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Table 3: FDA Contact Information

Submissions:
Registrations
License Applications

| Director, Division of Blood Applications

Center for Biologics Evaluation and Research, HFM-370
Food and Drug Administration,

c/o Document Control Center, HFM-99,

1401 Rockville Pike, Suite 200N,

Rockville, MD 20852-1448.

>

General Questions

| Director, OCTMA, HFM-40,

Food and Drug Administration,

c/o Document Control Center, HFM-99,
1401 Rockville Pike, Suite 200N,
Rockville, MD 20852-1448,

Voice (301) 827-2000; Fax (301) 827-3843.

Application Submission

Director, Division of Blood Applications,

Center for Biologics Evaluation and Research, HFM-370,
Food and Drug Administration,

¢/o Document Control Center, HFM-99,

1401 Rockville Pike, Suite 200N,

Rockville, MD 20852-1448,

Voice (301) 827-3543; Fax (301) 827-3534.

Platelets, Pheresis Samples to
CBER

Center for Biologics Evaluation and Research (CBER)
Food and Drug Administration

8800 Rockville Pike

Building 29, Room 323

Bethesda, Maryland 20892
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Implementation of measuring hemoglobin
concentration at pre-donation test

Kagawa Red Cross Blood Center
Tatsumi Uchida, Akemi Kubota, Yukimi Nakanishi, Hiroko Andoh,
Takuji Nishimura, Takashi Shirai, Toshinobu Ogoh, Yumiko Nishio
Kazuhiro Hosokawa, Humiko Kimura, Akiko Saigusa and Toyohiko Honda

¥ &

HINRARTFMmMAE > ¥ — TIZ20038EL10H1=, FHRTEL UC g Eis
PHoT, NESOE Y (Hb)REEE WAL, HhEORKXDFSIZZED
ERECDH D, BRIMEICHMEEMFEL LTHRT 32 4T, HoEES
REEICH T A G4 LB, 72, B2 XhTL YEHDARBIZ K Bk
 IERSE Y, VVRRBIER & IS HEITBE & AZA A 2 572, SEIOMET,
Hb12.5g/dLEL EAMZITHEL.053 _HiZ, 12.0g/dLEL FA11.05280 iz 4854
52 &, Hb&HIMERIEM E OBMES S | ARMERY IEEFEMED 5/ ERIEIEE R
PEICZEH B HLAA12.5~12.0g/dLT 5 5 Z L 5 RS ORMBRIIR Y TH
ZLHEZoNS, HHEERWERBR S HbOFR E CHAE S 37 & B
IS OREDLBTHBEEDRAITS 24, ERIE, W—4RE+T 2

GMP2 S AT ELMERDILETELI DB TS LR 7=, :

' Key words: Pre-donation examination, Hemoglobin determination
Blood donation criteria, HemoCue hemoglobin analyzer

28393 :

[t 454,10 REEEALIhBQATHS, AYWHIRW TEE
FEINBRAKRFFlmA -t 2 — T3, 20035108 & Br—F L bAEI kT, Riflo> 2
D, WETRTLE U CHiEMEIz X3 il s FTANTHb, ~7 P Yy b, HRAIBREIZ X »TH
HoT, iG~ESE .y (H)AlRER, ~% D, BRIZEBHBE(F— U &) T K
F2TNEISOE LYY 27 A(LTFTHbE)IZL 3 WE) IIR+‘7ZOTEL Y 5 — 2B TH > ShT
FHICEEL 7=, £, MBEHEROBBRD VWD BEOMMOET BT A RO ZSE™TIL,
—DTHD, TOHEIZZERBZHbEHAR S TANTHHbEEBOTHINL Th b9 b @i

WX %18 : 200588128
BmEA : 200512858
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BEEE L THBHOEWT S L BIRTH 50,
4@, sk & HbEBED R, EEA OB
TERE0HLE, SR, &< IZmEXRERRER
55 (Vasovagal Reflex : BUFVVR) D&, & 7-,
200mLitM112.0g/dLEL_E, 400mLAtM12.5¢/dLEL
EE 2h T3 RMEBOZYSHIZ DT S
L=, 62, HbEOFARLZE» LT, RE
BEOHbBEIN X5 BEAERDH D » =iz
NWTERFTL-DT, ChoOBEMERET 5,

