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1.1, ERESE
(MPG: Gesetz liber Medizinprodukte) 1994 8
2002 8
EU (Active Implantable Medical Devices,
AIMD) 90/385/EEC EU (Medical Devices Directive, MDD) 93/42/EEC
EU (In-Vitro Diagnostic Medical Devices,
IVDD) 98/79/EC 2
[ )
[ )
(EEA)
( 1 1)
EU

http://bundesrecht.juris.de/mpg/

1.2. ERHEBOER

401


http://bundesrecht.juris.de/mpg/

2. EREBOMBRIBICDETFHROBME

1 (CE )
2 ()
2.1. EEHEIBOR: — CE¥—Y Om#F
CE CE
1998 6 14 EU CE
CE Conformité Europeen
CE (harmonisierte
europaische Normen) (MPG) 1.1.
EU 93/42/EEC 90/385/EEC 98/79/EC
CE
CE BfArM:
Bundesinstitut fir Arzneimittel und Medizinprodukte (Benannte Stelle)
EC (Konformitatsbewertungsverfahren)
CE 4
( 3.1 EC 35. )

CE EU (MDD) 93/42/EEC
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=CELEX:31993L0042:EN:HTML

402


http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=CELEX:31993L0042:EN:HTML

http://ec.europa.eu/enterprise/fag/ce-mark.htm

CE
5mm 1
EC (Konformitatserklarung)
EC EU
3.2. EC 3.4.
EU 93/42/EEC
( a b ) a b
EC
EU 93/42/EEC
CE
( 33. )
2.2. RBEEEBICLSFAEET M) ~DEH
CE
( 25
) 4,
( 5 )
2.3.
(DIMDI: Deutsches Institut fur medizinische Dokumentation
und Information) www.dimdi.de

403


http://ec.europa.eu/enterprise/faq/ce-mark.htm
http://www.dimdi.de/

33
(DIMDI, Deutsches
Informationssystem Medizinprodukte) DIMDI

(Sicherheitsbeauftragte)

7.2.

2.3. HEFEELEMBEEE. SIUVEURFEMBLUNEZNRZHOEESE

(Bevollméachtigte)

10
404



3. EC

3.1.

EEEFHRO

#¥#l (CE v — ¥ OE1F)

EC & & PE 51l F#5t

CE
EC

EC

(Benannte Stelle )

R EHE

EU 11

CE

EC

(Benannte Stelle )

BfArM: Bundesinstitut fur Arzneimittel und Medizinprodukte
( 37 1

(EEA)

Tel. Fax
E-mail URL

0481

ECM
ECM Zertifizierungsgesellschaft fir
Medizinprodukte in Europa mbH

Eifelstralle 1c

52068 Aachen

Tel: +49-241-501034

Fax: +49-241-501038

E-Mail :ecm@medi-online.com
www.medi-online.com/ECM/

EU

EU

2003/32/EC

(MDD) 93/42/EEC

, EC

EC

EC
TSE

0633

Berlin Cert

EU

(MDD) 93/42/EEC

405

11


http://www.medi-online.com/ECM/

Berlin Cert Prif- und
Zertifizierungsstelle flr
Medizinprodukte GmbH an der
Technischen Universitét Berlin

DovestralRe 6

10587 Berlin

Tel: +49-30-31425111
Fax: +49-30-31423719
E-Mail :info@berlincert.de
www.berlincert.de

EC

MRI

0535

EUROCAT
EUROCAT Institute for Certification
and Testing GmbH

Wittichstrale 2

64295 Darmstadt

Tel: +49-6151-500350
Fax: +49-6151-5003550
E-Mail :info@eurocat.de
www.eurocat.de

EU

EU

(MDD) 90/385/EEC

2 5

(MDD) 93/42/EEC

) EC

EC

(IVDD) 98/79/EC

4 EC

4 EC

EC

0432

MPA NRW =

MPA NRW Materialpriifungsamt
Nordrhein-Westfalen

Marsbruchstrae 186
44287 Dortmund

Tel: +49-231-4502324
Fax: +49-231-4502501
E-Mail :info@mpanrw.de
www.mpanrw.de/

EU

(MDD) 93/42/EEC

EC

0044

( )
TUV NORD CERT GmbH

LangemarckstraBe 20

45141 Essen

Tel: +49-201-8253455

Fax: +49-201-8253243

E-Mail :medical @tuev-nord.de
www.rwtuev-at.de

EU

EU

- EU
EC

(MDD) 90/385/EEC

2 5

(MDD) 93/42/EEC
EC

EC

(MDD) 93/42/EEC

EU 2003/32/EC

EC
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mailto:info@berlincert.de
http://www.berlincert.de/
mailto:info@eurocat.de
mailto:info@mpanrw.de
http://www.mpanrw.de/
http://www.rwtuev-at.de/

0297

DQS

DQS GmbH Deutsche Gesellschaft zur
Zertifizierung von Managementsystemen

August-Schanz-Strale 21

60433 Frankfurt am Main

Tel: +49-69-954270

Fax: +49-69-95427111

E-Mail :medical.devices@dgs.de
www.dgs.de/futuretense_cs/dqgs/static/in
dex.html

EU

(MDD) 93/42/EEC
EC

EC

EU  (MDD) 93/42/EEC

EC

EU 2003/32/EC

0482

MEDCERT

MEDCERT Zertifizierungs- und
Prifungsgesellschaft fur die Medizin
GmbH

Vorsetzen 35

20459 Hamburg

Tel: +49-40-369517982

Fax: +49-40-369517983
E-Mail :info@medcert.de
www.medcert.de

EU

EU

CT

(MDD) 90/385/EEC

2 5

(MDD) 93/42/EEC
EC

EC

EU  (MDD) 93/42/EEC

EC

EU 2003/32/EC

EC

0494

SLG
SLG Priif- und Zertifizierungs GmbH

Burgstadter Strale 20

09232 Hartmannsdorf

Tel: +49-3722-73230

Fax: +49-3722-732399
E-Mail :slg@slg-pruef-zert.de
www.slg-pruef-zert.de

EU

(MDD) 93/42/EEC

EC

0118

Landesamt fur Mess- und Eichwesen
Thiringen

Unterporlitzer StralRe 2

98693 Ilmenau

Tel: +49-3677-8500

Fax: +49-3677-850400

E-Mail :certif-thueringen@Imet.de
www.Imet.de

EU

(MDD) 93/42/EEC

EC

EC

0197

( )

