.

6. Coloration

Blood-grouping reagents for international exchanges
should preferably not be artificially coloured at least
until an international agreement is reached on a
uniform system. Any added colouring matter must not
interfere with the specific reaction.

7. Dispensing and volume

Blood-grouping reagents shall be dispensed in such
a way and in such volumes that the reagent in one
container is sufficient for the performance of tests with
positive and negative control corpuscles in addition to
the performance of tests with the unknown corpuscles.
The volume in one container shall be such that the
contents can if necessary be used for the performance
of the appropriate tests for potency described in this
Protocol.

8. Records and samples

Written records shall be kept by the producing
laboratory of all steps in the production and control of
blood-grouping reagents. Adequate samples of all
reagents issued shall be retained by the laboratory
until it can be reasonably assumed that the batch is no
longer in use.

9. Classification of reagents

Reagents used for blood-grouping may contain
substances of human, animal, vegetable (or mineral)
origin, of which some constitute the active principle
and others are adjuvants for enhancing the activity or
maintaining the stability of the reagent.

For technical reasons these reagents have been
divided into three categories according to the origin of
their active principle. This does not mean that reagents
of human origin contain exclusively substances of
human origin or that animal or vegetable reagents
cannot contain substances of human origin.

10. Labels, leaflets and certificates

A label printed in English and French, in black on
white paper, shall be affixed to each final container and
shall contain the following information:

1. Name and address of producer;

2. Name of the reagent as it appears in the heading
of the relevant specification;

3. Name and amount of antiseptic and/or antibiotic,
if present, or indication of absence;

4. The volume or, where the reagent is dried, the

volume and composition of the fluid needed for
reconstitution;

5. Expiry data;

6. Batch number.

Moreover, this label or the label of the carton
enclosing several final containers, or the leaflet
accompanying the containers, shall contain the
following information:

1. Full name and address of producer;

2. Name of the reagent as it appears in the heading

of the relevant specification;

3. The volume, or, where the reagent is dried, the
volume and composition of the fluid needed for
reconstitution;

. Date of last potency test;

. Expiry date (if any);

. Batch number;

. Adequate description of the method of use
recommended by the producer;

. Conditions of storage of unopened ampoules and
precautions to the taken after opening;

9. Exact composition, including antiseptic and/or
antibiotic if any;

10. Statement whether the product contains or does

not contain material of human origin.

N OO

@

Each consignment shall be accompanied by
a certificate as provided in Article 4 of the Agreement
and the Annex to the present Protocol. Examles of
labels and leaflets are attached to the resent Protocol.

SPECIFIC PROVISIONS

A. BLOOD-GROUPING SERA OF HUMAN ORIGIN
(a) SERA OF HUMAN ORIGIN FORABO GROUPING

(i) Anti-A blood-grouping serum (human)

Anti-A serum is derived from the blood of selected
group B persons, who may or may not have been
immunized by group A red corpuscles or group A
specific substance. Anti-A serum agglutinates human
red corpuscles containing A antigen, i.e. those of blood
groups A and AB, including sub-groups, A;, A,. A|B
and A,B, and does not agglutinate human red
corpuscles which do not contain A antigen, i.e. those of
blood groups O and B.

Potency

Titration

An anti-A serum shall be titrated separately against
suspensions of A, A, and A,B corpuscles, in parallel
with the reconstituted but undiluted International
Standard Preparation of anti-A blood-grouping serum
or an equivalent reference preparation. The potency of
the serum shall in each case be not less than 64
International Units per ml.
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Determination of avidity

When anti-A serum is mixed on a slide with an equal
volume of a suspension of A,, and A,B cells with
a volume fraction of 0,05 to 0,1, agglutination of each
suspension should first appear in not more than twice
the time taken when the same test is performed with
the reconstituted but undiluted International
Standard Preparation of anti-A blood-grouping serum
or with a reference standard of equivalent avidity.

(ii) Anti-B blood-grouping serum (human)

Anti-B serum is derived from the blood of selected
group A persons, who may or may not have been
immunized by group B red corpuscles or group B
specific substance. Anti-B serum agglutinates human
red corpuscles containing B antigen, i.e. those of blood
groups B and AB, and does not agglutinate human red
corpuscles which do not contain B antigen, i.e. those of
blood groups 0 and A.