s B
MSHbE(~NEF vk ~ES 2L UH
L, borULOHEEIRRAIhA-GRA~YA 20
L% o Ny ML EWME Y Y LT
FIAF—IZE v P LT, B Eh3HbR A
A B, HOlIEIZTH {4 FA PANES OV E
12X VsS70nm& 880nmA 6 4 5 2 WRBKIZ L -
T, ,
200mLAKIMEA#63%, 400mLARIDHA #5624
IZ¥W T, MALLEHRAE & B2 B BRI S
% (STKS) 1= & 2 HbHIE # 1T ilgED L £ 17 -
e KIZ, FHEMEA4R 1 B4 5153 A31HD
kbR & o THIE L /- fil s & S 164E 4
A1 BA517% 3 A31ADEICHbE THEL 7
BRI dV € AHEER AR & A Bl R R
BEOHE, VVRORBIEILB A B L, £/,
PR EBA B BAEL47248, KETTIROHbEIZ X
'@Hbiﬂlﬁﬂmﬁﬁc’ﬁﬁéf’ﬁr& L7, iz, STKS!:
&> T@5M7=MCV. MCH, MCHC & Hbfiio>
BAEZSZ L2k n, HhZ RO R0 Sl
DEYER I L 7=, _
Hbiﬁ(’\-‘&%;#)%‘#l LTLI#6HB&A
LBFRT, i/ A TEBICHERAL TV ES
EM7BIZ7 2 — WA T - 7=,

® R
1. &!%;Hbﬁmﬂaﬁ
400mLBfeaiA & D 5> 5, Mk E1.053L k
BN L 2= Whif 5624 D HbiG1212.6~17.3g/dLO
WHIZZE D | 2pFEHE+ 1SDIL14.96+
1.12g/dL¢ % - 7=, RRIZHE1.052 LD
200mLAR I 53R #6355 1212.1~ 16,40 KB Ty

MW H28% PB35F 2005.11

fE1213.64+1.16g/dLT&H >, ULE» 6,
400mLoD $R ol 314 1.053 L L & 2= 1¥Hb12.5g/dLEL
£. 200mL¥RiM 1,052 F & 7~1212.0g/dL
BlEid@mBL dcutofffid LTRYTHLIEER
bhis, £/, HFEOERIZHLE TEEVE
BB L ERESALEOCIEEHE o7,
2. Mi%HbiE S B MBS WM & 4an
MHHbE(NEF 2 v) LEYOREERR
(Coulter STKS) 1= & - THRIE L 7= i RO %
TIZ/RU 7=, HBYER20.951 (Y=0.8893X+1.59)
DEVCERES AL R,
3. HEICL S EANETOE > DERIH
HbRIEDERMEL £, LTS~ Er oY
COERFEABONS: (F2), wMmEAHED
FE1,472% , KETTILOMF TR E FEHNE
DIk, BAE15.0~155g/dL, &iE12.5~13.0g/dL
Th-7=, -
4. EWEBLCHDEICE SR AR DL
RV ICHHEE(FRI4E4 B 1 H~15%3 A31
B) LHb#k (1654 4 B 1 B ~174F 3 A31B) ¢HiE
Uztb@id 5V idHb R B IS & 5 8k s & 0
HRETT, MEOFEMEFPBEFEHETCKE S
ZRIBDHAH» 572, 200mL, 400mLOAE Iz
WTHIEDBIERIAF 223,985, S5 b FEE
EBR(R)1518(0.6%) . KIEHAEL21,715%,
3 BARHENEE4,4044 (20.3%) , Hbikd BiEdA
#£22,749% . TS EM (F)151(0.6%) . KL
A E20,504%, TR &113,958% (19.3%) T, »
ThEEREZD A r - 7=, 400mLEAZMET40
BT, BHD(26—30%)FBERENLL hi,
%72, 400mLEHA &% THb12.5g/dLEi%4314% D
3 510.0g/dLkKii4/43% (10.0%) . 8g/dLAE
4EEON, BHREBBETBEEL 6N,
5. RMmBEFRFER DM
WMIIBMHERD 5 HiRMmBHELNES 5 L Bbh
%vaso-vagal reaction(VVR) DRIE# 4 L 7=,
NEL 2 vV 5 BHIM S 2200mL. 400mL
FRMOVVRIZHbE THREMNED LT, K
ETHREDEEBEBD k-7 (F2).
FTHIZLTEHbEABA L TVVRAMIM S 3 Z
LA oz,
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28 . 395

y=0.8893x+1.59
g/dL =0.9055
19.0
18.0 >
17.0
16.0
15.0
14.0
9 130
5 120
11.0
10.0
9.0
8.0 :
7.0
6.0 -
5,0 1 ni 1 1 1 1 1. L L R 1 ] J
5.0 6.0 7.0 8.0 9.0 100 110 120 130 140 150 -160 170 180 190
i S HL B RR NEXTE Y (g/dl)
1 MBHORTER(AEX 17) s BRMMBENTER(STKS) & DR
%
25
. Female
[Male
20 -
15
I
10 L
5 sinin BURHGA % . WAELAT2E, . LM S0
jju H NEZOE VY Hbi. BETHREZNO
0 IR 1£15.0~15.5g/dL. LM TRE LV DIz

