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194K FhEA-BLAROBIIEARESHK ‘ ' (B8E1EHRER - BXHMMEK

BROEFHE  BXES| VVR | VWRES | RTHD | 938H | Sk | #SRE | SN8E | ot |t HOEEHE BEXR S| @oEHAN)
] 5 15 8| 1 0 2 0 7 38 ) 171,258
16~19% % 14 14 8 o| 4 2 o  a] |te~rem| % 147,601
INE 19 29 16 2 0 8 2 1 85 . g 318,859
] 10 20 12 12 2 9 3 24 92 5 654,236
20~298 % 33 20 13 - 186 2 8 6 19 17| | 20~29% X 476,505
IN 43 40 25] - 28| 4 17 9 43 209 noE | 1130741
85 12 16 1 31 4 15 9 23 21 | B 944,094
30~398 % 9 m 8 s 2 1" 6 9 62| |3o~308| %k 425,746
INEE ‘ 21 27 19 37 6 26 15 32 183] INE 1,369,840
8 4 10 9 13 0 7 5 27 75 B 816,948
40~49% & 8 7 4 7 1 5 2 7| 41| | 40~a98 % | 290626
gt 12 17 13 20 1 12 7 34 116 nE | 1107574
B 7 .5 7 6 0 4 3 10 42 g 543,530
50~59%% & 18 1 2 5 0 3 2 5 46| |50~598 X " 227,345
INEt 25 16 9 18] 0 7 5 15 88 gt 770,875
8 2 1 4 2 0 1 1 4 15 8 168,722
60~698% X 5 5 2 2 0 0 0 2 - 16| | 60~698 X 89,343
I 1 s 6 4 0 1 1| 6 31 O 258,065
8 40 67 51 65 6 38 21 95 383 5 3,208,788
ERUSE | ! % 87 68 37 37 5 31 18 46 329 |EHRBIEEH X 1,657,166
&t 127 135 88 102 11 69 39 141 712 aft 4,955,954

)



SERE BRI B4 R (SRR 1 94 )
HR1i0 B VE FR 4 3% (B4E B3 1-5)

AR d/RERM BN A(FRER)BE

ROBR-E5 8] 16-19 | 20-24 | 25-29 | 30-34 | 35-39. ] 40-44 | 45-49 | 50-54 | 55-59 | 60-64 | 65-69.
5 745 223 155 94 68 46 23 17 8 4 2
200 N 1,535 953 567 357 221 121 81 65 51 26 11
B | 2280] 1,176 | 722 451 | 289 167 104] 82] = 59 30 13
8 21%2:‘ 46741 3246 | 2,717 | 2015| 1,120 693 427 289 100 33|
400 | #Z | x§t4] 2,206 | 1,183 ] 1,005 719 468 353 312 382 190 52
Bx | 6880 | 4429 3722 | 2,734 | 1588 ] 1,046 739 671 290 85
5 | 1 274 245 251 235 186 157 124 272 158 100
PPP | %& 1 1919 ]| 1.093 904 | 644 389 326 268 370
B | 1 2193 | 1,338 ] 1,155| 879 575| 483| 392
B | 817 633 860 | 826 632 538 | 405 |3
PC | % 1,573 ] 1,084] 955] 792 570 | 497 424 |
B& | 2390 ] 1,717 1.815| 1618 ] 1,202] 1,035 829
VVREB(BIYER1-5) e
RmE&-1£5 8| 16-19 | 20-24 | 25-29 | 30-34 | 35-39 | 40-44 | 45-49.| 50-54 | 55-59 | 60-64-] 6569
213 148 87 59 43 17 1 2 0 0
200mL 821 485 285 165 80 50 32 19 9 1
1,034 633 372 224 123 67 43 21 9 1
43991 3008| 24411 1,760 921 537 286 177 45 12
400mL 2010 | 1,067 879 618] 390] 283| 255 309 150 43
6,409 | 4075 3,320 23781 1,311 820 | 541 486 195 55
155 131 132 113 89 65 51 112 58 34
PPP - 1,280 759 571 394| 238 222 186 271 155 79
: 1,435 890 703 507 327 287 237 211
11341 405 310 392 375 276 | 232] 176 P -
PC+PPP| & | 4001 1,017 737 634 531 382 342 319
B 5131 1422] 1,047 ] 1,026 906 658 5741 495 B
VVRERE| 4 B(BI4ER1-5) ,
RmER-1£5 8] 16-19 | 20-24 | 25-29 | 30-34 | 35-39 | 40-44 | 45-49 | 50-54
' 5 10 1 1 2 0 0 0 0
200mL | & 20 9 4 0 1 1 0 1
. B! 30 10 5 21 1 1 0 1
, B 741 40 49 25 26 10 6
400mL | % 55 16 12 20 12 6 9
5z 129 56 61 45 38 16 15
53 0 3 4 1 1 1 2
PPP | % 21 12 5 11 0 2 3
Bx 21 15 9 12 1 3 5
5 2 6 2 9 6 4 3 3
PC+PPP| % 22 17 11 7 7 6 3
B 7 28 19 20 13 11 9 6 [
Ak in &
RmEE-E5F8] 16-19 | 20~-24 | 25-29 | 30-34 | 35-39 | 40-44 | 45-49 | 50-54 | 55-59 | 60-64 | 65-69
5 | 47867| 6879| 5834 6611 7680| 7,399| 7812] 8.165| 8907| 4.739| 2580
200mL | Z | 77,296 | 61,090 | 50,306 | 52,509 | 48,690 | 35505 | 28,678 | 25,689 | 27.733 | 15538 | 6,567
B2 1125163 | 67,969 | 56,190 | 59,120 | 56,370 | 42,904 | 36,490 | 33,854 | 36,640 | 20.277 | 9.147
5 107,177 |230,977 [228,788 [307,542 [341,513 [301,881 |262,572 |213,351 |181,239 | 82,713 | 32,031
400mL | Zr | 43,836 ] 89,385 | 71,250 | 81,221 | 86,687 | 71,062 | 61,444 | 59,681 | 62,845 | 34,442 | 12,937
: B2 151,013 {320,362 |300,038 | 388,763 428,200 {372,943 |324,016 | 273,032 |244.084 [117.155 | 44,968
] 5177 24,801 | 32,797 | 40,804 | 43,698 | 36,816 | 32,135 | 23,749 | 51,376 | 26,987 | 19.672
PPP | Z | 16,703 | 665545 | 56,308 | 49,051 | 40,257 | 27,964 | 21,760 | 16,198 | 21,334 | 12513 | 7.346
B2 | 21,880 | 91,346 | 89,105 | 89,855 | 83,955 | 64,780 | 53,895 | 39,047 | 72.710 | 39,500 | 27.018
5 | 11,037 55822 | 68,288 | 93,108 [103,138 | 89,328 | 79,005 | 56,743 |
PC+PPP| % 9,766 | 44,475 37,146 | 35268 | 32,063 | 24.410| 19,803 | 13865 | - e
F2x | 20,803 |100,297 |105,434 [128,376 [135,201 |113,738 | 98,808 | 70,608 of al] 0

4.955.954



R 4 PR 2 4 2 (B4R AR 1-5)

S mmE- 7, k] 16-19 | 20-24 | 25-29 | 30-34 | 35-39 | 40-44 | 45-49 | 50-54 | 55-59 | 60-64 | 65-69
B | 156% | 3.24% | 2.63% | 1.42% | 0.89% | 0.62% | 0.29% | 0.21% 0.09% | 0.08% | 0.08%
200mL | % | 1.09% | 1.56% | 1.13% | 0.68% | 0.45% | 0.34% | 0.28% | 0.25% 0.18% | 0.17% | 0.17%
"B | 1.82% | 1.73% | 1.28% | 0.76% | 0.51% 0.39% | 0.29% | 0.24% | 0:16% | 0.15% | 0.14%
B | 263% | 2.02% | 1.42% | 0.88% | 0.59% | 0.37% | 0.26% 0.20% | 0.16% | 0.12% | 0.10%
400mL | % | 3.45% | 2.47% | 1.66% | 1.24% 0.83% | 066% | 057% | 052% | 0.61% | 0.55% | 0.40%
B4z | 2.87% | 2.15% | 1.48% | 0.96% | 0.64% | 0.43% | 0.32%k 027% | 0:27% | 0.25% | 0.19%
B | 1.87% | 1.10% | 0.75% | 0.62% | 0.54% | 0.51% | 0.49% 0.52% 0.59% | 051%
PPP | % | 444% | 2.88% | 1.94% | 1.84% | 1.60% | 1.39% | 1.50% | 1.65% 1.82% | 1.39%
H4 | 383% | 2.40% | 1.50% | 1.29% | 1.05% [ 0.89% | 0.90% 0.98% 0.98% | 0.75%
B | 1.88% | 1.46% | 0.93% | 0.92% | 0.80% | 0.71% | 0.68% 0.71%
PC+PPP| Zr | 5.85% | 3.54% | 2.92% | 2.71% | 2.47% | 2.34% | 251% | 3.06%
"% | 3.74% | 2.38% | 1.63% | 1.41% | 1.20% | 1.06% | 1.05% 1.17%
VVREE A EBIHER1-5) :
Sl 5, 5] 16-19 | 2024 | 25-29 | 30-34 | 35-39 | 40-44 | 45-49 | 50-54 | 55-59 | 60-64 65-69"
B | 1.44% | 3.10% | 2.52% | 1.32% | 0.77% | 0.58% | 0.22% 0.13% | 0.02% | 0.00% | 0.00%
200mL | _%& | 1.67% | 1.34% | 0.96% | 0.54% | 0.34% 023% | 0.17% | 0.12% | 0.07% | 0.06% | 0.02%
"B | 1.58% | 1.52% | 1.13% | 0.63% | 0.40% 0.29% | 0.18% | 0.13% | 0.06% | 0.04% | 0.01%
B | 2.50% | 1.90% | 1.31% | 0.79% | 0.52% | 0.31% | 0.20% 0.13% | 0.10% | 0.05% | 0.04%
400mL | & | 321% | 2.25% | 1.50% | 1.08% | 0.71% | 0.55% | 0.46% | 0.43% | 0.49% 0.44% | 0.33%
& | 2.71% | 2.00% | 1.36% | 0.85% | 0.56% | 0.35% | 0.25% | 0.20% 0.20% | 0.17% | 0.12%
B | 1.20% | 0.62% | 0.40% | 0.32% | 0.26% | 0.24% | 0.20% | 0.21% 0.21% | 0.17%
PPP # | 3.12% | 1.92% | 1.35% | 1.16% | 0.98% | 0.85% | 1.02% | 1.15% 1.24% | 1.08%
B4 | 2.66% | 1.57% | 1.00% | 0.78% | 0.60% | 0.50% | 0.53% | 0.59% 0.54% | 0.42%
B [ 1.02% | 0.73% | 0.45% | 0.42% | 0.36% | 0.31% | 0.29% | 0.31%
PC+PPP| % | 4.10% | 2.20% | 1.98% | 1.80% | 1.66% | 1.56% | 1.73% | 2.30%
B4 | 2.47% | 1.42% | 0.99% | 0.80% | 0.67% | 0:58% | 0.58% | 0.70%
VVRERB| S 4 = .
WO R 58] 16-19 | 2024 | 25-29 | 30-34 | 35-39 | 40-44 | 45-49 | 50-54 | 55-59 60-64 | 65-69
B | 0.021% | 0.015% | 0.017% | 0.030% | 0.000% | 0.000% | 0.000% 0.000% | 0.000% | 0.000% | 0.000%
200mL | % | 0.026% | 0.015% | 0.008% | 0.000% | 0.002% | 0.003% | 0.000% | 0.004% | 0.000% 0.000% | 0.000%
B4 | 0,024% | 0.015% | 0.009% | 0.003% | 0.002% | 0.002% | 0.000% | 0.003% 0.000% | 0.000% | 0.000%
B | 0.042% | 0.032% | 0.017% | 0.016% | 0.007% | 0.009% | 0.004% 0.003% | 0.003% | 0.000% | 0.000%
400mL | % [ 0.087% | 0.062% | 0.022% | 0.015% | 0.023% 0.017% | 0.010% | 0.015% | 0.022% | 0.029% | 0.046%
B4 | 0.055% | 0.040% | 0.019% [ 0.016% | 0.011% | 0.010% | 0.005% 0.005% | 0.008% | 0.009% | 0.013%
5 | 0.000% | 0.000% | 0.009% | 0.010% | 0.002% | 0.003% | 0.003% | 0.008% 0.000% | 0.005%
PPP # | 0.024% | 0.032% | 0.021% | 0.010% | 0.027% | 0.000% | 0.009% ; 0.019% 0.008% | 0.027%
B4 | 0.018% | 0.023% | 0.017% | 0.010% | 0.014% | 0.002% | 0.006% 0.013% 0.003% | 0.011%
& 10.018% ] 0.011% | 0.003% | 0.010% | 0.006% | 0.004% | 0.004% 0.005%
PC+PPP| Z | 0.051% | 0.049% | 0.046% | 0.031% | 0.022% | 0.029% | 0.030% | 0.022%
B4 | 0034% | 0.028% | 0.018% | 0.016% | 0.010% | 0.010% | 0.009% 0.008%
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TR BEE BANBNEFLEMNE 0
(R - BRSIEL X2 5 [ ) —¥ 1 =0 ARATIEELE)
RIETF A

BRIE RSG5 EE L - RS DK < B

BEREE R Rk GOERERAEAES BOSRHEAT #9)

BREE .

2002 FITHOL LT 272 MIEOZEEHEICEIT D6 1730V T, kBRI ZemmE & BN ERIC
L OXOREPHSIIFIEOBRIZ b0 T D, & BICFEOESERIT T, RILFITA U fEE D
BAEDIEY FITOWVTHRET 2 Z L AHMEREDO B THLRO BTV B, Wb RS Lt AR5
| W) NBEEBOERICE SO TIRILE VW H1THEIT> TOBIREN. =9 LIZRiLE OEE CRRERITE
ZBNTVDH, RIEDREMESE S BIZHET 2 L & bICERBISICRE L Tk 2 43 3 - dic
i SRR AR E X T, BREAGBLED O YD CERILELHES FRET 2 B0 5 5,

- BRIMEIEZB L TIIBUE, IRILE ORERE ~OBUE L ZM#TA~E 2 1 BOZ\ i s b ST
6. NEREEDRERREID —EOMKE o ¥ —IC TEB SN TS, ~E2 1 B SRR ~DLE
SO0 BEZITER L, B R E 7 i 3P E A e — 5 - L SREEIRE L o TN D, E T, M
| B & BERMBETEIE &~ 2 0 B AT R R OWE R EE LT,

92 BADT =5 % BIRERD D G b DIIRHEIC & HIRMEERHIE &~ 2 1 © LS REE T,
MEHE TR ATAE & DHRIZH B bOO~E 2 1 LB RIRIE TR, BT E 22y NE MEE 5 55
| MELRER ST, M, MiKHEIT 1. 052 R THHIZHDDDET~E7 o U BEREE T, il
R EORIE MHET B 2 L LB L o nt,

Z DEDZEREFE TE HEMEEDE NS RNEIT 2 5,

—77, BRIIZPE D MESRERRRS (VVR) ZE0RIWERIL. mm%L%§%§%&E¢&&®ﬁ®%ﬁmb .
0 KB Z DRIEIT S0 B~ X BRETh B, |

Kﬁ%fﬂé%ﬂ\%E%K%w&%bnfwéﬁmﬁwﬂﬁﬁw—oﬁ%5m%ﬁ%m%%ﬁGNmG:
LT, BHTHRMEAEC LT 2EFEED [FERMOFERR] - BRILFED VVR RSSAiin  ioov O
35 L &b, IFIERRILIE 200m] BRILZ4T720 0 2 EIBIC 400m] BRILZ T2~ 784 & . FlEl-2 |8 & ) 400m1
BRILZAT2 > TR EOFEIZBIT 5, 2[EH 400ml BRILFFD VVR SR 125U TOHBEFT-7-,

Fio, HEEFIRMCAG DR BRTIRE SM T, Z ORI — AR OB & 0 R TR
T B0 HCMORMBEOFEERETE Lz, TOKR, Fih, REICET 3 RIEEOHEANDES
VVR ZHEITHIE LR &) Z Ld7phso 723, VVR FERIT | Bt BB Mg -3 581
IHEICED T, RMEEOYER BT 254, ROROBRLERI T 5H8 2 ZETL. B0
i, AEICET AMERBITE B REEMSTIE S,
| DFRBRARICER LTV 54, REEIOIBINC 5 < NS BET B & b bi, BB |
PREEIC B LT I OHEE D SR D S TV B, '




A. BWY : ' :

BRI 1 OB 3> F RS OMRIC L 0 AT L OV, BEDMRESIEEIENERIZ I VD
Z LA WHO (HFYMEMED #iZUHLT3ERNRERTHS, Lrl, bAETHIOX S ITRILA DA
B LTV AEESRE 2 B L. MBS RETZ LICk Y NERSRERT S - L bIEOER T AL E
ZBBDVE SDFETH D, ‘
T 5 U ERSREANRAL L2V & D I N E R BRI T T D L S ERER T L L b
12,2 9 Ul BEGRERIC N2 CRREDZ A DR SRR L BRI OSEA_ BT L T RS RERMSSH D,

AR, ek D AV BTV MBHE L ARADHEITER TET R U RBREIEIEIC X 2B MOHE
~ YL Akt /57~75>t§sz 5,

- zIT %%@ﬂﬁ%ikié%iﬁ%&A%ﬁnt/%%ﬂﬁ%kiéﬂiﬁ&%%®?6 Lizky, i
SR B S L. BRI E R~ DR & S MF T~ 7 1 © RO MIREHE % D ST 5 T,
RIERIpARIVE TS 2 & D3 ABIFED BRIDDL D TH D, ‘

Iz, B2 BT BT EE bS8 D A M ORERR % R 5 1 DIEEE ORI,
HZ 400m] iRl OHEED T DI NE/LBRIFFORWER DR ARILZ HMICHE L, TOTIIREZHRT
B OOEREEE L5 2 L BAFFEDE 5 VLoD BT 5, EEEORRME 7 — & 2599735 & & bic
ZORMENEN, — R R AEYE T D Bk T/ A7 FHHC A D B R S RS OR E
ERPRAETHC LICL Y, BATORMIRIEHEOREIS M-I HIREDR M ERET LT,

B. Hik
— 1. MiKEEI & ARMETHE &~ 7 v RS RIEED
émﬁmom‘ﬁ%“#u&’%ﬁﬁ ERY MKLERIZTT S & R Hb B SRIE % 2 L FRmEEDH Y Hioo
WTORERERIE 357201z, LMkl (200mL, 400ml) FHEHFERZILT, HE, B B, Mo
Mg 7 —ZCERL 19 4 2 A EA)~3 AR A ORI KR L7z,
21T, TOM00mL fRiE DB AR Hb 2375, [OHERIRICT 1. 052 LAE 1. 053 5K & LT 400-200mL
CEE L7-BRIE D b 7). [3200ml BRIEDF R Hb 53461, £ LT [@L. 052 i CRERIMDEED Hb
gagifll KU T AT LT, '
B— 2. EEmiEOLMmRMIZIT 5 WR RISORAEREIZDVNT
1) EEEOPIERILE VR RGRAERRORE CiL, 23 7 #uf (Aod. E3RR. FE, i%%uL% KRR,
LR, fERR) CHR 174 1 A~12 Akl e L7c 16 m--20 BROBILE 235 L U, #3185, i
Fik (200ml, 400ml). EEREEERIIZ VR OSAERR A L=, 2) #IE 200n] BRILEAT/2 S = & O VVR EERGHE
WZOVTHE, MERHARTC T 7 HUEC 2 BB ORI A1T/2 - 7= 18 BR~20 BRODBRINAE O VR FARILZ FIEER
R OFHERIARYT LTz |
2) AR 18 ARICHURARSIEAMNTE C H Dl 2 3Rif L7 8% 215 BIEXRICL MR AT T 1 TITT LTz, B
EE EE MR FE —ERnE, BROEERCEREEL, B SHHEOFEL ZOERIZ O
THHT L7,
(fREEmE ~DECRE)
ARFFEL, BAERREET D Z & e B > BWERERZ O 5 & & biZ, B OB MmFRZRET D
HLOTHY . BIMEEIC OV TR DOBEOREFE CTH A7 ORE EOREIIE UV, ¥/, T —FZ 0D




BT ORI B 5 R IR - BT 17456 1 20 B )] AEFLTL0S,

C. #&

18, 726 25 DERIMAE %t U CHRHLERZ X A ERIEEHIE & ~F 2 o UL S BIEEOE 1T - 7-, 7c0> R5)
AL 18,7054 (Bt 11,3874 (60.9%), &t 7,3184 (39.1%)) 1T DWW THMEIT-o7-, '
FNIY. 384 (D 165k, BEER 69 T, 20MKH BEEIZTEHHED 1. 05272, ~ES Ty

BN 14.0 THotr,

FET BRRILOTERIC YT 200mL RIS 3, 107 & (16. 6%) . 400mL $ifi A3 15,598 4% (83. 4%) T, 400mL
Rl ZHET DRMMENE o0, UL, EEOLMMET, 2000l Fls 2,769 4 (14.8%). 400ul LdAs
13,562 4 (72.5%), B T&E 2D -7=H552, 3704 (12.T%) Thoi-, ‘ ,

HEERIRELZ C 1. 052 Bk 1. 053 e & LT 400->200mL $RM0ICZE L7-RRILE D Hb 5375 Clo 575, Z BRI
BELIBRIE L3984 Th oo, TDO~T S 1 B AEOEHENL, 12. 47¢/dl (B/ME10. 2¢/d1. B 18. 7e/d1)

Thoi,

MR EIEORYE (MR EREEORE. HRE, HEEMR ERMRAY) 20T 37012 200l B
& 400mL BTV, BIEIZELE 1. 052 MR ERIC X ARIERETH B - Lhb, 1,052 BIL 1. 052 ki
W7, TLT, b5V H>ORMERETH S Hb ff 12¢/dL L EDOBAEORM FTRES . i 2 B OB AR -
BEE & L7z, [FIRRIC 400mL LIV VCit, MIRHE 1. 053 & Hb & 12. 5g/dL % EHesliic FV v,
CELTIRLETROL I LT, '

- 200nL R4 _

‘ K Hb f& 12g/dL LA E Hb {8 12g/dL K& &5t
ML 1. 052 Ak OB TR (a) BRI ATEER (b) a+b
MWRE 1. 062K | BORMRFERE () | HEORMARTES ) c+d

= a+c b+d a+b+c+d
' Hb fi& 12. 5g/dL SA b Hb 1# 12. 5g/dL &8t
MiKEEEE 1. 053 LAk BEOBMTTRER (2) BB FTREE (b) a+b
MIKLLE 1. 053 iy BEOBIM N TRER (c) BORMAFRES (d) c+d
&3t ate b+d a+b+ ¢ +d
TR, LT LS icikotz,
200mL £1f. : ,
Hb & 12¢/dL BLE Hb fE 12g/dL &%
MREE 1. 052 LA L 2, 595 137 2,732
MRELER 1. 052 K5 37 0 37
a7 2,632 137 2, 769




JRBE=2, 595/2, 632=0. 986

KR RE=0/137=0

BEReMER=37/2, 632=0. 014

BEREMEE=137/137=1

R =B RRE R/ BEE R (1R )
=0. 986/1=0. 986

REMER RSt =ERa o /Rt (1) /R R
=0.014/0 - - - SHETREE

400mL FRif. - , ,
Hb i 12. 5¢/dL LAk Hb 1 12. 5g/dL 3 ' &
Iy 1. 053 LA E 13,126 , 370 13,496
MIELLEE 1. 053 K 1 65 : 66
&5t : 13,127 435 13, 562

=13, 126/13, 127=0. 9999

¥R BE=65/4350. 149

SRR /13, 127=0. 00008

ﬁ%&sm/@s:o; 851

BB HE =B  /BE R/ (- RED)
 =0.9999/0. 851=1. 1750

RaMoABE r=RERa o/ BRa = (1) /G R

=0. 0001/0. 149=0. 0007

O BMEERRRE LT F AR E 2 A, EEEOMEREMREIL (WR) ORARILCZ DORERIC
DUNTHL. 1) Z4EE O FNEIRILAFODRE VVR SRS SRIT @REFI+ B . Bk 200m] BRILKE T 1. 86%.
400m] BRIEFT 3. 75% T - T=, FEERFITIL, 200ml {23517 5 18 i, 19 %, 20 IDIAFED (K4 2. 69%;
2.37%. 2.99%). 165%, 175 (1.45%. 1.62%) & &L TRV MERDSERD HiviAs, 400ml {238V VT
R ORAEREISE NI D o T, 55, BAE VR OFRAESERT 200ml T 0. 07%, 400ml TO0.17% Th-o
7 CERRICEEER L), LtEmd# VR R4S 200m THEE 2. 16%. 400nl T 4. 4% ThoT, FHj
DR, 200m] TIXBAEFHEIC 18 B8, 19 B%. 20 BRORAEN (B 42.23%, 2.42%. 2.76%). 16
B 175% (1.72%. 1.92%) & B U@V MERDERD HIZA3, 400ml TIXERMEIORERICEEEIGRYD
oz, Hb, EIE VR OFARL 200ml TO0.13%, 400ml T 0.28%H Y, FEORERIZEE
EERDTUVRYY, 2) FIEIOBRIMFES (200ml, 400ml B1)) 12, 2 [E1H D 400ml FgD VR AR E R & 2
%, @IEHS 200m] T 2 EHIC 400ml O3FA (FIE] 200ml BF) DK VVR DORASEIL, T 2.82% THY |
WIER DL A>P 400m1 21772\ > 2 BIE b 400ml DS (FIE 400ml B O VWR RBAERLHB L T 1L L2%LFH
BICEVER ChH T, EIE VR ORARGLHIE 200ml BE25 0. 23% & FIE] 400ml BE0D 0. 07% & HEE L,
Blz@mbhoT-, '




AT DI VR OBEREIT. FIE] 200m] BEATEH 2. 95% Tdb B IR L, HIIE 400ml BE T 2: 40% &
FEIDS 400ml DFFIRoRO(EN MEMIZERD S, MEHIEEZIL b o7, B WR OEEEITHIE 200ml B
(0.11%) . #IE1400ml B (0.20%) ThHV. FERNHEIEOEERIL T,

HEMmRMIZBd 57 —& ThHH3, ISEFFORRMERIL 404 [F], Bk 88 6, itk 126 #. FFEHiIF
#1509 (19—87) & HEIL58.3 (37.0—97.0) ke Thot-, HBEBIIRIUARHRBOIMFIN 42.3% & b
2 EHEL, RICBOEFHTHE 31.2% ThH Y, T, BEE THIERRILED 11.6%% 5TV,

CEEOATX, T0—T9 BRAY55 6 (25.6%) . 80 mRLA EAS 124 (5.6%) T, _:}/Li‘om—ﬂﬁ@mgﬁﬁ@ﬁlﬂﬂw
T, B6THI (31.2%) FEHTVE, »

BB & BRIV VT, SRl O ER B THE 200nL $ T, ST 45kg BAE, &otkid 40ke BLE,
E72, 400ul TR TIEE L BB 50kg LAEDRDOND, ThbDOEREL TR X2V ‘W;t BHET3H (1.4%).
ZHET6H (2.8%) ., 2ETIZIB (4.2%) FEL

1 [EOER M B 400ml 236 o & $25< 42. 3%% 53 FRMEHIITEY 1. 9[F (15 [B]) T, #RTi 81337 579. 3ul

(200-1200nL) Tdp-o7c, 1 EORMBOBEBERMIKE AT DFIRIL, T8 2% (3.7-9.4%) Thol,

TRCORBIO > b, R EESIE O B OF) Thb . AT T B AR

(vasovagal reaction: VVR) T o7z, VVR BIEEIIT XTI ETh-o7, 1 Hl5 2[E VVR i L TV, VVR
R, EANECTHMEL. 3%, ZotE4. 8%, ESABCTEM 1 4%, &it2. 7%'(29)07" AR Ay he 2
BdHoT=h, FEtFNREERIRD o7z,

VVR % FAE U705 & FEHE L7V MBIOFHE A SR L7- & 2 5, FRZEERE C VVR BIEFINZ WD Z i3
motoﬁﬁ B R, BRMEEIL VVR BEFICIEEE & 2EmMIZH 72085, FEEIRDR» o1, Ll
TRERMIEE TS R BOBIETE VVR RIEFI BRI BT, '

D. B8 . :

Mg EYE L Ho JIEES LR Uiz & 25, 200mL 33 5 U0 400mL B21f & ¥, “IIR L ERE DR REE” MK o 72,
DOFY, HRMEL ROERITEN L OO0, BB L R AHENEVRETHDELEEL D,

PAHEARE LD 200 33 L UM 400mL $Rif & & 10 AT LD TRV 2 &b, MIRHLERE “BilatentE2bh

- DENILE D" FEE “IIEE L TRV, —, BRMEREELIZ OV, 200mL 13EHERAET 400nL i3 0.1 EATC
DT EHb, 400nl ML T, MELEREY “BlThHhs & BDLARILE” © B IIIERT .
HHLEZBND, 728, 400mL BRILOBTMBESIZHO S D MEHEHRIZR- TiL, 262 LTRNIRE
BEMERL TS EEXIBND, .

