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= non-B OF& 400M Zah BOE Dddstol 83 D5 Cinior ar
ma SHNE o H20I0r &
e oA Q= g A 200H * - HBs g?
= HIV 1 0+0l SENE 5: pnti-Hec= |
: Y < ] HMED D, =
A 3PM = SENE o =T ou
S0l AoioF & A 54 = <
HEMSD | 200H mes 2E 2 | 200 20 Meg Pg + WA R
= OHMARTE | AN Ho ZF | IOWFATSE | OHHARNESR oo 2H =&l =
olorE I olorE WIPI | B BIDID T A (state-
EE HMEMOIA CE HMEAA | FAOA EHZ A O the A= =
=J12 AlsH) =Jt2 AlsH) 3) Tl
=M ox2a? 0.130 [U/mL
ol (Second
o~ International
Standard for HBsAg,
Ol adw?2, S&8XIE
A, NIBSC
code:00/588)
=0l | 2=x9 #E® | 50000 5000 5000H 5000 5000
S X 2
WIS Jb | 1000M 100H 100H 100K 100 99.5% 0| At
S 247
ST 2007H 2007H 2007H 200M 200




H2. IS ZAHRapid test) : 22rH2 SO|H0 CHS 2SS L &I IIE
WA M | Anti-HIV 1/2 | Anti-HTLV-I/II | Anti-HCV HBsAg Anti-HBc gt J|E
x| " AHY | HIV 140004 | HTLV I 3000 40074 4007 4007
ct HIV 2 10004 | HTLV I 100} | S&ELE O 125101 & /2 HBV-marker2E U4 oH A
el non-B O} la-4a T&: | & ool WMOIE DRGHHE LMoz m
2 4004 =, SERE ¢ o HE X 0{0F &
~ g = Us 2l A 2004 P BsAg2t
2E HIV 1 0 SENE 4 Anti-HBcs | M
S0l =4 3 non- 5: = Hn, SS
W EE0 5 REXE 1 ol4
L0{0F &t o E A
SFFED | 200H Hgs 28 4 | 200M 20H Hges 28 %
S IOMHAES | QA T2 ZXH | IOWFHANES | I0MFARSHE H @ 2H Al ol
g0z I} golotE Tl | ojotE oI 2 IS (state-
I - © o of-the-art)2 &
1z €= H I £= K EE MEAIA 01 01 O 2t
EAFOIA =0 TAFOIA 304 | =012 AI®) T
EIVED) 2 Al®)
& | 29 S | 1000M 1000} 1000H 10007 1000}
S ORE=Y-E}
As SHA | 2007 2007 2007 2007
2' > H H 00M 00H 200 09% Ol A1
< ( anti-HBc: 96%
o b 20071 20071 20071 2004 01£)
b EFZ Db | 1000M 1009M 100H 1009M 1009H
SH0l Us
27

4C



gt JIE

J

(o)

3. HE 2 AHConfirmatory/supplementary test) :

—
[—

o0

= o0
A0 )
O~
2 S 0 mw
o R
L 11
K o & 1l o
™ ..odE._Anmv n
" 0l X0
oD I %0 @ 80
Rl 0 50 L ok
T T oMY | &
___MM Ho SR W | < "
B TR S
_ — S | 3
= OF mHo_n.n_w il
o 0 Q- B g
0l =5 .3 WDAO
30 ~ Al il = Yo m 50
" S ™ SR
Aan = 0 = A 5o Q| .. ol —
m (S & BIF|TH [ggm= T 3
T 8 O S22/L2x Sho<|2A” Lo
=
@) &.
)
o0 S 1o
M = J0
< o M
W LS e Bl
T 0 10 10 =
LI =ERRR U = _ =
T | SRIRK L S 3 S
< & Ok Ok Ok =K X S X
=
T
> 23
928
R
ﬂ IH
5 24 5 = 5
c =& S 2 S
< aniian) N ey N
o3 Hlu
= 30
Q )
~ =5 9a .
>~ oo Mg u
B RS = =
T (22 Bea |=% 3 = 3
= |
g EE Snw C = S e N
= o _ ) X0 OJ o) H &= o 0z
20 A0 ol Kl o [ RE, FA 0050
0w RO | KW KRR A RER| DR
O K | 60 RS s O @ A0 | &) = S0 0 o) 50 | o0 R0 DF
) A0 o A0 niks)
”lol % I o) X0 RIUr xo




K

oD
Rl

98% Ol &t

o T

o

Anti-HBs 2

10 IU/ml O] gt

98%0| &

HBeAg

2004

H

o

il

o=

[0

2004

2004

0
10

olo

=
o]

il

JJ
o3

Anti-HBe

2004

H

[}

ol

0=

M0

2004

dl

Anti—HBc IgM

CHoH A

Aol

|.

ol
80

;o
00
Rr

-

oJ

b0

OF

N
ioll

H

o

il

20000 204

=

il

Ju
ot

70

Anti—HBs

[55]
=

i

anti—HBs
il

1st

WHO

1977;

International

Reference
Preparation
NIBSC, UK

b

)
X0
nJ

_‘

F

(

15004

&

a2l

S EHl

RO
il

HE |10 follow—ups =02

Kl
0K
d
H

dI

=
0
70
0l0

al

X %0
IH A0

—_

oJ

R)

S0ld

42




o0
%0
=N
Iy
o]
X0
o0
o ©
KH | O © <0
—_ — (@)
| £ I8
W | 0 R
&M | 30 o 3
o0 O
H &
m =
[N} -
y i
g (H z
=) _MAM il
100 I 1[N
o o3
— 1K —
0L ® ,Mv
o0 = - 1o
o or xr = | = ™
S0 = (B0 EE
b0 OO [d@) T O_O
M _ Do~ NC BT o)
= B w S| Mo d
4_I_ T o3 = - < n
> = — —_ o RS =
=~ ~MH N >0 oon
T2 s RIFSg s
T
= = 2=
- __3 Ki T
ww RO gm0
= %0 ®0 | KH X0
50 | 00
%0 X0 X0
n0 n0 IS
ol ol ur
Y| 0 Y
o IH <)

ot JI&E

[0
ol

o
oK

KIO
A0

i0J

X0
o
ur

oll <o
o)
o1 xr S
S i M 2
<z8mo
S X
= o N w
) <0 8 &
OF @ =5
KH | o =X @0 K
=~ ~ % ol
L 160 [
oD | R0 JIJ &) o7
RI| @l K Ok © o0
A
110
2 M
ool
5, o)
= =
S _
g R
G __OO _IOJ Hﬁm mu
3 AN 0
b0 ror} o0 o
g =HA<d
m“ |Cr|_ - KK
= N L|o | L|o .o
m Wo MD — Ul 1o ©
% | 90 °° 0 B0 B0 B
> T RRRRK (S
S QURRIRR S
X O3 Ok OF Ok OF | =
= | R =
20 | A0 A0
1 i
o0 00
0 0
RO <
o) o
R) Kl

4 3



HE 3. 80 He
X AsHEI 28 E0Ece
2ts (Interference)

0 UHRE RGN Y FHES02 U2 PAEM2O =X IT( JES 0IN=2
(H20-A). 4289 s 250 HEST ASAL0ILE &S XA HIS0|EC=z &t
Ssis 2Eo E=W2 Qs Loilis ARl ST 2AGP31-A)

A SIEUA A E4 L= U2 A229 &80 ool sdE BA29 s daxo
2 S0l8 HIOIHAS SWsls @0l ol @ 25 AIAHS HISOIMUA JIQEIIE 5,
SSTIAIS BHSOl oN, B4 HA(EA)9 R, T= MO 2Ash LMt drolojASl Tt
2 |00 J|eaJ| = SHCH(EPO7-A2)

WXEHE (Cross-reactivity)

HASHH Al SHIDE StR-8tHl E4H0| STE/JAE S 0120, 2R, A £= sYst
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FO0LE|AQIXI (Rheumatoid factor)
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& Le ot? 2% S018& A0l

01 2t& (Sensitivity)
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= O & ZIO0F ot Hest /Yd Z0e =& o HE A0IC
HIS0l= (Nonspecificity)