8 g 10 11 12 13 14 15 16 17 18 12.5—13.08/dLTH - 7=
~NEFOY (g/dL)
H2 ROBPAEDAETOE A BOIE

6. NEIOE L EFMBRFNOBME

Hbi# & A MRS (MCV, MCH, MCHC)®
FH@EDBFE AR IIZRT, HbD{ETIZfE-T
HRMAERIBHEETLTCL 3, (EFEHEMHEDL R
ANEBEHET. MCV, MVH, MCHCE &
Hb12.5g/dL&ig» 6, L12.0g/dLFM» 5 T
B0, PEREEGEREDOMEEAIED 65012 H

t£430.5g/dLEE A - 7, BlE» 6, HbOIETFiz &
&7 > TikilEki212.5~12.0g/dLCEBHFEMEH» &
INERPEE BRI E DD I L AL 7=,

7. HbEARIZ & SRR E A DI
HoflEDERE S £, U THMEBEDOHLBEIZE
74584475 Z &£ & L7, Hbil10g/dLki%D

BAME IS XEAMB A BB LB A BT B kS E
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F1 HEEBLUOHDERICL IBOFRRBEEOHER

EWMES 19~18 20~29 30~39 40~49 50~53 60~69 3t

eHE P 200 EBAM 1,091 286 346 550 517 210 3,000

¥} 8 0 5 5 15 1 34

TREE 07 0 14 09 29 05 11

400 HAM 1,040 4464 5683 5198 3,659 941 20985

FEY 5 2 29 30 18 117

FEf 05 0.3 04 06 0.8 19 0.6

< 200 AN 2240 3139 2938 1976 1904 689 12877

W% 399 602 689 48 239 67 2444

TR®E 178 192 235 228 12.6 97 19.0

400 HAM 601 1923 2097 1,923 1771 523 8838

TEM 10 446 588 582 198 36 1960

THEFE 183 232 280 30.3 11.2 6.9 22.2

Hbik Bt 200 HhA% 1,050 298 340 121 448 224 2,781

RN 7 11 s 5 8 2

A 07 03 03 10 11 36 o9

~ 400 WA 1147% 4183 5510 4832 3373 923 19,968

“FaM 2 9 17 24 31 18 101

FEE 02 02 03 05 09 20 05

THiE 200 EGAM 2422 2579 2825 1762 1510 612 1L.710

THMB 461 425 593 386 140 64 2,069

FEE 190 165 210 219 93 105 177

400  HAB 601 . 2038 2,286 1,786 1584 499 8,794

T 176 454 506 467 163 33 1.889

TA® 203 23 261 2.1 103 66 215

F2 HEELIUTHDEIZLIVWRREERODLE

5 % T #&

Wik BE 83 53
HiE 1 1

&f. 84 54

REE (%) 0.44 0.43

Hbi:  €HE 44 50
W 3 2

it 47 52

RUER (%) 0.27 0.44

ERAIEM L . 12g/dLkik. 10g/dLEL LD #tmn ¥
I REERADIY 7Ly P A ERLERT S
EEBFIZ, Rz ERELSIC XS BEREEEY
HBEAERL 7=,

8. HbMLEDRRME DA
BMEIGETH - = B1,47248 . &H7T1I&IZD
WO (E 2), Hb17.0g/dLIA LD E, 175>
Hb=17.0 : 301(3.0%) . 18.0>Hb=17.5: 3
(0.3%). 18.5>Hb=18.0: 3f(0.3%). 19.0>
Hb=18.5: 1#(0.1%) D37 T, WFhit R
EThEIZEASh e T, £/, FROEKISK
2R T B > 7

9. NEXaVERKDOP L~ R

NEF 2 VEEBHLTCOHSBHEBEFDOT >y — |
BRIUTOEEYDTH -7, £F, FlHELT
IXORERMERETEM & L TORIERPEEBLIZ e > 7
(100%) : QRIEEHWUTH 5 (74%) . DM
FICHMEZR$TI L THBI2 5 5(63%)., &
ETHholt, REE L TION B LD
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#3 HbEFMIRBNOBE

5 # B ;-

Hb(g/dL)

MCV () MCH (pg) MCHC (g/dl) MCV (@) MCH (pg) MCHC (g/dL)
16.0>Hb215.5 934 32+2 34£0
15.5>Hb=15.0 93+5 322 34%1 9314 32+2 35%1
15.0>Hb2145 9243 3242 34E1 9243 321 3540
14.5>Hb214.0 9245 3242 34+1 91+3 31+1 350
14.0>Hb=2135 924 Rk2 3/v*1 9i+1 32x1 3540
13.5>Hb=13.0 92+6 3242 34£0 904 312 35+1
13.0>Hb=125 92+5 3242 34£1 90%3 311 340
12.5>Hb=12.0 846 283 34%1 91+6 31+2 3440
12.0>Hb2115 83+5 282 34%0 87+5 302 34+1
11.5>Hb=11.0* 77+0 2540 33+0 83t5 28+2 34+0
11.0>Hb=105 83%6 2742 34+1
n=20 (*n=2}