Potency

Titration

An anti-B serum shall be titrated against
a suspension of group B corpuscles in parallel with the
reconstituted but undiluted International Standard
Preparation of anti-B blood-grouping serum or an
equivalent reference preparation. The potency of the
serum shall be not less than 64 International Units per
ml.

Determination of avidity

When anti-B serum is mixed on a slide with an equal
volume of a suspension of B cells with a volume fraction
of 0,05 to 0,1, agglutination should first appear in not
more than twice the time taken when the same test is
performed with the reconstituted but undiluted
International Standard Preparation of anti-B
blood-grouping serum or with reference standard of
equivalent avidity.

(iii) Anti-A + Anti-B (group) blood-grouping serum
(human)

Anti-A + anti-B (group 0) serum is derived from the
blood of selected group O persons who may or may not
have been immunized by group A and group B red
corpuscles or group A and group B specific substances.
Anti-A + anti-B (group 0) serum agglutinates human
red corpuscles containing A or B agglutionogens or
both, i.e. those of group A including subgroups A, and
A,, group B and group AB including subgroups A,B
and B, and does not agglutinate human red
corpuscles which do not contain A or B agglutinogens,
i.e. those of group 0. It agglutinates human red
corpuscles containing the A, (A or A ) antigen (which
are not, in general, agglutinated by anti-A serum
derived from group B donors).

Potency
Titration

An anti-A + anti-B (group 0) serum shall be titrated
separately against suspensions of A, and
corpuscles in parallel with the reconstituted but
undiluted International Standard Preparation of anti-A
blood-grouping serum or an equivalent standard
preparation. It shall also be titrated against
a suspension of group B corpuscles in parallel with the
reconstituted but undiluted International Standard
Preparation of anti-B blood grouping serum or an
equivalent standard preparation.

The potency of the serum shall in every case be not
less than 64 International Units per ml.

Anti-A + anti-B (group 0) blood-grouping serum used
undiluted shall also give readily detectable
agglutination of group A_ (Ay or A ) corpuscles.

Determination of avidity

When anti-A + anti-B (group 0) serum is mixed on
a slide with equal volumes of suspensions of A| and A,
cells with a volume fraction of 0,05 to 0,1, agglutination
shall first appear in not more than twice the time taken
when the same tests are performed with the
reconstituted but undiluted International Standard
Preparation of anti-A blood-grouping serum or with
areference standard of equivalent avidity. When anti-A
+ anti-B (group 0) serum is mixed on a slide with an
equal volume of a suspension of B cells with a volume
fraction of 0,05 to 0,1, agglutination shall first appear
in not more than twice the time taken when the same
est is performed with the reconstituted but undiluted
International Standard Preparation of anti-B
blood-grouping serum or a reference preparation of
equivalent avidity. When anti-A + anti-B (group 0)
serum is mixed on a slide with an equal volume of a
suspension of A_ (A, or A ) cells with a volume fraction
of 0,05 to 0,1, aggf{ltination shall first appear in not
more than five minutes at a temperature between 18
and 25 °C.

(b) SERA OF HUMAN ORIGIN FOR Rh GROUPING

Anti-Rh  blood-grouping sera, whatever their
specificity, may be of either of two varieties differing in
the conditions under which agglutination of
homologous corpuscles is obtained. Certain sera
commonly known as ‘complete’ agglutinate corpuscles
suspended in saline. With others, commonly known as
‘incomplete’, agglutination can only be obtained in the
presence of certain colloids such as bovine albumin or
by means of other special techniques. The sera should
by used under the conditions specified by the
laboratory preparing them.

Some ‘incomplete’ sera will also agglutinate
homologous red corpuscles suspended in their own
serum or plasma on slides.

The following requirements of potency for Rh
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grouping sera may need to be revised when
International Standard Preparations become available.