ZHA Olatel 24 20| Ot S20 et 2AF AIAEINAS Al BESE. ot - BISO0I
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2 SHCH(EPO7-A2). E46teie 22 20 CE 2210 80| BtSole 3=(M34-A)

MS /EHES (Signal//Measurement signal)
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o EX HMEE0| 286t Mo &

AHUSE/XHUSX (Predictive value of a positive test result//Predictive value positive)
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ol Z2HEE)2 RYEN XFO oHAdNOF StCH B) PPVe FEHIU[FE SEE2 100

X(TP+FN)/(TP+FP+FN+ TN)]2 100XTP/(TP+FP)2 A &HE T

fl2d 2t (False-positive result//False positive, FP)

ZYOILt S0l &= HHOA OIS AlAlots dZ A2 A0 B2 I, U
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O A H2AXR SHIt H2EHUASLHUZ ZAIIIINA Old=E S4 HEA &S) HHEHO
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A S48 BRM47-A)
£ AL HIZ & Z0HI/LAZ27-A)

=
0
10 0
>
x
(@]

A ZI (False—negative result//False negative, FN)
AL 24 AANAMS S8 2AF 2

AU (Precision)

#dE XA GHHM 2HE SEE0 HAIRZUE Jt20 9XI=2 A ISO 3534-1). ot
W 32E= dEX8oZ =3t i
I e BHOlH)ete 0z 3oz TEECH(H49-A)
AYE XAGHHAM 2 ZIHe SAF 20 2te] LXIE(ISO 3534-11). ot « 2= &
? X BEUCH =00, Eat L= SH M= &2a0] SUCHISO 3534-11)(C3-A4)

E0lE // 2450|lT (Specificity/Analytical specificity)
PSS PSS

MSAAMUN SHOIDR sHe SHY WD 2H W 02 2T SHEX L= 249

F AAMN = 24X 2™ E(Decision point)2  E£= OteHO JYUeEIN(SXAE L= S
—
j—

22|22 (Control//Control material)

HE 228 ol 0182T= JII, A, L= sSZ2HX &, oL : a) AIZE0] E3E S
Lt &HIote UE A S46t0A ot 222 Hadte B8 f= s5= 28 g0 U2
0] 224N RUCH b) & 22I=2E2 0 S22 & 2A2ECz2 M= s IE WA =
=832 Rliid= ArEotAl E=C
Ct22 (Polyclonal)

S R0 U2 AAZFHII=22H MAE & £= BAIES CE SE=22H MHEE
CtE SIS0 std2 2= &l s22 MSHQ HY S (immunization)8 2HKXe &3
2 U222 M0ICHU/LALS-A)

©=22 (Monoclonal)
MOl &l S20| A A, ot @ S22 &Ml 9
ME 25 olUo A} MEZcHA P

(MMO4-A).

NES oY SRORLE RUE, HA2220 Z2 MEC JINS NE. H22HE 3t
O E= B0 S 8 EIYO FA NS JHE HASBERNY. 2E 2XE SUs 22ss
X ST X SOISS JINCL SEERSME WS HMEN TEN GUYSD RESS I

CL(CIS2E2g M2 XH01E) (I/LA15-A)

SHYH?, dsYHA(24IIs8<S) (Dynamic range)

A0 Z2Us H = Us S R ot 1) BAECZ A2 s ¥Eotl Lol
H SHE £ Ues JIsdE Y 2) sclEoe=z & ZHUAM JIlEs 2428 s£29 =
tHOI
o T
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HA=MYH (Immunoassay)

EAZEN Z2E Jlsd E0| &J0IL EHE 0|0l 2l2E-ZE 24(C45-A)
St E AME6IH =& 2 =Hole 2AIE. . HEESHEH2 He8d = HIFEA, DA £
= ML, S/AFA TE HESRAKLA, S/EX T= SHEXN, ¢ = 013 29, 2&HA
T= HZEE g8y d QL & [gEQF 2dl=2)] &3 0| IgE dAIEL HREE2 HIEE
N HAZHYOICH(I/LA20-A)

M, iz "2d"d SANH=Z

B8 224 (Semiquantitative assay)

BIM SIS AMAAE S HHAAIEN BtS 2E0 I SES M8l A0 Sl 2=
U4 ASO BHOlE &ol St = AX(titer, grade E2 class)2 ESECh mLY 2oz A
o=l the= Z2X-50| 0| S-S 2H0|LE 2AIE MSI S402 Methse =24d
3|0 CHoll At C=Z ZHETHL HSHA HE S Hluwsted Z2EEC ot &8 238
SIRAHLE, HEE, = UM A20 AIAEUHAN HE5= 345 MES=E ZdE2Jg8a-50|
[gE ZAIEES BHEHSAAIBEUA MEE = S-S S0 EH W IgE &Xl =0 8ldict
I LY SISt E0ILN et X DI SYLX Lod BHNSHOZ  2bEdE

Ch.(I/LA20-A)

OHEQI BIS H9t Us HHAAMYES BT, YEU0 SO SAHE, £ ZAH

CHeh Hlw)(M34-A)

Y™ E22 (Calibration material//Calibrator)

MUY O Z2NE XZFHOIALE HAM Deld/f= MEQ Btsoz WA BFS2 HlWot=s
O MEEH=s 210 Use = Fold 2 S40: s&, 84, 2 Bts4)2 A= 28 =
JIF(C29-A2). SHUE S 2HGH)| fol L= ZHe BtS2S HlWsh)| oA MEEses &
AN HSN/AENE EH0 @ s&, 4%, 25, BtS4)S 2= 220U X, ¢ 1 a) &
220N SH2E 22 12 HEZUEOA 2ol&E SHAHimit) Lo UM, EAB Bts
I SHE = S0 2AHE LFot=0 AEE = Ultb) BEE2E2 2IF = 2HM EF
S20ILF &1 220 A242 JIAOE stlh C) 24222 g ¢2 U= 2H2ZE2 238
=2 d36l=0 AF2E = UCH D) “9X7"2 “0IxF EE"0lgt s 23222 X&Edl=
EHZ WHOR ISONM A== UCHI/LA20-A)

F422 (Analyte)

SALAI0] =3Gt= ZAIS 28 = 24deAa
SHE 2 AL (Screening test)

EHEAEO SA0 S st FOE 29I =ot= AMEES S0l Y& N/AEIS
2ASIH FIOIEQ ZEOILF HEN oyt &8s otJl st AL HAL
M E8tst’ (Recombinant-derived antigens)

REZ2EH=S UE &, &, L= MMM EHA 2HS0HHY EEOE L= SHEHA,

rx
0o >
o
ol
A

|
ot

} (Prozone effect) £= £3 & (Hook effect)
= & bz =& Hts2 gollotd &2-8Hd 8-20] =& 0OlotE UEtLeE S &

A
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0
op
AL
x

(Quantitiative assay)

2NN 2A2EO SEE =SS £ s AlAH, H 242 HFE 2D 220 2= 2
8 2EHCZERH T L= 013 2IHZHI0IE@ES Soll OIFHAICH oL « & €3 [gEQl ¥
goz BEE ofe FoE €3 HESE(ZF, WHO EE2Z 75/502)01 2342 J&RIC
BAEE SE9 IgE &M E=0| 2D 20l IgE &M e Mo Hag2 o2t €3 IgE
HZE INHCZRH2 015 AHZHO0I&N 2ol 28 &0 2= ng/mL &&= IU/mLE 21
2 £ QUCH
HHE2A (Qualitative assay)

=H229 &It Otllet &®HA 24222 UL GES L= A AlAE., &4 HAL
Zll= ZAF AISDF 24 9XIE Y= A2 2016t 2H cutoff@2 &E L& S0&
Of CIRAE X&0l Slol PoH&ICH QL : LA 2A ASE A2 & Lo AAIE 2y 2]
a3 50| [gE A2 &=Me 2T H0F L.

H& S (Accuracy)

EMXI2 & 2t A0 X "}
&8 A (Conjugate)

SO £= 1 0149 22 0| 20| BN HES0E 22 (M34-A).