TUV Rheinland Product Safety GmbH
Am Grauen Stein

51105 Kéln

Tel: +49-1803-112112

Fax: +49-1803-000169

EU

EC

EU

(MDD) 90/385/EEC

2 56

(MDD) 93/42/EEC

407

13


mailto:medical.devices@dqs.de
http://www.dqs.de/futuretense_cs/dqs/static/index.html
http://www.dqs.de/futuretense_cs/dqs/static/index.html
mailto:info@medcert.de
mailto:slg@slg-pruef-zert.de

E-Mail :medical-products@de.tuv.com
www.de.tuv.com/de/produkte_leistungen
/produkte/index.html

EC

EC

EU  (MDD) 93/42/EEC

EC EU 2003/32/EC
(IVDD) 98/79/EC
A
3 4 5 6 3 45
EC
3 5 5 3 4
EC
6 3 5 3 5 3 4
EC
0123 ( ) EU  (MDD) 90/385/EEC
TUV SUD Product Service GmbH 2 5 EC
Zertifizierung Medizinprodukte
RidlerstraRe 65 EU (MDD) 93/42/EEC

80339 Miinchen

Tel: +49-89-50084477
Fax: +49-89-50084327
E-Mail :info@tuev-sued.de
www.tuev-sued.de

EC

EC

EU  (MDD) 93/42/EEC

EC

MDD 93/42/EEC

EU 2000/70/EC

2001/104/EC EU

EU  (MDD) 93/42/EEC

EC EU  2003/32/EC
(IvDD) 98/79/EC
A 3 45
6 3 EC
B 3 5
3 5 4 EC
( ) 6
3 5 3 3 4 EC
1275 | LGA InterCert EU (MDD) 90/385/EEC
LGA InterCert 2 5 EC
Zertifizierungsgesellschaft mbH,
Umweltgutachterorganisation
EU (MDD) 93/42/EEC

Tillystrale 2

408



mailto:info@tuev-sued.de
http://www.tuev-sued.de/

90431 Niirnberg EC
Tel: +49-911-6554161
Fax: +49-911-6554170 EC
E-Mail :lga@lga.de
lga.
www.Iga.de EU  (MDD) 93/42/EEC
EC EU 2003/32/EC
EU (IvDD) 98/79/EC
B 3 5
4 EC
6 3 5
3 3 4 EC
0366 | VDE EU (MDD) 93/42/EEC
VDE
VDE Verband der Elektrotechnik EC
Elektronik Informationstechnik e.V.
VDE Prif- und Zertifizierungsinstitut
Merianstrae 28
63069 Offenbach am Main
Tel: +49-69-8306228
Fax: +49-69-8306855
E-Mail :vde-institut@vde.com
www.vde.com/vde
0124 | DEKRA EU (MDD) 93/42/EEC
DEKRA Certification GmbH
EC
Handwerkstralle 15
70565 Stuttgart EC
Tel: +49-711-78612566
Fax: +49-711-78612615
E-Mail :info@dekra-certification.com EC
www.dekra.de/its
- EC
EU (MDD) 93/42/EEC
EC EU 2003/32/EC
EU (IvDD) 98/79/EC
B 3 5
4 EC
( )
3 3 5 3 4 EC
0483 | mdc EU (MDD) 93/42/EEC

mdc medical device certification GmbH

EC

409

15


http://www.lga.de/
http://www.vde.com/vde

Kriegerstrale 6

70191 Stuttgart

Tel: +49-711-2535970
Fax: +49-711-25359710
E-Mail :mdc@mdc-ce.de
www.mdc-ce.de

EC

No4
EC

EU

(IVDD) 98/79/EC
3 45
EC
35
6 3 5
EC

DIMDI: Deutcshes Infromationssystem Medizinprodukte

http://www.dimdi.de/static/de/mpg/adress/benannte-stellen/bs-akt.htm

222-0033

045-470-1850 (TEL)
045-473-5221 (FAX)

3-19-5

0197

http://www.tuv.com/jp/index.html

160-0023

TEL: (03)-3372-4821
FAX: (03)-3372-4163

15

0123

http://www.tuv.com/jp/medical products.html

410
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mailto:mdc@mdc-ce.de
http://www.mdc-ce.de/
http://www.dimdi.de/static/de/mpg/adress/benannte-stellen/bs-akt.htm
http://www.tuv.com/jp/index.html
http://www.tuv.com/jp/medical_products.html

Tel 03-3372-4849 ( )
Fax 03-3372-4122
E-mail mhs@tuv-sud.jp

3.2, EMXEDER
EC
EU

e EU

MED/2.5.1/Rec5)

http://www.tuv-sud.jp/

http://www.tuv-sud.jp/mhs/index.html

EU (Technical Documentation, NB-
www.meddev.info/ _documents/R2 5 1-5 rev4.pdf

3.3. ERMBOFRSE

EU 93/42/EEC
I Ha 1b 1

411

17


mailto:mhs@tuv-sud.jp
http://www.tuv-sud.jp/
http://www.tuv-sud.jp/mhs/index.html
http://www.meddev.info/_documents/R2_5_1-5_rev4.pdf

2

EU 93/42/[EEC IX

- 60
- 30
- 30

30

(1 )
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30

EU (MEDDEV 2.4/1 Rev.8 Guidelines for the classification of
medical devices)

1 http://www.meddev.info/ documents/2 2 4-1partl 07-2001.pdf

2 http://www.meddev.info/ documents/2 2 4-1part2 07-2001.pdf.