/

ERR T (94%) . QRIEIZIEE X503
(94%) . OB 7= I 2T T RALLEIZ I - 7~(69%) .
ETH-T-,
* *x

XM SIRMIEHE L LTRSS Hh TV 5 RS
TIZ L DMAEEL, MR 4+ 1.05260. 1.052
B E{200mL). 1.05321_ E(400mL) & 3EX%L T
AEEHETILOT, FEINBRLL~TES
DY ERMEN BTN B EMETH D, MR LE
Pak > TLUREHLH T D S5 LHOLLRATH
2, L LAMG, BERAMESIZCED £
0.001FBED /T Y F2p 5 I LR T
5%, —RRIZ. FRIMERCEREE L, EMETIRME,
ERTEELMEADBHE E R THAEY, ¥4
DRETTIX . 10°CT20°CIZH L, 0.001~0.002E
Vi, 30°CT0.001 0002 W EABEh B L L
T3, Fi:, James 5T H KD HHbEE &
V& BDEPIE (false-pass) BBV & HEEEH L
7z. BLE> S, BEDGMPIZHE L ik
DEZLETHRIE, WD, BN FS3SF-T8—
E LKA E 6N E3HbEDH H BB TH 3
ZLEMETHE, SH, ME~Trav LR
BERNEF2V)AMALT2ESENDIZABND
T RFDEREE DB ER 2 OmE»H 5 R4,

ANEF 2 7IZ K SHAGENRY, GRIMBRTEYE
e oEETEVENSH D, & < IZRIE AL

ZENRENRS, THhIBEOHEDLBHTH
BO-0 o fe P s & Hb# TRLIASE RS & 0
HEPRLINEPERIT L=, ik HE
DI TIL, BB T B 7 BB AR T
BV, RIS ORI <, BTOR
M THERORXITI T2 Ehhr, BEOVVR
i1, BIETHbEDOF P NEYaV viEp
HNoORENEZ OGNS,

HbEEOFIEIE, BMEOHMEA ¥ L LTE
RTEDZLTHD, BMPITPENDITILNTE
B. ZOENIICE T, KEROBREDH
12, 10g/dLRMODE MFEE A FRIRE D 10%:8
SALNDIEMHBRL /-, RO HEETIE.
EHHLNADOAEE L T EFHBEEH3DIT
THHH, HhEETIAHMEA R T X 50 TER
WRADZZAMBBZZ LA TER, £7-. 100
~12.5g/dLOFHITIIRKBISMOBRYED 7 F i34 2
MTEF, Tabb, RO L EROWNS 4
XL TIEMF B2 LHMETHTH S,

FRIEHETIE . FMEAR MERMIIOGE (8 M) 1348
MLEWI Bl 5T 35, Ll TILHbE
BEEBRATZIEHMTE A, HbEEIET 5
ZEiEoT. 17g/dLEL EIZEBMT3.7%i22 5
h, BMIZBBERh 57, 272, ZhEIEE
MERY, MUNMRY . RIS ES T, ey
(2 b L Z)RMERMME & 51 5h, EftHRm
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HME MO, m/hREm,. hERERE
FEFRMIROMEE AT Z &5 . SEDRF T,
Hb19.0g/dL kM TEHIMERE . MM, HMmk
BEMNRLETHNIL, FRETEE & FlF L 7=

SEHLAIEDERME A EH LT, EROFEM
Hp DR LML RET LA, £3°. LEE L HbE
DT, l.OSZLLlJJIHblZ.lg/d‘LuJ;’E'. 1.053
PLLEHbL12.6g/dLEL E%#RL 72z, £7, HbfE®d
KT > THRMERIERMSMET L TL 345, ¥y
O T ISHE Y3 2HbEE, DERMIEG %
EFRMIRIZBITT D E T, KEOKTHRMDBED
FEHBICHEWShTnWHEI A THS, IETH
MhriE FE12.5g/dL. K1E12.0g/7dLT. Bk
0.5g/dL@& 4 o 7=, F 7z 12.5g/dLLLF D HHEHR
MEAHEDILFIL0.6%E P, DATHMED
RO EZ|E LT 50BN EI6h 35,
ek L UKEFDAO AR LT, FAsbd
SHbEDWEIZH KX 43§, fERORMmE
HeERWAZ & TRIBM L EH X,

SEAVE~NEF 2 IZ X B5HbMERIL, K
[E D National Quality Assessment Scheme® ¥ NE
BHTIEMEDORIENBSENTVEY, /2, 15
ARLERI & B &5 5\ 2458 B 22 & RS
ICEBRENHDEDRKSE DD, Thix. Ty
Y OB EIBE T, s+ R, B2
PIEMIZITHONIZRERIFROENEVWEDRR
—REEITH B Y, if:. RO A, #EIR
&k D EMEERS EDOHMEEH DY,

