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104. Zakon o ratifikaciji Sporazuma o zaéasnem uvozu s popolno oprostitvijo uvoznih dajatev za brezplaéno izposojeno
medicinsko, kirur§ko in laboratorijsko opremo za uporabo v bolni$nicah in drugih zdravstvenih zavodih za
diagnostiko ali zdravljenje ter Dodatnega protokola k Sporazumu o za¢asnem uvozu s popolno oprostitvijo uvoznih
dajatev brezplaéno izposojene medicinske, kirur§ke in laboratorijske opreme za uporabo v bolni$nicah in drugih
zdravstvenih zavodih za diagnostiko ali zdravljenje (MSZUO)

Na podlagi druge alinee prvega odstavka 107. ¢lena in prvega odstavka 91. ¢lena Ustave Republike Slovenije izdajam

UKAZ

O RAZGLASITVI ZAKONA O RATIFIKACIJI SPORAZUMA O ZACASNEM UVOZU S POPOLNO
OPROSTITVIJO UVOZNIH DAJATEV ZA BREZPLACNO IZPOSOJENO MEDICINSKO, KIRURSKO
IN LABORATORIJSKO OPREMO ZA UPORABO V BOLNISNICAH IN DRUGIH ZDRAVSTVENIH ZAVODIH
ZA DIAGNOSTIKO ALI ZDRAVLJENJE TER DODATNEGA PROTOKOLA K SPORAZUMU O ZACASNEM
UVOZU S POPOLNO OPROSTITVIJO UVOZNIH DAJATEV BREZPLACNO IZPOSOJENE MEDICINSKE,
KIRURSKE IN LABORATORIJSKE OPREME ZA UPORABO V BOLNISNICAH IN DRUGIH ZDRAVSTVENIH
ZAVODIH ZA DIAGNOSTIKO ALI ZDRAVLJENJE (MSZUO)

Razglasam Zakon o ratifikaciji Sporazuma o za¢asnem uvozu s popolno oprostitvijo uvoznih dajatev za brezplacno
izposojeno medicinsko, kirurSko in laboratorijsko opremo za uporabo v bolniSnicah in drugih zdravstvenih zavodih za
diagnostiko ali zdravljenje ter Dodatnega protokola k Sporazumu o zacasnem uvozu s popolno oprostitvijo uvoznih dajatev
brezpla¢no izposojene medicinske, kirurSke in laboratorijske opreme za uporabo v bolnisnicah in drugih zdravstvenih
zavodih za diagnostiko ali zdravljenje (MSZUOQ), ki ga je sprejel Drzavni zbor Republike Slovenije na seji 19. julija 2000.

St. 001-22-141/00
Ljubljana, dne 27. julija 2000

Predsednik
Republike Slovenije
Milan Kuéan |. r.

ZAKON
O RATIFIKACIJI SPORAZUMA O ZACASNEM UVOZU S POPOLNO OPROSTITVIJO UVOZNIH DAJATEV
ZA BREZPLACNO IZPOSOJENO MEDICINSKO, KIRURSKO IN LABORATORIJSKO OPREMO
ZA UPORABO V BOLNISNICAH IN DRUGIH ZDRAVSTVENIH ZAVODIH ZA DIAGNOSTIKO
ALI ZDRAVLJENJE TER DODATNEGA PROTOKOLA K SPORAZUMU O ZACASNEM UVOZU S POPOLNO
OPROSTITVIJO UVOZNIH DAJATEV BREZPLACNO IZPOSOJENE MEDICINSKE, KIRURSKE
IN LABORATORIJSKE OPREME ZA UPORABO V BOLNISNICAH IN DRUGIH ZDRAVSTVENIH ZAVODIH
ZA DIAGNOSTIKO ALI ZDRAVLJENJE (MSZUO)

1. ¢len
Ratificirata se Sporazum o zacasnem uvozu s popolno oprostitvijo uvoznih dajatev za brezpla¢no izposojeno medicin-
sko, kirursko in laboratorijsko opremo za uporabo v bolni$nicah in drugih zdravstvenih zavodih za diagnostiko ali
zdravljenje, sklenjen v Strasbourgu 28. aprila 1960, ter Dodatni protokol k Sporazumu o za¢asnem uvozu s popolno
oprostitvijo uvoznih dajatev brezplac¢no izposojene medicinske, kirurske in laboratorijske opreme za uporabo v bolnisni-
cah in drugih zdravstvenih zavodih za diagnostiko ali zdravljenje, sklenjen v Strasbourgu 29. septembra 1982 in dan na
voljo za sprejetje 1. januarja 1983.

2. ¢len
Sporazum in dodatni protokol se v izvirniku v angleSkem jeziku in v prevodu v slovenskem jeziku glasita:
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AGREEMENT

ON THE TEMPORARY IMPORTATION,
FREE OF DUTY, OF MEDICAL, SURGICAL
AND LABORATORY EQUIPMENT FOR USE

ON FREE LOAN IN HOSPITALS AND OTHER
MEDICAL INSTITUTIONS FOR PURPOSES
OF DIAGNOSIS OR TREATMENT

Preamble

The Governments signatory hereto, being Members of
the Council of Europe,

Considering that a State may in exceptional circum-
stances find itself suddenly to be without sufficient stocks of
medical, surgical and laboratory equipment to satisfy the
most urgent requirements of the population;

Considering that it is desirable to facilitate the crossing
of frontiers for medical, surgical and laboratory equipment
which one member State may be able to make available to
another;

Considering, further, that the aim of the Council of
Europe is to achieve a greater unity between its members
and to facilitate their economic and social progress by vari-
ous means including the conclusion of European agree-
ments;

Recognising that a practical way of achieving that aim
would be the conclusion of an agreement providing for the
free passage of medical, surgical and laboratory equipment
on loan,

Have agreed as follows:

Article 1

1. The Contracting Parties shall, provided that they
have sufficient stocks for their own needs, make medical,
surgical and laboratory equipment available on free loan to
such other Contracting Parties as may, in exceptional cir-
cumstances, have urgent need of it; such equipment shall,
upon request, be sent to the Party concerned and shall
subsequently be returned.

2. Each Contracting Party benefiting under the terms
of the previous paragraph shall grant all possible facilities for
the importation on a temporary basis of the equipment
loaned.

Article 2

1. The period of temporary importation shall not ex-
ceed six months in the first instance but may, with the
agreement of the exporting country, be extended for a fur-
ther period subject to the same conditions.

2. The above facilities shall be granted only in respect
of medical, surgical and laboratory equipment for use in
hospitals and other medical institutions. They shall include
the issue of any licences required for the temporary importa-
tion of such equipment and the suspension of import duties
and import taxes (including all duties and taxes whatsoever
chargeable by reason of importation) other than charges for
actual expenses incurred by the authorities of the country of
temporary importation.

SPORAZUM
0 ZACASNEM UVOZU S POPOLNO
OPROSTITVIJO UVOZNIH DAJATEV
ZA BREZPLACNO IZPOSOJENO MEDICINSKO,
KIRURSKO IN LABORATORIJSKO OPREMO
ZA UPORABO V BOLNISNICAH IN DRUGIH
ZDRAVSTVENIH ZAVODIH ZA DIAGNOSTIKO
ALI ZDRAVLJENJE

Uvod
Vlade podpisnice tega sporazuma, ¢lanice Sveta Evro-
pe, so se

glede nato, da se neka drzava nenadoma lahko znajde
v izjemnih okolis¢inah, ko nima dovolj medicinske, kirurske
in laboratorijske opreme, da bi zadovoljila najnujnejSe potre-
be prebivalstva,

glede na zeljo, da bi se olajSal prehod meje za medicin-
sko, kirursko in laboratorijsko opremo, ki jo neka drzava
¢lanica lahko da na voljo drugi,

glede nato, da je cilj Sveta Evrope doseci tudi tesnejso
povezanost med njegovimi ¢lanicami in na razlicne nacine
pospesiti njihov gospodarski in druzbeni napredek, vkljuéno
s sklenitvijo evropskih sporazumov,

ob spoznanju, da bi bil prakticen nac¢in za dosego tega
cilja sklenitev sporazuma, ki bi posojeni medicinski, kirurski
in laboratorijski opremi omogocal prosto gibanje ¢ez mejo,

sporazumele o naslednjem:

1. ¢len
1. Pogodbenice pod pogojem, da imajo zadostne zalo-
ge za svoje potrebe, dajo na voljo medicinsko, kirursko in
laboratorijsko opremo za brezplacno izposojo tistim pogod-
benicam, ki jo v iziemnih okolis¢inah lahko nujno potrebuje-
jo; ta oprema se na prosnjo poslje tej pogodbenici in se
pozneje vrne.

2. Vsaka pogodbenica, ki izkoristi ugodnosti po doloci-
lih iz prejSnjega odstavka, zagotovi vse mozne olajSave za
zacgasni uvoz izposojene opreme.

2. ¢len
1. Obdobje za¢asnega uvoza prvi¢ ne sme biti daljSe
od Sestih mesecev, lahko pa se s soglasjem drzave izvozni-
ce podaljsa pod enakimi pogoji.

2. Zgoraj omenjene olajSave se priznajo le za medicin-
sko, kirursko in laboratorijsko opremo za uporabo v bolni-
Snicah in drugih zdravstvenih zavodih.Vkljucujejo izdajo zah-
tevanih dovoljenj za za¢asni uvoz te opreme in odlog placila
uvoznih carin in uvoznih dajatev (vklju¢no z vsemi carinami in
kakrsnimi koli dajatvami, ki se zaracunavajo zaradi uvoza),
razen placila dejanskih stroskov, ki jih imajo organi drzave
zagasne uvoznice.
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Article 3
Notwithstanding the provisions of Articles 1 and 2
above, the competent authorities of the importing State may
take such measures as may be necessary either to ensure
the re-exportation of any such equipment imported on a
temporary basis, once the exceptional circumstances shall
have ceased to exist or the time-limit provided for under
paragraph 1 of Article 2 above has elapsed, whichever is
the earlier, or to ensure payment of any import duties and
import taxes which become payable in the case of any

failure to re-export the equipment.

Article 4
The provisions of this Agreement shall not prejudice
more favourable provisions for the temporary importation of
the equipment referred to in Article 1, contained in the laws
or regulations of any Contracting Party or in any convention,
treaty or agreement in force between two or more Contract-
ing Parties to the present Agreement.

Article 5
1. This Agreement shall be open to the signature of
Members of the Council of Europe, who may become Par-
tiesto it by:
(a) signature without reservation in respect of ratifica-
tion, or
(b) signature with reservation in respect of ratification,
followed by ratification.
2. Instruments of ratification shall be deposited with
the Secretary General of the Council of Europe.

Article 6

1. This Agreement shall enter into force three months
after the date on which three Members of the Council shall,
in accordance with Article 5, have signed the Agreement
without reservation in respect of ratification or shall have
ratified it.

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

Article 7
The Committee of Ministers of the Council of Europe
may invite any non-member State to accede to this Agree-
ment. Such accession shall take effect three months after
the date on which the instrument of accession was depos-
ited with the Secretary General of the Council of Europe.

Article 8

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
the names of any Members who have signed without reser-
vation in respect of ratification or who have ratified it;

(b) of the deposit of any instrument of accession in
accordance with Article 7.

Article 9
1. This Agreement shall remain in force indefinitely.
2. Any Contracting Party may withdraw from the Agree-
ment by giving one year’s notice to that effect to the Secre-
tary General of the Council of Europe.

In witness whereof the undersigned, being duly autho-
rised thereto, have signed this Agreement.

3. ¢len

Kljub dolo¢bam 1. in 2. ¢lena zgoraj pa pristojni organi
drzave uvoznice lahko sprejmejo take ukrepe, ki so potrebni
bodisi za zagotovitev ponovnega izvoza za¢asno uvozene
opreme, takoj ko ni vec¢ iziemnih okolis¢in ali po izteku
¢asovnega roka iz prvega odstavka 2. ¢lena zgoraj, kar koli
je prej, bodisi za zagotovitev placila uvoznih carin in drugih
uvoznih dajatev, ki jih je treba placati, ¢e oprema ni ponovno
izvozena.

4. ¢len
Dolocbe tega sporazuma ne vplivajo na ugodnejse do-
lo¢be za zadasni uvoz opreme, omenjene v 1. ¢lenu, ki jih
vsebujejo zakoni ali predpisi katere koli pogodbenice, kate-
ra koli konvencija, pogodba ali sporazum, ki veljajo med
dvema ali ve¢ pogodbenicami tega sporazuma.

5. ¢len
1. Ta sporazum je na voljo za podpis vsem ¢lanicam
Sveta Evrope, ki lahko postanejo pogodbenice sporazu-
ma s:
a) podpisom brez pridrzka glede ratifikacije ali

b) podpisom s pridrzkom glede ratifikacije, ki mu
sledi ratifikacija.
2. Listine o ratifikaciji se deponirajo pri generalnem
sekretarju Sveta Evrope.

6. ¢len
1. Sporazum zac¢ne veljati tri mesece po dnevu, ko gav
skladu s 5. ¢lenom podpisejo tri ¢lanice Sveta brez pridrzka
glede ratifikacije ali ko ga ratificirajo.

2. Ce katera koli ¢lanica Sveta pozneje podpise spora-
zum brez pridrzka glede ratifikacije ali ga ratificira, sporazum
zacne veljati tri mesece po dnevu podpisa ali deponiranju
listine o ratifikaciji.

7. ¢len
Odbor ministrov Sveta Evrope lahko povabi katero koli
drzavo neclanico, da pristopi k sporazumu. Pristop zacne
veljati tri mesece po dnevu deponiranja listine o pristopu pri
generalnem sekretarju Sveta Evrope.

8. ¢len

Generalni sekretar Sveta Evrope Clanice Sveta in drza-
ve, ki so pristopile k sporazumu, uradno obvesti o:

a) datumu zacéetka veljavnosti tega sporazuma in o ime-
nih drzav, ki so ga podpisale brez pridrzka glede ratifikacije
ali ki so ga ratificirale,

b) deponiranju vsake listine o pristopu v skladu s 7.
¢lenom.

9. ¢len
1. Ta sporazum velja nedoloc¢en ¢as.
2. Vsaka pogodbenica lahko preneha uporabljati spo-
razum eno leto po uradnem obvestilu generalnemu sekretar-
ju Sveta Evrope.

V potrditev tega so podpisani, ki so bili za to pravilno
pooblasc¢eni, podpisali ta sporazum.
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Done at Strasbourg, this 28th day of April 1960, 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 send
certified copies to each of the signatory and acceding
Governments.

ADDITIONAL PROTOCOL

TO THE AGREEMENT ON THE TEMPORARY
IMPORTATION, FREE OF DUTY, OF MEDICAL,
SURGICAL AND LABORATORY EQUIPMENT
FOR USE ON FREE LOAN IN HOSPITALS
AND OTHER MEDICAL INSTITUTIONS
FOR PURPOSES OF DIAGNOSIS
OR TREATMENT

The member States of the Council of Europe, Con-
tracting Parties to the Agreement of 28 April 1960 on the
temporary importation, free of duty, of medical, surgical and
laboratory equipment for use on free loan in hospitals and
other medical institutions for purposes of diagnosis or treat-
ment (hereinafter called “the Agreement”),

Having regard to the provisions of Articles 1 and 2 of
the Agreement, according to which such equipment shall,
under certain conditions, benefit from a system of tempo-
rary importation free of duty;

Considering that so far as the member States of the
European Economic Community are concerned, the grant-
ing of such an exemption must in particular take account of
the existence of the Common Customs Tariff established by
these States and that any derogation from the Common
Customs Tariff falls within the competence of the European
Economic Community, which possesses the necessary pow-
ers in this respect by virtue of the treaty which instituted it;

Considering therefore that for the purposes of the
implementation of Articles 1 and 2 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 accept-
ance 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 depos-
ited 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, para-
graph 1 of this article shall apply.

Sestavljeno v Strasbourgu 28. aprila 1960 v angles-
kem in francoskem jeziku, pri ¢emer sta besedili enako
verodostojni, v enem izvodu, ki se hrani v arhivu Sveta
Evrope. Generalni sekretar poslje overjene kopije vsem
vladam podpisnic in vladam tistih drzav, ki pristopijo k
sporazumu.

DODATNI PROTOKOL

K SPORAZUMU O ZACASNEM UVOZU
S POPOLNO OPROSTITVIJO UVOZNIH DAJATEV
BREZPLACNO 1ZPOSOJENE MEDICINSKE,
KIRURSKE IN LABORATORIJSKE OPREME
ZA UPORABO V BOLNISNICAH IN DRUGIH
ZDRAVSTVENIH ZAVODIH ZA DIAGNOSTIKO
ALI ZDRAVLJENJE

Drzave ¢lanice Sveta Evrope, pogodbenice Sporazu-
ma z dne 28. aprila 1960 o zacasnem uvozu s popolno
oprostitvijo uvoznih dajatev brezplacno izposojene medicin-
ske, kirurske in laboratorijske opreme za uporabo v bolnisni-
cah in drugih zdravstvenih zavodih za diagnostiko ali zdrav-
lienje (v nadaljevanju “sporazum”), so se

ob upostevanju dolo¢b 1. in 2. ¢lena sporazuma, po
katerem se za to opremo pod dolo¢enimi pogoji izkoristijo
ugodnosti sistema za¢asnega uvoza z oprostitvijo uvoznih
dajatev,

glede na to, da je za odobritev te oprostitve drzavam
¢lanicam Evropske gospodarske skupnosti treba zlasti upo-
Stevati sploSne carinske stopnje, ki so jih te drzave uvedle,
in da je za odstop od splosnih carinskih stopenj pristojna
Evropska gospodarska skupnost, ki je za to pooblas¢ena na
podlagi pogodbe, s katero je bila ustanovljena,

glede nato, da je za izvajanje 1. in 2. ¢lena sporazuma
potrebno, da Evropska gospodarska skupnost lahko posta-
ne pogodbenica sporazuma,

sporazumele o naslednjem:

1. ¢len
Evropska gospodarska skupnost lahko postane po-
godbenica sporazuma, tako da ga podpise. Za Skupnost
zaéne sporazum veljati prvi dan v mesecu, ki sledi podpisu.

2. ¢len
1. Ta dodatni protokol je na voljo za sprejetje pogodbe-
nicam sporazuma. Veljati zacne prvi dan v mesecu, ki sledi
dnevu, ko zadnja pogodbenica deponira svojo listino o spre-
jetju pri generalnem sekretarju Sveta Evrope.

2. Ne glede na to za¢ne ta dodatni protokol veljati po
izteku dveh let od dneva, ko je dan na voljo za sprejetje,
razen Ce ena od pogodbenic uradno izjavi, da nasprotuje
zacetku veljavnosti. Ce je bilo uradno obves¢eno o takem
nasprotovanju, se uporabi prvi odstavek tega ¢lena.
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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 Contract-
ing 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 communi-
cation 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.

3. ¢len
Od dneva zacetka veljavnosti je ta dodatni protokol
sestavni del sporazuma. Po tem dnevu ne more nobena
drzava postati pogodbenica sporazuma, ne da bi hkrati po-
stala pogodbenica dodatnega protokola.

4. ¢len
Generalni sekretar Sveta Evrope uradno obvesti drzave
¢lanice Sveta Evrope, vsako drzavo, ki je pristopila k spora-
zumu, in Evropsko gospodarsko skupnost o vsakem spre-
jetju ali nasprotovanju po 2. ¢lenu in o datumu zacetka
veljavnosti tega dodatnega protokola v skladu z 2. ¢lenom.

Generalni sekretar tudi Evropsko gospodarsko skup-
nost uradno obvesti o vsakem aktu, uradnem obvestilu ali
sporocilu, ki se nanasa na sporazum.

Sestavljeno v Strasbourgu 29. septembra 1982 v an-
gleskem in francoskem jeziku in dano na voljo za sprejete 1.
januarja 1983. Besedili sta enako verodostojni in se venem
izvodu hranita v arhivu Sveta Evrope. Generalni sekretar
Sveta Evrope poslje overjene kopije vsaki drzavi ¢lanici Sve-
ta Evrope, vsaki drzavi, ki je povabljena, da pristopi k spora-
zumu, in Evropski gospodarski skupnosti.

3. ¢len
Za izvajanje sporazuma, protokola in dodatnega protokola skrbita Ministrstvo za finance in Ministrstvo za zdravstvo.

4. ¢len
Ta zakon zacne veljati naslednji dan po objavi v Uradnem listu Republike Slovenije - Mednarodne pogodbe.

St. 500-02/00-5/1
Ljubljana, dne 19. julija 2000

Predsednik
Drzavnega zbora
Republike Slovenije
Janez Podobnik, dr. med. |. r.
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105.

Zakon o ratifikaciji Evropskega sporazuma o izmenjavi reagentov za doloé¢anje krvnih skupin, Protokola k

Evropskemu sporazumu o izmenjavi reagentov za dolo¢anje krvnih skupin ter Dodatnega protokola k Evropskemu
sporazumu o izmenjavi reagentov za dolo¢anje krvnih skupin (MESIRK)

Na podlagi druge alinee prvega odstavka 107. ¢lena in prvega odstavka 91. ¢lena Ustave Republike Slovenije izdajam

UKAZ
O RAZGLASITVI ZAKONA O RATIFIKACIJI EVROPSKEGA SPORAZUMA O IZMENJAVI REAGENTOV
ZA DOLOCANJE KRVNIH SKUPIN, PROTOKOLA K EVROPSKEMU SPORAZUMU O IZMENJAVI
REAGENTOV ZA DOLOCANJE KRVNIH SKUPIN TER DODATNEGA PROTOKOLA K EVROPSKEMU
SPORAZUMU O IZMENJAVI REAGENTOV ZA DOLOCANJE KRVNIH SKUPIN (MESIRK)

Razglasam Zakon o ratifikaciji Evropskega sporazuma o izmenjavi reagentov za doloc¢anje krvnih skupin, Protokola k
Evropskemu sporazumu o izmenjavi reagentov za doloc¢anje krvnih skupin ter Dodatnega protokola k Evropskemu
sporazumu o izmenjavi reagentov za dolo¢anje krvnih skupin (MESIRK), ki ga je sprejel Drzavni zbor Republike Slovenije

na seji 19. julija 2000.

St. 001-22-140/00
Ljubljana, dne 27. julija 2000

Predsednik
Republike Slovenije
Milan Kucan |. r.

ZAKON
O RATIFIKACIJI EVROPSKEGA SPORAZUMA O IZMENJAVI REAGENTOV ZA DOLOCANJE KRVNIH
SKUPIN, PROTOKOLA K EVROPSKEMU SPORAZUMU O IZMENJAVI REAGENTOV ZA DOLOCANJE
KRVNIH SKUPIN TER DODATNEGA PROTOKOLA K EVROPSKEMU SPORAZUMU O IZMENJAVI
REAGENTOV ZA DOLOCANJE KRVNIH SKUPIN (MESIRK)

1. ¢len
Ratificirajo se Evropski sporazum o izmenjavi reagentov za dolo¢anje krvnih skupin in Protokol k Evropskemu sporazu-
mu o izmenjavi reagentov za dolo¢anje krvnih skupin, sklenjena v Strasbourgu 14. maja 1962, ter Dodatni protokol k
Evropskemu sporazumu o izmenjavi reagentov za dolo¢anje krvnih skupin, sklenjen v Strasbourgu 29. septembra 1982 in

dan na voljo za sprejetje 1. januarja 1983.

2. ¢len
Sporazum, protokol in dodatni protokol se v izvirniku v angleskem jeziku in v prevodu v slovenskem jeziku glasijo:

EUROPEAN AGREEMENT

ON THE EXCHANGES OF BLOOD-GROUPING
REAGENTS

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

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

Considering that it is most desirable that member coun-
tries, 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 possi-
ble if the character and use of such blood-grouping rea-
gents are subject to rules laid down jointly by the member
countries and if the necessary import facilities and exemp-
tions are granted,

Have agreed as follows:

Article 1

For the purposes of this Agreement, the expression
“blood-grouping reagents” refers to reagents of human, ani-
mal 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 ratifi-
cation 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 notifica-
tion 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 ur-
gent need of them and to charge only those costs of collec-
tion, processing and carriage of such substances and the
cost (if any) of their purchase.
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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 Proto-
col. 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 meas-
ures 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 pro-
vided in Article 4 of this Agreement.

They shall also forward a list of bodies empowered to
distribute imported blood-grouping reagents. Wherever pos-
sible 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 ratifica-
tion or approval, or

b signature with reservation in respect of ratification
or approval, followed by ratification or approval.

Instruments of ratification or approval shall be depos-
ited 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 re-
spect 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 instru-
ment of ratification or approval.

Article 9
After the entry into force of this Agreement, the Com-
mittee 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;

¢ of any declaration or notification received in ac-
cordance with the provisions of Article 1, paragraph 2;

d of any notification received in accordance with Arti-
cle 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 indefi-
nitely.
Any Contracting Party may terminate its own applica-
tion 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 trans-
mit certified copies to each of the signatory and acceding
Governments.



stran 960 / st. 20 / 1. 9. 2000 Uradni list Republike Slovenije - Mednarodne pogodbe

PROTOCOL TO THE EU-ROPEAN AGREEMENT
ON THE EXCHANGES.OF
BLOOD-GROUPING REAGENTS

GENERAL PROVISIONS

1. Specificity

A blood-groupingl 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 techaique recommended by the pro-
ducer there must be no evideace of any of the following factors or phenomena :

(a) haemolytic properties;
(5) antibodies or other substances besides those mentioned on the label;
(c) bacterial products liable to cause false positive or false negative reactions;

(d) pseudo-agglucination through the formation of rouleaux ;
(e) prozone phenomena.

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
suspension of red corpuscles. The titre is the reciprocal of the figure representing
the highest serum dilution in which a reaction occurs, che dilution beingz 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 agglutinacion on a slide.

1. At the time of approving the present version of the Protocol and its annexes, it was understood by
the represencatives of the Contracting Parties that when in the English text of the Agreement the
expression ''blood incompatibilities'' was mentioned, ''blood grouping incompartibilities' was
implied.

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

.
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3. International Standards and lnternational Units

International Standards.have been established by the World Health Organisa-
tion for anti-A and anti-B and incomplete anti-D blood-grouping reagents. and are in
process of being established for blood-grouping reagents of other specificities. An
Internacional Scandard Preparation contains, by definition, a certain number of Inter-
nacional Units.per mg or ml and this. definition is.independent of the titres observed
against particular red corpuscle preparations .

4. Stability and expiry date

Each reageat, when kept under the conditions of storage recommended by the
maanufacturer, should recain 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 cthe last satisfactory pocency test. The expiry
date can be extended for furcher 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.

1. The potency of blood-grouping reagents of most specificities is expressed as che agglucinacion ticre
observed in a dilution series, against a suspension of red-cells. The titre indicaces the dilution of re-
agent in the last mixture of the series which shows agglutination microscopically visible.

The potency of blood-grouping reagents for which International Standa:d Preparations exist (ac
ptesent anti-A and anti-B and incomplete anci-D) cas be expressed in Incernational Unics(®) on the
basis of the titration of the' unknown reagent in comparison with the Incernacional Scandard, or a national
sub-standard. '

The lnternational Standard Preparations of blood-grouping sera are dispensed in ampoules concain-
-ing dried human serum. When recoastituted to the volume of 1 ml, the anti-A and anti-B sera contain by

" definicion 256 International Unics per ml. They can be obtained free of charge, from the International
Laboratocy for Biological Standards of WHQ, Scatens Seruminstitut, Copenhagen.

The following table shows an example of a comparacive titration of the International Standard anti-A

Serum (S) and an "‘unknown'' anti-A reagent (U) agaiast Al red corpuscles and A3B red corpuscles.

Serum S Reagenc U Serum S Reagent U
Al corpuscles 512 1 : 128 256G G4
AZB corpuscles 32 1 : 16 256 128
ticres titres Unics Units
(observed) (observed) (by definition) (by comparison)
(*) See Bull, Wid. Hith, Ocg. 1954, 10, 937, 941 - 1950, 3, 301
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5. Preservation

Blood-grouping reagents. may be preserved in the liquid or dried state. Dried
reageats shall be kept in an atmosphere of an inert gas.or in vacuo, in the glass con-
tainer 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 per cent of its weight when tested by
further drying over phosphorus. pentoxide at a pressure not exceeding 0.02 mm of
mercury for 24 hours.

Reagents shall be prepaced with aseptic precautions and shall be free from
bacterial contamination. In order to prevent bacterial growth the competent national
authority may decide that an antiseptic and/or antibiotic shall be added to the re-
agent (or to any solvent issued wich dried reagents), provided that, in the presence of
the added substance, the reagent still fulfils the cequirements for specificity and
potency.

Blood-grouping sera of human origin must coatain at least 2.5 mg of protein
nitrogen per ml of liquid or reconstituted serum.

Reagents whether in the liquid state or after reconsticution should be trans-
parent and should not concain any sedimeat, gel or visible particles.

6. Coloration

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

7. Dispensing and volume

Blood-grouping reagents shall be dispensed in such a way and in such
volumes chat the reageat 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 thac che
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 recained by the laboratory until it can be reasonably assumed chat the
bacch 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 consticute the active principle and others
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are adjuvants. for enhancing the activity or maintaining the stability of the reagent.

For technical reasons.these reagencs. 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 vege-
table reagents cannot contain substances.of human origin.

10. Labels, leaflets and certificates

A label printed in English and-French, in black on white paper,shallrbeaffixed
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 relevanc specifica-
tion

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

Expiry date

6. Batch number.

Moreover, this label or the label of the carton enclosing s=veral final con-
tainers, or the leaflet accompanying the containers, shall contain the following in-
formation :

1. Full name and address.of producer

2. Name of che reagent as it appears in the heading of the relevant specifica-
tion

3. The volume, or, where the reagent is dried, the volum2 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

® N oo

Conditions of storage of unopened ampoules and precautioas to be taken
after opening

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

10. Statement whether the product coatains or does not contain material of
human origin.
Each consignment shall be accompanied-by a certificate as provided in Article
4 of the Agreement and the Anaex to the: present Protocol. Examples of labels and
leaflets are atcached to the present Protocol.



stran 964 / st. 20/ 1. 9. 2000 Uradni list Republike Slovenije - Mednarodne pogodbe

SPECIFIC PROVISIONS .
A. BLOOD-GROUPING SERA Of HUMAN ORIGIN

(a) Sera of human origin for ABO grouping
(1) Anti-A dlood-grouping serum (human)

Anti-A serum is.derived from the blood of selected group B persons, who may
or may not have been immunised by group A red corpuscles or group A specific sub-
stance. Anti-A serum agglutinaces human red corpuscles containing A aatigen, i.e.
those of blood groups A and AB, including sub-groups Ay, Ay, A1B and A3B, and
does . not agglutinace human red corpuscles which do not contain A antigen, i.e. chose
of blood groups O 1nd B. )

POTENCY

Ticration

An anti-A serum shall be titrated separacely againsc suspensions of Ap, Ajy,
and AjB corpuscles, in parallel wich cthe reconsticuted buc undiluted Internacional
Standard Preparation of anti-A blood-grouping serum or an equivalent reference pre-
paration. The potency of the serum shall in each case be not less than 64 Inter-
national Units per ml.

Decermination of avidity

When anti-A serum ts mixed on a slide with an equal volume of a suspension
of A1, Ay and Ay B cells with a volume fraction of 0.05 o 0.1, agglutinacion of each
suspension should first appear in not more than twice the time taken when the same
test is performed with the recoascituted but undiluted [nternational Scandard Prep-
aration of anti-A blood-grouping serum or with a reference standard of equivalent
avidity. :

(11) 4Anti-B blood-grouping serum (human)

Anti-B serum is derived from the blood of selected group A persons, who may
or may net have been immunised by group B red corpuscles or group B specific sub-
stance. 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 O and A.

POTENCY

Ticration

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 olood-grouping serum or an equivalent reference preparation. The potency of
the serum shall be not less than 64 International Units per ml.
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Determination of avidity .

Vhen anti-B serum is mixed on a slide with an equal volume of a suspensio
of B cells with a volume fraction of 0.05 co 0.1, agglutination should first appear in
not more than twice the time taken when the same test is performed wich che recon-
sticuted buc undiluted International Standard Preparation of anti-B blood-grouping
serum or with reference staadard of equivalent avidity.

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

Anci-A + anti-B (group O) serum is derived from the blood of selected group O
persons who may or may not have been immunised by group A and.group B red cor-
puscles or group A and group B specific substances. Anti-A + anti-B (group O) serum
agglucinaces human red corpuscles containing A or B agglutinogens or both, i.e. those
of group A including sub-groups Aj and Ay, group B and group AB inch.xding sub-
groups A1B and A,B, and does not agglutinate human red- corpuscles which do not
coatain A or B agglutinogens, i.e. those of group. O. It aggh‘xt"mates,human re_d cor-
puscles containing the Ay (Ay or A,) antigen (which are not, in general, agglutinated
by anti-A serum decived from group B donors).