3.4 ECEHGMEHMEFMICIRASIIREBELEEVATLOESE

EU EC
QM Qs
EC (QM)
EU
EU
EC EU

93/42/EEC 3.3 35
2 EU
2005/50/EC

413

19


http://www.meddev.info/_documents/2_2_4-1part1_07-2001.pdf
http://www.meddev.info/_documents/2_2_4-1part2_07-2001.pdf

(1EC EU 93/42EEC Vil

EC
EU EC
CE
EC mdc ( 1) ( )
http://www.mdc-ce.de/doc 01.htm
(2)EC EU 93/42EEC 11
EU
(3)EC EU 93/42EEC [\
EU
(4) EU 93/42EEC V
ISO 9002 EN 46002
1SO 13488
(5) EU 93/42EEC VI
ISO 9003 EN 46003

(6) EU 93/42EEC 1

ISO 9001 EN 46001 1SO 13485

3.5, EC @& 14Tl F#t

3.4. EU 93/42/EEC
EC

414

20


http://www.mdc-ce.de/doc_01.htm

EU 93/42EEC
[
VII EC 3.4.(1)
EC
[
VII EC 3.4.(1)
3
- AV EC
3.4.(3)
- V
3.4.(4)
- VI
3.4.(5)
I
I
VI
VII
EC
( (
) )
\Y} \Y% Vi
CE
C€ 0000
2 EC
1]
VII 3.4.(1)
- \Y EC 3.4.(3)

415

21



EC

} Vi 3.4.(4)
- VI 3.4.(5)
I 3.4.(6) ’
Vil
3.4.(0)
lla
il
EC
\Y v
I
C€ 0000
3 EC
3.4.(2) EU
I
- v EC 3.4.(3)
) Vi 3.4.(4)
) Vi 3.4.(5)

416
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EC

Il 3.4.(6)

Ib
EC
1l
EC
\Y \Y
1
CE€ 0000
4 b EC
3.4.(6)
3.4.(2)
\Y; EC 3.4.(3)
\Y} 3.4.(4)

417

23



EC
1

EC

CE€ 0000

EC

418

EC

24



EC EU 93/42/EEC ) 98/79/EC
Il lla b
b I
I
EU 1l lla
EC
% A 4
EU Vil
| | | 1
v v lla lla lla
EU 1.3 EU 1.3 lib lib lib | lla
Il Il Il lla
EC EC lib
ISO 9001 v v
EN 46001 \ 4
EU Y, EU VI
EU WY EU v ! EC
EC
EC EC
1.4 ISO 9001
EN 46001
ISO 9003
1SO 9002 EN 46003
% EN 46002 I
~
ce CE
0123 <
6 EC J
( ) (TUV SUD Akademie GmbH ) http://193.30.192.77/medtech/doku/Kon_akd_deutsch.pdf

25
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http://193.30.192.77/medtech/doku/Kon_akd_deutsch.pdf

CE

CE 4
VII EC
3.4.(0) CE
5 5
3.6. IEERBETITHONAEMFHRE TDFIE
I I I
« )
. |
. EU (IvDD) 98/79/EC 9
« )

1 mdc

www.meddev.info

420
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http://www.meddev.info/
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EU

500,000
60
(DIMDI)
3
http://www.dimdi.de/static/de/mpg/adress/behoerden/klifo-liste.htm
3
PfarrstralRe 3
80538 Miinchen
DE/CA126 | Bayerisches Landesamt fiir Tel: +49-89-21840
Gesundheit und Fax: +49-89-2184297
Lebensmittel-sicherheit E-Mail :poststelle@Ifas.bayern.de
Maximilianstralie 39
80534 Miinchen
Tel: +49-89-21760
DE/CA61 Fax: +49-89-21762914
Regierung von Oberbayern E-Mail:
medizinprodukteanzeigeverfahren@reg-
ob.bayern.de
Regierungsplatz 540
84028 Landshut
DE/CA62 Regierun von Tel: +49-871-80801
Nig derbagem Fax: +49-871-8081002
Y E-Mail :poststelle@reg-nb.bayern.de
Emmeramsplatz 8
DE/CAG3 Regierung Oberpfalz 93047 Regensburg

422

28



http://www.dimdi.de/static/de/mpg/adress/behoerden/klifo-liste.htm

Tel: +49-941-56800
Fax: +49-941-5680699
E-Mail :poststelle@reg-opf.bayern.de

Ludwigstrale 20

95444 Bayreuth

DE/CA64 o o Tel: +49-921-6062229

Regierung von Oberfranken Fax: +49-921-6062280

E-Mail :poststelle@reg-ofr.bayern.de

Promenade 27
91522 Ansbach
DE/CA65 Regierung von o o Tel: +49-981-530
Mittelfranken Fax: Jf49-981-531206
E-Mail :poststelle@reg-mfr.bayern.de

Peterplatz 9
97070 Wiirzburg
DE/CA66 Regierung von o o Tel: +49-931-38000
Unterfranken Fax: +49-931-3802222
E-Mail :pharmazie@reg-ufr.bayern.de

Fronhof 10

86152 Augsburg

DE/CA67 Regierung von Schwaben o o Tel: +49-821-32701
Fax: +49-821-3272289

E-Mail :poststelle@reg-schw.bayern.de

http://www.dimdi.de/static/de/mpg/adress/behoerden/klifo-liste.htm

(BFArM)

1SO
EU

EU

EU
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=CELEX:31993L0042:EN:HTML

EU (MEDDEV
2.7.1 Evaluation of Clinical Data — A Guide for Manufacturerers and Notified Bodies)

http://www.meddev.info/ documents/2 7.pdf.