SAHK, HIQEHEX, BAIMEX, HZEXE Mt 20 & 22 A0S SKRZE0 2l
A OAAREL AlQF, OFLY @ DY 2D HAIANA A2 s D4 HASHYUAS E&Hes
50l EXl IgE A, 22 HHMA ZAIEHAS d&d=s BEX L2 & Al9Y =+
UCH (I/LA20-A)

X2 Al (Diagnostic test)

HEst dso M e &2 Xslh JHE 242 HHU H2ZHRE Zotot)| fst &
aHe 58 52 HAHE21-P).

EF Hato X e =2 x=E, E2 Mo SXHUAMe AHZO0ILE H2AS =M4FECE
"WOIoH)| |l 582z, JHAY HHMC S =2 AL U @ BAA dAle HE2& in vitro
diagnostic test(HIQ & 2AhHetD 2 CH(MMO04-A)

ol
A
o

10

& N228 /&1 M2 (Reference material/Reference preparation, RM)

1) otlt = 1 0429 E4 g0l 206l 2ol JIF9 Bd, SFUYO B £= =
o g2 Yol RN AIEEHEsE 22

2) QIHENEE, CRM, EAt Doz USE UFN 2o SIEAD ASALE CHE 2
SoI20fl oloff ZaE AFIF UL =X Jisst oLl £= 1 0142 gis %= &1 22,
OHLH : a)CRME “QISAII Ues FONSEZAM otL = 1 049 E4 20l E X0l et =2
OlEId, O EXe E4 20| BaEsE oo Hatst RS0 e =g & £ YD, J20l
CHoll 2f ZBolE g2 A2 HAIE =02 SEAAHN SHstCH et dQStCh B) BE&E
ED2Z(SRM)E USEHNEE(CRM)C & 01222 M WHH =28 HEJANBYLZ AR
g =887 2ez, 2gEII=dHHZAWNISDUH 2o o5EHD HEGHEsE SEIN=EO
AZEH0IC
&3, RIS (Affinity)

SISt=E20M X 02, 22X 203 08, ¢XIF B2l 20iX= &, HASHIA st f
o st AAI| 222 & Wl stHMl A0l &=Z5te &
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S =2 M 28 EE0 2ot 2420 SEME 4Hols, HASHYUNA AM=2E=
Al 2O BFLt
224 (Efficiency)

[m]

CIO=FYUA LL0IE SHOIE & 2O W2E(I/LA23-A).
SHPOoR =XE & 2O WESR o s SHNE (I/LA20-A)
AAE C= DHQADF XS HASOR AIRHMA 1209 HAD Jls2 +8sls HE

(AUTOO088)

&< (Absorption)

CHE Soid BIESSZ(0 - XM L= g3)2 ZIE Sof EUZRH &€& L= SME
HHotAU Satote 2, =20l E=H0 2ol HELZ asfXe2 e =2H2Z S+4
J RS 7Y = SMU =S&He ud

&= (Adsorption)

Ol=, gt 2 &4, 12l EH 2488 a5 Eest (e st oo At JIX £= X
MEA, X 2l ol=s 220 OE 229 oy €= A
3|2, 3|4 (Recovery)

SN s 222 21 JYs L2 HItet £ 2HEE &2 SIE =0l oLl « =42
20| EIIEX &£2 &€& A Eotel €8 iz 48 229 It EIteEl &l =58t
NE 24H¢etlh EoteEl 2829 &2 0lote == 3l A8 EF0I0 100% 2=t
OIAHEOICH 2l AE2 U2 EHe= a&-3l EA0ICH
&t Xl AHAI (Confirmation test)

D HEZAMAE CE, S0l O =2 Mlsstd 2-ol JIeetd 24 dEHAF 202
S&ot=0 MEE = dA dEtHOZ SXH A= HSZA0ICH otH @ X H A 2EE2
< ZHII L4 = sHdo=z EEA Z2EsC BOSEN SXNAANE LEtEOC=Z JtA T
ZOIEDNL/EHEAIN(GC/MS)IE AFSECH UZEIF =HL S0IEIF =2, H22 ZAHEY
oz & EM HEE =0Iot= S At
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L 39/34

(BN ]

(fficial Journal of the European Union

0.2, 2009

{Acts adapted under the EC Treaty/Fumatom Treaty whose publication is not obligatory)

DECISIONS

COMMISSION

COMMISSION DECISION
of 3 February 2009

amending Decision 2002(364/EC on common technical specifictions for in vitro-diagnostc medical
devices

{notificd umder doament mimber (J2009) 563)
{Text with EEA relevance)

[2009/108/EC)

THE COMMISSION OF THE EURQTEAN COMMUNITIES,

Having mgard to the Treaty establishing the European
Community,

Having regand to Directive 9879EC of the

European

Parliament and of the Coundl of 27 October 1998 on in
viro-diagnostic medicd  devices (1), and  in pamticular  the
seoond subpamagraph of Artide 5(3) therof,

Whenas:

i

3

i
¢

The common technical specifications for in vito-diag-
nostic meadical devices are lid down in Commission
Decision EDUE.I"SE-{I'E(: f).

In the interest of public hedlth and in order to reflect
technical progmss inchuding  the evolution in the
performance and analytical sensitivity of devices, it &
appropriate to mevise the common technical specifications
laid down in Dedsion 2002[364/EC

The definition of rapid test should be mfined in order for
it to be maore precise. For the smke of darity further
definitions should be induded.

POTL 33, TR pod
j oL

131, 1652002 p. 17

51

4

(5}

()

()

To bring the common technica specifications i line
with current scientific and technical practices it is
mcessary o update a number of sdentific and
technical references.

The requirements for HIV screening assayvs should be
darified. In order to ensum that the performance
criteria appropriate to todays technology is reflected in
the common technical specifications it i necessary to
add requirements for HIV antibody/amtigen combined
tests and further spedfication of the sample requirements
for certain assays.

The Annex to Dedision 2002/364/EC should therefore be
amended accordingly and, for the purpose of clarity, be
replaced.

Mamufacturers whose devices are already on the market
should be given a transition period in order to adapt to
the new commaon technical specifications. On the other
hand, in the interest of public health, mamifacturers who
s0 wish should be able to apply the new commaon
techmical specifications before the expiry of the transition
period.

The measures provided for in this Decision ar in
accomdance with the opinion of the committes st up
by Articke 6(2) of Council Directive 90385 EEC (%),

O} O] L 189, 2071990, p. 17,



10.2.2000 [ ]

Offidal Joumal of the Fumpean Union

L 39/35

HAS ADOFTED THIS DECISKON:

Artick 1

The Annex to Dedsion 2002/364/EC i replaced by the text in
the Annex to this Decision.

Artick 2

This Decision shall apply from 1 December 2010 for those
devices fist placed on the market prior to 1 December 20009,

It shall apply from 1 December 2009 for all other devices

Howe ver, Member States shall allow manufacturers to apply the
requirements set out in the Amnex before the dates set out in
the first and second pamgraph

Artick 3

This Decision is addressed to the Member States.