POTENCY

Titration

An anti-A + anci-B (group O) serum shall be ticrated sepacately against sus-
pensions of A}, and A corpuscles. in parallel with the reconstituted but uadiluted
Incernational Standard Preparation of anti-A blood-grouping serum or an equivalent
standard preparation. It shall also be. titrated against a suspension of group B cor-
puscles in parallel wich the recoastituced but undiluted Internacional Standard Pre-
paration of anti-B blood-grouping serum or an equivalent standard preparation.

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

Anti-A + anci-B (group O) blood-grouping serum used undiluced shall also
give readily dececrable agglutination of group Ay (A, oc A,) corpuscles.

Determination of avidicy

When anci-A + anti-B (group 0) serum is mixed oa a slide with equal volumes
of suspensions of A] and A cells with a volume fraction of 0.05 to 0.1, agglutination
shall ficst appear in not more than twice the time taken when the same tests are per-
formed with the recoastituted butundiluted International Standard Preparation of ancrA
blood-grouping serum or with a reference 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 test is performed with the recoastituced
but undiluted International Standacd Preparation of anti-B blood-grouping serum ora
reference prpparation of equivalent avidity. When anti-A + anti-B (group 0) serum
is mixed on a slide with an equal volume of a suspension of Ay (Ay or Ay) cells with
a volume fraction of 0.05 to 0.1, agglutination shall first appear in not more than
5 mianutes at a temperature between 18 and 25 °C.
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(b) Sera of human origin for Rh grouping

Anti-Rh blood grouping sera, whatever cheir 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'’ agglutinace
corpuscles suspended in saline. With others, commonly kaown as ''incomplete',
aggtutination can only be obrained in the presence of certain colloids such as bovine
albumin or by means of other special techniques. The sera should be 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 grouping sera may need to be re-
vised when latemational Standard Preparations become available.

(i) Anti-D (anti-Rh,) blood-grouping serum (human)

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

POTENCY

Ticration

"“"Complete'' anti-D sera shall have a citre not less than 32 against CcDee
cells in a solution containing 9 gram sodium chloride per litre.

An "'incomplete'' anti-D serum shall be titrated against CcDee corpuscles in
parallel wich che reconstituted buc undiluted International Standard Prepacation of In-
complete Anti-D (anti-Rh,) or an equivalent reference preparation. It shall have 2
potency of not less than 32 International Units. Besides reacting with all red cor-
puscles concaining the D antigen, the serum should, as far as possible, reacc with
corpuscles containing the DY antigen.

Determinacion 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 approximately 400C, show visible agglucination within 30 seconds, and
agglutination should-be complete within 120 seconds.

(ii) Anti<C (anti-RA’) dlood-grouping serum (human)

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

Most diagnostic anti-C sera contain ''complete’’ anti-C together with ‘'incom-
plete'" aati-D. These sera are therefore specific for the C aatigen only when the cells
under test are suspended in a solution containing 9 gram sodium chloride per litre,
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POTENCY

Titracion

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

Determination of avidity

Anti-C sera intended for use in the slide test of Diamond and Abelsoa (and
which must not contain any form of anti-D) should, whea mixed on a slide wicth an
equal volume of a suspension of Ccddee cells with a volume fraction of 0.4 to0 0.5, ac
approximately 40 °C, show visible agglutination within 30 seconds, and agglutinacion
should be complete within 120 seconds.

(iit) Anti-E (anti-rA’’) dlood-grouping serum (human)

Anti-E serum is derived from the blood of one or more persons immunised by
the E ancigen of the Rh system. It reacts with human red corpuscles containing the
E aacigen.

POTENCY

Ticracion )

Aati-E sera ("'complete'’ or "'incomplete'’) should-have a titre 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 z2n equal
volume of a suspension of ccddEe cells with a volume fraction of 0.4 to 0.5, at ap-
proximately 40 °©C, show visible agglutination within 30 secoads, and agglutination
should be complete within 120 seconds.

(iv) Anti-D + C (anti-Rhorh’) blood-grouping serum (human)
Anti-D + E (anti-Rh,rh’’) blood-grouping serum (human)

Sera of specificicy anti-D + C and of specificity anti-D + E may be obtained
ditectly from the blood of immunised individuals or may be prepared by mixing anti-D
with anti-C or anti-E serum. In a given serum both antibodies must be simulraneously
active under the conditions of reaction specified by the producer. Each serum must
react wich 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 componenc antibodies,
but in the case of anti-D + C (which is a frequent combination in the serum of im-
munised persons) it is desirable that the anti-C titre should not be less than 32 and
in the case of anti-D + E it is desirable that the anti-E titre should not be 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 not be less.than
those specified-for the component antibodies.
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8. REAGENTS OF NON-HUMAN ORIGIN

(a) Sera of animal origin
(1) Anti-A blood-grouping serum (animal)

Anti-A serum is.derived from the blood of animals which may or may not have
been immunised by group A red corpuscles or group A specific substances. Anti-A
serum agglutinaces. human red corpuscles containing A antigen, i.e. those of blood
groups A and AB, including sub-groups Ay, A, A;B and A7B, and does not agglutin-
ate human red cocpuscles. which do not contain A antigen, i.e. those of blood groups
O and B.

POTENCY

Ticration

An anti-A serum shall be titrated separately against suspensions of Ay, Ay,
and AB red corpuscles, in parallel with the reconstituted but undiluted International
Standard Preparation of anti-A blood-grouping serum or an equivalent reference pre-
paration'. The potency of the serum shall in each case be not less than 64 Incer-
national Units per ml.

Detecminacion of avidicy

When anti-A serum is mixed on a slide with an equal volume of a suspension
of Ay, Ajand A5B cells with a volume fraction of 0.05 to 0.1, agglutinacion of each
suspension shall in each case first appear in not more than twice the time raken when
the same test is performed with the recoastituted but undiluted [ncernacional Scandard
Preparation of anti-A blood-grouping serum or with a reference standard of equivalent
avidity. -

(i1) Anei-B bdlood- grouping serum (animal)

Anti-B serum is derived from the blood of animals which may or may not have
been immunised by group B red corpuscles or group B specific substances. Anti-B
serum aggluctinates human red corpuscles containing B aatigen, i.e. those of blood
groups. B and AB, and does not agglutinate human red corpuscles which do not con-
tain B antigen, i.e. those of blood groups O and A.

POTENCY

Ticration

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

1. The Incernational Standard Preparation is of human origin; an equivalent reference preparation, if
used, may be of human or non-human origin.
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Determination of avidicy

Vhen aati-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, agglutinaction shall firse appear in
not more than twice the time taken when the same test is performed with the recoa-
stituted but undiluted International Standard Preparation of anti-B blood-grouping
serum or with a reference scandacd of equivalenrt avidity.

(1i1) Anti-human-glodulin serum (animal)!

Anti-human globulin serum for use in blood group serology must concain’
agglutinating antibodies against IgG globulin and agglutinating antibodies against
complement factors. It is derived from the blood of animals immunised by the in-
jection of human serum protein. It must agglutinate all human red corpuscles coaced
with human 1gG and/or complement factors. Under the conditions specified by the
manufacturers it does not agglutimate: uncoaced human red corpuscles, to whatever
group chey may belong.

Specificity

The specificity of an aati-human globulin serum for use in blood group sero-
logy must be tested wich human red corpuscles coated with a variety of antibodies
i.e. red corpuscles sensitised with human incomplete antibodies anti-D, anci-K and
anti-Fya, red corpuscles sensitised with complement-binding incomplete antibodies
anti-L.e? in the presence of fresh human serum, and red corpuscles sensitised with
so-called "incomplete cold antibodies'' and with tanned red corpuscles sensitised
with human [gG and, finally, with 10 different samples of non-coaced human red cot-
puscles with and without A and B antigens.

POTENCY

Ticration

An anti-human globulin serum, as supplied, or at the dilution recommended on
the label, shall strongly agglutinate human red corpuscles coated with 2 human in-
complete aati-D serum, having a ticre of 4 (or less) against D-positive corpuscles,
when the titration is performed by the albumin replacement method. At che same
dilution it shall agglucinate K-positive human red corpuscles sensitised with selected
weak anti-K antibodies and Fy2 positive red corpuscles sensitised with selected
weak anti-Fy2 antibodies.

It shall also, at the same or a different dilucion, as specified on the label,
agglutinace human red corpuscles sensitised with weak complement-binding incomplete
anti-Le2 antibodies in che 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.

1. Coombs, R.R.A., Mourant, A.E. and Race, R.R. (1945), Lances, iii S
Coombs, R.R.A., Mourant, A.E. and Race, R.R. (1945), Brit. J. exp. Path, 26, 255.
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(b) Blood-grouping reagents of vegetable origin
(1) Anti-A blood-grouping reagent (vegetable)

Anti-A reagenc is prepared- by extraction from the seeds or .other pacts of a
suitable plant, followed, if necessary, by purification. Anti-A reagent agglutinates
human red corpuscles concaining A antigens, i.e. those of blood- groups A and AB,
including sub-groups A, Ap, A|B and AB, and does.not agglutinate human red cor-
puscles which do not contain A antigens,i.e. those of blood groups O aad B.

POTENCY

Ticration

An anti-A reagenc shall be titrated separately against suspensions.of Ay, Aj
and ApB corpuscles, .in parallel with the recoanstituted buc undiluted Iaternational
Standard Preparation of aati-A blood-grouping serum or an equivalent reference pre-

paration!.

The potency of cthe reagent shall in each case be not less than 64 Inter-
national Units per ml.

Determination of avidity

When anti-A reagent is mixed on a slide with an equal volume of a suspension
of A], A2 and A7B cells with a volume fraction of 0.05 o 0.1, agglutination of each
suspensioa shall first appear in not more than twice the ttme taken when cthe same
test is performed wich the recoastituced but undiluted [nternational Standard Prep-
aracion of anti-A blood-groupiag serum or with a reterence standard of equivalent
avidicy.

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

Anti-B reagent is prepared by extraction from the appropriate part of a suit-
able plant, followed, if necessary, by purification. Anti-B reagent agglutinates human
red cocpuscles 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 O and A.

POTENCY

Ticration

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

Determination of avidity .
When anci-B reagent is mixed on a slide with an equal volume of a suspeansion

of B cells with a volume fraction of 0.05 to 0.1, agglutination shall ficst appear in
not more than twice the time taken when the same test is performed with the recon-
stituced buc undiluted International Standard Preparation of anti-B blood-grouping
serum or with a reference sctandard of equivalent avidity.

—_—
1. The Incecnacional Standard Preparation is of human origin; an equivalent reference preparation, if
used, may be of human or noa-human origia.
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EXEMPLES D'ETIQUETTE
EXAMPLES OF LABEL

CONSEIL DE L'EUROPE

COUNCIL OF EUROPE

Accord européen relatif ¢ V’échange
des réactifs pour la détermination des groupes sanguins

European Agreement on the ezchange
of blood-grouping reagents

RGNl Sl

(a) sérum liquide

Laboratoire X, Amsterdam
Sérum anti-A (humain)
N3Na 0,1 %

5 ml

7 septembre 1965

Ne 12 3 4

(a) fluid serum

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

3. Sodium Azide 0.1 %

4 5ml

5. 7th September, 1965

6. Ne 1 2 3 4

BN

o

(b) sérum desséché

Laboratoire X, Amsterdam
Sérum anti- B (animal)
Mersalate 0,1 %
Recoastituer avec S ml d'eau
distill ée

31 décembre 1968

Ne 4321

(b) dried serum

L .... Laboratory, Amscerdam
Anci-B serum (animal)
Mersalate 0,1 %

P N

of distilled water
31st December, 1968
Ne 4321

AN

To be recoastituted with 5 mi
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EXEMPLE DE NOTICE
EXAMPLE OF LEAFLET

CONSEIL DE L'EUROPE

COUNCIL OF EUROPE

Accord européen relatif & U’échange
des réactifs pour la détermination des groupes sanguins

European Agreement on the exchange
of blood-grouping reagents

. -Laboratoire central de transfusion
sangutae, 1 Main Streetr, Metropolis,
Westland

. Sérum anti-E (anti-ch"") (humain)

10 ml

. Date du dernier concrdle d'activicé :

30 mai 1961
. Date de pérempcion : 30 mai 1962

. No 5432

Les globules rouges & examiner doivent
ecre lavés une ou plusieurs fois avec
une solution saline de 9 g/l. Une sus-
pension de globules rouges d'une
fraction de volume d'environ 0,03 est
préparée easuite en .mélangeant un
volume ou une goutte de culot globu-
laire avec 30 volumes ou gouttes de
solution saline isotonique. Avec un
peu d'habicude, la concentration d'une
suspension peut etre évaluée de fagon
satisfaisante 4 1'cell nu.

Une petite goutte de sérum estdéposée
dans un cube a hémolyse(6mm x 30 mm)
a l'aide d'une piperte Pasteur.'On
ajoute ensuice une pecice goutte de
suspension de globules rouges. (Avec
un peu d'habiwude, on peut réaliser
une économie considérable en distr-
buant le sérum et la suspension glo-
bulaire a 1'aide de pipettes graduées
a pl). Le contenu du tube est mélangé

1. Cencral Blood Transfusioﬁ Laboratory,

1 Main Street, Metropolis, Westland

. Aati-E (anti-rh'i) serum (human)

10 ml

. Date du demier co test : 30th May

1961

. Expiry Date, 30th May 1962

. No. 3432

. The red blood cells to be tested are

washed one or more times witha NaCl
solution of 9 g/ 1. An erythrocyte sus-
pension with a volume fraction of ap-
proximately 0.03 is prepared by mixing
one volume ordrop of packed red cells
with 30 volumes or drops of isotonic
NaCl-solution. With practice the strengdh
of a suspension can be judged ad-
equately by inspection.

A small drop of serum is delivered
inco a precipitin tube (6 mm X 30 mm)
from a Pasteur pipette, .and a similar
deop of red corpuscle suspension is
added. (With practice coasiderable
economy can be achieved by deliver-
ing the serum and cell suspeansion
from pipettes marked at a volume of
10 pl). The contents of the tube are
mixed and incubated act 37°C for two
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8. «Coaserver

10. «Ce

et mis A incuber deux-heures a 37 °C.
Le contenu du tube est alors trans=
porcé et éralé avec précaution sur une
lame de microscope. Si ['agglutinadon
n'est pas clairement visible a l'oeil
au, la lame estexaminée au microscope
pour €tablir si l'agglutination s'est
produite et déterminer son intensité.

4 une température infé-
rieure ou égale a-20°C, Si le produit
n'est pas ucilisé le jour méme de l'ou-
verture, ajouter 0,1 ml d'une solution
de N3Na a concentration de 100 g/l

9. -Sérum humain anci-E ("anci-th"): 5&1[

- Albumine bovine a 300 g/ 1 : 5 ml

réactif concient une substance

d'origine humaine.

10,

hours. The coateats of the tube are
thea cautiously transferred to a micro-
scope slide and gently spread upon ic.
Unless agglutinaction is unmistakable
to the unaided eye the slide is exam-
ined for the presence and degree of
agglutinattion under che microscope.

‘Store at -20°C or below. {f to be used

afcer day of opening, add 0.1 ml of a
solution coantaining 100 gram sodium
azide per licce.

Human aaci-E ("aati-th") serum: S ml;
solution containing 300 gram bovine
albumin per litre 1 S ml

This product contains macerial of
human origin.
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ANNEXE AU PROTOCOLE
ANNEX TO THE PROTOCOL

CONSEIL DE L'EUROPE

COUNCIL OF EUROPE

Accord européen relatif ¢ l'échange
des réactifs pour la détermination des groupes sanguins

European Agreement on the exchange
of blood-grouping reagents

Certificat
(article 4)

- - Certificate

A NE PAS DETACHER DE L'ENVOI
NOT TO BE SEPARATED FROM THE SHIPMENT

...... I19..
(lieu) (date)
{(place)
Nombre de Le soussigné déclare que l'envoi spécifié en marge. . . . . .
colis The undersigned certifies that the shipment specified in the margin
Number of e e e e e e e e e e e e s
packages e e e e e e P e e e e
préparé sous la responsabilité de . . . . . . . e e
e prepared under the responsibility of . . . . . . C e
Désignation e e e e e e e e e e e e e e
Marked G e e e e e e e e e e e e e s e .
organisme visé a l'article 6 de l'Accord, est conforme aux
one of the bodies referred to in Article 6 of the Agreement, is in
No des lots spécifications du Protocole & I'Accord et qu'il peut étre délivré
Batch No. conformity with the specifications of the Protocol to the Agree-

immédiatement au destinataire (nom et lieu). . . . . ., . .
ment and can be delivered immediately to the consignee (name

.......................

(cachet) (signature) (titre)
(stamp) (signature) (title)
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ADDITIONAL PROTOCOL
TO THE EUROPEAN AGREEMENT ON THE
EXCHANGES OF BLOOD- GROUPING REAGENTS

The member States of the Council of Europe, Con-
tracting Parties to the European Agreement of 14 May 1962
on the exchanges of blood-grouping reagents (hereinafter
called “the Agreement”),

Having regard to the provisions of Article 5, para-
graph 1, of the Agreement, according to which “The Con-
tracting 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 under-
taking 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 accept-
ance 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 depos-
ited 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, para-
graph 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 Contract-
ing 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 communi-
cation 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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EVROPSKI SPORAZUM
O IZMENJAVI REAGENTOV ZA DOLOCANJE
KRVNIH SKUPIN

Vlade podpisnice drzav ¢lanic Sveta Evrope so se

glede na to, da reagenti za doloCanje krvnih skupin
niso na voljo v neomejenih koli¢inah,

glede na to, da je nadvse zazeleno, da si drzave ¢lani-
ce v duhu evropske solidarnosti med seboj pomagajo pri
oskrbi z reagenti za dolo¢anje krvnih skupin, ¢e se pokaze
potreba po njih,

glede na to, da je taka medsebojna pomo¢ mozna le,
Ce glede lastnosti in uporabe reagentov za dolo¢anje krvnih
skupin veljajo pravila, ki jih skupaj dolocijo drzave ¢lanice, in
¢e se pri uvozu odobrijo ustrezne olajSave in oprostitve,

sporazumele o naslednjem:

1. ¢len

V tem sporazumu se izraz “reagenti za dolo¢anje krvnih
skupin” nanasa na reagente ¢loveskega, zZivalskega, rastlin-
skega in drugega izvora, ki se uporabljajo za dolocanje
krvnih skupin in za odkrivanje krvnih neskladnosti.

Pogodbenica lahko z izjavo generalnemu sekretarju
Sveta Evrope ob podpisu tega sporazuma ali ob deponiranju
svoje listine o ratifikaciji, odobritvi ali pristopu omeji uporabo
tega sporazuma na reagente za dolo¢anje krvnih skupin
Cloveskega izvora. To izjavo lahko kadar koli umakne z urad-
nim obvestilom generalnemu sekretarju Sveta Evrope.

2. ¢len
Pogodbenice se zavezujejo, da dajo reagente za dolo-
¢anje krvnih skupin na voljo drugim pogodbenicam, ki jih
nujno potrebujejo, ¢e imajo dovolj zalog za lastne potrebe,
in da zaracunajo le stroske zbiranja, predelave in prevoza
teh snovi ter morebitne stroske njihovega nakupa.

3. ¢len
Reagenti za dolo¢anje krvnih skupin se dajo drugim
pogodbenicam na voljo pod pogojem, da z njimi ne ustvarja-
jo dobicka, da jih uporabljajo izkljucno v medicinske name-
ne in da jih dobavljajo le organom, ki jih dolocijo njihove
vlade.

4. ¢len

Pogodbenice potrjujejo, da upostevajo dolo¢be proto-
kola k temu sporazumu.

Izpolnjujejo tudi pravila, ki so jih sprejele glede na
mednarodno standardizacijo na tem podrocju.

Vsem posiljkam reagentov za dolo¢anje krvnih skupin
mora biti prilozen certifikat, ki potrjuje, da so bili pripravljeni
v skladu s specifikacijami v protokolu. Ta certifikat je narejen
po vzorcu iz priloge k protokolu.

Protokol in njegova priloga sta upravni dogovor, zato ju
lahko vlade pogodbenic tega sporazuma spremenijo ali do-
polnijo.

5. ¢len
Pogodbenice ukrenejo vse potrebno, da so reagenti za
dolo¢anje krvnih skupin, ki jim jih dajo na voljo druge pogod-
benice, oprosceni vseh uvoznih dajatev.
Prav tako ukrenejo vse potrebno, da omogocijo hitro
dobavo teh snovi po najkrajsi poti prejemnikom, omenjenim
v 3. Clenu tega sporazuma.

6. Clen

Pogodbenice si po generalnem sekretarju Sveta Evro-
pe posliejo seznam organov, pooblaséenih za izdajo certifi-
katov, dolo¢enih v 4. ¢lenu tega sporazuma.

Prav tako posliejo seznam organov, pooblas¢enih za
distribucijo uvozenih reagentov za dolo¢anje krvnih skupin.
Ce je mogoce, naj bodo ti organi isti kot v 6. ¢lenu Evrop-
skega sporazuma o izmenjavi zdravilnih u¢inkovin ¢loveske-
gaizvora.

7. ¢len

Ta sporazum je na voljo za podpis ¢lanicam Sveta
Evrope, ki lahko postanejo njegove pogodbenice s:

a) podpisom brez pridrzka glede ratifikacije ali odobri-
tve ali

b) podpisom s pridrzkom glede ratifikacije ali odobri-
tve, ki mu sledi ratifikacija ali odobritev.

Listine o ratifikaciji ali odobritvi se deponirajo pri gene-
ralnem sekretarju Sveta Evrope.

8. ¢len

Ta sporazum zacne veljati en mesec po dnevu, ko tri
Clanice Sveta v skladu s 7. ¢lenom tega sporazuma podpi-
Sejo sporazum brez pridrzka glede ratifikacije ali odobritve
ali ga ratificirajo ali odobrijo.

Za vsako c¢lanico Sveta, ki pozneje podpise sporazum
brez pridrzka glede ratifikacije ali odobritve ali ki ga ratificira
ali odobri, zacne sporazum veljati en mesec po dnevu pod-
pisa ali dnevu deponiranja listine o ratifikaciji ali odobritvi.

9. ¢len
Odbor ministrov Sveta Evrope lahko po za¢etku veljav-
nosti tega sporazuma povabi katero koli drzavo neclanico,
da pristopi k temu sporazumu. Pristop za¢ne veljati en me-
sec po dnevu deponiranja listine o pristopu pri generalnem
sekretarju Sveta Evrope.

10. ¢len

Generalni sekretar Sveta Evrope uradno obvesti ¢lani-
ce Sveta in drzave, ki so pristopile k sporazumu, o:

a) datumu zacetka veljavnosti tega sporazuma in ime-
nih tistih ¢lanic, ki so ga podpisale brez pridrzka glede
ratifikacije ali odobritve ali ki so ga ratificirale ali odobrile,

b) deponiranju vsake listine o pristopu v skladu z dolo¢-
bami 9. ¢lena,

c) vsaki izjavi ali uradnem obvestilu, prejetem v skladu z
dolo¢bami drugega odstavka 1. ¢lena,

d) vsakem uradnem obvestilu, prejetem v skladu z do-
lo¢bami 11. ¢lena, in o datumu zac¢etka njegove veljavnosti,

e) vsaki spremembi protokola in njegove priloge po
Cetrtem odstavku 4. ¢lena.

11. ¢len
Ta sporazum velja nedolo¢en ¢as.
Vsaka pogodbenica lahko preneha uporabljati spora-
zum eno leto po uradnem obvestilu generalnemu sekretarju
Sveta Evrope.

V potrditev tega so podpisani, ki so jih njihove viade za
to pravilno pooblastile, podpisali ta sporazum.

Sestavljeno v Strasbourgu 14. maja 1962 v angleSkem
in francoskem jeziku, pri ¢emer sta besedili enako verodo-
stojni, v enem izvodu, ki se hrani v arhivu Sveta Evrope.
Generalni sekretar poslje overjene kopije vladam podpisnic
in vladam tistih drzav, ki pristopijo k temu sporazumu.
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PROTOKOL K EVROPSKEMU SPORAZUMU

O IZMENJAVI REAGENTOV ZA DOLOCANJE
KRVNIH SKUPIN

SPLOSNE DOLOCBE

1. Specifiénost

Reagenti za dolo¢anje krvnih skupin® morajo reagirati z
vsemi testiranimi krvnimi vzorci, ki vsebujejo antigen, ustre-
zen protitelesu ali drugi snovi, navedeni na etiketi.

Kadar se reagent uporablja skladno z metodo, ki jo
priporoCa proizvajalec, ne sme biti znakov za nobenega od
naslednjih dejavnikov ali pojavov:

a) hemoliticne lastnosti,

b) protitelesa ali druge snovi poleg navedenih na eti-
keti,

c) bakterijske produkte, ki bi lahko povzrodili lazno
pozitivne ali lazno negativne reakcije,

d) psevdoaglutinacijo s tvorjenjem rolojev,

e) prozonske pojave.

2. Jakost

Titer reagenta merimo z zaporednimi dvakratnimi raz-
redcitvami reagenta, ki ga preverjamo v ustreznem mediju.
K vsaki razred¢ini dodamo enak volumen suspenzije rdecih
krvnih celic. Titer je reciprocna vrednost stevila, ki predstav-
lia najvecje razredéenje reagenta, pri katerem nastopi reak-
cija. Pri izracunu razredcitve ne upostevamo volumna sus-
penzije krvnih celic v skupnem volumnu.

Pri reagentih anti-A, anti-B kot tudi drugih, ki so za
uporabo na stekleni ploscici, avidnost izrazimo s ¢asom, ki
je potreben za aglutinacijo na stekleni ploscici.

3. Mednarodni standardi in mednarodne enote

Mednarodne standarde je dolocéila Svetovna zdravstve-
na organizacija za reagente anti-A in anti-B ter nekompletne
reagente anti-D za dolo¢anje krvnih skupin; v postopku do-
lo¢anja so Se standardi za reagente za doloc¢anje krvnih
skupin drugih specifi¢nosti. Mednarodni standardni pripra-
vek po definiciji vsebuje dolo¢eno stevilo mednarodnih enot
na mg ali ml; ta definicija je neodvisna od titrov, ugotovljenih
z dodanimi dolo¢enimi suspenzijami2 rdecih krvnih celic.

4. Stabilnost in rok uporabnosti

Vsak reagent mora obdrzati zahtevane lastnosti naj-
manj eno leto, kadar je shranjen pod pogoji, ki jih priporoca
proizvajalec.

1 Ob sprejemanju te razlicice protokola in pripadajocih prilog so se
predstavniki pogodbenic dogovorili, da v angleSskem besedilu sporazuma izraz
“blood incompatibilities” pomeni “blood grouping incompatibilities”.

Dogovorjeno je bilo tudi, da je treba izraz “blood-grouping” z vezajem v
angleskem besedilu sporazuma in protokola razumeti kot “blood grouping” brez
vezaja.

2 Jakost reagentov za dolo¢anje krvnih skupin vecine specifi¢nosti je
izrazena kot aglutinacijski titer, ugotovljen pri serijskem razredc¢enju reagenta in
z dodano suspenzijo rdecih krvnih celic. Titer oznacuje zadnje razredcenje
reagenta v seriji, ki $e kaze mikroskopsko vidno aglutinacijo.

Jakost reagentov za doloc¢anje krvnih skupin, za katere obstajajo medna-
rodni standardni pripravki (trenutno anti-A in anti-B in nepopoln anti-D), se lahko
izrazi v mednarodnih enotah* na podlagi titracije neznanega reagenta v primerjavi
z mednarodnim standardom ali drzavnim podstandardom.

Mednarodni standardni pripravki serumov za dolo¢anje krvnih skupin so na
voljo v ampulah, ki vsebujejo dehidriran ¢loveski serum. Kadar seruma anti-A in
anti-B rekonstituiramo na volumen 1 ml, vsebujeta po definiciji 256 mednarodnih
enot na ml. Dobiti ju je mogoce brezplacno pri Mednarodnem laboratoriju za
bioloske standarde pri Svetovni zdravstveni organizaciji, Statens Seruminstitut,
Kébenhavn.

Rok uporabnosti reagenta v tekoci obliki, kot je ozna-
¢en na etiketi, ni daljsi od enega leta od dneva zadnjega
preverjanja njegove jakosti, ki zadosti zahtevam. S ponavlja-
njem preverjanja jakosti se rok njegove uporabnosti vsako-
krat lahko podaljsa za eno leto.

Rok uporabnosti reagentov v dehidrirani obliki, kot je
naveden na etiketi, je v skladu z ugotovitvami preizkusov
njihove stabilnosti in ga potrdijo drzavni kontrolni organi.

5. Shranjevanje

Reagente za dolo¢anje krvnih skupin lahko hranimo v
tekocem ali v dehidriranem stanju. Dehidrirane reagente
hranimo v atmosferi inertnega plina ali v vakuumu v stekle-
ni¢ki, v kateri so bili dehidrirani in ki je zaprta tako, da se
prepreci prodiranje vlage. Dehidrirani reagent ne sme izgu-
biti ve¢ kot 0,5 odstotka svoje mase po dodatnem
24-urnem susenju v prisotnosti fosforjevega pentoksida pri
tlaku, ki ne presega 0,02 mm zivega srebra.

Reagente pripravljamo v asepti¢nih pogojih in ne sme-
jo biti bakteriolosko kontaminirani. Za prepreditev rasti bak-
terij lahko pristojni drzavni organ odloci, da se reagentu (ali
kateri koli raztopini, ki je prilozena dehidriranim reagentom)
doda antiseptik in/ali antibiotik pod pogojem, da v prisotno-
sti dodane ucinkovine reagent Se vedno izpolnjuje zahteve
glede specifi¢nosti in jakosti.

Serumi Cloveskega izvora za doloc¢anje krvnih skupin
morajo vsebovati najmanj 2,5 mg proteinskega dusika na ml
tekoCega ali rekonstituiranega seruma.

Reagenti v teko¢em stanju ali po rekonstituciji morajo
biti prozorni in ne smejo vsebovati nobene usedline, gela ali
vidnih delcev.

6. Obarvanje

Reagenti za dolo¢anje krvnih skupin za mednarodno
izmenjavo naj ne bodo, Ce je le mogocCe, umetno obarvani,
vsaj dokler ni dosezen mednarodni dogovor o enotnem
sistemu. Kakrsen koli dodatek barvila ne sme motiti speci-
ficne reakcije.

7. Odmerjanje in volumen

Reagente za doloc¢anje krvnih skupin pripravimo in raz-
delimo tako in v takih volumnih, da reagent v eni steklenicki
poleg izvedbe testov z neznanimi krvnimi celicami zadostuje
za izvedbo testov s pozitivnimi in negativnimi kontrolnimi
krvnimi celicami. Volumen ene steklenicke je takSen, da
vsebina, ¢e je to potrebno, omogoca izvedbo ustreznih te-
stov jakosti, opisanih v tem protokolu.

8. Dokumentacija in vzorci

Laboratorij, ki proizvaja reagente, hrani pisno doku-
mentacijo o vseh fazah proizvodnje in kontrole reagentov za
dolo¢anje krvnih skupin. Laboratorij hrani ustrezne vzorce
vseh izdanih reagentov tako dolgo, da lahko utemeljeno
domneva, da serija ni ve¢ v uporabi.

Naslednja tabela prikazuje primer primerjalne titracije mednarodnega stan-
dardnega seruma anti-A (S) in “neznanega” reagenta anti-A (U) z rdecimi krvnimi
celicami A4 in rdecimi krvnimi celicami AsB.

Serum S Reagent U Serum S Reagent U

Krvna celica A4 1:512 1:128 256 64
Krv. celica A,B 1:32 1:16 256 128
titri titri enote enote

(ugotovljeni) (ugotovljeni) | (po definiciji)| (po primerjavi)

* Glej Bull, World Health Organization 1954, 10, 937, 941 - 1950, 3, 301
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9. Klasifikacija reagentov

Reagenti, ki se uporabljajo za dolo¢anje krvnih skupin,
lahko vsebujejo ucinkovine ¢loveskega, zivalskega, rastlin-
skega (ali mineralnega) izvora, od katerih so nekatere aktiv-
na sestavina, druge pa so dodatki za povecanje aktivnosti ali
vzdrzevanje stabilnosti reagentov.

Reagenti so iz tehni¢nih razlogov razdeljeni v tri kate-
gorije glede na izvor svoje aktivne sestavine. To pa ne po-
meni, da reagenti ¢loveskega izvora vsebujejo izkljuéno ucin-
kovine ¢loveskega izvora ali da Zivalski in rastlinski reagenti
ne morejo vsebovati u€inkovin ¢loveskega izvora.