29
423



http://www.dimdi.de/static/de/mpg/adress/behoerden/klifo-liste.htm
http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=CELEX:31993L0042:EN:HTML
http://www.meddev.info/_documents/2_7.pdf

E-mail URL

Amantec

Technologiehof

Mendelstr. 11

48149 Miinster

Tel.:+49 (0)251 9801490

Fax: +49(0) 251 9801491

E-Mail :gabriele.hartwig@amantec.de
www.amantec.de

mdt medical device testing GmbH

Grenzenstr. 13

88416 Ochsenhausen

Tel.: +49 (0) 7352 9114 0
E-Mail :info@mdt-gmbh.com
www.mdt-gmbh.com

Universititsklinikum Freiburg
ZKS-Zentrum Klinische Studien

Elsasser Strale 2

79110

Freiburg

Tel.: +49 (0) 761 270 7384

Fax. +49 (0) 761 270 7383

E-Mail :eva.hermann@uniklinik-freiburg.de
www. uniklinik-
freiburg.de/zks/live/leistungen/monitoring.html

GWT-TUD GmbH

Chemnitzer Str. 48B

01187 Dresden

Tel.: +49 (0) 351 87 34 17 20
E-Mail :contact@GWTonline.de
www.gwtonline.de

GCP-Service

Kurfurstenallee 35a
28211 Bremen
Tel.: +49 (0) 421 43 48 658

Fax: +49 (0) 421 43 48 659
E-Mail :germany@gcp-service.com
WWW.QCp-Service.com

424



mailto:gabriele.hartwig@amantec.de
http://www.amantec.de/
mailto:info@mdt-gmbh.com
http://www.mdt-gmbh.com/
mailto:eva.hermann@uniklinik-freiburg.de
http://www.uniklinik-freiburg.de/zks/live/leistungen/monitoring.html
http://www.uniklinik-freiburg.de/zks/live/leistungen/monitoring.html
http://www.gwtonline.de/
mailto:germany@gcp-service.com
http://www.gcp-service.com/

3.8. EREEFMICHITHHNE DR & £ DL

EU EU
EU DIN
EN ISO
EC
EU
EU
EC
3.3 EC
2.3
2
- P13 14
3.9. FERIFMICHAMNDEH
1,000 10,000
2 3 20,000 30,000
2
5
31
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4. EHEHERORERGREH

25 30

(DIMDI: Deutsches
Institut flr medizinische Dokumentation und Information) www.dimdi.de
33
(Deutsches Informationssystem Medizinprodukte, DIMDI)

DIMDI
5.

(DIMDI)
25 30 DIMDI

http://www.dimdi.de/static/de/mpa/ismp/mp erfassung/de/mp ivd/anzeigende/organigramm.pdf

(DIMDI)

33
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http://www.dimdi.de/
http://www.dimdi.de/static/de/mpg/ismp/mp_erfassung/de/mp_ivd/anzeigende/organigramm.pdf

(DIMDI )
70

5. FREEET

Medprod-ZustVO:
Medizinproduktezustandigkeitsverordnung

(DIMDI)

14

( ) www.dimdi.de/static/de/mpg/adress/behoerden/beh-

liste.htm

34
428


http://www.dimdi.de/static/de/mpg/adress/behoerden/beh-liste.htm
http://www.dimdi.de/static/de/mpg/adress/behoerden/beh-liste.htm

Morellstralie 30d
86159 Augsburg

DE/CA52 | Regierung von Tel: +49 821 32701

Schwaben Fax: +49 821 3272700

Gewerbeaufsichtamt E-Mail :gaa@reg-schw.bayern.de
Oberer Biirglal 34-36
96450 Coburg

. Tel: +49 9561 74190
DE/CAS4 | Regierung von Fax: +49 9561 7419100

Oberfranken E-Mail ‘medizinprodukte-gaa@reg-

Gewerbeaufsichtamt '
ofr.bayern.de
Neustadt 480
84028 Landshut

. . Tel: +49 871 8040
DE/CAB5 | Regierung von Nieder- Fax: +49 871 804219

bayern E-Mail :gaa-mpg.vorkommnisse@reg-

Gewerbeaufsichtamt ) '
nb.bayern.de
Maximilianstr. 39
80534 Miinchen

DE/CAS7 Regierung von Tel: +49 89 21761

Oberbayern Fax: +49 89 21763121

Gewerbeaufsichtamt E-Mail :dimdiml@reg-ob.bayern.de
HeRstralle 39
80797 Miinchen
Tel: +49 89 21760

DE/CA61 . Fax: +49 89 21762914

Regierung von .

Oberbayern E-Mail : )
medizinprodukteanzeigeverfahren@reg-
ob.bayern.de
Regierungsplatz 540
84028 Landshut

DE/CA62 Regierung von Nieder- Tel: +49 871 80801

bayern Fax: Jf49 871 80801002

E-Mail :poststelle@reg-nb.bayern.de

Don-Bosco-Strale
. 166119 Saarbriicken

DE/CAT0 I;\?Egﬁzzgltugr Umwelt- und o o Tel-+49 681 85000
Fax:+49341 6973110

www.dimdi.de/static/de/mpg/adress/behoerden/beh-liste.htm

BfArM: Bundesinstitut fiir Arzneimittel und Medizinprodukte
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www.bfarm.de

BfArM
(DIMDI)
6. CE =—2 LIS\ DIZE
CE
9 CE

CE
7.3
Gepriiftes
Medizinprodukt
www.blauer-engel.de.
1. ZDHhDRA
1.1. HEHERE
MPG:Medizinproduktegesetz PHG: Produkthaftungsgesetz
- 2.3.

http://www.ucl.ac.uk/laws/global law/german-

statutes/print_statute.shtml?product 1989
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1.2.