(i) Anti-D (anti-Rh )
(human)

Anti-D serum is derived from the blood of one or more
persons immunized by the D antigen of the Rh system.
It reacts with human red corpuscles containing the D
antigen, but not with human red corpuscles which do
not contain the D antigen.

blood-grouping serum

Potency
Titration

‘Complete’ anti-D sera shall have a titre of not less
than 32 against CcDee cells in a solution containing 9
grams sodium chloride per litre.

An ‘incomplete’ anti-D serum shall be titrated
against CcDee corpuscles in parallel with the
reconstituted but undiluted International Standard
Preparation of Incomplete Anti-D (anti-Rho) or an
equivalent reference preparation. It shall have a
potency of not less than 32 International Units.
Besides reacting with all red corpuscles containing the
D antigen, the serum should, as far as possible, react
with corpuscles containing the D" antigen.

Determinati on of avidity

Anti-D sera intended for use in the slide test of
Diamond and Abelson should, when mixed on a slide
with an equal volume of a 40 to 50 % suspension of
CcDee corpuscles at aproximately 40 °C, show visible
agglutination within 30 seconds, and agglutination
should be complete within 120 seconds.

(ii) Anti-C (anti Rh) blod-grouping serum (human)

Anti-C serum is derived from the blood of one or more
persons immunized by the C agglutinogen of the Rh
system. It agglutinates suspensions of human red
corpuscles containing the C antigen, but not with
human red corpuscles which do not contain the C
antigen. In this connection the C antigen is regarded as
including the C¥ antigen.

Most diagnostic anti-C sera contain ‘complete’ anti-C
together with ‘incomplete’ anti-D. These sera are
therefore specific for the C antigen only when the cells
under test are suspended in a solution containing 9
grams sodium chloride per litre.

Potency

Titration

Anti-C sera (‘complete’ or ‘incomplete’) should have a
titre of not less than 8 against Ccddee corpuscles.

Determination of avidity

Anti-C sera intended for use in the slide test of
Diamond and Abelson (and which must not contain

any form of anti-D) should, when mixed on a slide with
an equal volume of a suspension of Ccddee cells with
a volume fraction of 0,4 to 0,5, at approximately 40 °C,
show visible agglutination within 30 seconds, and
agglutination should be complete within 120 seconds.

(iii) Anti-E
(human)
Anti-E serum is derived from the blood of one or more
persons immunized by the E antigen of the Rh system.
It reacts with human red corpuscles containing the E
antigen.

(anti-Rh*) blood-grouping serum

Potency
Titration

Anti-E sera (‘complete’ or ‘incomplete’) should have a
titre of not less than 8 against ccddEe corpuscles.

Determination of avidity

Anti-E sera intended for use in the slide test of
Diamond and Abelson (and which must contain any
form of anti-D) should, when mixed on a slide with an
equal volume of a suspension of ccddEe cells with
a volume fraction of 0,4 to 0,5, at approximately 40 °C,
show visible agglutination within 30 seconds, and
agglutination should be complete within 120 seconds.

(iv) Anti-D + C (anti/Rh_Rh) blood-grouping serum
(human)

Anti-D + E [anti—RhORh*) blood-grouping serum
(human)

Sera of specificity anti-D + C and of specificity anti-D
+ E may be obtained directly from the blood of
immunized individuals or may be prepared by mixing
anti-D with anti-C or anti-E serum. In a given serum
both anti/bodies must be simultaneously active under
the conditions of reaction specified by the producer.
Each serum must react with all types of red corpuscles
which would react with either of the component
antibodies, and must fail to react with red corpuscles
which contain neither the C nor D antigen in the case of
anti-D + C and neither D nor E antigen in the case of
anti-D + E. The titres should not be less than those
specified for the component antibodies, but in the case
of anti-D + C (which is a frequent combination in the
serum of immunized persons) it is desirable that the
anti-C titre should be not less than 32 and in the case of
anti-D + E it is desirable that the anti-E titre should be
not less than 8. Where a serum is intended for use in
the slide test of Diamond and Abelson, the times of
agglutination for all reacting types of red corpuscles
should be not less than those specified for the
component antibodies.