10. Etikete, kontrolni listi in certifikati

Na vsaki konéni steklenicki je nalepljena etiketa, natis-
njena v angleSskem in francoskem jeziku, v ¢érni barvi na
belem papirju z naslednjimi podatki:

1. ime in naslov proizvajalca;

2. ime reagenta, kot je navedeno v naslovu ustrezne
specifikacije;

3. ime in koli¢ina antiseptika in/ali antibiotika, ¢e sta
prisotna in/ali navedba njune odsotnosti;

4. volumen, ali ¢e je reagent dehidriran, volumen in
sestava tekocine, ki je potrebna za rekonstitucijo;

5. rok uporabnosti;

6. Stevilka serije.

Ta etiketa ali etiketa na kartonski Skatli, v kateri je vec¢
posameznih steklenick, ali kontrolni list, ki je prilozen stekle-
ni¢kam, vsebuje naslednje podatke:

1. polno ime in naslov proizvajalca;

2. ime reagenta, kot je navedeno v naslovu ustrezne
specifikacije;

3. volumen, ali ¢e je reagent dehidriran,volumen in
sestava tekocine, ki je potrebna za rekonstitucijo;

4. datum zadnjega preverjanja jakosti;

5. rok uporabnosti (Ce obstaja);

6. Stevilka serije;

7. ustrezen opis nac¢ina uporabe, ki ga priporo¢a proi-
zvajalec;

8. pogoji hranjenja neodprtih ampul in varnostni ukre-
pi, ki jih je treba upostevati po odprtju ampul;

9. natan¢na sestava, vkljuéno z navedbo antiseptika
in/ali antibiotika, ¢e sta dodana,;

10. izjava o tem, ali izdelek vsebuje snovi ¢loveskega
izvora ali ne.

Vsaki posiljki je prilozen certifikat, kot je navedeno v 4.
¢lenu sporazuma in v prilogi k temu protokolu. Vzorca etike-
te in kontrolnega lista sta prilozena temu protokolu.

POSEBNE DOLOCBE

A. SERUMI ZA DOI:OCANJE KRVNIH SKUPIN
CLOVESKEGA IZVORA

a) Serumi ¢loveskega izvora za doloc¢anje krvnih
skupin ABO

i) Serum anti-A za dolo¢anje krvnih skupin (humani)

Serum anti-A pridobivamo iz krvi izbranih oseb skupine
B, ki so bile imunizirane ali ne z rdecimi krvnimi celicami
skupine A ali s specificno ucinkovino skupine A. Serum anti-
A aglutinira ¢loveske rdece krvne celice, ki vsebujejo anti-
gen A, to je krvne celice krvnih skupin A in AB, vklju¢no s

podskupinami A4, Ao, A1B in A;B, ne aglutinira pa ¢loveskih
rdec¢ih krvnih celic, ki ne vsebujejo antigena A, to je krvnih
celic krvnih skupin 0 in B.

JAKOST

Titracija

Serum anti-A titriramo lo¢eno za suspenzije krvnih celic
A4, As in AsB vzporedno z rekonstituiranim, vendar nera-
zred¢enim mednarodnim standardnim pripravkom seruma
anti-A za doloc¢anje krvnih skupin ali z enakovrednim refe-
rencnim pripravkom. Jakost seruma je v vsakem primeru
najmanj 64 mednarodnih enot na ml.

Dolo¢anje avidnosti

Kadar serum anti-A na stekleni ploscici zmesamo z
enakim volumnom suspenzije celic A1, Ao in A;B z volumen-
sko frakcijo od 0,05 do 0,1, se mora aglutinacija pojaviti v
najve¢ dvakratnem casu, ki je potreben za izvedbo enakega
testa na rekonstituiranem, vendar nerazredéenem medna-
rodnem standardnem pripravku seruma anti-A za dolo¢anje
krvnih skupin ali z referenénim standardom z enakovredno
avidnostjo.

ii) Serum anti-B za dolo¢anje krvnih skupin
(humani)

Serum anti-B pridobivamo iz krvi izbranih oseb skupine
A, ki so bile imunizirane ali ne z rdec¢imi krvnimi celicami
skupine B ali s specificno ucinkovino skupine B. Serum anti-
B aglutinira ¢loveske rdece krvne celice, ki vsebujejo anti-
gen B, to je krvne celice krvnih skupin B in AB, ne aglutinira
pa ¢loveskih rdecih krvnih celic, ki ne vsebujejo antigena B,
to je krvnih skupin O in A.

JAKOST

Titracija

Serum anti-B titriramo in dodamo suspenzijo krvnih
celic skupine B vzporedno z rekonstituiranim, vendar nera-
zred¢enim mednarodnim standardnim pripravkom seruma
anti-B za doloc¢anje krvnih skupin ali z enakovrednim refe-
rencnim pripravkom. Jakost seruma je najmanj 64 medna-
rodnih enot na ml.

Dolo¢anje avidnosti

Kadar serum anti-B na stekleni ploscici zmeSamo z
enakim volumnom suspenzije celic skupine B z volumensko
frakcijo od 0,05 do 0,1, se mora aglutinacija pojaviti v
najve¢ dvakratnem ¢asu, ki je potreben za izvedbo enakega
testa na rekonstituiranem, vendar nerazredéenem medna-
rodnem standardnem pripravku seruma anti-B za dolo¢anje
krvnih skupin ali z referenénim standardom z enakovredno
avidnostjo.

iii) Serum anti-A + anti-B (skupina 0) za dolo¢anje krvnih
skupin (humani)

Serum anti-A + anti-B (skupina 0) pridobivamo iz krvi
izbranih oseb skupine O, ki so bile imunizirane ali ne z
rdecimi krvnimi celicami skupine A in skupine B ali s speci-
ficnima ucinkovinama skupine A in skupine B. Serum anti-A
+ anti-B (skupina 0) aglutinira ¢loveske rdece krvne celice,
ki vsebujejo antigene A ali B ali oboje, to je krvne celice
skupine A vklju¢no s podskupinama A4 in As, skupine B in
skupine AB vkljuéno s podskupinama A;B in A;B, ne agluti-
nira pa ¢loveskih rdecih krvnih celic, ki ne vsebujejo antige-
nov A ali B, to je krvnih celic skupine 0. Aglutinira ¢loveske
rdece krvne celice, ki vsebujejo antigen A, (A, ali A ;) (ki jih
serum anti-A, pridobljen iz krvi krvodajalcev skupine B, obi-
¢ajno ne aglutinira).
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JAKOST

Titracija

Serum anti-A + anti-B (skupina 0) titriramo lo¢eno za
suspenziji krvnih celic A4 in A vzporedno z rekonstituiranim,
vendar nerazredéenim mednarodnim standardnim priprav-
kom seruma anti-A za dolo¢anje krvnih skupin ali z enako-
vrednim standardnim pripravkom. Titriramo ga tudi s sus-
penzijo krvnih celic skupine B vzporedno z rekonstituiranim,
vendar nerazredéenim mednarodnim standardnim priprav-
kom seruma anti-B za doloc¢anje krvnih skupin ali z enako-
vrednim standardnim pripravkom.

Jakost seruma je v vseh primerih najmanj 64 medna-
rodnih enot na ml.

Nerazredcéeni serum anti-A + anti-B (skupina 0) za do-
lo¢anje krvnih skupin prav tako omogoc¢a ugotavljanje agluti-
nacije rdecih krvnih celic skupine A, (A, ali A,).

Doloc¢anje avidnosti

Kadar serum anti-A + anti- B (skupina 0) na stekleni
ploScici zmesamo z enakima volumnoma suspenzij celic A4
in A, z volumensko frakcijo od 0,05 do 0,1, se aglutinacija
pojavi v najve¢ dvakratnem ¢asu, ki je potreben za izvedbo
enakega testa na rekonstituiranem, vendar nerazredéenem
mednarodnem standardnem pripravku seruma anti-A za do-
lo¢anje krvnih skupin ali z referenénim standardom z enako-
vredno avidnostjo. Kadar serum anti-A + anti- B (skupina 0)
na stekleni plos¢ici zmesamo z enakim volumnom suspenzi-
je celic B (skupina 0) z volumensko frakcijo od 0,05 do 0,1,
se aglutinacija pojavi v najve¢ dvakratnem casu, ki je potre-
ben za izvedbo enakega testa na rekonstituiranem, vendar
nerazred¢enem mednarodnem standardnem pripravku se-
ruma anti-B za doloc¢anje krvnih skupin ali z referen¢nim
standardom z enakovredno avidnostjo. Kadar serum anti-A
+ anti-B (skupina 0) na stekleni plosc¢ici zmesamo z enakim
volumnom suspenzije celic A (A i A ) z volumensko frakci-
jood 0,05 do 0,1, se aglutinacija pojavi v najve¢ 5 minutah
pri temperaturi od 18 °C do 25 °C.

b) Serumi ¢loveskega izvora za dolo¢anje krvnih
skupin Rh

Serumi anti-Rh za dolo¢anje krvnih skupin, kakrsna
koli Ze je njihova specificnost, so dveh vrst, ki se razlikujeta
v pogojih, pod katerimi dosezemo aglutinacijo homolognih
krvnih celic. Dolo¢eni serumi, splosno znani kot “komplet-
ni”, aglutinirajo krvne celice, suspendirane v fizioloski razto-
pini. Pri drugih, splosno znanih kot “nekompletni”’, lahko
dosezemo aglutinacijo le v prisotnosti dolo¢enih koloidov,
kot je goveji albumin, ali s pomodjo drugih posebnih metod.
Serume je treba uporabljati pod pogoji, kot jih podrobno
navaja laboratorij, ki je serume pripravil.

Nekateri “nekompletni” serumi aglutinirajo tudi homo-
logne rdec¢e krvne celice, shranjene v njihovem lastnem
serumu ali v plazmi na steklenih ploscicah.

Ko bodo mednarodni standardni pripravki na voljo, bo
morda treba revidirati naslednje zahteve glede jakosti seru-
mov za dolo¢anje krvnih skupin Rh.

i) Serum anti-D (anti-Rh¢ ) za dolo&anje krvnih skupin
(humani)

Serum anti-D pridobivamo iz krvi ene ali ve¢ oseb,
imuniziranih z antigenom D sistema Rh. Reagira s ¢loveski-
mi rdec¢imi krvnimi celicami, ki vsebujejo antigen D, ne
reagirajo pa z rdecimi krvnimi celicami, ki ne vsebujejo
antigena D.

JAKOST

Titracija

“Kompletni” serumi anti-D imajo titer najmanj 32 s celi-
cami CcDee, suspendiranimi v raztopini, ki vsebuje 9 gra-
mov natrijevega klorida na liter.

“Nekompletni” serum anti-D titriramo in dodamo krvne
celice CcDee vzporedno z rekonstituiranim, toda nerazred-
¢enim mednarodnim standardnim pripravkom nekompletne-
ga anti-D (anti-Rhy) ali z enakovrednim referenénim priprav-
kom. Njegova jakost je najmanj 32 mednarodnih enot. Po-
leg reagiranja z vsemi rdec¢imi krvnimi celicami, ki vsebujejo
antigen D, mora serum, kolikor je to mogoce, reagirati s
krvnimi celicami, ki vsebujejo antigen Du.

Doloc¢anje avidnosti

Serumi anti-D, ki so namenjeni uporabi v Diamondo-
vem in Abelsonovem testu na stekleni ploséici, potem ko
smo jih pri priblizno 40 °C na stekleni ploscici zmesali z
enakim volumnom 40-50-odstotne suspenzije krvnih celic
CcDee, pokazejo vidno aglutinacijo v 30 sekundah, agluti-
nacija pa mora biti kon¢ana v 120 sekundah.

ii) Serumi anti-C (anti-Rh’) za dolo¢anje krvnih skupin
(humani)

Serum anti-C pridobivamo iz krvi ene ali ve¢ oseb,
imuniziranih z antigenom C sistema Rh. Aglutinira suspenzi-
je ¢loveskih rdecih krvnih celic, ki vsebujejo antigen C, ne
aglutinirajo pa rdecih krvnih celic, ki ne vsebujejo antigena
C. Vtej zvezi se za antigen C steje, da vkljucuje antigen Cw.

Vecina diagnosti¢nih serumov anti-C vsebuje “komplet-
ne” anti-C skupaj z “nekompletnimi” anti-D. Navedeni seru-
mi so zato specifi¢ni za antigen C le, kadar so celice, ki jih
preverjamo, suspendirane v raztopini, ki vsebuje 9 g/l natri-
jevega klorida.

JAKOST

Titracija

Serumi anti-C (“kompletni” ali “nekompletni’) morajo
imeti titer najmanj 8 s krvnimi celicami Ccddee.

Doloc¢anje avidnosti

Serumi anti-C, ki so namenjeni uporabi v Diamondo-
vem in Abelsonovem testu na stekleni ploscici (in ki ne
smejo vsebovati nobene oblike anti-D), morajo pokazati,
potem ko smo jih pri priblizno 40 °C na stekleni ploscici
zmesali z enakim volumnom suspenzije celic Ccddee z volu-
mensko frakcijo od 0,4 do 0,5, vidno aglutinacijo v 30
sekundah, aglutinacija pa mora biti kon¢ana v 120 sekun-
dah.

iii) Serum anti-E (anti-rh”) za dolo&anje krvnih skupin
(humani)
Serum anti-E pridobivamo iz krvi ene ali ve¢ oseb,
imuniziranih z antigenom E sistema Rh. Reagira s ¢loveski-
mi rdec¢imi krvnimi celicami, ki vsebujejo antigen E.

JAKOST

Titracija

Serumi anti-E (“kompletni” ali “nekompletni”’) morajo
imeti titer najmanj 8 s krvnimi celicami ccddEe.

Doloc&anje avidnosti

Serumi anti-E, ki so namenjeni uporabi v Diamondo-
vem in Abelsonovem testu na stekleni ploscici (in ki ne
smejo vsebovati nobene oblike anti-D), morajo pokazati,
potem ko smo jih pri priblizno 40 °C na stekleni ploscici
zmesali z enakim volumnom suspenzije krvnih celic ccddEe
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z volumensko frakcijo od 0,4 do 0,5, vidno aglutinacijo v
30 sekundah, aglutinacija pa mora biti kon¢ana v 120 se-
kundah.

iv) Serum anti-D + C (anti-Rhorh’) za doloCanje krvnih
skupin (humani)
Serum anti-D + E (anti-Rhorh”) za dolo&anje krvnih
skupin (humani)

Serume specifi¢nosti anti-D + C in specifi¢nosti anti-D
+ E pridobivamo neposredno iz krvi imuniziranih posamezni-
kov, lahko pa jih pripravimo z me$anjem seruma anti-D s
serumom anti-C ali anti-E. V danem serumu morajo biti obo-
ja protitelesa aktivna hkrati pod pogoji reakcije, ki jih po-
drobno navaja proizvajalec. Vsak serum mora reagirati z
vsemi vrstami rdecih krvnih celic, ki bi reagirale z enimi ali
drugimi vsebovanimi protitelesi, ne smejo pa reagirati z rde-
¢imi krvnimi celicami, ki ne vsebujejo niti antigena C ali D v
primeru anti-D + C niti antigena D ali E v primeru anti-D + E.
Titri morajo biti najmanj taki, kot so navedeni za posamezna
protitelesa, toda v primeru anti-D + C (ki je pogosta kombi-
nacija v serumu imuniziranih oseb) je zazeleno, da je titer
anti-C najmanj 32, in v primeru anti-D + E je zazeleno, da je
titer anti-E najmanj 8. Kadar je serum namenjen uporabi v
Diamondovem in Abelsonovem testu na stekleni plosdici,
morajo biti ¢asi aglutinacije za vse reaktivne vrste rdecih
krvnih celic najmanj taki, kot so navedeni za posamezna
protitelesa.

B. REAGENTI, KI NISO CLOVESKEGA IZVORA

a) Serumi zivalskega izvora

i) Serum anti-A za dolo¢anje krvnih skupin (Zivalski)

Serum anti-A pridobivamo iz krvi Zivali, ki so bile imuni-
zirane ali ne z rdecéimi krvnimi celicami skupine A ali s
specifi¢nimi u¢inkovinami skupine A. Serum anti-A aglutinira
Cloveske rdece krvne celice, ki vsebujejo antigen A, to je
krvne celice krvnih skupin A in AB, vklju¢no s podskupinami
A1, Ao, A1B in AsB, ne aglutinira pa ¢loveskih rdecih krvnih
celic, ki ne vsebujejo antigena A, to je krvnih celic krvnih
skupin 0 in B.

JAKOST

Titracija

Serum anti-A titriramo lo¢eno za suspenzije rdecih krv-
nih celic A4, As in AsB vzporedno z rekonstituiranim, vendar
nerazredéenim mednarodnim standardnim pripravkom seru-
ma anti-A za doloc¢anje krvnih skupin ali z enakovrednim
referencnim pripravkom. Jakost seruma je v vsakem primeru
najmanj 64 mednarodnih enot na ml.

Doloc¢anje avidnosti

Kadar serum anti-A na stekleni plosc¢ici zmeSamo z
enakim volumnom suspenzije celic A1, Az in A,B z volumen-
sko frakcijo od 0,05 do 0,1, se aglutinacija posamezne
suspenzije v vsakem primeru pojavi v najve¢ dvakratnem
¢asu, ki je potreben za izvedbo enakega testa na rekonstitui-
ranem, vendar nerazredéenem mednarodnem standardnem
pripravku seruma anti-A za dolo¢anje krvnih skupin ali z
referen¢nim standardom z enakovredno avidnostjo.

ii) Serum anti-B za dolo¢anje krvnih skupin (Zivalski)
Serum anti-B pridobivamo iz krvi zivali, ki so bile imuni-
zirane ali ne z rdec¢imi krvnimi celicami skupine B ali s
specifiénimi ucinkovinami skupine B. Serum anti-B aglutini-
ra Cloveske rdece krvne celice, ki vsebujejo antigen B, to je

krvne celice krvnih skupin B in AB, ne aglutinira pa ¢loves-
kih rdecih krvnih celic, ki ne vsebujejo antigena B, to je
krvnih skupin O in A.

JAKOST

Titracija

Serum anti-B titriramo in dodamo suspenzijo krvnih
celic skupine B vzporedno z rekonstituiranim, vendar nera-
zred¢enim mednarodnim standardnim pripravkom seruma
anti-B za dolo¢anje krvnih skupin ali z enakovrednim refe-
renc¢nim pripravkom?. Jakost seruma je najmanj 64 medna-
rodnih enot na ml.

Dolo¢anje avidnosti

Kadar serum anti-B na stekleni ploscici zmesamo z
enakim volumnom suspenzije krvnih celic skupine B z volu-
mensko frakcijo od 0,05 do 0,1, se aglutinacija posamezne
suspenzije pojavi v najmanj dvakratnem ¢asu, ki je potreben
za izvedbo enakega testa na rekonstituiranem, vendar nera-
zredéenem mednarodnem standardnem pripravku seruma
anti-B za doloc¢anje krvnih skupin ali z referenénim standar-
dom z enakovredno avidnostjo.

iii) Antiglobulinski serumi (Zivalski)2

Antiglobulinski serum za uporabo v serologiji krvnih
skupin mora vsebovati aglutinacijska protitelesa proti globu-
linom IgG in aglutinacijska protitelesa proti faktorjiem kom-
plementa. Pridobivamo ga iz krvi Zivali, imuniziranih z injekci-
jo humanega serumskega proteina. Aglutinirati mora vse
Gloveske rdece krvne celice, prekrite s humanim IgG in/ali
faktorji komplementa. V pogojih, ki jih podrobno navaja izde-
lovalec, ne aglutinira neprekritih ¢loveskih rdecih krvnih ce-
lic katere koli skupine.

Specifi¢nost

Specific¢nost antiglobulinskega seruma za uporabo v
serologiji krvnih skupin mora biti testirana s ¢loveskimi rde-
¢imi krvnimi celicami, prekritimi z raznolikimi protitelesi, to je
rdecimi krvnimi celicami, senzibiliziranimi s ¢loveskimi ne-
kompletnimi protitelesi anti-D, anti-K in anti-Fya, rdecimi
krvnimi celicami, senzibiliziranimi z nekompletnimi protitele-
si anti-Lea, ki veZzejo komplement v prisotnosti svezega hu-
manega seruma, in rde¢imi krvnimi celicami, senzibilizirani-
mi s tako imenovanimi “nekompletnimi hladnimi protitelesi”,
in s taniranimi rdec¢imi krvnimi celicami, senzibiliziranimi s
humanim IgG, in kon¢no, z 10 razli¢nimi vzorci neprekritih
Gloveskih rdecih krvnih celic z antigeni A in B ali brez.

JAKOST

Titracija

Antiglobulinski serum, kot ga dostavljajo dobavitelji, ali
v razredcini, ki je priporocena na etiketi, mo¢no aglutinira
¢loveske rdece krvne celice, prekrite s humanim nekom-
pletnim serumom anti-D, ki ima titer 4 (ali manj), z D-pozitiv-
nimi krvnimi celicami, ko titracijo izvajamo z metodo nado-
mescanja z albuminom. Pri enaki razredcitvi aglutinira K-
pozitivne ¢loveske rdece krvne celice, senzibilizirane z iz-
branimi Sibkimi protitelesi anti-K, in Fya pozitivne ¢loveske
rdece krvne celice, senzibilizirane z izbranimi Sibkimi proti-
telesi anti-Fya.

1 Mednarodni standardni pripravek je Cloveskega izvora; enakovreden
referencni pripravek, ¢e ga uporabljamo, je lahko ¢loveskega izvora ali pa ne.
2 Coombs, R.R.A., Mourant, A.E. in Race, R.R. (1945), Lancet, iii 5

Coombs, R.R.A., Mourant, A.E. in Race, R.R. (1945), Brit. J. exp. Path,
26, 255.
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Prav tako pri enaki ali razli¢ni razredcitvi, kot je navede-
no na etiketi, aglutinira ¢loveske rdece krvne celice, senzibi-
lizirane s Sibkimi nekompletnimi protitelesi anti-Le?, ki vezejo
komplement v prisotnosti svezega seruma.

Za kliniéno uporabo je zazeleno, da je prekritost z
vsemi vrstami nekompletnih protiteles, navedenih zgoraj,
mogoce odkriti z enkratno razredéino antiglobulinskega se-
ruma.

b) Reagenti za dolo¢anje krvnih skupin rastlinskega
izvora

i) Reagent anti-A za dolo¢anje krvnih skupin (rastlinski)

Reagent anti-A pripravljamo iz izvleCkov semen ali dru-
gih delov ustrezne rastline, ¢emur sledi, ¢e je potrebno,
¢is¢enje. Reagent anti-A aglutinira ¢loveske rdece krvne
celice, ki vsebujejo antigen A, to je krvne celice krvnih
skupin A in AB, vklju¢no s podskupinami A4, Ao, A1Bin AsB,
ne aglutinira pa ¢loveskih rdecih krvnih celic, ki ne vsebujejo
antigena A, to je krvnih celic krvnih skupin O in B.

JAKOST

Titracija

Reagent anti-A titriramo lo¢eno za suspenzije krvnih
celic Ay, Ao in AsB vzporedno z rekonstituiranim, vendar
nerazred¢enim mednarodnim standardnim pripravkom seru-
ma anti-A za dolo¢anje krvnih skupin ali z enakovrednim
referenénim pripravkom?.

Jakost seruma je v vsakem primeru najmanj 64 medna-
rodnih enot na ml.

Dolo¢anje avidnosti
Kadar serum anti-A na stekleni plosc¢ici zmeSamo z
enakim volumnom suspenzije celic A4, As in AoB z volumen-

1 Mednarodni standardni pripravek je ¢loveskega izvora; enakovreden
referenéni pripravek, ¢e ga uporabljamo, je lahko ¢loveskega izvora ali pa ne.

sko frakcijo od 0,05 do 0,1, se aglutinacija posamezne
suspenzije pojavi v najve¢ dvakratnem casu, ki je potreben
za izvedbo enakega testa na rekonstituiranem, vendar nera-
zred¢enem mednarodnem standardnem pripravku seruma
anti-A za doloc¢anje krvnih skupin ali z referenénim standar-
dom z enakovredno avidnostjo.

ii) Reagent anti-B za dolo¢anje krvnih skupin
(rastlinski)

Reagent anti-B pripravljamo iz izvleCkov semen ali dru-
gih delov ustrezne rastline, ¢emur sledi, ¢e je potrebno,
CisCenje. Reagent anti-B aglutinira ¢loveske rdece krvne
celice, ki vsebujejo antigen B, to je krvne celice krvnih
skupin B in AB, ne aglutinira pa ¢loveskih rdecih krvnih
celic, ki ne vsebujejo antigena B, to je krvnih celic krvnih
skupin 0 in A.

JAKOST

Titracija

Reagent anti-B titriramo in dodamo suspenzijo krvnih
celic skupine B vzporedno z rekonstituiranim, vendar nera-
zredcenim mednarodnim standardnim pripravkom seruma
anti-B za doloc¢anje krvnih skupin ali z enakovrednim refe-
ren¢nim pripravkom?. Jakost seruma je v vsakem primeru
najmanj 64 mednarodnih enot na ml.

Dolo¢anje avidnosti

Kadar serum anti-B na stekleni ploséici zmesamo z
enakim volumnom suspenzije celic B z volumensko frakci-
jo od 0,05 do 0,1, se aglutinacija pojavi v najve¢ dvakrat-
nem c¢asu, ki je potreben za izvedbo enakega testa na
rekonstituiranem, vendar nerazredéenem mednarodnem
standardnem pripravku seruma anti-B za dolo¢anje krvnih
skupin ali z referen¢nim standardom z enakovredno avid-
nostjo.

VZOREC ETIKETE

SVET EVROPE

Evropski sporazum o izmenjavi reagentov za dolo¢anje krvnih skupin

a) Tekoéi serum

. ... laboratorij, Amsterdam
. Serum anti-A (humani)

. Natrijev azid 0,1 %

.5 mil

. 7. september 1965
.8t.1234

OO~ wN =

b) Dehidrirani serum

. ... laboratorij, Amsterdam

. Serum anti-B (zivalski)

. Mersalate 0,1 %

. Rekonstituirati s 5 ml destilirane vode
. 31. december 1968

. St. 4321

OO WN =
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VZOREC KONTROLNEGA LISTA
SVET EVROPE

Evropski sporazum o izmenjavi reagentov za doloc¢anje krvnih skupin

1. Centralni laboratorij za transfuzijo krvi

1 Main Street, Metropolis, Westland

. Serum anti-E (anti-rh’ ) (humani)

.10 ml

. Datum zadnjega preverjanja aktivnosti: 30. maj 1961
. Rok uporabnosti: 30. maj 1962

. St. 5432

OO WN

7. Rdece krvne celice, ki jih preverjamo, je treba enkrat ali veCkrat oprati z raztopino 9 g/I NaCl. Pripravimo 3-odstotno
suspenzijo eritrocitov, tako da zmesamo eno volumensko enoto ali kapljico koncentriranih rdecih krvnih celic s 30
volumenskimi enotami ali kapljicami izotoni¢ne raztopine NaCl. Na podlagi izkusenj jakost suspenzije lahko ocenimo po
videzu.

S Pasteurjevo pipeto kanemo kapljico seruma v precipitinsko epruveto (6 mm x 30 mm) in dodamo enako kapljico
suspenzije rdecih krvnih celic. (Na podlagi izkusenj lahko dosezemo znaten prihranek, ¢e serum in celi¢no suspenzijo
pipetiramo s pipeto z oznacenim volumnom 10 WI). Vsebino epruvete premesamo in dve uri inkubiramo pri 37 °C. Vsebino
epruvete nato previdno prenesemo na objektno stekelce in jo rahlo razmazemo. Ce aglutinacija ni dobro vidna s prostim
oc¢esom, preparat pregledamo pod mikroskopom, da ugotovimo prisotnost in stopnjo aglutinacije.

8. Hranimo pri =20 °C ali nizjih temperaturah. Ce bo reagent, ki smo ga odprli, uporabljen naslednji dan, dodamo
0,1 ml raztopine, ki vsebuje 100 g/I natrijevega azida.

9. Humani serum anti-E (“anti-rh”): 5 ml; raztopina, ki vsebuje 300 g/I govejega albumina: 5 ml.

10. Izdelek vsebuje snovi ¢loveskega izvora.

PRILOGA K PROTOKOLU
Svet Evrope

Evropski sporazum o izmenjavi reagentov za dolo¢anje krvnih skupin

Certifikat
(4. ¢len)
NE SME SE LOCITI OD POSILIKE
............................................. 19........
(kraj) (datum)
Stevilo paketov Podpisani potrjuje, da je posSilika, opisana ob robu, ..ot

Oznake

eden od organov, navedenih v 6. ¢lenu sporazuma, pripravljena skladno s specifikacijami
protokola k sporazumu in se lahko takoj dostavi prejemniku

(M N KA. . e e e
Stevilka serije

(zig) (podpis) (naziv)
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DODATNI PROTOKOL
K EVROPSKEMU SPORAZUMU O IZMENJAVI
REAGENTOV ZA DOLOCANJE KRVNIH SKUPIN

Drzave ¢lanice Sveta Evrope, pogodbenice Evropskega
sporazuma o izmenjavi reagentov za dolo¢anje krvnih skupin
zdne 14. maja 1961 (v nadaljevanju “sporazum”), so se

ob upostevanju dolo¢b prvega odstavka 5. ¢lena spo-
razuma, po katerem “pogodbenice ukrenejo vse potrebno,
da so reagenti za dolo¢anje krvnih skupin, ki jim jih dajo na
voljo druge pogodbenice, oprosceni vseh uvoznih dajatev”,

glede na to, da je za odobritev te oprostitve drzavam
¢lanicam Evropske gospodarske skupnosti pristojna Skup-
nost, ki je za to pooblascena na podlagi pogodbe, s katero
je bila ustanovljena,

glede nato, da je za izvajanje prvega odstavka 5. ¢lena
sporazuma potrebno, da Evropska gospodarska skupnost
lahko postane pogodbenica sporazuma,

sporazumele o naslednjem:

1. ¢len
Evropska gospodarska skupnost lahko postane po-
godbenica sporazuma, tako da ga podpise. Za Skupnost
zacne sporazum veljati prvi dan v mesecu, ki sledi podpisu.

2. ¢len
1. Ta dodatni protokol je na voljo za sprejetje pogodbe-
nicam sporazuma. Veljati zacne prvi dan v mesecu, ki sledi

dnevu, ko zadnja pogodbenica deponira svojo listino o spre-
jetju pri generalnem sekretarju Sveta Evrope.

2. Ne glede na to za¢ne ta dodatni protokol veljati po
izteku dveh let od dneva, ko je dan na voljo za sprejetje,
razen ¢e ena od pogodbenic uradno izjavi, da nasprotuje
zacetku veljavnosti. Ce je bilo uradno obvesc¢eno o takem
nasprotovanju, se uporabi prvi odstavek tega ¢lena.

3. ¢len
Od dneva zacetka veljavnosti je ta dodatni protokol
sestavni del sporazuma. Po tem dnevu ne more nobena
drzava postati pogodbenica sporazuma, ne da bi hkrati po-
stala pogodbenica dodatnega protokola.

4. ¢len

Generalni sekretar Sveta Evrope uradno obvesti dr-
zave Clanice Sveta Evrope, vsako drzavo, ki je pristopila k
sporazumu, in Evropsko gospodarsko skupnost o vsa-
kem sprejetju ali nasprotovanju po 2. ¢lenu in o datumu
zacetka veljavnosti tega dodatnega protokola v skladu z
2. Clenom.

Generalni sekretar tudi Evropsko gospodarsko skup-
nost uradno obvesti o vsakem aktu, uradnem obvestilu ali
sporocilu, ki se nanasa na sporazum.

Sestavljeno v Strasbourgu 29. septembra 1982 v
angleskem in francoskem jeziku in dano na voljo za spre-
jetje 1. januarja 1983. Besedili sta enako verodostojni in
se v enem izvodu hranita v arhivu Sveta Evrope. General-
ni sekretar Sveta Evrope poslje overjene kopije vsaki
drzavi ¢lanici Sveta Evrope, vsaki drzavi, ki je povabljena,
da pristopi k sporazumu, in Evropski gospodarski skup-
nosti.

3. ¢len
Za izvajanje sporazuma, protokola in dodatnega protokola skrbita Ministrstvo za finance in Ministrstvo za zdravstvo.

4. ¢len
Ta zakon zacne veljati naslednji dan po objavi v Uradnem listu Republike Slovenije - Mednarodne pogodbe.

St. 500-02/00-4/1
Ljubljana, dne 19. julija 2000

Predsednik
Drzavnega zbora
Republike Slovenije
Janez Podobnik, dr. med. |. r.
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106.