BRIE DL > HEER TH DA, FIERRMRFORME L VVR OBHRZ 15 Ltﬁit% HBZEnb,
HEHIRZRRE V& E Z b A YIENE 200m] fkif 2, 2 [B] B LA 400ml BRLZFT72 5 Z & C VVR ORAER)ME
BTELLBEZOND, Lo L, SEORL OFRER T B CII9IE 200m] #kifl, £ OH%IZ 400m] #kifn % %E
M L7-EED VVR @%Ewi PRI 400m] BRILE L7-BED X 0 BEICE< . RHETIRFERICEEEN 20>
277,

BYETIT 1 EBIZ 200m % U7-#RfLE 7S 2 B i 400ml #ikin %1772 2 BRI 1 E B X 0 EoREEMn Sh 508
HIREIMBN=Z L b—D2DBERTHAH, TIUTH L, HETIIHER, B EN ozt bEZ L
3, LHL, ZhbidEd LTRRENLOBETH D0, AEEIL L 5 LENEEOE NIV T LA %ER
LTI LERH D, SHILINHOEREML, FHEED VVR FERLEIIHREICTOLERH D LEX
Do




B B BRI OV VT, SR EEOFTRS Cho> T b VVR ORAEENE L) Z L3380 bhvieh:
ey ' _ ' .
Fi, FEAMRMEEOREINII T, VVR OREFREN V) 2L RO ONED T, 1L, 1
B 0 B B SR B DB VR BRI CHRICE N 50T, SR DUIE R B B B R MK
Blox 2 BOES 2 ERT DLERDH DA I, ~
EERMERIIAE L FEIC L VECE 308, BUTORMEEIREDOHDORENDH D, REHERMIEEE
Rl %78, HRED > T b REME EATMERMIKRARV DT, MEEIMEL T ERn &R0 5
ERZE LV, ThbL, BRLFEYEETUE. BTORMEEC BT 548, KEICETSREZEMT
& BTREMRH D259,

—%., SEOTAERSRIHEERMRES VVR ORBEOFRR L 2o TV A THEERLIZbOLBbIhD, L
T BT, ERMERIT AR EDEISAE EATL. FEOR DB XTSRRI 5 - L oESEN
bbb TRERS I bD L Bbh 3,

E. $&9

~EZBEY (Hb) HESREEEEAIE, MRS ORFE~ORE S . Zi#Eiz Hb 0L\ mikiias
DE TN, NITEEDR BRI —HOMEE ¥ —IC TERINTWVWS, Hb BSRIEE~O2ER
7R B ATEE L, B0 R B F A I PR RO T oV T, OB TEEEIMERE Bk Hb B L I
LTl Ve o AR | & BRI, @200mL Bl S 400mL & F—EH3| % 1F5 - L oRsE, GHb
B FBMEORTER LSRR REE L 2o TS,

ZDX S REROL LAFEEER LS, MELEE IR EIC BT SRR TE S L T T H BRI
Hb EAME<S Hb fED> b3 TR A 27 72\ VIR OBILE 6 HERIIL LTV V= Z A b L IR0 T,

BRILE OREGEELE2 5 &, MRLERCZ T Hb IEBEEEAT 2 0NERD D, € L TAEIOHIEREE
b & ic, BATORMEEED RE L% mE Hb A8\ MikeH & 583 3 b0 R EEBE LT L
VERD D, ' \ |

¥ RMBOEEERTH B, BEENIEIC 400n] BRILE LI-3A DR VVR SASERIHEH 3~4% T
HY ., ML BRI AT, UL, —HHRIED VVR BARY 1%BRETHEZLEEXD L,
A Y R ORINE & & 2 TOEBERRISIRD b B L AERR I,

SEOWEGHERIC L D . D7 & bEFEHIHIERRILCIE 200ml BfLAATV S, 2 [FE LS 400ml 7ML %1T
725 Z L id. VVR ORARDERICITIN bV & ORERILE b, EFEEORMIEE, 512 400n! £1f#%
MOREEETT7 91243 VVR ORAFEII—BRIEOEE TH D Z L ZSFRICAN, TORE, Flir 58
KELE THLOEERII & LEXD,

F7e. BEMBMESOEEERT. BITFORMEEORIAD 70 ELLEOFEFIS 31 & TH TR, KT
VVR ORARBEN LD Z Lidlehole, $io, BUTORMBEEOHIEVIOKEEE D 4. 265 T,
IEEEOER T TR VVR OFRAERNE O Z Lidled o703, VVR BEF TR MRz 25 mE0E]
AREEICEN T, |

PLEDZ & XY, BRIEOBEEAQOENEZ L, RilEEL RETHS. BRLEEITHT55RnED
EERERTIUL, FEIL 0B ETH, REMHIRER TX B TREMD B D,




F. BEfRIER
BT

G. WFRR
1. AR
TFEHY
2. FRRR
FEHY

H. SWOBIEEREDHEE - BRI
(FEZEL)
1. KRS
Rz L
2. ERREG
- R
3. FOMh
Bzl




TR 1 O AR
(B35 - EFEESL X5 [ )~ T R RATIEL)
RIEDITERS &

R 2 SRR B L 7 SR DRI B SRR

FEREE R fuk CORESERKERTSE BORRELSE #9)

HoeEE
AT CHARILER D RE L BN S, 1) 17 B~ 400ml £METMOHA, 2) Lk LR
EHEUTIMDREL. 3) M/ IMRARRILD_HIRFHERAT 54 D RE LOFREMHC OV TEAZR (K
EORME) L%4 FOREEZ R 18 FEOLEIME DT —F DESERET LI, 2T IviMgD Lk
BUEADRE LICB 57— MNBE % 50~54 Bl NGRS &R & L CEIE Lk, |
SERR, 18 SEERICRRM DA% LBtk 3,532,404 4. &tk 2,560,404 4 D 6,092,808 4 &% LTAK
FHEHOEEFE— 2 Ea—F— U XT MIANINTWAT—F 224, BRiAER . ESFERRic
BRES, RILFERES. BWERRAERRAZES L. TORREBTORERT—4 & L, MR
 BRESORE LICEH 57 24— MEEIT2ED 7 iRonit 7 —TRMEL. 1,1304 (BtE7394. &k
#:3914) MoOEENELITS ‘
C ZORER 1) 17 BT 400ml ki A EAT B T & Cid, AERIIC 200m] FRILEEE 46,684 455 (Bt 28,961
£, itk 17,723 46) 1S AEIASRAA T, ZHUETEAR 18 FEO-2mARHRMES (200ml #25) 0 0.73%
(BHE 0.45%. itk 0.28%) (AR Uiz, BRMAFORWEADORAERIT 1TRTIEBELL S 18 < 19 A HEL
THRELU T ThH-Tz, 2) 2Mmikie ERESRE 69 b 74 BICIER LIcEaTiny S ki a3 4H
I 200ml HET 6,573 4TV . SMMBIRIELD 0.11%REDHIN L HRAEIARNT & hbhotz, B
| TR AR IR L B 60 ARRILE DBWERIRAERE, MOER L M LA, RS FORERTH-
Jeo UinL. Hb EASEAEERGO:Y (Hb RR) MRIOFEH & 7257 BB 60 BRAAMMOENR & 1k |
LCEWE Edsbhot, 3) H/IMRERAHRILGD EIRESZBTO 54 5EhD 59 BICHER LI-HE1Tit, 4
45,534 4 OfRILE DM RA T, 50 ROfvMRILE ORWERRARIIMMOFR L L THRAER
RS T OE T - 7225, Hb RRIC L HERIREHEE ST BT 50 (b < 2 HERNSBD b, (i
ANRBRILOD ERRAES D RE LICBES 57 47— bl ORERTIL. 90%LA EORnEAS 54 ML bt L
THVIMERRILZ 3 L7V & BEE L, i IMRERILOD _FRRER D RIE L 21772 5 Z LITiX 85% LA EOEmE D
EYEYE BT, | |
ZDX S IAERENED HE | CHEBMZEOBRMEA AT, 77— MR THLERREERES
TV B /MRS IR O _EBFES O RE L 28— 80T —v & L TR EED 53& L ORI/ LN
e '
F7-. Hb EREE# 8| X LiT72358 ORIMEES~DORE OV UIRILEIC L 585 HE & Hb S5 8ER.
b LITRETLIS _
~EZuty (Hb) ESREEEE A, RiLEOEFRE~OERE L . &z Hb BOZ Mk
FOXTEEND, NEEEORELRI—ROMKE ¥ —IC TERIN TV S, Hb BSRIEE~DE




ERREIY B ACBR L., SRR T IS EREOR T oV T, R TBTREEE R B0 Hb
| L P U TR e o RS | & LT ORIEL ), T200mL $RilEAES 400mL &ﬁ*‘%ﬁkél%ﬂ:ﬁ’é;

- LDORFE. THb EPMEDRE] BREREEL 2o T3,

R B GRS 24T\ . RIEHC Hb SR LML C, S Hb @231% L-8a
| DB~ OREBERE S, M ROEAEL LT, 2588 (WESE Al LERhEEYE X S~
BEHNIG N B~, FHFIr BRI A 2007 b, 200 - 400mL F—EETHH: Hb=130, it
=125g/dL ZRE LEH LT,

AR 19 42 Ati~3 A TR, it »— (B 7, BU7ey 7, HE, FH) Camikim (200
mL400ml) AEEERERE L, MBHERI CRIETHELR . FFHC Hb EMSMEY ~T%a—
Hb201 77 R & T OBFRBM 2 AV CTRIE UTe, ARERHER. Bk 11,406 A %t 7,321 A, &t 18,726
NEOWTHHT T o7, 723 Hb AREEIL, SSREORIISSRIERL K& RRY, MZRELRE
B LIER OCR R LB LI DT, ZORTOVWTHETIE L THEIT L7z, E7-bhEBSaEmeiTiy, Hb fl
SRR R T CIOBA L OO T BRI RIE 2 52 LIl e » 7 @—%@7—9 (L0 BC %) %kt
L. #EF 17,429 {5k LT-,
| FORER. HERE 1.052 Lk 1.053 K477 L, 400mL 75 200mL 25 E Uik o5 Hb s

LR, B 126608 gldL. ot 12.4206g/dL T, BT 200mL HEAED Hb12 gidL BLE & 1
IEAE BRETh T, HHRE H bl L RERRIE Hb Ch 523, 240 C Tk, RIS COmREER
EIT XE-2100 2 L. 4 CREFTRMBA (0 24~32 Feliig) ICRIEL T\ 5, fSHIER: & FBHCEIE

LIc b DT, BERREEIISET —#IcL P2 50, F—REOiBiiE Hb 62 REipmas |
Hb 0¥, HEHREE B Lz, 5 Hb EHRaiiess L ik L <, THIECHE 04, %t 03 gidL
FIEHR MEZ R U QW Ve, FEBSERSE. B3 0923 & FEEITHAV ERE) 2RL7oA8, ik 0.877
& RRPROEBE) OFER Th-olo, BRIHEHGAE OIS Hb EOYHY & ISHEREIY, Bt 14.9+1.1gdL. &
127411 gldL THo7z, BHET 130 g/dL KL 3.6%. %t T Hb12.5g/dL KWL 37.9% Thro e, MLl
WEHIEI X 5 BHDE O S Hb Eafmid, Biko 200mL #kinE$ix 582 A (5.3%) T. 10 D5
HHEFIEY Y, 400mL BROUIFRMEAEZ K Y| Bicd bICERFEET 1.053 (Hb JiEHET 12.6g/dL) B
LEEDLNT S, 400mL Btk Cid. Hb MSREME T 13.0g/d L i 241 A, S HERIEET
| 1.053 i &4 L Hb13.0g/dL LUV 139 AFFEL T, Hb MSHREHICEI Y &%, HEEYEE 13.0g/dL
PAEITERIET D & 1.04% DB S FRl &, i BRI & A ictking o5 Hb A, &bk 200,
400mL BRiinE D Hb E5370 & FRAILERIT, 400mL Zitikis cid, HEBEICT 1.053 LLET, Hb f#i5
BIEME 125 gdL Kt 102% (310 A) &Fh Tz, MZHERE G 1.053 ¢, Hbl2.5g/dL SLE
%7~ LTz 400mL iRl 251 269 A Th-o7-, Hb BBRIEEICEI D &%, Mkl (Hb12.5¢/dL L)
BUTHBLE LTSBE. 41 N (1.44%) DBOBTRISI, BiE=130, &it=12.5g/dL sREROENF R
MAERIL, B 400mL BRAEE T Hb=2130g/MdL & L7-3RE. 82 & bICREEB ER L, 50 {8

6%). 60 1% (11.2%) TE<., LTI 35%IREE 2 >72, 200 - 400mL [F—HIEEELRET S L.
200mL FLEBHED 6.7% DT E 2oz, LHETH L, 200 - 400mL F—HIEE%E (Hb2125gdL) 23E
T5E, 10 R~40 ROFTEENRF < | ZtESR L LT 400mL #%EE T 35%. 200mL #HE#E T 42.6%5K
B0l BILEIAE DS Hb BRI B 200 g/dL, it 18.7 g/dL Th-7-, Hb LBMEDREIC
OWT, BRMITFESNE L SNAEEYS3E L LTEM 19 gdL L, &t 17 g/dL LU E25RE LISEA.
FEFIIB L BIZ 0.08% ThoTz, MERRIZOVWTL, SBIOBRSRERE G, MPEBESRLEIC




L BETHEI B Ui L B X bW BB IR 1,

REHERND, MR EREEL 65 Hb BT e bic, FEFE L TR - IoE e
CERARTIEL E 25, HITHECER S-S Hb MEESSHIRAR©. RERA BBk E OREE
& Wl U CEAHEAPRREN 2 L BRI LT D, SEIDKREHL. k% 24~32 R RERRMes
~CRE L7z Hb {EThH 555 iS5 Ho T TIHECHIE 0.4, £t 0.3 gL L BB MERR L TV, il
5 Hb RIPHSS0EE1203 gdL & ShTisY, HmEtEs FRESMmEH 5 ORMABAIETX 5RETH
3, |

Hb BIEHE~DY) 2T, BYTEIEEIER BHEO Hb [HE B U TR Z L h, EHEEE 125
5 13.0 gdL iZOE BT 7B A 0RMFREIT o2& 25, HEREE 1.058 SLEOHERH A 1.04%08
DRTFRE T, LTI Hb 2 BHTERELRIL 125 gdL &3 L EMEIC X 53T & HEd 5 & 1.44%
DEPHBTFRE NIz, THHCBC, 5 Hb BIEHESEA CRILE TR+ 58H & LT, B
AkD Hb i L ) RREDICRTT 5 L ORESN VB I L bEEL W5 L Bbh 3,

200mL £ AMER (H18 4E : 200mL 26%., 400mL 74%) 12543, Zlm#FiZ & v ghin g Eiibie
WIEHIREF UL, 200mL Hinid/NRo#gAiZRE U THm LTV A lER béh 5, 200mL D EES
400mL & F—EECOE ST 788, 200mL SRR FUBIK THIZ & A BN L Bbh 5,
LU, 400mL REfRICER L TV AHIR T, ABORILEROHH/: SERNFHEOERESLE L 12 5THE
¥ 5, Hb EIEEOZE HFICoWTE, A% LW BEEORITO, IR S 72 HIsRA N
DABIESEAER: P OMBRER b EE LT, RS & THA I,

MIREREE., REEA T8 5 hNCBRE LICHETH A5, 55 Hb BIEE s i3 hi
BRIV UABSEITR Uy B4 OIRIBICRS U7 RS ASaTAE & 725, Hb S BIEHSSE AT, —Ofla%
A LT BRSO B 5, |

Fie, A CHIRILCE B EFADOEHRELT . EXAEORMOTIR, SROTHL, #RilfT8oR
ERTHH LI L, ERECRILO S 0 E— 3 V21T 2 L AMMMERI BN TR LT, 2008
148 AMS2 A 1 Bt T, SRERERAHESMESE T aiE b L REERELTO, 2994

(2D 59%) HHEEREE, 1054 (35%) HHRIERETHY . 464 (15%) A0 1AERICHRED
PLTWE, A1 1 ELNICERRM T 5 L EE L7-DiL 31 & (11%) Thoi-, Sk 5 &L & B
T B RTIROEROA I L > TRERY | SBE CRIIRILOMEIEDS, FEBRE TR RIEDA 7 ¥
AR & BB 5 &V D RER L R ots, AFERAORMKERE RIHE W, ROLFIH, BRiLEORH
XY, KL TOBM SR K o THIERRILE 2 FICRR L T3 2 & BRIEERE DRI 24T > C
WBZ LI Lo THER SN TS L E X b, IRILASHERE ORILE L TRA °TPB THEAREE T 5725,
BE i 2R LTl Y . BRI TEY Fge < | FHCPHFERS RV &) SRIEEL &
ARG EX DB, EFEORILICHIT ASELIIEL . 7ot a VR H D, 0
BE. SRERERE CIX TRA R TPB (I8 o 1-HE., BEEE TRl THrA A — 2R/ Z LIZER
BB B R BLEN DD, T, BRI SAOPIEERIMEFER T D EME L EES & Th S, .

bz 3 BC ; Blood Center
C ; Center
TRA ; Theory of Reasoned Action
TPB ; Theory of Planned Behavior




A. B ' ‘

DFEERHM AR OBBRIZE TR TR A D DR & Bl & HAIE ORI L PIc & Y k=R oy
IHSFRIEN BT, ﬂwﬁ%kkwrmﬁwﬁ%xﬁmﬁﬁénéﬁ %@ﬂfﬁm—okbfmmﬁﬁﬁﬁ
DRBELVEZ bIB,

T T C ABGEHECIImRINETE B L OFREMERSWIRE L B 2 bz 3R\ 1) 17 B~ 400m] MM OMA,
2) £kl d ERESEHT 69 MOREL., 3) i NEERSYIRILOD_H-BRAES(EHT 54 BDDRE LIZDWVT, ¥
AR (RS DEEINER) & %28 EORREOREZ TR 18 EEOERNE D7 — & ORI SEHE
Loz, HDETHE 3) 100\, BYHTRIENE Cl/MERAMRIL #7725 TV 5 50~54 BRRILE &%
BLLT, rM/JWMl@J:KEﬂiA@EELLBQTZDT/ﬁ‘— NREE) ML, a&mmﬁwm@m.
BEARET A Z LB E B BIITH B,

F7-. Hb E#EfE%5] %Liff_%&om%ﬁﬂﬂ%@%ﬂétbk MEHEIZ X 5EEHE S Hb flS3
EEDOWBRTEITV . Hb M5B~ 0SEAE D 82 10k Use)/ e n e TP EE D —D7=
OOT—5 EUEEL., [BYTEIEBIIRER B0 Hb L Wl U CIf - 0 EIEEE 1 & BT ORI LAE). (200m
L #RiMEAES 400mL L 53 1x 152 L ORI, [Hb EIMEDRIE) i EORSMEPRAT S - L5
b H—DODHRBHTH D,

& DITEFAERITY L TEPIICY DE—L 8 Y EITH T & TR DR BB Y 5 e LT 5
EEZERE LT T LT,

B. Fik
B—1. #RiLEDFETERERE UIZBET % Sy

TRR 18 4FEE (AR 1848 4 A~194E 3 A) ICRRHFiiice v & — RS % L, BAREER—=
Y Ea—F =Y AT MNIAS SNIHE 3,532,404 4, it 2,560,404 4 DFF 6,092,808 4 &g & LTHE
Al - BRILSHER - SFEFEBRIC IR ESR (RASK - IENALD . RIS ER. BWERSARIRIZ VT
AL, DBROSRTOERERRE Le, (BILERIL. Bk 38,212,704 4., %ol 1,777,305 £ D3 4,983,009
4) PrET, 2F 7 #omide ¥ — (R, SR, SUUR. TR, KB, BILR, EER < 50
Be~54 BRI INRBRAIRIE 25615 2 7ot/ MSRIL 0D IR 00 RUEL Ui B B & 500 L e, BRSO
% 200 B (BHE 100 B, Zcik 100 5) % BiEE Ui,

B—2. mKhEIC & 28 msEEEE & Hb 5 RIER & OBHRIZ VT ,

Tk 19 4F 2 AP A~3 A TR, ikt #— @M7uy s, Bib7ay s, HE, %) cemRin (200
mL,400mL) HEE 25 & U, Mg BRI CRMEEERE 2470\, B Hb S B RIE % ~F % = —Hb201
7T R X DOFREMEROTRIE Uiz, APERHIS Bk 11,405 A, % 7,321 A, & 18,726 Az T
FETZAT 2Tz, 723, EREOASMETHID 5 b 4R EORETREISAER L K& < B0, BIRELBAL
TeARR OCR BRI L M L2 b O ZBRAN U= 17,429 At & Ui,

B— 3. EFEAOBMIZRH 2 Bk
FORERER R FESEESH 1 ~ 6 442581, BERR ORI CRER AR 2 FRC LY, BT
AT ZT o7, TEMENL. WK 2045 1 A 8 H~2 A 1 B CREZEONAIL. F, 1. 2 i




W78 GRlmER, RS, i 1 ERIOBRMERT: &), B3 288E - £ A—T7R 29 HB TH D,
AT SPSS 12.0J for Windows ZRVTITO, ARUKHEL0.05 & LT,

(PR ~DELE)

AWIFRiE, BAREET S Z & BRILCEE S BWERERASHTT 5 & L bz, REORMEREZRET S
LOTHY . BB OV TIIIRLDOBEDOFREFETH S ORELOMEIIE LR, e, T—FOERY
PNCOVTIE R B S IR CETREE - BAFBRE T 1746 A 29 R )) 2EBFL TS,

C. #%
C—1. BMLFHOFESERERE LIZEET 5 2ROt

17 SERME~0 400ml 2MfuELdOFA LSS O2mikiE OFEOAEEEIL. 17 RBEORLZHER
34,816 4. BRIREHREEILE, 0504 (14.5%) Th Y. 17 stk bk T5% 53, 188 & h, MRILFHEH
01 20,7284 (39.0%) LAOERL B L TEWERMIFED b, HENCR TSH, b RR ¢ s
wEifR) . ME, AREK. FOTER 1 RILOAATEPE R ICY) . FREE 2 (SRIOBIIIARE LT shs
HAICHY) . BARE. TOMOETOEB TOTEHEERIMUOER L B L TEh- T,
© 200ml £ iffkiLE OAEERERIBWERRARR T, 17 BRBHORWERRAERIL 1.19%TH Y | 18~29 D
2.39% & LB U TRV METH o7, (18 19 RBHEORWERRARIT 1.95%. 2.79%) 17 iitbORWERZAER
1X1.75%THY ., 18~29 D 1. 37%&:11:&#6 L@, 18 5%, 19D 1. 15%. 1.81% & DHEFTIHITIE
FEDETH -7,

17 B%IZ 400m MRk % EA L7280 AR (8) @tﬁmo)wrbé B3, TERK 18 EEEIZ 200m] £ dk
B # T~ T 17T BRRMED 5 b, ¥ ORE 400ml 2MERLOERE (KE. Hb ) 2WETHEHE~<
oo 17 BRBMETIX 29,765 4. 400ml £MmoORMERE ({58 50Kg U L. Hb & 125g/dl Ll L) &bl
1% 28,961 4 (97.3%) ThHY. 17 B TIL 32,460 4, 17,7234 (54:6%) BHAHE - Hb &M
FOEKEL T L HEE S,
| FROBRMENSST 4000l BRILEIT oL, ERIC 200n] MRIME T 46,684 445y (B 28,961
%, Kt 17,723 £) ORMEOHALATNSH, TITPR 18 FEOLM (200ml) HERIRM &
. 6,378,490 £ D 0.73% (B4 0.45%., =1 0.28%) (TAEY L7z,

émlmml@ﬂ&ﬂ%@ﬁ,@: LIZoW T2k Ol REikin g 7.5 & BHECkiT 5% Hb RRDHR
1 50 £825 0.19%. 60~64 EHX 0.42%. 65~69 BRI 0.69% LAEFHHET L & biZ ERTAEANHY
17 68 2% - 69 %> Hb REDHIT 0.93%. 1.25% & &\ MEETR LT\ 5, MOFEEEB ORI 50 44
60 A CHAC I MBI 0T, ETz, Zetkd 50 48, 60 AERILE ORRIMAEEE LI HDF & g L
TR T Clhotz, 200ml BRIFFOBIERSARD. KU 400ml RRILFSORHEBRAERRERD L. B
I 50 1R, 60 BRI EDOFARIMhOENR & HB L TR | Lt THRERIZ 50 £, 60 fUBRILE DRHE
PR RO & Bl L TIELS otz

it ORRmE. BRILEE b 60 B LBMERIZRL TS, £Z TR (BLEh) LHEHIZOV
TOEREHRERDEE Z A, 200ml BRIl TiX, Y=-0.04X+2.93 (RR=0.96) . 400ml @RI T,
Y=-0.15X+10.61 (R*=0.97) DR THIhHADMHEREBHRNTED bz, ZOENRERZ AT, 2k
MOFEEEED FRR% 74 B E T3 ¥ LT THBEOBARIZONTY I a b—Ta Y &{TRo7, 200ml #R
MCHE 70 2 0. 13%DBRMEBAS 73 B TIZ 0. 01%F Thib L. 400ml BRIL T 70 i 0. 10% TH SR




TR TO0.01%E TR 5 L FRIS I, o

i/ MRAR GO _ERRER O RIE LIZ OV T, FROBRILOZMEITBIT SR NEKERRE RS L. B
PETIT Hb RRDRIL, 50~54 55T 0.84%. 54~59 5% T 1.12%. 60~64 5% T 1.59%. 64~69 BT 1.69%
LTI T L R OR LI BEMAED Hivies, Tk 50 4 - 60 {8 Hb KE@E&M&@
FERE WL TE 13 o T,
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BLOOD DONORS AND BLOOD COLLECTION

Vasovagal reactions in high school students: ﬁndmgs relative
to race, risk factor synergism, female sex, and
non-high school particpants

B.H. Newmari

BACKGROUND: High school (HS) students have a
high incidence of vasovagal reactions and are a good
population for the study of vasovagal reactions.
STUDY DESIGN AND METHODS: Data from 1076
Caucasian students, 226 African-American students,
and 157 nonstudents from HS blood drives in 2001
were entered into a database. Race, high-risk-factor
synergism, the phenomenon of “survivorship,” and fe-
male sex were evaluated. In addition, non-HS student
. participants were described.