RS OERIEDfE HEF
MPSV:Medizinprodukte-Sicherheitsplanverordnung

(BfArM)

30
(Sicherheitsbeauftragte)

1.3. ZERBRARKROMBFE B &K
GKV: Gesetzliche Krankenkassenversicherungen
(IKK: Bundesverband der
Innungskrankenkassen)

www.ikk.de

431
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( ) http://www.ikk.de/ikk/generator/ikk/fuer-
medizinberufe/hilfs--und-pflegehilfsmittel/3366,i=1.html

8. EMMIBMARDETFH

8.1 BB EHBEFH
EU

CT
(Zollinfocenter)
Hansaallee 141
60320 Frankfurt am Main
Tel.: 069-469976-00
Fax: 069-469976-99
E-Mail : info@zoll-infocenter.de
EU (TARIC, Tarif Intégré des Communatués Européennes)
(Codenummer fir die Warenkategorie)
(Zollnummer)
TARIC (Integrierter
Tarif der Européischen Gemeinschaft)
TARIC ( )
http://ec.europa.eu/taxation_customs/dds/en/tarhome.htm
TARIC EZT

(Elektronischer Zolltarif)
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mailto:info@zoll-infocenter.de
http://ec.europa.eu/taxation_customs/dds/en/tarhome.htm

http://auskunft.ezt-online.de/ezto/Welcome.do

(Codenummer fiir die Warenkateqgorie)

(EZT TARIC)

http://www.zoll.de/b0 zoll und steuern/a0 zoelle/d1 zolltarif/b0 aufbau ezt/index.html

TARIC 90 XVIHI
84 85 XVI
TARIC
( ) http://zoll.de/service/dienststverz/index.html

(Oberfinanzdirektion Nirnberg, OFD Nurnberg)

Hauptzollamt Miinchen
Sophienstr. 6

80333 Miinchen

Postfach 20 09 45

80009 Miinchen

Tel. (0 89) 59 95-00

Fax (0 89) 59 95-24 88

E-Mail poststelle@hzam1.bfinv.de
7600

Hauptzollamt Mtinchen

- Dienstsitz Landsberger Stral3e -
Landsberger Str. 124

80339 Miinchen

Postfach 20 09 45

80009 Miinchen

Tel. (0 89) 51 09-00

Fax (0 89) 51 09-20 15

E-Mail poststelle@hzam.bfinv.de
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E-Mail mkg.muenchen@hzam.bfinv.de
E-Mail fks_m@hzam.bfinv.de
7622

Hauptzollamt Miinchen

- ZA Flughafen -

Frachtgebdaude Modul B, 5. OG
85356 Miinchen

Postfach 23 20 53

85329 Miinchen

Tel. (0 89) 9 75-9 07 00

Fax (0 89) 9 75-9 07 06

E-Mail poststelle@hzam-fhf.bfinv.de
7650

Hauptzollamt Miinchen

- ZA Garching-Hochbriick -
Dieselstralle 9

85748 Garching-Hochbrick
Postfach 15 58

85743 Garching

Tel. (0 89) 48 09 07-0

Fax (0 89) 48 09 07-2 50
E-Mail poststelle@zam.bfinv.de
7602

Hauptzollamt Mtinchen

ZA Garching-Hochbriick

- AbfSt Messe Munchen -
Paul-Henri-Spaak-Str. 8

81829 Minchen

Tel. (089) 9 49-2 4591, -2 45 97
Fax (0 89) 9 49-2 45 99

7632

Oberfinanzdirektion Koblenz, OFD Koblenz

Hauptzollamt Frankfurt a.M.-Flughafen
Flughafen, Geb&ude 201, Tor 13

60549 Frankfurt am Main

Postfach 75 04 63

60534 Frankfurt am Main

Tel. (069) 6 90-2 17 31, -7 19 19

Fax (0 69) 6 90-501 51

E-Mail poststelle@hzaf-fhf.bfinv.de

3300

Hauptzollamt Frankfurt a.M.-Flughafen
- ZA Flughafenuberwachung -

60549 Frankfurt am Main

Flughafen, Geb&ude 123

Postfach 75 04 63

60534 Frankfurt am Main

Tel. (0 69) 6 90-5 12 81

Fax (0 69) 6 90-5 94 77
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E-Mail leitstelle.vorfeld@hzaf-fhf.bfinv.de
3301

Hauptzollamt Frankfurt a.M.-Flughafen
- ZA Fracht -

Flughafen, Gebaude 453

60549 Frankfurt am Main

Postfach 75 04 63

60534 Frankfurt am Main

Tel. (069) 6 90-7 19 19, -7 83 71

Fax (0 69) 6 90-2 58 01

E-Mail poststelle@hzaf-fhf.bfinv.de

3302

ZA Fracht

- Arbeitsgebiet CCN (CargoCity Nord)
Flughafen, Geb&ude 453

60549 Frankfurt am Main

Postfach 75 04 63

60534 Frankfurt am Main

Tel. (0 69) 6 90-7 83 70, -7 83 71

Fax (0 69)6 90-2 58 01

ZA Fracht

-Arbeitsgebiet LCC (Lufthansa Cargo Center)-
Flughafen, Gebaude 451

60549 Frankfurt am Main

Postfach 75 04 63

60534 Frankfurt am Main

Tel. (0 69) 6 90-2 98 31, -5 32 51

Fax (0 69)6 90-5 62 61

ZA Fracht

-Arbeitsgebiet CCS (Cargo City Sud)-
Flughafen, Geb3ude 537

60549 Frankfurt am Main

Postfach 75 04 63

60534 Frankfurt am Main

Tel. (0 69) 6 90-7 27 01, -7 25 50

Fax (0 69)6 90-5 98 14

ZA Fracht

-Arbeitsgebiet IPZ (Internationales Postzentrum) -
Flughafen, Gebaude 190

60549 Frankfurt am Main

Postfach 75 04 63

60534 Frankfurt am Main

Tel. (0 69) 6 90-7 10 52, -7 15 19
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Hauptzollamt Frankfurt a.M.-Flughafen
- ZA Reise -

60549 Frankfurt am Main

Flughafen, Terminal

Postfach 75 04 63

60534 Frankfurt am Main

Tel. (0 69) 6 90-7 25 93, -2 21 24

Fax (0 69) 6 90-5 90 83, -5 90 68

E-Mail poststelle@hzaf-fhf.bfinv.de

3303

http://zoll.de/service/dienststverz/index.html

Zollnummer

ATLAS
www.zoll.de/e0 downloads/b0 vordrucke/a0 vordruckgesamtliste/0870en_participant master data.p

df

Koordinierende Stelle ATLAS

HertzstralRe 10 Tel.: 0721/7909-200
76187 Karlsruhe Fax: 0721/7909-110
Postfach 10 02 65 E-Mail: poststelle@kostatlas.bfinv.de