BRI B[ % RE T SMAEIL, AFIL T, Mk
FHRT, ELERTE, BREEMARENTHH
T 5, EfbE. WRiERMUAR #EI319534E Il #e ¥
FOAE ENTLLR, XA LqB, BBEIBMA S
L, NATRRIEEDBAIZ L » THBRAHKIBE %>
20z T %, —%F, RMPBBOBRTHSH
Mo F7 # KB IZ DTS, SHIDFEMESIIZ X 5k
MESBRIEIZWZIEHEVG, —FAICHB DK

MAEFER H28% $35 2005.11

EEA4l, TOR, HERRIZEIMOTEREE
MO —E&TH Y, KIED400mLERIL T A4 D
FET. 19909 9.9%, 20004 18.1%. 20034
213%TH 5%, RWilick 57 1 L LS
BRLAEDLBOTHENTHS, WIETEL
< HEHRIBMESED B & 3 BN EETSH
N, IRE - RECRE. AN TERPER, #
BREOERAEATE LWL BROBIZEVLTY,
PO TELHERLBE®E (Y — )V ) »Bw b hi-
B, BIEEHbAY b2 )y Molk— &k, b,
WL > T 3EMNBIEMTH S, LicHt
»>T, Mt 5 — & ERANOEC R i3
SHEOBALRANEL TETa, Bt
BB O BROHEE LT, BIORIERERLM
B2, ABF vy, BRBRZ2CIERATZLEY
1, HURODRFISMICA NS LR T B 40
FEH THR 2 W 5@ RS ORI FIE LS
TWRATH 5. BlErs, Mty 5 —i2k0
THLHLESRRICWMAL, B IFFMIZ L -
THMEDORE L FIRNETETH S,

A ]

1. RO T HREICHbE L BAL 7=, XD
HEERIZIE LT, TR E4. BIERRESNE
SERII A A o 72, '

2. HbB S URMBRIEK DM I HA, 6. HEx
DERM IEHE (400mL © 12.5g/dLE |, 200mL :
120mg/dLIA E) A FAVWTELLA LI &
HEAL 7=,

3. HbEMOBAMEHA S IZH LT, Hu#izIs e
TRBIEY, ERMEAOBRIENLTS 2 &
MTEI,

4. HbEIXERYE, FHMEIZ O THREER
S>TED, HbEIZH~3I RETHHZ L &1
SL=,
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BLOOD DONORS AND BLOOD COLLECTION

Statistical analysis of inappropriate results from
current Hb screening methods for blood donors

Virge James, Keith F. Jones, Elizabeth M. Turner, and Robert J. Sokol

BACKGROUND: The objective was to apply statistical
analysis to the false passes and fails that-occur with the
primary and secondary Hb-screening methods used at
biood-donor sessions.

STUDY DESIGN AND METHODS: Venous samples
from 1513 potential donors who had undergone primary
CuSO, screening using capillary blood (Hb cut-offs:
women, 125 g/L; men, 135 g/L) were tested at the ses-
sion by a secondary method (HemoCue; cut-offs:
women, 120 g/L; men, 130 g/L) and again' at the base
laboratory using another system (Beckman Coulter
General S system), which generated the “true” Hb
value.

RESULTS: False-pass and -fail rates for women and
men, respectively, were 11.2 and 6.3 percent (women)
and 5.2 and 1.8 percent (men) for CuSO,; 1.9 and 3.7
percent (women) and 1.5 and 0.4 percent (men) for He-
moCue; and 2.7 and 2.4 percent (women) and 1.8 and
0.2 percent (men) for a combined procedure that mim-
icked current practice of only testing CuSO, fails by
HemoCue.

CONCLUSION: CuSO, Hb screening gives large num-
bers of false passes, particularly in women. Using ve-
nous samples, the majority correctly pass at the lower
HemoCue cut-offs. The current dual-testing policy ap-
pears convenient for donor sessions, but because small
percentages of false passes and fails represent large
numbers of donors, every effort should be made to im-
prove the accuracy of Hb screening.

otential blood donors who attend donor ses-
sions in the Trent Region (situated in the East
Midlands, UK) initially undergo a health-
screening survey. After passed this survey, they
are subjected to primary Hb screening by the CuSO,
gravimetric method carriéd out on finger-prick capillary
blood, the cut-off levels for donation being set to corre-
spond to Hb values of 125 g per L for women and 135 g
per L for men.’-3 To optimize blood-collection rates, UK
regulations allow individuals who fail the primary CuSO,
test to continue with the donation process if they pass the
secondary Hb screening performed on a predonation ve-
nous sample using the HemoCue system.?45 With this
method, donor acceptance or rejection is set at lower Hb
levels: 120 g per L for women and 130 g per L for men.
We have recently become concerned that some do-
nors are being bled inappropriately with these screening
methods, whilst others with an acceptable Hb level are
failing the tests. The purpose of this study is to determine
whether this is the case and how to quantitate the prob-
lem by applying statistical analysis to the primary and
secondary Hb-screening procedures used at our donor
sessions, comparing them with a standard Hb measure-
ment.