RESULTS: Vasovagal reactions were 84 percent lower

in African-American HS students than in Caucasian HS -

students (3 of 226 vs. 88 of 1076; 1.3 vs. 8.2 percent;
p = 0.0001; relative risk, 6.2). In Caucasian HS stu-
dents, first-time donor status increased the vasovagal
reaction rate to 9.4 percent (vs. 3.6% in repeat donors,
p < 0.004). Low weight (< 130 Ib) increased the reac-
tion rate to 13.6 percent (vs. 3.3% in weight > 81.2 kg,
p < 0.001). Together they increased the reaction rate to

16.0 percent (vs. 3.2%, p < 0.0001). Females had more

reactions than males (11.3 vs. 4.8%, p < 0.001), but the
reaction rates equalized when ‘donors under 150 ib
were excluded (5.7 vs. 4.6%, p = 0.66).

CONCLUSION: African-American HS students had a
significantly lower vasovagal reaction rate than Cauca-
sian HS students. There was synergy among high-risk
factors in Caucasian HS students. Female and male
vasovagal reaction rates were similar when low-weight
donors were excluded.

igh school (HS) blood donors are young, fre-
quently donate for the first time, and have a
high incidence of vasovagal reactions. The
high vasovagal reaction rate, which ranges
from 8 percent to 11 percent,! makes them a unique
population in which to study vasovagal reactions.

The following issues or questions were addressed in
the present study. 1) Past studies have alluded: to the
possibility that African-American blood donors have
fewer vasovagal reactions than Caucasians.z® This study
quantified the risk of a vasovagal reaction in Caucasian
and African-American HS students. 2), Several measur-
able risk factors such as youth, low weight, and first-time
donation status are associated with an increase in vaso-
vagal reactions.*? This study measured these risks and
evaluated the degree to which they are additive. 3) Two re-
cent studies reached different conclusions as to whether

female sex increased the vasovagal reaction rate. One

study found that confounding factors such as lower
weight explained the higher vasovagal reaction rate in
females,” while another study, although unpublished, -

* found that female sex by itself was a risk factor (N.R."

Haley, written communication, September 2000). This
study addressed this question by evaluating female and
male vasovagal reactions in four weight groups, whichin
a stepwise fashion eliminated lower weight donors. In
addition to addressing these issues or questions, the
study also evaluated non-HS participants to determine
the extent of their participation, their demographics, and
their vasovagal reaction rate.

ABBREVIATIONS: HS = high school; RR(s) = relative risk(s).
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Region, Detroit, Michigan.
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MATERIALS AND METHODS

Phlebotomy'

HS blood donations were collected on-site at Detroit
metropolitan high schools. The donors were screened us-
ing a 40-question questionnaire, a mini-physical exam
consisting mainly of vital signs, and a Hb-screening test.
Accepted blood donors were subjected to a whole blood
phlebotomy and collection of additional blood samples,
which together did not exceed 535 mL. Blood donors
rested on the donor bed after donation and were advised
to spend 10 minutes at the refreshment site. All vasovagal

- reactions were recorded on the blood donor record, and

an additional report was submitted if syncope occurred.

Data collection

Data from 1076 Caucasian HS students, 226 African-
American HS students, and 157 nonstudent participants
taken from randomly chosen Caucasian and African-
American HS blood drives in 2001 were entered into a
database (Excel 1997; Microsoft Corporation, Seattle,
WA). The data entered consisted of the donor’s age, race,
sex, self-reported weight, blood donation status (first-
time or repeat donation), a unique unit whole blood
number, and the donor’s reaction-status. In addition,
blooed pressure results from 100 randomly selected Cau-
casian students were compared with 100 randomly se-

lected African-American students.

Statistical analysis

Two-by-two contingency tables and a two-tailed Fisher
Exact test were used to determine p values and relative
risks (RRs) with 95 percent Cls. p < 0.05 was considered to
be significant.

RESULTS

Demographics

Table 1 identifies the demographics of Caucasian and
African-American HS students and nonstudent partici-
pants. Caucasian and African-American HS students
were similar for mean donor age, percentage of females,
percentage of first-time donors, and percentage of do-
nors who weighed no more than 130 Ib, but African-
American HS students weighed slightly more (166 vs. 157
Ib).

Nonstudent participants were 10.8 percent of the
total number of participants. In comparison to HS stu-
dents, they were significantly older (mean age, 44 vs. 17
years), had a lower first-time donor rate (9 vs. 79%-82%),
weighed significantly more (180 vs. 157-166 1b), and had
a lower percentage of donors under who weighed no
more than 130 Ib (10 vs. 22%-24%).

Comparison of vasovagal reaction rates

The vasovagal reaction rate was 8.2 percent (88 of 1076)
in Caucasian HS students versus 1.3 percent (3 of 226) in
African-American HS students (p = 0.0001; RR, 6.2;
95 percent Cl, 2.0-19.3) versus 1.3 percent (2 of 157) in
nonstudent participants (p < 0.0004). Eight syncopal re-

-actions occurred in the Caucasian HS students, and none

occurred in the other two groups (p = 0.34 with African-
American students). Blood pressure results in Caucasian
and African-American HS studénts were compared as a
potential cause for the vasovagal reaction rate difference
between the two groups. Table 2 shows a comparison of
blood pressures in 100 randomly selected Caucasian HS
students and 100 randomly selected African-American
HS students. The differences were not significant. -

Additive effects of high-risk factors in Caucasian
HS students

The additive effects of risk factors could only be evaluated
in the Caucasian HS students because the other
two groups had very few reactions. Table 3 shows the
effect of different risk factors. A first-time donor had a
vasovagal reaction rate of 9.4 versus 3.8 percent in a re-
peat donor (p < 0.002; RR, 2.6). A low-weight donor
(= 130 1b) had a 13.6 percent vasovagal reaction rate ver-
sus 3.3 percent in a high-weight donor (= 180 lb)
(p < 0.0001; RR, 4.0). Adding both risk factors together
increased the reaction rate to 16.0 versus 3.2 percent in
donors who lacked these factors (p < 0.004; RR, 5.0). Since
45 percent of the Caucasian females weighed no more
than 130 Ib and only 5 percent of the males weighed no
more than 130 lb, female sex was added last because
of the confounding factor of low weight. The four fac-
tors increased the reaction percentage to 16.4 versus
3.8 percent in those who lacked these factors (p < 0.01;
RR, 5.0).

TABLE 1. Blood donor dembgraphlcs in Caucasian, African-American, and nonstudent participants

Mean-age Females First-time Mean weight Percentage weighing no
Population Number (years) percentage dohor pe/rdentage (ib)* more than 130 Ib
Caucasian HS students 1076 [ 17 49 79 157 (150) 24
African-American HS students 226 N7 47 83 166 (160) 22
Nonstudent participants 157, ECLEEN 52 9 180 (180) 10

-

* Number in parentheses is median.
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Repeat Caucasian donations

(the “survival” phenomenon)

Repeat donors weighed more than first-time donors (163
vs. 155 1b), but the percentage of males and the percent-
age of females weighing no more than 59.0 kg in the two
groups were statistically the same. Eighty-four percent of
the repeat donors donated théir second lifetime unit and
16 percent donated their third lifetime unit, based on a
random sample-of 50 HS blood donors. Repeat donors
had a 60 percent reduction (3.8 vs. 9.4%) in their vasova-
gal reaction rate, but there was no synergistic benefit
when additional factors such as “high weight” (weight =
81.7 kg) or “male sex” or “both” were added to repeat
donor status.

Vasovagal reactions in females

-Table 4 shows the vasovagal reaction rate in Caucasian
girls and boys at four different weight scenarios. Vasova-
gal reactions were higher in females than males when all
donors were included (11.3 vs. 4.8%, p = 0.002) or when
donors under 130 Ib were excluded (9.4 vs. 5.0%,
p =0.018). Vasovagal reactions in females and males were
similar when donors under 150 Ib were excluded (5.7 vs.
4.6%, p = 0.66).

Thus, Caucasian HS students represent an excellent
population in which to study vasovagal reactions.

Two studies provided some evidence that African-
Americans might have a lower predisposition for blood
donation-related vasovagal reactions than Caucasians.23
The present study is the first to quantify and compare
the risk in two relatively equal groups of Caucasian and
African-American HS students. African-American HS
students have a vasovagal donor reaction that is 84 per-
cent lower than Caucasian HS students (1.3 vs. 8.2%,
P < 0.0001), and none of the eight syncopal vasovagal
reactions occurred in the African-American group (0 vs.
0.74%, p = 0.34), although the differences in syncope be-
tween the two groups did not reach significance. Several
studies have shown that elevated systolic blood pressure

is protective against vasovagal reactions.>7 This potential

explanation was studied but did not account for the dif-
ferences between African-American and Caucasian vaso-
vagal reaction rates (see Table 2).

Several studies have also demonstrated synergy
among risk factors.2%7 Graham? studied 352 Caucasian
blood donors in 1957 (published 1961) in a hospital set-
ting. The risk of a vasovagal reaction in his setting was

DISCUSSION

TABLE 2. Comparison of blood pressures in randomly selected
Caucaslan and African-American HS students

Caucasian HS students have a high pre-
disposition toward blood donation-

Caucasian African-American
students students p value™

Number
Male percentage

.related vasovagal reactions because of
their youth, high percentage of first-
time donations, and lower weight.*7 -

. : Mean BP{
Other studies have also shown that his-

Madian BP

- First-time percentage

100 . 100 ‘NA
61 52 0.2538
73 - 85 0.0554
115.6/71.3 117.4/71.6 0.36/0.84
114/70 117/70 NA

Systolic BP =100 (%) 16 15 1.000
Systolic BP =140 (%) 7 13 0.2381
Diastolic BP <60 (%) 16 15 1.000
Diastolic BP =80 (%) 24 28 0.6289
Mean BP (females) 111.2/69.5 115/71.2. 0.24/0.46
Mean BP (males) . 118.4/72.6 119.6/72.5 -0.62/0.71
* p <0.05 is clinically significant.

1 BP = blood pressure. '

tory of syncope and psychological fac-
“tors can also increase vasovagal synco-
pal reaction rates.® The percentage of
vasovagal reactions in first-time, mainly
Caucasian HS donors has. been re-
ported to be as high as 8.7 times greater
than in experienced blood donors.!

TABLE 3. Additive effects of risk factors in Caucasian HS students

Vasovagal reaction RR
rate (%) p value” {95% Cl)
88/1076 (8.2) ’
80/853 (9.4)
36/264 (13.6) <0.0001
35/219 (16.0) <0.004
32/195 (16.4) <001
8/223 (3.6)
8/239 (3.3)
2/63 (3.2)
2/53 (3.8)

Risk factor(s)

HS student

HS student; FT donor (A1)

HS student; weight <130 Ib (B1)

HS student; FT donor; weight <130 Ib (C1)

HS student; FT donor; weight <130 Ib; female (D1)
HS student; repeat donor (A2)

HS student, weight =180 Ib (B2)

HS student; repeat donor; weight =180 Ib (C2)

HS student; repeat donor; weight =180 Ib, male (D2)

* Comparisons were made between A1 and A2, B1 and B2, efc.
1 FT = first-time.

2.6(1.353)
4.1(1.9-86)
5.0 (1.2-20.4)
4.3(1.1-17.6)

0.002
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TABLE 4. Comparison of vasovagal reaction rates for females and males

One limitation in this study was the
low number of repeat donors. This in-

fo;::;:’e:fﬁmm wem:z;? > valoet ﬂu(f,nc.e_d the RR ratio§ by increasing
SeTTI variability and decreasing pre_cisjon. A
Al 51/523 (11.3) 27/553 (4.8) 0.002 second limitation was the size of the Af-
First-time 55/422 (13.0) 25/433 (5.8) 0.0004 rican-American population studied. It
212%9;3‘ 4/101 (4.0) 2120(1.7) 1.000 was too small to evaluate the causes of
Al 32/341 (9.4) 27/537/(5.0) 0.018 vasovagal reactions in the population.
First-time 29/266 (10.9) 23/417 (5.5) 0.011 ) In summary, this study showed
21R5%P§)a‘ /75 (4.0) 4120339 1.000 that African-American HS students
Al 8/141 (5.7) " 19/415 (4.6) 0.660 | have a significantly lower vasovagal re-
First-time 7/109 (6.4) 16/323 (5.0) 0.633 action rate than Caucasian HS stu-
Z‘F‘B‘(”P;a‘ 132 (3.1) 3/92(1.6) 1.000 dents. There is synergy among high-risk
Al 1/44 (2.3) 71191 (3.7) 1.0 factors and low weight is a more signifi-
First-time 1/34 (2.9) 5/138 (3.6) 1.0 cant risk factor than first-time donor
Repeat 010 (0) . 2/53(3.8) 1.000

status. Although females have more va-

* Data presented as n (%).
1t p < 0.05 is different.

sovagal reactions than males, this is
mainly due to lower weight, and the dif-

quite high (15%), and a combination of factors increased
the risk to 35 percent to 71 percent in some scenarios.
Tomasulo et al.5 and Kasprisin et al.® in blood center
studies showed much lower risks. The risks in those two
studies did not exceed 6.4 percent, even when risks were
combined. The present study evaluated low-weight
(= 59.0 kg) and first-time donation status in Caucasian
HS students and found that low weight was a more sig-
nificant factor than first-time donation status based on
RRs (4.0 vs. 2.6) (see Table 3). Trouern-Trend et al.” found
the same pattern in a study of vasovagal syncopal reac-
tions. When low-weight and first-time donation status
were combined, the risk was even greater (RR, 5.0). How-
ever, female sex barely affected the risk, when it was
added as a fourth “risk” factor (RR, 4.3) because most of
the “low-weight” individuals (< 130 Ib) had already been
excluded.

Repeat blood donors had a 60 percent decrease. in
vasovagal reactions (3.8 vs. 9.5%, p < 0.004) and adding
other positive factors such as “high weight,” “male,” or
“both” did not provide any additional benefit. Thus, re-
peat blood donation status alone is a good predictor for a
low vasovagal reaction rate in HS students.

Female sex as a risk factor was evaluated by observ-
ing the vasovagal reaction rate in a stepwise fashion as
lower weight donors were removed. The pattern clearly
showed that lower weight (< 130 Ib), which is much more

common in females than in males (45 vs. 5%), was a .

major factor for increased vasovagal reactions in females.
- However, when donors under 150 lb were excluded, there
were no differences between female and male vasovagal
reaction rates. Thus, low weight is the main factor that
causes a high reaction rate in females.
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ferences disappeared when donors un-

der 150 Ib were excluded. Repeat HS
blood donors have 60 percent fewer vasovagal reactions,
and a successful first-time donation is a good predictor of
future success.
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BLOOD DONORS AND BLOOD COLLECTION

Donor reactions in high-school donors: the effects of sex, weight,
- and collection volume

B.H. Newman, S.L. Satz, N.M. Janowicz, and B:A. Siegfried

BACKGROUND: The high incidence of donor reactions
in first-time, 17-year-old Caucasian whole-blood donors
makes this group ideal for the study of donor reactions.
STUDY DESIGN AND METHODS: Donor reaction rates
weiq retrospectively evaluated in 7274 first-time, 17-year-
old Caucasian whole-blood donors based on observa-
tions recorded at the collection sites. The effect of sex and
weight on donor reactions was determined. In addition, a
model was developed to estimate how different blood
collection volumes would affect donor reaction rates.
RESULTS: The donor reaction rate was 12.0 percent
(870/7274). Female donors overall had a higher donor
reaction rate than male donors (16.7% vs. 7.3%) and also
had a higher donor reaction rate than male donors at each
. 20-Ib weight interval in the range from 110 to 189 Ib. A
model suggested that a change in the blood-unit volume
from 450 to 500 mL would increase donor reaction rates
by 18 percent in either female or male donors, whereas
a reduction in the blood-unit volume from 500 to 400 mL
would decrease donor reaction rates by 29 and
27 percent in female and male donors, respectively.
CONCLUSION: First-time, 17-year-old Caucasian female
donors had a higher donor reaction rate than male donors
overall and at equivalent donor weights. In the range of
present US blood-unit volumes, a change in collection of
as little as 50 mL could have a significantimpact on blood
donor reaction rates in high-school students.
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linical studies have evaluated the incidence of

blood donor reactions' and have studied the

correlation of donor characteristics such as

weight,?® age,3* first-time or repeat donor sta-
tus,**race,’* and sex™** to donor reaction rates. This study
evaluated first-time, 17-year-old, Caucasian high-school
students because these donors have a very high donor
reaction rate of approximately 9 to 11 percent,®® which is
seven to nine times higher than the donor reaction rate in
an experienced, general donor population.? We evaluated
two nonfixed variables (sex, weight), but three variables
(donor status, age, race) were fixed. We also developed a
model for donor reaction rates as a function of sex and the
ratio of whole-blood collection volume per donor weight,
which allowed us to estimate the effects of various whole-
blood collection volumes.

MATERIALS AND METHODS

Blood donor suitability and phlebotomy
High-schooi blood donors met . acceptability criteria
before being subjected to phlebotomy. The donors then
lay in a supine position, and a 525-mL phlebotomy was
performed in the antecubital fossa of the arm with a 16-
gauge needle. The blood collection volume included
481 mL in a whole-blood unit, 33 mL in tubes for post-
donation tests, and 11 mL trapped in the plastic tubing.
Blood donor reactions observed at the collection site were
recorded. A “donor reaction” was defined as the presence
of any of the following symptoms or signs during or
shortly after whole-blood donation: dizziness, diaphoresis
(sweating), sudden weakness, hypotension, bradycardia,
and syncope (faint). Approximately 97 percent of the reac-
tions were nonsyncopal reactions.

Blood donor selection and data analysis

All high-school blood drive donor history records from 77
blood drives between October 1, 2003, and March 23,
2004, were reviewed. Donor selection was limited to 17-
year-old, first-time, Caucasian donors who successfully
donated a whole-blood unit. Studies have shown that Afri-
can-American donors have a considerably lower donor



rate than Caucasian donors, so African-American donors -

were excluded from the study.®’ The decision to use
successful donations and exclude unsuccessful donations
was an arbitrary one. A total of 7274 donor history records
were deemed suitable for evaluation.

Statistical analysis ,

Confidence intervals (Cls) for reaction rates were calcu-
lated as minimum-length intervals by integration of the
Bayesian posterior with diffuse priors' with the assistance
of computer software (the Solver tool in Microsoft Excel
2002, Microsoft Corp., Redmond, WA). Logistic regression
was performed with Epi Info."' Proportion comparisons
-were done with the Fisher Exact test.

RESULTS

Donor weight distribution

Figure 1 shows a bell-shaped curve for male donors, with
"some skewing toward higher weights. In contrast, the
curve for female donors appears truncated, suggesting
that many Caucasian high-school female donors weighed
less than 110 Ib and could not donate blood.

Donor reaction rates in 17-year-old, first-time
Caucasian blood donors

Table 1 shows the donor reaction rate for the total popu-
lation and for each sex in 20-Ib incremental weight groups.
The donor reaction rate for the total population was
12.0 percent. Female donors had a 2.3-fold higher donor
reaction rate than male donors, 16.7 percent versus

DONOR REACTIONS IN HIGH-SCHOOL STUDENTS

7.3 percent, and female donors had higher donor reaction
rates within equivalent weight groups. Female donor reac- -
tion rates were 61 to 149 percent greater than male donor
reaction rates, depending on the weight group. Figure 2
shows the donor reaction rates versus weight for female
and male donors. Donor reaction rates appeared to
decrease asymptotically as donor weights increased. Thus,
logistic regression of reaction rate against a linear function
of coded sex, reciprocal weight, and the product of coded
sex and reciprocal weight—representing an interaction
between sex and weight—was performed. The model was
ln(L)=a+bs+£+g—s-, ) (1)
1- w w
where r is proportion of donors of coded sex s and weight
w having a reaction; s =0 if donor is male or 1 if donor is
female; w is donor weight (Ib); and a, b, ¢, and d are
constants.

The coefficient d of the term representing sex-weight
interaction was not significantly different from zero
(p=0.09 by a two-tailed test), so this term was omitted
from the model. The remaining constants were found to
have the following values: a=-4.2941, b=0.6120, and
c=284.1776. All were significantly different from zero
(p <0.0001 by a two-tailed test). These constants yield the
following formulas, which are plotted in Fig. 2.

ln(lL) =-4.2941+

2;‘4;/“1—7& formaledonors (2) |

ln(lL) --3.6821+

_22_4%@ for female donors.  (3)

These formulas were used to give estimates of donor reac-
tion rates at infinite weight, which were 2.5 percent for
' female donors and 1.3 percent for male
donors. In a more practical context, the

estimated donor reaction rates at 300 Ib
were 6.1 percent for female donors and

3.4 percent for male donors.

Model for the effect of different
blood-unit volumes on blood donor

reaction rates

There is evidence that lower blood col-
lection volumes are associated with

lower reaction rates (see Discussion).

" “l[
[ ]
&8
8 3

Weight (ib)

Fig. 1. Weights of first-time Caucasian high-school donors. (0) Female donors; ()

male donors.

HUH

We propose a unifying hypothesis that,
for 17-year-old, first-time Caucasian
gs § donors, the donor reaction rate is a
238

310-319

function of sex and the ratio of whole-
blood collection volume to donor
weight. Using the fact that Equations
2 and 3 were based on data obtained

~ using a collection volume of 525 mlL,
/
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TABLE 1. Donor reaction rates in first-time, Caucasian high-school students
Weight (Ib)
Donor sex 110-129 130-149 150-169 170-189 190-209 210+ Total
Female
Number of reactions/number of donations 248/1187 206/1278 90/602 36/298 12/124 10/116 602/3605
Percent reactions 20.9 16.1 15.0 121 9.7 8.6 16.7
Male
. Number of reactions/number of donations 19/164 73/754 103/1108 39/768 15/386 19/489  268/3669
Percent reactions 11.6 9.7 9.3 5.1 39 39 7.3
* Total .
Number of reactions/number of donations - 267/1351 279/2032 193/1710 75/1066 27/510 29/605 870/7274
Percent reactions 19.8 137 1.3 7.0 83 48 120
% -

L

Reaction rate (%)}
3

-]

10 130 150 70 190 210
Waight {ib)

Fig. 2. Donor reaction rates in first-time Caucasian high-school
students. Collections for each sex were grouped into 20-1b
weight intervals for donor weights from 110 through 229 Ib and
asingle interval for weights of 230 Ib or more. The x coordinate
of each group is the median weight, and the y coordinate is the
reaction rate and its 95 percent Cl. Curves were derived by
logistic regression, as described under Materials and Methods.
(#) 95 percent CI, female donors; (W) 95 percent, male donors;
(~-) model, female donors; (—) model, male donors.

these equations were generalized to be consistent with the
hypothesis

In (l_i;) = ‘4'2941'*,0-5412907% for male donors (4)

ln(T:r—r) = -3'682“0'5412907_\% for female donors, (5)
where v is the blood collection volume in mL. When
v=>525, Equations 4 and 5 are simplified to Equations 2
and 3, respectively.

The collection volume is the blood-unit volume plus
the volume of blood in collection-set tubing and samples -
for testing. As previously stated, the latter is estimated to
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TABLE 2. Expected donor reaction rates at other
collection volumes (reactions per 100 collections)

Blood-unit volume (mL)

Sex 500 481 450 - 400 350 300 250
Female 178 167 - 151 127 107 89 74
Male 78 73 66 57 48 4.1 3.5

TABLE 3. Expected effects of blood-unit volume -
changes on donor reaction rates* ;

Blood-unit volume change (mL)"

Sex 450 to 500 500 1o 400 . 500 t0 250 |
Female  +2.7 (+17.9%) 5.1 (-28.7%) _ -10.4 (-58.4%)
Male +1.2 (+18.2%) 2.1 (-26.9%)  -4.3 (-55.1%)

* Absolute change in reactions per 100 collections (relative
change).

be 44 mL. Table 2 uses this estimate, the above model, and
this study’s donor weight distribution to give expected
donor reaction rates at various blood-unit volumes.
Table 3 compares the expected rates at different blood-
unit volumes. The model suggests that an increase in the
whole-blood unit volume from 450 to 500 mL would cause
a 1.2-2.7 percent absolute increase in the donor reaction
rate and a 17.9 to 18.2 percent relative increase in the
donor reaction rate in first-time, Caucasian, high-school
donors. Female donors had a greater absolute increase in
the donor reaction rate (2.7 reactions per 100 collections
vs. 1.2}, but both sexes had similar relative increases of
approximately 18 percent. A decrease in the whole-blood
collection volume from 500 to 400 mL would decrease the
donor reaction rate by 27 to 29 percent. Female donors
would have a greater absolute decrease in the donor reac-
tion rate (5.1% vs. 2.1%), but female and male donors
would have a similar relative decrease (29% vs. 27%).

DISCUSSION

Donor reactions are common. In a recent study,
7.0 percent of 1000 randomly selected interviewed whole-




blood donors had. a donor reaction? The rate was
2.5 percent based on observation at the collection site, but
an additional 4.5 percent were found after a donor inter-
view 3weeks later. Approximately 97 percent of the
donors had mild reactions, meaning that the donors had
symptoms and signs such as dizziness, diaphoresis, pallor,
and sudden weakness but did not faint. A 1-year follow-
up showed that donors who had a reaction were
34 percent less likely than asymptomatic donors to return
and donate again within a 1-year period.” Studies show
that the blood donation return rates are even lower when
donors had syncope.'** Therefore, it is clear that a non-
syncopal donor reaction decreases a donor's return rate,
and syncope further decreases the return rate. Donor
reactions are also a donor safety issue. One study showed
a 14 percent injury rate in donors who progressed to syn-
cope.’ These injuries were often to the head and were
generally minor, but lacerations and fractures occasion-
ally occur. Serious injuries such as a closed-head injury
are very rare but possible.

Three key factors associated with the probability of a
. donor reaction are weight,® age,*® and first-time or repeat
donor status.3® Weight and age are the most important
factors, and first-time or repeat donor status has marginal
importance.'” High weight, high age, and repeat status all
protect donors against donor reactions. Caucasian donors
have more risk for a donor reaction than African-Ameri-
can donors have.®* Several studies have shown that female
donors have more donor reactions than male donors,***
but this was thought to be due to the female donor’s
.smaller size because when female and male high-school
donors over 1491b were compared, the donor reaction
rates were the same.® In addition, in 850 first-time, Cauca-
sian donors from the same study, there were no differ-
ences in donor reaction rates when female and male
donors in equivalent 20-Ib weight groups were compared.®
This study evaluated 8.6-fold more donors (7274 vs. 850)
and detected large differences between reaction rates of
female and male first-time Caucasian donors of similar
weight.

Based on safety data for a 500 mL collection volume
from a large blood center'® and from the American Red
Cross, most blood centers increased their whole-blood
unit volume from 450 mL to a higher value. The American
Red Cross collects 481 mL in each unit but 525 mLin total
volume. This volume can be collected in any donor—even
a donor with the lowest allowable weight, 110 Ib (50 kg)—
because it meets the AABB standard for a maximum
whole-blood collection.volume of 10.5 mL per kg of body
weight.'® Other blood centers collect two different whole-
blood units—a 450-mL unit for low-weight donors and a
500-mL unit for donors weighing over approximately
120 1b.

A large blood center compared donor reaction rates
in 282,000 donors who donated 450-mL whole-blood
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units and 547,000 donors who donated 500-mL whole-
blood units.' The center did not detect a difference in
donor reaction rates, which were 1.36 and 1.28 percent,
respectively. But the subjects were from the general donor
population, approximately 80 percent of whom were
repeat donors and were much older and heavier than :
high-school students. A more sensitive study would have
compared equivalent groups of very-high-risk donors
such as the lower-weight female donors in this study, but
this would have required entry of donor weight into the
blood center’s database, which is often not done.