Zakon o ratifikaciji Evropskega sporazuma o izmenjavi reagentov za tipizacijo tkiv, Protokola k Evropskemu

sporazumu o izmenjavi reagentov za tipizacijo tkiv ter Dodatnega protokola k Evropskemu sporazumu o izmenjavi

reagentov za tipizacijo tkiv (MESIRT)

Na podlagi druge alinee prvega odstavka 107. ¢lena in prvega odstavka 91. ¢lena Ustave Republike Slovenije izdajam

UKAZ
O RAZGLASITVI ZAKONA O RATIFIKACIJI EVROPSKEGA SPORAZUMA O IZMENJAVI REAGENTOV
ZA TIPIZACIJO TKIV, PROTOKOLA K EVROPSKEMU SPORAZUMU O IZMENJAVI REAGENTOV
ZA TIPIZACIJO TKIV TER DODATNEGA PROTOKOLA K EVROPSKEMU SPORAZUMU
O IZMENJAVI REAGENTOV ZA TIPIZACIJO TKIV (MESIRT)

Razglasam Zakon o ratifikaciji Evropskega sporazuma o izmenjavi reagentov za tipizacijo tkiv, Protokola k Evropskemu
sporazumu o izmenjavi reagentov za tipizacijo tkiv ter Dodatnega protokola k Evropskemu sporazumu o izmenjavi reagentov
za tipizacijo tkiv (MESIRT), ki ga je sprejel Drzavni zbor Republike Slovenije na seji 19. julija 2000.

St. 001-22-143/00
Ljubljana, dne 27. julija 2000

Predsednik
Republike Slovenije
Milan Ku¢an |. r.

ZAKON
O RATIFIKACIJI EVROPSKEGA SPORAZUMA O IZMENJAVI REAGENTOV ZA TIPIZACIJO TKIV,
PROTOKOLA K EVROPSKEMU SPORAZUMU O IZMENJAVI REAGENTOV ZA TIPIZACIJO TKIV
TER DODATNEGA PROTOKOLA K EVROPSKEMU SPORAZUMU O IZMENJAVI REAGENTOV
ZA TIPIZACIJO TKIV (MESIRT)

1. ¢len
Ratificirajo se Evropski sporazum o izmenjavi reagentov za tipizacijo tkiv in Protokol k Evropskemu sporazumu o
izmenjavi reagentov za tipizacijo tkiv, sklenjena v Strasbourgu 17. septembra 1974, ter Dodatni protokol k Evropskemu
sporazumu o izmenjavi reagentov za tipizacijo tkiv, sklenjen v Strasbourgu 24. junija 1976.

2. ¢len
Sporazum, protokol in dodatni protokol se v izvirniku v angleskem jeziku in v prevodu v slovenskem jeziku glasijo:

EUROPEAN AGREEMENT

ON THE EXCHANGE OF TISSUE-TYPING
REAGENTS

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

Considering that tissue-typing reagents are not avail-
able in unlimited quantities;

Considering that it is highly desirable that member
States, in a spirit of European solidarity, should assist one
another in the supply of these tissue-typing reagents, should
the need arise;

Considering that such mutual assistance is only possi-
ble if the character and use of such tissue-typing reagents
are subject to rules to be laid down jointly by the member
States and if the necessary import facilities and exemptions
are granted,

Have agreed as follows:

Article 1

1 For the purposes of this Agreement, the expres-
sion “tissue-typing reagents” refers to reagents of human,
animal, plant and other origin, used for the determination of
tissue-typing.

2 The provisions of Articles 2 to 6 of this Agreement
shall also apply to cells of known antigenic composition to
be used for the investigation of typing reagents.

Article 2
The Contracting Parties undertake, provided that they
have sufficient stocks for their own needs, to make
tissue-typing reagents available to other Parties who are in
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
Tissue-typing reagents shall be made available to the
other Contracting Parties subject to the condition that no
profit is made on them, and that they shall be used solely for
medical and scientific, i.e. non-commercial, purposes and
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shall be delivered only to laboratories designated by the
governments concerned in accordance with Article 6 of this
Agreement.

Article 4

1 The Contracting Parties shall certify that the provi-
sions as laid down in the Protocol to this Agreement have
been observed.

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

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

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

Article 5

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

2 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 national and/or regional reference laboratories,
empowered to issue certificates as provided in Article 4 of
this Agreement and to distribute imported tissue-typing rea-
gents.

Article 7

1 This Agreement shall be open to signature by the
member States of the Council of Europe, who may become
Parties to it either by:

(a) signature without reservation in respect of ratifi-
cation or acceptance, or

(b) signature with reservation in respect of ratifica-
tion or acceptance, followed by ratification or acceptance.

2 Instruments of ratification or acceptance shall be
deposited with the Secretary General of the Council of Eu-
rope.

Article 8

1 This Agreement shall enter into force one month
after the date on which three member States of the Council
shall have become Parties to the Agreement, in accordance
with the provisions of Article 7.

2 As regards any member State who shall subse-
quently sign the Agreement without reservation in respect of
ratification or acceptance or who shall ratify or accept it, the
Agreement shall enter into force one month after the date of
such signature or after the date of deposit of the instrument
of ratification or acceptance.

Article 9
1 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 thereto.

2 Such accession shall be effected by depositing
with the Secretary General of the Council of Europe an
instrument of accession which shall take effect one month
after the date of its deposit.

Article 10

1 Any Contracting Party may at the time of signature
or when depositing its instrument of ratification, acceptance
or accession, specify the territories to which this Agreement
shall apply.

2 Any Contracting Party may, when depositing its
instrument of ratification, acceptance or accession or at any
later date, by declaration to the Secretary General of the
Council of Europe, extend this Agreement to any other
territory or territories specified in the declaration and for
whose international relations it is responsible or on whose
behalf it is authorised to give undertakings.

3 Any declaration made in pursuance of the preced-
ing paragraph may, in respect of any territory mentioned in
such declaration, be withdrawn according to the procedure
laid down in Article 11 of this Agreement.

Article 11

1 Any Contracting Party may, in so far as it is con-
cerned, denounce this Agreement by means of a notifica-
tion addressed to the Secretary General of the Council of
Europe.

2 Such denunciation shall take effect six months
after the date of receipt by the Secretary General of such
notification.

Article 12

The Secretary General of the Council of Europe shall
notify the member States of the Council and any State which
has acceded to this Agreement, of:

(a) any signature without reservation in respect of ratifi-
cation or acceptance;

(b) any signature with reservation in respect of ratifica-
tion or acceptance;

(c) the deposit of any instrument of ratification, accept-
ance or accession;

(d) any date of entry into force of this Agreement in
accordance with Article 8 thereof;

(e) any declaration received in pursuance of the provi-
sions of paragraphs 2 and 3 of Article 10;

(f) any notification received in pursuance of the provi-
sions of Article 11 and the date on which denunciation
takes effect;

(g) any amendment of or supplement to the Protocol
and its Annex under Article 4, paragraph 4, of this Agree-
ment.

In witness whereof the undersigned, being duly author-
ised thereto, have signed this Agreement.

Done at Strasbourg, this 17th day of September
1974, in the English and French languages, both texts
being equally authoritative, in a single copy which shall
remain deposited in the archives of the Council of Europe.
The Secretary General of the Council of Europe shall trans-
mit certified copies to each of the signatory and acceding
States.
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PROTOCOL
TO THE AGREEMENT

GENERAL PROVISIONS

1. Specificity
A. Tissue-typing reagents to be used in cytotoxic
techniques on lymphocytes

These reagents must, when used according to the
technique recommended by the producer, react with all
lymphocytes known to contain the antigen(s) corresponding
to the specificity(ies) mentioned on the label. They must not
react with any cell known not to contain this antigen (these
antigens).

When these reagents are used according to the tech-
niqgue recommended by the producer there must be no
evidence of any interfering serological phenomena such as:

(a) prozone effects,

(b) anticomplementarity.

B. Tissue-typing reagents for use in a complement
fixation technique on platelets

These reagents must, when used according to the
technique recommended by the producer, give comple-
ment fixation with all platelets known to contain the anti-
gen(s) corresponding to the specificity(ies) mentioned on
the label. They must not give complement fixation with any
platelets known not to contain this antigen (these antigens).

When these reagents are used according to the tech-
niqgue recommended by the producer there must be no
evidence of any interfering serological phenomena such as:

(a) prozone effects,

(b) anticomplementarity.

2. Potency

A. Tissue-typing reagents to be used in cytotoxic
techniques on lymphocytes

The titre of such a reagent is determined by making
successive twofold dilutions of the reagent under study in
inactivated AB serum from a donor negative for the antigen(s)
corresponding to the antibody (antibodies) in the reagent
who should also not have been immunised against tissue
antigens by transfusion, pregnancy or other means. Each
dilution is then tested with lymphocytes known to contain
the corresponding antigen(s) in the reagent, using the tech-
nique recommended by the producer. The titre is the recip-
rocal of the figure representing the highest serum dilution in
which a significantly positive reaction occurs, the dilution
being calculated without the inclusion of the volume of the
corpuscular suspension or any other additive in the total
volume.

B. Tissue-typing reagents for use in a complement
fixation technique on platelets

The titre of such a reagent is determined by making
successive twofold dilutions of the reagent under study in
10% inactivated AB serum in Veronal buffer. Each serum is
then tested with platelets known to contain the antigen
homologous to the antibodies in the reagent, using the
technique recommended by the producer. The titre is the
reciprocal of the figure representing the highest serum dilu-
tion in which a significantly positive reaction occurs, the
dilution being calculated without the inclusion of the volume
of the corpuscular suspension or any other additive in the
total volume.

Further provisions, for tissue-typing reagents to be used
in cytotoxic techniques on lymphocytes as well as for rea-
gents to be used in a complement fixation technique on
platelets:

3. Preservation

Tissue-typing reagents may be preserved in the liquid
or in the dried state. Liquid reagents shall be kept at a
temperature not above -70 °C, dried reagents at atempera-
ture not above +4 °C.

Thawing and refreezing of the reagents during the pe-
riod of storage must be avoided as much as possible.

Dried reagents shall be kept in an atmosphere of inert
gas or in vacuo in the 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 phosphorous pentoxide
at a pressure not exceeding 0.02mm of mercury for 24
hours.

Reagents shall be prepared with aseptic precautions
and shall be free from bacterial contamination. In order to
prevent bacterial growth the producer may decide that an
antiseptic and/or antibiotic shall be added to the reagent. In
such cases the reagent must still fulfil the requirements for
specificity and potency in the presence of the added sub-
stance.

The above also applies to any other additives such as
anticoagulants. Reagents, after thawing or after reconstitu-
tion, should be transparent and should not contain any
sediment, gel or visible particles.

4. Stability and expiry date

Each reagent, when kept under the appropriate condi-
tions of storage, should retain the requisite properties for at
least one year.

The expiry date of a reagent in the liquid state 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.

5. Dispensing and volume

Tissue-typing 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 as described in this Proto-
col.

6. Records and samples
Written records shall be kept by the producing labora-
tory of all steps in the production and control of tissue-typing
reagents. Adequate samples of all reagents issued shall be
retained by the laboratory, until it can be reasonably as-
sumed that the batch is no longer in use.

7. Shipment
Frozen reagents must be shipped in such fashion that
they remain frozen until arrival. Care must be taken to pro-
tect reagents against inactivation by the entry of CO,. Dried
reagents may be shipped at ambient temperatures.
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8. Labels, leaflets and certificates

Two labels, one printed in English and one in French,
in black on white paper, shall be affixed to each final con-
tainer and shall contain the following information:

(a) name and address of producer,

(b) name of the reagent as it appears in the heading of
the relevant specification,

(c) name and amount of antiseptic and/or antibiotic, if
present, or indication of absence,

(d) the volume or, when the reagent is dried, the vol-
ume and composition of the fluid needed for reconstitution,

(e) expiry date,

(f) batch number,

(g) conditions of storage,

(h) results of the test for HB-Ag.

Moreover, these labels or the labels of the carton en-
closing several final containers, or the leaflet accompanying
the containers shall contain the following information:

(a) full name and address of producer,

(b) name of the reagent as it appears in the heading of
the relevant specification,

(c) the volume or, when the reagent is dried, the vol-
ume and composition of the fluid needed for reconstitution,

(d) date of last potency test,

(e) expiry date (if any),

(f) batch number,

(g) adequate description of the method of use recom-
mended by the producer,

(h) conditions of storage of unopened ampoules and
precautions to be taken after opening,

(i) exact composition, including antiseptic and/or
antibiotic if any,

(j) statement whether the product contains or does not
contain material of human origin.

Each consignment shall be accompanied by a certifi-
cate as provided in Article 4 of the Agreement and the
Annex to the present Protocol. Examples of label and leaflet
are attached to the present Protocol.

SPECIFIC PROVISIONS!

1 To be completed under Article 4, paragraph 4, of the European Agree-
ment on the Exchange of Tissue-typing Reagents.

EXEMPLE D’ETIQUETTE
EXAMPLE OF LABEL

CONSEIL DE L’EUROPE
COUNCIL OF EUROPE

Accord européen sur Péchange de réactifs pour la détermination
des groupes tissulaires

European Agreement on the Exchange of
Tissue-Typing Reagents

1. Nom et adresse du producteur

2. Réactif pour groupage tissulaire
anti HL-A

3. 1ml
ou Reconstituer

distillée

Date du dernier contréle d’activité

avec 1 ml deau

. Date de péremption

Numéro du lot

N o

Technique 3 utiliser : lymphocyto-
toxicité NIH

8. A conserver 3—... (temp,, etc.)
9. Composition

10. Le réactif contient du sérum humain

1. Name and address of the producer

2. Tissue-typing reagent anti HL-A

3. 1ml
or To be reconstituted with 1 ml of
distilled water

Date of last potency test
Expiry date
. Batch number

. Technique to be used: NIH Lym-
phocytotoxicity

N o

8. To be stored at— ... (temp. etc.)
9. Composition

10. The reagent contains human serum

Cette ériquette sera placée sur le colis renfermant plusieurs récipients définitifs.
This label must be attached to a container enclosing several final containers.
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EXEMPLE DE NOTICE
EXAMPLE OF LEAFLET

CONSEIL DE L’EUROPE
COUNCIL OF EUROPE

Accord européen sur P'échange de réactifs pour la détermination
des grospes tissulaires

European Agreement on the Exchange of
Tissue-Typing Reagents

. Laboratoire national de référence de

groupage tissulaire,
1 Main Street, Metropolis, Westland

Réacuif pour groupage tissulaire anti
HL-A1

N;Na 0.1 g% solution a été ajouté

. 1ml

Reconstituer avec 1 ml d’eau distillée

. Date de péremprtion le 5 décermbre

1975
Numéro du Jot n® 7257
A conserver & — 70°C

Résultat du test pour dépister le
HB-Ag : négarif

. National Tissue-Typing Reference

Laboratory,
1 Main Street, Metropolis, Westland

Tissue-typing reagent anti HL-A I

. N;3Na 0.1 g% solution is added

1ml
To be reconstituted with 1 ml of dis-
tilled water

Expiry date 5 December 1975

Batch number No. 7257
To be stored at — 70°C
Resulr of the test for HB-Ag: nega-

tive

Cetre notice sera fix€e sur chaque récipient définitif.
This leaflet must be affixed to each final container.
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ANNEXE AU PROTOCOLE
ANNEX TO THE PROTOCOL

CONSEIL DE L’EUROPE
COUNCIL OF EUROPE

Accord européen sur 'échange de réactifs pour la détermination
des groupes tissulaires

European Agreement on the Exchange of
Tissue-Typing Reagents

Certificat
(Article 4)
Certificate

A NE PAS DETACHER DE L’ENVOI
NOT TO BE SEPARATED FROM THE SHIPMENT

19...
(liew) (date)
(place) (date)
Nombre de Le soussigné déclare que I'envoi spécifié en marge .o
colis The undcrsxgncd certifies that the shipment specified in thc
margin
Number of
packages
................................ préparé sous la responsabilité de
................................ prepared under the responsibility of
Désignation
Marked
................................ organisme vis¢ 3 Particle 6 de PAccord, est conforme aux spé-
cifications
............................... one of the bodies referred to in Article 6 of the Agreement, is in
NP° des lots du Protocole 3 I'Accord et qu'il peut fere délivré immédiate-
ment
Batch No. conformity with the specifications of the Protocol to the Agree-
ment

................................ au destinataire (nom et liew)
............................... and can be delivered immediately to the consignee (name and
place)

.............................. (cachet) (signature) (titre)
(stamp) (signature) (ticle)
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ADDITIONAL PROTOCOL

TO THE EUROPEAN AGREEMENT ON THE
EXCHANGE OF TISSUE-TYPING REAGENTS

The member States of the Council of Europe signatory
to the European Agreement on the Exchange of
Tissue-typing Reagents (hereafter called the “Agreement”)
and to this Additional Protocol,

Having regard to the provisions of Article 5, paragraph 1
of the Agreement, according to which “the Contracting Par-
ties shall take all necessary measures to exempt from all
import duties the tissue-typing reagents placed at their dis-
posal by the other Parties”;

Considering that so far as the member States of the
European Economic Community are concerned, the un-
dertaking to grant this exemption falls within the compe-
tence of the Community, which possesses the necessary
powers in this respect by virtue of the Treaty which insti-
tuted it;

Considering therefore that for the purpose of the
implementation of Article 5, paragraph 1 of the Agree-
ment, it is necessary for the European Economic Com-
munity 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.

Article 2
This Additional Protocol shall be open to signature by
the States signatory to the Agreement, which may become
Parties to the Additional Protocol in accordance with the
procedure laid down in Article 7 of the Agreement.

Article 3
No State may become a Contracting Party to the Agree-
ment without at the same time becoming a Contracting Party
to this Additional Protocol, which forms an integral part of
the Agreement.

Article 4

This Additional Protocol shall enter into force on the
same date as the Agreement.

Article 5

The Secretary General of the Council of Europe shall
notify the member States of the Council and the European
Economic Community of:

a. any signature of this Additional Protocol;

b. the deposit of any instrument of ratification or ac-
ceptance;

c. the date of entry into force of this Additional Proto-
col.

In witness whereof, the undersigned, being duly au-
thorised thereto, have signed this Protocol.

Done at Strasbourg, this 24th day of June 1976, in
English and in French, both texts being equally authorita-
tive, in a single copy which shall remain reposited in the
archives of the Council of Europe. The Secretary General of
the Council of Europe shall transmit certified copies to each
of the signatory and acceding Parties.



Uradni list Republike Slovenije - Mednarodne pogodbe

$t. 20 / 1. 9. 2000 / stran 991

EVROPSKI SPORAZUM
O IZMENJAVI REAGENTOV ZA TIPIZACIJO
TKIV

Drzave ¢lanice Sveta Evrope, podpisnice tega spora-
zuma, SO se

glede na to, da reagenti za tipizacijo tkiv niso na voljo v
neomejenih koli¢inah,

glede nato, da je nadvse zazeleno, da si drzave v duhu
evropske solidarnosti med seboj pomagajo pri oskrbi z rea-
genti za tipizacijo tkiv, ¢e se pokaze potreba po njih,

glede na to, da je taka medsebojna pomo¢ mozna le,
¢e glede lastnosti in uporabe reagentov za tipizacijo tkiv
veljajo pravila, ki jih skupaj dolocijo drzave &lanice, in ¢e se
pri uvozu odobrijo ustrezne olajsave in oprostitve,

sporazumele o naslednjem:

1. ¢len
1. Vtem sporazumu se izraz “reagenti za tipizacijo tkiv’
nanasa na reagente Cloveskega, zivalskega, rastlinskega in
drugega izvora, ki se uporabljajo za tipizacijo tkiv.
2. Dolo¢be 2. do 6. ¢lena tega sporazuma se uporab-
liajo tudi za celice z znanimi antigeni, ki so namenjene
raziskovanju reagentov za tipizacijo tkiv.

2. ¢len
Pogodbenice se zavezujejo, da dajo reagente za tipiza-
cijo tkiv na voljo drugim pogodbenicam, ki jih potrebujejo,
¢e imajo dovolj zalog za lastne potrebe, in da zaracunajo le
stroske zbiranja, predelave in prevoza teh snovi ter morebit-
ne stroske njihovega nakupa.

3. ¢len
Reagenti za tipizacijo tkiv se dajo drugim pogodbeni-
cam na voljo pod pogojem, da z njimi ne ustvarjajo dobicka,
da jih uporabljajo izkljuéno v medicinske in znanstvene, t. j.
nekomercialne namene, in da jih dobavljajo le laboratorijem,
ki so jih dolocile njihove vlade v skladu s 6. ¢lenom tega
sporazuma.

4. ¢len

1. Pogodbenice potrjujejo, da upostevajo dolo¢be pro-
tokola k temu sporazumu.

2. Izpolnjujejo tudi pravila, ki so jih sprejele glede na
mednarodno standardizacijo na tem podrocju.

3. Vsem posiljkam reagentov za tipizacijo tkiv mora biti
prilozen certifikat, ki potrjuje, da so bili pripravljeni v skladu s
specifikacijami v protokolu. Ta certifikat je narejen po vzorcu
iz priloge k protokolu.

4. Protokol in njegova priloga sta upravni dogovor, zato
ju lahko vlade pogodbenic tega sporazuma spremenijo ali
dopolnijo.

5. ¢len
1. Pogodbenice ukrenejo vse potrebno, da so reagenti
za tipizacijo tkiv, ki jim jih dajo na voljo druge pogodbenice,
oproscéeni vseh uvoznih dajatev.
2. Prav tako ukrenejo vse potrebno, da omogocijo
hitro dobavo teh snovi po najkrajsi poti prejemnikom, ome-
njenim v 3. ¢lenu tega sporazuma.

6. ¢len
Pogodbenice si po generalnem sekretarju Sveta Evro-
pe posliejo seznam drzavnih in/ali obmocnih referenc¢nih

laboratorijev, ki so pooblas¢eni za izdajo certifikatov, dolo-
¢enih v 4. ¢lenu tega sporazuma, in za distribucijo uvozenih
reagentov za tipizacijo tkiv.

7. ¢len
1. Ta sporazum je na voljo za podpis drzavam ¢lanicam
Sveta Evrope, ki lahko postanejo njegove pogodbenice s:
a) podpisom brez pridrzka glede ratifikacije ali spre-
jetja ali
b) podpisom s pridrzkom glede ratifikacije ali sprejet-
ja, ki mu sledi ratifikacija ali sprejetje.
2. Listine o ratifikaciji ali sprejetju se deponirajo pri
generalnem sekretarju Sveta Evrope.

8. ¢len

1. Ta sporazum zac¢ne veljati en mesec po dnevu, ko tri
¢lanice Sveta v skladu z dolo¢bami 7. ¢lena tega sporazuma
postanejo pogodbenice sporazuma.

2. Za vsako drzavo ¢lanico, ki pozneje podpiSe spo-
razum brez pridrzka glede ratifikacije ali sprejetja ali ki ga
ratificira ali sprejme, za¢ne sporazum veljati en mesec po
dnevu podpisa ali deponiranja listine o ratifikaciji ali spre-
jetju.

9. ¢len
1. Odbor ministrov Sveta Evrope lahko po zacéetku
veljavnosti tega sporazuma povabi katero koli drzavo necla-
nico, da pristopi k temu sporazumu.
2. Pristop zacne veljati en mesec po dnevu deponi-
ranja listine o pristopu pri generalnem sekretarju Sveta
Evrope.

10. ¢len

1. Pogodbenica lahko ob podpisu ali deponiranju svo-
je listine o ratifikaciji, sprejetju ali pristopu dolo¢i ozemlje ali
ozemlja, za katera se ta sporazum uporablja.

2. Pogodbenica lahko ob deponiranju svoje listine o
ratifikaciji, sprejetju ali pristopu ali kadar koli pozneje z izjavo
generalnemu sekretarju Sveta Evrope razsSiri uporabo tega
sporazuma na vsako drugo ozemlje ali ozemlja, navedena v
izjavi, za katerih mednarodne odnose je odgovorna ali v
imenu katerih je pooblaséena za odlo¢anje.

3. Vsaka izjava, dana na podlagi prejSnjega odstavka,
je lahko po postopku, ki ga dolo¢a 11. ¢len tega sporazu-
ma, umaknjena za katero koli ozemlje, navedeno v taki
izjavi.

11. Clen
1. Vsaka pogodbenica lahko odpove ta sporazum z
uradnim obvestilom generalnemu sekretarju Sveta Evrope.
2. Odpoved zacne veljati Sest mesecev po dnevu, ko
generalni sekretar prejme tako uradno obvestilo.

12. ¢len

Generalni sekretar Sveta Evrope uradno obvesti drzave
¢lanice Sveta in vsako drzavo, ki je pristopila k temu spora-
zumu, oO:

a) vsakem podpisu brez pridrzka glede ratifikacije ali
sprejetja;

b) vsakem podpisu s pridrzkom glede ratifikacije ali
sprejetja;

c) deponiranju vsake listine o ratifikaciji, sprejetju ali
pristopu;

d) vsakem datumu zacetka veljavnosti tega sporazu-
ma po dolo¢bah 8. ¢lena;

e) vsaki izjavi, prejeti na podlagi dolo¢b drugega in
tretjega odstavka 10. ¢lena;



stran 992 / . 20 / 1. 9. 2000

Uradni list Republike Slovenije - Mednarodne pogodbe

f) vsakem uradnem obvestilu, prejetem na podlagi do-
loéb 11. ¢lena, in datumu zacetka veljavnosti odpovedi;

g) vsaki spremembi ali dopolnitvi protokola in njegove
priloge na podlagi ¢etrtega odstavka 4. ¢lena tega sporazu-
ma.

V potrditev tega so podpisani, ki so bili za to pravilno
pooblaséeni, podpisali ta sporazum.

Sestavljeno v Strasbourgu 17. septembra 1974 v an-
gleskem in francoskem jeziku, pri cemer sta besedili enako
verodostojni, v enem izvodu, ki se hrani v arhivu Sveta
Evrope. Generalni sekretar Sveta Evrope poslje overjene
kopije vsaki drzavi podpisnici in vsaki drzavi, ki je pristopila k
temu sporazumu.

PROTOKOL
K SPORAZUMU

SPLOSNE DOLOCBE

1. Specifiénost

A. Reagenti za tipizacijo tkiv, ki jih uporabljamo

pri limfocitotoksi¢nih reakcijah

Reagenti morajo, kadar se uporabljajo skladno z meto-
do, ki jo priporoca proizvajalec, reagirati z vsemi limfociti, za
katere je znano, da vsebujejo antigen ali antigene, ki ustre-
zajo specificnostim, navedenim na etiketi. Ne smejo reagira-
ti z nobeno celico, za katero je znano, da ne vsebuje tega
antigena (teh antigenov).

Kadar se ti reagenti uporabljajo skladno z metodo, ki jo
priporoca proizvajalec, ne smejo povzroc¢ati motecih sero-
loskih pojavov, kot sta:

a) prozonski ucinek,

b) antikomplementarnost.

B. Reagenti za tipizacijo tkiv, ki jih uporabljamo

pri postopkih fiksacije komplementa
na trombocite

Reagenti morajo, kadar se uporabljajo skladno z meto-
do, ki jo priporoc¢a proizvajalec, povzroditi fiksacijo komple-
menta na vse trombocite, za katere je znano, da vsebujejo
antigen ali antigene, ki ustrezajo specifiénostim, navedenim
na etiketi. Ne smejo povzrociti fiksacije komplementa na
trombocite, za katere je znano, da ne vsebujejo tega antige-
na (teh antigenov).

Kadar se reagenti uporabljajo skladno z metodo, ki jo
priporoca proizvajalec, ne smejo povzroc¢ati motecih sero-
loskih pojavov, kot sta:

a) prozonski ucinek,

b) antikomplementarnost.

2. Jakost
A. Reagenti za tipizacijo tkiv, ki jih uporabljamo
pri limfocitotoksi¢nih reakcijah

Titer reagenta dolo¢imo z zaporednimi dvakratnimi raz-
redcitvami reagenta, ki ga preverjamo, v inaktiviranem seru-
mu AB dajalca, ki nima antigena ali antigenov, ki ustrezajo
protitelesu ali protitelesom v reagentu; dajalec seruma prav
tako ne sme biti imuniziran proti tkivnim antigenom s transfu-
zijo, nosecnostjo ali kako drugace. Vsako razredcino testira-
mo z limfociti, za katere je znano, da vsebujejo enak antigen

ali enake antigene, kot jih prepozna reagent, z uporabo
metode, ki jo priporo¢a proizvajalec. Titer je reciprocna
vrednost Stevila, ki predstavlja najvecjo razredcitev seruma,
v kateri opazimo nedvoumno pozitivho reakcijo; pri izracunu
razredcitve ne upostevamo volumna celi¢ne suspenzije ali
drugega dodatka v skupnem volumnu.

B. Reagenti za tipizacijo tkiv, ki jih uporabljamo
pri postopkih fiksacije komplementa
na trombocite

Titer reagenta dolo¢imo z zaporednimi dvakratnimi raz-
redcitvami preizkuSanega reagenta z 10% inaktiviranega se-
ruma AB v veronalnem pufru. Vsak serum nato testiramo s
trombociti, za katere je znano, da izrazajo antigene, ki ustre-
zajo protitelesom v reagentu, z uporabo metode, ki jo pripo-
ro¢a proizvajalec. Titer je reciproéna vrednost Stevila, ki
predstavlja najvecjo razredcitev seruma, v kateri Se opazimo
nedvoumno pozitivno reakcijo; pri izraGunu razredcitve ne
upostevamo volumna celi¢ne suspenzije ali drugega dodat-
ka v skupnem volumnu.

Druge dolocbe, ki se nanasajo na reagente za tipizaci-
jo tkiv, ki jih uporabljamo v limfocitotoksi¢nih reakcijah ter v
postopku fiksacije komplementa na trombocite:

3. Shranjevanje

Reagente za tipizacijo tkiv lahko hranimo v tekocem ali
dehidriranem stanju. Tekoce reagente hranimo pri tempera-
turi, ki ne presega -70 °C, dehidrirane reagente pa pri
temperaturi, ki ne presega +4 °C.

Med hranjenjem pri nizkih temperaturah se moramo
¢im bolj izogibati odmrzovanju in ponovnemu zamrzovanju
reagentov.

Dehidrirane reagente shranjujemo v atmosferi inertne-
ga plina ali v vakuumu v steklenicki, v kateri so bili dehidrira-
ni in ki mora biti zaprta tako, da se prepreci prodiranje viage.
Dehidrirani reagent ne sme izgubiti ve¢ kot 0,5% svoje mase
po dodatnem 24-urnem susenju ob prisotnosti fosforjevega
pentoksida pri tlaku, ki ne presega 0,02 mm Zivega srebra.

Reagente pripravljamo v asepti¢nih pogojih in ne sme-
jo biti bakteriolosko kontaminirani. Za preprecitev rasti bak-
terij se lahko proizvajalec odloc¢i, da se reagentu doda anti-
septik in/ali antibiotik. V prisotnosti dodane uc¢inkovine mo-
ra reagent Se vedno izpolnjevati zahteve glede predpisane
specificnosti in jakosti.

Zgoraj zapisano velja tudi za vse druge dodatke, na
primer antikoagulante. Reagenti morajo biti po odmrznitvi ali
rekonstituciji prozorni in ne smejo vsebovati nobene usedli-
ne, gela ali vidnih delcev.

4. Stabilnost in rok uporabnosti

Vsak reagent, ki je primerno shranjen, mora obdrzati
zahtevane lastnosti najmanj eno leto.

Rok uporabnosti reagenta v teko¢em stanju, ki je nave-
den na etiketi, ne sme biti dalj$i od enega leta od datuma
zadnjega uspesnega preverjanja njegove jakosti. Po ponov-
nem preverjanju jakosti lahko rok njegove uporabnosti po-
daljSamo Se za eno leto.

Rok uporabnosti dehidriranih reagentov, ki je naveden
na etiketi, mora biti v skladu z ugotovitvami preizkusov njiho-
ve stabilnosti.

5. Odmerjanje in volumen
Reagente za tipizacijo tkiv pripravimo in razdelimo tako
in v taksnih volumnih, da koli¢ina reagenta v posamezni
steklenicki poleg izvedbe testov z neznanimi krvnimi telesci
zados$¢a za izvedbo preizkusa s pozitivnimi in negativnimi
kontrolnimi krvnimi telesci.
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Volumen posamezne stekleni¢cke mora omogocati, ¢e
je to potrebno, da se vsebina uporabi za ustrezno preverja-
nje jakosti, opisano v tem protokolu.

6. Dokumentacija in vzorci
Laboratorij, ki proizvaja in preverja reagente za tipizaci-
jo tkiv, hrani pisno dokumentacijo o vseh fazah proizvodnje
in kontrole. Laboratorij hrani ustrezne vzorce vseh izdanih
reagentov tako dolgo, da lahko utemelieno domneva, da
serija ni ve¢ v uporabi.

7. Posilijke
Zamrznjene reagente moramo posiljati tako, da osta-
nejo zamrznjeni do prihoda na cilj. Pri tem moramo poskrbe-
ti za zascito reagentov pred inaktivacijo zaradi vdora CO..
Dehidrirane reagente lahko posiljamo pri sobnih temperatu-
rah.