MATERIALS AND METHODS

Studies were carried out on potential volunteer blood do-
nors attending routine donor sessions held throughout
the Trent Region. All participants were fully informed of
the purpose of the project and gave signed consent. The
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study had been formally approved by the Trent Multicen-
tre Research Ethics Committee.

To avoid bias when selecting individual subjects for
the study, a simple systematic sampling scheme was used
at each donor session. Before screening, every n™ poten-
tial donor was approached for consent to enroll in the
trial. If an individual declined, each subsequent person
was approached until one consented. Subsequently, the
next n'" individual was approached and so on. The value
of n was controlled by the transfusion service staff at the
screening station.

During quiet periods, n could be set at 1 so that every
potential donor could be approached. During busier pe-
riods a larger value of n could be set, and at exceptionally
busy times, sampling could be discontinued completely
to avoid delaying the session.

Venous blood samples were collected from 730
women and 783 men who were potential donors who had
undergone the primary CuSO, gravimetric Hb-screening
test. All the venous samples, which included those from
individuals who passed and failed CuSO, screening, were
taken before any blood donation and tested at the donor
session by the HemoCue method. These machines are
calibrated to the International Council for Standardiza-
tion in Haematology standard. The HemoCue results
were used to construct a hypothetical screening test and
were expressed as either a pass or fail in respect to cut-off
Hb values of 120 g per L for women and 130 g per L for
men.

A combined procedure that followed current practice
was also applied. Thus, respondents were initially
screened on the standard CuSO, test; those who passed
were deemed to have passed the combined procedure.
Those who failed the CuSO, test were considered to have
passed the combined procedure if a subsequent He-
moCue result was at least 120 g per L for women and 130
g per L for men.

The venous samples were tested again at the base
laboratory with the Beckman Coulter General-S system
(Beckman Coulter, High Wycombe, UK). These results
were deemed to be the "true” Hb values against which
the results of the CuSO,, HemoCue and combined pro-
cedures could be compared.

ANALYSIS OF BLOOD DONOR Hb SCREENING

nial age bands and then testing to determine whether
reweighting of the age-stratified data was necessary. This
was achieved by chi-squared tests, comparing test and
whole donor population data, and by a one-way ANOVA
conducted for each of the women and men data sets with
various Hb counts as the dependent variable and age
category as the factor of interest.

The need to reweight was confirmed by both tests. A
chi-squared value of 54.88 (p < 0.0001, df = 10) in respect
to age distribution for women indicated that the test
sample was severely under-represented in the 17 to 30
years age range, whereas for the age distribution for
men, a chi-squared value of 18.60 {p < 0.046, df = 10)
showed the test sample was under-represented in the
20-and-under ages. For the ANOVA, F values of 3.00 (df =
10,724, p = 0.001) for women and 2.23 (df = 10,782, p =
0.015) for men confirmed that in each case, Hb varied
with age.

Reweighting to give reasonable donor population es-
timates was therefore carried out by calculating the
stratified sample proportion of individuals possessing the
appropriate attribute, together with its SE. This propor-
tion is an unbiased estimator of the true population pro-
portion possessing the desired attribute.%7 All values and
standard errors were obtained using a statistical software
package (SAS, SAS Institute, Cary, NC), and all propor-
tions and standard errors were converted to percentages
by multiplying them by 100.

The results of each screening test were compared to
baseline Beckman Coulter Hb values of 125 g per L
(women) and 135 g per L (men) for the CuSO, test
and 120 g per L (women) and 130 g per L (men) for the
HemoCue and combined procedures. The “false-pass”
rates (i.e., the percentages of potential donors who would
pass the relevant screening test but would fail the base-
line Beckman Coulter test) were of particular interest.

RESULTS

Table 1 shows the results of the CuSO, Hb screening com-
pared with the baseline Beckman Coulter values of 125 g
per L (women) and 135 g per L (men). Table 2 (women)

Lo TABLE 1. Results of CuSQ, screening test compared with Beckman
Statistical methodology Coulter baseline at Hb levels of 125 and 135 g per L for women and
In view of the known differences in Hb men, respectively: population percentage estimates, stralum weighted

by age
levels between men and women, data ¥ 29
for the different sexes were analyzed Women Men
or Y X CuSQO, Beckman Estimated Estimated
separately. Because donor characteris- result Coulter result  percentage = SE  percentage  SE
tics would be likely to vary considerably Fail Fail 12.4 1.3 3.9 07
between individual donor sessions, any Fail Pass 6.3 0.9 18 05
ling biases with respect to d Pass Fail 1.2 1.3 5.2 0.8

sampling ]'dSt‘b wi respcc. o donor Pass Pass 701 18 89.0 11
age were adjusted by stratifying data for Correct classification (%) 82.5 93.0
both men and women into quinguen-
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estimates, stratum weighted by age

TABLE 2. Results of screening tests for women compared with Beckman
Coulter baseline Hb level of 120 g per L: population percentage

The primary purpose of Hb screen-
ing is donor protection, preventing an
anemic individual from exacerbating

their condition with potential il] effects.