In the donors studied here, the effect of two variables,
sex and weight, on the reaction risk were determined.
Three other variables, age, race, and first-time donor sta-
tus, were fixed. It is probable but unproven that the bulk -
of the reactions in this group were caused by these five risk
factors. Future studies could measure other factors that
are thought to be associated with reactions such as a his-
tory of a donor reaction or being in the environment of a
“group reaction.” One could determine if there was an
independent contribution from each variable by use of a
logistics regression analysis, and such analysis could also
quantify the contribution. S

The model in this study, which relates the donor reac-
tion rate in first-time, Caucasian high-school students to
sex and the ratio of blood collection volume to donor
weight, suggests that a 50-mL increase in whole-blood
collection volume increased donor reaction rates by
18 percent. The model also suggests that a decrease in the
blood-unit volume from 500 to 400 mL would decrease
donor reaction rates by 29 percent in female donors and
27 percent in male donors, which is a very significant
improvement. These lower rates are supported by Japa-
nese data. The Japanese collect 400-mL (70% of collec-,
tions) and 200-mL (30% of collections) units. They report
a donor reaction rate of 0.6 to 0.7 percént based on
3.3 million whole-blood donations (H.Ikeda, Japanese
Red Cross Society Central Blood Center, Japan; and
M. Satake, Tokyo Red Cross Blood Center, Japan; written
communications, 2003). Our data and model indicate that
collecting 400-mL whole-blood units might be particu-

“larly effective in reducing donor reaction rates in young,

low-weight, and first-time donors.

One limitation in this study was the lack of high-
weight female donors. This made it difficult to show sex-
related differences at high weights. A second limitation
was that the data were based solely on observation of
donors. In another study, a postdonation interview
increased the number of reactions detected in a general
donor population 2.3-fold, from 2.5 to 7.0 percent.? We do
not believe that limiting the study to successful donations
had an effect. The rate of unsuccessful donations in 4340
high-school students in the fall and winter of 2004 in our
center was 5.0 percent (219/4340). It was 4.0 percent (21/
525) in donors with a reaction and 5.2 percent (198/3815)
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in donors with no reaction (p =0.21). These data also chal-
lenge the perception that donor reactions are associated
with more unsuccessful donations.

In conclusion, first-time, female Caucasian high-
school students have a much higher donor reaction rate
than male donors of equivalent weight. A model suggested
that a change in the blood-unit volume from 450 to
500 mL would increase the donor reaction rate in this
group by approximately 18 percent, and a decrease in the

blood-unit volume from 500 to 400 mL would decrease -

the donor reaction rate by 27 to 29 percent. This kind of
decrease in donor reaction rates would have a significant
positive impact on safety and blood donor retention
rates—particularly in first-time, lower-weight, high-
school donors and other donors at high risk.
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BLOOD DONORS AND BLOOD COLLECTION

The American Red Cross donor hembvigilance program:
complications of blood donation reported in 2006

Anne E Eder, Beth A. Dy, Jean M. Kennedy, Edward P. Notari 1V, Annie Strupp, Mary Ellen Wissel,
Ramakrishna Reddy, Joan Gibble, Marcia D. Haimowitz, Bruce H. Newman, Linda A. Chambers,
Christopher D. Hillyer, and Richard J. Benjamin

BACKGROUND: The American Red Cross (ARC) initi-
ated a comprehensive donor hemovigilance program in:
2003. We provide an overview of reported complica-
tions after whole blood (WB), apheresis platelet (PLT),
or automated red cell (R2) donation and analyze factors
contributing to the variability in reported complication
rates in our national program.

~ STUDY DESIGN AND METHODS: Complicatioﬁs

recorded at the collection site or reported after alloge-
neic WB, apheresis PLT, and R2 donation procedures
in 36 regional blood centers in 2006 were analyzed by
univariate and multivariate logistic regression.
RESULTS: Complications after 6,014,472 WB, 449,594
PLT, and 228,183 R2 procedures totaled 209,815,
25,966, and 12,282 (348.9, 577.5, and 538.3 per
10,000 donations), respectively, the vast majority of
which were minor presyncopal reactions and small
hematomas. Regional center, donor age, sex, and
donation status were independently associated with
complication rates after WB, PLT, and R2 donation.
Seasonal variability in complications rates after WB and
R2 donation correlated with the proportion of donors
under 20 years old. Excluding large hematomas, the
overall rate of major complications was 7.4, 5.2, and
3.3 per 10,000 collections for WB, PLT, and R2 proce-
dures, respectively. Outside medical care was recorded
at similar rates for both WB and automated collections
(3.2 vs. 2.9 per 10,000 donations, respectively).
CONCLUSION: The ARC data describe the current
risks of blood donation in a model multicenter hemovigi-
lance system using standardized definitions and report-
ing protocols. Reported reaction rates varied by
regional center independently of donor demographics,
limiting direct comparison of different regional blood
centers.

lood donation by healthy volunteers assures the

availability of blood components for transfu-

sion, which is a central tenet of modern health

care. Accrediting and regulatory agencies (e.g.,
Joint Commission on Accreditation of Healthcare Organi-
zations, Food and Drug Administration [FDA]) identify
blood transfusio’n as a core function essential to quality
medical care and promulgate specific requirements for
appropriate use of blood components. Scientific efforts to
improve blood safety have duly focused on the patient-
recipient of blood transfusion and have substantially
reduced the risk of infectious disease transmiission.
Similar scrutiny has not been applied to reducing the risk
of blood donation, even though the infrequent occurrence
of serious injury after blood donation may arguably now

rival the residual risk of transfusion-transmitted infection.

ABBREVIATIONS: ARC = American Red Cross; LOC = loss of
consciousness; R2 = automated red cell (donation).
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The blood supply depends entirely on the daily com-
mitment of altruistic volunteers, who ostensibly gain little
personal benefit from blood donation but are exposed to
potential risk of discomfort, complications, and in rare
cases, injury resulting from the collection procedure.
Approximately 2 to 6 percent of all presenting donors

experience a complication, most of which previously have

been classified as light, mild, or minor reactions that
resolve promptly but are still unpleasant for the donor.’*
‘Serious injury occurs infrequently, but typically results
from aloss of consciousness (LOC), either at the donation
site or after leaving the premises. Donor characteristics
that correlate with higher syncopal complication rates
after whole blood (WB) donation include young age, first-
time donation status, low weight or total blood volume,
female sex, and Caucasian race, although these may not
all be independent predictors of reactions.®!® Changing
- population and donor demographics during the period
1996 through 2005 revealed that blood collection from
young donors, aged 16 to 19 years, was increasing whereas
blood donation rates by older individuals was declining.!!

In light of these demographic trends, blood centers
should continuously strive to improve the donation expe-
rience for all donors and should have an effective and
comprehensive program to monitor donor complications
as the keystone of a donor safety program. The impor-
tance of donor adverse reactions has been highlighted in
the recent efforts by the AABB to initiate a US biovigilance
program.'? Our experience now provides a model system
to assess the advantages and limitations of a national
donor hemovigilance program.

Each year, the American Red Cross (ARC) has nearly
7 million encounters with individuals who present to
donate WB or apheresis components to provide more than
40 percent of the US blood supply. The ARC established a
national hemovigilance program to systematically analyze
donor complications at its 36 blood regions. We describe
annual hemovigilance data from 2006 and analyze factors
contributing to variability in reported overall reaction
rates in our system, which may serve as a basis for further
improvements in hemovigilance efforts to protect healthy,
volunteer blood donors.

MATERIALS AND METHODS

In 2003, ARC initiated a comprehensive hemovigilance
program that prospectively collects data on events that
occur at the time of donation, or that are reported later,
including reports of donors receiving outside medical
care. In mid-2005, the event definitions (Table 1) were
modified to include citrate reactions for automated col-
lections and the national reporting system was updated
and fully implemented. This report describes data gath-
ered in the first full calendar year of the modified
program.
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Collection site procedures

The 36 regional blood regions follow standard procedures
for WB and automated collections from volunteer, atloge-
neic donors. WB is collected into 500-mL collection sets
(Fenwal, Inc., Round Lake, IL; Pall Medical, Inc., East Hills,
NY). The mean volume of collection is 517 * 10 mL with
trip scales and 524 = 10 mL with electronic scales. Apher-
esis platelets (PLTs) are collected with one of three apher-
esis devices: Amicus (Baxter Healthcare, Round Lake, IL),
Spectra (Gambro BCT, Lakewood, CO), or Trima (Gambro
BCT). Automated red cell (R2) procedures for 2-unit red
cell {RBC) collections are performed with Alyx (Fenwal,
Inc.), Trima (Gambro BCT), or Haemonetics MCS+ 8150
(Haemonetics, Braintree, MA) systems. PLT procedures
included plateletpheresis and plateletpheresis with
infrequent plasma collection. PLT/plasma/RBC collec-
tions, plasma/RBC collections, and automated plasma
and plasma/RBC collections were excluded from the
analysis.

All adverse reactions occurring at the collection site
are managed by collection staff, documented on the blood
donation record according to the classification scheme
(Table 1), and captured in a central electronic database.
All donors are also instructed to contact the regional blood
center if they experience problems or have concerns
about their health after donation. Donor reactions or inju-
ries reported by the donor or third parties after the dona-
tion event are managed by standard procedures, reviewed
by a facility physician, and reported to the national
hemovigilance program.

Classification scheme for donor complications

The standardized classification system for donor com-
plications defines 15 reaction categories (Table 1). The
scheme incorporates a severity rating (minor, major) for
reaction types in most categories, and every category is
further divided into whether or not the donor received
outside medical care. Minor complications typically
resolve within a short period of time (e.g., 30 min), and the
donor recovers completely at the donation site and/or is
managed solely by giving the donor instructions for care
after an injury (e.g., hematoma) occurs. Major reactions
typically require follow-up with the donor and review by
ARC staff, either because they may be medically more
serious or they may be more of a concern to donors (e.g.,
loss of bowel or bladder control during a short LOC), even
if the reaction is not more medically significant than a
minor complication. Presyncope defines a variety of
symptoms (e.g., pallor, lightheadedness, dizziness,
nausea) that may be related to vasovagal reactions, hypo-
volemia, or anxiety but do not progress to LOC. The small
and large hematomas include true hematomas (e.g., a pal-
pable mass), bruises, and infiltration at the venipuncture
site. Reactions classified as “other” comprise a variety of
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TABLE 1. Definitions of donor complications*
Brief description
Complication Minor category Major category
Systemic (syncopal-type): : :
Symptomatic (presyncopal, prefaint) Pallor, weakness, light-headedness,
dizziness, diaphoresis, nausea/vomiting,
no LOC.
LOC Short LOC: lasting less than 1 min. Long LOC: lasting 1 min or more or
complicated by seizures or convulsions
. or loss of bladder or bowel control.
Presyncopal or LOC with injury Injury (e.g., head injury, fractures,
abrasions, lacerations) associated with
symptoms of prefaint or LOC.
Prolonged recovery Symptoms of prefaint or LOC or other
reaction that do not resolve within
approx. 30 min.
Phlebotomy-related ’
Hematoma Smal: involved area measures 2 x 2 in. or Large: involved area measures more than
) less. 2x2in.
Nerve irritation Suggested by pain, tingling, numbness, or
sharp shooting pains after phlebotomy.
Suspected arterial puncture Suggested by rapid (<3 min) bleed time,
X pulsatile flow, and/or bright red blood.
Systemic (other) o o
Citrate (automated procedures only) Citrate reactions that persist despite Symptoms of minor citrate plus prolonged
intervention or are accompanied by or exaggerated muscle spasm (tetany),
additional symptoms such as nausea, vomiting, chest tightness. ’
muscle tightness, or cramping. Citrate
reactions that involve perioral or
peripheral tingling or numbness that
resolves with reduced flow rate or
calcium are not captured. ‘
Allergic - Hives, itching, rash, or redness of skin. Symptoms of minor allergic reactions, plus
swelling of the face, neck, or throat;
: wheezing; or respiratory difficulty.
Other reaction . Symptom profile different from established Symptom profile different from established
i categories (e.g., anxiousness, categories (e.g., chest pain,
] ) hyperventilation, headache). thrombophlebitis).
* Donor complications are classified according to type and severity (minor, major); cases in each minor and major complication category are
further subdlassified with respect to the need for outside medical care.

reactions or symptoms that do not otherwise fit into the
established categories, including suspected thrombophle-
bitis and chest pain as major, other reactions. For every
complication category, outside medical care is defined as
medical advice or treatment provided by someone other
than ARC staff (e.g, emergency medical services, a
primary health care physician or specialist, or any health
care professional), whether sought independently by the
donor or at the advice of ARC staff. Donors may seek
outside medical care for reactions that are common and
self-limiting (e.g., large hematomas), as well as those that
are medically more relevant to their well-being (e.g.,
syncope-related injuries).

National hemovigilance program

Every month, the hemovigilance program at the ARC
National Headquarters Medical Office compiles and ana-
lyzes data on donor complications following WB and
automated procedures that are either documented by
collections staff at the time of donation or reported by

the donor or a third party after the donation event,
including cases that receive outside medical care. All
major reactions (Table 1) that occur at the donation site
and all reactions that are reported to the blood center
after the donor leaves the site are captured on a standard
case report form, investigated, and reviewed by the blood
center physician and reported in a tally on a monthly
basis to the National Medical Office. If a donor is referred
for outside medical care by staff or later reports that he
or she sought or received care from any outside health
care provider, the complete blood donation record is
reviewed by the National Medical Office and is main-
tained in a separate database. In this report, the actual
medical care provided is not further differentiated and
varies considerably from simple reassurance or advice to
apply warm packs for the resolution of hematoma to
administration of intravenous fluids and hospitalization.

Complications associated with allogeneic WB, apher-
esis PLT, and R2 procedures in 36 regions from January 1,
2006, to December 31, 2006, were analyzed; autologous
and therapeutic collections were excluded. The analysis
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also excluded 49 WB collection events in which a citrate
reaction was recorded because these records most likely
represent miscoding or misclassification of complications
after WB donation, as well as 43 PLT donations and 45 R2
donations recorded for 16-year-old donors. Donor age
was not recorded for 94 WB and 2 PLT donations.

Complications experienced by donors before the
donation process or unrelated to phlebotomy (e.g., inju-
ries caused by other accidents at the site) or experienced
by individuals who did not donate blood (e.g., canteen
volunteers) were excluded from the analysis. The denomi-
nator for the number of donations of each procedure type
was the number of satisfactory collections plus the
number of incomplete (“quantity not sufficient”) collec-
tions. Donor complication rates were calculated per
10,000 collections for minor and major complications and
for cases receiving outside medical care for different
donor age groups.

Statistical analysis

Complication rates for different procedure types and
among different age groups were compared by calculating
odds ratios (ORs) and 95 percent confidence intervals
(CIs; Instat, GraphPad, Inc., San Diego, CA). Linear regres-
sion and analysis of variance for the correlation between
_the proportion of young donors and monthly complica-
tions rates was performed with computer software (SAS
Version 9.1.3, SAS Institute, Inc., Cary, NC).

‘A multivariate logistic regression analysis was per-
formed to identify demographic variables that were inde-
pendently associated with complications after WB, R2, or
PLT donations using software (SAS STAT, SAS Institute,
Inc.). There was an inverse and nonlinear relationship
between donor age and the rate of complications, and
complications ‘were disproportionately represented in
donors under age 20 and fairly constant above age 20.
Consequently, thé multivariate analysis considered the
-donors in the age groups as 16-year-olds, 17-year-olds,
young adults (18- and 19-year-olds), and adults in each
subsequent decade (e.g., 20-29, 30-39, up to 80+). A“STEP-
WISE” selection method was used to determine which
effects entered the logistic regression model and also
which effects remained in the model. A significance level
of not greater than 0.05 was necessary for an effect to enter
into the model and a significance level of not greater than
0.05 was necessary for an effect to remain in the model at
any iteration step. The regression analyses for WB, PLIT,
and R2 procedures evaluated the independent variables
(regional blood center, donor age, sex, donation status)
and the dependent outcome (any complication). Outlier
regions that performed fewer than 150 procedures in 2006
were not reported (three regions) in the R2 model. The
ARC Institutional Review Board determined that the
research was exempt under 45CFR46, 21CFR50.
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RESULTS

Donations and donor complications at regional
blood centers

. In 2006, the donor hemovigilance program analyzed a

total of 6,014,472 WB, 449,594 PIT, and 228,183 R2 collec-
tions, which were associated with 209,815, 25,966, and .
12,282 adverse reactions (348.9, 577.5, and 538.3 per
10,000 donation), respectively. - Minor symptomatic
(presyncopal) reactions accounted for the majority of
complications (258.3 per 10,000 collections) for WB, and
small hematomas, for PLT and R2 donations (377.0 and
217.9 per 10,000 collections, respectively; Table 2). Exclud-
ing large hematomas, the overall rates of major complica-
tions were 7.4, 5.2, and 3.3 per 10,000 collections for WB,
PLT, and R2 procedures, respectively (Table 2).

Regional and monthly variability in complications
after WB donation

The complication rates observed for WB donation in
the 36 regions demonstrated considerable regional
and monthly variability; the systemwide mean was
348.9 + 140.7 (range, 145.9-679.5) complications per
10,000 donations (Fig. 1). The overall WB complication
rates in the 36 regions were normally distributed and 24
regions were within 1 standard deviation (SD) of the
mean, and 34 regions were within 2 SDs of the mean (data
not shown). For adverse reactions recorded by collection
staff, mean monthly rates of reactions at the donation site
varied over a wider range for the small- and medium-sized
regions (approx. 57,000-207,000 WB collections per year)

" compared to the largest regions (with >208,000 WB collec-

tions per year). .

Complication rates across the system demonstrated
seasonal variation that was most pronounced for WB
donation and strongly correlated with donor age. Specifi-
cally the rates of systemic (syncopal-type) complications
(i.e., presyncope, LOC, injury, prolonged recovery) and the
proportion of young donors (16-19 years old) for WB and
R2 donations were higher in the spring and autumn com-
pared to the winter and summer, whereas the rates of
phlebotomy-related complications remained constant

_ throughout the year (Fig. 2A). Systemic (syncopal-type)

complications after WB donation correlated strongly with
the proportion of donors less than 20 years old (R? = 0.96)
and logistic regression demonstrated that the model
explains a significant portion of the variation in the data
(F = 248.00; p <0.0001). Monthly variation was substan-
tially less pronounced for systemic (syncopal-type) com-
plications after automated collections (Fig. 2B) and did
not correlate as strongly with the proportion of donors less
than 20 years old as observed for WB (R? = 0.58; p = 0.004);
no correlation was observed for PLT donations (R? = 0.03;
p =0.58).
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TABLE 2. Rates of complications after WB and automated collections per 10,000 donations
Complications WB (6,014,472) Apheresis PLTs {449,594) R2 (228,183)
Systemic (syncopal-type) complications )
Presyncopal (symptomatic, prefaint) 258.3 61.3 195.2
Short LOC 7.9 2.1 : 6.5
Major
Long LOC 1.8 0.5 0.9
Prolonged recovery 24 0.8 1.0
Injury 1.1 03 01
Systemic (other) complications -
Citrate : ’
Minor 1214 . 1128
Major . ] 22 0.4
Allergic (minor, major) 0.1 0.4 02
Other (minor, major) 0.6 1.0 10
All systemic ’
" Rate 2721 190.1 . 317.9
Number of events 163,663 8,546 7,255
OR* (95% Cl) . ) 1.00 0.69 (0.68-0.71) 1.17 (1.15-1.20)
Phlebotomy-related complications :
Small hematoma 74.5 377.0 2179
Major
Large hematoma : 0.4 94 1.9
Suspected nerve irritation 0.7 . 0.8 ) 0.1
Suspected arterial puncture ) 11 0.2 : - 04
Phlebotomy-related ' )
Rate : 76.7 387.5 220.3
Number of events ’ 46,152 17,420 5,027
OR (95% Cl) : 1.00 5.21 (5.12-5.31) 2.91 (2.83-3.00)
All reactions : .
Rate 348.9 577.5 : 538.3
Number of events 209,815 25,966 12,282
OR (95% CI) ) 1.00 1.70 (1.67-1.72) 1.57 (1.54-1.60)
Major reactions
Ratet . 74 5.2 33
Number of events 4,443 232 ) 76
OR (95% Cl) ’ : ) 1.00 0.70(0.61-0.80) 0.45 (0.36-0.57)
Outside medical care .
Rate - - 3.2 2.9 29
Number of events ' 1,903 132 . 66
. OR (95% Cl) . 1.00 0.93 (0.78-1.11) 0.91 (0.72-1.17)
* ORs shown for univariate analyses compared to the rate for WB collections. -
1 Excdluding large hematoma; univariate comparison of donation types.

Allogeneic WB donation and complications

The most common complications associated with alloge-
neic WB collections were systemic (syncopal-type) reac-
tions (272.1 per 10,000 donations), most of which were
mild symptomatic (presyncopal, prefaint) reactions that
occurred at an overall rate of 258.3 per 10,000 donations
(2.5%; Table 2). Of the major reaction categories, the most
frequently reported was prolonged recovery (2.4 per
10,000 donations) or LOC for more than 1 minute (1.8 per
10,000 donations). The overall complication rate
decreased with increasing donor age (Fig. 3) for both first-
time and repeat donors (data not shown).

Young donors (<20 years old) accounted for 874,922
(14.5%) WB donations in 2006 and had a significantly
higher reaction rate than older donors (Fig. 3). An analy-
sis of complications in these young donors is presented
elsewhere.® Multivariate analysis confirmed that
regional blood center, age, sex,.and first-time donation

status are independent correlates for adverse events
(Table 3). Donor age was the strongest independent
predictor of complications; the effect of age effectively

-leveled off above age 40, although the differences

between age groups was still significant. Other variables,
including donor race, height, and weight, were not
available on all donations for inclusion in this analysis.
The overall complication rate was lower but the propor-
tion of small hematomas was higher in the older age
group (>60 years) compared to younger age groups
(Fig. 3). :

Overall, 1,903 WB donors had outside medical care
documented after a complication, for a rate of 3.2 per
10,000 collections. Forty-six of these donors reported hos-
pitalization after donation. The observed rate of reported
outside medical care after WB donation was higher after
first-time (5.7 per 10,000) compared to repeat (2.6 per
10,000) donations (OR, 2.2; 95% CI, 2.0-2.4). Major
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syncopal-type reactions (long LOC, LOC or .presyncope
with injury, prolonged recovery) accounted for approxi-
mately half (46%) of all reactions associated with outside
medical care (Fig. 64).

Automated collection procedures and
donor complications

The most common complications associated with PIT

. and R2 donations were hematomas, followed by systemic

citrate and syncopal-type reactions (Table 2). The rate of
systemic reactions was lower for PIT donations (OR, 0.69;
95% ClI, 0.68-0.71) and slightly but significantly higher for
R2 donations (OR, 1.17; 95% CI, 1.15-1.20) compared to
WB collections in a pairwise, univariate analysis (Table 2)..
The rate of major reactions, however, was significantly
lower for both PLT (OR, 0.70; 95% CI, 0.61-0.80) and R2
(OR, 0.45; 95% CI, 0.36-0.57) collections. The rate of
outside medical care was not significantly different for PLT
and R2 (2.9 per 10,000) collections compared to WB (3.2
per 10,000) collections (Table 2).

As with WB donation, younger donors were more
likely to experience complications after PLT (Fig. 4) and R2
(Fig. 5) collection, but the influence of age on the rate of
donor complications was considerably less pronounced.
Multivariate analysis confirmed that regional blood
center, age, sex, and first-time donation status are inde-
pendent correlates for adverse events (Table 3). Age was a
strong independent predictor.of complications, but there
were no differences in complication rates in age groups
above age 50 for R2 and above age 30 for PLT donation.
Significant differences were observed among regional
blood centers.

The observed rate of reported outside medical care
was not different for WB (3.2 per 10,000) compared to
automated procedures (2.9 per 10,000), but the composi-
tion of reaction types differed. Phlebotomy-related com-
plications (large hematoma, possible nerve irritation)
accounted for 39 percent of outside medical care reported
after automated collections (Fig. 6B). Eight of these 198
donors reported hospitalization after donation.