Done at Brussels, 3 February 2009,

Far the Comvmizaon
Gitnter VERHEUIGEN
Vice-President
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L 1a/3g Ovfficial Jowrnal of the Eurapean Union 10.2.300

ANNEX
ANVNEX
COMMOMN TECHMICAL SPECIFICATIONS (CTS) FOR IN VITRO DIACMOESTIC MEDMCAL DEVICES

1. SCOPFE
The commvan fechmical specificationg aed oot in ths Anner shall spply foe tThe porpoacs of Annes 11 Tiit & in
Dhrective $4/7T9EC.

r DEAMITIONS AND TERME
(THagmmet i} ermciiiviey
The probablity tha the device giws a positive reult in the presence of the target muarker.
Trse posive
A specimen known io be positive for the larget marker and cornecily dassified by the device
Fabe myative
A apecimen lmown to be positive for the tarpet marder and mischssified by the device
(Dizgnostic) specficioy
The probabiity tha the device giws a negative result in the abseace of the tanper marker.
Fabe positve
A apecinmen lenavorn tes e gt i fewr ihee tanged warkr and el sifiod T ithe devies
Trse negative
A specimen known o be negative for the target marker and cosrectly chissified by the device
Amalytical sensitivit
Al ytical sensitivity may be expresed as the limit of detection, e the snnallest smwunt of the target miarker that
can be preciely deected
Amalyrical specifidty
Analytical specificity meane the abdity of e method to determine soledy the target narber.
Wisdeis seid smplficarion rechmipes [NAT)

The term “HAT & wsed for tesits for the dection andfor quantification of mucleic acids by sther amplification of
a target sedquence, by ampliication of & signal or by hybadisastion

Rapid roer

'R:pddlal.'nﬂm uhﬂvewmmquﬂmln&h&dﬂgnﬂcnﬂul&vbuuﬂ: or in a small
series, wihdch d iy b o | udhmhmduglwdmgtuaﬁnm::gbr
Ranscrmese

The rohusiness ﬁmuﬂyﬂp&mﬂuemﬂiwﬂyﬁmnﬂ}udmmrmnwﬂm
amall bt dedldverate d i o rm'ﬂumhﬂ.ﬂlmnrhmqrwblgnuﬂrﬁ};
uskge.

Whole sysem falure rate

The wvole syatem fad fabe the freq y of fudl when the entse procesa is pefosmed e preserdbed
by the mamifictuer.

Confirmation assay
Conflrmation assay means an asay wied for the confimation of 3 reactive sesult from @ scsening essay.
Vires pyping assay

Virs typing assay Mnﬂwmhmmﬁﬂyhmpﬂm:mﬂummhw
disgnosts of infedien or for g

53



10.2.2009 @ Offidal joumal of the Furopean Union

L 39037

ii4

115

ER N

iR

R B

ER BN

Serocony ersion HIV samgples
Seroconversion HIV samples mean:

— P4 amtigen andicsr HIV RNA positive, and
— mecopndsed by all of the antibedy screening tests, and

— positive or ndeterminate confirmatory asays,
Early serocomversion HIV smples
Barly seroconversion HIV simples mean

— P4 amtigen andicsr HIV RNA positive, and

— not recognied by all of the antibody screening tests, and

— indeterminate or negative confimatory assaye

COMMON TECHNICAL SFEORCATIONS (CT5) FOR FMODUCTS REFERRED TO IN ANNEX IL LIST A OF

DIRECTIVE 08/ 79[EC

CTS for performance evalustion of magents and respent products for the detection, confirmation and
guantification in eman specimens of markers of HIV infection (HIV 1 and ), HTLY [ and L and
lhepatits B, C. D

Genens] Prinelples

Devices which detect wirs infections placed om the market for we 3 either screening or disgnodtic tests, dhall
meet the sequirements. for sensitivity and specificity s ot in Table 1. See abo peinciple 3.1.11 for screening

FEETES
Devices intended by the manufachirer for testing body (usds other tha n serum or plsne, eg unine, sabiva etc
shall meet the sime CTS requinements for sensiivity and specificity 33 serum or plisna tests. The performance
evahuation shall test samples from the same indiidiak in both the tesis 1o be approved and in 2 sespeadive
serum or plsn s

Devices imtended by the manufacturer for self-test, Lo home use shall meet the same CTS requirements for
sensiivity and specificiy as respective devices for professional use. Televant pans of the perdormance evaluation

shall be carried out for repeated) by appropriste by wers o vabidate the operation of the device and the
ingtiictids for se

All performance evaluations shall be carried ot in direct comparson with an established state-ofthe-an device.
The device used for comparson shall be ome beasing CF marking, if on the market at the dme of the
perlor e evaliatiog

If discrepant test resulis are {dentified as part of an evahadion, these resulis shall be resolved as fir as possible,
for example

— I evahuation of the dscrepant smple in further test aysiems,

— by use of an shermative method or markesr,

— I a meview of the clindcal status and diapmosis of the patent, and

— by ihe testing of follow-up-samples.

Performance evalitions shall be performed om a population equivalent i the Europen populition.

Positive specimens wed in the performance evaluation shall be selected 1o reflect different siages. of the nespedive
diseane(s), different antibody pattesns, different genotypes, different subtypes, mutants, et

Senaitivity with true positives and seroconversion samples shall be evalused s fodlows:

Diggnostic test senaitivity dusing seroconversion has to nepresent the stae of the art Whether durther testing of
the sme or additional seroconversion panek & conducted by the notified body or by the manufacturer the
results shall confirm the initial perfornune evaluation data (see Table 1). Seroconversion panel should stan
with a negative bleed(s) and should have aarrow bleading mervals.
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For bleod screening devices fwith: the exceplion of HBsAp and anti-HBc tesis), all irue positive samples shall be
identified a5 positive by the device 1o be CE muarked (Table 1). For HBaAg and anti-HBc tesits the new device shail
have an overall performance at least equi valent to that of the extiblihed device (see 3.1.4)

Regarding HIV fesiz
— all seroconversion HIV samples shall e identified as peositive, and
— ait least 4 early seroconversion HIV samples shall be tested. Hesuils should conform to the siate of the art

Perfornmance evahation of screendng assaws shall include 2 5 posiive §ff avadable in the case of rare indections)
“aame day” fresh serum andjor plisma samples (= 1 day after sam pling).

alive 5 m.a'uusedln: ormance evaluation shall be defined s0 a2 1o reflect the target population for
ﬁl\lhﬁh" A PH'f ple hloaed A 2, hoepitalined padiends_ Wﬂlml:f_ﬂr

For perfor mance evaluations for screening assavs (Table 1) Blood domor popubiions shall be imvestigated from ai
hﬂr?wntlmddmm uﬂmul‘ﬂ'mm domations, which have not been selected 1o
exclude fimi-time donors.

Devices shall have a specificity of &t least 995 % on Hood donations, unless otherwise indicated in the

dablks. Specilicily shall be wlobe] udng de Fopesy of epeoiclly e je bbe
Iw:lmshhhud.dmmnegmfwllﬁmgumrh.

Devices shall be evalusted to establish the effect of potential inerlering substances, a3 pan of the performance
evalimtion The potentis] inerfering substances to be evaluated will depend 1o some extent on the composition
of the resgent and configuration of the assy. Potentisl interdfering substances shall be identified 33 pant of the

sk analysin requined by the essential requirements for esch new device but may inchude, for example

— specimens nepresenting “rebited” infections,

— specimens from multipars, e women who have had more than one pregnancy, or dheunaioid Gotor
prositive patients,
coli, of anti-yeast,

For devices intended by the munafacturer to be used with serum and plasma te perdormance evaluation must

demona trate derum 1o pliana equivalency_ This shall be demonstrated for at least 50 donations (15 positive and
25 negaine).

For devaces imended fr use with phisma the performance evahuation shall werify the performance of the device
using al | anticoagubinis which the manufeciurer indicates for we with the device. This shall be demonsirated for
at least 50 donations (15 positive snd 25 nepative).

As part of the sequired sk anahsi the whole system faduse rae leading to falienepative results shall e
determimed in repeat suaps on bow-positive specimens.

W a new in sitro-disgnostic medical device ng o Anmex 11 Lt A & not specifically covered by the
commcan technical specification, the comamon o for & related device should be aken into
account. Rebied. devices may be ddentified on different grounds, eg by the same o simibie itended se or by
similer wigks

Additional Reguirements for HIV antibody/antigen combined tests

HIV antibedy Betipen commbined tests inended for ant-HIV and pl4 antipen detection which include chims for
single p24 antigen detection shall follow Table 1 and Table 5, inchuding criteria for analytical sensitivity for p24
rtlig it

HIV ansibody. hined Lotz & ded for antiHIV and pld detecton which do ot include chiina for
single pl4 detaction shall follow Table 1 and Table 5, emcluding crileria for analyical sensitivity for p24.