Beckman CuSO, HemoCue Combined -
Screening test Coulter  Estimated Estimated Estimated The secondary purpose is to ensure the
result test result percentage SE percentage SE percenlage SE patient receives a minimum infused Hb
Fail Fail 6.0 1.0 60 08 53 0.9 dose per RBC transfusion. Screening
Fail Pass 12.7 1.3 3.7 0.7 2.4 0.6 :
Pass Fail 19 06 19 0.6 07 07 also acts as a nonspecific measure of
Pass Pass 79.4 1.6 88.4 13 89.6 1.2 the general health of the donor and
Correct may identify some conditions. which

classification (%) 854 94.4 94.9

could potentially be harmful to the re-

cipient.?
Protocols with set cut-offs are not

estimates, stratum weighted by age

TABLE 3. Results of screening tests for men compared with Beckman
Coulter baseline Hb level of 130 g per L: population percentage

without problems: they cause adminis-
tration and quality control costs, donor
inconvenience, expense and anxiety as

a result of medical follow-up of defer-

Beckman CuSO, HemoCue Combined
Screening test Coulter  Eslimated Estimated Estimated rals, as well as permanent loss of do-
result test result percentage SE percentage SE percentage SE nors. Additionally, cut-offs need to be
Fail Fail 22 0.5 2.0 0.5 17 0.5 set to maximize donor safety but be
Fail Pass 3.6 0.6 0.4 0.2 0.2 0.2 : ’ T
Pass Eail 13 04 15 04 18 05 balanced against the systemn’s ability to
Pass Pass 93.0 09 96.2 07 963 07 collect an adequate blood supply, a
Correct particular concern when trying to ex-
classification (%) 95.3 98.2 98.0

clude women with iron deficiency. Hb

and Table 3 (men) give the results of the individual
CuSO, and HemoCue screening tests and of the com-
bined procedures, comparing them with Beckman
Coulter baseline values of 120 g per L for women and 130
g per L for men.

DISCUSSION

The UK requires a predonation Hb screening to be car-

ried out on all potential donors, and only individuals with

an Hb level at or greater than 120 g per L for women or
130 g per L for men proceed to donate.®® However, ac-
curacy of Hb-screening procedures at blood-donor ses-
sions may be a problem, and our study, by quantitating
this, provides data for informed debate (Tables 1-3). It
also shows how such studies may be approached in the
future. In the present case, statistical analysis without the
need to reweight would have required an even larger
sample size. This would have been impractical because
the length of time it took to obtain the informed consent
required by the Ethics Committee had a deleterious effect
on the efficient running of many donor sessions, particu-
larly busy ones. As a result, the test sample was not rep-
resentative of the donor population as a whole. This, and
because of clustering of sessions, made it important to
reweight the data so that the test population truly re-
flected the whole donor population with regard to factors
that affect screening outcomes, such as age and sex. Re-
weighting necessitated expressing the results in propor-
tions (percentages) rather than as raw figures.
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reference ranges vary with age, race,
and sex, and are affected by altitude,
smoking, and the site from which the sample is taken.2}?
It has been suggested that, rather than having set cut-off
values, a standard should be established whereby blood
donations contain a “minimum Hb dose” of 50 g; this
would allow individual blood centers to evaluate the ap-
propriate safe Hb cut-off for their donors.2

The CuSO, gravimetric test has been the method of
choice in the UK for primary Hb screening of potential
blood donors for many years. It is fast, inexpensive, does
not require a venous sample, and, although rigorous
training and constant monitoring of session staff is nec-
essary, does not need trained laboratory personnel. It
does not, however, give a quantitative result, has a sub-
jective endpoint, is difficult to quality control, and
presents problems with the disposal of biohazardous ma-
terial.2 Although very anemic donors can, on occasion,
pass the CuSO, test,!! early reports suggested that the
CuSO, method tended to give inappropriate failures, and
thus significant numbers of such failed donors could be
recovered with a revised Hb range or if an alternative
screening method was applied.2

This is the rationale for the primary and secondary
Hb-screening tests used in the UK. It is supported by
several studies that show that many units of blood can be
collected that would otherwise be lost. Figures of be-
tween 11 and approximately 50 percent recovery of do-
nations with secondary screening are quoted.212-34 The
lowering of the cut-off Hb values for the secondary
screening also helps. In one study, 29 percent of failed
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donors passed the secondary test (HemoCue) at Hb cut-
offs of 125 and 135 g per L (women and men, respec-
tively); but with the cut-offs reduced to 120 and 130 g per
L, this figure increased to over 44 percent.’*