DISCUSSION

A safe and adequate blood supply encampasses efforts to
minimize the risk to the blood donor as well as the trans-
fusion recipient. The present analysis represents the first
report of the comprehensive ARC donor hemovigilance
program. The data confirm the overall safety of blood
donation and provide an estimate of risk currently associ-
ated with allogeneic WB and automated collection proce-
dures. We have used the data internally for program and
procedure development and have shared the data exter-
nally with various organizations to evaluate the impact
of regulatory guidance and inform public policy. For
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example, the lower rates of serious reactions with auto-
mated PLT collections compared to WB collections served
as the basis for a response to the FDA draft guidance on
collection of PLTs by automated methods® to demon-
strate that additional requirements for medical supervi-
sion at the collection site were unwarranted and would
unneécessarily restrict PLT collection and availability.
These data support the conclusions reached by others
that plateletpheresis is associated with the lowest rate
of systemic reactions compared to other collection
" procedures.™

The AABB has proposed the establishment of a
national biovigilance program that would include a donor
adverse reaction component.'? The national collection of
donor complication data is currently constrained by the
different definitions of reactions and data collection pro-
cedures in use by blood centers in the United States,
which prevents direct comparisons between the compli-
cation rates reported by various blood collection agen-
cies. We now demonstrate that even in a large multicenter
system utilizing standardized protocols, considerable
variability is apparent in reported reaction rates among
different regional blood centers. Reaction rates are known
to vary with donor age, gender, race, weight, and first-

time donation status.>'° A major source of the variability

"we observed between regions relates to donor démo-

graphics, as evident by the strong correlation of higher
reaction rates with the higher proportion of young donors

in spring and fall compared to summer and winter. Nev-

ertheless, we show that the blood region was also inde-
pendently associated with complications separate from

" donor characteristics (age, donation status, and sex), sug-

gesting that regional practices may affect the likelihood of
reactions or the recognition and reporting of those reac-
tions. Regional variability likely cannot be eliminated
because of the inherent subjectivity in evaluating and
recording donor complications. Any comparison of com-
plication rates between different regional centers, for

-example, to evaluate staff performance or compare col-

lection equipment, could be misleading. Despite the vari-
ability among regions, data from an individual region or a
small subset of regions in a more controlled operational
trial have proven useful to evaluate donor complications
associated with implementation of new collection proce-
dures or new equipment (data not shown). Further analy-
sis of the regional variability may provide insight into
practices consistently associated with lower complication
rates.
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TABLE 3. Multivariate logistic regression analysis of donor complications
wB R2 Apheresis PLTs

Effect Point estimate 95% Waid Cl Point estimate 95% Wald Cl Point estimate 95% Waid Gl

Age (years)
16 3.42 3.14-3.73 : NA NA NA NA
17 3.33 . 3.07-3.62 2.94 1.56-5.55 1.77 1.37-2.28
18-19 3.1 2.87-3.37 3.02 1.60-5.70 1.69 1.37-2.08
20-29 . 225 2.07-2.44 2.83 1.50-5.33 1.30 1.08-1.56
30-39 1.33 1.22-1.44 2.30 ’ 1.22-4.33 . 1.06 0.88-1.28"
40-49 0.95 0.88-1.03" 1958 1.04-3.67 0.90 0.75-1.08*

" 50-59 0.84 0.78-0.92 1.84 0.98-346" 0.92 0.77-1.11
60-69 0.80 0.73-0.87 1.81 0.96-3.41" 0.95 0.79-1.14*
70-79 0.80 0.73-0.87 1.69 0.89-3.23" 0.84 0.70-1.02"
80+ 1.00 (referent) 1.00 (referent) 1.00 (referent)

Sex : .
Male 0.56 0.55-0.56 0.64 0.60-0.68 0.53 0.52-0.55
Female 1.00 (referent) 1.00 (referent) 1.00 (referent)

Donation status
First '2.00 ) 1.98-2.02 1.33 1.25-1.40 2.04 1.83-2.28
Repeat 1.00 (referent) 1.00 (referent) 1.00 (referent)

Region
A 0.90 0.86-0.94 3.61 2.72-4.80 1.99 1.75-2.26
B 2.00 1.90-2.10 1.18 0.16-8.83* 2.25 1.94-2.62
C 0.90 0.86-0.95 0.88 0.65-1.19* 0.98 0.85-1.13*
D 1.1 1.06-1.16 1.90 1.42-2.55 1.52 . 1.34-1.72
E 0.82 0.78-0.86 1.15 0.86-1.54* 1.83 1.61-2.08
F 212 2.01-2.24 5.34 3.72-7.68 1.58 1.34-1.85
G 2.46 2.35-2.58 3.52 2.60-4.77 2.48 2.18-2.83
H 0.84 0.80-0.88 1.00 0.72-1.38* 1.54 1.35-1.76
I 0.54 0.51-0.57 0.89 0.66-1.19 2.12 1.87-2.40
J 0.85 0.81-0.90 1.18 0.87-1.60" 272 2.34-3.15
K 1.96 1.87-2.06 1.56 1.16-2.09 2.54 2.20-2.92
L 1.25 1.19-1.31 1.68 1.25-2.26 3.15 2.77-358 '
M 1.10 1.05-1.16 1.15 0.82-1.63* 1.68 1.45-1.96
N 0.44 0.42-0.47 0.26 0.18-0.36 213 1.82-2.48
o 0.82 0.78-0.86 NA NA 0.75 0.64-0.88
P 1.40 1.33-1.46 NA NA 1.37 1.20-1.57
Q 0.58 0.56-0.62 0.44 0.32-0.60 1.35 1.17-1.55
R 1.20 1.14-1.26 2.80 2.04-3.83 2.47 2.14-2.84
S 0.79 0.74-0.84 0.46 0.29-0.72 0.09 0.04-0.20
T 0.93 0.89-0.98 2.76 2.07-3.69 0.64 0.54-0.77
U 1.39 1.32-1.46 1.70 1.25-2.32 0.13 0.10-0.19
v 0.94 . 0.89-1.00 0.74 0.52-1.04* 2.98 2.55-3.48
w 1.98 1.89-2.07 2.00 1.49-2.67 1.84 1.61-2.10
X 0.62 0.59-0.66 0.24 0.16-0.37 2.29 1.95-2.68
Y 2.39 2.27-2.52 4.13 3.07-5.54 2.22 1.91-2.56
p4 1.24 1.17-1.30 1.91 1.39-2.63 0.81 0.70-0.94
AA 1.36 1.29-1.43 1.39 1.03-1.87 2.2 1.93-2.55
BB 1.33 1.27-1.40 4.53 © 3.37-6.08 2.69 2.35-3.09
CC 1.10 1.04-1.17 0.83 0.57-1.19* 0.44 0.34-0.56
DD 1.64 1.56-1.71 1.77 1.32-2.39 2.06 1.79-2.38
EE 1.30 1.24-1.37 1.01 0.70-1.45* 1.01 0.86-1.19"
FF 1.05 0.99-1.12* 1.24 0.91-1.70* 0.03 0.01-0.07
GG 1.10 1.05-1.15 1.81 1.35-2.43 1.44 1.26-1.63
HH 2.15 2.04-2.26 NA NA 1.07 0.86-1.35
] 0.69 0.65-0.73 0.42 0.28-0.65 0.55 0.46-0.65
N 1.00 (referent) 1.00 {referent) 1.00 (referent)

* Not significant.

Our experience also delineates the limitations of a
national hemovigilance program and identifies opportu-
nities for future improvement that may be tracked by the
program. The approach to classify the type of complica-
tion rather than to capture specific signs or symptoms
simplifies data collection, but we recognize that our defi-
nitions of donor comp]ications are not mutually exclusive;
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for example, donors in the prolonged recovery category
may also have had LOC as a feature of their reaction. This
redundancy leads to having more than one code that can
be used to describe a reaction; in addition, more than one
type of reaction is possible. In both circumstances, staff
is instructed to record the reaction based on the most
severe symptoms. This subjectivity in evaluation and
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Fig. 4. Rates of donor complications associated with apheresis PLT donation. Differences in overall rates between successive age
groups are different (p < 0.05) between 18- to 19-, 20-to 29-, and 30- to 39-year groups.
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Fig 5. Rates of donor complications associated with R2 donation. Differences between overall rates between successive age groups
are significant between the 20- to 29- and 30- to 39-year groups only.
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Fig 6. Outside medical care reported after WB (A) and automated PLT and R2 collec-
tions (B). (A) WB (1,903 cases of outside medical care in 6,014,472 total WB
collections; 3.2 per 10,000). (B) Automated (PLT, R2; 198 cases of outside medical

care in 677,777 total automated collections; 2.9 per 10,000).

imprecision in coding undoubtedly contributes to
regional reporting variability.

The utility of collecting systemwide data on hemato-
mas and minor presyncopal reactions and the relevance of
a distinction between short LOC and long LOC have been
questioned. Hemovigilance efforts of a national system
should be focused on moderate and severe reactions,
which are more medically relevant than minor complica-
tions and require aggregation of data to evaluate trends
and the effect of interventions on rare events. However,
the common, minor reactions may provide important
information if their rate serves as an indirect measure of
the risk of more serious complications in individual blood
centers. For example, an intervention that achieves even a
small reduction in symptomatic (syncopal-type) reactions
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LOC or prefaint with injury

Prolonged recovery time

LOC or prefaint with injury

Large hematoma R .
- 28% mates of the current risks associated

may predict a comparable reduction in
" the infrequent, but more serious
~ syncopal-type complications inchiding
LOC with injury. This assumption, while
logical, has not yet been proven because
16% alarge data set is needed to evaluate the
effect of any preventive measure on
infrequent but medically more serious
complications. Regardless, even the
common, mild complications are
unpleasant for the donor and reduce the
likelihood of return donation thereby
23% serving as a surrogate measure of the
donation experience.”>" Finally, we
noted lower complication rates in young
donors (<20 .years) donating RBCs by
apheresis compared to WB donations,
providing a rationale for further study
and for possibly expanding apheresis
RBC donation programs in colleges and
high schools.

Although blood collection estab-

D \Prolonged recovery time  Jishments will likely not be able to elimi-

14% nate all risk to healthy volunteer donors,

they should continually foster a culture
of safety and make a concerted effort to
reduce the rate of donor complications,
not only for the donors’ health and well-
being but also to enhance the likelihood
of their future donation.'” The ARC
hemovigilance program provides esti-

with WB and automated collection pro-
cedures and lays the foundation of our
efforts to improve the donation experi-
ence. Establishment of a national donor
hemovigilance system may afford an
opportunity for systematic improve-
ment in donor safety in every collection
center. Our experience, however, cau-
tions against direct comparison of different blood centers
in the absence of risk adjustment for donor demographics
and consideration of differences in the identification, clas-
sification, and reporting of injuries.
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Date: August 28, 2008
To: AABB Members :
From: J. Daniel Connor, MM, President
Karen Shoos Lipton, JD, Chief Executive Officer
Re: Strategies to Reduce Adverse Reactions and Injuries in Younger Donors

This Association Bulletin contains information for the membership on strategies that may
mitigate the risk of injuries and adverse reactions in donors under 20 years of age. AABB
is issuing this bulletin in anticipation of the renewal of high school and college blood
drives. Blood collecting facilities may want to consider implementing some of these
strategies in an effort to reduce the incidence of injuries and adverse reactions in this
population of donors.

Association Bulletins, which are approved for distribution by the AABB Board of
Directors, can include announcements of standards or requirements for accreditation,
recommendations ‘on emerging trends or best practices, and/or pertinent information. This
bulletin does not contain specific recommendations, nor does it create a standard or
accreditation requirement. It is based on reports from the AABB Younger Donors
Adverse Reaction Working Group, which includes physicians, nurses, administrators, -
Ncommumcatlons and legal experts, and representatives from AABB, America’s Blood
Centers, the American Red Cross, and Blood Centers of America. The working group
reviewed and discussed available information and, on the basis of current practices,
addressed three objectives: 1) reduce adverse reactions in young blood donors; 2)
eliminate donor injuries related to adverse reactions; and 3) address donor education and
consent issues related to young blood donors. The full texts of these reports, which are
included as appendix 1 and appendix 2 to this bulletin, contain a number of strategies that
may accomplish these objectives. Some of the suggested interventions are supported by
studies and data, while others represent a common practice or, a practice that is expected,
but not proven, to accomplish the stated objectives.

Background '

Volunteer blood donations are the basis of the nation’s blood supply. Donations are
recruited from a healthy population that ranges in age from 16 (state law permitting) to
7_§lyears or older. During the past several years, blood collection facilities have placed
greater emphasis on donations from younger donors as donations from older donors are
declining due to individual health issues and other eligibility barriers. Reports from blood

collection facilities indicate that 10 to 20 percent of all whole blood collections in the




United States now come from blood donors who are less than 20 years old-In states

Wheear~olds are permitted to donate, the percentage of donations from this age
group 1§ even higher. The growth of this donation segment is related to the increase in
blood drives at high schools. Blood donors of high school age generally embrace the
opportunity to donate blood for a number of reasons; including their perception that
donating is a “rite of passage,” their attraction to the medical/technological aspects of

. blood donation, and the fact that they can often be excused from class. They are also ideal
donors because they have lower deferral rates and, by experiencing donation early in hfe
they-are more likely to continue donating in the future.

As data from young donors and high school drives accumulate, ith me clear that

@g%mwwmm group of donors — as much as five
W Although serious syncopal reactions that can lead to
onor 1njury are rare, they are proportionately elevated in this group. Moreover, age

_ appears to be inversely related to the risk of suffering an adverse reaction. Several recent
studies document this phenomenon as well as various strategies to reduce adverse
_reactions. These published results have drawn greater attention to this issue among-blood
collection facilities. Recognizing this new information and understanding the importance
of assuring donors a safe and satisfying donation experience, blood collection facilities
have joined forces to address safety for young blood donors.

Donor Adverse Reactions

The vast majority of blood donations are uncomplicated, with no side effects or
discomfort. However, a small number of donors experience bruising and/or bleeding at
the venipuncture site, mild nausea, or changes in consciousness, including dizziness,
prefainting, fainting or syncope leading to collapse or convulsions. The working group
focused specifically on change of consciousness reactions, such as syncope, that can lead
to donor injury if the donor falls. Several factors influence the risk of complications after
blood donation: inherent donor characteristics and predisposition toward reactions, blood
collection staff skill and experience, blood drive set-up and environmental site features,
and donor education before and after donation.

The literature, published studies and blood collection facility experience document donor

characteristics that correlate 'th higher syncopal gomplication r fter whole blood
donation. These include e ﬁrst-tu‘é ;i%aﬁon status, lo ight, lo@d
volume, fen{q.le gehder ‘aucasian ethnici Young age, total blood volume, and

first-time donafion status mgkunmmmhgmdemndemkM&MJMng S

_d determmants  of syncopal-reaetions.

Given these predisposing factors, the working group reviewed many field practices and
literature reports on measures to reduce reactions, including the following.

e Predonation education. Measures in this area greatly affect donor
understanding of what to anticipate and how to deal with discomforts that might
arise from donation. This area is addressed more specifically below under Donor
Education.




e ' Blood drive environment and set-up. Although few published data or

information are available on best practices for drive set-up, the working group

recognized the importance of adequate ventilation, electrical outlets, and physical

space for managing adverse reactions. Specific actions discussed include:

1. Procedures for site selection to ensure acceptable conditions that support

~ operation and guidance on discontinuing operations if the conditions become
unsuitable. _

2. Controlled donor flow and adequate staff or volunteer availability.

Existence of a donation environment that can accommodate progressive

recovery strategies.

4. Donor escorts, espec1ally from the chalr/bed to the postdonatlon area
(canteen).

5. Predonation area for hydration and nutrition.

6. Postdonation canteen/refreshment area. _

7. - At the canteen site, adequate staff or volunteers who are trained in

recognizing donation reactions.

8. Separate areas for recovering donors who may feel anxious or sick.

Additional practices and information relating to the listed strategies are contained

in the appended reports.

Staff supervision and phlebotomlst skills. Training and supervision of

el

. collection staff are critical to the success of all blood drives and the safety of the

donor. For high school drives, in particular, providing extra or experienced staff
may mitigate the rate and impact of donor reactions. Blood collection facilities
should regularly review collections staffing, training, and performance regarding

' managing reactions.

Interventions. Various field practlces are currently in place to prevent donor
reactions, specifically in young donors. Although they are evolving practices, the
following practices should be considered and evaluated by blood collection

facilities.

1.  Donor Size/Age Criteria. The current eligibility requirement of a

minimum weight of 110 Ib and a whole blood collection limit of 10.5
mL/kg are sufficient to protect most donors. These criteria are based on
the assumption that they would prevent drawing more than 15 percent of a
donor’s blood volume. Some blood collection facilities are considering

~ changing those criteria to require that eligible donors have an estimated
blood volume greater than 3500 mL. Other practices include raising the
minimum weight to 120 1b for young donors or collecting a smaller
volume of blood from young donors.

2. Distraction Strategies. Distraction techniques such as andiovisual
entertainment have been reported to be effective at putting donors at ease
during collection, based on reductions in self-reporting of reactions.

3. Hydration. In a few studies, donors who received water (500 mL, 30
minutes before donation) reported significantly fewer reactions. Blood




~

collection facilities may want to provide donors less than 20 years of age
with beverages and encourage them to consume 500 mL of fluid within 30 -
minutes before phlebotomy.

4. Applied Muscle Tension (AMT). AMT is the repeated, thythmic
contraction of the large muscles of the arms and legs and has been shown.
to reduce presyncopal reactions in young donors. This technique is also
easy to leam and safe to use.

5. Automated Collection Procedures. Automated two-unit red cell collections
have a favorable safety profile compared to whole blood collections in
young and first-time donors. The lower risk of reactions may be attributed
in part to the saline (volume) replacement. Expansion and further study of
apheresis red cell donation programs in high schools and colleges is
recommended.

6. Postreaction Instructions. Under current standards, blood collection
facilities must have a process for treating donor adverse events and
providing for emergency care as necessary (BB/TS Standard 5.3.2.1). It is

~ advisable to include information for both donors and families. This issue is
addressed in more detail below under Donor Education.

Donor Injuries Resulting from Reactions

As it is a rare occurrence, there is no published information on injuries resulting from
blood donor reactions. Available data come from injury claims at large collection
programs. Current estimates predict approximately one serious injury per 200,000
donations. Injuries can occur when a donor has a syncopal reaction and collapses to the
floor, causing facial or other fractures and lacerations. Reducing these syncopal reactions
should, in tumn, reduce these types of injuries. Other environmental and operational
practices, including the use of additional staff and training in the management of
reactions in the recovery area, are evolving. Reinforcement of canteen observation and
escort policies and donor education about reaction recognition are also recommended.
Placing recovering high school donors on floor mats to prevent falls and injury is another
practice being evaluated. An accurate assessment of the impact of these measures awaits
further collection of information on injury rates.

Donor Education

Predonation information, consent for donation and understanding how to manage
postdonation issues are critical to providing a satisfying donation experience and
ensuring that the donor returns for future donation. Because younger donors have
different backgrounds, expectations, and legal issues relating to their donation, donor
education and consent have special significance. Blood drives at high schools involve
additional considerations for education, legal responsibility, and parent/guardian
involvement.

Predonation anxiety is associated with increased rates of reactions. Addressing common
- donor fears and suggesting useful coping techniques allays donor anxiety and improves




attitudes toward self-efficacy (the belief that one has the capability to manage a situation)
and future intention for blood donation. Predonation educational materials should be
considered part of the consent process, in that information pertinent to the donation
process, possible reactions, and interventions is imparted before the decision to donate.
These materials will have greater impact if they are designed for the high school
population, using age-appropriate language and graphics. They also may be presented in

. other adolescent-friendly formats, such as videos. Elements to be considered for inclusion
in such materials include:

® A general statement that most donors have uneventful donations and most
reactions, when they occur, are minor. ‘ ‘

* A statement identifying which donors may be at increased risk for a reaction and
why (for example, young, first-time, female, or low-weight donors may be '
especially at risk). ’ : ‘

A brief description of the donation process to inform first-time donors about the
process and to alleviate anxiety about the unknown. '

e Descriptions of possible techniques to prevent reactions and enhance coping
skills, and a brief explanation of the possible benefits of adhering to these
techniques. ’ _ :

 Statements describing blood collection facility policies on parent/guardian
consent and confidentiality regarding test results, if applicable.

Blood collection facilities may want to consider targeting educational initiatives-
on adverse reaction prevention strategies, coping strategies to reduce reactions,
responses to the management of delayed or prolonged donor reactions, and
continuity of care after release from the donation site to the following groups:

Chairpersons, drive sponsors, and high school officials.
Training, recruitment and collection staff, .

High school students and their parents.’

School nurses. -

Ideally, this information should be delivered close to the day of donation.

Postreaction Education and Care. Collection facilities must have a process for treating
donor adverse events and providing for emergency care as necessary (BB/TS Standard
5.3.2.1). Measures to improve communication with parents/guardians or school nurses
should improve the management of delayed reactions after leaving the site, and collection
facilities may want to consider the following measures:

¢ Communication with parents/guardians if a donor experiences loss of
consciousness or other reaction or injury, in accordance with state laws.

¢ Continuation of care for young donors who have had a reaction at the site or at
home.

Consent and Conﬁdehtiality for Young Blood Donors




Informed consent practices for blood donation that successfully incorporate the principles
of autonomy, veracity, beneficence, and non-maleficence have not been uniformly
adopted. Consent to donate is not a simple signature on a form, but a broader process that
involves education of the donor and, in some cases, the donor’s parents/guardians.
Moreover, consent for the collection of blood from 16- and 17-year-old minors, presents
certain dilemmas and challenges. For example, state laws that allow 17-year-olds to
consent to donate blood are generally silent on the minor’s right to consent to subsequent
medical treatment for an adverse reaction. States that allow 16-year-olds to donate often
require parent/guardian permission/consent and, therefore, do not imply any emancipated
status. Even though these states may recognize that minors have the decisional skills
necessary to make informed health-care decisions, parents/guardians still have legal
responsibility for their minor children. '

Policies on notification of blood donors of test results must be carefully reviewed against
state statutes relating to minors. In addition, minors are generally prohibited from
participating in research without parent/guardian permission, although blood collection
facilities may perform certain required or elective tests under research protocols that have
been approved by an institutional review board.

Again, in providing adolescent donors (and parents/guardians) with information
regarding the donation process and possible consequences (reactions), collection facilities
are meeting an essential requirement of consent. Blood collection facilities may want to:

e Consult state statutes regarding age and consent requirements.

e Become familiar with the literature specific to adolescent/minor informed consent
and assent.

¢ Provide information to both donors and parents/guardians as part of the consent
process. Some facilities provide a parent/guardian consent form that functions as
both informational brochure and consent documentation.

» Incorporate information specific to increased rates of reactions among certain
groups such as young and/or first-time donors into the consent process.

¢ Incorporate statements regarding release of information to parents regarding

~ medical care for reaction and/or positive test results, as applicable.

Summary and Conclusions

While most donations are uneventful, even a minor complication reduces the likelihood
of a return donation. Serious injury following blood donation occurs infrequently among
all donor age groups, but adolescent donors are disproportionately affected compared to
older adults. Virtually all dimensions of the blood donation experience have some impact
on the risk of complications. The working group has performed a comprehensive review
of current views and practices involving adverse donation reactions in young donors.
AABB believes that blood collection facilities may find this information useful in
addressing the unique challenges presented by young donors and high school blood
drives. Although zero risk may not be attainable even in adults, the rate of complications
in minors calls for ongoing attention to a sustained operational effort that is continually
focused on donation safety. AABB encourages blood collection facilities to continue to




monitor and report the effectiveness of interventions on blood donor reaction rates and
injuries resulting from reactions. AABB’s effort to establish a national hemovigilance
program in the United States could provide not only a uniform reporting structure for
adverse events after blood donation, but also the mechanism to monitor the effectiveness
of efforts to prevent the rare but more medically serious donation-related complications.




Appendix 1.
Recommendations to Minimize the Risk of Reactions and Injuries
"~ among Adolescent Blood Donors

Contributing authors: Anne Eder, Hany Kamel, Christopher France, Diane Killion, Patsy
Shipley, Pat Demaris, Nina Salamon, and Dan Waxman for the AABB Younger Donors Adverse
_ Reaction Working Group, Robert Jones, MD, Chair

Objectives

1. To review published data and reported efficacy of methods to enhance the donor experience and/or
reduce donor complications.
2. To identify the different approaches.that could be employed at blood centers to reduce donor
- complications at high school drives.- '

Executive Summary

Young (16- and 17-year-old) donors now represent a significant and increasing proportion of the
whole blood donations to blood centers in the United States, accounting for about 8% of the
whole blood donations or 450,000 whole blood collections to the American Red Cross (ARC) in
2006. However, young age, total blood volume, and first-time donation status are known to be
independent risk factors and leading determinants of donation-related compli cations." Even
minor reactions or temporary deferrals decrease the probability of return donation,*® and efforts
to improve the donation experience are crucial to sustain the blood supply. The increasing
dependence on recruiting and retaining young blood donors requires a committed approach to
donor safety, especially on high school blood drives. -

A multidimensional view of the donation experience recognizes several aspects that influence the
risk of complications after blood donation: inherent donor characteristics and predisposition
toward reactions, blood center staff eéxperience and skill, blood drive set-up and environmental
features, and donor education before and after donation. Donor characteristics that correlate with
higher syncopal complication rates after whole blood donation include young age, first-time
donation status, low weight, low blood volume, female gender, and Caucasian race. While these

" may not all be independent predictors of reactions, an additive effect of risk factors has been
observed in Caucasian high school students.’ Several interventions (eg, asking the donor to drink
16 oz of water shortly before donation, or using applied muscle tension or distraction techniques)
have been used to improve the donation experience and/or reduce donor complication rates.
However, no single measure has been shown to prevent a majority of systemic reactions or to
prevent the rare but more serious complications, such as syncope-related injury after whole blood
donation.

Consequently, blood centers should consider all factors that affect.a donor’s experience and
influence the risk of complications before deciding which safety measures should be enhanced or
introduced at the blood center. The effectiveness of safety initiatives should be monitored
continuously, the resultant data should be peer reviewed, and the conclusions should be
published to further our understanding of the efforts to improve the donation experience.
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The working group recommends that blood centers consider one or more of the measures in the
following areas and develop monitoring programs to continually assess safety:
Predonation education
Drive set-up and environment
Staff supervision and phlebotomist skills
Interventions
A. Donor eligibility criteria
1. Deferring young donors with blood volumes below 3500 mL
2. Raising the minimum acceptable donor weight
3. Collecting a smaller volume of blood from young donors
B. Distraction strategies '
. C. Water ingestion
D. Muscle tension
E. Automated red cell collection procedures with volume replacement
V. Postreaction instructions to donor and parents

<HE~

This report summarizes the available evidence on these different approaches to improve the
donation experience, identifying expected benefits and limitations, providing directions for
additional development and study, and estimating the impact on the donor base, to offer
consensus-derived recommendations in each area.

L. Predonation Education

Efforts to address common donor concemns and provide useful coping suggestions were

associated with improved scores on questionnaires that assessed donor attitude, anxiety, self-

efficacy (the belief that one has the capability to manage a situation), and intention toward blood
 donation.'® There are no published studies that evaluate the effect of blood donation recruitment
- materials on complication or return donation rates.

Some unpublished data and anecdotal experience suggest that educational initiatives may be

effective at reducing donor reactions and equipping the donor and staff to better handle reactions

to reduce their severity. ;

Recommendations

Educational efforts may be reasonably expected to improve the donation experience and could
result in greater participation and more effective preparation. Such efforts would not be expected
to have an adverse impact on the donor base.

Educational initiatives should target the following groups:
¢ Chairpersons and sponsors of drives.
* High school students and their parents.
- o Educational material directed at donors should contain prevention strategies or
anticipatory guidance and content that address coping strategies to reduce reactions.
o Educational material should be delivered close to the day of donation.
¢ School nurses. A




-~

o School nurses should be informed of the pathophysio]ogy of donation-related adverse
, reactions and the care of donors who experience complications.

o In advance of the drive, donor centers should discuss with school nurses or administrators
how to handle delayed or prolonged donor reactions and ensure continuity of care after
release from the donation site.

o Training recruitment and collection staff.

The optimal delivery method for student education is unknown but may include the following

formats:

¢ An educational DVD. A video format <10-minutes meets the students in their world and offers
school administrators the ability to provide the education at their convenience.

o Podcast, downloadable eBook, or similar application.

e Blood center Web site.

IL. Drive Set-Up and Environment

Blood centers should have systeins in place to process donors efficiently and to provide good
donor care regardless of age. Scant data exist on best practices for drive set-up, and sponsor
groups are often challenged to find enough space to accommodate a blood drive. Most blood
centers require site clearance before a blood drive. It is important to tour the location where the
drive is held to ensure adequate ventilation, electrical outlets, and space for handling adverse
reactions. In a recent Blood Centers of America (BCA) survey of 26 blood centers, nine centers
responded that the drive set-up for high school drives differs from the set-up for regular drives
(Nina Salamon, personal communication).

Recommendations

Supportive evidence does not exist to recommend more controlled or restrictive requirements for
drive site set-up. However, blood centers are encouraged to share their experiences to identify
and implement processes that may lessen the likelihood of adverse reactions:

A predonation hydration station or other mechanism to provide fluids to donors before donation
should be part of the drive planmng or set-up. Donors should be allowed to leave the area with
bottles of water, which may requlre obtaining permission from the school administrators before
the drive. A

Blood centers should consider the following aspects of drive set-up that may mitigate adverse

reactions at high school blood drives:

e Procedures for site selection to ensure acceptable conditions to support operations and guidance on
discontinuing operations if the conditions become unsuitable.

e Controlled donor flow and adequate staff or volunteer availability. Arrival and departure patterns of
students should be evenly spaced to minimize commotion. Access to the donation area should be

limited to student donors, designated volunteers, and staff.
"o  Progressive recovery strategies (eg, dangling legs over the side of the bed with appropriate attentlon)

before having the donor stand up after donation.

e Escorting donors through the process—in particular, from the chair/bed to the canteen. Consider
asking the volunteers to escort the donors back to class.




Predonation canteen table for fluid and food (see Water Ingestion, below).

Postdonation canteen/refreshment area: ' :

Designated area and donor flow should allow for adequate time in the canteen after donation.

Have donors lie on gym mats on the floor during the recovery and refreshment period after donation.

Inform donors of the importance of staying in the canteen for an allotted time (eg, about 15 minutes)

or until they feel well. Emphasize to staff the importance of instructing donors to stay in the recovery

area for sufficient recovery time.

* Additional staff or volunteers who are trained in recognizing prereaction si gns and symptoms can be
assigned to the refreshment area. _

* Area for recovery. Wheel chairs should be available. Mobile screens can be used to separate or

partition areas for students who may feel anxious or sick.

IIL Staff Supervision and Phlebotomist Skills

Employees in the collections department are crucial to the mission and success of the blood
center and the safety of the blood donor, regardless of donor age. In one study, phlebotomists
exhibiting high scores on a standardized social skills test were associated with reduced donor
reaction rates.'! Phlebotomy training was somewhat significant in this study.