B. REAGENTS OF NON-HUMAN ORIGIN

(a) SERA OF ANIMAL ORIGIN

(i) Anti-A blood-grouping serum (animal)

297/2004 Z. z.
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Anti-A serum is derived from the blood of animals
which may or may not have been immunized by group A
red corpuscles or group A specific substances. Anti-A
serum agglutinates human red corpuscles containing
A antigen, i.e. those of blood groups A and AB,
including sub-groups A, A,, A;B and A,B, and does
not agglutinate human red corpuscles which do not
contain A antigen, i.e. those of blood groups 0 and B.

Potency

Titration

An anti-A serum shall be titrated separately against
suspensions of A, A, and A,B red corpuscles, in
parallel with the reconstituted but undiluted
International Standard Preparation of anti-A
blood-grouping serum or an equivalent reference
preparation (1). The potency of the serum shall in each
case be not less than 64 International Units per ml.

Determination of avidity

When anti-A serum is mixed on a slide with an equal
vlume of a suspension of A , and A,B cells with
a volume fraction of 0,05 to 0,1, agglutination of each
suspension shall in each case first appear in not more
than twice the time taken when the same test is
performed with the reconstituted but undiluted
International Standard Preparation of anti-A
blood-rouping serum or with a reference standard of
equivalent avidity.

(ii) Anti-B blood-grouping serum (animal)

Anti-B serum is derived from the blood of animals
which may or may not have been immunized by group B
red corpuscles or group B specific substances. Anti-B
serum agglutinates human red corpuscles containing
B antigen i.e. those of blood groups B and AB, and does
not agglutinate human red corpuscles which do not
contain B antigen, i.e. those of blood groups 0 and A.

Potency

Titration

An anti-B serum shall be titrated against
a suspension of group B corpuscles in parallel with the
reconstituted but undiluted International Standard
Preparation of anti-B blood-grouping serum or an
equivalent reference preparation'). The potency of the
serum shall be not less than 64 International Units per
ml.

Determination of avidity

When anti-B serum is mixed on a slide with an equal
volume of a suspension of B cells with a volume fraction
of 0,05 to 0,1, agglutination shall first appear in not
more than twice the time taken when the same test in
performed with the reconstituted but undiluted
International Standard Preparation of anti-B
blood-grouping serum or with a reference standard of
equivalent avidity.

(iii) Anti-human-globulin serum (animal)?)

Anti-human globulin serum for use in blood group
serology must contain agglutinating antibodies against
IgG globulin and agglutinating antibodies against
complement factors. It is derived from the blood of
animals immunized by the injection of human serum
protein. It must agglutinate all human red corpuscles
coated with human IgG and/or complement factors.
Under the conditions specified by the manufacturers it
does not agglutinate uncoated human red corpuscles,
to whatever group they may belong.

Specificity

The specificity of an anti-human globulin serum for
use in blood group serology must be tested with human
red corpuscles coated with a variety of antibodies i.e.
red corpuscles sensitized with human incomplete
antibodies anti-D, anti-K and anti-Fya, red corpuscles
sensitized with complement-binding incomplete
antibodies anti-Lea in the presence of fresh human
serum, and red corpuscles sensitized with socalled
‘incomplete cold antibodies’ and with tanned red
corpuscles sensitized with human IgG and, finally,
with 10 different samples of non-coated human red
corpuscles with and without A and B antigens.

Potency

Titration

An anti-human globulin serum, as supplied, or at the
dilution recommended on the label, shall strongly
agglutinate human red corpuscles coated with
a human incomplete anti-D serum, having a titre of 4
(or less) against D-positive corpuscles, when the
titration is performed by the albumin replacement
method. At the same dilution it shall agglutinate
K-positive human corpuscles sensitized with selected
weak anti-K antibodies and Fy* positive red corpuscles
sensitized with selected weak anti-Fy* antibodies.

It shall also, at the same or a different dilution, as

) The International Standard Preparation is of human origin: an equivalent reference preparation, if used, may be of human or

non-human origin.

?) Coombs, R.R.A., Mourant, A.E. and Race, R.R. (1945), Lancet, iii5.

Coombs, R.R.A., Mourant, A.E. and Race, R.R. (1945), Brit. J.exp. Path, 26, 255.