Initially there was concern that such a high propor-
tion of donors, 11.2 percent of women and 5.2 percent of
men in the present study, inappropriately pass the CuSO,
screening test (Table 1); and, it should be noted that at
these higher baselines, a HemoCue screening test would
have considerably reduced the false-pass rates. Thus, the
high false-pass rates in Table 1 do not mean that there is
a similar proportion of donors being bled inappropri-
ately. Examination of Tables 2 and 3 show that at base-
lines of 120 and 130 g per L, the CuSO, screening tests
exhibit conservative false-pass rates similar in magnitude
to the HemoCue procedure; only 1.9 percent of women
and 1.3 percent of men who pass the CuSO, test have Hb
levels less than 120 and 130 g per L, respectively, and
should have been rejected as donors, indicating that, in
practice, the current CuSO, cut-off levels can be toler-
ated. (The higher false-fail rates with the CuSO, test in
Tables 2 and 3 are due to the higher cut-off settings.)

Tables 2 and 3 show that, had it been used in isola-
tion, the HemoCue procedure would have classified 94.4
percent of women and 98.2 percent of men correctly at
Hb levels of 120 and 130 g per L, respectively. Although
this would appear to offer an improvement on the CuSO,
test (set at 125 and 135 g/1. for women and men, respec-
tively), at present, the HemoCue procedure would be dif-
ficult to apply as a primary screening test on every po-
tential donor because venous samples are preferred at
our sessions. (HemoCue can be used on finger-prick
blood, but capillary samples are known to give unreliable
results’?1% with all technologies and are thus unsuitable
for secondary screening of blood donors.) Taking a ve-
nous sample from each person before donation could
prove unacceptable to donors, slow down the donation
process, as well as increase costs. Many studies have

shown the excellent correlation between HemoCue and

standard photometric methods in the laboratory,*-'8 and
indeed we found the same in a prestudy evaluation of the
analyzers used in this project. (In addition, HemoCue has
a theoretic advantage over other photometric methods in
that it incorporates a turbidity control, allowing more ac-
curate results on lipemic samples.?) However, previous
work has shown that accurate measurement of Hb level
using the HemoCue system is difficult to achieve in the
field.*®?° There are several possible reasons for this; they
include inadequate mixing of specimens,’® sampling
techniques, and operator performance,?® rather than
problems inherent to the methodology, and studies have
shown that meticulous attention to sample mixing, mode
of filling the cuvette, and continuous monitoring and
training of staff can help to improve performance.?®
Tables 1 through 3 show that the CuSO, and Hemo-

ANALYSIS OF BLOOD DONOR Hb SCREENING

Cue screening tests are less accurate, compared with
Beckman Coulter values, for women than men, with
false-pass and -fail rates being higher for women than
males. This has been recognized previously, and it was
suggested that such differences in screening-test perfor-
mance can be explained by the distribution of women
and men donor Hb levels relative to the cut-off values for
acceptance.?! A comforting factor in our study, in spite of
its relatively small sample size, is that the lowest false-
pass levels were 109 g per L for women and 123 g per L for
men. Although it was inappropriate to collect blood from
such individuals by our current guidelines, these figures
are not alarming; there were no clinical sequelae, as far as
we are aware, in the donors, and the recipients would
have obtained an adequate amount of Hb. The donors
who had been inappropriately bled were contacted and
informed.

The results of the “combined” screening procedures
(Tables 2 and 3), which mimic current practice at donor
sessions, respectively, show false-pass and false-fail rates
of 2.7 and 2.4 percent, respectively, for women and 1.8
and 0.2 percent, respectively, for men. The false-pass
rates for the combined procedure slightly exceed those
for the HemoCue alone: 95-percent Cls for these differ-
ences in rate are approximately 1.6 and 0.8 percent for
women and men, respectively. On the other hand, the
false-fail rates on the combined procedures are slightly
smaller than for HemoCue alone, with 95-percent Cls for
these differences in rate of approximately 2.3 and 0.6 per-
cent for women and men, respectively. It should be noted
here that any false pass on HemoCue alone would also
pass the combined procedure, regardless of the CuS0,
test result. Consequently, the false-pass rate for the com-
bined procedure must be at least as great as that for He-
moCue alone.

In summary, compared with HemoCue alone, cur-
rent practice trades off a slightly higher false-pass rate
against a slightly lower false-fail rate, and so is still rea-
sonable in spite of the error rates in the initial CuSO,
screen, and they need not be changed until the problems
of accurately measuring Hb in the field can be reduced or
eliminated. Because approximately 2 million donations
are collected annually in the UK, even small percentages
of false passes and false fails at the Hb-screening stage
represent a large number of individuals, and, conse-
quently, any improvement in accuracy of Hb screening
will be welcome.
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