Some donor centers try to mitigate adverse reactions at high school blood drives by including
staff who are well trained to recognize signs of reactions and to take steps to prevent them, and
by increasing the number of staff or other supervisory personnel at high school drives.

Recommendations ,

Although donor centers often report having “extra” or “more experienced” staff on high school
blood drives, there is no industry benchmark for a staffing model or skill-set requirements. The -
importance of hiring practices and staff training in interpersonal skills as well as technical skills »
is recognized. Blood centers are encouraged to continually evaluate their training programs and
staff performance. ~

IV. Interventions
A. Donor Eligibility Criteria
1. Deferring young donors with blood volumes below 3500 mL .
* Postdonation syncope may be a manifestation of the typical “vasovagal” attack, but can be a
manifestation of hypovolemia. '
* One study of whole blood donations showed that a donor blood volume below 4775 mL is an
independent risk factor for faint and prefaint reactions.2
» The nisk of reaction decreases substantially with increasing blood volume in the ranges
assessed.2 Five percent of donors in this study had blood volumes of less than 3500 mL,
which guarantees that their 525-mL donations would be more than 15% of their blood
volumes.
» Implementing an additional requirement for minimum total blood volume (>3500 mL) may
reduce the risk of faint and prefaint reactions. A bivariate analysis indicates that the
difference in reaction rates based on donor blood volume is larger at a younger age than the




difference for donors older than 30 years of age. An intervention applied to young donors
(<23 years of age) with low blood volumes (<3500 mL) might reduce reactions.

e Preliminary unpublished data (Hany Kamel, personal communication) have indicated that .
donors younger than 23 years of age whose blood volume is <3500 mL represent 9% of
donors younger than 23 and 1.6% of all donors. The rate of moderate and severe reactions in
this group is 1.7% (compared to a 0.33% overall rate of moderate and severe reactions). A
policy of excluding donors <23 years of age with blood volumes <3500 mL is estimated to
eliminate 20% of moderate and severe reactions in this age group (9% of all reactions). .

2. Raising the minimum acceptable donor weight.

e Trouern-Trend et all reported a reaction rate of 0. 46% in donors weighing <120 Ib compared
to a rate of 0.14% in the reference group of donors weighing 150 to 1791b.

‘e In high school students, Newman et al12 reported a reaction rate of 16.9% in donors
weighing <130 b compared to a rate of 8.2% in donors weighing 130 Ib or more. Donors
weighing <130 Ib, represented 4.1% of all donors (118/2894).

e  In one study,6 22 of 32 (69%) injured 16- and 17-year-old donors who received outside
medical care for donation-related injuries weighed >130 Ib; only 4 of 32 (12.5%) weighed
less than 120 Ib. Selection criteria based on donor-reported weight, therefore, would be
expected to prevent only a small fraction of the injuries sustained by adolescent donors.

3. - Collection of smaller volume of blood from young donors.

e Two abstracts13,14 demonstrated equivalent overall safety profiles for 450-mL and 500-mL -
.- whole blood collections. In these studies, donors were not stratified by factors known to
predispose to systemic reactions (eg, age, weight, experience, etc). It is possible that any
beneficial effect of collecting smaller volumes from young and/or low-weight donors may
have been masked. '

o Tomasulo et al15 measured the weight of whole blood units collected in a 450-mL bag,
calculated the percentage of blood voluine removed, and reported donor reaction rates in
different donor groups. Female donors who had 14% to 16% of their blood volume removed
were more likely to experience a reaction than those who had only 10% removed. The
authors concluded that donors weighing 110 to 119 Ib had an increased reaction rate, which
was attributed to collection volume.

Recommendations (Donor Eligibility Cntegal '

Studies have identified subgroups at higher risk that may beneﬁt from having different selection
criteria. The current eligibility requirement for minimum weight of 110 Ib and to limit collection
to 10.5 mL/kg is sufficient to protect most, but not all, donors. This requirement was based on
the assumption that it would pl’Ohlblt drawing more than 15% of a donor’s blood volume. Recent
data suggest that this assumption is not accurate’ and a new standard approach may be needed to
limit whole blood collection to no more than 15% of the total blood volume for adolescent
donors. Although the reduction in reaction rates for a given change in selection criteria can be -
estimated by multivariate analysis, it is not known if implementation of a given policy will
achieve the predicted results. Blood centers are encouraged to evaluate the potential
effectiveness of different donor selection criteria in preventing reactions and injury.




B. Distraction of the Donor During Collection
It is widely recognized that distraction techniques are effective at putting donors at ease during
collection. In a small study the use of audiovisual distractions reduced the self-reporting of
vasovagal reactions.'® Some examples of easy-to-implement audiovisual distractions for donor
drives include allowing the use of MP3 players or providing headsets with music, encouraging
applied muscle tension activities, and placing donor chairs back to back.

Recommendations _ : ‘ ,

Blood centers should provide education to donors on permissible activities for distraction that
may increase their sense of control during the donation. Blood centers should instruct staff on the.
importance of distraction as a possible way to reduce reactions. '

" C. Water Ingestion »

To date, two studies have been published on the effects of predonation hydration on blood donor
reactions. In a randomized controlled trial, 83 male and female first-time donors (median age =
19) consumed 500 mL of water 30 minutes before allogeneic whole blood donation.!” Results
indicated that the donors who received water reported significantly fewer presyncopal reactions
(eg, faintness, dizziness, weakness) as compared to those who did not hydrate. This finding was
later confirmed in a study of nearly 9000 high school donors (17-19 years of age) who consumed
473 mL of water 0 to 30+ minutes before phlebotomy.'2 Based on donor reactions recorded on
the health history form, reaction rates were reduced 21% by predonation hydration (water = 9.9%
reaction rate; no water = 12.5% reaction rate). Additional analyses indicated that reaction rates
were lowest for those who consumed water within 10 minutes of the phlebotomy, with reaction
rates increasing with longer lag times.

Although there are only two published studies on the effects of predonation hydration on donor
reactions, additional laboratory research has demonstrated that acute water loading increases
blood pressure, peripheral vascular resistance, and cerebral blood flow, and can serve as an

effective plrso%hylmds against vasovagal reactions in healthy individuals undergoing orthostatic
challenge. ™

Table 1. Summary of Reductions in Donor Reactions Observed as a Function of Predonation
Water Loading vs Standard Donation Control

LA o o £ A
Hanson and France'” 0.48 0.91 Lars
(2004) (BDRYI, log units) (BDRI, log units) 0
Newman et al'? 9.9°9 12.59%
% 3% 321%
(2007) (donor reactions) (donor reactions)

Note: The BDRI, or Blood Donation Reactions Inventory, is a self-report measure of donor
reactions such as faintness, dizziness, weakness, etc. Elevations on this scale predict donor
non-return over and above the effect associated with reactions recorded on the donor record.




Recommendations

Based on existing evidence that predonation hydration can help prevent presyncopal reactions in
both male and female donors, does not interfere with the donation process, and is perceived by
collection staff as easy to implement, donors should be provided with 500 mL of water or fluid
and encouraged to consume the water approximately 10 niinutes before phlebotomy.

D. Muscle Tension

To date, four studies have been published on the effects of apphed muscle tensxon (AMT) on
blood donor reactions.”’?* Although AMT exists in many forms, it typically involves repeated,
thythmic contraction of the large muscles of the arms and legs. In the first study to apply this
technique in the context of blood donation, a brief video was used to teach ‘AMT to a small group
(n=37) of relatlvely inexperienced donors (ie, 0 to 2 prior donatlons) ! Compared to controls
who did not view the video, donors who learned AMT reported significantly fewer presyncopal
reactions (eg, faintness, dizziness, weakness) following donation. Furthermore, those who said
they used AMT throughout the donation had the fewest reactions. '

The beneficial effects of AMT were confirmed and extended in a larger study of 605 young
donors (mean age = 22; mean prior donations = 3.5). 22 In this study donors were randomly
assigned to 1) standard donation, 2) AMT predonation (placebo control), or 3) AMT during
donation (intervention). In both AMT conditions the donors learned the muscle tensing technique
from a brief video presentation. To control for positive expectancy effects, participants in the
AMT predonation (placebo control) condition were instructed to practice AMT from the time

_ they sat down in the donation chair until just before needle insertion. Overall, the results
indicated that AMT had a beneficial effect for female, but not male, donors. Specifically, female
donors assigned to the intervention condition reported significantly fewer presyncopal reactions,
required fewer donation chair reclines, and were more likely to produce a full unit of blood than
females in the placebo or standard donation conditions (the placebo and standard donation
conditions did not differ).

In a separate sample of donors (n = 467), presyncopal reactions were attenuated for both male
and female donors assigned to the AMT intervention instead of either placebo control or standard
donation (which did not differ).” Most recently, 1209 donors (50% female, mean age = 22, mean
 prior donations = 2.2) were randomly assigned to either standard donation or one of five forms of
muscle tensing.* Donors assigned to AMT viewed a brief video depicting repeated muscle
tensing of the 1) full body (arms, legs, and abdomen), 2) lower body only (legs and abdomen), 3)
upper body only (both arms), 4) upper body only with distraction (both arms, but instructed to
attend to nondonation arm), or 5) donation arm only. When compared to standard donation, full
body AMT replicated prior effects of significantly lower reports of presyncopal reactions and
fewer donor chair reclines. Similar benefits were observed for lower body AMT, but not upper
body AMT, suggesting that tension in the legs and lower abdomen are important components of
the beneficial effects of AMT. Upper body AMT with distraction was also associated with a
significant reduction in presyncopal reacnons suggesting that AMT benefits may also derive, at
least in part, from distraction.

In addition to research in the blood donation context, AMT has been used for decades to
successfully treat patients with syncope related to blood and injury phobia a”>? as well as other




causes of vasovagal syncope.>*** Laboratory studies suggest that AMT may help prevent

syncopal and presyncopal reactions by increasing blood pressure and cerebral blood flow and
oxygenation. !> '

Table 2. Summary of Reductions in Donor Reactions Observed as a Function of Applied
Muscle Tension vs Standard Donation Control S

Ditto et al*! (2003 49 3
(2003) . 6 _ $229%
(BDRI units) (BDRI units)
All donors = 0.43 0.47 8%
BDRYD) BDRI
Ditto et al® (2003) _ (o BDRY (log BDRD
’ Female donors = 0.55 o
0.44 (log BDRI) ~ (log BDRI) ¢204’
Ditto and France® :
(2006) 0.35 0.45 122%
(log BDRI) (log BDRI)
. " 0.42 0.52 .
Ditto et al** (2007) log BDRD (log BDRY) 3$19%

Note: The BDRI, or Blood Donation Reactions Inventory, is a self-report measure of donor
reactions such as faintness, dizziness, weakness, etc. Elevations on this scale predict donor
non-return over and above the effect associated with reactions recorded on the donor record.

Recommendations , ,

Based on existing evidence that AMT is easy to learn, safe to use, and effective at reducing or
averting presyncopal reactions in young donors, donor and staff instruction in this technique is
recommended. Different approaches are possible but should be focused on tensing the large
muscles of the legs and abdomen during donation. Further study is encouraged to evaluate the
effectiveness of the intervention in reducing reactions and injuries after donation.

V. Automated Red Cell Collection .

The safety of automated.collection of Red Blood Cells (RBCs) has been compared to whole
blood donation.***! In the American Red Cross experience, the vast majority of adverse reactions
to Whole Blood (WB) and 2-unit RBC donation were minor, systemic complications (eg,
prefaint, citrate reactions).*® The overall rate of complications was marginally greater for 2-unit
RBCs than for WB collections (320.3 vs 274.5 per 10,000 collections; odds ratio, 1.17 (95% CI,
1.15t0 1.20). -




Table 3. Risk Factors for Donation-Related Complications*

349

Blood volume < 3500 mL 4.47 (4.10-4.88) 2.88(2.57-3.23)

Age = 17-18 years’ 396 4.19 (3.94-4.45) 2.78 (2.59-2.98)
Age = 19-24 years' 274 1 2.87(2.68-3.06) 2.39 (2.23-2.56)

First-time donor* 275 2.80 (2.66-2.94) 2.20 (2.07-2.33)

Race = Caucasian ethnicity’ | 14.3 3.42 (2:63-4.46) 2.15 (1.64-2.82) .

Blood volume = 235 . 2.97(2.77-3.17) 2.09 (1.90-2.31)
3500-4000 mL* ‘

*Donor reaction rates and odds ratios of combined mild, moderate, and severe reactions by
~ donor characteristics compared to donors without reactions.’

" TIncludes age group, gender, donation history, race/ethnicity, estimated blood volume, pulse,
systolic blood pressure, and blood center as covariates.

}Compared to the reference group: blood volume >4775 mL; age 25-65; repeat donor, and
Black, non-Hispanic ethnicity. :

However, the rate of major systemic complications (loss of consciousness, loss of consciousness
with i 1n_|ury prolonged recovery, major citrate) in 2-unit RBC donations was lower compared to
the rate in WB donations; in particular, for donors <20 years [odds ratio, 0.41 (95% CI, 0.32 to
0.53)].** Blood Systems demonstrated that manual WB collections have a low incidence of
moderate and severe reactions (47.1 per 10,000 collections, 0.47%).* Single-unit RBCs
collected by apheresis have the same safety profile (37.44 per 10,000 collections, p > 0.20).

- Two-unit RBC collections by apheresis and plateletpheresis collections have a significantly
lower reaction rate (15.65 per 10,000 collections, p < 0.00005; and 14.84 per 10,000 collections,
p < 0.00005, respectively).*'

‘Automated 2-unit RBC collections have a favorable safety profile compared to whole blood

" collections, with a lower risk of major systemic complications compared to whole blood
donation. This benefit is most pronounced among young and first-time donors, providing a
rationale for further study and for possibly expanding apheresis red cell donation programs in
colleges and high schools. ' ‘

The apparent safety advantage of 2-unit RBC collections may be attributed to the saline
replacement during such procedures or to the more stringent criteria for such donations (the
hematocrit, height, and weight criteria used to select donors for 2-unit RBC donations are
designed to select donors with larger red cell or total volumes than whole blood donors of
smaller stature). Further analysis is needed to tease out the true impact of volume replacement.




Recommendations : _ ~
The available evidence supports further study of expanding apheresis red cell donation programs
in high schools and colleges. : .

_ VL Postreaction Instructions to Donors and Parents

Donor centers must have procedures for postreaction care of donors (Standard 5.3.2. 1).2

Measures to improve communication with parents/guardians or school nurses may decrease the

likelihood of delayed reactions after leaving the site, and donor centers should consider the

following aspects: ‘

¢ Communication with parents/guardians that the donor experienced a loss of consciousness or other
reaction or injury, in accordance with state laws. .

* Blood centers should ensure that donors who have had a reaction receive continued care while they
are still at the collection site and after they reach home.

Conclusions and Future Directions :
Blood centers should recognize all the dimensions of the donation experience that affect the risk
of complications and consider one or more of the measures discussed in this report to enhance
safety on high school drives. Blood centers should also monitor the effectiveness of their efforts
to gauge progress and further refine their policies and procedures to protect donors and ensure a
good donation experience. Although most donations are uneventful, even a minor complication
reduces the likelihood of return donation. Serious injury following blood donation occurs '
infrequently among all donor age groups, but adolescent donors are disproportionately affected
compared to older adults. In one study, the risk of syncope-related injury among 16- and 17-
year-donors was 5.9 per 10,000 donations compared to 0.4 (!Jer 10,000 donations by individuals
20 years or older (odds ratio, 14.46; 95% CI, 10.43-20.04).° Although the initiatives that have
been defined in this report to reduce donor reactions are predicted to also prevent some injuries,
the actual benefit of any specific action may be difficult to measure given the rarity of the
occurrence of donor injuries. Currently, it is also impossible to compare reaction rates across
donor centers because of inconsistent definitions of what constitutes a reaction, different
reporting criteria, and variability in how individual phlebotomists recognize and report adverse
reactions. AABB’s effort to establish a national hemovigilance program in the United States will
provide not only a uniform reporting structure for adverse events after blood donation but also
* the mechanism to monitor the effectiveness of efforts to prevent the rare, but more medically
serious, donation-related complications. Although zero risk may not be attainable even in adults,
the rate of complications in minors calls for ongoing attention to a sustained operational effort
that is continually focused on donation safety.
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Appendix 2.
Recommended Initiatives Concerning Education and Consent for
Adolescent Blood Donors

Contn'buﬁng Authors: Mary Townsend, Terry Perlin, and Jed Gorlin for the AABB
Younger Donors Adverse Reaction Working Group, Robert Jones, MD, Chair

1. Initiatives to Improve Education of Adolescent Donors, School Personnel
and Parents

A. Adolescent Doners

Objectives ‘

1. To reduce reactions and injuries of high school donors by educating them about
maneuvers to prevent common reactions and injuries resulting from such reactions.

2. ‘To identify elements for inclusion in predonation materials designed to reduce
anxiety and provide coping techniques, thereby reducing reactions and injunies.

Background

Although many aspects of blood collection (such as screemng, labeling, and testing) are
highly regulated and standardized across collection facilities, many other facets of the
collection process are unregulated and vary widely, such as the multitude of matenals
supplied to donors for recruitment and educational purposes. Specific challenges arising
from the collection of blood from an adolescent population, including the high rate of
reactions, may be addressed by improvements in predonation education of the adolescent
donor to allay anxiety associated with the blood donation process and to promote copmg
skills.

The association of predonation anxiety with increased rates of vasovagal reactions is well
documented.'™ Labus et al® used the Medical Fears Survey to assess the association of
anxiety with the likelihood of fainting in a group of 364 volunteer blood donors and
found that high scores best predicted fainting in first-time and experienced female
donors. Efforts to address common donor fears and provide useful coping suggestions
through predonation education were associated with improved scores on questionnaires
that assessed donor attitudes, anxiety, self-efficacy (the bellef that one has the capability
to manage a situation), and intentions toward blood donation.’ Studies to evaluate the
effect of educational materials on the frequency of reactions are under way.

Recommendations

Although no published studies evaluate the effectlveness of donor educational material in
reducing reactions, studies associating anxiety and fear with an increased rate of reactions -
suggest that interventions, including education, to reduce anxiety should have a positive
effect. Therefore, predonation educational materials can be considered part of the consent
process, so that information pertinent to the donation process, possible reactions, and
interventions is imparted before the adolescent makes the decision to donate.




Educational materials for high school donors will likely have a greater effect if they are
designed with age-appropriate language and graphics. In addition, educational materials
may be presented in adolescent-friendly formats such as videos. Regardless of the format,
elements to be considered for inclusion in predonation materials for students include the
following:

A general statement to the effect that most donors have uneventful donations and that

most reactions, when they occur, are minor.

A statement identifying which donors may be at increased risk for a reaction (eg,

young, first-time, female, or low-weight donors) and why.

A brief description of the donation process to alleviate anxiety about the unknown for

first-time donors.

Descriptions of possible techniques to prevent reactions and enhance coping skills.

Also, a brief explanation of the possible benefit of each technique may boost

compliance. Common techniques that have been used include the following;

Predonation hydration. ’

‘Receiving adequate sleep.

Receiving adequate nutrition.

Avoiding alcohol before and after donation.

Using applied muscle tension.

Using distraction techniques.

Using progressive recovery techniques (eg, dangling legs). _

Complying with postdonation instructions and spending adequate time in the
canteen.

o Avoiding strenuous physical activity after donation.

o Acknowledging anxiety and alerting blood collection staff of anxious feelings.

o Becoming informed and asking questions.

Statements describing blood collection facility policies on parental consent and

confidentiality regarding test results, if applicable.

OO0 O0O0OO0O0O0OO0

B. Parehts of Adolescent Donors

Objectives

1.

2.

To involve parents by educating them about ways to reduce donation risk for their
adolescent children. .

To involve parents by educating them about the handling and treatment of reactions
and involving them in decision-making when reactions occur.

Background ,
Parents of adolescent blood donors are in a unique position both to participate with their

children in the decision to donate blood and, if reactions occur, to provide any needed
care after their children return home. -

Recommendations




It may be helpful to provide parents with information about blood donation, possible

adverse reactions, and parental involvement in the event of an adverse reaction, even if

parental consent for the donation is not required. The following should be considered for

parental educational materials:

e Materials should include the same informational elements as student educational
materials.

e Materials may include specific statements regardlng the confidentiality of donor
information, as applicable.

e Materials may include general instructions for supportmg donors after common
reactions such as hematomas or vasovagal episodes.

e Materials may be provided to the parent with consent documents when such
documents are required. ’

C. School Personnel

Objectives
1. To involve school personnel by educatmg them about ways to reduce donation risk

for. their adolescent students.
2. To involve school personnel by educating them about the handling and treatment of
reactions and involving them in decision-making when reactions occur.

Background
As employees of the school district, school health personnel have respon51b1hty for the

health of students on campus and, therefore, may serve as integral partners with the blood
collection facility in the care of student donors. These health personnel may be involved

in donor reactions either during the blood drive or after the collections staff have left the
collection site. In either case, school personnel may have specific responsibilities to the
student and parent in cases of student injury. Education of school personnel about the
general process of blood donation, the possible reactions, and appropriate interventions

and treatment is likely to be well received. Articles specific to blood donation and
reactions are needed in the school health literature.

Recommendations
Blood collection facilities are encouraged to communicate with school officials before
high school blood drives to establish policies and delineate responsibilities for student
care during and after the blood drive. It may be useful for blood collection facilities to
develop educational materials that target school health personnel; elements for
consideration include the following:
o A general statement to the effect that most donors have uneventful donations and that
most reactions, when they occur, are minor.
o A statement about which donors may be at increased risk for a reactlon (eg, young,
- first-time, female, or low-weight donors) and why.
e A brief description of the donation process.
A description of signs and symptoms of common donor reactions.
e A brief description of the appropriate handling of common donor reactions.




* A statement delineating the responsibilities of blood center personnel and school
health personnel.

e A statement regarding confidentiality and release of information to parents, if
applicable. '

IL. Initiatives to Address Consent Issues Specific to Adolescent Donors

Objectives _

1. To provide blood collection facilities with information specific to informed consent
of minor/adolescent donors..

2. To consider addressing increased rates of reactions in this age group in the informed
consent process. ’

Background
The ethical substance of informed consent incorporates the fundamental principles of

autonomy, veracity, beneficence, and nonmaleficence. The application of informed
consent principles for both blood donors and blood recipients has been thoroughly
addressed through peer-reviewed journal articles®® and AABB publications.'® However,
the collection of blood from 16- and 17-year-old minors presents particular dilemmas and
challenges with regard to traditional notions of informed consent.

Many states have long allowed 17-year-olds to consent to donate by specific state statute,
but these statutes are silent on the issue of the minor’s right to consent to subsequent
medical treatment for an adverse reaction. Therefore, the consent process should take into
account applicable state law provisions.

States that allow 16-year-olds to donate often require parental permission/consent. This
situation allows the process of donation but does not imply any emancipated status
because of the requirement for parental permission. Although 16- and 17-year-olds are
sometimes recognized by state law as having the decisional skills necessary for making
informed health-care decisions, parents and guardians still have legal responsibility,
absent state law provisions to.the contrary. This ambiguity is often handled by including
the additional concept of assent, the notion that minors should be involved in health-care
decisions in age-appropriate and developmentally appropriate ways.®

Specific issues arise when applying this distinction to blood donation. Blood collection
facilities have traditionally adhered strictly to practices of confidentiality in notification
of blood donors, including minors, of positive test results. Such policies need to be
reviewed by blood collectors with specific attention to state statutes. The research setting
presents similar issues. Minors are generally prohibited from participating in research
without parental permission; however, blood collection facilities may perform certain
required or elective tests under research protocols that have been approved by an
institutional review board, and such protocols address the requirements for consent
applicable to minors. Because statutes governing informed consent are state specific,




blood collection facilities are urged to consult legal counsel when addressmg consent
issues regardmg Minors. ~

In summary, it is vital to remember that consent is not a sxmple signature on a form, but a
broader process that involves education of the donor and, in some cases, the parent.
Providing adolescent donors (and parents) with information regarding the donation
process and possible consequences meets an essential requirement of informed consent.

- Recommendations
" Blood collection facilities should consider the following: -
o Consulting state statutes regarding age and consent requirements.
o Becommg familiar with the literature specific to adolescent/minor consent and
- assent.” \

. & Providing information to both donors and parents as part of the consent process.
(Some facilities provide a parental consent form that functions as both informational
brochure and consent documentation, when applicable.) '

o Incorporating information specific to increased rates of reactions among groups such
as young and first-time donors into the informed consent process.

o Incorporating statements concerning the release of information to parents about
medical care for reactions and positive test results, as applicable.
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CHYERERHET B I LT ROMRIILAORBEM LW LTV 5, RMERIL, LT
DEIEFET <5 THE,

O ERRURBELICOVTIE, MEEIHE S, |

O EEHKRBEDA L T7H+—AF - a2ty MTOWTEABIZE L TRICKEBRT 5,

@ FAETutXO—RLE LT, BRIME LB - REEOW G ITHERBUT D, —WOMERIT, &4
BIEUT, FRBHONR 7Ly FEREXEOW S OREL FRH X -E - REEDOR
BEERRHELTVD, |

@ HENO/FERFIEBRMLE IXFRERENE VW) BEMRERE A 74— LK avt
v DT ek RICKAAL,

@ LEIISUT, BHERARTCBHEORERRICH T HIBRIC OV T, REF RIS 2E8IC
B Bk 2 5 0 A,

T & , |
12 & A& ORRILITRIE R < T35 85, —F CREDAUHE TS X BRI a2 8 S ¥ 5,
ROBOEEOEEIL. BTIRHENRHLOHERBOFTRET S, L LEEMORMET
FNEY BELOKADRLE & H_CRECHEE 2T 5, ZEAZROLEROLTOREL.
BHED Y 27 161 ORBERS, EER2T, BERDE O ERISICET 5BED 2K
REBICOVT, RANBRMET -, BERLE R OBRICI T 5BBIBRMA b 72 & 45
REBREICHIST 5 LT, RMMERIC L 2T, ZOBBMAALREZS,b LRV &% AABB I3
FEIELTWSD, VR - PuidBAIRBWTEIEZELAZWLDTH AR, RREZDOLHHE
FIZOWTIE, RIDESHICHZ TEEREPT SR LB LS AR L, ki L7 EE
ARD SN TS, AABB HRIIERICH L, BUEMN b4 U5 15%E LA BHERRIZE L,
AEDHERRE L TERL, 5T L 585 LT3, XECBTEER~ELIT LR -
Fur5 AEEELLD L5 AABB DRV AL, RILEDOHEERICHT5—B LI BMED
Pl 2 72 5120 Tl < BT B ASEE M B R AR LBSE O & B % FB5 T 5 R D A0
B ERT 20D A =N LB,




R 1
FERIRIE K31 B BHERRCESEY 22 kRN b ORI

TRE ‘
KEmKFITHE (AABB) HEMMEEERET—*> 7/ V—7 %25 Robert Jones MD
Anne Eder, Hany Kamel, Christopher France, Diane Killion, Patsy Shipley, Pat Demaris, Nina Salamon,

Dan Waxman.