Tel.: 0721/7909-0
Fax: 0721/7909-319

www.zoll.de/english_version/cO_registration_numbers/index.html
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http://www.zoll.de/b0 zoll und steuern/a0 zoelle/cO zollanmeldung/cO schriftliche anmeldung/c0O

unterlagen/index.html

ATLAS

www.zoll.de/b0 zoll und steuern/a0 zoelle/cO zollanmeldung/a0 anmelder/index.html

EU EU
(Industrie und Handelskammer)
EU
(Industrie und Handelskammer) http://www.dihk.de/inhalt/ihk/adressen.pdf

( )
http://zoll.de/e0 downloads/b0 vordrucke/a0 vordruckgesamtliste/0781 merkblatt 2007.pdf

http://www.zoll.de/b0 zoll und steuern/a0 zoelle/cO zollanmeldung/c0O schriftliche anmeldung/inde

x.html

http://www.zoll.de/b0 zoll und steuern/a0 zoelle/cO zollanmeldung/cO schriftliche anmeldung/al t

eilsaetze/index.html

ATLAS

https://www.einfuhr.internetzollanmeldung.de/portal/page/portal/my1ZA/IZA

( )

http://www.zoll.de/b0 zoll und steuern/a0 zoelle/cO zollanmeldung/d10 atlas/e01 iza/index.html

43
437


http://www.zoll.de/b0_zoll_und_steuern/a0_zoelle/c0_zollanmeldung/c0_schriftliche_anmeldung/c0_unterlagen/index.html
http://www.zoll.de/b0_zoll_und_steuern/a0_zoelle/c0_zollanmeldung/c0_schriftliche_anmeldung/c0_unterlagen/index.html
http://www.zoll.de/b0_zoll_und_steuern/a0_zoelle/c0_zollanmeldung/a0_anmelder/index.html
http://www.dihk.de/inhalt/ihk/adressen.pdf
http://zoll.de/e0_downloads/b0_vordrucke/a0_vordruckgesamtliste/0781_merkblatt_2007.pdf
http://www.zoll.de/b0_zoll_und_steuern/a0_zoelle/c0_zollanmeldung/c0_schriftliche_anmeldung/index.html
http://www.zoll.de/b0_zoll_und_steuern/a0_zoelle/c0_zollanmeldung/c0_schriftliche_anmeldung/index.html
http://www.zoll.de/b0_zoll_und_steuern/a0_zoelle/c0_zollanmeldung/c0_schriftliche_anmeldung/a1_teilsaetze/index.html
http://www.zoll.de/b0_zoll_und_steuern/a0_zoelle/c0_zollanmeldung/c0_schriftliche_anmeldung/a1_teilsaetze/index.html
https://www.einfuhr.internetzollanmeldung.de/portal/page/portal/myIZA/IZA
http://www.zoll.de/b0_zoll_und_steuern/a0_zoelle/c0_zollanmeldung/d10_atlas/e01_iza/index.html

IT

ATLAS IT

http://www.zoll.de/b0 zoll und steuern/a0 zoelle/cO zollanmeldung/d10 atlas/d0 teilnvoraus/ind

ex.html

http://www.zoll.de/b0 zoll und steuern/a0 zoelle/cO zollanmeldung/d10 atlas/index.html

CE

http://www.zoll.de/b0 zoll und steuern/d0 verbote und beschraenkungen/cO schutz_menschl gesu

ndh/h0 produktsicherheit/index.html

8.2. EAERSIEH (FAFTOMER)

2007 1 19

19 ( )
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( )

http://www.zoll.de/b0_zoll und steuern/a3_einfuhrumsatzsteuer/index.html
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TRANSFUSION COMPLICATIONS

Clinical illness due to parvovirus B19 infection after infusion of
solvent/detergent-treated pooled plasma

Ulrike F. Koenigbauer, Ted Eastlund, and John W. Day

BACKGROUND: Lipid-enveloped viruses such as HIV,
HBV, and HCV can be inactivated by treatment with sol-
vents and detergents. HAV and human parvovirus B19
lack lipid envelopes and are not inactivated. Solvent/de-
tergent-treated pooled plasma (S/D plasma) contains
neutralizing antibodies, but it is not known whether the
parvovirus B19 antibody content is sufficient to prevent
transmission of the disease. A patient is described who
developed a clinical iliness due to parvovirus B19 infec-
tion after the infusion of S/D plasma.

CASE REPORT: A 36-year-old woman with myasthenia
gravis underwent five plasma exchange procedures from
January 15 to January 25, 1999, using albumin, except
for 5 units of SD plasma given because of a low fibrino-
gen level. Four of the 5 units were implicated in a recall
after high levels of parvovirus B19 DNA were found in
several lots. Two weeks after the infusion, the patient de-
veloped fatigue, a rash, and severe polyarthralgias.
Parvovirus B19 IgG and IgM antibody titers were consis-
tent with an acute infection.

CONCLUSION: Clinically apparent parvovirus B19 in-
fection can follow the use of S/D plasma that contains
high levels of parvovirus B19 DNA.

ABBREVIATIONS: IMIG = IM immune globulin; INR = interna-
tional normalized ratio; IVIG = IV immune globulin; S:CO = sig-
nal-to-cutoff; S/D plasma = solvent/detergent-treated pooled
plasma.

From the Department of Laboratory Medicine and Pathology
and of Neurology, University of Minnesota Medical School, Min-
neapolis, Minnesota.