8. Etikete, kontrolni listi in certifikati

Na vsaki konéni steklenicki sta nalepljeni dve etiketi,
ena natisnjena v angleskem in druga v francoskem jeziku, v
¢rni barvi na belem papirju, z naslednjimi podatki:

a) ime in naslov proizvajalca;

b) ime reagenta, kot je navedeno v naslovu ustrezne
specifikacije;

c) ime in koli¢ina antiseptika in/ali antibiotika, ¢e sta
prisotna, oziroma navedba o njuni odsotnosti;

d) volumen, ali ¢e je reagent dehidriran, volumen in
sestava tekocine, ki je potrebna za njegovo rekonstitucijo;

e) rok uporabnosti;

f) stevilka serije;

g) pogoji shranjevanja;

h) rezultat preizkusa na HB-Ag.

Te navedbe ali tiste, nalepljene na kartonsko Skatlo, v
kateri je ve¢ posameznih steklenick, ali kontrolni list, prilo-
zen stekleni¢kam, morajo poleg omenjenega vsebovati Se
naslednje podatke:

a) polno ime in naslov proizvajalca;

b) ime reagenta, kot je navedeno v naslovu ustrezne
specifikacije;

c) volumen, ali ¢e je reagent dehidriran,volumen in
sestava tekocine, ki je potrebna za njegovo rekonstitucijo;

d) datum zadnjega preverjanja jakosti;

e) rok uporabnosti (Ce obstaja);

f) stevilka serije;

g) ustrezen opis nacina uporabe, ki ga priporoca proi-
zvajalec;

h) pogoji skladis¢enja neodprtih ampul in varnostni
ukrepi, ki jih je treba upostevati po odprtju ampul;

i) natan¢na sestava, vklju¢no z navedbo antiseptika in/
ali antibiotika, ¢e sta dodana;

i) izjava o tem, ali izdelek vsebuje snovi ¢loveskega
izvora ali ne.

Vsaki posiliki je prilozen certifikat, kot je navedeno v
4. ¢lenu sporazuma in v prilogi k temu protokolu. Vzorca
etikete in kontrolnega lista sta prilozena temu protokolu.

POSEBNE DOLOCBE!

1 Izpolnjen mora biti po ¢etrtem odstavku 4. ¢lena Evropskega sporazu-
ma o izmenjavi reagentov za tipizacijo tkiv.

VZOREC ETIKETE

Svet Evrope

Evropski sporazum o izmenjavi reagentov za tipizacijo tkiv

1. Ime in naslov proizvajalca
2. Reagent za tipizacijo tkiv anti HL-A
3. 1ml
ali rekonstituirati z 1 ml destilirane vode
4. Datum zadnjega preverjanja jakosti
5.  Rok uporabnosti
6.  Stevilka serije
7. Metoda, ki jo treba uporabiti: limfocitotoksi¢na reakcija NIH
8. Hraniti pri -... (temp. itd.)
9. Sestava
10. Reagent vsebuje humani serum

Ta etiketa mora biti nalepljena na ovojnini, v kateri je ve¢ posameznih konénih steklenick.
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KONTROLNI LIST

Svet Evrope

Evropski sporazum o izmenjavi reagentov za tipizacijo tkiv

1. Drzavni referencni laboratorij za tipizacijo tkiv:
(1 Main Street, Metropolis, Westland)
Reagent anti HL-A | za tipizacijo tkiv

Dodana je 0,1-odstotna raztopina N3Na

1ml

ali rekonstituirati z 1 ml destilirane vode

Rok uporabnosti: 5. december 1975
Stevilka serije: 7257

Hraniti pri -70 °C

Rezultat preizkusa na HB-Ag: negativen

PN

©oNoo

Ta kontrolni list mora biti nalepljen na vsaki koncéni steklenicki.

PRILOGA KPROTOKOLU

Svet Evrope

Evropski sporazum o izmenjavi reagentov za tipizacijo tkiv

Certifikat

(4. ¢len)
NE SME SE LOCITI OD POSILIKE
............................................. 19........
(kraj) (datum)
Stevilo paketov Podpisani potrjuje, da je posiljka, opisana ob robu, ..o
......................... za katere pripravo J& OAQOVOIEN .........ue it
[ .4 -1

eden od organov, navedenih v 6. ¢lenu sporazuma, skladna s specifikacijami protokola k
sporazumu in se lahko takoj dostavi prejemniku (ime in Kraj)............cooiiiiiiiiiii
SHOVIIKA SO oot

........................ (zig) (podpis) (naziv)
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DODATNI PROTOKOL

K EVROPSKEMU SPORAZUMU O IZMENJAVI
REAGENTOV ZA TIPIZACIJO TKIV

Drzave ¢lanice Sveta Evrope, podpisnice Evropskega
sporazuma o izmenjavi reagentov za tipizacijo tkiv (v nadalje-
vanju “sporazum”) in dodatnega protokola, so se

ob upostevanju dolo¢b prvega odstavka 5. ¢lena spo-
razuma, po katerem “pogodbenice ukrenejo vse potrebno,
da so reagenti za tipizacijo tkiv, ki jim jih dajo na voljo druge
pogodbenice, oprosceni vseh uvoznih dajatev”,

glede na to, da je za odobritev te oprostitve drzavam
¢lanicam Evropske gospodarske skupnosti pristojna Skup-
nost, ki je za to pooblas¢ena na podlagi ogodbe, s katero je
bila ustanovljena,

glede nato, da je za izvajanje prvega odstavka 5. ¢lena
sporazuma potrebno, da Evropska gospodarska skupnost
lahko postane pogodbenica sporazuma,

sporazumele o naslednjem:

1. ¢len
Evropska gospodarska skupnost lahko postane po-
godbenica sporazuma, tako da ga podpise.

2. ¢len
Ta dodatni protokol je na voljo za podpis drzavam ¢lani-
cam sporazuma, ki lahko postanejo pogodbenice dodatne-

ga protokola v skladu s postopkom, dolo¢enim v 7. ¢lenu
sporazuma.

3. ¢len
Nobena drzava ne more postati pogodbenica sporazu-
ma, ne da bi hkrati postala pogodbenica tega dodatnega
protokola, ki je sestavni del sporazuma.

4. ¢len

Ta dodatni protokol za¢ne veljati istega dne kot spora-
zum.

5. ¢len
Generalni sekretar Sveta Evrope uradno obvesti drzave
¢lanice Sveta Evrope in Evropsko gospodarsko skupnost o:
a) vsakem podpisu tega dodatnega protokola,
b) deponiranju vsake listine o ratifikaciji ali sprejetju,
c) datumu zacetka veljavnosti tega dodatnega proto-
kola.

V potrditev tega so podpisani, ki so bili za to pravilno
pooblas¢eni, podpisali ta protokol.

Sestavljeno v Strasbourgu 24. junija 1976 v angles-
kem in francoskem jeziku, pri ¢emer sta besedili enako
verodostojni, v enem izvodu, ki se hrani v arhivu Sveta
Evrope. Generalni sekretar Sveta Evrope poslje overjene
kopije vsaki podpisnici in drzavam, ki so pristopile.

3. ¢len
Za izvajanje sporazuma, protokola in dodatnega protokola skrbita Ministrstvo za finance in Ministrstvo za zdravstvo.

4. ¢len
Ta zakon zacne veljati naslednji dan po objavi v Uradnem listu Republike Slovenije - Mednarodne pogodbe.

St. 500-02/00-6/1
Ljubljana, dne 19. julija 2000

Predsednik
Drzavnega zbora
Republike Slovenije
Janez Podobnik, dr. med. I. r.



stran 996 / st. 20 / 1. 9. 2000

Uradni list Republike Slovenije - Mednarodne pogodbe

107.

Zakon o ratifikaciji Evropskega sporazuma o izmenjavi zdravilnih uéinkovin ¢loveskega izvora, Protokola k

Evropskemu sporazumu o izmenjavi zdravilnih uinkovin ¢loveskega izvora ter Dodatnega protokola k Evropskemu
sporazumu o izmenjavi zdravilnih u¢inkovin éloveskega izvora (MESZUC)

Na podlagi druge alinee prvega odstavka 107. ¢lena in prvega odstavka 91. ¢lena Ustave Republike Slovenije izdajam

UKAZ
O RAZGLASITVI ZAKONA O RATIFIKACIJI EVROPSKEGA SPORAZUMA O IZMENJAVI ZDRAVILNIH
UCINKOVIN CLOVESKEGA IZVORA, PROTOKOLA K EVROPSKEMU SPORAZUMU O IZMENJAVI
ZDRAVILNIH UCINKOVIN CLOVESKEGA IZVORA TER DODATNEGA PROTOKOLA K EVROPSKEMU
SPORAZUMU O IZMENJAVI ZDRAVILNIH UCINKOVIN CLOVESKEGA IZVORA (MESZUC)

Razglasam Zakon o ratifikaciji Evropskega sporazuma o izmenjavi zdravilnih u€inkovin ¢loveskega izvora, Protokola k
Evropskemu sporazumu o izmenjavi zdravilnih uéinkovin ¢loveskega izvora ter Dodatnega protokola k Evropskemu
sporazumu o izmenjavi zdravilnih uéinkovin ¢loveskega izvora (MESZUC), ki ga je sprejel Drzavni zbor Republike Slovenije

na seji 19. julija.

St. 001-22-139/00
Ljubljan, dne 27. julija 2000

Predsednik
Republike Slovenije
Milan Kucan |. r.

ZAKON
O RATIFIKACIJI EVROPSKEGA SPORAZUMA O IZMENJAVI ZDRAVILNIH UCINKOVIN é!_OVEéKEGA
IZVORA, PROTOKOLA K EVROPSKEMU SPORAZUMU O IZMENJAVI ZDRAVILNIH UCINKOVIN
CLOVESKEGA IZVORA TER DODATNEGA PROTOKOLA K EVROPSKEMU SPORAZUMU
O IZMENJAVI ZDRAVILNIH UCINKOVIN CLOVESKEGA IZVORA (MESZUC)

1. ¢len
Ratificirajo se Evropski sporazum o izmenjavi zdravilnih udinkovin ¢loveskega izvora, sklenjen v Strasbourgu
15. decembra 1958, Protokol k Evropskemu sporazumu o izmenjavi zdravilnih ucinkovin ¢loveskega izvora, sklenjen v
Strasbourgu 19. aprila 1982, ter Dodatni protokol k Evropskemu sporazumu o izmenjavi zdravilnih ucinkovin ¢loveskega
izvora, sklenjen v Strasbourgu 29. septembra 1982 in dan na voljo za sprejetje 1. januarja 1983.

2. ¢len
Sporazum, protokol in dodatni protokol se v izvirniku v angleskem jeziku in v prevodu v slovenskem jeziku glasijo:

EUROPEAN AGREEMENT

ON THE EXCHANGE OF THERAPEUTIC
SUBSTANCES OF HUMAN ORIGIN

Preamble
The governments signatory hereto, being members of
the Council of Europe,

Considering that therapeutic substances of human ori-
gin are by their very nature the result of an act of the human
donor and therefore not available in unlimited quantities;

Considering that it is most desirable that member coun-
tries, in a spirit of European solidarity, should assist one
another in the supply of these therapeutic substances,
should the need arise;

Considering that such mutual assistance is only possi-
ble if the character and use of such therapeutic substances
are subject to rules laid down jointly by the member coun-
tries and if the necessary import facilities and exemptions
are granted,

Have agreed as follows:

Article 1

For the purposes of this Agreement, the expression
“therapeutic substances of human origin” refers to human
blood and its derivatives.

The provisions of this Agreement may be extended to
cover other therapeutic substances of human origin by ex-
change of letters between two or more of the Contracting
Parties.
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Article 2
The Contracting Parties undertake, provided that they
have sufficient stocks for their own needs, to make therapeu-
tic substances of human origin available to other Parties
who are in urgent need of them and to charge only those
costs involved in the collection, processing and carriage of
such substances.

Article 3
Therapeutic substances of human origin shall be made
available to the other Contracting Parties subject to the
express 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 minimum
requirements with regard to the properties of the therapeutic
substances, and the regulations on labelling, packing and
dispatch, 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 therapeutic substances of human
origin 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 Annex 1 to the Protocol.

The Protocol and its annexes may be amended or
supplemented by the governments of the Parties to this
Agreement.

Article 5

The Contracting Parties shall take all necessary meas-
ures to exempt from all import duties the therapeutic sub-
stances of human origin 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 provid-
ed in Article 4 of this Agreement.
They shall also forward a list of bodies empowered to
distribute imported 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 ratifica-
tion, or

b signature with reservation in respect of ratification
followed by ratification.
Instruments of ratification shall be deposited with the
Secretary General of the Council of Europe.

Article 8

The present Agreement shall enter into force on the
first day of the month following 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 shall have ratified it.

In the case of any member of the Council who shall
subsequently sign the Agreement without reservation in re-
spect of ratification, or who shall ratify it, the Agreement
shall enter into force on the first day of the month following
such signature or deposit of the instrument of ratification.

Article 9
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 on the first day
of the month following the 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 who
have ratified it;

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

¢ ofany notification received in accordance with Arti-
cle 11 and its effective date;

d of any amendment to the Protocol or its annexes
under Article 4, paragraph 4.

Article 11

The present Agreement shall remain in force indefi-
nitely.

Any Contracting Party may terminate its own applica-
tion 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 Paris, this 15th day of December 1958, in the
English and French languages, 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 signa-
tory and acceding governments.
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PROTOCOL TO THE EUROPEAN
AGREEMENT ON THE EXCHANGE OF THERAPEUTIC
SUBSTANCES OF HUMAN ORIGIN

PART I

GENERAL PROVISIONS

A. Labelling

A label printed in English and French, based on the approprate model o be
found in Annexes 2 to 10 to the Protocol, shall be affixed to each container or giving-

set,

B. Packing and dispatch

Whole human blood shal! be dispatched in concainers in tmuh a temperature
of 4” 0 6¥ Cis maintained throughour che pericd of transporr.

This condition is not required for the denvatives mendoned in che Prorocol.

C. Products and apparatus

The products and apparatus referred o in Parc il of this

stertle, non-pyrogenic and non-toxic.

It is recommended that the giving-set, as well as the solvents required for the
dried products, be sent with each consxzﬂ'“enu.

D. Freedom from toxicity of nlastic blood transfusion equipment

Equipment shall comply with the provisions set out in Annex ii to this
Protocol.
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PART 11

SPECIFIC PRQOVISIONS

1. Whole Human Blood

Whole Human Blood is blood which has been mixed with a suitable anti-
coagulant, after collection from a human subject in normal healch.

The blood shall noc be obtained from a human subject :
(a) who is known to be suffering from or to have sutfered from syphilis orhepatitis,
(b) whose blood has not been tesced with aezative resules for evidence of syphil-
ittc infection, or
(¢) who (s not, as far as can be ascerrained after medical examination and the
study of his antecedents, free from disease transmissible by blood cransfusion.

The blood shall be withdrawn asepticaliv through a closed system of sterile
tubing into a sterile container in which the anticoagulanc solution has been placed
before the container is sterilised. The equipment used must be pyrogen-iree. When
withdrawal is complete the container shail be immediately sealed and cooled to 4°
to 6° C and not opened thereafter until immediately before the blood is to be used.

The blood will be coliccied into a citrare solurion of acid reacrion ceonrainiag
dextrose, No antiseptic or bacterlostacc s hail be added. ‘The vniume of the
anticoagulant solution must not zxceed 2

the haemoglobin concentration must nor le:

icre of the Whole Human Blood and

gram per litre.

tood Group - The blood group under the ABC system shall have been determined
by examination of both corpuscles and serum an2 thac under the Rh system by examin-
ation of the corpuscles; using a separate sample of the donor's blood. ¥hen there is
a nattonal standard, or nationallv recommended technique of blood grouping, that tech-
aique shall be used.

The term Rh negative is oniv to be used when specific tests have shown the
absence of the antigens C, D, DY and E. All other blood must be labelled Rh positive.

Blood exchange under this agreement should only be used for recipients of the
corresponding ABO group. -

Storage - Whole human blood shall be kept in a sterile conrainer sealed so as to ex-
clude micro-organisms and stored at a temperature of 4° to 6° C uatil required for
use, except during any period necessary for examination and transport at higher
temperatures, any such period not to exceed thirty minutes after which the blood must
immediately be cooled again o 4° o 6° C.

Labelling - The label on the conrainer shall give all the information shown on the
model label (Annex 2). The Rhesus group shall be written as ''Positive'’ or '"Nega-
tive'' or, in abbreviated form, '"POS' or ""NEG'.:
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T bis. Human red cell concentrate

A human red cell concentrate is a unit of Whole Human Blood from which most
of the plasma has been removed.

[t contains most of the red cells of the unit from which it has been prepared ;
other cell components may be present or may have beea partially removed.

The liquid content of the concentrate will consist eicther of cthe residual plas-
ma, or of an approprate isotonic artificial aqueous solution added after the plasma
was removed. The volume of red cells should constitute between 65 and 737 of the
total volume of the product, but if a greater red cell concentrztion ts applied the
approximate pecrcentage of ervthrocyte volume (haematocrit) shall be indicaced oa the

label.

All operations required in the preparation shall be carried ouc uader aseptic
conditions : decantation shall be carred out using a sterile, closed system and by

compression only. No antiseptic or bacteriostatic agents should be added.

Blood group and storage - as for Whole Human Blood.

Lobelling - The label on the container shall give all the information showa on the
model label (Annex 2 bis). The Rhesus group shall be written as ""Posiuve'' or
""Negative'' or, in abbreviated form, '"POS'" or '""NEG". l' 2a artificis l.a.queous

i

solurion has beea added, the label shall alsn indicare its volume 2ad composirion.

2. Dried Human Plasma

Dried Human Plasma is prepared by drying the supernazan: iluids which ace
separated by centrifuging or by sedimentation from quancitie.x of Thole Human Blood.

During preparation no antiseptic or bacteriostatic or other substance shall be
added. Dried Human Plasma shall be obtained by freeze-drying or by anv other m°tho
which will avoid denaturation of proteins. The dried product shail ze readily soiuble
in a quantity of water equal to the volume of the liquid from which the substance was
prepared. 'The protein conceniration of the solucrion thus obtaing? must not !
than 45 gram per licre, and must not show visible evidence of the zroduces of hzemo-
lysis. 'The haemaglutinin ticce shall aot be greater than L: 32,1

Dried Human Plasma prepored from one or two donations of blood

Donations shown to contain dangerous levels of iso-haemolysins (determined
using a sample of fresh serum) or any immune haemaglutinins shall be excluded. Ua-
less the plasma is pooled and frozen within 48 hours of collecting the blood, the
sterility of each unit shall be tesced by culturing not less than 10 ml.

Dried Human Plasma prepared from pools of more than two donctions

Pools shown to contain dangerous levels of immune haemaglutinins or of iso-
haemolysins shall be excluded. To avoid untoward effects due to the products of
bacrerial growth in the plasma no individual donarion shall be used if there is any
evidence of bacterial contamination, and the sterility of each pool shall be tested by
culturing not less than 10 ml. To minimize the risk of transmitting serum hepatitis,
plasma should be prepared from pools which should contain not more thaa ctwelve
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donations, or by any other method that has been shown to diminish the risk in com-
s y any
parable manner.

Solubility in water - Add a quaatity of water equal to the volume of the liquid from
which the sample was prepared; the substance dissolves completely wichin 10 minutes

at 152 to 20° C.

ldentification - Dissolve a known quantity of the product in a volume of water equal
to the volume of the liquid from which it was prepared; the solution passes the follow-

ing tests :
(1) by precipitation tests with specific aatisera, it must be shown to concain only
human plasma proteins;

(i1) to 1 ml add a suitable amount of thrombin or calcium chloride ; coagulation occurs,
which can be accelerated by incubation at 370 C.

Loss of mass on drying - When dried over phosphorus pentoxide ac a pressure not
exceeding 0.02 mm of mercury for 24 hours, Dried Human Plasma must not lose more
than 0.5% of its weight.

Sterility - The final product, after reconstitution, shall be sterile when examined by
a suitable bacteriological mechod.

Storage - Dried Human Plasma must be kept in an atmosphere of nitrogen or in a

vacuum in a sterile container sealed so as o exclude micro-organisms and, as far as

possible, moisture, protected from iight and stored at a temperawmre below 20° C.

Labelling - The label oa the container shall give all the information shown on the

model label (Annex 3).

3. Human Albumin and Human Plasma Protein Fraction

Human Albumin and Human Plasma Protein Fraction are preparacions of that
protein component which forms about 607 >f che total protein mass in the plasma of

Whole Human Blood. -

The method of preparation used shall be one which produces a macerial meeting
the requirements herein described. Regardless of whether the final product is liquid
or dried, the preparation, after the addirion of a suitable stabilising agent or agents,
must have been heated in the liquid state in the final container at 60° C + 0.5° C for
10 hours, in order to inactivate the agent causing serum hepatitis. During preparation
no antiseptic or bacteriostatic substance shall be added.

In preparations of Human Albumin, not less than 95 % of the mass of the pro-
teins present shall be albumin. [n preparations of Human Plasma Procein Fraction, not
less than 85% of the protein mass shall be albumin. ‘[a both preparations, more than
10 milligram immunoglobulin G per gram product shall be present.

When the final product s freeze-dried, it must contain not less cthan 950 milli-
gram of protein per gram product. !

When Human Plasma Protein Fraction is prepared as a solution it shall have
a total protein concentration between 435 and 50 grams per litre,

When Human Albumin is prepared as a solution it shall have a toral protein
concentration not less than 45 gram per litre.
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*

Solubility of the dried product - Add water to the recommended volume; the dried
preparation must be completely soluble.

Stability - By comparison of the solutions before and after heac treatment no evidence
of significant denaturation of the proteins in solution shall have been detected as
estimated by viscosity and turbidity measurements, ultracentrifugation and electro-
phoresis. ‘The solution shall be substantially free from visible particles afrer heating
at 57° C and after agitation in a mechanical shaker for 6 hours at this temperature.

ldentification -

(1) By precipitation tests with specific antisera, both preparations must be shown to
contain only human plasma proceins.

(1) Ty electrophoresis, using the moving boundary cechnique under acceptable and
appropriate conditions, it musc be shown taat the protetn fraction having the mo-
bility of the albumin component of normal human plasma, is not less than 95% of
the proctein mass in preparations of Humaa Albumin, or not less than 85% of the
protein mass in preparations of Human Plasma Protein Fraction.

Sodium content and sodium concentration - The s>dium content of salt-poor Human
Albumin must not exceed 0.61 millimole per gram of albumin. dn other preparacions of
Human Albumin and in Human Plasma Protein Fraction, the sodium concentration muse
not exceed 0.15 mole per litre of solution or reconscituzed dried produce. ¢

Potassium concentration - The potassium concentrasion of Human Plasma Procein
Fraccion musc not exceed 2 millimole per litre of solution or reconstituced dried pro-

duce.

Acidity - The pH of either creparation shall be 6.8*+0.2 when measured at a tempera-
ture of 150 25°C in a solucion diluted to a protetn concentratisn of 10 gram per licre
by means of a solution coataiatng 0.15 mole sodium chloride per litre.!

Loss of mass on drying - Dried preparations, when dried over phosphorus pent-
oxide at a pressure not exceeding 0.02 mm of mercury for 24 hours, must not lose more

than 0.5% of their weight.

Sterility - The final product shall be sterile when examined by a suitable bacterio-

logical method.

Storage - Dried Human Albumin must be kepc in an atmosphere of nitrogen or in a
vacuum in a scerile container, sealed so as to exclude micro-organisms and, as far as
possible, moisture, protected from light and stored at a temperature below 20° C.

Solutions of Human Albumin and Human Plasma Protein Fraction must be
kept in sterile containers, sealed so as to exclude micro-organisms, protected from

light and stored at a temperature of 4° to 6° C.

Labelling - The label on the container shall give all the information shown on the
appropriate model label (Annex 4). For solutions, the date of preparation is the date
of heat treatment in the final container.
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4. Human Normal Immunoglebulin

Human Normal Immunoglobulin is a preparation of the plasma proteins prepared
from Whole Human Blood, coataining the antibodies of normal adults. It is obrained
from pooled liquid human plasma from not less than 1000 donors. -

The method of preparacion used should be one which produces a macerial meet-
ing the requirements herein prescribed and which prevents the transmission of serum
hepatitis by the final product. In addition che method of preparation shall be such that
the antibodies contained in the starting material shall be concentrate in an adequate
amount in the final product. The procedure shall be showa, for each final preparation,
to be satisfactory in this respect by titrating in the srarting material and in the rinal
product antibodies to at least one virus and ones bacterial toxin. The antibodies
chosen shall be those for which there are recognised methods of titration,

During preparation no antiseptic or bacteriostatic substance shall be added;

a suitable preservative and a srabilising agent may be added to the final preparation
to maincain bacterial sterility and stability of the final product.

‘inal produce is issued as 2 solution in which the tmmaoogiobuiin concen-

1

&
8
tration shail be between 100 and 170 zram per ltre.!

ldentification -

(1) By precipitation tests wich specific antiseia, it must be shown tv contata only

human plasma preteins.

adare ted under accenrable and

(11) By electrophoresis, using the moving boun e
appropriate condicions, not less than Q¢ of the muss of the proteins have e

¢ - I S f P “lae
ok fopuits o normal auman iasma,

mobilizv of the gamma componenr of e
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1

shl compoenenis. Lne memnad s37C she

dation of the product ro smailer moiccular we
be one approved by the national coatrol zuthority.

£ at 4 tempera-
O gram per lizre

Acidity - The oH of the final solution
ture of 15 t0 25 °C in a solutivn diluted o 2 protetn concentrativn of

by means of a solution coataining 0,15 mole sodium chloride per litre.

il be (.8 20.4 when measurc
1
L

Sterility - The final product shall be scerile whea examined bv a sulrable bacterio-
logical method.

Storage - Human Immunoglobulin solution must be kepr in a sterile coatainer, sealed
so as to exclude micro-organisms, protected from light and stored ac a temperature of

40 to 6° C.

Labelling - The label on the concainer shall give all the information shown on the
model label (Annex 5). The date of preparation is the date of filling the final container.
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3. Human Specific Immunoglobulins

Human Specific Immunoglobulins contain antibodies against designated viral
or bacterial agents. Therefore they may be prepared from pools of a limited number of
donations. -

The following human specific immunoglobulins are included in these require-
ments :-

Human [mmunoglobulin Anti-Tetanus
Human Immunoglobulin Anti-Vaccinia. "

Other specific 1mmunoglobuhns may be developed and when the appropriace
international standard is in existence, they should be assayed in relation co chat
standard and their potency expressed in international units.

Human Immunoglobulin Anrti-Vaccinia shall contain not less than 500 IU per
ml of vaccinia antibody as determined by a neutralisation test on choro-allanwic
membranes or in tissue culture. Human Immunoglobulin Anti-Tetanus shall contain not
less than 50 IU per ml of tetanus aatitoxin as determined by a neutralisation test in
animals. -

Human Specific Immunoglobulins must further meet the requiremencs as de-
scribed in section 4, Human Normal Immunoglobulin.

Depending on the antibody content, the immunogiabulin concentration of the
final solution mav vary bectween 100 and 170 gram per litre. :

Labelling - The label on the container shall give all the intormanien shown on the
model label (Annex 5). In addition the label shall state the cotency in intemational
units in terms of the appropriate International Standard or international Reference

Preparation. -

§. Dried Human Fibrinogen

Dried Human Fibrinogen is a dried preparation which contains che soluble
conscitutent of liquid human plasma which, on the addition of thrombin, is transformed
to fibrin. The method of preparation used should be one which produces a materal
meecmg the requirements herein prescnbed and which minimises the dsk of trans-
mlttmg serum hepatitis. Plasma pools used in the preparaton of fibdnogen should
contain as few donations as possible.

Dudng preparation no antlsepnc or bacteriostatic >ubstance shall be added.
The final product shall be freeze-dried. :

Solubility - Add water to the recommended volume; the dried preparation must be
completely soluble. No precipitation shall occur within 60 minutes of reconstitution.
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Identification -

(i) By precipitation tests with specific antisera, it must be shown to contain only
human plasma proteins.

(i1) The freshly reconstituted producc has the property of clotting on the addition of
thrombin. When thrombin is added to a solution of Human Fibrinogen of the same
concentration as that in fresh normal plasma, clotting shall occur in not more than
twice the time taken for clotting to occur in fresh normal plasma after the addi-

tion of thrombin.

(ii1) Clotcable protein. Not less than 50% of the total protein shall be clotcable by
thrombin.

Loss of mass on drying - Preparations, when dried over phosphorus pentoxide at
a pressure not exceeding 0.02 mm of mercury for 24 hours, must not lose more chan
0.5% of their weight.

Sterility - The final product after reconstitution shall be sterile when examined by a
suitable bacteriological method.

Storage - Human Fibrinogen shall be kept in an atmosphere of nitrogen or in a vacuum
in a scerile container, sealed so as to exclude micro-organisms and, as far as possible,
moisture, protected from light and stored at the temperature recommended. -

Labelling - The label on the container shall give all the information shown on the
model label (Annex 6). The date of preparation is the date of placing into final solu-
tion before freeze-drving.

7. Dried or frozen human coagulation factor VIl

[. Requirements applying to donors

Donors must be in good health and, in particular, free of anv communicable
disease, in accordance with the criteria adopted for dried human plasma.

[I. Requirements applying to preparctions

Sterility and atoxicity - The final product must be sterile and pyrogen-free. Where
cryoprecipitation is performed in plastic bags, the product must not contain organic
solvent or other foreign substances present in the freezing mixture. The passage of
such products through the walls of the plastic bag can be prevented bv placing the
bag in a second impermeable bag during the whole period of immersion. The risk of
the plastic bag tearing during storage in the frozen state can be reduced by keeping
each bag in a protective box.

Erythrocytes, leukocytes and platelets - Centrfuging should be such as to eliminate
the formed elements of the biood as soon and as completely as possible after its
collection.
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Solubility - The addition of the indicated quantity of appropriate solvent must resulc
tn the complete solution of the dry product in less than 30 minutes at 370 C. Small
and easily separable aggregates of fibrinogen may persist.

Stability - The preparation conserved at 20° C. must not show any sign of precipita-
tion within three hours after it has been dissolved.

Potency - The reconstituted preparation should contain the indicated minimum quantiey
of tactor VIII. one unit corresponding to the potency of I ml of average normal fresh
plasma, the potency being determined by a mechod approved by the compecent national
authority.

Absence of irregular antibodies and, if the preparation is intended for patients of anv
ABO group, a titre of anti-A and anti-B antibodies not exceeding 32.

tdentification - Precipitation tescs with specific anrisera shall show that the product
contaias only human plasma prorteins

Loss of mass on drying - Freeze-dried preparations, when dried cver phosphorus
rentoxide at a pressure not exceeding 0.02 of mercury for 24 hours must not lose

more than 1.5 per cent of their weighe.

N
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o factor VII shall be stored in the deep frozen state at a temperature

{ selow 30 C, and protecred from light.
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ar, uniess the preparatien has been retested for minimum required potency
i.abeiling

The latel on the preparation shall give all the informaticn showa on the

model fabel (Annex 7).

€. Dried human coagulation factor X
[. Regquirements applying to donors

Donors must be in good hezalth and, in particular, free from anv communic-
adie disease in accordance with the criteria adopted for dried human plasma.

[[. Requirements applying to the concentrate

Sterility and atoxicity - The final product, tested by appropriate methods must be
sterile, pyrogen-free and free from undesirable vaso-depressor or respiratory effects.
The test for absence of vaso-depressor effects, should be performed on a dog or cat.

Uradhni list Republike Slovenije - Mednarodne pogodbe
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Solubility - The addition of the indicated quantity of the solvent must resulc in com-
plete solution in 10 minutes at 37° C.

Thromboplastin activity and absence of free thrombin - The recalcification time of a
normal plasma measured at 37° C in the presence of an equal volume of various
dilutions of the reconstituted product, must not be less than 40 scconds. The re-
constituted product, with an equal volume of fibrtnogen (3 g/ 1) added (o it, must not

coagulate wichin six hours at 37 °C.

Potency - The reconstituted preparation must contain the indicated minimum quaatity
of factor IX, 1 unit corresponding to the potency of I ml of average nommal fresh
plasma, the potency being determined by a method approved by the competent national
authority.

Yield and stability in vivo - The method of preparation must be such that the injeccion
of a dose of 50 units per kg body weight, rapidly adminiscered intravenousiv, using
several batches of material given to several patieats, shall cause, 1n 13 minuces, in
the absence of a specific inhibitor and in basal conditions, aa averaze rise of noc
less than 300 units per litre plasma, and of the persistence, after 24 hours of an
average rise of not less than 60 units per litre plasma.

1
W

ldentification - Precipitation tests with specific antisera shall show thar the produc
contains solely human plasma proteins.

'S
<

Loss of mass on drying - When dried over phosphorus pentoxide at a pressure no:
exceeding 0.02 mm of mercury for 24 hours, the product must not lose more than 1.5
per cent of its weight.

Storage - The preparations must be stored dry at a remperature below 5¢ C. Thac period
of storage must not exceed two years, unless the potency of the preparation has been
re-tested.