B |
1 WL DRRERE D, ﬁmﬁoAﬁr%ﬁﬁfétwmﬁmwﬂiéﬁtr—ﬁ&@ﬂ-
B ERERMRERNT AL,
2 EROBBIRIICE T 3 RAE DA PR ERT 5 b, ikt ¥ —CRASND
RO B Hix RFEERRT 52 L,

EITOME

BTE. #@@m&t/ﬁ—kkwéémﬁmru:%ﬁiﬂeﬁ&617ﬁ)mm%mk%&ﬂA
5, TOESIIEMLTE Y., 2006 FEOXKER+FH (ARC) 12815, MmERlAFE DK
8% 45 FOLmMEBEM) L7225, Lr LIROEEOAFHEDO EERERTF L LT, HEk, 8 ifn e
&, PERLAMSATEY . TNOIMMILEY 27 RFTHL, BEORIEAP—RE2Ht
MAEHIC X X BRICE 2 FTRetE 2 B S ¥ 5, ﬁmﬁﬁéﬁi?émnm&mm&##%ﬁﬁT
BEDICARAR T D, BERLE DEERT DRER~OE L KL, MLFORSMHE, &Y
b, BRCOBBIRMICKT 2RERRY @HELEL LTV,

IR E S ESEAREAPOEZ B L, MROZOAFHEY 27 CHBERIFT VL 22ORE
RIS | BHERICH T 2 IE OERARGBOHRE, WiKE Y ¥ —DOMBORR L 2
., BHRLORERUBREORE, ROAEOMOEHE, SMMRMLEORBOEFHHEED L
FLABEEMRE bOMME O/ L LT, BER, PERLTHSZ &, BEE, EhEE. X
B BAOREMRZEBETONE, ZhbHTTH, BHEROMMY L FRRT L25bT
RV, U R RT L ORISR EABRAEICS O TRS DTS, RLEROBER VY
RIS OB PHERAEFROBRA B L LT, WL OO AKE B : SRl EANC iR E
ICAKHI 480 mL (16 A2 R) #ERLTH 5 5, EIBHRCKIBROFERY) BRONT
Wh, LL, FOFEERSTH, KEOSEURIEOTHR, LMk ORI L HEE
RE. BMTIED 2B NICEEREHED FRHITIIE S THRVY,

Ok, L —iE, BRILEORROAMEY 27 ILEBERIETHOWIEFIIONT
B L%, ikt # - ORLAELBILEZITEATINERETNETHD, £,
BEMNBODRELRGEHOICER L, BREF—Z 2L EBKTRETHD, £ L TRLERD
&%Awﬁvﬁﬁﬂﬁﬁéﬁﬁwﬁ%%ﬁﬁ?ét EREARTRETH D,




MR F— R T OSBICBN Tk - R OME BN L. Rt OREHTES B
LULEERT U S AR EETBLED. U—%L I A— TS LTV A,

I BRMATEE

0 BEROORE & RS

o BEOEE L RN
AN

A BRIOVE OB E

1 M#KED 3500 mL KRG OEERRME OBRIMIEL
2 BRIMFOREIFFEEDS & BT
3 EFEROE»SOMBRREDS & T
K[ FiE

Ko7 ER

AL
REEBHREZES R MERERFENE
VvV RRE & Bk 2 EWER% O

Mo Ow

AREEIL, ROLEROBEDLDIHIFSNDWE L RAE R L. T2 5% & Ho
FEEE YL, ROEER~OBBEEE L, BLOANFITBNT 3T P XICES < Al
HEATI DI INODORIRD T /u—F BT A AF AL EN L LD TH B,

| QN E 6

BRI T T BRI IR Y M, FRRTREEX 58011, MOLEOEE. F£&. BOHH
B (bORREAIVERT BEADBH D LV HER) . ROBRLI T 5EBEE LT 7
— hDRaT O EIZBIE LTV e, RIMBIETEIA A BHE RO ILBIR R I RIT T B BIc o\
TEMET AR S NI,

WL ODDRERT —F RRHENLERIT, HENRTYERAROLEOBIER 2B, &
0E LBBIZEWER~O L ) RO E FICo S8 B 2 L4, BWEHOBEEE 2 8RBT 570
ICZHRBD S LIRS R LTV, '

B |
HEORENL, ROEROBESL ITHIFTE, MROLSMEORMOL 0 RIS b
LTSI, EOLIREHE, MLEERCEELBELRIET LIELLARY,

BEWRRY 2L, UTOEAE ML +&Th5,
® BEMOLOFEERPAR A — -
® ERE L ZOWHB




O FRILEFNT OEMITIT. FHERIE L 72 IIBWER L BT 5 DI RL LT 2 BRI BE
THEMIA TV ARVCARERV AL &,
O HFEHRHL ﬁﬂﬁ#ﬁ(&oLBEﬁfé Lo

@ FRE#M
O FIXEJAIL, ﬁm%éwﬂﬁﬁwfﬁiﬁ%% Aﬁf%ﬁ%f%ﬁm%wﬁﬁk
TOHMBHRHD &,

0-%ﬁmmmk\mmt/5—mﬁﬁﬁiLﬁﬁ%%&ﬁﬂ%%#ﬁ@ﬁﬂﬁ&kowf
BT E - LB L5 LAV, RRILE A RRIETT & B 7o 8 b BB ORI L FER
+5, |
® HE KRB DI

2AECHET AR EORERERIITATSH S, KOBRBEENDLEZLDND,

® ¥ DVD, TN EhOZEDRIRICE D 10 FUND EFAHRT, ZREHEEFENLLH
DEBCADETHBELITI LR TEDHOD, |

@ By F¥x¥RXb, FULro—RNARRETF v/, FBEROT T r—val,

@ MKkt F—DY=THA b |

0 BBiiOBRE L 5

e v — %%%&ﬁmﬁiﬁﬁwﬁﬁéﬁbfﬁm%~®+ﬁtﬁ?%ﬁ#75/xr
 BERACBTRTFER bRV, BEIRLOBEOR b BVEEICOVWTIE, FIRRRL
<HY. AR P —EREBBERLET 5 O+ R BFOMBCES T 2HANEL, Mkt
L =% ik, BB i 5 BB AL E TH 5, WIERE, BRI VLS b
BHER R ALET B OBFT R RERT B0, BEIRILETT ) BTEKELTHS T LAEET
Hb, BE. 7T AYIMEKE#—2/L—7 Blood Centers of America(BCA)?S 26 DMk > & —
Rt LCESE LB LB b, BROBBHROORE IBEOBBMMLORE L R2S, LE
B LRV F L9 —ICRAR (NinaSalamon, /A—YFAaIa=l—vav),

=y . ‘

BB OB E IS, X0 SIRIN3»RENEMFOHRZEMT DRIV, LaL, it
vA—Z, BWEROWEELZIERT 5,70 L ae 22 HAE LETT LD, phbd
REBREHAET D LE2REHT S,

ﬁmw%mﬁmﬁkmﬁ%ﬁz5tb®ﬁm%®mﬁﬁ%%ﬁ%%mmmﬁmh&Eﬁ\@%ﬁ
MOHBEEITREO—ERERDRETHD, BRIMEN, KOR MVER- TROLBFTEZHND
ht&mb\%@%Lﬁ%ﬁﬁﬂwwk%&%ﬁ%maﬁT%ﬁé:kﬁ%%k&é%ﬁﬁbé,

Mgt 7 —id, ﬁﬁi’(ﬂ)@ﬁbﬁkm&ukﬁéﬁﬂﬁiﬂé FIERT S L 5. BEBRMLOFREIZBWTE
ToOREZERET 5,




Q‘ﬁ%kﬁ9#ﬁx#%ﬁﬁfb%ﬁ@ﬁ?%&v%n6@%#mﬁé&<&ot%A@¢¥'

. OFKICET B FEIE .

O%wﬁmiﬁmﬁmﬁn\&U+ﬁ&méitmﬁiy?47®ﬁﬁﬁoﬁ%%%mmK¢
DIz, FEOHAY NF— 2 ERBRICT 5, BRIt ) I Ah 30, 2AEORT
#H,EESNERT T4 7. RUBEKRERET S,

@ BMELZERME, b A LEBRTORMMREE FE B BOLREES Loo, Ny K

 OREHISFRERSRESTS),

Bz, 41 ARy FhHREE TOR. ﬁﬂ%kﬁ%%ﬁof7/747kﬁ$ifﬁmﬁk

&S BITHET - L 2 E BT 5,

KB L CRBERO DO, ROAOEEF—TA GIF. ASEHR 258),

BRI 3% >R 2 AR -

BEOHT L MOLFOWHNIT, ROBICEYE CHIRBEESERNS L > ZE+ 5,

ARILE L, BRE& OB & AR O, KOKERA~ Y MNoELES,

FILEER] (B 4015 5F) OMEERMDEDESBAL 2D E TR S EEM A IA

FIBx D, +2EEREORM, BEBRICE V2L OMMEICHEET 5 L oEEM

PREICHTET S,

0éWﬁM%ﬁ%fﬁ%%%T6Wﬁ%ﬁHLMEiKMT7/747%LMLTE@%WA
BETSZLRTETHE L, |

® [EH DD DB, iﬁ%wﬁmwmffﬁé Lo FREFEBEHVEL R BEELRD S
FEDIDIT, FEEIZBFT LML 3 - dOBBIRLE)  OEBRTETH S,

‘I BB OEER X RmE o

ROMAOELERIT, RILEOERE DT, i s — DR & RHR URMMLE DL &
S>TEEThHD. bOWAET, EEHLHENT X N CHALET LEROHT. RILEOBHE
RO L BER Do T2, ROIEILE OFRICBN TR EEM RS- 7, '

—HWORME > ¥ — Tk, BWEROKBEL B L ZO TR EHBESBRNS & 5 Ic+03lke =
'ntﬁé&ﬁméﬁaye%x%&@ﬁaﬁm@ME%%@m@M@ME%ﬁﬁfé_au;o‘
ER COBEE M OBIEROBRICSH TV 5,

BE

MLt > & —Tik, SR CTOBBHRMICBE LT, BMO) £/ TL v RREE,) BMESPRi2
TRL EHMETIHENEVD, FAL LD ANBEREIIREOEMEMHD D DERIELRT
2, KREIXO L AARMERR LUMBREIROEESSBREN TN S, Wikt ¥ —ic
BEIRT 07 bPBEDOHES Y ZREIICTHES 5 2 L 285 3,

IV JrA
A BRIE OB NE




1 ﬂm&ﬁip 3500 mL i @%ﬁimm%‘mﬁimﬁ%

MR8 OO AR IS SR 7 T B RKEARREAE | %ﬁ@JE{ﬁéfbéiﬁAz%bm ﬂm&ﬁﬁ
LOKETHEEE LD B,

BRI O MR B 4,775 mL KT Th B4, KABEUS R RIS DI LEREF T
»5LAMBRMICET 25 3HRITR L, |

MEEE3 & EF2 2 Lok VEWER Y X 7 133 TH2RVIET T2, ZOWED
R0 0D 5%i3 MR EA 3500 mL ARG TH D Z 0 X 5 ZWRIE A 525 mL Z#RMS 5 L\
ZFORMEDMEED 15%%BDZ LBEETHD,

IS kR (>3500mL) D= DBMEMkEERT 5 Z LItk ), KRURHHETIR
DY RS FERT D LS TE B, TERBAIL. RLEOLRRICES BIEAR
DET, 30 B EOBRME DEICHART, BEFOFNBL Y REVWZ LETT, EMEK
B (3500 mL Ki5) OFFEBRME (23 KW KAAZBEATDIZLITLY, EIH’F% i

 BEBINSWRERD D,

TR RRRT —# (Hany Kamel, /S— Y FAaIa=4—a ) i %ﬁlﬁl{&ﬁﬁ
3500 mL MO 23 BAROMMA L, 23 BARWOMME D 9%, SWMED 1.6%% 7R
LT, Z0EMICRT 2 PSERERRCEEBIERORIT 1.7% (PEERCERE
DRIEDE 033%L WL T) ThHD, MRS 3500 mL A, 23 RARMOMME ZER

 FETI, ZOFEBER (@R 9%) THEERCEEREAD 20%EPHRTE
5EEESND, |

2 BRmEOREHFFEEDS & LT

Trouern-Trend %1%, KEH 68 kg (150 AR l‘) ~#181kg (179 K> F) OERME DxH
BEDBIVEFIR 0.14%I7 el LT, REH 54 kg (120 H> F) kiEORILE OBWERFIX
0.46% ThoTc L HE LT,

Newman %13, BHRAETIX, HREH 59 kg (130 &> F) uj:rbﬁkﬂn%‘@ﬁllﬂiﬂfl@ 8.2%IZ
B LT, RER 59 kg (130 R F) RMOBMMAE TIX 169% Tholc L #E L, B
M OEEAHK S9kg (130 K> F) KiiiE, SMMLHD 41%ThH o7 (118/2894),

» AR TIL, MIOEBEDEEI L > THBTHREZT 2 16 RIS LT 17 ROBRMLE
32 & 22 4 (69%) 5. MREHI 59 kg (130 K F) BTV, 24%, bih4
& (12.5%) 53954 kg (120 B> F) K@ TH o/, BRILEDSBE LIBFEICE SR
RERETIL, FEHRDLEOEED > LD I —HETFHTITERNLEILND,

3 FEFEEME D D O MR EOH R

TODOEHIL, 450 mL KT 500 mL O2MBRICBWCREOLENLREZET R T 4 —
AERLE, ThOOMETIR, 2EEOBERARES Y BVER BLFK, (FE &
B2 V) Ik VIRIMEE LTV, BERWEILEHREORMLE DR M EE X
0 b7 T HECHT BV BEREHE DB E N TEMEN D Y 85,

Tomasulo %1%, 450 mL /3 7/ THRE Ll 2 MO EEARIE L. RILKEDRN

FMEEOESFEEL, RAMOLEERICKIT2MOLECBIERAERLHE LT, B
PRI ED 14%02 5 16% Th - = BRI EF L. 10%DHERINFZF LT, Bl




Wﬁ%ﬁ:#ﬁ%ﬁﬁ%mokQWEﬁ%ﬂWgﬂwfyk)~%5ug0wfyﬁ)
OROEEIERERT 29 . ZAUHRORICERT 5 & SRS LRI T,

B (BROLE B TE) |
BRI, R SBREERROZ L TRAEEZIENLLARVE) RSOV T I — TR RER
Utco BIEHRE R 50 kg (110 2> F) | B 10.5 mLkg 12 LTV 3 BAEOMEHMEE 1L
2L AL DORNE 2 RET DA THER, FTORME TR, = OBEAERRLE
DMBEED 15%ZBLSRMEIES DT LITR2D LV MBI Z OBHFIIESTWE, BT
DT —F ik, TOHEPERTIIRNI LERRL, HLVEENR T 7o —FTit, FEMR
M O MEFM & RIKED 1S%ATFITHRT 22 L BUEL 225, BIREBCBT 2FED
ERCOBWEREOH L. SEBITIC L > THETE 55, FIEDHEOEMMN Tk RS
HRLT B E D MTHB SRR, Wil F—c, BHER L BEOTHICHVT, B2 50
F RN EEOWIERH 2 5ET 5 2 L 28 5, |

¢

B BiiPomimE oxsyEk
K[TEROFEL, RlLP, ROFORDERICTIHENDH D 2 EBELBEBIATNS, /b
BRI L 5 L RERB 2K SEHRE VD L IEREMRRIED B DBRERED L,
BRI T M LoV W R A2 KA ERICIZ, MP3 7 LA Y—DEROHFA £ it~y K7
* ¥ TOFELEKRM, ROEOGHEFESLZERT I L. ROCIKRLERFEFLE L bR
BLZERERD B,

BE ,

e & —id, RILFICROLEOBEROHHEED 55 b LR WESGERO-DICTFINS
FTSCE LT, MOBCHT R REETRETH D, MilEt ¥ —it, ﬂﬁﬁ%ﬁﬁf%%a&ﬁ
B LT, GROEROEEHLMEICISET 52 Th 3,

C  ABER

BUEE T, MILEOBHERICK T 2 MMAT DKW DL RICE L T o DORIRARE S LT
5, EEALLERRT, DERLE B L 834 GEETRIE=19 %) ICRELMHRED D 30 25
127K 500 mL 2B & W ie, KRR U RILE L, AZHER Ld > - ROEICHB LT, S
RS (B : SAERVE S RRL, HEV. BAR) SEEICECERS LSk, ~ofiE
it BRIOD 053~30 LA ERTICA 473 mL ZBHR L2 BEARMLE (17 2~195%) #9000 4 %
MR LR TR IR S, BREBRTARRICERS W RILEBERICE S BIERS
It BRIEFTOASHIRICE > T 21%B Lie (k=BUEME 9.9% ; A% L=BWERE 12.5%),
ELRDHHTIE, MO 10 FEAPICKZBER L7 AZOBIWERERE IS | LR TE
ONEWERRBE DI %2R,

BRI AT O KSR D BRIE DSUSIC RIETHRIZ OV TIX, £ ZOoDMEIE T ORETH 548,




B 2 RBIR T, BELBOKARILLE, KRBT, ROMMITE M, B30
RIREA B HREE ANCB W IR MRS O FRHICRILO T L83, FES NI,

®1 | |

- ERIATO RO AR OBEEE & R EEICR Y Dh A ROLEBINER OERRICET o E LD

Hanson % (X France | 0.48 0.91 | 1 47%

(2004) (BDRI. © 7 Bifir) (BDRI, © 7 Bifif)
| Newman % 9.9% 125% 121%
(2007) (BRI B BITER) (BR & BIVEFR)

¥ Bz X 5EVEMHSHE (Blood Donation Reactions Inventory; BDRD) 4, KEEWNWEIRRBEL,
DEV. BHBARY. RiEOBERCETECHEORETHS, = DIED LRI, Wil
E R ER S BIERIC BT AR EICNZ T, MLEORLERS RV & & T 2,

i ,

BRI AT DK 5 AR A3 B 5 DRRILE O RIS O TR R D, ML OBRE LT, i
BEICEBLOTVWERBEN TS &V ) BHFOFEUCE-SE  MRILF (T 500 mL DK FE7ITK
Sk X, BRILOK 10 FENCKEZERT 5 X O RETH ST TH D,

D HAHORER

B7EE T, ILEORSICRITT 583 (Applied muscle tension; AMT) ZhRIZBIL T, W-o>DHF
 EBRRESN TS, AMT IS OFRH 585, WESCHEMOKXGHORE T HRBIHER &5
RHTh B, RIICBNT 2 OFEREA L EAORRET, LENRROSZVIRLE (3
bbb, BEORM 0~2 H) OMAKDIA—F @37) 1K L, AMT ZHEHT 5D
EFABER SN, FOCTAE R o et BEE L 8 LT, AMT 2845 L 72l & i, [N
MEH OIS Bl KE2ERNEIREL. DIV, BAR) SERCHD L Li2#E
Uit &bic, BIOMS AMT 247> i, BISARb DM T,

AMT OBELZBIIHREIN, S LICKEER, FERLE (EBHPRE=22 K. BERORIML
FH=35E) 605 LEFBL LIRABIER -T2, FFET, BRILH % EELIC, DEEHZRER
. 2)BRILATIC AMT 2 EH (77 FRB) . T2 3)BROFIC AMT (FA), OBFCHID HT
2. THD AMT X, BRILEMNEVETF A% R CHMRESEED L BREAHT O, BESN
BT HEREE 3y hu—T 5, BRILETC AMT 2 £ (77 B RAR) BEEOSIET,

BB H SN AERE T, ilif RE-7- L &b AMT 2172 L HHBE L, 264 LT,

AMT 1M TR BN H VY . BHRILE IR o2 L WO BRIR S, I, STABR
ZMECEY T HN A ERLET, KMRIRISAERICES, RiflA A0 — AT NEN

7




B, Ei- 77??%@@%&%@#%#@&@&t“TéEiTmﬁWGBhéT ﬁ
mﬁ#ot(77?T*#k%ﬁm&ﬁm%#fﬂﬁﬂ&#ot%

BIFE (n=467) DUSLY > TN T, 7T L RHBE BRI RIRM (75 &Kl & oy
- RBRMEATIRER RS o7) DELLTHRL, AMT A AICEIY % T 5 B & F O L
&b, REHIRISHEE 2 7c, Btz o T, BRILH 1209 & (&t 50%. AEESHRE=22 %,
BEOMRMLFES=2.2 ) % 8IESIC, EENRROEIIFMES ¥ —2 0550 1 olicdEy
YTl AMTICEID ¥ CONZMME L, DY (W, WM. 3LOBE) . DT LEY0L (5
LR, ) EEF0R (Fk) . )RSERE LR S BES0R (Fl. 772 UikiLiciE b
WBRIZAT 5 & 51 HH) | S0 SIRMT BBED A, ORE T DB L E U5 4 % 185
Ufc, &8 AMT i, EHERD & B LT, MRS OBMES BEICHD ¥, 8ifif 2D
— BT I L BORLARY, ROPRESFREN, FRE AMT CIRRBEOHERRD bh
e, E¥H AMT THRO SR T, Tl L THEEORER AMT A8 AR 0EELERTH 5
D LASRENT, RYERE LA O R AMT b, KRS ORI BB b |
AMT DHFIE, B2 < L b ED—BBLRSERP L B O TV B TEEMERH S 2 L 2R LT
7o

BRILIZFR & L7=BF RIS N2 T, M8 KRt 0 £ Do FER & FlE. ke =R
BI# Y 2500 0 5 BE DIMBMOBHC, [AHFEIZbDE>T AMT BERASATWS, EZBRHF
FETI, AMT iXfE 7% SISt E FH &4, @?ﬁt;ﬁbéﬁ‘é IR/ S R S T A
%%%?6%#&&5 EBRENRTNS,

#*2
PR OBEREICR® L BRILE RIS OB R S EICET 5E 2 0
WE | B BRAR B P
Ditto & "2 D4t (2003) 49 6.3 | 22%
(BDRI Eifir) (BDRI Bifir)
2R ME =043 0.47 1 8%
(2 7 BDRI) (22 2 BDRI)
Ditto & U Dl (2003)
R A = 0.55 | 20%
0.44 (22 BDRI) (22 7 BDRI)
Ditto 2 T France 0.35 0.45 | 22%
(2006) (2 2 BDRI) (2 7 BDRI)
Ditto & U’ % DAt (2007) 042 0.52 1 19%
(22 7 BDRI) (22 7 BDRI)

i - Bkl BI{EFI$54E (Blood Donation Reactions Inventory; BDRI) 13, &% 5\ € 5 2R L. HEL N
BARZE, ROLEORERAEZBEHETELDOTH S,
SHIBHWERICBET 2 BEICMZ T, BiEFORLERA LN & 2 T483 5,

ZOEED LRI, MILE R D&




i o | - |
AMT IFBB LT <, FASRET, FEMLEOKHIUEOERE L IZERICAH TH D &
VWO BFOIHMCESE . COFEORLERCBMA~OEEEBD D, RRLFEERIIL

TR TH A, B, FERUERORGE2BRETLZLEERTRETHD, ROEDR
‘1&%&0@%@4&3&@:%0‘54?7\&%%%?%#&:&)‘ ELRHMELED D, '

vV  HEhR M ERERER

FME (RBC) BEHEROLZLMIT, SMmiRm & kB Sh T &z, KERTFHOBRRTIE, 2
il (WB) KX 2 AL RBC BRILICK T 5 A ERGOKREBBE T, 2EAMOEHHETH o7 (Bl
BAATIREE. 2 T UBRRS) . S BHEOSKRERIT, WBERE Y b 2 BAL RBC BROIEH A
HFHICED - 72 (10,000 EHREUT 320.3 #f 274.5; 4 > X4, 117 (95%IEHEXM, 1.15 225 1.20),

#£3 ROBEOAIHECHTS Y 27 BT+

ADSEFRRE | BUERRAR KA v KL REF A v R Lorr
. (BRI 1,000 45) (95%{Z X ) (95%(E X )
8k 3500 mL K | 34.9 | 4.47(4.10-4.88) 2.88(2.57-3.23)
ER=17Z~182% | 396 ‘ 4.19(3.94-4.45) | 2.782.59-2.98)

% ¥k

E=19 H~24 % 27.4 - 2.87(2.68-3.06) 2.39(2.23-2.56)
PIEIRR ML 27.5 2.80(2.66-2.94) 2.20(2.07-2.33)
MNE=a—H ¥ AN | 143 | 3.42(2.63-4.46) 2.15(1.64-2.82)
k= 23.5 297(2.77-3.17) | 2.09(1.90-2.31)
3500~4000 mL, ***

*BUWER O Z2VIRILE & T, LS ORERIOMMEIERSE . | BE, PHE BESES
b bLODFy Kb

S RY LTO, R, MR ROBE, AURE, MR, IRE, IOER0E, RO
e 5 —72 & |

gt EREE L B LT 4775 mL BOMKE ; E#h 25~65 B ; ALY v —F—. RUBA, ¥t
AN=y 7 RO BRI, ‘




LA L, 2 BL RBC MRMICHIT 2EERLHMAOHE (BRIME., BEL 4 BNk, BHEE
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. Abstract” N
Among adverse events related to blood donation, vasovagal reaction (VVR)
occurs most frequently and its incidence is around 1% of donors. Collapse related
to VVR sometlmes causes trauma to donors It is important to prevent falls
related to VVR for donor safety. " -
In order to decrease the incidence of falls linked to VVR, we analyzed the

related factors in 16 donors Who donated blood at Saxtama Red Cross Blood

Center between April 2003 and March 2006.

Asa result, the risk factors of collapse are between 16:and 19 years of age and - 4
between 60 and 69 years of age, undergomg whole blood donation and plasma—

pheresxs The similar tendency was .observed by the’ analysxs of the nation W1de

_ study. We should thereforé, pay partxcular attention to these donors.
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In order to prevent male high school students from collapsing, we prepared a
refreshment table next to the donahon area and let them sit for at least 30 minutes.
These procedures resulted i in the d¢c1jeas_e in the number of colla:lpsmg donors. -
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Vasovagal reactions in aphere31s doneors: the effects of sex, age,

body Welght and donation status

: Saitama Red Cross Blood Center
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Abstract

Among adverse events related to blood donation, the incidence of vasovagal
reaction (VVR) occurs moét frequently, involving around 0.76% of donors.

In order to clarify the risk factors of VVR in apheresis donors, we studied the
incidence of VVR in 76,658 apheresis donors who visited Saitama Red Cross
Blood Center for 11 months from June 2004 to April 2005 in relation to sex,
age, body weight and donation status comparing with that ofv whole blood
donors who visited our center during the same period. -

As a result, the incidence of VVR in female apheresis donors was higher than
that of female whole blood donors and that of maie whole blood donors and
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apheresis donors. The incidence of VVR in male and female first-time apheresis
donors is 4.7% and 7.4%, respectively. This incidence was significantly higher than
that of male and female repeat apheresis donors, which is 0.4% and 2.0%,

respectively, and was also significantly higher than that of male and female
first-time 400mL whole blood donors, which is 2.2% and 2.6%, respectively. It is nec-
essary to reconsider the enrollment of first-time donors for apheresis.
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BLOOD DONORS AND BLOOD COLLECTION

Vasovagal reactions in apheresis donors

Tadao Tomlta, Miyuki Takayanagl, Kimie Kiwada, Akemi Mieda, Chzyoko Takahashi, and
Tadayoshi Hata

BACKGROUND: The incidence rate of vasovagal reac-
tions (VVRs) in apheresis-is known to be higher in
women than in men donors. VVRs in women apheresis

- donors were therefore analyzed to find out possible fac-
tors for their high incidence.
STUDY DESIGN AND METHODS: VVR incidence was
compared between whole blood (WB) and apheresis
donation in relation mainly to age and circulatory blood
volume (CBV). in addition, blood pressure and pulse
rate were measured during apheresis.
RESULTS: In WB donors, the VVR incidence was 0.83
and 1.25 percent, while in apheresis donors it was 0.99
and 4.17 percent in men and women, respectively. The
VVR incidence decreased with age in WB donors, but
age dependence was very weak in apheresis donors. In
elderly women, the incidence increased with repeating
cycle of apheresis. There were three different pattems
of pulse fluctuation during apheresis, that is, stable
(type A), increased rate during blood withdrawal (type
B), and irregular pattern (type C). Elderty women donors
and donors who suffered from VVRs mostly showed
type B fluctuation. There was no particular fluctuation in
blood pressure in relation to apheresis cycles.
CONCLUSION: The VVR incidence rate was particu-
larly high in women apheresis donors over 45 years old
and increased with repeating cycles of apheresis.
Smaller CBV, high sensitivity of low-pressure barorecep-
tors, and citrate effects on cardiovascular reflex mighi be

. major factors involved in the high incidence of VVRs.