Address reprint requests to: Ulrike F. Koenigbauer, MD, De-
partment of Laboratory Medicine and Pathology, University of
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Minneapolis, MN 55455; e-mail: koeni007@tc.umn.edu.
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uman parvovirus B19, asmall nonlipid-envel-
oped DNA virus, is the causative agent of fifth
disease (erythema infectiosum), a mild and
usually self-limited childhood disease in which
most infections occur between ages 5 and 15.% Approxi-
mately 40 to 60 percent of adults over 20 years old have
protective antibodies.? Acute infections in adults usually
have a benign course. If symptoms occur, symmetric
polyarthralgias are prominent, especially in women, but
rash, fever, malaise, and gastrointestinal symptoms can also
occur.®# Parvovirus B19 infects erythroid progenitor cells,
and, in patients with compensated chronic hemolytic ane-
mias, such as sickle cell disease, thalassemia, or spherocy-
tosis, that can lead to a suppression of erythropoiesis with
asudden severe worsening of anemia.® A pregnant woman
can transmit the infection to her fetus, causing anemiaand
heart failure, which can lead to hydrops fetalis and intrau-
terine death.%” Chronic infection with persistent anemia
can occur in patients with immune defects and was re-
ported in patients with HIV infection, congenital immuno-
deficiency, and malignancies and in organ transplant re-
cipients.> However, chronic infection has been observed in
a presumably healthy person,® and reinfections seem to be
possible.® Rare manifestations ascribed or linked to B19
infection include meningitis, encephalitis, hepatitis, myo-
carditis,® neuropathies,'® fibromyalgia,'* polyarteritis
nodosa,'? and vascular and Schénlein-Henoch purpura.®
The main route of parvovirus B19 transmission is
thought to be through respiratory droplets. After intrana-
sal inoculation of parvovirus B19 into healthy subjects, vire-
mia was first detected by 6 days, persisted for up to 7 days,
and was accompanied by mild symptoms and development
of specific antibodies. Rash and arthralgia started to de-
velop by Day 17 or 18 after inoculation.®
Parvovirus B19 can be transmitted from asymptomatic
blood donors to the recipients of their blood compo-
nents.>13 High rates of seroconversion,'**° as well as a few
cases of symptomatic illness?%?! and hypoplastic ane-
mia,?>?% have been described in patients receiving clotting
factor concentrates, which were derived from large plasma
pools.® The virus is relatively heat-stable, and it resists treat-
ment with solvents and detergents.'3'518 B19 DNA was
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found by PCR in plasma-derived clotting factor concen-
trates from various manufacturers and treated with differ-
ent virus-inactivation methods by many investigators.?+2°
Clinically evident transfusion-transmitted B19 infection,
however, is infrequent, even in susceptible hosts such as
HIV-infected hemophilia patients receiving clotting factor
concentrates.> There have been at least two reports of trans-
fusion-transmitted parvovirus infection from single-donor
components, namely RBCs*® and platelets.3!

We describe a case of symptomatic parvovirus B19 in-
fection after the infusion of solvent/detergent-treated
pooled plasma (S/D plasma), which was subsequently im-
plicated in a voluntary recall after high levels of infectious
parvovirus B19 DNA were detected in the corresponding
plasma lots.

CASE REPORT

The patient is a 36-year-old woman with a 10-month his-
tory of myasthenia gravis that was poorly responsive to
mestinon, prednisone, and azathioprine, as well as to IV
immune globulin (1IVIG), which had been administered on
December 10 and 11, 1998. She also had a history of
Hashimoto’s thyroiditis and systemic lupus erythematosus
with only mild arthralgias in the past that were readily
treated with ibuprofen. She did not have any dermatologic
manifestations. As treatment for her myastheniagravis, she
underwent five plasma exchange procedures from January
15 to January 25 using 2300 to 2900 mL of 5-percent albu-
min (Buminate 5%, Baxter Healthcare Corp., Glendale, CA;
Albumarc 5%, Baxter; and Albutein 5%, Alpha Therapeutic
Corp., Los Angeles, CA) as exchange fluid, which resulted
in mild improvement of her proximal muscle weakness. The
medications the patient received during the period of the
plasma exchange procedures were azathioprine, mestinon,
thyroxine, and estrogen. Her fibrinogen level was 98 mg per
dL before the fourth procedure, and, even though she had
no bleeding, she was given a total of 5 units (1000 mL total
volume) of S/D plasma (PLAS+SD, V.I. Technologies,
Melville, NY) at the end of her fourth and fifth treatment.
Preprocedure international normalized ratio (INR) and
partial thromboplastin time were in the normal range, and
platelet counts were 159 and 166 x 10° per L. Fibrinogen was
145 mg per dL on January 25, 1999. Her Hb level ranged
from 10.7 to 11.5 g per dL and her WBC count from 5.1 to
6.7 x 10° per L. One unit of S/D plasma infused on January
22,1999, and all 3 units infused on January 25, 1999, were
implicated in a subsequent recall of S/D plasma lots con-
ducted by the American Red Cross after high levels of in-
fectious parvovirus B19 DNA had been detected by the
manufacturer in several lots.

We subsequently interviewed the patient, who re-
ported that, during the second week of February, approxi-
mately 2 to 3 weeks after receiving S/D plasma, she had de-
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veloped an illness, that began with mild rhinorrhea and
fatigue. This was followed by severe generalized symmet-
ric polyarthralgias that were poorly relieved by ibuprofen
and a lacy erythematous rash on her extremities, which
lasted about 7 days. She had no fever, sore throat, or gas-
trointestinal symptoms. When her symptoms started to
resolve, she resumed work and was tested for parvovirus
B19 antibodies on February 19, 1999. Her test results were
positive for IgM and IgG. The signal-to-cutoff (S:CO) ratio
for IgM was 1.68 and that for 1gG was 1.49. AS/CO of >1.20
isinterpreted as positive. The antibody test used was an EIA
(Microbiology Reference Laboratory, Cypress, CA) with con-
firmation testing of IgM antibodies by an indirectimmuno-
fluorescence assay (Microbiology Reference Laboratory).
On afollow-up teston May 27, 1999, performed in the same
laboratory with the same test system, the IgM was no longer
positive (IgM, 0.89 S/CQO) and IgG rose to 5.42 S/CO, which
is consistent with a recent infection. She recalled no history
of contact with others infected with or recently exposed to
parvovirus B19 infection. Her illness resolved without fur-
ther treatment. Two weeks after her illness, her blood
counts were similar to those performed previously: plate-
let count 206 x 10° per L, WBC count 5.3 x 10° per L, and Hb
10.9 g per dL.