I1I. Labelling

The label on the preparation shall give all rhe informaton shown on the
model label (Annex 8).
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ANNEXE 1 AU PROTOCOLE
ANNEX 1 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

dccord europeen relatif a U’échange
de substances thérapeutigues d’origine humaine

European Agreement on the ezchange
of therapewtic substances of human origin

Certificat
(Article })

Certificate

A NE PAS DETACHER DE L'ENVOI
NOT TO BE SEPARATED FROM THE SHIPMENT

Nombre de
colis
Number of
packages

Désignation
Marked

No des lots
Batch No.

(lieu) (date)
(place)

Le soussigné déclare que l'envoi spécifié en marge
The undersigned certifies cthat cthe shipment in the margin

préparé sous la responsabilité de ...
preparcd under the responsibility of ...

organisme visé a l'article 6 de 1'"Accord, est conforme aux spécifi-
one of the bodies referred to in Article 6 of the Agreement, is in

cations du Protocole & 1'Accord et qu'il peur &ctre délivré immé-
conformity with the specifications of the Protocol to the Agreement

‘ {signature) (titre)
"(signature) (cicle)

(cachert)
(stamp)
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ANNEXE 2 AU PROTOCOLE
ANNEX 2 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif a V’échange
de substances thérapeutigues.d’origine humaine

European Agreement on the exchange
of therapeutic substances of human origin

1. Nom et adresse du producteur ).
Name and address of the producer ) -

2. Sang Humain Total
Whole Human Blood

3. Numéro de référence )
Reference number )

4. Groupe sanguin )
Blood-group )

5. Groupe Rh )
Rh-group )

6 (solution anticoagulante
"""" (anti-coagulant solution

v 8 glucose/ 1
veen.mole (citrace disodique/ 1
(disodium citrate/ 1

(de sang
........ ml (blood

7. Titre d'iso-hémolysines ) (déteminé
Iso-haemolysin titre ) (detemined
(non déterminé
(not determined
8. Date de prélévement ) _

Date of collection )

Date de péremption )
Date of expiry )’

9. Conserver de 40 3 6°C.
Store at 40 o0 6o C,

10. Ne pas utiliser en cas de signe visible quelconque d'alcéracion,
Not to be used if there is any visible evidence of deterioration.
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ANNEXE Zbis AU PROTOCOLE
ANNEXE 2bis TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif @ l'échange
de substances thérapeutiques d'origine humaire

Eurdperm Agreement on the exchange
of therapeutic substances of human origin

I. Nom et adresse du producteur ) .
Name and address of the producer )

2. Concentré de globules rouges humains
Human red cell concentrate

3. Numéro de référence ) |
Reference Number ) °

4. Groupe sanguin )
Blood group )

S. Groupe Rh) |
Rh-group )’

6. ... ml preparé i partir de ... ml de sang
. ml prepared from ... ml of blood

7. Volume et composition de I'anti-coagulamt utilisé )
Volume and composition of anti-coagulant used ) °

8. Date de prélévement ) |
Date of collection )’

Date de préparation ) |
Date of preparation )

Date de péremption )
Date of expiry Y

9. Conserver de 2° 4 6° C.
Store at 2°C to 6°C.

10. Soluté artificiel ajouté )} volume :
Artificial aqueous solution added ) composition :
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ANNEXE 3 AU PROTOCOLE
ANNEX 3 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif a I’échange
_ de substances thérapeutiques d’origine hAumaine

European Agreement on the ezchange
of therapeutic substances of human origin

1. Nom et adresse du producteur .
Name and address of the producer ) -

2. Plasma Humain Désséché
Dried Human Plasma

3. Numéro de référence )

Reference number )
4. Reconstituer avec ........ ml d'eau distillée, stérile et apyrogéne.
Reconstitute with ... ml sterile, pyrogen-free, distilled water.

5. Le plasma reconstitué coantient
The reconstituced plasma contains :

................. 2 glucose/l

( citrate disodique /1
( disodium citrate/ 1

2/ 1 (concentration de protéines {au motns)
(protein concentration (at least)

6. Nombre de prélévements individuels dans le mélange )
Number of individual donations in pool )

7. Date de préparation )
Date of preparation )

Date de péremption ) _
Date of expiry )

8. Protéger de la lumiére et conserver a une température inférieure a 20°C.
Store, protected from light, below 200C.

9. A utiliser immédiatement aprés la reconstitution.
To be used immediately after reconstitution. -
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ANNEXE 4 AU PROTOCOLE
ANNEX 4 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif @ I’échange
de substances thérapeutigues d’origine humaine

& uropean Agreement on the exchange
of therapeutic substances of human origin

1. Nom et adresse du producteur ).
Name and address of the producer )

2. Albumine Humaine Desséchée
Dried Human ‘Albumin

3. Numéro du loc )
Batch number ) -

4. Albumine )
Albumin ) g
Scabilisaceur ) /1 (en solution reconstituée
Scabilize ) nature ... s eeeeenons 2 . . .

izer (in reconstituted solution

Sodium . { d'albumine
odium . mmol/g( albumin

5. Date de préparacion )
Date of preparation )
Date de péremption )
Date of expiry )

6. ‘Reconstituer avec ............ ml d'eau distillée, stérile et apyrogéne.
Reconstituted with .......... ml sterile, pyrogen-free, distilled water.

7. Protéger de la lumiére et conserver 2 une température inférieure 3 20°C,
Store, protected from light, below 20°C.

8. A injecter immédiatement aprés reconstitution.
To be used immediately after reconstitution.
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ANNEXE 4 (suite 1)
ANNEX 4 (continued 1)

-CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif a I’échange
de substances thérapeutiques d’origine humaine

European Agreement on the exchange
of therapeutic substances of human origin

1. Nom et adresse du producteur ).
Name and address of the producer ) -

2. Solution d'Albumine Humaine )

Human Albumin Solution y ml
3. Numéro du loc ) |
Batch number ) -
4. Albumine ) /1
Al bumin ) .......... g
Stabilisateur )
Stabilizer ) MAMUIE v Y e, g/ 1
i d'albumine
S S (
odium -mmol/ (albumin

5. Date de préparation )
Date of preparation )

Date de péremption )
Date of expiry ) -

6. Protéger de la lumiére et conserver de 40 a 6°C.
Store, protected from light, at 4° to 6 C.

7. A injecter seulement si le liquide est clair et sans dépde.
Not to be used unless clear and free from deposits.
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ANNEXE 4 (suite 2)
ANNEX 4 (continued 2)

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif a Uéchange
de substances thérapeutiques d’origine humaine

European Agreement on the ezchange
of therapeutic substances of human origin

1. Nom et adresse du producteur ).
Name and address of the producer ) °

2. Solution Stable de Protéines Plasmatiques Humaines )
Plasma Protein Fraction )

3. Numéro du fot)
Batch number ) -

4. Albumine )

Albumin ) /1

Stabilisateur ) /1
Stabilizer ) nature.................... g eeeeenns 4
Sodium : .......... mmol/1

5. Date de préparation )
Date of preparation )

Date de péremption )
Date of expiry )

6. Protéger de la lumiére et conserver de 4° a 6°C.
Store, protected from light, at 4° to 6o C.

7. A injecter seulement si le liquide est clair et sans dépdt.
Not to be used unless clear and free from deposits.
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ANNEXE 5 AU PROTOCOLE
ANNEX 5 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif a ’échange
de substances thérapeutiques d’origine humaine

European Agreement on the exchange
of therapeutic substances of human origin

1. Nom et adresse du producteur )
Name and address of the producer) °
2. Immunoglobuline Humaine Normale
Human Normal Immunoglobulin
3. Numéro du lot ) .
Batch number ) -
4. Protéines totales ) /1
Total protein y Ttt¢Y R
Autres substances ajoutées ) atur /1
Other material introduced =~ ) T2atHF€ o oo .
Volume total ) 1
Tortal volume ) m
5. Date de préparation )
Date of preparation ) °
Date de péremption ) |
Date of expiry )
6. Protéger de la lumiére et conserver de 40 4 6o C.

~1
.

Store, protected from lighe, ac 40 to 60 C.

Ne pas injecter par voie intraveineuse.
Not for intravenous injection.
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ANNEXE 6 AU PROTOCOLE
ANNEX 6 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif a 'échange
de substances thérapeutiques d’origine humaine

European Agreement on the exchange
of therapeutic substances of Auman origin

1. Nom et adresse du producteur )
Name and address of the producer )

2. Fibrinogéne Humain Desséché
Dried Human Fibrinogen

3. Numéro du lot )
Batch number )

FEN

Protéine coagulable )
Clottable protetn ) 7 g

Autres substances ajoutées ) ture 2/ 1 (de ia solution reconstituée

A QALUTE ooy cenenees . :

Other materjal introduced ) ! ( reconstituted solution
5. Date de préparation )
Date of preparation )

Date de pé'remption )
Date of expiry )

6. Reconstituer avec
Reconstitute with

............ ml d'eau distillée, stérile et apyrogéne.
............ ml sterile, pyrogen-free, distilled warer.

~1

. Nombre déprélévements individuels dans le mélange )
Number of individual donations in pool ) T o

8. Protéger de la lumiére et conserver a une température inférieure a 200 C.
Store, protected from light, below 200C.

9. A injecter immédiatement aprés la reconstitution.
To be used immediactely after reconstitution.
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ANNEYE 7 AU PROTOCOLE
ANNEX 7 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif & I'échange de substances thérapeutiques d'origine bumaine

European Agreement on the exchange of therapeutic substances of human origin

1. Nom et adresse du producteur ).
Name and address of the producer )’

2. Facteur VIII de coagulation humain congelé ou
Facteur VIII de coagulation humnain desséché ~ °

Frozen human coagulation factor VIII

: . or :
Dried human coagulation factor VIII

Méthode de préparation ) |
Method of preparation )’

3. Numéro du lot ) |
Batch number ) - .

4. Quantité minimale de facteur VII, quantité de protéimes totales, nature et quantité de
toute substaace ajoutée
Minimum quantity of factor VIIL, quantity of total proteins, nature and quantity of any
added substance

5. Nature et volume du solvant )
Nacture and volume of solvent ) ~

6. Nombre de donneurs par lot )
Number of donors per batch )~

7. Titre des hémagglutinines non supérieur a [ : 31
Groupe sanguin ABO

ou

Haemaglutinin titer not greater than [ : 32
ABO blood group

or

8. Date de préparcation )
Date of preparation )

9. Date de péremption )
Date of expiry )

10. Protéger de la lumiére et conserver congelé a unc température inférieure a - 30 ° Cou
desséché a une tempéracure inférieure 4 5° C.

Store, protected from light and frozen at a temperature below - 30° C or in the dry state at
a temperature below 5¢ C.

11. Aprés seconstitution du produit, injecter immédiatemrent par voie intraveincuse ou au
plus rard aprés 3 heures de conservation a 20° C.

After reconstitution of the product, inject intravenously, immediately or at the latest
afrer 3 hours of storage at 20 © C. '
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ANNEXE 8 AU PROTOCOLE
ANNEX 8 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif @ I'échange de substances thérapeutiques d'origine humaine

European Agreement on the exchange of therapeutic substances of human origin

1. Nom et adresse du producteur )
Name and address of the producer ) -

2. Facteur IX de coagulation humain desséché :
Autres facteurs de coagulation présents

Dried human coagulation factor IX
Other blood coagulation factors present :

Méthode de préparacion ) .
Method of preparation ) °

3. Numéro du lot )
Batch number ) -

4. Quantité minimale de facteur IX, quantité de prozéines totales, nature et quantité de toute
substance ajoutée :

Minimum quaantity of factor [X, quantity of total proteins, nature and quantity of any addex
substance :

5. Nature et volume du solvant )
Nature and volume of solvcnt ) °

6. Nombre de donneurs par lot )
Number of donors per batch ) -

7. Date de préparation )
Date of preparation )

8. Date de péremption )
Date of expiry )

9. Protéger de la lumiére et conserver 2 une température inférieure 2 5¢ C.
Store, prptected from light at a temperature below 5° C.

10. Aprés reconstitution du produit, injecter immédiatement par voie intraveineuse
After reconstitution of the product, inject immediately by the intravenous route.
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ANNEXE 9 AU PROTOCOLE
ANNEX 9 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL QF EUROPE

Accord européen relatif @ ['échange de substances thérapenitaues d'origine humaine

European Agreement on the exchange of therapeutic substances of human origin

1. Nom et adresse du producteur Y
Name and address of the producer )~

2. Eau distillée, stérile et apyrogéne
Sterile, pyrogen-free distilled wacer

Pour la reconstitution du Plasma Humain Desséché
de !'Albumine Humaine Desséchée
du Fibrinogéne Humain Desséché
ou des Facreurs VI er IX humains de coazuiation desséchés

For the reconstitution of Dried Human Plasma
Dried Human Albumin
Dried Human Fibrinogen
or Dried Human coagulation Factors VIII znd [X

3. Quancité)
Quantity)
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'ANNEXE 10 AU PROTOCOLE
ANNEX 10 TO THE PROTOCOL

CONSEIL DE L'EUROPE
COUNCIL OF EUROPE

Accord européen relatif a I'échange de substances thérapeutiques d'origine humaine

European Agreement on the exchange of therapeutic substances of human origin

1. Nom et adresse du producteur ).
Name and address of the producer ) *

2. Dispositif a Injection
Giving-set

Dispositif pour l'adminisctration’ du Sang Humain Total, du Plasma Humain Dessécheé
Reconstitué, de l'Albumine Humaine, des Solutions Stables de Protéines Plasmatiques
Humaines, du Fibrinogéne Humain ou du Facteur VIII de coagulation humain congelé ou
desséché ou du Facteur [X de coagulation humain desséché.

Giving-set for the administration of Whole Human Blood, Reconstituted Dried Human
Plasma, Human Albumin, Human Plasma Protein Fraction, Human Fibrinogen or of CrieZ
or Frozen Human coagulation Factor VIII or Dried Human coaguiation Facror [X.
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ANNEX 11 TO THE PROTOCOL
COUNCIL. OF EUROPE

European Agreement on the Ezchange of Therapeutic Substances
of Human Origin

FREEDOM FROM TOXICITY OF PLASTIC
BLOUD TRANSFUSION EUUIPMENT

[. Chenrical tests

The tests are intended . be applied t plasdcs blood transfusion equipment.
This equipment consists of two main categomnes :

(1) plastics concainers for the collectdon, separadon and swrage of blood
and blood products;

(2) plastics sets for making amnd giving blood.

The tests shall be warried out on dre materdals afrer drey have been sterlised
by the method to be used in che final stenilisaton of te equipmrent. ‘These matenals
shall include :

1) the plastics used to make the conrainers,
2) the cubing used in the containers and

3) the blood-taking and giving sets.

The tests on containers shall be carred out before the contminers are filled
with anticoagulant solution. However, if dre cests are carried out on concainers which
have been filled with. andcoagulant solation, the limit tests in Secdon III on the
anticoagulant solution itself shall be taken into account when evaluating the results
of the tests on the container.

The manafacturer of dre gaasfesion equipment is required o disclose o the
appropriate healch authority the detiled formuladons of the plastics matenal or
materials and other materials used in the manufacture of the equipment, the source
of the components of the marerial or materials and cheir methods of manufacture (or
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alternatively, the compound reference numbers), details of manufacture of the equip-
ment, the nature of any processing additives and adhesives and the method of sterl-
isation. No change shall be pemitted in any of the foregoing without prior submission
to and approval of the appropriate health authority.

Each batch of raw material used in the manufacture of the equipmenc shall
be ideatified by a batch number, which shall be recorded by the manufacturer of the
equipment together with the identification numbers of all batches of transfusion
equipment made from it and the results of all tests relevant to these batches.

Every practicable precaution must be taken to reduce the risk of adveacitious
contamination at each stage of the manufacturing process.

A. Preparation of extract ond blank

(a) A total test as described below requires 1250 cm? plastics (total surface
area, both sides, of a plastics sample in sheet form with surface area of 625 cm?).
The sample - without any printing or label on it - should be cut into pieces of not
more than 10 cm?2.

For tubing the leagth (L) in em is calculared as follows :

1250
L =

3 14 (D1 + D)

D) = tnner diameter in cm

Dy = outer diameter in cm

The cubing should be cut lengthwise into sections measuring approximately
10 cm. For the extraction 10 ml of water is used per surface area of 50 cm?2.

(b) The pieces of plastics film or tubing should be placed in a container of
borosilicate glass with 250 ml pyrogen-free distilled water obrained from an efficient
still having glass condensation surfaces and collecting tubes.' The opening of the
container is covered with an inverted beaker and the container is then heated in
saturated steam at 110°C for 30 minutes (autoclaving) and then quickly cooled to
room temperature and the volume adjusted to 250 ml with pyrogen-free discilled water.
[t is of no significance if the plastics specimens tend to stick together slightly.

1. If the plastics have been in contact with an anticoagulant solucion, the pieces should first be placed
in a simtlar container with cold distilled water (100 ml) and shaken several times. This should be

repeated once.
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Heact-sensitive plastics materal, instead of being heated in an autoclave,
may be heaced at 70° C for 72 hours.

A blank preparation is made in a corresponding manner omitting the plastics.

B. Tests on the extroct

1. Oxidisable matter

To 20 ml of the extract in an Erdenmeyer flask of borosilicate glass add 20 ml
of 2 millimole potassium permanganate solution per litre and 1.0 ml of 1 mole sulphurc
actd per litre and boil the mixture for 3 minutes. ‘Cool the solution rapidly and add
0.1 g of potassium iodide and 5 drops of starch solution. ‘Titrate with a solution con-
taining 10 millimole sodium thiosulphate per litre. ‘At the same time carry out a blank
titration. ‘The difference in the volume of chiosulphate used in the two titracions does
not exceed 2.00 ml a solution containing 10 millimole sodium thiosulphate per litre,

2. Chloride
The extract complies with a suitable limit tesc for chloride equivalent co not
more than 11.2 pmole chloride per litre. -

3. Ammonia

The extract complies with a suitable limit test for ammonia equivaleat to not
more than 120 pmole NH3 per litre. -

4. Phosphoric Acid - Phosphate

The extract complies with the limit test for phosphate.

Limit test for phosphate

Evaporace 25 ml of the excract almost to dryness in a Kjeldahl flask, cool the
residue, add 2 drops sulphuric acid and 1 ml nitrc acid, heat the mixture until white
fumes appear, then cool. Add 1 drop of perchloric acid and heat gendy for half an
hour. ‘Cool the residue and add water to 25 ml. ‘Traasfer 10 ml of the solution to a
25 ml ticracion flask, add 8 ml ammonium molybdate-sulphuric acid solution and 2 ml
of freshly prepared solution of ascorbic acid, having a concentration of 100 g/ 1, Heat
on a water bath at 50 °C for thirty minutes, cool and dilute the mixture to 25 ml. The
green or blue colour of the solution is not more intense than that obtained by treacing
25 ml of the blank solution in the same manner. :

5. Acidity or alkalinity

10 ml of the extract is not coloured red on the addition of 2 drops of phenolph-
thalein solution and requires not more than 0.4 ml solution concaining 10 millimole
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sodium hydroxide per litre to produce a red colour. ‘After removal of the colour by the
addition of 0.08 ml solution containing 10 millimole hydrochloric acid per litre, the
addition of 5 drops of methyl red solution produces a red or orange-red colour.

6. Residue on evaporation

Evaporate 100 ml of the extract to dryness on a water bath and dry at 105°C
to constant weight. The residue weighs not more than 5.0 mg.

7. Clarity and colour

The extract when viewed through a thickness of 5 cm s clear and colourless
when compared with the blank.

8. Taste and smell

The extract compared with the blank is odourless and tasteless. -

9. Special elements
The extract complies with suitable limit tests for

(1) any of the following elements : arsenic, chromium, copper, lead, silicon,
silver and tin, equivalent to L pug/ g

(ii) cadmium, equivalent to O.lug/g

10. Residue on ignition

1.0 g of the plastics material when ignited to constant weight leaves not more
thaa I mg of residue.

11. Heavy metals

Dissolve the residue on ignicion in the mintmum quanticy of a solution of 2 mole
hydrochloric acid per litre, heating if necessary. ‘Carrv our a suitable limic tesc for
heavy metals.:The plastics material complies with a limit not exceeding 5 micro-

grammes per gramme as calculated as Pb.

ll. Biological tests

(D A test for undue toxicity shall be carried out in the initial evaluation of plas-
tics formulations intended for the fabrication of containers and taking and giving
sets, using extract A, and on each new batch of materials of the approved formul-
ations, using extract B, by the procedure specified in the national pharmacopoeia
or some other method approved by the national control authority. {Extracts A and B
are defined in the note below.)
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(2) A test for freedom from pyrogens shall be carried out in the initial evaluadon
of plastics formulations intended for the fabrication of coantainers and taking and
giving sets, using extract A, and on each new batch.of materials of the approved for-
mulation, using extract C, and in the routine control of containers and taking and
giving sets, using extract C, by the procedure specified in the national phama-
copoeia or some other method approved by the national control authority.

The incidence of pyrogen testing, using extract C, shall be decided by the
national control authority.

(Extracts A and C are defined in the note below.)

(3) - A test for haemolytic effects in buffered systems shall be performed in the
initial evaluation of plastics formulations intended for the fabrication of containers
and taking and giving sets and on each new batch of materials of the approved for-
mulations using the extract described in paragraph [. A above. (For method and ac-
ceptable limit see Appendix to the present Annex.)

(4 A test for the in vivo survival of red cells shall be carried out in the initial
evaluation of plastics formulations intended for the fabrication of containers for blood.
[f any change is made in the agreed formulation, the test shall be repeated. (For
suggested methods and acceptable limit, see Appendix to the present Annex,)

Note

Extract 4 is prepared by adding to the extract described in I.A above pyrogen-
free sodium chloride o a final concentration of 9 gram per litre.

Eztract B :

Transfusion Set. Fill a transfusion set as complecely as possible with sterile
pyrogen-free solution containing 9 gram sodium chloride per litre, clamp the ends
securely and immerse the filled set completely for 1 hour in water maintained at 85°C. -
Collect the contents on the set. -

Plastics Container. If the container is filled with anti-coagulant solution it
should be cmptied and rinsed twice with 250 ml portions of sterile pyrogen-free dis-
tilled warer at a temperature of 20 °C. ‘Fill the container with 100 mi sterile pyrogen-
free sqlution conctaining 9 gram sodium chloride per litre, close it securely and im-
merse it for 1 hour in a horizontal position in water maintained at 85 °C. Collect the
contents of the container. ‘

Eztract C :

- Transfusion Set. Pass 40 ml portions of sterile pyrogen-free sodium chloride
sho ution of a conceantration of 9 gram per litre, at room temperature through not less
than ten transfusion secs ac a flow rate of approximactely 10 ml per minuce and pool the
effluents. 'Test the solution obtained.
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Plastics Container. Empty. Pass 100 ml portions of sterile pyrogen-~free solu-
tion containing 9.0 gram sodium chloride per litre, at room temperature through the
collecting tubes of not less than four plastic containers, allow to remain in the con-

tainers for ten minutes and pool the effluent by discharging through the transfer tubes.
Test the solution obtained. -

Plastics Container with anticoagulant (See paragraph [n.

APPENDIX
BIOLOGICAL TEST : LIMITS AND METHODS

A. Test for undue toxicity

(See Item II, 1 of Annex above): limit as specified in national phamacopoeia.

B. Test for freedom from pyrogens

(See ltem II, 2 of Annex above) : limit as specified in national pharmacopoeia.

C. Test for haemolytic effects in buffered systems

(See Item I, 3 of Annex above) :

(a) Limit :

A sale solution equnalenc 1o a solution conrainiag 5.0 gram NaCl per litre, in
so far as electrolyte osmotic action is concerned, shall not produce a haemolysis
value higher than 10% and a salt solution of 4.0 gram per litre shall not differ by

more than 10% in haemolysis value from that caused bv the corresponding control
solution.

(b) Method :

From the primary buffer stock solution for haemolysis three solutions are
prepared : 30 ml buffer stock solution and 10 ml water (solution ay), 30 ml buffer
stock solution and 20 ml water (solution b,) and 15 ml buffer stock solution and 85 ml
water (solution ¢,).

To each of three centrifuge tubes (1, 2 and 3), 1.40 ml extract are added. ‘To
tube 1 is added-0.10 ml a, tube 2, 0.10 ml b0 and to tube 3, 0.10 ml <., thus ob-
taining sale solutions equlvalent to solutions containing 5.0 (tube 1), 4.0 ()tube 2) and
1.0 gram NaCl per litre (tube 3) insofar as electrolyte osmotic action is concerned.
To each tube is added 20 pl fresh, well mixed heparinised human blood. ‘The tubes
are put into a water bath at 30 °C (£ 1 °C) for 40 minutes. ‘Then three solutions con-
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taining 3.0 ml gofand 12.0 ml water (solution al) 4.0 ml bo and 11.0 ml water (sol-
ution bl) and 4.75 ml b, and 10.25 ml water (solution cl) are prepared, '

To the first tube is added 1. SO ml of aj, to the second 1.50 ml of b; and to
the chird 1.50 ml of ¢j. The tubes are centrifuged for 5 minutes at 2,000 to 2,500
rpm in a swing-out centrifuge. Coacurreatly, control solutions, in which the excract
is replaced with water, are prepared for each of the coacentrations.

The extinction at 540 nm of the liquid layer is measured. Buffer stock solu-
tion for haemolysis is used as blank. The haemolysis value in per cent is calculated
according to the following formula :

Eexp b3 100

E:100 %

- extinction for the solution containing en equivalent of 1.0 gram

h E
woere L100% T salt per litre

and E = extinction for the solucions containing a equivalent of 4.0 and
exp 5.0 gram salt per litre respectively

Buffer stock solution for haemolysis

90.0 g sodium chloride, 13.7 g anhydrous disodium phosphate and 1.90 g
anhydrous monosodium phosphate are dissolved in distilled water and made up to
1000.0 ml.

D. Test for the in vivo survival of red cells

{See ftem I, 4 of Annex above) :

(a) Limit :

Of the erythrocytes on whole human blood with ACD anticoagulant, which has
been stored for 21 days at 4 - 6 °C, at least 70% shall have a post-transfusion sur-
vival time of 24 hours. 'This can be determined accarding to one of the methods pro-
posed in (b) below.

(b) Suggested methods :
1. Method of [SO/ TC/ 76/ WGD/ 3, App. E.

2. Ashby Technique - Ashby, W. The detemmination of the length of life of trans-
fused blood corpuscules in man.

J. Exp. Med. 29 : 267 - 82, 1919.

Young L.E., Platzer, R.F. and Rafferty, J.A. Differential agglutination of
human erythrocytes.
J. Lab. Clin. Med. 32 : 489 - 501, 1947.
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3. The Gibson-Scheitlin method - Gibsoa, ]J.G. and Scheidin, W.A. A method
employing radio-active chromium for assaying the viability of human erythro-
cytes retumed to the circulation after refrigerated storage.

J. Lab. Clin. Med. 46 : 679 - 88, 1955.

4. The Strumia method - Strumia, M.M., Taylor, L., Sample A.B., Colwell, L.S.
and Dugan, A. Uses and limitations of survival studies of erythrocytes tagged
with. Cr 51.

Blood 10 : 429 - 40, 1955.

S. Cr3l - [125 technique - Button, L.N., Gibson, J.G. and Walcer, C.W. Simul-
taneous detemination of the volume of red cells and plasma for survival
studies of stored blood.

Transfusion 5 : 143 - 148, 1965.

6. Recommended Method for Radioisotope Red Cell Survival Studies Brie. ],

Haemar. 21 : 241, 1971."

lll. Requirements for anticoagulant solution
in plastics containers

Each. container shall contain the quantity and formulation of anticoagulant
solution indicaced on the label for the volume of blood to be collected.

The anticoagulant solution and/or the ingredients used in its preparation
shall sacisfy the requirements of the national pharmmacopoeia of the country con-
cerned.

The anticoagulant solution shall satisfy the requirements cof the national
pharmacopoeia of the country concemed with regard to limits for heavy metals, the
absence of particulace matter, freedom from toxicity and pyrogenicicy.
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3. The Gibson-Scheidlin method - Gibson, J.G. and Scheidin, W.A. A method
employing radio-active chromium for assaying the viability of human erythro-
cytes recumed to the circulation after refrigerated storage.

J. Lab. Clin. Med. 46 : 679-88, 1955.

4. The Scrumia method - Strumia, M.M., Taylor, L., Sample A.B., Colwell, L.S.
and Dugan, A. Uses and limitations of survival smdxes of erythmcytes tagged

with Cr51.
Blood 10 : 429-40, 1955.
5. Cro1 1125 technique - Button, L.N., Gibson, J.G. and Walter, C.W. Simul-

taneous determination of the volume of red cells and plasma for survival
studies of stored blood.

Transfusion 5 : 143-148, 1965.

Recommended Method for Radioisotope Red Cell Survival Studies Bric.-].
Haemat. 21 : 241, 1971+

N

[1l. Prescriptions relatives a la solution anticoagulante
contenue dans les récipients en matiere plastique

Chaque récipient doic coatenit la quantcé de soludon andcoagulante spé-
cifiée sur l'étiquecte pour le volume de sang & prélever; la formulation de cecte so-
lution doit &tre celle qui est indiquée sur 1'étiquette pour ledit volume de sang.

La solution anticoagulante et/ ou les produits qui entrent dans sa préparation
doivent satisfaire aux exigences de la pharmacopée nationale du pays intéressé.

La solution anticoagulante doit satisfaire aux exigences de la phamacopée
nationale du pays intéressé relatives aux limites pour les métaux lourds, a l'absence
de matiéres solides, a 'innocuité et a l'apyrogénéité.

Done at Strasbourg, this 19th day of April 1982
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ADDITIONAL PROTOCOL
TO THE EUROPEAN AGREEMENT ON THE
EXCHANGE OF THERAPEUTIC SUBSTANCES
OF HUMAN ORIGIN

The member States of the Council of Europe, Con-
tracting Parties to the European Agreement of 15 Decem-
ber 1958 on the exchange of therapeutic substances of
human origin (hereinafter called “the Agreement”),

Having regard to the provisions of Article 5, para-
graph 1, of the Agreement, according to which, “The Con-
tracting Parties shall take all necessary measures to exempt
from all import duties the therapeutic substances of human
origin placed at their disposal by the other Parties”;

Considering that so far as the member States of the
European Economic Community are concerned, the under-
taking 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 accept-
ance 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 depos-
ited 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, para-
graph 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 Contract-
ing 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 communi-
cation relating to the Agreement.

Done at Strasbourg, the 29th day of Septem-
ber 1982, in English and in French, and opened for ac-
ceptance 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 Gen-
eral 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 Euro-
pean Economic Community.



Uradni list Republike Slovenije - Mednarodne pogodbe

$. 20/ 1.9.2000 / stran 1031

EVROPSKI SPORAZUM
O IZMENJAVI ZDRAVILNIH UCINKOVIN
CLOVESKEGA IZVORA

Uvod
Vlade podpisnice tega sporazuma, ¢lanice Sveta Evro-
pe, so se

glede na to, da zdravilne ucéinkovine ¢loveskega izvora
Ze po svoji naravi izhajajo iz dejanja ¢loveskega darovalca in
torej niso na voljo v neomejenih koli¢inah,

glede na to, da je nadvse zazeleno, da si drzave ¢lani-
ce v duhu evropske solidarnosti med seboj pomagajo pri
oskrbi s temi zdravilnimi uéinkovinami, ¢e se pokaze potre-
ba po njih,

glede na to, da je taka medsebojna pomo¢ mozna le,
¢e glede lastnosti in uporabe teh zdravilnih u¢inkovin veljajo
pravila, ki jih skupaj dolocijo drzave Clanice, in ¢e se pri
uvozu odobrijo ustrezne olajsave in oprostitve,

sporazumele o naslednjem:

1. ¢len
V tem sporazumu se izraz »zdravilne ucinkovine ¢loves-
kega izvora« nanasa na ¢lovesko kri in njene pripravke.
Dolocbe tega sporazuma se lahko z izmenjavo pisem
med dvema ali ve¢ pogodbenicami razsirijo na druge zdravil-
ne ucinkovine ¢loveskega izvora.

2. ¢len
Pogodbenice se zavezujejo, da dajo zdravilne ucinko-
vine ¢loveskega izvora na voljo drugim pogodbenicam, ki jih
nujno potrebujejo, ¢e imajo dovolj zalog za lastne potrebe,
in da zaracunajo le stroske zbiranja, predelave in prevoza
teh ucinkovin.

3. ¢len
Zdravilne ucinkovine ¢loveskega izvora se dajo drugim
pogodbenicam na voljo pod izrecnim pogojem, da z njimi ne
ustvarjajo dobic¢ka, da jih uporabljajo izkljuéno v medicinske
namene in da jih dobavljajo le organom, ki jih dolo¢ijo njiho-
ve vlade.