Additional Requirements for Nudec Acid Amplification Tech niques [NAT)
The perfornasnos evalustion criteria for MAT assays can be found in Table 2
I-'-nfl.-'gd. fication s a functionality control for cach teat I i ool o hall redlect

atate of uL'I‘IH:mrI.mI ufsupm!bhhuﬂdhmlglﬂullﬁﬂﬂptm:.i.&eﬂrﬂm
snpﬂ'iﬂlmh}rhrﬂulmdﬂmm
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The sensitiviity or detection limit for NAT assaps shall be expresied by the 95 % positive cut-off value
TIH:I: Jemmmmwlmeﬁi%ufulmmgtvepﬂlwmuhfulmng:uhldﬁuﬂmd‘m
erence muaierial for example &8 WHO standard or calibrated reference materal

Genotype detection shall be demonstrated by appropriaste primer or probe design walidation and shall also be
wﬂﬂdadbylﬂhgdwﬂumdgumypad amples.

Results of quantintive NAT st dhall be traceable 1o itermational standisds or calibrated sefesence materialy of
avadlable, and be expresed in intematonal units wilised in the specific field of application.

MAT assays may be used 1o detect virus in antibody negative samples, e pre-seroanverion samplen Vinses
within immmecomplexes may beluve differently in @mparison © dree vinsesy, for emmple during a centri-

fugation 5 It is thenefore that during robusines sudies, and ve OOV SR
!uga -l.:|:. impeoriant ing body-negative (pre-s

For inwvestigation of potentis] carry-over, at lesst five rung wlh:lmﬂl: T gh-possitive and Apecimens
shall e performed during robisiness studies. The high positive samples mmpmeufmiwlhmﬂy
ocourting high vims titres

The whole sysem fdlne rate leading o fabenepative reulis dhall be determined by testing low-positive
smmmmmﬁilm:Hnumm:ﬂmaquﬂulmﬂweunﬂllﬁﬁi
positive cut-off vins conoentration.

CTS for the mamdacurers relesse testing of reagemts and reagent products for the detection, con
firmation and guant ficstion o uman imens of markers of HIV infection (HIV 1 and 2), HTLV T and
II. and hepatids B, C. I¥ ll_Imnumhgic?m only)

The manafsetres selesse testing evitests dhall ensure that ewesy bateh consistently dentdfies the selevant
antigens, epitopes, and antibodies.

The nunefacturers batch rdease testing for scnvenin g assays shall inchude at least 100 specimens negative for the
rekevant analyle

CTS for performance evalustion of reagemts and resgent products for determining the folowing blood
group antigens: ABO blood group sysem ABOL (A}, ABO2 (Bl ABO3 (AB): Rh Wood group system
RH1 (D). RH2 (C), RH3 [E}, RE4 (c). RHS (e} Kell Iilood group system KELL [K)

Criteria foor performance evaluation of reapents and resgent products for deermining the blood groups antigens:
AR bheed group system ABOL (A), ABOZ (B), ARO {J'I..B::th'hﬂ'ﬂ. grﬂ:}!lﬂnmﬂ{l}] o BHZ (), KH3 (B,
TH# ), BH5 (g: Kell blood group system KELL (K) can be found i T

All performance evahiations shall be carried ot in direct comparson with an established state-ofthean device
The device used for comparson shall be cme bewing CE marking, if on the market at the #ime of the
performance evahation

If discrepant test resubis are idenmtified as part of an evahustion, these resuls shall be resolved as firas poasible,
for example

— I evalution of the discrepant sample in funther test sysiema,

— I use of an ahermative methad,

Pedormance evalmtions shall be performed on a population equivalent i the Furopean population.

Positive specimens used in the pedformance evaluation shall be selected 1o reflect variant and weak antigen
expression

Devices shall be evahuated o esublish the efiect of potential nterdering substances, 3 pant of the performance
evaluation. The poental intedeting substances 1o be evaluated will depend 1o some exent on the composition
of the resgent and configuration of the asay Potentia] interdering subatances shall be identified as part of the
ik analysis requised by the ewentbl roquiremients for each new device

Far devices mtended for use with phsma the performunce evalustion shall vesify the performuna of the device
Tgﬂ;bmgdﬂ:ﬂidﬂlﬁmnuﬁiwhdﬂﬂfwmwﬁ the device. This shall be demonstrated for
al last domastions

CTS for the mamifscturers relesse testing of magents and reagent products for determining the Irlood
group antigens: ABO blood group sysem ABOL (A), ABO2 (Bl ABO3 (AB): Rh Wood group system
RH1 (D). RH2 (C), RH3 [E}, RE4 (c). RHS (e} Kell Iilood group system KELL [K)

The manufsciress relese tedting  criteris shall ensure that every batch consimtently identifies the nelevant
antigens, epitopes, and antibodies

Requiremeants for manufzcwres batch relese testing are outlined in Table 10,
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Table 10

Baich release criteria for reagemts and reagemt producs o determine blood group antigens in dhe ABO. Bl and
Eell Islood group systems

Specilicity Testin g Requiremments on each reapent

1. Test reageints

Hood Groap Beagens Miemam numbe r of comnal cells to be emed
Positne reacsoms MNegasve reacions
Al AR Ax B L1}
Anti-ABO1 [ant-A) ] 2 0% 3 ]
] Al Al 1]
Anti-ABOD fant-B) 2 2 2 2
Al AZ Ax E L]

(X

Anti-ABO Y fntd-AB)

b
o]
s

Rir Rl W kD r r i

Anmi-FH1 (@enti-D) 2 2 (™ 1 1 1

k1R Rir r RIR2 rr i g

Anti-RHY (aat-C) 2 1 1 1 1 1
k1R Rir r K1k

[
-

Amnti-RHA (2ntic) 1

k1R R e K1k r'r i g
Ant-FH 3 End-F 2 1 1 1 1 1
R1R2 B2 rr [l 1
Anti-RHS (nti-e) 2 1 1 3
Kk &
Ant-EELD et -K) 4 3

% Oy By racommended techon qoe whens ragesviny agemms these megens & clemad

Note: Polpdonal magems muos be temad agams a wider pamel of cells to confrm specticny and exclude presence of mmwaned
anm amEnaEn g anshadian

Acceptance Cdieda

Each batch of reapent must exhibit unequivocal positive or negative resulis by all recommensded techndques in
accordance with the resulis obisined from the pedfomance evaluation data

Control Materials (red Cells)

p

The phemotype of red cells msed in dhe control of blood typing reagents beted above should be confirmed using
cilghlished device

6 6



M
or

O

=L
1o
-

~nJ
K0

=
110

HIOI X
HIXH &FE

=3
=

ol
i
A
nA

XI&/363

Ol
7
ol
A

XI&/288

Ol
7
ol
A

XI&/159

Ol
7
ol
A

XI&/56

Ol
7
ol
A

XN&/43

Ol
7
ol
A

N&/22, 23

—I“’
ol

ol

HIAE

I

—

—

H

o

=2&¢

Al

-

<J

ol

(% BiOlAMIA D)

=2 Al2lE

110f
)l

O
io0
~
R0
io0

=S

L
(L)

o0 LH
ol 3J

2006/11-1470000-000547-10

2002/11-1470000-000547-10

Wi
<L

P

J

o
=

E

29/

H

Al
(=

1.

B
OH

60
~
)
io0

ItCH2 11(2009)

ItCt2 11(2008)

ItCH2 11(2006)

ItCH2 11(2004)

ItCH2 1(2003)

JJH01E Al

H

1IE
=]

ItCtR 11(2002)

NELIE

2.