At the same dilution it shall agglutinate K-positive human red corpuscles sensitized with selected weak anti-K antibodies and Fy?
positive red corpuscles sensitized with selected weak anti-Fy* antibodies.

It shall also, at the same or a different dilution, as specified on the label, agglutinate human red corpuscles sensitized with weak
complement-binding incomplete anti-Le* antibodies in the presence of fresh serum.

For clinical use it is desirable that the coating of all the types of incomplete antibodies above shall be detectable with a single dilution of

the anti-human globulin serum.
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specified on the label, agglutinate human red
corpuscles sensitized with weak complement-binding
incomplete anti Le* antibodies in the presence of fresh
serum.

Foe clinical use it is desirable that the coating of all
the types of incomplete antibodies above shall be
detectable witha single dilution of the ant-human
globulin serum.

(b) BLOOD-GROUPING REAGENTS OF VEGETABLE
ORIGIN

(i) Anti-A blood-grouping reagent (vegetable)

Anti-A reagent is prepared by extraction from the
seeds or other parts of a suitable plant, followed, if
necessary, by purification. Anti-A reagent agglutinates
human red corpuscles containing A antigens, i.e. those
of blood groups A and AB, including sub-groups A,, A,
AB and A,B and does not agglutinate human red
corpuscles which do not contain A antigens, i.e. those
of blood groups 0 and B.

Potency

Titration

An anti-A reagent shall be titrated separately against
suspensions of A,, and A,B corpuscles, in parallel
with the reconstituted but undiluted International
Standard Preparation of anti-A blood-grouping serum
or an equivalent reference preparation.')

The potency of the reagent shall in each case be not
less than 64 International Units per ml.

Determination of avidity

When anti-A reagent is mixed on a slide with an equal

volume of a suspension of A, A, and A,B cells with a
volume fraction of 0,05 to 0,1, agglutination of each
suspension shall first appear in not more than twice
the time taken when the same test is performed with
the reconstituted but wundiluted International
Standard Preparation of anti-A blood-grouping serum
or with a reference standard of equivalent avidity.

(ii) Anti-B blood-grouping reagent (vegetable)

Anti-B reagent is prepared by extraction from the
appropriate parts of a suitable plant, followed, if
necessary, by purification. Anti-B reagent agglutinates
human red corpuscles containing B antigens, i.e. those
of blood groups B and AB, and does not agglutinate
human red corpuscles which do not contain B antigen,
i.e. those of blood groups O and A.

Potency

Titration

An anti-B reagent shall be titrated against
a suspension of group B corpuscles in parallel with the
reconstituted but undiluted International Standard
Preparation of anti-B blood-grouping serum or an
equivalent reference preparation.') The potency of the
reagent shall not be less than 64 International Units
per ml.

Determination of avidity

When anti-B reagent is mixed on a slide with an equal
volume of a suspension of B cells with a volume fraction
of 0,05 to 0,1, agglutination shall first appear in not
more than twice the time taken when the same test is
performed with the reconstituted but undiluted
International Standard Preparation of anti-B
blood-grouping serum or with a reference standard of
equivalent avidity.

!) The International Standard Preparation is of human origin; an equivalent reference preparation, if used, may be of human or

non-human origin.
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. Central Blood Transfusion Laboratory,

NoOUAWN

EXAMPLES D ETIQUETE

EXAMPLES OF LABEL

CONSEIL DE L'EUROPE

COUNCIL OF EUROPE

Accord européen relatif a 1°'échange des réacifs pour la détermination
des groupes sanduins

European Agreement on the exchange of blood - grouping reagents

a) sérum liquide

. Laboratoire X, Amsterdam
. Sérum anti-A (humain)
.N;Na 0,1 %

5 ml

. 7 septembre 1965
.N1234

O U WN -

a) fluid serum

1. ...Laboratory, Amsterdam
2. Anti-A serum (human)