4. ¢len

Pogodbenice potrjujejo, da upostevajo minimalne zah-
teve glede lastnosti zdravilnih uc¢inkovin in predpise o ozna-
¢evanju, pakiranju in posiljanju, kot so dolo¢eni v protokolu
k temu sporazumu.

Izpolnjujejo tudi pravila, ki so jih sprejele glede na
mednarodno standardizacijo na tem podrocju.

Vsem posiljikam zdravilnih u¢inkovin ¢loveskega izvora
mora biti prilozen certifikat, ki potrjuje, da so bile pripravlje-
ne v skladu s specifikacijami v protokolu. Ta certifikat je
narejen po vzorcu iz Priloge 1 k protokolu.

Protokol in njegove priloge lahko vlade pogodbenic
tega sporazuma spremenijo ali dopolnijo.

5. ¢len
Pogodbenice ukrenejo vse potrebno, da so zdravilne
ucinkovine Cloveskega izvora, ki jim jih dajo na voljo druge
pogodbenice, oproscene vseh uvoznih dajatev.

Prav tako ukrenejo vse potrebno, da omogocijo hitro
dobavo teh ucinkovin po najkrajsi poti prejemnikom, ome-
njenim v 3. ¢lenu tega sporazuma.

6. ¢len
Pogodbenice si po generalnem sekretarju Sveta Evro-
pe posljejo seznam organov, pooblaséenih za izdajo certifi-
katov, dolo¢enih v 4. ¢lenu tega sporazuma.
Prav tako posljejo seznam organov, pooblas¢enih za
distribucijo uvozenih zdravilnih u¢inkovin ¢loveskega izvora.

7. ¢len

Ta sporazum je na voljo za podpis ¢lanicam Sveta
Evrope, ki lahko postanejo njegove pogodbenice s:

a) podpisom brez pridrzka glede ratifikacije ali

b) podpisom s pridrzkom glede ratifikacije, ki mu sledi
ratifikacija.

Listine o ratifikaciji se deponirajo pri generalnem se-
kretarju Sveta Evrope.

8. ¢len

Ta sporazum zacne veljati prvi dan v mesecu, ki sledi
dnevu, ko tri ¢lanice Sveta v skladu s 7. ¢lenom tega spora-
zuma podpisejo sporazum brez pridrzka glede ratifikacije ali
ga ratificirajo.

Zavsako drugo ¢lanico Sveta, ki pozneje podpise spo-
razum brez pridrzka glede ratifikacije ali ga ratificira, zacne
sporazum veljati prvi dan v mesecu, ki sledi temu podpisu ali
deponiranju listine o ratifikaciji.

9. élen
Odbor ministrov Sveta Evrope lahko povabi katero koli
drzavo neclanico, da pristopi k temu sporazumu. Pristop
zacne veljati prvi dan v mesecu po deponiranju listine o
pristopu pri generalnem sekretarju Sveta Evrope.

10. ¢len

Generalni sekretar Sveta Evrope uradno obvesti ¢lani-
ce Sveta in drzave, ki so pristopile k sporazumu, o:

a) datumu zacetka veljavnosti tega sporazuma in ime-
nih tistih ¢lanic, ki so ga podpisale brez pridrzka glede
ratifikacije ali so ga ratificirale,

b) deponiranju vsake listine o pristopu v skladu z
9. ¢lenom,

c) vsakem uradnem obvestilu, prejetem na podlagi
11. ¢lena, in datumu zacetka njegove veljavnosti,

d) vsaki spremembi protokola ali njegovih prilog po
Cetrtem odstavku 4. ¢lena.

11. Clen
Ta sporazum velja nedolo¢en ¢as.
Vsaka pogodbenica lahko preneha uporabljati spora-
zum eno leto po uradnem obvestilu generalnemu sekretarju
Sveta Evrope.

V potrditev tega so podpisani, ki so jih njihove vlade za
to pravilno pooblastile, podpisali ta sporazum.

Sestavljeno v Parizu 15. decembra 1958 v angleskem
in francoskem jeziku, pri ¢emer sta besedili enako verodo-
stojni, v enem izvodu, ki se hrani v arhivu Sveta Evrope.
Generalni sekretar poslje overjene kopije vsem vladam pod-
pisnic in vladam tistih drzav, ki pristopijo k temu sporazumu.



stran 1032 / &t. 20 / 1. 9. 2000 Uradhni list Republike Slovenije - Mednarodne pogodbe

PROTOKOL
K EVROPSKEMU SPORAZUMU _
O IZMENJAVI ZDRAVILNIH UCINKOVIN CLOVESKEGA 1ZVORA

|. DEL

SPLOSNE DOLOCGBE

A. Oznacevanje
Etiketa, natisnjena v anglescini in francoS¢ini, narejena po ustreznem vzorcu, ki je v prilogah od 2 do 10 tega protokola,
je nalepljena na vsak vsebnik ali set za dajanje.

B. Pakiranje in posiljanje
Polno &lovesko kri posiljamo v vsebnikih, v katerih je temperatura ves ¢as transporta od 4 °C do 6 °C.
Ta pogoj ni predpisan za pripravke, navedene v protokolu.

C. Pripravki in oprema
Pripravki in oprema, ki so navedeni v drugem delu tega protokola, so sterilni, apirogeni in netoksic¢ni.
Priporo¢amo, da se vsaki posiljki priloZijo set za dajanje kot tudi predpisana topila za dehidrirane pripravke.

D. Netoksi¢nost plasticne opreme za transfuzijo krvi
Oprema je v skladu z dolo¢bami, dolo¢enimi v prilogi 11 tega protokola.

Il. DEL

POSEBNE DOLOCBE

1. Polna ¢loveska kri

Polna ¢loveska kri je kri, ki je mesana z ustreznim antikoagulantom po odvzemu zdravemu krvodajalcu.

Krvi ne odvzamemo krvodajalcu:

a) za katerega vemo, da ima ali je prebolel sifilis ali hepatitis,

b) ¢igar krvni testi na okuzbo s sifilisom niso bili negativni,

c) ki ima, kolikor je mogoc¢e ugotoviti z zdravniSkim pregledom in iz podatkov o boleznih v druzini, bolezen, ki je
prenosljiva s transfuzijo krvi.

Odvzem opravimo v asepti¢nih pogojih s pomocjo zaprtega sistema sterilnih cevk v sterilni vsebnik, v katerega smo pred
sterilizacijo dali antikoagulantno raztopino. Uporabljena oprema mora biti apirogena. Po kon¢anem odvzemu vsebnik
nemudoma zapremo in ohladimo na 4 °C do 6 °C; ne smemo ga odpirati do trenutka, ko bo kri uporabljena.

Kri zbiramo v citratni raztopini kisle reakcije, ki vsebuje dekstrozo. Ne dodajamo antisepti¢nih ali bakteriostati¢nih
ucinkovin. Volumen antikoagulantne raztopine ne sme presegati 220 ml/I polne ¢loveske krvi in koncentracija hemoglobina
ne sme biti manjsa od 97 g/I.

Krvna skupina - Krvno skupino po sistemu ABO je treba dolociti s pregledom krvnih celic in seruma, krvno skupino Rh
sistema pa s pregledom krvnih celic iz lo¢enega vzorca krvi krvodajalca. Kadar obstaja neki drzavni standard ali metoda za
doloc¢anje krvnih skupin, ki jo priporoc¢a drzava, uporabimo priporo¢eno metodo.

Izraz Rh negativen se uporablja le, kadar so posebni testi pokazali odsotnost antigenov C, D, Duin E. Vso drugo kri je
treba oznaciti kot Rh pozitivho.

Kri, izmenjana po tem sporazumu, se sme uporabljati le za prejemnike, ki imajo ustrezno krvno skupino ABO.

Shranjevanje - Do uporabe polno ¢lovesko kri hranimo pri temperaturi od 4 °C do 6 °C v sterilnem vsebniku, ki mora
biti zaprt tako, da se prepreci prodiranje mikroorganizmov; v ¢asu, ki je potreben za pregled in transport, temperatura sme
biti visja do trideset minut, ko je treba kri nemudoma ponovno ohladiti na 4 °C do 6 °C.

Oznacevanje - Na etiketi vsebnika so navedeni vsi podatki, prikazani na vzor¢ni etiketi (Priloga 2). Skupina Rhesus je
navedena kot “pozitivna” ali “negativna” ali skrajSano “POZ” ali “NEG”.

1 bis Koncentrirani ¢loveski eritrociti
Koncentrirani ¢loveski eritrociti so enota polne ¢loveske krvi, iz katere je odstranjena vecina plazme.
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Vsebujejo vecino eritrocitov enote, iz katere je bil koncentrat pripravljen; prisotne so lahko tudi druge celi¢ne sestavine,
lahko pa so delno odstranjene.

Tekoca vsebina koncentrata sestoji bodisi iz preostale plazme ali iz ustrezne izotoni¢ne ohranitvene raztopine, dodane
po odstranitvi plazme. Volumen eritrocitov naj predstavlja od 65% do 75% celotnega volumna pripravka, ob visji koncentraciji
eritrocitov se na etiketi navede priblizen odstotek njihovega volumna (hematokrit).

Vse zahtevane postopke priprave izvajamo v asepti¢nih pogojih: za prelivanje uporabljamo sterilen, zaprt sistem z
uporabo stiskalnikov. Ne smemo dodati nobenih antiseptic¢nih ali bakteriostati¢nih sredstev.

Krvna skupina in shranjevanje - kot za polno ¢lovesko kri.

Oznacevanje - Na etiketi vsebnika so navedeni vsi podatki, prikazani na vzoréni etiketi (Priloga 2 bis). Skupina Rhesus
je navedena kot “pozitivna” ali “negativna” ali skrajsano “POZ” ali “NEG”. Ce je bila dodana ohranitvena raztopina, na etiketi
navedemo njen volumen in sestavo.

2. Dehidrirana ¢loveska plazma

Dehidrirano ¢lovesko plazmo pripravljamo s susenjem plazme, ki jo iz polne ¢loveske krvi lo¢imo s centrifugiranjem ali
sedimentacijo.

Med pripravo ne dodajamo nobenih antisepti¢nih ali bakteriostati¢nih ali drugih u¢inkovin. Dehidrirano ¢lovesko plazmo
pridobivamo z liofilizacijo ali s katero koli drugo metodo, s katero se izognemo denaturaciji proteinov. Dehidrirani pripravek je
dobro topen v koli¢ini vode, ki je enaka volumnu tekocine, iz katere je bila ucinkovina pripravljena. Tako pridobljena
koncentracija proteinov v raztopini mora biti najmanj 45 g/I; ne sme kazati prisotnosti produktov hemolize. Titer hemaglutini-
nov ni vecjiod 1 : 32.

Dehidrirana ¢loveska plazma, pripravljena iz ene ali dveh enot

Enote, ki vsebujejo nevarne stopnje izohemolizinov (dolo¢enih iz vzorca svezega seruma) ali katerih koli imunohemaglu-
tininov, izlo¢imo. Ce plazme ne mesamo in ne zamrznemo v 48 urah po zbiranju krvi, testiramo sterilnost vsake enote z
bakteriolosko kulturo najmanj 10 ml.

Dehidrirana ¢loveska plazma, pripraviljena iz mesanice ve¢ kot dveh enot krvi

Mesanice, ki kazejo prisotnost nevarnih stopenj imunohemaglutininov ali izohemolizinov, izloéimo. Da se izognemo
neugodnim posledicam bakterijskih produktov v plazmi, ne uporabimo nobenih posameznih enot, v katerih dokazemo
bakterijsko kontaminacijo; sterilnost vsake mesanice testiramo z bakteriolosko kulturo najmanj 10 ml. Da zmanjSamo
tveganje prenosa serumskega hepatitisa, plazmo pripravimo iz mesanic, ki naj vsebujejo najve¢ dvanajst enot, ali s katero koli
drugo metodo, za katero je dokazano, da na primerljiv nac¢in zmanjsa tveganje.

Topnost v vodi - Dodamo koli¢ino vode, enako volumnu tekocine, iz katere je bil pripravijen vzorec; ucinkovina se
popolnoma raztopi v 10 minutah pri 15 °C do 20 °C.

Identifikacija - Raztopimo znano koli¢ino pripravka v volumnu vode, ki je enak volumnu tekocine, iz katere je bil
pripravljen; raztopino testiramo z naslednjima testoma:

i) precipitacijski test s specifi¢nimi antiserumi mora pokazati le vsebnost proteinov ¢loveske plazme,

ii) 1 ml dodamo ustrezno koli¢ino trombina ali kalcijevega klorida; nastopi koagulacija, ki jo je mogoce pospesiti z
inkubacijo pri 37 °C.

lzguba mase pri dehidraciji - Dehidrirana ¢loveska plazma ne sme izgubiti ve¢ kot 0,5% svoje mase po dodatnem
24-urnim susenju ob prisotnosti fosforjevega pentoksida pri tlaku, ki ne presega 0,02 mm Zivega srebra.

Sterilnost - Po rekonstituciji mora biti kon¢ni pripravek sterilen, ko ga preizkusimo z ustrezno bakteriolosko metodo.

Shranjevanje - Dehidrirano ¢lovesko plazmo moramo hraniti v atmosferi dusika ali v vakuumu v sterilnem vsebniku, ki
mora biti zaprt tako, da se prepreci prodiranje mikroorganizmov, in kolikor je mogoce, vlage; zasciten mora biti pred svetlobo
in shranjen pri temperaturi pod 20 °C.

Oznacevanje - Na etiketi vsebnika so navedeni vsi podatki, ki so prikazani na vzoréni etiketi (Priloga 3).

3. Humani albumin in proteinska frakcija ¢loveske plazme

Humani albumin in proteinska frakcija ¢loveske plazme sta pripravka tiste proteinske sestavine, ki tvori priblizno 60%
celotne proteinske mase v plazmi polne ¢loveske krvi.

Uporabljena metoda priprave je takSna, da dobimo snov, ki ustreza zahtevam, predpisanim v tem protokolu. Ne glede
na to, ali je kon¢ni pripravek teko¢ ali dehidriran, moramo pripravek, potem ko smo mu dodali ustrezno sredstvo ali sredstva
za stabilizacijo, 10 ur segrevati v teko¢em stanju v konénem vsebniku pri 60 °C + 0,5 °C, da inaktiviramo povzrocitelja
serumskega hepatitisa. Med pripravo ne dodamo nobene antisepti¢ne ali bakteriostaticne u¢inkovine.

V pripravkih humanega albumina je tega najmanj 95% mase prisotnih proteinov. V pripravkih proteinske frakcije
¢loveske plazme je albumina najmanj 85% proteinske mase. V obeh pripravkih je ve¢ kot 10 mg imunoglobulina G na gram
pripravka.

Kadar kon¢ni pripravek liofiliziramo, mora vsebovati najmanj 950 mg proteina na gram pripravka.

Kadar proteinsko frakcijo ¢loveske plazme pripravljamo kot raztopino, je skupna koncentracija proteinov od 45 do 50 g/I.

Kadar humani albumin pripravljamo kot raztopino, je skupna koncentracija proteinov najmanj 45 g/I.
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Topnost dehidriranega produkta - Dodamo vodo do oznake; dehidrirani pripravek mora biti popolnoma topen.

Stabilnost - S primerjavo raztopin pred toplotno obdelavo in po njej ne ugotovimo znakov denaturacije proteinov v
raztopini, kar lahko ocenimo z meritvami viskoznosti in motnosti, ultracentrifugiranjem in elektroforezo. Po segrevanju pri
57 °C in po 6-urnem tresenju v mehaniénem stresalniku pri tej temperaturi je raztopina brez vidnih delcev.

Identifikacija

i) Precipitacijski testi s specificnimi antiserumi morajo v obeh pripravkih pokazati le vsebnost proteinov ¢loveske plazme.

ii) Pri elektroforezi, ki temelji na gibanju proteinov pod dolo¢enimi pogoji, moramo dokazati, da proteinska frakcija z
gibljivostjo albuminske sestavine normalne ¢loveSke plazme ni manj$a od 95% proteinske mase v pripravkin humanega
albumina ali ni manjsa od 85% proteinske mase v pripravkih proteinske frakcije ¢loveske plazme.

Vsebnost natrija in koncentracija natrija - Vsebnost natrija v humanem albuminu, v katerem sol skoraj ni prisotna,
ne sme presegati 0,61 mM/g albumina. V drugih pripravkin humanega albumina in proteinske frakcije ¢loveske plazme
koncentracija natrija ne sme presegati 0,15 M raztopine ali rekonstituiranega dehidriranega pripravka.

Koncentracija kalija - Koncentracija kalija v proteinski frakciji ¢loveske plazme ne sme presegati 2 mM raztopine ali
rekonstituiranega dehidriranega pripravka.

Kislost - pH enega ali drugega pripravka mora biti 6,8 + 0,2, kadar ga merimo pri temperaturi 15 °C do 25 °C v
raztopini, razred¢eni na koncentracijo 10 g proteina na liter s pomocgjo raztopine, ki vsebuje 0,15 M natrijevega klorida.

lzguba mase pri dehidraciji - Dehidrirani pripravki ne smejo izgubiti ve¢ kot 0,5% svoje mase po dodatnem 24-urnem
susenju ob prisotnosti fosforjevega pentoksida pri tlaku, ki ne presega 0,02 mm zivega srebra.

Sterilnost - Konéni pripravek je sterilen, ko ga preizkusimo z ustrezno bakterioloSko metodo.

Shranjevanje - Dehidrirani humani albumin moramo hraniti v atmosferi dusika ali v vakuumu v sterilnem vsebniku, ki je
zaprt tako, da se prepreci prodiranje mikroorganizmov, in kolikor je mogoce, vlage, zas¢iten mora biti pred svetlobo in
shranjen pri temperaturi pod 20 °C.

Raztopine humanega albumina in proteinske frakcije ¢loveske plazme moramo hraniti v sterilnih vsebnikih, ki morajo biti
zaprti tako, da se prepreci prodiranje mikroorganizmov, zasciteni morajo biti pred svetlobo in shranjeni pri temperaturi od
4 °Cdo 6 °C.

Oznacevanje - Na etiketi vsebnika so navedeni vsi podatki, ki so prikazani na ustrezni vzor¢ni etiketi (Priloga 4). Datum
priprave raztopine je datum toplotne obdelave v konénem vsebniku.

4. Humani imunoglobulin

Humani imunoglobulin je pripravek iz proteinov plazme, pripravljene iz polne ¢loveske krvi, ki vsebuje protitelesa zdravih
odraslih ljudi. Pridobivamo ga iz mesanice tekoc¢e ¢loveske plazme najmanj 1000 krvodajalcev.

Uporabljena metoda priprave mora biti taka, da dobimo snov, ki ustreza zahtevam, predpisanim v tem protokolu, in ki
preprecuje prenos serumskega hepatitisa s konénim pripravkom. Metoda za pripravo pripravka mora biti tudi taka, da so
protitelesa, ki jih vsebuje zacetna snov, skoncentrirana v ustrezni koli¢ini v konénem pripravku. Vsak postopek za konéni
pripravek se dokaze kot zadovoljiv tako, da titriramo protitelesa v zacetni snovi in v konénem pripravku z najmanj enim
virusom in enim bakterijskim toksinom. Izberemo protitelesa, za katera ze obstajajo priznane metode titracije.

Med pripravo ne dodamo nobene antisepti¢ne ali bakteriostati¢ne ucinkovine; konénemu pripravku lahko dodamo
ustrezen konzervans in sredstvo za stabilizacijo, da ohranimo bakterijsko sterilnost in stabilnost kon¢nega pripravka.

Kon¢ni pripravek je na voljo kot raztopina, v kateri je koncentracija imunoglobulina od 100 do 170 g/I.

Identifikacija

i) Precipitacijski testi s specificnimi antiserumi morajo pokazati le vsebnost proteinov ¢loveske plazme.

ii) Pri elektroforezi, ki temelji na gibanju proteinov pod dolo¢enimi pogoji, ima najmanj 90% mase proteinov gibljivost
gama sestavine globulinov normalne ¢loveske plazme.

Stabilnost - Pred 7-dnevnim segrevanjem koncne raztopine pri 37 °C in po njem ne sme biti znakov precipitacije in
motnosti. Priporocljivo je tudi izvesti teste s pomoc¢jo metode ultracentrifugiranja, da dolo¢imo, do katere mere pripravek
razpade na sestavine nizje molekularne teze. Uporablieno metodo mora odobriti drzavni kontrolni organ.

Kislost - pH konc¢ne raztopine mora biti 6,8 + 0,4, kadar ga merimo pri temperaturi 15 °C do 25 °C, v raztopini,
razred¢eni na koncentracijo 10 g/| proteinov z raztopino, ki vsebuje 0,15 M natrijevega klorida.

Sterilnost - Kon¢ni pripravek je sterilen, ko ga preizkusimo z ustrezno bakterioloSko metodo.

Shranjevanje - Raztopino humanega imunoglobulina moramo hraniti v steriinem vsebniku, ki je zaprt tako, da se
prepreci prodiranje mikroorganizmov, zasciten mora biti pred svetlobo in shranjen pri temperaturi od 4 °C do 6 °C.

Oznacevanje - Na etiketi vsebnika so navedeni vsi podatki, ki so prikazani na vzor¢ni etiketi (Priloga 5). Datum priprave
je datum polnjenja kon¢nega vsebnika.
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5. Specifiéni humani imunoglobulini

Specifi¢ni humani imunoglobulini vsebujejo protitelesa proti dolo¢enim virusom in bakterijam. Zato jih lahko pripravimo
iz meSanice omejenega Stevila enot.

Te zahteve izpolnjujeta naslednja specificna humana imunoglobulina:

humani imunoglobulin anti-tetanus,

humani imunoglobulin anti-vakcinija.

Mogoce je razviti tudi druge specificne imunoglobuline in ko bo zanje obstajal primeren mednarodni standard, jih bo
treba dologiti glede na ta standard in njihovo jakost izraziti v mednarodnih enotah.

Humani imunoglobulin anti-vakcinija vsebuje najmanj 500 |IE na ml protiteles vakcinije, ki jih dolo¢imo z nevtralizacijskim
testom na horioalantonskih membranah ali na tkivni kulturi. Humani imunoglobulin anti-tetanus vsebuje najmanj 50 IE na ml
antitoksina tetanusa, ki ga dolo¢imo z nevtralizacijskim testom na Zivalih.

Specifi¢ni humani imunoglobulini morajo izpolnjevati tudi zahteve, opisane v razdelku 4, humani imunoglobulin.

Koncentracija imunoglobulina v kon¢ni raztopini je lahko med 100 in 170 g/I odvisno od vsebnosti protiteles.

Oznacevanje - Na etiketi vsebnika so navedeni vsi podatki, prikazani na vzor¢ni etiketi (Priloga 5). Na etiketi je
navedena tudi jakost v mednarodnih enotah v skladu z ustreznim mednarodnim standardnim ali mednarodnim referenénim
pripravkom.

6. Dehidrirani humani fibrinogen

Dehidrirani humani fibrinogen je dehidrirani pripravek, ki vsebuje topno sestavino tekoce ¢loveske plazme, ki po
dodatku trombina preide v fibrin. Uporabljena metoda priprave je takSna, da dobimo snov, ki ustreza zahtevam, predpisanim
v tem protokolu, in s katero je najmanjse tveganje prenosa serumskega hepatitisa. Mesanica plazme, ki jo uporabimo za
pripravo fibrinogena, naj vsebuje ¢im manj enot.

Med pripravo ne dodamo nobene antisepti¢ne ali bakteriostati¢ne ucinkovine. Konéni pripravek liofiliziramo.

Topnost - Dodamo vodo do oznake; dehidrirani pripravek mora biti popolnoma topen. V 60 minutah po rekonstituciji
se precipitacija ne sme pojaviti.

Identifikacija

i) Precipitacijski testi s specificnimi antiserumi morajo pokazati le vsebnost proteinov ¢loveske plazme.

ii) Sveze rekonstituirani pripravek ima po dodatku trombina lastnost koagulacije. Kadar trombin dodamo raztopini
humanega fibrinogena enake koncentracije, kot je v svezi normalni plazmi, koagulacija nastopi v najve¢ dvakratnem ¢asu, ki
je potreben, da koagulacija po dodatku trombina nastopi v svezi normalni plazmi.

iii) Protein, ki koagulira. S trombinom koagulira najmanj 50% vsega proteina.

lzguba mase pri dehidraciji - Pripravki ne smejo izgubiti ve¢ kot 0,5% svoje mase po dodatnem 24-urnem susenju ob
prisotnosti fosforjevega pentoksida pri tlaku, ki ne presega 0,02 mm Zivega srebra.

Sterilnost - Po rekonstituciji je koncni pripravek sterilen, ko ga preizkusimo z ustrezno bakteriolosko metodo.

Shranjevanje Humani fibrinogen hranimo v atmosferi dusika ali v vakuumu v sterilnem vsebniku, ki je zaprt tako, da se
prepreci prodiranje mikroorganizmov, in kolikor je mogoce, vlage, zas¢iten mora biti pred svetlobo in shranjen pri priporoce-
ni temperaturi.

Oznacevanje - Na etiketi vsebnika so navedeni vsi podatki, prikazani na vzor¢ni etiketi (Priloga 6). Datum priprave je
datum, ko ga damo v konéno raztopino pred liofilizacijo.

7. Dehidrirani ali zamrznjeni humani koagulacijski faktor VIl

|. Zahteve, ki se nanasajo na krvodajaice
Krvodajalci morajo biti dobrega zdravja in zlasti ne smejo imeti nobene prenosljive bolezni v skladu z merili, sprejetimi za
dehidrirano ¢lovesko plazmo.

Il. Zahteve, ki se nanasajo na pripravke

Sterilnost in netoksi¢nost - Konéni pripravek mora biti sterilen in apirogen. Kadar izvajamo krioprecipitacijo v
plasti¢nih vre¢kah, pripravek ne sme vsebovati organskega topila ali drugih tujih u¢inkovin, prisotnih v zamrzovalni tekocini.
Prodiranje navedenih ucinkovin skozi stene plasti¢ne vrecke lahko preprec¢imo, tako da pred zamrzovanjem damo vrecko v
drugo neprepustno vre¢ko. Tveganje, da bi se plasticna vrecka med hranjenjem v zamrznjenem stanju raztrgala, lahko
zmanjsamo tako, da posamezno vrecko hranimo v zas¢itni Skatli.

Eritrociti, levkociti in trombociti - Pripravek centrifugiramo tako, da izlo¢imo celi¢ne elemente ¢im bolj popolno in
¢im prej po odvzemu.

Topnost - Dodatek navedene koli¢ine ustreznega topila mora povzrociti, da se dehidrirani pripravek popolnoma raztopi
v manj kot 30 minutah pri 37 °C. Majhni in lahko lo¢ljivi agregati fibrinogena so lahko Se prisotni.

Stabilnost - Pripravek, ki smo ga raztopili in hranili tri ure pri 20 °C, ne sme kazati nobenih znakov precipitacije.
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Jakost - Rekonstituirani pripravek mora vsebovati navedeno najmanjso koli¢ino faktorja VIII, ena enota ustreza jakosti 1
ml povpreéne normalne sveze plazme; jakost dolo¢imo z metodo, ki jo odobri pristojni drzavni organ.

Odsotnost iregularnih protiteles - Ce je pripravek namenjen bolnikom s katero koli krvno skupino ABO, titer
protiteles anti-A in anti-B ne sme presegati 32.

Identifikacija - Precipitacijski testi s specifi¢nimi antiserumi morajo pokazati le vsebnost proteinov ¢loveske plazme.

lzguba mase pri dehidraciji - Liofilizirani pripravki ne smejo izgubiti ve¢ kot 1,5% svoje mase po dodatnem 24-urnem
susenju ob prisotnosti fosforjevega pentoksida pri tlaku, ki ne presega 0,02 mm Zivega srebra.

Shranjevanje - Humani faktor VIIl hranimo v globoko zamrznjenem stanju pri temperaturi pod -30 °C in v liofoliziranem
stanju pri temperaturi pod 5 °C, tako da je zasc¢iten pred svetlobo. Dehidrirani pripravek hranimo v atmosferi dusika ali v
vakuumu v sterilni viali, zaprti tako, da se prepreci prodiranje mikroorganizmov, in kolikor je mogoce, prodiranje viage.
Hranjenje v zamrznjenem stanju ne sme trajati ve¢ kot Sest mesecev, v dehidriranem stanju eno leto, ¢e pripravek ni bil
ponovno testiran na najmanjso zahtevano jakost.

lll. Oznacevanje
Na etiketi pripravka so navedeni vsi podatki, ki so prikazani na vzoréni etiketi (Priloga 7).

8. Dehidrirani humani koagulacijski faktor IX

I. Zahteve, ki se nanasajo na krvodajalce

Krvodajalci morajo biti dobrega zdravja in zlasti ne smejo imeti nobene prenosljive bolezni v skladu z merili, sprejetimi za
dehidrirano ¢lovesko plazmo.

Il. Zahteve, ki se nanas$ajo na koncentrat

Sterilnost in netoksi¢nost - Konc¢ni pripravek, ki je bil testiran z ustreznimi metodami, mora biti sterilen, apirogen in
ne sme imeti nezelenih vazodepresornih ali respiratornih u¢inkov. Test na odsotnost vazodepresornih ucinkov je treba izvesti
na psu ali macki.

Topnost - Dodatek navedene koli¢ine topila mora povzrociti, da se dehidrirani pripravek pri 37 °C v 10 minutah
popolnoma raztopi.

Aktivnost tromboplastina in odsotnost prostega trombina - Rekalcifikacijski ¢as normalne plazme, merjen pri 37
°C v prisotnosti enakega volumna razli¢nih razred¢enih raztopin rekonstituiranega pripravka, ne sme biti krajsi od 40 sekund.
Rekonstituirani pripravek, ki smo mu dodali enak volumen fibrinogena (3 g/I), pri temperaturi 37 °C ne sme koagulirati v 6
urah.

Jakost - Rekonstituirani pripravek mora vsebovati navedeno najmanjso koli¢ino faktorja Xl, ena enota ustreza jakosti 1
ml povpre¢ne normalne sveze plazme; jakost dolo¢imo z metodo, ki jo odobri pristojni drzavni organ.

Vsebnost in stabilnost in vivo - Metoda za pripravo pripravka mora biti izbrana tako, da hitra intravenozna aplikacija
50 enot na kg telesne teze s pomocjo razli¢nih serij snovi, ki jih damo ve¢ bolnikom, v odsotnosti specificnega inhibitorja in
v bazalnih pogojih v 15 minutah povzroci povpreéen porast najmanj 300 enot na liter plazme in po trajanju u¢inka po 24 urah
povprecen porast najmanj 60 enot na liter plazme.

Identifikacija - Precipitacijski testi s specificnimi antiserumi morajo pokazati izklju¢no vsebnost proteinov ¢loveske
plazme.

lzguba mase pri dehidraciji - Pripravek ne sme izgubiti ve¢ kot 1,5 odstotka svoje mase po dodatnem 24-urnim
susenju ob prisotnosti fosforievega pentoksida pri tlaku, ki ne presega 0,02 mm Zivega srebra.

Shranjevanje - Dehidrirane pripravke moramo hraniti pri temperaturi pod 5 °C. Pripravka ne smemo hraniti ve¢ kot dve
leti, ¢e njegova jakost ni bila ponovno testirana.

lll. Oznacevanje
Na etiketi pripravka so navedeni vsi podatki, ki so prikazani na vzoréni etiketi (Priloga 8).
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PRILOGA 1 KPROTOKOLU

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

Certifikat

(4. ¢len)
NE SME SE LOCITI OD POSILJKE
............................................. 19........
(krayj) (datum)
Stevilo paketov Podpisani potrjuje, da je posilika, opisana ob robu, ...
......................... Za katere pripravo J& OAGOVOIEN .......iut ittt e et e et e et e e e e eaaaneans
OZNAKE

eden od organov, navedenih v 6. ¢lenu sporazuma, pripravljena skladno s specifikacijami
protokola k sporazumu in se lahko takoj dostavi prejemniku
(M1 N I ). et e e e e e e

(zig) (podpis) (naziv)
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PRILOGA 2 K PROTOKOLU

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

1. Ime in naslov proizvajalca:
2. Polna ¢loveska kri

3. Referencna stevilka:

4. Krvna skupina:

5. Krvna skupina Rh:

6. ... ml antikoagulantne raztopine

... g/1 glukoze
... M dinatrijevega citrata

... ml krvi

7. Titerizohemolizinov  dolo¢en
ni dolo¢en

8. Datum odvzema:

Rok uporabnosti:

9. Hraniti pri 4 °C do 6 °C.

10. Ne sme se uporabiti, e so vidni znaki sprememb pripravka.
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PRILOGA 2 bis K PROTOKOLU

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

1. Ime in naslov proizvajalca:
2. Koncentrirani ¢loveski eritrociti:
3. Referencna stevilka:
4. Krvna skupina:
5. Krvna skupina Rh:
6. ... mlpripravljeno iz ... ml krvi
7. Volumen in sestava uporabljenega antikoagulanta:
8. Datum odvzema:

Datum priprave:

Rok uporabnosti:
9. Hraniti pri 2 °C do 6 °C.