. Ol
K T B &
o <0 N
R ~
B = -~ =0
i = <=
~ =
i
=
E] =
60 =
ol OHY
20
?
1of ™
il 3
o =
60 =
~J =
RO ~
0 i
w0 L —
ol 3 S
or =<
= <
i Ul
%0 v S
~J o] N
K0 <
60 &l

67




Ol 0H Ofl 0H Ofl O Ofl 0H
w0 2 TN NS TN I [N [ I R R
NI A o3 A N3 N I M I
W X <l K W X < K W X W X a Ko K
y = y = y = y = n = = 11= IS |1=
= = = = = = = =
= = = =
= = = = = sy EE ag
= = = = = = g o Eoip
mﬂ___ e e e rsor rSor S Ay
ol ol ol I o I aT ol o1 ([} ST
20 20 z 0 2 20 2w Do
z z z Z
> o S o S o S - = hl =
> M_ S W_ 3 M_ 3 % % w %
N 08 o8 uos N S N S
= El | Bl | El | o o o o
_ _, © . © _, © T T T T
S ol 5 ol S ol TS S S S S
S DI DIIRY VN S S S S
5 Ul o Ul o Ul o 5 5 5 5
T > 5 > 5 > 5 T i T T
- ™ ! ) J_I ~ 4_I — — - =
(@] (@) (@] (@) ()] (@)] (@)] (@)}
— — — — (@] (@] (@] (@)
(@] o (@] o (@] (@] (@] o
[q\] Al [q\] Al [q\] Al (q\] Al
m%@m sl = W =z = = W of o o R) A
T ~ W . A (A M ar W o = ono Mm 2 g ol m
- o (¢} = | = 7 — — = |
> oo w Aol =ooog o AR s TSy
Q W o ¥ o K g p = o B Ix 7 8 W of nolea B R im R g
oW oo W O K& - ] il R 3 D D S Ul |an ::.M _ O oF RY)
S = - A - T = - S L R i L O B
T . R ® B |0 3 05 o5 m <X gz = & o U K R <0 @0 =
= % of < o 5 o N o ® 3 o W~ 2 R K
= = <020 g 20 0 20 & ! - . oJ

6 8



/397

[

K&

/396

INES

-
1o

/395

INES

/394

INES|

/

INES)

/388

[=]

RS

ol
%

—_

<Nl
|l

/374

[

K&

ol
%

—_

<l
|l

/359

[

K&

ol
%

—_

<Nl
|l

NI 2t

H

&= XAl 2t

f

=

013

i

4

ol

o]

0K

pum

<

IF

&l
i

—

oIZ

i3

&)
H

;

Ol

IF
&l

—

OIS HZ

n;

o8 Xl Al 1t

=]
=

8Ol A

INPNE=PSIn);

KJ
Ok

R 2t

L

—/

=

s

pm 4

o

—_

11-1470000-001906-01
11-1470000-001924-01

11-1470000-001905-01

11-1470000-001904-01

11-1470000-001903-01

11-1470000-001739-14

11-1470000-001754-14

11-1470000-001714-14

2009

2009

2009

2009

2008

2008

2008

NS
=S
=

Jtole
-HPVDNA & JI& &|2009

BOl2 &

XIEOHE) -

ok

Ly
[z
X0
ur

K1

i

00

o)
)]

70
T
AT

JtorEet

Jb JtolEet

o

iVE
(==}

Jtol&Eetel

| g
[a=)

NN

_|

H

)

oJ

(

ol

JHolEct

[

Jtol

PEcdls SAHMHME

JH0IEte (B &)

=N
0

/355

[

K&

69

2008 | 11-1470000-001744-01

Jrol&et

NP
(=

-/




Ol Ol O Ol Ol Ol Ol Ol
== (ep) - Al =t — o, (@)) = ()] = ()] = Lo <t = Al
v 15 v < oV < v v [ AgRee] v — ™ oV 1o
2 S 2 ol 2 R 2 = =
R A K R A K a w A w R K0 a x
n = n = n = n = n K n K n = = =
=4 =4 =4 =4 = = =4 =
E] E] ﬁ_nm ERE] E] i
Hio E] =] EREIE) =] o M </ = mji =
o — — o = = or o = — =
of = = < 3 = < ST ol = U = =
ol = = <l = 5 &) ol RO = o)
0D al al mw o 3 e 2 ol © 3 K al K
Kq il ol T o 0l g o K{ o ® & ol ol
= - =) = D Ok 20
<
< < < < < ) < 3 N - =
T T T T T T @ T @ T @
S S 3 3 o g u Q Ul ul S Ul
N~ N~ N~ N~ N~ — O © o o © o
S P > S P 8 A s> A A > A
N 9 ? 9 9 TR T A N TR
S S 8 S S g g & i g
S S S S S S o S Ho b S o
2 2 2 2 2 2 or R or or 2 or
i i T i i oo T of oo
- - - - - ] ) 20 A
(o0} O 0] O e 0)] e 0] N~ N~ N~
(@] (@) (@) (@) (@) (@) (@] (@) (@)
(@] (@] (@) (@] (@) (@) (@] (@] (@)
Al (a\] Al (a\] (a\] (a\] Al (a\] (a\]
80 = oJ — W
S 0o o o T o = g
0 W0 o) W M OF n 0 = U s KOS W R om w R = g
of T 1o M ul xaum = E%M&BMH I:I_. ~ f ® w
ol X0 Ul |y M o N - S ol 20 Ul g 4 __ﬂomm AH,%E
R S = 8 N RO o - N e S ok X N Kl > » o
o= =& . 10 & 555 2., K RO 5o K
K- 3 N n & or X0 s Kb = W5 @ T ol
=r 0 30 K1 or r O = r . =
(w] —_ = — < O_ K m _n_v_| K > =
o < = T =
KO Kd T

70




O
RN mHo:: N el © L 0K oH
g N b_ N v © S DH== 0Kl ohy
> ® A N SIS N U 5 9 O
A K - K0 ~ = o= N T A )] 1 =) I~
= <= 2 KO = 5 < == N NS oY o w0 = <
_._.H = = — .AE __AD - __AD -~ = < _J._ — - — 110 o)
i I W K = U Ky KO = w o0~ N T gt
= = u IR Brdz| 3r ~® | 3R A=
= o Wy = = U= K >
R P = n W R = A K
w0 = _ = - Lm
ul a0 0 _ _ = =
<J - z w0 T w0
= <! < wd = =0
: 3 3 0 WD w 2 o0 .
al < < of of n = < = o0 mi
D - ol =7 oo = £ = w =
— n ID_M - ol I = = | =
S = s oD il of = <l o < =
= =) S o 0 o ar = 0 = R
- - = Al KA ol i Rl ] ol
= = DHE Q I = Kl
[@ XN ep] — O _— <
| [@ NN — —
— I o SN — © —
. S Ul < Ul N RSN =3 _
S = © 2 8 = @ ul Ul S Ul P = & 5 g _ =
S & SN >~ 2 2 S35 853 g U & U | S
_ = =S S A © g 5 S Ul © U I
g M S PN S = g =) - = 5§ o g = o U
S Hp S o - LN SIS s S A T2 © 3
S a S o S S R S m A S ISEI >
= ol S & S ma S o s A0 g "o & Uo ?~ s L S~
9 | 55 | 5§ | §§ Sk g S ® < ® Ib 22
Lo oo Y ol < a1 i of = of S ar S = __wa o m
-3 T Lo T ~ O Yoo 5 = 2 or S S o
- — W@ - L mn_.___ x Ot T mu_._“_ Y o S 2 2 er
~ ~ -2 -2 ) LW T =
S > ~ - -2 -2 Lo
o o P~ N~ N -
Al o o o ™~ =
Y N ) S o M~ ~
Y N o S o N~
= W 5 =< M | =0 N & S
s 232 0 or 3 U — X
n =< = < of A 0 RO = ol
ST S w2 AR STRE-TI I R o LW .
EE — = |< ) ﬂ.ﬂ - ol < — R N ID_I 28] <) oK X0 - = = — X0 . _AT_ T
_ DD 2 = |z o Rs R KK zo |O) B0OXIR 0 Rr
= O = KU o= K RU IH A | < o K =< 11 o2z o X =
%ﬂ a2 & z | o W o= 3 T = K =< K wo wAD il Ul _Mu 3
= T D . e . D - = D ey - —
= o WD o Bk VS wg pIBE G T S z 20K
= o g | s mx T R |® R R o~ omK
7 =) 50 5 R =100 gy I =< S 108
= M ol - = rt e > <
= D — ok e= & _
T x | D__A