DISCUSSION

Treatment of plasma with the solvent tri(n-butyl)phosphate
and the detergent Triton-X 100 inactivates lipid-enveloped
viruses such as HIV, HBV, and HCV.32 Viruses such as HAV
or parvovirus B19 that lack the lipid envelope are not inac-
tivated. Because S/D plasma is prepared from the blood of
donors who are representative of the general community,
about half of the units of donated plasma contain antibod-
ies to parvovirus. Neutralizing antibodies are therefore con-
tained in S/D plasma, which is derived from pooled plasma
from up to 2500 volunteer donations. These antibodies
could potentially prevent infection in the recipient. How-
ever, the amount of antibody needed to prevent transmis-
sion by a blood component containing parvovirus B19 has
not been established.®

IVIG is recommended as therapy in chronic parvovirus
B19 infection,?*% as it has effectively eliminated viremia
and symptoms.3! The amount of antibody required to pro-
tectagainst or cure parvovirus B19 infection with IVIG is hot
known, and one possible parvovirus transmission from
IVIG has been reported.?® Using PCR, B19 DNA has been de-
tected in 3 of 4 lots of IM immune globulin (IMIG) and 3 of
15lots of IVIG by one group,® whereas McOmish et al.?” did
not find B19 DNA in 10 lots of IVIG preparations. Our pa-
tient had received two infusions of IVIG to treat myasthe-
nia gravis approximately 60 days before the onset of her
symptoms. Because rash and arthralgias occur 2 to 3 weeks
after infection by the virus,® IVIG is unlikely to be the cause
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of her parvovirus infection. Passive acquisition of the anti-
body from either IVIG or S/D plasmawould not explain her
seroconversion pattern of a declining IgM parvovirus anti-
body and arising 1gG level.

Our patient received albumin during the course of her
treatment, and this should be considered as a potential
source of the infection. Saldanha et al.?® found parvovirus
B19 DNA in 1 to 3 of 12 lots of albumin, which contained
the lowest levels of B19 DNA of various tested blood com-
ponents (<10%-10% genome equivalents/mL). Higher levels
were found in IVIG, IMIG, and clotting factor concentrates
that had levels of 10* to 10® genome equivalents per mL. In
contrast, Lefrére et al.” had negative results in all 29 albu-
min batches from two manufacturers. It is interesting that
B19 DNA has also been found in 5 of 30 lots of recombinant
factor VIl concentrates that were not derived from human
plasma.®® This finding was attributed to the albumin used
as stabilizer.

The presence of B19 DNA in plasma derivatives, espe-
cially if in low concentrations, does not mean that these
products can transmit infection, as the viability of the vi-
rus may have been destroyed during processing.?426-2° This
may explain the results of PCR testing, which did not cor-
relate with infectivity assays in factor VIII concentrates
spiked with canine parvovirus before terminal dry-heat
treatment.3® B19 DNA is infrequently found in albumin,
and, when itis detected, the B19 DNA contentis low. In ad-
dition, albumin is heat-treated for 10 hours at 60°C, which
results in a reduction of at least 10* genome equivalents.?®
Conversely, the parvovirus B19 content of some of the S/D
plasma lots used in our case was reported by the manufac-
turer to be greater than 107 genome equivalents per mL,
which was the level that was found by the manufacturer to
have caused B19 viremia and seroconversion in healthy
subjects. Thus, we do not consider albumin to be the source
of parvovirus infection in our patient.

Our patient had been diagnosed with systemic lupus
erythematosus 2 years previously, on the basis of anti-
nuclear antibodies and mild arthralgias that were readily
treated with ibuprofen. Before her recent parvovirus infec-
tion, she had never had severe joint pain, lupus skin erup-
tions, or any other severe manifestation. The rash she de-
veloped during her acute illness after S/D plasma treatment
was not suggestive of lupus, and her severe symmetric
polyarthralgias were consistent with acute parvoviral infec-
tion.

Plasma was infused to our patient at the end of her
fourth plasma exchange, because of a fibrinogen level be-
low 100 mg per dL found before the plasma exchange. The
patient was not bleeding and the hypofibrinogenemia was
due to the use of albumin as a replacement fluid. S/D
plasma was also given at the end of her fifth exchange, de-
spite the absence of bleeding and a fibrinogen level above
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100 mg per dL. This was inappropriate, and we have low-
ered our threshold to 50 mg per dL in nonbleeding patients.

Viremia in asymptomatic blood donors is of concern,
especially in connection with S/D plasma derived from
large pools. Titers of 5 x 101° genome equivalents per mL
have been found in some donors.?” The prevalence of vire-
mia in healthy blood donors has been studied by several
groups with variable results that depend on the sensitivity
of the assay; the rates are generally higher during epidem-
ics.? In a study of 20,000 donors, the prevalence of B19 DNA
detected by PCR was 1 per 3,300,%” and, during an epidemic
in Japan, it was as high as 1 per 167.4° A more recent study
in which US voluntary blood donors were screened for B19
DNA indicated a prevalence of 0.1 percent (11/9,568).4
Therefore, most plasma pools from which S/D plasma is
manufactured will contain parvovirus B19 DNA. Subse-
quent to the recall and in conjunction with the FDA, the S/
D plasma manufacturer has instituted steps whereby all lots
are now screened by PCR for parvovirus B19 DNA. Lots con-
taining viral loads that have been associated with
seroconversion in healthy volunteers are no longer distrib-
uted. S/D plasma released for transfusion may contain
parvovirus B19 DNA and specific antibodies, but the B19
DNA antibody titers, if present, are at low levels that did not
lead to seroconversion in experimental subjects. The S/D
plasma is therefore considered noninfectious.

We conclude that our patient’s clinical illness, which
was consistent with parvovirus infection and accompanied
by seroconversion, was acquired viainfusion of S/D plasma
containing high levels of parvovirus B19.
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