10. Dodana ohranitvena raztopina: volumen
sestava
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PRILOGA 3 K PROTOKOLU

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

1. Ime in naslov proizvajalca:
2. Dehidrirana ¢loveska plazma:
3. Referenc¢na stevilka:
4. Rekonstituirati z ... ml sterilne, apirogene destilirane vode.
5. Rekonstituirana plazma vsebuje:
... g/1 glukoze
... M dinatrijevega citrata
... g/l koncentracije proteinov (najmanj)

6. Stevilo posameznih odvzemov v mesanici:

7. Datum priprave:

Rok uporabnosti:

8. Hraniti zasciteno pred svetlobo pod 20 °C.

9. Uporabiti takoj po rekonstituciji.
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PRILOGA 4 K PROTOKOLU

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

1. Ime in naslov proizvajalca:

2. Dehidrirani humani albumin:

3. Stevilka serije:

4. Albumin ... g
Stabilizator, vrsta .., ... g/l v rekonstituirani raztopini
Natrij ... mM/g albumina

5. Datum priprave:
Rok uporabnosti:

6. Rekonstituirati z ... ml sterilne, apirogene destilirane vode.

7. Hraniti zas¢iteno pred svetlobo pod 20 °C.

8. Uporabiti takoj po rekonstituciji.

PRILOGA 4 (1. nadaljevanje)

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveSkega izvora

1. Ime in naslov proizvajalca:

2. Raztopina humanega albumina
3. Stevilka serije:

4. Albumin ... g/I

5. Stabilizator, vrsta ..., ... g/I

6. Natrij: ... mM/g albumina

8. Datum priprave:

Rok uporabnosti:

9. Hraniti zas¢iteno pred svetlobo pri 4 °C do 6 °C.

10. Sme se uporabiti le, ¢e je raztopina bistra in brez usedlin.
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PRILOGA 4 (2. nadaljevanje)

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

1. Ime in naslov proizvajalca:
2. Proteinska frakcija ¢loveske plazme ... ml:
3. Stevilka serije:
4. Albumin ... g/I
Stabilizator, vrsta ..., ... g/I
Natrij: ... mM/g

5. Datum priprave:

Rok uporabnosti:

6. Hraniti zasc¢iteno pred svetlobo pri 4 °C do 6 °C.

7. Sme se uporabiti le, Ce je raztopina bistra in brez usedlin.

PRILOGA 5 K PROTOKOLU
SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveSkega izvora

1. Ime in naslov proizvajalca:

2. Humani imunoglobulin:

3. Stevilka serije:

4. Skupaj proteinov ... g/I
Druge dodane snovi, vrsta ..., ... g/I
Skupni volumen ... ml

5. Datum priprave:

Rok uporabnosti:

6. Hraniti zas¢iteno pred svetlobo pri 4 °C do 6 °C.

7. Nizaintravenozno uporabo.
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PRILOGA 6 K PROTOKOLU

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

1. Ime in naslov proizvajalca:
2. Dehidrirani humani fibrinogen:
3. Stevilka serije:
4. Protein, ki koagulira ... g
Druge dodane snovi, vrsta ..., ... g/l rekonstituirane raztopine
5. Datum priprave:
Rok uporabnosti:
6. Rekonstituirati z ... ml sterilne, apirogene destilirane vode.

7. Stevilo posameznih enot v mesanici: ...

8. Hraniti zas¢iteno pred svetlobo pod 20 °C.

9. Uporabiti takoj po rekonstituciji.
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PRILOGA 7 K PROTOKOLU

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

1. Ime in naslov proizvajalca:

2. Zamrznjeni humani koagulacijski faktor VIII ali dehidrirani humani koagulacijski faktor VIII:
Metoda priprave:

3. Stevilka serije:

4. Najmanjsa koli¢ina faktorja VIlI, koli¢ina vseh proteinov, vrsta in koli¢ina dodane ucinkovine:

5. Vrsta in volumen topila:

6. Stevilo krvodajalcev na serijo:

7. Titer hemaglutininov ni vecji od 1 : 32 ali krvna skupina ABO

8. Datum priprave:

9. Rok uporabnosti:

10. Hraniti zas¢iteno pred svetlobo in zamrznjeno pod -30 °C ali v dehidriranem stanju pri temperaturi pod 5 °C.

11. Po rekonstituciji uporabiti intravenozno takoj ali najpozneje po 3 urah hranjenja pri 20 °C.
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PRILOGA 8 K PROTOKOLU

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

1. Ime in naslov proizvajalca:
2. Dehidrirani humani koagulacijski faktor IX:
Drugi prisotni koagulacijski faktorji:
Metoda priprave:
3. Stevilka serije:
4. Najmanjsa koli¢ina faktorja IX, koli¢ina vseh proteinov, vrsta in koli¢ina dodane ucinkovine:
5. Vrstain volumen topila:
6. Stevilo krvodajalcev na serijo:
7. Datum priprave:

8. Rok uporabnosti:

9. Hraniti zasciteno pred svetlobo pod 5 °C.

10. Po rekonstituciji pripravka takoj uporabiti intravenozno.

PRILOGA 9 K PROTOKOLU

SVET EVROPE

Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢lovesSkega izvora

1. Ime in naslov proizvajalca:
2. Sterilna, apirogena destilirana voda
Za rekonstitucijo dehidrirane ¢loveske plazme
dehidriranega humanega albumina
dehidriranega humanega fibrinogena
ali dehidriranih humanih koagulacijskih faktorjev VIII in IX

3. Koli¢ina ... ml
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PRILOGA 10 KPROTOKOLU
SVET EVROPE
Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

1. Ime in naslov proizvajalca:
2. Set za dajanje

Set za dajanje polne Cloveske krvi, rekonstituirane dehidrirane Cloveske plazme, humanega albumina, proteinske
frakcije ¢loveske plazme, humanega fibrinogena in dehidriranega ali zamrznjenega koagulacijskega faktorja VIl ali dehidrira-
nega humanega koagulacijskega faktorja IX.

PRILOGA 11 KPROTOKOLU
SVET EVROPE
Evropski sporazum o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora

NETOKSICNOST PLASTICNE OPREME ZA TRANSFUZIJO KRVI

. Kemiéni testi

Testi so namenjeni za preizkusanje plasti¢ne opreme za transfuzijo krvi. To opremo sestavljajo:
1. plasti¢ni vsebniki za zbiranje, lo¢evanje in hranjenje krvi in krvnih pripravkov,
2. plasti¢ni seti za odvzem in dajanje krvi.

Material preizkusimo, ko je Ze bil steriliziran z metodo konéne sterilizacije. Preizkusamo:
1. plastiko, ki se uporablja za izdelavo vsebnikov,

2. cevke na vsebnikih,

3. set za odvzem in dajanje krvi.

Vsebnike preizkusimo, preden jih napolnimo z antikoagulantno raztopino. Ce vsebnike preizkusimo, potem ko so ze
napolnjeni z antikoagulantno raztopino, pri vrednotenju rezultatov testov, izvedenih na vsebnikih, upostevamo v razdelku I
navedene teste mejnih vrednosti, ki so bili izvedeni na antikoagulantni raztopini.

Pristojni zdravstveni organ zahteva, da mu izdelovalec opreme za transfuzijo razkrije podrobno sestavo plasti¢nega
materiala ali materialov in drugih snovi, ki jih uporablja pri izdelavi opreme, izvor sestavin materiala ali materialov in njihov
nacin izdelave (oziroma referencne stevilke sestavin), podrobne podatke o izdelavi opreme, vrsti dodatkov in veziv, Ce jih
dodaja med predelavo, in metodo sterilizacije. Izdelovalec pri vsem omenjenem ne sme ni¢esar spremeniti brez predhodne
predlozitve spremembe ustreznemu zdravstvenemu organu in njegove odobritve.

Vsaka serija surovine, ki se uporablja za izdelavo opreme, mora biti opredeljena s serijsko stevilko, ki jo izdelovalec
opreme zapise skupaj z identifikacijskimi Stevilkami vseh serij opreme za transfuzijo, izdelanih iz teh surovin, in z rezultativseh
testov, ki se nanasajo na te serije.

Izvedeni morajo biti vsi mozni previdnostni ukrepi, da se zmanjsa tveganje naklju¢ne kontaminacije med posameznimi
fazami proizvodnega procesa.

A. Priprava ekstrakta in slepega vzorca

a) Za spodaj opisani test potrebujemo 1250 cm?2 plastike (celotna povrsina, obe strani, vzorca plastike v obliki folije s
povrsino 625 cm?2). Vzorec - brez vsakega tiska ali etiket - razrezemo na kose s povrsino najve¢ 10 cm?2.
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Dolzino (L) cevk v cm izracunamo takole:

1250

3,14 (D1+Dy)

D4 = notranji premer v cm
D, = zunaniji premer v cm

Cevke rezemo vzdolzno v priblizno 10 cm dolge delce. Za ekstrakcijo uporabimo 10 ml vode na povrsini 50 cm2.

b) Delce plasti¢ne folije ali cevi damo v vsebnik iz borosilikathega stekla z 250 ml apirogene destilirane vode,
pridobljene iz u¢inkovitega destilatorja s steklenimi kondenzacijskimi povrsinami in zbiralnimi cevkami?. Odprtino vsebnika
pokrijemo z obrnjeno ¢aso, vsebnik pa nato 30 minut segrevamo v nasiceni pari pri 110 °C (avtoklaviranje), nato pa ga hitro
ohladimo na sobno temperaturo in z apirogeno destilirano vodo volumen dopolnimo do 250 ml. Pri tem ni pomembno, e se
plasti¢ni vzroci rahlo sprijemajo.

Plasticne materiale, ki so obcutljivi za vroc¢ino, lahko namesto segrevanja v avtoklavu segrevamo pri 70 °C 72 ur.

Slepi vzorec pripravimo na podoben nadin brez plastike.

B. Testiranje ekstrakta
1. Oksidirajo¢a snov
V Erlenmeyerjevi bucki iz borosilikatnega stekla k 20 ml ekstrakta dodamo 20 ml 2 mM kalijevega hipermanganata in
0,1 ml 1M Zveplene kisline; zmes naj vre 3 minute. Raztopino hitro ohladimo in dodamo 0,1 g kalijevega jodida in 5 kapljic
Skrobove raztopine. Titriramo z raztopino, ki vsebuje 10 mM natrijevega tiosulfata. Hkrati izvedemo tudi titracijo slepega
vzorca. Razlika v volumnu tiosulfata, ki smo ga uporabili za obe titraciji, naj ne presega 2,00 ml raztopine 10 mM natrijevega
tiosulfata.

2. Klorid
Ekstrakt ustreza testu mejne vrednosti za klorid, kadar je koli¢ina klorida najve¢ 1,12 UM klorida.

3. Amoniak
Ekstrakt ustreza testu mejne vrednosti za amoniak, kadar je koli¢ina NH3 najve¢ 120 g M NH3;.

4. Fosforna kislina - fosfat
Ekstrakt ustreza testu mejne vrednosti za fosfat.

Mejni test na fosfate

25 ml ekstrakta v Kjeldahlovi bucki skoraj do suhega izparevamo, ohladimo ostanek, dodamo 2 kapljici Zveplene kisline
in 1 ml dusikove kisline, zmes segrevamo, dokler se ne pojavijo beli hlapi, nato jo ohladimo. Dodamo 1 kapljico perklorove
kisline in pol ure zmerno segrevamo. Ohladimo ostanek in dodamo vodo do oznake 25 ml. 10 ml raztopine prenesemo v
25-mililitrsko titrirno bucko, dodamo 8 ml raztopine amoniakalnega molibdata zveplene kisline in 2 ml sveze pripravljene
raztopine askorbinske kisline s koncentracijo 100 g/I. 30 minut segrevamo v vodni kopeli pri 50 °C, ohladimo in razred¢imo
zmes do oznake 25 ml. Zelena ali modra barva raztopine ni intenzivnejsSa od barve, ki smo jo dobili z enako obdelavo 25 mi
slepega vzorca.

5. Kislost ali bazi¢énost

10 ml ekstrakta, ki mu dodamo 2 kapljici raztopine fenolftaleina, se ne sme obarvati rdec¢e; dodati smemo najvec
0,4 ml raztopine, ki vsebuje 10 mM natrijevega hidroksida, da dobimo rde¢o barvo. Ko barvo odstranimo z dodatkom
0,08 ml 10 mM solne kisline z dodatkom 5 kapljic raztopine metil rde¢ega, dobimo rdeco ali oranznordeco barvo.

6. Ostanek po izparevanju
100 ml ekstrakta izparevamo v vodni kopeli do suhega in osusimo pri 105 °C do stalne mase. Ostanek tehta najveC
5,0 mg.

7. Bistrost in barva
Ko ga primerjamo s slepim vzorcem, je ekstrakt debeline 5 cm bister in brezbarven.

8. Okus in vonj
V primerjavi s slepim vzorcem je ekstrakt brez vonja in okusa.

1 Ce je bila plastika v stiku z antikoagulantno raztopino, kose najprej damo v podoben vsebnik z mrzlo destilirano vodo (100 ml) in jih vec¢krat pretresemo. To
enkrat ponovimo.
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9. Posebni elementi
Ekstrakt ustreza mejnim testom na
i) kateri koli naslednji element: arzen, krom, baker, svinec, silicij, srebro in kositer, kadar je njihova koli¢ina enaka

1 Hg/g,
ii) kadmij, Ce je njegova koli¢ina enaka 0,1 L g/g.

10. Ostanek po Zarjenju
Ko 1,0 g plasticnega materiala zarimo do stalne mase, ostane najve¢ 1 mg ostanka.

11. Tezke kovine

Ostanek po zarjenju raztopimo v najmanjsi koli¢ini raztopine 2 M solne kisline in segrejemo, ¢e je potrebno. Izvedemo
ustrezni mejni test na tezke kovine. Plasti¢ni material ustreza, ¢e ne presegamo mejne vrednosti 5 ug/g, prerac¢unano na
svinec.

Il. Bioloski testi

1. Test na netoksic¢nost izvedemo pri zacetnem vrednotenju sestave plastike, ki je namenjena izdelavi vsebnikov ter
setov za odvzem in dajanje s pomocjo ekstrakta A, in po vsaki novi seriji materialov z odobreno sestavo s pomocjo ekstrakta
B po postopku, natanéno navedenem v drzavni farmakopeiji, ali po kaki drugi metodi, ki jo odobri drzavni kontrolni organ.
(Ekstrakta A in B sta opredeljena v opombi spodaj.)

2. Test na apirogenost izvedemo pri zacetnem vrednotenju sestave plastike, ki je namenjena izdelavi vsebnikov ter setov
za odvzem in dajanje s pomocjo ekstrakta A, in po vsaki novi seriji materialov z odobreno sestavo s pomocjo ekstrakta C in pri
obic¢ajni kontroli vsebnikov in setov s pomocjo ekstrakta C po postopku, natanéno navedenem v drzavni farmakopeiji, ali po
kaki drugi metodi, ki jo odobri drzavni kontrolni organ.

Pogostnost testiranja pirogenov s pomocjo ekstrakta C doloc¢i drzavni kontrolni organ.

(Ekstrakta A in C sta opredeljena v opombi spodaj.)

3. Test na hemoliti¢ne ucinke v puferskih sistemih izvedemo pri zacetnem vrednotenju sestave plastike, ki je namenjena
izdelavi vsebnikov ter setov za odvzem in dajanje, in po vsaki novi seriji materialov z odobreno sestavo s pomocjo ekstrakta,
opisanega v razdelku | A zgoraj. (Glede metode in sprejemljive mejne vrednosti glej dodatek k tej prilogi.)

4. Test na prezivetje eritrocitov in vivo izvedemo pri zaCetnem vrednotenju sestave plastike, ki je namenjena izdelavi
vsebnikov za kri. Ce je v dogovorjeni sestavi kakSna sprememba, test ponovimo. (Glede predlaganih metod in sprejemljivih
mejnih vrednosti glej dodatek k tej prilogi.)

Opomba
Ekstrakt A pripravimo tako, da ekstraktu, opisanem pod | A zgoraj, dodamo apirogeni natrijev klorid do konc¢ne
koncentracije 9 g/I.

Ekstrakt B:

Set za transfuzijo. Set za transfuzijo v celoti napolnimo s sterilno apirogeno raztopino, ki vsebuje 9 g/I natrijevega
klorida, s stiSCkoma dobro stisnemo konca in napolnjeni set za eno uro potopimo v vodo s stalno temperaturo 85 °C.
Zberemo vsebino iz seta.

Plasticni vsebnik. Ce je vsebnik napolnjen z antikoagulantno raztopino, ga izpraznimo in pri temperaturi 20 °C dvakrat
izperemo s po 250 ml sterilne apirogene destilirane vode. Vsebnik napolnimo s 100 ml sterilne apirogene raztopine, ki
vsebuje 9 g/Inatrijevega klorida, ga dobro zapremo in v vodoravnem polozaju za eno uro potopimo v vodo s stalno
temperaturo 85 °C. Zberemo vsebino iz vsebnika.

Ekstrakt C:
Set za transfuzijo. Pri sobni temperaturi spustimo s hitrostjo pretoka priblizno 10 ml na minuto skozi najmanj deset
setov po 40 ml sterilne apirogene raztopine natrijevega klorida s koncentracijo 9 g/l. Zbrano raztopino testiramo.

Plasti¢ni vsebnik. Prazen. Pri sobni temperaturi spustimo skozi zbiralne cevke najmanj stirih plasti¢nih vsebnikov po
100 ml sterilne apirogene raztopine, ki vsebuje 9 g/I natrijevega klorida. Raztopina naj ostane v vsebniku deset minut;
zbiramo tekocine, ki pri izpraznjenju odtecejo skozi izto¢ne cevke. Zbrano raztopino testiramo.

Plasti¢ni vsebnik z antikoagulantom (glej razdelek Ill).
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DODATEK

BIOLOSKI TEST - MEJNE VREDNOSTI IN METODE

A. Test na netoksi¢nost
(Glej postavko Il to¢ko 1) priloge zgoraj): mejna vrednost, kot je dolo¢ena v drzavni farmakopeiji.

B. Test na apirogenost
(Glej postavko Il to¢ko 2) priloge zgoraj): mejna vrednost, kot je dolo¢ena v drzavni farmakopeiji.

C.Test na hemoliticne ucinke v puferskih sistemih
(Glej postavko Il tocko 3) priloge zgoraj):

a) Mejna vrednost:

Kar zadeva elektrolitsko ozmotsko delovanje, slana raztopina, ki vsebuje 5,0 g/I NaCl, ne sme povzrociti hemolize,
katere vrednost bi bila ve¢ja od 10%, in hemolizna vrednost slane raztopine s koncentracijo 4,0 g/I se ne sme razlikovati za
vec¢ kot 10% od vrednosti, ki jo povzroéi ustrezna kontrolna raztopina.

b) Metoda:

Iz primarne puferske osnovne raztopine za hemolizo pripravimo tri raztopine: 30 ml puferske osnovne raztopine in 10 ml
vode (raztopina ag), 30 ml puferske osnovne raztopine in 20 ml vode (raztopina bg) in 15 ml puferske osnovne raztopine in 85
ml vode (raztopina cg).

V vsako od treh epruvet za centrifugiranje (1, 2 in 3) dodamo 1,40 ml ekstrakta. V epruveto 1 dodamo 0,10 ml ag, v
epruveto 2 0,10 ml bg in v epruveto 3 0,10 ml cg, da dobimo slane raztopine, enakovredne raztopinam, ki vsebujejo 5,0
(epruveta 1), 4,0 (epruveta 2) in 1,0 g/I NaCl (epruveta 3), kar zadeva elektrolitsko ozmotsko delovanje. V vsako epruveto
dodamo 20 pl sveze, dobro premesane, heparinizirane ¢loveske krvi. Epruvete za 40 minut postavimo v vodno kopel s
temperaturo 30 °C (+ 1 °C). Tri raztopine, ki vsebujejo 3,0 ml ag in 12,0 ml vode (raztopina a;), 4,0 ml bg in 11,0 ml vode
(raztopina b4) in 4,75 ml bg in 10,25 ml vode (raztopina c1), so tako pripravljene.

V prvo epruveto dodamo 1,50 ml a4, v drugo 1,50 ml b in v tretjo 1, 50 ml ¢4, centrifugiramo 5 minut pri 2.000 do
2.500 obratih na minuto v centrifugi s pomiénimi kivetami.

Hkrati za vsako od koncentracij pripravimo kontrolne raztopine, v katerih ekstrakt nadomestimo z vodo.

Pri 540 nm izmerimo ekstinkcijo tekoce plasti. Kot pripravek za slepi preizkus uporabimo pufersko osnovno raztopino
za hemolizo. Vrednost hemolize v odstotku izraGunamo po naslednji formuli:

Eeypx 100

E1o00%

kijer je E100% = ekstinkcija raztopine, ki vsebuje ekvivalent 1,0 g/l soli,
in Ecxp = ekstinkcija raztopin, ki vsebujejo ekvivalent 4,0 oz. 5,0 g /I soli.

Puferska osnovna raztopina za hemolizo
V destilirani vodi raztopimo 90,0 g natrijevega klorida, 13,7 g anhidricnega dinatrijevega fosfata in 1,90 g anhidricnega
mononatrijevega fosfata ter dodamo destilirano vodo do oznake 1000,0 ml.

D. Test na prezivetje eritrocitov in vivo
(Glej postavko Il tocko 4) priloge zgoraij)

a) Mejna vrednost:
Od eritrocitov v polni ¢loveski krvi z antikoagulantom ACD, ki je bila shranjena 21 dni pri 4 °C do 6 °C, jih mora najmanj
70% preziveti 24 ur po transfuziji. To lahko dolo¢imo po eni izmed metod, navedenih pod b) spodaj.

b) Predlagane metode:

1. Metoda ISO /TC/ 76 /WGD / 3, Method of ISO/TC/76/WGD/3, App. E.

2. Ashbyjeva metoda, Ashby Technique - Ashby, W. The determination of the length of life of transfused blood
corpuscles in man.

J. Exp. Med. 29: 267 - 82, 1919.

Young L. E. Platzer, R. F. in Rafferty, J. A. Differential agglutination of human erythrocytes.

J. Lab. Clin. Med. 32: 489 - 501, 1947.
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3. Gibson-Scheitlinova metoda, The Gibson-Scheitlin method - Gibson, J. G. in Scheitlin, W. A. A method employing
radio-active chromium for assaying the viability of human erythrocytes returned to the circulation after refrigerated storage.
J. Lab. Clin. Med. 46: 679 - 88, 1955.

4. Strumijeva metoda, The Strumia method - Strumia, M. M., Taylor, L., Sample A. B., Colwell, L. S. and Dugan, A.
Uses and limitations of survival studies of erythrocytes tagged with Cr 51.
Blood 10 : 429 - 40, 1955.

5. Metoda Cr51-J125, Cr51-J125 technique - Button, L. N., Gibson. J. G. in Walter,
C. W. Simultaneous determination of the volume of red cells and plasma for survival studies of stored blood.
Transfusion 5: 143 - 148, 1965.

6. Priporo¢ena metoda za radioizotopsko dolo¢anje prezivetja eritrocitov, Recommended Method for Radioisotope
Red Cell Survival studies, Brit. J. Haemat. 21 : 242, 1971.

Ill. Zahteve za antikoagulantno raztopino
v plasti¢nih vsebnikih

Vsak vsebnik vsebuje koli¢ino in sestavo antikoagulantne raztopine, navedene na etiketi, za volumen krvi, ki bo odvzeta.

Antikoagulantna raztopina in/ali sestavine, uporabljene pri njeni pripravi, izpolnjuje zahteve drzavne farmakopeje
posamezne drzave.

Antikoagulantna raztopina izpolnjuje zahteve drzavne farmakopeje posamezne drzave glede mejnih vrednosti za tezke
kovine, odsotnosti delcev snovi, netoksi¢nosti in apirogenosti.

Sklenjeno v Strasbourgu 19. aprila 1982.



Uradni list Republike Slovenije - Mednarodne pogodbe

$. 20/ 1.9. 2000 / stran 1051

DODATNI PROTOKOL

K EVROPSKEMU SPORAZUMU O IZMENJAVI
ZDRAVILNIH UCINKOVIN CLOVESKEGA IZVORA

Drzave ¢lanice Sveta Evrope, pogodbenice Evropske-
ga sporazuma o izmenjavi zdravilnih uéinkovin ¢loveskega
izvora z dne 15. decembra 1958 (v nadaljevanju “spora-
zum”), so se

ob upostevanju dolo¢b prvega odstavka 5. ¢lena spora-
zuma, po katerem “pogodbenice ukrenejo vse potrebno, da
so zdravilne u¢inkovine ¢loveskega izvora, ki jim jih dajo na
voljo druge pogodbenice, opros¢ene vseh uvoznih dajatev’,

glede na to, da je za odobritev te oprostitve drzavam
¢lanicam Evropske gospodarske skupnosti pristojna Skup-
nost, ki je za to pooblas¢ena na podlagi pogodbe, s katero
je bila ustanovljena,

glede nato, da je za izvajanje prvega odstavka 5. ¢lena
sporazuma potrebno, da Evropska gospodarska skupnost
lahko postane pogodbenica sporazuma,

sporazumele o naslednjem:

1. ¢len
Evropska gospodarska skupnost lahko postane po-
godbenica sporazuma, tako da ga podpise. Za Skupnost
zacne sporazum veljati prvi dan v mesecu, ki sledi podpisu.

2. ¢len
1. Ta dodatni protokol je na voljo za sprejetje pogodbe-
nicam sporazuma. Veljati zacne prvi dan v mesecu, ki sledi

dnevu, ko zadnja pogodbenica deponira svojo listino o spre-
jetju pri generalnem sekretarju Sveta Evrope.

2. Ne glede na to za¢ne ta dodatni protokol veljati po
izteku dveh let od dneva, ko je dan na voljo za sprejetje,
razen Ce ena od pogodbenic uradno izjavi, da nasprotuje
zacetku veljavnosti. Ce je bilo uradno obvesc¢eno o takem
nasprotovanju, se uporabi prvi odstavek tega ¢lena.

3. ¢len
Od dneva zacetka veljavnosti je ta dodatni protokol
sestavni del sporazuma. Po tem dnevu ne more nobena
drzava postati pogodbenica sporazuma, ne da bi hkrati po-
stala pogodbenica dodatnega protokola.

4. ¢len

Generalni sekretar Sveta Evrope uradno obvesti dr-
zave cClanice Sveta Evrope, vsako drzavo, ki je pristopila k
sporazumu, in Evropsko gospodarsko skupnost o vsa-
kem sprejetju ali nasprotovanju po 2. ¢lenu in o datumu
zacetka veljavnosti tega dodatnega protokola v skladu z
2. ¢lenom.

Generalni sekretar tudi Evropsko gospodarsko skup-
nost uradno obvesti o vsakem aktu, uradnem obvestilu ali
sporocilu, ki se nanasa na sporazum.

Sestavljeno v Strasbourgu 29. septembra 1982 v
angleskem in francoskem jeziku in dano na voljo za spre-
jetje 1. januarja 1983. Besedili sta enako verodostojni in
se v enem izvodu hranita v arhivu Sveta Evrope. General-
ni sekretar Sveta Evrope poslje overjene kopije vsaki
drzavi ¢lanici Sveta Evrope, vsaki drzavi, ki je povabljena,
da pristopi k sporazumu, in Evropski gospodarski skup-
nosti.

3. ¢len
Za izvajanje sporazuma, protokola in dodatnega protokola skrbita Ministrstvo za finance in Ministrstvo za zdravstvo.

4. ¢len
Ta zakon zacne veljati naslednji dan po objavi v Uradnem listu Republike Slovenije - Mednarodne pogodbe.

St. 500-02/00-3/1
Ljubljana, dne 19. julija 2000

Predsednik
Drzavnega zbora
Republike Slovenije
Janez Podobnik, dr. med. I. r.
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- Obvestilo o za¢etku veljavnosti mednarodnih pogodb

OBVESTILO
o zacCetku veljavnosti mednarodnih pogodb

Od 2. oktobra 1999 velja Sporazum med Vlado Republike Slovenije in Vlado Drzave lIzrael o vzajemnem spodbujanju in
za$citi nalozb, podpisan v Jeruzalemu 13. maja 1998 in objavljen v Uradnem listu Republike Slovenije - Mednarodne pogodbe, st.
9/99 (Uradni list Republike Slovenije, st. 27/99).

Od 22. marca 2000 velja Sporazum med Republiko Slovenijo in Republiko Albanijo o vzajemnem spodbujanju in zasciti
vlaganj, podpisan na Bledu 23. oktobra 1997 in objavljen v Uradnem listu Republike Slovenije - Mednarodne pogodbe, st. 4/00
(Uradni list Republike Slovenije, st. 19/00).

Od 5. avgusta 2000 velja Sporazum med Vlado Republike Slovenije in Vlado Francoske republike o medsebojnem
pospesevanju in zasditi nalozb s protokolom, podpisan v Parizu 11. februarja 1998 in objavljen v Uradnem listu Republike
Slovenije - Mednarodne pogodbe, st. 6/99 (Uradni list Republike Slovenije, st. 22/99).

Dne 17. avgusta 2000 je zacel veljati Sporazum o sodelovanju med Ministrstvom za delo, druzino in socialne zadeve
Republike Slovenije in Ministrstvom za delo in socialne zadeve Republike Albanije, podpisan v Ljubljani dne 12. januarja 2000 in
objavljen v Uradnem listu Republike Slovenije - Mednarodne pogodbe, st. 17/00 (Uradni list Republike Slovenije, st. 69/00).

Dne 15. septembra 2000 bo zacel veljati Sporazum med Vlado Republike Slovenije in Vlado Republike Bolgarije o
sodelovanju na podroc¢ju pomorskega tovornega prometa, podpisan v Ljubljani dne 27. oktobra 1999 in objavljen v Uradnem listu
Republike Slovenije - Mednarodne pogodbe, st. 17/00 (Uradni list Republike Slovenije, st. 69/00).

Dne 15. septembra 2000 bo zacel veljati Sporazum med Vlado Republike Slovenije in Svetom ministrov Bosne in Hercegovi-
ne o prevozu oseb in stvari v mednarodnem cestnem prometu, podpisan v Sarajevu dne 7. novembra 1999 in objavljen v Uradnem
listu Republike Slovenije - Mednarodne pogodbe, §t. 17/00 (Uradni list Republike Slovenije, st. 69/00).

Dne 17. septembra 2000 bo zacel veljati Sporazum med Vlado Republike Slovenije in Vlado Slovaske republike o
sodelovanju in vzajemni pomoci pri naravnih in drugih nesrec¢ah, podpisan v Ljubljani dne 27. septembra 1999 in objavljen v
Uradnem listu Republike Slovenije - Mednarodne pogodbe, st. 9/00 (Uradni list Republike Slovenije, st. 33/00).

Ministrstvo za zunanje zadeve
Republike Slovenije

VSEBINA

104. Zakon o ratifikaciji Sporazuma o za¢asnem uvozu s popolno oprostitvijo uvoznih dajatev za brezplacno izposojeno
medicinsko, kirursko in laboratorijsko opremo za uporabo v bolnisnicah in drugih zdravstvenih zavodih za diagnostiko ali
zdravljenje ter Dodatnega protokola k Sporazumu o zacasnem uvozu s popolno oprostitvijo uvoznih dajatev brezplacno
izposojene medicinske, kirurske in laboratorijske opreme za uporabo v bolnis$nicah in drugih zdravstvenih zavodih za
diagnostiko ali zdravljenje (MSZUQO) 953

105. Zakon o ratifikaciji Evropskega sporazuma o izmenjavi reagentov za dolo¢anje krvnih skupin, Protokola k Evropskemu
sporazumu o izmenjavi reagentov za doloc¢anje krvnih skupin ter Dodatnega protokola k Evropskemu sporazumu o
izmenjavi reagentov za doloc¢anje krvnih skupin (MESIRK) 958

106. Zakon o ratifikaciji Evropskega sporazuma o izmenjavi reagentov za tipizacijo tkiv, Protokola k Evropskemu sporazumu
0 izmenjavi reagentov za tipizacijo tkiv ter Dodatnega protokola k Evropskemu sporazumu o izmenjavi reagentov za
tipizacijo tkiv (MESIRT) 984

107. Zakon o ratifikaciji Evropskega sporazuma o izmenjavi zdravilnih u¢inkovin ¢loveskega izvora, Protokola k Evropskemu
sporazumu o izmenjavi zdravilnih ucinkovin ¢loveskega izvora ter Dodatnega protokola k Evropskemu sporazumu o
izmenjavi zdravilnih ucinkovin ¢loveskega izvora (MESZUC) 996

- Obvestilo o zacetku veljavnosti mednarodnih pogodb
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