71



0
ﬂs_ o I
o = B O
~ = A N " D O
W Ko ~ == N i
m K K ~ = =
= K <l % U/ o
= y = <l 5
= EIm @
i uo _ <0
= 0 w3 " u
i ol _U__.D o - o
= o ae i j m =
- o] ol - _J_l ar
3l 2 or ar O fo o m
Bl ol ol 3r = o s o M+ oL -
K4 o 2 o] = 70 ol oy i T+ Ml
= AL or 4 e X0 o ) "
= Kd — oD ol 2 or
— < = Kd = oD ol
N~ — © [T
~ 3 © c|_ _ < _.I. =
50 =2 s U ? -
m
L ? A S = 8 4 - T
S S T A S = S -
Qo S g & s o I
S of S or S Ho & _4@ © ul
T Y o R or S s 2
- Lo T o1 S s D
- L Ok < n_u ~
-2 T 50
% © - W m Hio
R S < S
~ (@) © Y ol
<~ & 2 3
nE FLT0% §3 .
Ko oo O 2 of o _ =
=g 4|0 |9 g &l ol — <
oyl ) _.A._ < — ~ oD or KU _ﬂ.._l._ Cl_ = =K o] ok
%A_.}wmgo_&mo K] = _ 2 = ° Ul = 0
20 O =z oot E =0 < 0 S S = o1 i
0B Kot R T fawe = Ul 2l o
5 AR E L Rm o < H | ko R ~ > S = U
o) = o ki0 < ~ i
K0 ol
&)

72




© - OHU © I - I o OHU OHU Ot O OHU
2 2 w0 2 ol S w0 3 w0 < o w0 | o o w0 <
= = NS NS A= = VLY a2 a3
=0 =0 =~ =0 = =0 =~ =0 >~ K0 > K0 | = >~ K0 >~ K0
- - <V = <V <= <A = A = <D <A = A =
= = n = = n K n 4 e e e
= =3 = = = = = =
_ = 5 - = = H A o RERIR =
_%m R _%m i _m.__Alm o ~ 0~ _@ﬁ ~ HO o -
ar s of ol ] of HO A0 |of ol =
o 0 |57 #1 O = ol H0 ol Hio o |o Gl =
ol ol Ml ol g 2 M ol 1 e ° =
) ~ o o ol rz ol ol ol ol ol ol ol [
- M | = 30 8o OH 30 Ol 1 8o
= = | = o = - - -
3 20 20 2 0 =2 2 2 20
= 5 = 5 5 5® |5 5 © 5 ®
Ul © U & L & Ul | & Ul o Ul Ul
% o ® > ® @ & o |8 o o ° N ©
S n S A S S S |82 S S
T o T T T T a7 R T o T o
o H0 o {0 o o o M0 o RO o HO o HO
S o S o 3 3 S s S M S Mo
2 or 2 ol 2 R o | R J Q or Q or
Y ol Y o Y Y o ¥ o ¥ o ¥ o
1 O IOl _ _ _ _uH:__ _ EHE_ I EHE_ I EHE_
)] | = = M ) - -3
Y} Lo Kg} Lo Lo <t <t ™
(@] (@] (@] (@] (@] (@) (@) (@)
(@] (@] (@] (@] (@] o o o
[q\] Al (q\] [q\] [q\] Al Al Al
_ Ul _ o = - KIO
= — IR _ o Ol L _ ~
u oz S of o L L T e -
R = T RS = o7 o < ar Ul =y 9T g 5 o
o oD s Ul Jop ™ T5 zrIMgR=U =D
= Bl K S S K o ~ =™ .....Ao 2 K lwr KMz © [0 Ul
= 2l s I = =4 R 0 — TR e A B )
20 ry = = W0 - g = . T [ = < =
<= o 0 RO B K] Uk R = W 50 i O R0 (g0 O mr Ko ™
M_Al 0 > 0 ok mﬂﬁ < ok =0 ar___ W il 20 0 e wd
2 = 0 = K ol

73




O i
B0 e mn:: O
YRS RV L L
a X o R A
= < T — KO
_.E _.ETA .ATA .A_._._l
= P el 4
= o
. = A~ A=
&l = o T
= =< of ar ol
MHTN M._M_EI mﬁ o|,_,._o
ol wm __o_.H :m_.c_.e
30 gy B0
“ N
M4 5 © ¥ q <+ =
M:_ < Ul I -
= 2 ¥ S 2 U <+ Ul
SEN S A =2 | s2
. S 0 o = =
T D S 5 S g N
g M & ? o SEE
%nE OnE Omo ﬂ_u_qu_,.o
< S & S o S o
~ ol - o
< O 5 o 2 o S 8r
T S o Soa (Sa
- 2 Lo P |
2l -2 -2 00
(@] A o
o (@] S —
a\ < o
i0J == —
ERRTTRE T 2 Ul
=5 = 2" < S = Ul
Y K X0 A_leum
__%L||_.__umA|.__A|._:_o|,b|_.Am_/|
B YRR oot
Wommas g% ER
aamﬁxfaga wl,A@__x_mo
o [ X0 = ~ K Kl
- = R OF Mo
) < M

_ [l o
= O - Ok
=5 ¥z B3 By Bo 0 0
=) ol B - I S L = 2| = © | =
= o X = X = N Al YR o | ™ 0
o 2w K K e L =~
ke MK KO > o > w = nJ
s Ry R oy R %Wg% a7 |
= = = Ll W R = A
=< K = =
- = - =
= il i mi
=) = mm M = = wo
E = R F = = _
% = 0 o | wo| W
ol Ul of m_@ Ho [0 <7 =
R ol Rr R = =
K0 o KA K4 E E ar
X al H ] = il
— = < =
¢ o N <~ 2 S —
1o . A | TR ¥% 5% 5%
b O 8 = © Rl | © RD ! Py
S qu M~ % n o K % KD ~ Kl
~ S = = RS g Sx S&
R0 S S S SwmlSH| 8 S
= M ~ m QS gr % LnLE S o % Hio
o0 T hu 3 Sg g R R
= _ il I T ] e
- - = LWoim W i
— < — —_ -
©0 U 3 @ =~ KR
ol BJ S S 3 N~ N~ =
« S S S = S ™
[aV (@) (@)
_ P — N « Q )
oo =~ |0 - <
—_ — -+ T
=z N 6 RD 0 _ =} _ wfm S TR i o
® o r.éxﬁA_m_ol,lol,mta@D
OHY BN w = = ™ |z = of & 3 <
0 _“EE_E@EWM%@EAMEAoI_n%
- 4 o ~ ! = < il ~ __ J—
wmolﬁmmzmom:ﬂimox_aﬁ_m@_%xTMoﬂ_
R (o1 20 Ry Wz S H = Ho H =
MWO E.E 110 = o ﬁ_l L HI |:._|A - = = =
= OF = =z 4 |z <0 |0 < o) | =
< L _u_._ = Mo = =0 <) OoF ol
ol = o0 o|D <0 = il
o <

7 4



)

=X
D

WHO

X

O O O O O Ot O
L0 xn ™ iy n QA Al ™ xn 0O =X N~ N D xn OO
(o)) v ¢ v S v N~ N~ oV o oV 16 v v <
= o) = e I = = o) = o= N A
K0 A K a K K K0 K0 W X W K a Ko X
= W K W= o K = = = = W= K
> =3 > = =3 = =3
wa
w0 wa w wa w0 =
= = w0 = = = =
A 4 < A 4 Ix o
K K 5 K K K H0
K = 13 K =< K Rr
KJ KJ =g K. K] KJ KA
OF OF oF OF OF &
=
g
o o o < — — — — —
T T Ty T T T T T
3 3 3 = = = = =
o o o R o o o o o
3 :s 82 e 3 a8
o (@] o (@] o o o (@]
s ¥ S s ¥ S S S S S
~ ol ~ ~ of ~ ~ ~ ~ ~
Y o hl Y o hl hl il hl hl
(I ] I I O I [ [ [ I
— 20 - - 2 - - - h -
N~ N~ © © © ©
o o o o ') ')
) ) o o o o
Y Y Y Y Y Y
— — =< < —
23 < - S g
= T M~ al = o 000 a8 5 S
_ o R < 5 DO n 0 I = = X0 g
g I3 I x5 X g N o) 0 M = w2 =
= — = X = -~ |= — n v | 0. _.:“_ o
wa gy REE 0 ma_ RIS Bmg X
X = — |0k — o0 < ol ok o < O K -
R koo < o =< o 0 = |0F o0 T ) M Zo