3. Sodium azide 0,1 %

4.5 ml

5. 7 september 1965

6.No 1 2 3 4

b) sérum desséché

1. Laboratoir X, Amsterdam
2. Sérum anti - B (animal)
(a) Mersalate 0,1 %
(b) Reconstituer avec 5 ml d’eau distillée
(c) 31 décembrel968
(d N4321

b) dried serum

1. ...Laboratry, Amsterdam

2. Anti - B serum (animal)

3. Mersalate 0,1 %

4. To be reconstitued with 5 ml distilled
water

5. 31 December1968

6.No 4 321

EXAMPLE OF LEAFLET

COUNCIL OF EUROPE

European Agreement on the exchange of blood - grouping reagents

1 Main
Street, Metropolis, Westland

. Anti-E ("anti-Rh”) serum (human)

10 ml

. Date of the last co-test: 10" May 1961

. Expiry Date 30" May 1962

. No. 5432

. The red blood cells to be tested are washed one or

more time with NaCl solution of 9 g/l. An
erythrocyte suspension with a volume fraction of 2
approximately 0,03 is prepared by mixing one
volume or drop of packed red cells with 10 volumes
or drops of isotonic NaCl-solution. With practice the
strength of a suspension can be judged adequately
by inspection.

A small drop of serum is delivered into a precipitin

tube (6 mm x 30 mm) from a Pasteur pipette, and

a similar drop of red corpuscle suspension is added.
(With practice considerable economy can be achieved
by delivering the serum and cell suspension from
pipettes marked at the volume of 10 ml.) The contents
of the tube are mixed and incubated at 37 C for two
hours The contents of the tube are then cautiously
transferrred to a microscope slide and gently spread
upon it. Unless agglutination is unmistakeable to the
nuaided eye the slide is examined for the presence and
degree of agglutination under the microscope.

8. Store at - 20 °C or bellow If to be used after day of
opening, add 0,1 of a solution containing 100 gram
sodium azide per litre.

9. Human anti-E (anti-Rh) serum: 5 ml solution
containing 300 gram bovine albumine per litre:
5 ml.

10. The product contains material of human origin.
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ANNEXE AU PROTOCOLE
ANNEX TO THE PROTOCOL
COSEIL DE L' EUROPE

COUNCIL OF EUROPE

Aaccord européen relatif 4 1°’échange des réactifs pour la détermination
de groupes sanguins

European Agreement on the exchange of blood-grouping reagents
CERTIFICAT

(Article 4)

A ne pas détacher de 1’envoi
Not to be separated from the shipment

Nombre de colis Le sousigné déclare que 1'envoi spécificé en marge
Number of packages The undersigned certifies that the shipment certified in the margin

Désignation préparé sous la responsbilité de

Marked prepared under the responsibility of

No des lots organisme visé alarticle 6 del accord rst conforme aux spécifications du

Batch No protocole al accord et qu il peut etre délivré immeédiatement au destinataire

............. (mometlieu) ... ...

one of the bodies reffered to in Article 6 of the Agreement is in conformity with the specifications
of the Protocol and can be delivered immidiately to the consignee (name and place)

(cachet) (signature) (titre)
(stamp) (signature) (title)
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CERTIFICATE

ADDITIONAL PROTOCOL TO THE EUROPEAN AGREEMENT
ON THE EXCHANGE OF BLOOD-GROUPING REAGENTS

The member States of the Council of Europe,
Contracting Parties to the European Agreement of 14
May 1962 on the exchange of blood-grouping reagents
(hereinafter called "the Agreement”),

Having regard to the provisions of Article 5,
paragraph 1, of the Agreement, according to which
"The Contracting Parties shall take all necessary
measures to exempt from all import duties the blood
grouping reagents placed at their disposal by the other
Parties”;

Considering that so far as the member States of the
European Economic Community are concerned, the
undertaking to grant this exemption falls within the
competence of the Community, which possesses the
necessary powers in this respect by virtue of the treaty
which instituted it;

Considering therefore that for the purpose of the
implementation of Article 5, paragraph 1, of the
Agreement, it is necessary for the European Economic
Community to be able to become a Contracting Party to
the Agreement,

Have agreed as follows:
Article 1

The European Economic Community may become a
Contracting Party to the Agreement by signing it. In
respect of the Community, the Agreement shall enter
into force on the first day of the month following such
signature.