75




OHU

-
1o

—_

el
A

X&/146

OHU

-
1o

—_

el
A

Ol

|
110

_

el
|Ix

XI&/143

X&E/141

OH
I

—_

<Nl
|l

w0

<J
=X
D

i

El
[==]

RAPNIDA

=]
=

w0
Hi0
ol
ol
oD

KA

El
[==]

JNDNEEIS|

_I

KJ
Ok

NEZXBSRAE RBA/2AHE,

XX S HE

o
TT

NEZENSSIHME A

11-1470000-001145-01

11-1470000-001144-01

oy
=

o
=

11-1470000-001228-01
=

H

o

Al

11-1470000-001109-01

=

11-1470000-001108-01

H

(=]

Al

11-1470000-001125-01
i

H

(=]

Al

=

11-1470000-001114-01

H

(=]

2006(

2006(

2006(

2006(

2006(

EXI =

Al

oK

0
101
o

0
KJ

oJ

JHA
2006

3

JAA

(Al

SIS

ZXIZ M,
Ol =0l A KIAl)
JoIEct

HiD
ol
mq ~
or B
M0 0
Fall]
0 _
OHU
3

Atell24 2006

ak

o0

Dk
=
0

oJ

b

Ol A
oo

NZXI S M,

oK

JN[pSI B

BX=& (ancillary

L

I

DI\,

hvg |
S

SDAPSE=IN|

product)

X0
of
o

70
pd

oJ

A

Jb 2006

o

o

jVE

XI&/138

76

=
11-1470000-000895-01

Al

2006(
2006




/

/

O O O O O O O O O A A
2B B WY By Hg By V5 HEG W= <
N = N N = N = |n) T | T = ~
-~ = K0 -~ = R0 > RO = K0 = K0 > R0 = RO n n
< A = <l L | B A= U B B e e i il
w R iy u wR MR BT T MRpR EE =
K K < K K K K K K 10 10
5 5 g s 5 | 5 | 3 | = = b p
Hi ma ~ ~ ~ ~ ~ ~ ~ ma ma
s ol g A 50 A0 A0 =1 A0 ol ol
o ol i 0 i b0 b0 b0 b0 ol ol
=1 ol ol ol ol ol ol ol ol ol ol
K] [0 ol ol ol ol ol ol ol Ho H0
= do O O O Ol O O Ol go 80
2 B3 e 20 20 20 < 20 20 e
_ _ _ - _ _ _ N S — ® S
7 7 7 T T 7 7 T YT T T T
& R = N 2 1> Q 9 Rl | ORI Q Rl 2 R
755 ; 5% BE  BE 8% 85 8% g§ @@
b 2 TE % 2 TE |28 88 ? 8 ? 2
3B g 3 2 3 3 3 g ® g g & g &
S S S S S S S S W | S HO S Ho S o
Sa S S Sa 8 S S S g S ar S ar
hl hl I o hl I o I o hl Yo | Yoo o Y o
_ [ IO _ IO O [ | O O O | O
- ) —_— - —_— —_— ) - |- —_— —_—
0 L0 ¥o) To) O O O L0 To) ¥o)
o S o o O O o S o o
S S S S S S S S S S
~ Y Y Y Y Y IV Y Y Y
k —_—r — P — P — P —
< o [ = m n o1 N ol N — -
o3 1o g 8w = a g M 2 m g M@ S T
S _ T W D o = Q) o i W R
[ = T - T T T le) T ey
i) | ol g o X s a7 Q5 T o= 0 |37 e = IR
oF | S I SR @D S 3 SE oS imol 3 = 3
W © oy W [ % o D 0F < o
— |8 m X0 K X0 wJ H . X0 or < 0
A 5 2w K Ok pd ) & g OF KB i
v oJ oJ

77




OHY OHU OHY OHU OHU OHU OHY OHU OHY Ol
ol o o)~ ol @ o) o el o el o~ | @l © ol O ol N el —
N~ N = NN = N 'n ~n) ~| n >~ N~ N~ )~
@ KO g KO @ KO Q KO g KO Q KO @ KO Q KO @ KO g KO
NN "~ u I I T I 1 "~ S T
= =3 = =3 = =3 = =3 = =
=] =] =] =] =] =] =] =] =] ]
~ ~ ~ ~ ~ ~ ~ ~ ~ ~
] A0 [&] A0 [&] A0 [&] A0 [&] ]
HiD HiD HiD HiD HiD HiD HiD HiD HiD Hi0
ol ol ol ol ol ol ol ol ol ol
ol ol ol ol ol ol ol ol ol ol
OHU OHU OHU OHU OHU OHU OHU OHU OHU OH
< 20 < 20 < 20 < 20 < <
— — — — — — < < < <
o o o o o o — — — —
: I : lo |2aldal & 3 Tl
(o0] 00] (o0] 00] (o0] 00] N~ N~ N~ N~
© © © © © © © © © O
(@) (@) (@) (@) (@) (@) (@) (@) (@) (@)
(@) (@) (@) (@) o (@) (@) (@) (@) (@)
(@) (@) (@) (@) (@) (@) (@) (@) (@) (@)
&S &S &S &S &S &S & &S &S S
o (@) o (@) o (@) (@) (@) (@) (@)
S o S S S S S S o S S S
[ o o (@) o o [ (@) (@) (@)
~ ol ~ ~ ~ ~ ~ ~ ol ~ ~ ~
Y ol X X X X X Y ol X X X
(I ] I [ I [ I I O I I [
- Wm - 20 - - 20 - - 20 - Wm - - -
<t < <t <t <t <t <t <t <t <t
o o o o o o o o o o
S S S S S S S S S S
~ N ~ N ~ N ~ N ~ ~
o _, 0 o 37 o &l ) ur o a7 ol
L o = m_% < < ™ o OF o) or W o1 | ol W = o il
= O —= o il m B ) w0 H0 B2 g = o = = or
— = = or @ n — — (B0 op = e v = ok W < M il
= o= " - B < < |z < |_ <o < |2 o W%y oS = ol
ol = ol o <0 o 9K o moaT = K ook © ke o K m
T < _ W Y/ m | ol = NK DX ol
R e - =3 = B e = Y [ O L I
= 0 H s R SR W "z Ty ™Y 2 A Ry
Koo = ® 2 &« IEY b O TRE
(=3 0k — a0 oJ

78




O O O Oty Oty
w0 o B0 o |B0 o |B0 ~ w0 o
~No— <X ~n =
B e e U e U e
A =z <l - <l Z | =z A=
T I I I
= = = =3 =
=] E] =] =] =]
~ ~ ~ ~ Hi0 =
10 0 10 0 - or o
Hin Hio Hio Hio w_ o]
or or or or s o
o o o o ® M0
OHy O O O B0
3 =0 z 20 Z
Yo |¥T6 T |¥ S« -
& R | SR | b RS RD o RD & RD
L ISRV R N> I R 3 o L
S K |I8SK 8K 8K S K S K
S M S M S M S M S M S M
S E L m L m L m | Lo &S
S | Sm g g H S S M
2o | Qo | o |2 o 2 o 2 o
< O] <t O] < O] < 0] < O] < O]
T [ T 1]l T [ T ol T [ T [t
U i i - X - X
= < <t < <t ™
(@] (@) (@) (@) (@] (@)
(@] (@) (@) (@) (@] (@)
Al Al Al Al Al Al
- — - ol
ol __|oT _ o1 _ N ol 71 Ho ok
H o W N = Mmos&ao
L - gl B L B
of m ol m o m £ o o < & 4 B
W oz (r o wr g o QK % T = R
M0 ) (M0 z) (MO &) 57 2% g M
B0 3 80 &) B0 Bz o Ko K
CNE R E 0~ HEx

D

79



HIV, HBV, HCV, HTLV
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