Article 2

1 This Additional Protocol shall be open for
acceptance by the Contracting Parties to the
Agreement. It shall enter into force on the first day of
the month following the date on which the last of the
Contracting Parties has deposited its instrument of

acceptance with the Secretary General of the Council of
Europe.

2 However, this Additional Protocol shall enter into
force on the expiration of a period of two years from the
date on which it has been opened for acceptance,
unless one of the Contracting Parties has notified an
objection to the entry into force. If such an objection
has been notified, paragraph 1 of this article shall

apply.
Article 3

From the date of its entry into force, this Additional
Protocol shall form an integral part of the Agreement.
From that date, no State may become a Contracting
Party to the Agreement without at the same time
becoming a Contracting Party to the Additional
Protocol.

Article 4

The Secretary General of the Council of Europe shall
notify the member States of the Council of Europe, any
State having acceded to the Agreement and the
European Economic Community of any acceptance or
objection made under Article 2 and of the date of entry
into force of this Additional Protocol in accordance with
Article 2.

The Secretary General shall also notify the European
Economic Community of any act, notification or
communication relating to the Agreement.

Done at Strasbourg, the 29th day of September 1982,
in English and in French, and opened for acceptance
the 1st day of January 1983. Both texts are equally
authentic and shall be deposited in a single copy in the
archives of the Council of Europe. The Secretary
General of the Council of Europe shall transmit
certified copies to each member State of the Council of
Europe, to any State invited to accede to the Agreement
and to the European Economic Community.
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1) V case schvalovania tejto verzie protokolu a priloh k nemu ho predstavitelia chapali tak, ze pod
pojmom ,krvné inkompatibility” v jeho anglickej verzii sa mysleli ,inkompatibility v antigénnych
systémoch erytrocytov*®.

2) Ucinnost reagencii na typizaciu krvnych skupin sa pre vac¢sinu z nich vyjadruje ako aglutina¢ny
titer, pozorovany v sérii riedeni voci suspenzii Cervenych krviniek. Titer je dany poslednym
(najvyssim) riedenim reagencie, pri ktorom nastava este mikroskopicky pozorovatelna aglutinacia.
Ucinnost reagencii na typizaciu erytrocytovych antigénov, pre ktoré existuju pripravky
medzinarodnych Standardov (v suicasnosti ide o anti-A, anti-B a inkompletny anti-D), mozZno
vyjadrit v medzinarodnych jednotkach (*) na zaklade titracie neznamej reagencie, ktorej vysledok
sa porovna s medzinarodnym Standardom alebo s domacim substandardom.

Pripravky medzinarodnych Standardov reagencii na typizaciu krvnych skupin sa dodavaju v
ampulkach obsahujucich vysusené Tudské sérum. Po rekonstitucii (rozpusteni v 1 ml diluentu)
anti-A a anti-B obsahuju podla definicie 256 medzinarodnych jednotiek na ml. Zadarmo su
dostupné z Medzinarodného laboratéria pre biologické standardy WHO, Statens Seruminstitut,
Kodan, Dansko.

V nasledujucej tabulke uvadzame priklad porovnavacej titracie Standardu anti-A séra (S) a
~-neznamej“ anti-A reagencie (U) voci suspenzii cervenych krviniek A, a A,B.

Sérum S Reagencia U Sérum S Reagencia U
A, krvinky 1:512 1:128 256 64
A, B krvinky |1 :32 1:16 256 128
titre (namerané) |titre (namerané) |jednotky jednotky
(podrla definicie) (v porovnani)

(*) Pozri Bull. Wld. Org. 1954, 10, 937, 941 - 1950, 3, 301.

1) Pripravok medzinarodného Standardu je Iudského pévodu, ekvivalentny referenény pripravok,
ak sa pouzije, moze byt ludského alebo iného ako Iudského povodu.

2) Coombs, R. R. A., Mourant, A. E. a Race, R. R. (1945), Lancet, jii 5.
Coombs, R. R. A., Mourant, A. E. a Race, R. R. (1945), Brit. J. Exp. Path, 26, 255.

3) Pripravok medzinarodného standardu je Iudského poévodu, ekvivalentny referenc¢ny pripravok,
ak sa pouzije, moze byt ITudského alebo iného ako Iudského povodu.
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