ABBREVIATIONS: CBV = circulatory blood volume; VVR(s) =
vasovagal reaction(s); WB = whole blood.
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lood donors occasionally have adverse reac-
tions such as weakness, pallor, nausea, sweat-
ing, and fainting during or after blood with-
‘ drawal.!? These symptoms are generally called
vasovagal reactions (VVRs). The rate of incidence of VVRs

“has been analyzed mainly on the whole blood (WB) do- '

nors and reported to be higher in younger donors and at
the first time of donation.> The contribution of other
factors such as body weight and blood pressure is less
clear. It has been reported for Japanese donors that there
is no clear sex difference of VVR incidence in WB donors’
(1.70% in men, 1.85% in women), but that the rate of

* VVRs in apheresis is significantly higher in women

(4.04%) than men donors (1.24%).# Failure of proper cir-
culatory compensation by the autonomic nervous system
may be an important factor responsible for the VVRs, but
the mechanisms underlying these reactions are still
mostly unclear. In the present study, therefore, the VVR
incidence was demographically analyzed mainly on the.
apheresis donors in our blood center. In addition to this,

“blood pressure and pulse rate were measured to deter-

mine if characteristic alterations occurred during apher-
esis.

MATERIALS AND METHODS

The data accumulated from the voluntary blood donors
were analyzed for the incidence of VVRs in the popula-
tion of WB donors (a total of 20,025 men and 8,164
women during a 1-year period in 2000; including 200 and
400 mL phlebotomy) and in apheresis donors (14,523
men and 6,722 women; combined plasma [68.1%] and
platelet collection [21.9%)]), during the 3-year period 1999
to 2001. The equipment used for apheresis was either a
multicomponent system (MCS 3P) or a component col-
lecting system (Haemonetics, Tokyo, Japan). There was
little functional difference between these machines. VVRs
were judged from donor’'s symptoms described in the
introduction by experienced nurses. VVRs were mostly
relatively minor and syncopal episodes only occurred in a
few percent of VVR donors. The VVR incidence rate was
calculated for each age or for the circulatory blood vol-
ume (CBV) at a 100-mnL step and averaged at each range
indicated in the figures. Numerical values are expressed
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as means + SD. The data approximated most closely to
normal distributions when examined with the Kol-
mogorov-Simirmov test. Significance of the difference was

. tested by with two-tailed, unpaired t-tests and the level of
significance was set at p < 0.05.

The CBV (in mL) was estimated by following equa-

tions proposed by Ogawa et al.5 for Japanese people:
CBV = 168H2 + 50W + 444 for men
CBV = 250H3 + 63W - 662 for women
where H is height (m) and W is weight (kg).

Blood pressure and pulse rate were measured auto-
matically every 1 minute during apheresis in 42 men (19-
. 67 years old) and 72 women (18-69 years old) with a au-
tomatic blood pressure monitor (Paramatec, PS-230). The
reliability of the pulse rate measurement was confirmed
by the simultaneous electrocardiograph measurements
in three donors. All procedures were fully explained be-
forehand and carried out on donors who agreed to par-
ticipate in the study.

RESULTS

In Fig. 1, the incidence of VVRs that occurred in WB and
apheresis donation was compared between men and
‘women donors of different ages. The incidence rate of
VVRs associated with WB donation decreased with ad-
vancing age both in men and in women. In contrast,
there was no such a clear tendency in VVRs in apheresis
and the VVR incidence rate in apheresis was much higher
in women than men, particularly in elderly donors. The

6
5 ‘[mMen Aqheresis p<O.06

BWomen| [ ]

- 4
i‘r Whole biood 2
; 3 p<0.05 Z
?
2
p<0.05 ?
1 Z
Z
0 W Wz e Z

18- 25~ 35- 45- 55- 18- 25— 35— 45- 55-
24 34 44 54 69 24 34 44 54 69

Age (years)

Fig. 1. VVR incidence rate in relation to age in WB and
apheresis donors. Note that in men donors the incidence
decreased with advancing ages both in WB and in apheresis
donation, but that in women donors there was a large differ-
ence between WB and apheresis donation. The difference
was significant (p < 0.05) between the younger three ranges
of WB donors and men apheresis donors and also between
35- and 44- and 55- to 69-year-old women apheresis donors.
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mean incidence of VVRs of WB donors was 0.83 percent
in men and 1.25 percent in women, while that of apher-
esis donors was 0.99 percent in men and 4.17 percent in
women. These incidence rates were similar to those pre-
viously reported. , :

The relationship between the VVR incidence and ag
in apheresis donors differed depending on the apheresis
cycle (Fig. 2). In men donors, the incidence of VVRs that
occurred during the first and second cycles decreased
with age and was similar to the WB donation shown in
Fig. 1, but it was independent of age at the third-fourth
cycles. In women donors, the incidence also decreased
with age at the first cycle, but it was independent of age
at the second cycle and increased slightly with advancing
age at the third to fourth cycles. There was a clear ten-
dency for VVRs to occur at a later stage of apheresis with
advancing age. ‘

VVRs are known to occur more frequently in first-
time donors than in repeated donors.246 However, in
women apheresis donors, there was no significant differ-
ence in the number of previous donations between
healthy and VVR donors. Nearly all of the women apher-
esis donors over 45 years old who suffered from VVRs
donated repeatedly (mean, 24.8 times) and VVRs were
detected in only one first-time donor (1 of 45).

The high rate of VVRs in women donors in apheresis
could partly be related to the fact that the CBV is signifi-
cantly less (approx., 20%) in women than in men donors
(Table 1). The mean CBV of the donors who suffered from
VVRs was also slightly less (approx., 4%) than that of the
control donors and the differences were significant (p <
0.01) both for men and for women donors..

mMen Third to fourth cycles
25 — |EZWomen pLO0sS 3

Second cycle

AN AR

—

AN

SNANNANNNANRN
Y

18- 25- 35— 45~
24 34 4

18- 25- 35- 45—
24 34 A4

Age {years)

35~ 45-
4

8§

ve

Fig. 2. The relationship between VVR incidence and age at
different stages of apheresis. In younger donors, VVRs inci-
dence did not differ much at different cycles of apheresis. In
contrast, older donors tended to experience VVRs at a later
stage of apheresis. A significant difference was indicated by
the p value of less than 0.05. The difference between 18- and
24- and 25- 10 34-year-old men donors at the second cycle
was also significant (p < 0.05).
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. The relationship between the CBV
and VVR incidence was compared in

TABLE 1. CBV (mL) in WB and apheresis donors*

WB and apheresis donation (Fig. 3). In

" Control VVR donors
wB ’ i )
Men ~ 4617.5 £536.4 (n = 1582) 4417.7 £ 496.8 (n = 168)
Women 3681.3 £ 520.2 (n = 668) 3475.5 + 447.6 (n = 102)
Apheresis :
Men _ - 4587.8 + 505.0 (n = 1592) 4431.91431.5 (n = 144)
Women 3719.1 £ 546.7 (n = 734) 3584.7 +425.7 (n = 280)

men, there was a tendency for the inci-
dence of VVRs to decrease with larger
CBV both in WB and in apheresis do-
nors. In women apheresis donors, the
CBV dependency was weaker in apher-

* The values of control WB and apheresis donors were based on the data for 1- and
4-month periods, respectively. The differences of blood volume between control and
VVR donors were statistically significant (p < 0.01) for WB and apheresis donors of

-esis compared with WB donors.
CBV dependency of the VVR inci-
dence was greater in older than young

women donors. The incidence rate of
women donors over 45 years old was
4.8, 2.8, and 0 percent with CBV of 2600 to 3700, 3800 to
4300, and greater than 4400 mL, respectively. In contrast,
in the donors below 45 years old, it was 5.1, 3.6, and 1.9
percent, respectively. In men donors, such a clear differ-

The relationship between CBV and VVR incidence

. during the first and the second to fourth cycles of apher-

esis differed between women donors younger and older
than 45 years old, as shown in Fig. 4. Below 45 years of
age, approximately 25 percent of VVRs occurred at the
first cycle relatively independent of the CBV, whereas

both sexes.
7 ———
- ———— Women —
8 M Whole blood M\g
5 — A Apheresis '
£, : ] ence was not detected.
o
; 3 Men <006
2 p<0.05:
1 7
Z
3400 4000 4600 5200 2600 3200 3800 4400

CBV (mL)

Fig. 3. VVR incidence in relation to CBV in WB and apheresis
donation. The CBV was calculated by the equations de-
scribed. in the method. The significance of the difference is
indicated by p < 0.05. -
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Fig. 4. VVR incidence in relation to CBV before (first cycle)
and after the end of first cyde of apheresis (second cycle) in
women donors below and over 45 years old. Note the higher
incidence with smaller CBV and also after the first cycle of '
apheresis.

over 45 years of age, only 10 percent of VVRs were ob-
served at the first cycle. In women over 45 years old, the
VVR incidence was much less in the donors having CBVs
greater than 3800 mL.

VVR incidence during apheresis in women donors
over 45 years old was relatively high (see Fig. 1), particu-
larly at the later stage of apheresis (see Figs. 2 and 4). To
investigate the possible mechanisms underlying these
factors, blood pressure and pulse rate were measured
during apheresis in 72 women (19-36 years old, n = 53;
40-69 years old, n = 19) and 42 men donors (19-27 years
old, n = 27; 44-67 years old, n = 15).

Typical examples of blood pressure and pulse rate
recorded during apheresis are shown in Figs. 5A and 5B,

" by averaging values obtained from five donors. Systolic

blood pressure gradually decreased by about 15 mmHg in
10 to 15 minutes after starting apheresis and then be-
came more or less steady. Diastolic pressure also de-
creased with time at the beginning but its degree was less
than systolic pressure. Irregular fluctuations were often
observed in diastolic pressure. No clear change was ob-
served in relation to blood withdrawal and return both in
systolic and in diastolic pressure. A particular pattern of
blood pressure could not be used for prediction of VVR
occurrence. )

In contrast to blood pressure, blood withdrawal af-
fected the pulse rate. Three different patterns of changed
pulse rate were found during apheresis. One pattern was
a reasonably stable rate throughout apheresis (type A), as
shown in Fig. 5A. The second showed an increase in pulse
rate during withdrawal and its recovery during return of
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Fig. 5. Blood pressure and pulse rate measured every 1
minute during apheresis, averaging from five women donors
whose pulse rate was stable (A) and increased (B) during
blood withdrawal. (¢) Systolic and (A) diastolic blood pres-
sure; (H) pulse rate. '

~ TABLE 2. CBV (mL) in donors showing stable pulse
(type A) and fluctuating pulse rate (type B).during
apheresis and in VVR donors*

Men
Type A 4657.3 +284.3 (n = 20)
Type B 4347.1+391.7 (n=19)
VVR ) 4160.8 +458.6 (n = 2)
Women )
Type A -3819.1 + 387.0 (n = 21)
Type B 3550.9+341.1 (n = 41)

VVR 3535.6 +248.6 (n = 6)

* The differences of blood volume between type A and type B
donors were statistically significant (p < 0.05) for both men
and women donors. There was no difference in blood volume
between VVR donors and type B donors.

blood (type B), as shown in Fig. 5B. The third was an
irregular fluctuation without any clear relationship to
blood withdrawal (type C, not shown). Types A, B, and C
were shown in 31, 60, and 9 percent of women donors
and 49, 46, and 5 percent of men donors, respectively.
Women donors over 40 years old mostly (15 of 19)
showed the type B fluctuating pattern, and there were
only two each of donors showing types A and C, respec-
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Fig. 6. (A) Blood pressure and pulse rate in a women donor
(43 years old) who suffered from VVRs during the third cycle
of blood withdrawal. VVRs were accompanied by tachycardia
and lowered blood pressure, and then tachycardia was fol-
lowed by prolonged bradycardia. The donor was laid down
flat until recovery. (B) Another example of VVRs (a 20-year-
old woman donor). VVRs occurred when she started to leave
the bed and were accompanied by bradycardia and hypoten-
sion following transient tachycardia. Both donors showed an
increase in pulse rate during blood withdrawal (indicated by
horizontal bars). (¢) Systolic and (A) diastolic blood pres-
sure; (W) pulse rate. )

tively. In contrast, in men donors over 40 years old, 40
percent were type B (6 of 15) and 60 percent were type A.

The mean CBV of the donors showing pulse rate fluc-
tuations (type B) was less (about 7%) than those showing
stable pulse rate (type A) both for men and for women
donors (Table 2), and their differences were significant
(p < 0.05). :

The pulse rate data on VVRs were obtained from six
women (20-43 years old) and two men donors (23 and 44
years old). They all showed the pulse rate fluctuations of °
the type B before the appearance of VVRs, as shown in
two examples illustrated in Figs. 6A and 6B. The donors
shown in Fig. 6 were kept in bed horizontally until they
recovered, without medication. Typical VVRs were ac-
companied by marked bradycardia and periods of hypo-
tension of various durations. The mean CBV of donors




who suffered from VVRs was similar to that of donors

showing pulse fluctuations of type B both for men and for
women (see Table 2). ' '

DISCUSSION

The incidence of VVRs decreased with advancing age in
the population of WB donors, both men and women do-
nors, as previously reported.24#¢ A similar relationship
was observed in men apheresis donors. However, no
such a tendency was found in women apheresis donors.
The VVR incidence of women apheresis donors was
rather independent of age or even higher over 45 years
old (see Fig. 1). This was not due to a high proportion of
first-time donors in older women, because most donors
- over 45 years old were repeated donors.

The CBV was significantly (approx., 20%) less in
women and it was also about 4 percent less (p < 0.05) in
VVR donors than in healthy control donors. The VVR in-
cidence tended to be higher with smaller CBV (see Figs. 3
_ and 4). It is possible in old donors that the actual CBV is
less than that estimated solely from the height and weight
determinations? and that the peripheral blood pool is
small.® This may explain the larger effects of blood with-
drawal in older donors. If stronger hypovolemia was a
major factor in VVR incidence, it seems difficult to ex-
plain the difference in VVR incidence between WB and
- apheresis donors (see Figs. 1 and 3). Some other factors
such as autonomic malfunction and hypocalcemia are
more likely to be involved in higher VVR incidence in
women, particularly older, apheresis donors.

A tachycardia was often observed during blood with-
drawal without an associated change in arterial pressure.
The ratio of the donors who showed such pulse rate fluc-

tuations (type B) was higher in women than men and this -

difference was larger over 40 years of age. Furthermore,
the VVR donors all showed type B fluctuations. Donors
having smaller CBV have a tendency to produce tachy-
cardia during apheresis (see Table 2). The increase in
pulse rate usually became more marked with increasing
cycles of blood withdrawal. This may have been due to an
increased hypovolemia, because the extracorporeal
blood volume increases with number of apheresis cycles.
Tachycardia, without any significant changes in arterial
blood pressure, has also been reported in response to a
decreased venous return caused by lower-body negative
pressure in humans?!°® or by hemorrhage of up to 10 mL
per kg blood in conscious dogs.!! These responses are
likely to be mediated by cardiopulmonary (low-pressure)
baroreceptors, the sensitivity of which to hemorrhage is
shown to be higher than those of carotid sinus (high-
pressure) baroreceptors in dogs.!? The mechanism caus-
ing the tachycardia during blood withdrawal is likely to
be involved in triggering the patterns of VVRs by the cir-
culatory control center.

VASOVAGAL REACTIONS IN APHERESIS

‘In the apheresis, it is possible that the sensitivity of

baroreceptor-mediated reflex is increased by a decrease
in plasma Ca?* concentration that is known to be caused
by the supply of citrate during blood return.'?!3 This is
probably one of the factors involved in the high VVR in-
cidence in older women apheresis donors, whose VVR
incidence is increased by repeating blood withdrawal and
return. Not only the effects of blood withdrawal, but also
the effects of citrate on the reflex mediated by cardiopul-
monary baroreceptors would be stronger in the smaller
CBV of old women donors. These factors may explain a
high VVR incidence of elderly women donors and at later
stage of apheresis.
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Guidance for Industry and FDA Review Staff
Collection of Platelets by Automated Methods

This guidance represents the Food and Drug Administration s (FDA’s) current thinking on this
topic. It does not create or confer any rights for or on any person and does not operate to bind
FDA or the public. You can use an alternative approach if the approach satisfies the
requirements of the applicable statutes and regulations. Ifyou want to discuss an alternative
approach, contact the appropriate FDA staff. If you cannot identify the appropriate FDA staff,

call the appropriate number listed on the title page of this guidance.

L INTRODUCTION

This guidance provides you, blood establishments, and FDA staff with revised recommendations
for the collection of Platelets by automated methods (plateletpheresis). This guidance is intended
to help you ensure donor safety and the safety, purity, and potency of Platelets collected by an
automated blood cell separator device. For the purpose of this document, Platelets collected by
automated methods and resuspended in plasma will be referred to by the product name

“Platelets, Pheresis.” We consider the recommendations in this guidance document to provide
appropriate criteria for a biologics license application or supplement for manufacturing Platelets,
Pheresis, and provide guidance on preparing a manufacturing supplement for Platelets, Pheresis
under Title 21 Code of Federal Regulations 601.12

(21 CFR 601.12).

This guidance applies only to the following Platelets, Pheresis components:

o Platelets, Pheresis (single, double, and triple collections); :

¢ Platelets, Pheresis Leukocytes Reduced (single, double, and triple collections); and

¢ Platelets, Pheresis or Platelets, Pheresis Leukocytes Reduced collected concurrently with
Plasma, Red Blood Cells (RBCs), and/or Source Plasma.’ '

This guidance replaces FDA’s “Revised Guideline for the Collection of Platelets, Pheresis” dated
October 1988. Also, this guidance finalizes the draft guidance, “Guidance for Industry and FDA
Review Staff: Collection of Platelets by Automated Methods™ dated September 2005,

FDA’s guidance documents, including this guidance, do not establish legally enforceable
responsibilities. Instead, guidances describe the FDA’s current thinking on a topic and should be
viewed only as recommendations, unless specific regulatory or statutory requirements are cited.

! This guidance does not apply to plateletphéresis components collected concurrently during apheresis granulocyte
collection procedures or plasma reduced apheresis platelets, which are not currently licensed products, or to platelets
prepared from plasmapheresis as described in 21 CFR 640.22(b).
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The use of the word should in FDA’s guldances means that. somethmg is suggested or
recommended, but not required. .

If you have any questions about the effect of anyv portion of this guidance on a regulatory
requirement; contact the Center for Biologics Evaluation-and Research (CBER), Office of Blood
Research and Review, Division of Blood Applications, at 301-827-3524.

I.  DISCUSSION
A Background

Plateletpheresis is the routine collection of platelets using an automated blood cell
separator device, which results in the product Platelets, Pheresis manufactured from a
high yield of platelets from a single donor. Transfusion of Platelets, Pheresis is effective
for treating patients with platelet related insufficiencies, while limiting the recipient’s
exposure to platelets from multiple donors. In recent years, many improvements have
been made in automated blood cell separator device technology, platelet storage stability,
and blood cell counting methods, including;

collection process efficiency;
e storage container characteristics; and
e accuracy of methods for determmmg a donor’s pre-donation platelet count and
component yields.

Autdfnated blood cell separator devi ces are now capable of vanious plateletpheresis
collection procedures including but not limited to the following: ‘

¢ collection of double and triple platelet components obtained during a single
procedure;

» use of in-process leukocyte reduction (Ref. 1);
collection of concurrent plasma components (Ref. 2); and

* collection of concurrent RBC components (Ref. 3).

This document includes the following recommendations:

- o Published research indicates that there is poor recovery of viable platelets stored at a
pH of less than 6.2 (Refs. 4 and 5). Therefore, your process validation and quality
control (QC) testing for Platelets, Pheresis should assure a pH at or above 6.2, to rule
out a pH less than 6.2 on the date the product is issued or on the date the product
expires (outdates). Note that we recommend that you adopt a stricter pH standard than
that currently specified in 21 CFR 640.25(b)(2).

¢ You should include additional deferral criteria for donors of Platelets, Pheresis who
have taken certain medications (see section III.A.) (Refs. 6, 7, and 8).
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» To protect the safety of the donor, seven days should elapse after collection of a .
~ double or triple Platelets, Pheresis before the donor is eligible to donate Platelets,
Pheresis again. In addition, first-time donors without a pre-donation platelet count
should not undergo collection of a triple Platelets, Pheresis.

¢ Because of similarities between plateletpheresis and Source Plasma donation, you
should follow the donor weight provisions for Source Plasma donors under .
21 CFR 640.63(c)(6) (see Section III.A.).

* QC testing, as prescribed in 21 CFR 640.25(b)(1) through (3) requires that, each
month, four units prepared from different donors be tested at the end of the storage
period for platelet count, pH of not less than 6.0 when measured at the storage
temperature of the unit, and volume. In addition, 21 CFR 211.160(b) requires that
laboratory controls include the establishment of scientifically sound and appropriate
specifications, standards, sampling plans, and test procedures designed to assure that
components, drug product containers, closures, in-process materials, labeling, and

* drug products conform to appropriate standards of identity, strength, quality, and
purity.

We also note that bacterial contamination of blood components and associated
transfusion risks is a continuing problem (Refs. 9 and 10). Bacterial contamination .
testing is a necessary part of process validation and quality assurance monitoring for
Platelets, Pheresis. :

B. Definitions
For purposes of the terms used in this guidance, the following definitions apply:

Actual platelet yield - The total platelet yield in the component, calculated by
multiplying the platelet count of the sample times the volume of the component (platelet
count x component volume = actual platelet yield).

Apheresis — Automated blood collection in which a device continuously or intermittently
removes a small volume of whole blood, separates the components, collects certain
components, and returns to the donor the uncollected remainder.

Automated blood cell separator — A device that uses a centrifugal or filtration
separation principle to automatically withdraw whole blood from a donor, separate the
whole blood into blood components, and return to the donor the remainder of the whole
blood and blood components. The automated blood cell separator device is intended for
routine collection of blood and blood components for transfusion or further
manufacturing use.

Bacterial contamination testing — Testing conducted to determine whether a product
contains viable contaminating bacteria.

Component — A part of a single donor’s blood, such as platelets, separated from whole
blood by physical or mechanical means. For Platelets, Pheresis, a component is a




Contains Nonbinding Recommendations

transfusable product that may result from a single collection (resulting in one ,
component), a double collection (resulting in two Platelets, Pheresis components), or a
triple collection (resulting in three Platelets, Pheresis components).

- Concurrent component — When a blood component, such as Platelets, is being collected
during an apheresis procedure, a concurrent component is a different blood component
(i.e., Plasma, RBCs) collected at the same time.

Dedicated donation — Platelets, Pheresis donated for a specific recipient.

Devices cleared or approved — Describes a device that has been cleared or approved by
FDA pursuant to a 510(k) Premarket Notification (cleared device) or Premarket Approval
Application (approved device). (See Title 21, United States Code, section 360c; Federal
Food, Drug, and Cosmetic Act (FDCA) secnon 515 — Premarket Approval; and, FDCA
section 510(k)).

Donation frequency — Interval between a donor’s collection procedures.

Process validation — Establishing documented evidence which provides a high degree of
assurance that a specific process will consistently produce a product meeting its pre-
determined specifications and quality characteristics.

Qualification — A part of process validation that establishes confidence that a

manufacturing device is capable of operating consistently (equipment installation

" qualification) and can be performed effectively and reproducibly (process performance

qualification), and that the finished product meets all of the release requirements for
functionality and safety (product performance qualification).

Residual White Blood Cell (WBC) count — The number of WBCs remaining in a
Leukocytes Reduced component, calculated by multiplying the WBC count from a
sample of the component times the volume of the component. In this document:

o references to residual WBC count testing apply when the Platelets, Pheresis will be
labeled as Leukocytes Reduced. :

o references to percent platelet retention apply to leukocyte reduction by filtration, -
provided there is access to a pre-filtration sample.

Rolling 12-month period — Contmual assessment of a donor over a 12-month penod
This is not a set 12-month period (i.e., calendar year).

Target platelet yield — The intended platelet yield programmed into an automated blood
cell separator device, which may be based on the donor’s platelet count and other factors.

Tolerance values — Minimum and maximum values (i.e., container volume; pl:atelet
concentration) described by the manufacturer as being acceptable. These values may also
be descrnibed as specifications.
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Weight/velume conversion — The total weight of the component minus the tare weight -
of the empty container divided by the specific gravity of the component equals volume of
the component.

III..  DONOR SELECTION AND MANAGEMENT

A. Donor Selection

Under 21 CFR 640.21(c), plateletpheresis donors must meet donor suitability criteria
described in the biologics license application or supplement. These typically conform to
donor suitability requirements (21 CFR 640.3) and recommendations applicable to
donors of Whole Blood. In addition, we recommend:

¢ donor weight of at least 110 pounds (currently required for Source Plasma donors
under 21 CFR 640.63(c)(6)) : :
e Prior to the first donation, collect a sample for a platelet count.
* Ifyou cannot test a sample for a platelet count prior to the first donation (for example,
because the donor presents at a mobile collection site), you should collect a pre-
~ donation sample and evaluate the donor’s platelet count after the first collection.

You should not collect Platelets, Pheresis from donors who have ingested plateletb
inhibitory drugs recently enough to adversely affect platelet function in the product, or
the safety of the donor. These recommendations include, but may not be limited to:

+  Aspirin (ASA)/ASA-containing drugs/Feldene — two full medication free days prior
to donation (Refs. 6 and 7) : )

& Plavix (Clopidogrel) and Ticlid (Ticlopidine) — 14 full medication free days prior to
donation (Ref. 8).

When the drugs listed in this section are taken for a specific medical condition, donors
should not discontinue taking drugs prescribed or recommended by their physicians in
order to be eligible2 to donate Platelets, Pheresis. However, we do not necessarily
recommend deferral of such donors for all blood products, if the donors are in- good
health, and establishments may make eligibility determinations for donations of other
products.

? We are using the terms “eligible” and “eligibility” in this guidance to refer to the donor suitability requirements
described in 21 CFR 640.3 and 640.21(c). :
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B. Donor Management

1.

2.

Platelet Count

You should collect a pre-donation sample from the donor for a platelet count. -
The device operator should enter that platelet count, or the one obtained
immediately following initiation of the collection procedure, to more
accurately set the target platelet yield parameters for each collection of
Platelets, Pheresis. These steps should be consistent with the automated
blood cell separator device manufacturer’s directions for use.

For any collection facility that cannot test a pre-donation sample for a platelet
count (for example, a mobile collection site), you may use an average of '
previous historic platelet counts (as specified by the device manufacturer), or

a default platelet count (either as recommended by the automated blood cell
separator device manufacturer, or determined by using blood center specific
values), to set the target platelet yield. You should not collect a triple
Platelets, Pheresis from first-time donors who do not have a pre-donation
platelet count available either prior to or immediately following initiation of
the collection procedure. Concurrent components may be drawn if the donor
meets eligibility requirements for those components.

" You should defer from donation donors whose platelet counts are less than

150,000 platelets/uL until a subsequent pre-donation platelet count indicates

" that the donor’s platelet count is at least 150,000 platelets/uL.

Donation Frequency

To protect the safety of the donor:

3

a donor should undergo no more than 24 Platelet, Pheresis collections in a
rolling 12-month period.

the interval between each collection of Platelets, Pheresis should be at least
two days with no more than two procedures in a seven-day period.

the interval between collection of a double or triple Platelets, Pheresis and any
subsequent collection of Platelets, Pheresis should be at least seven days.

the automated blood cell separator device should be set with a post-donation
platelet count target of no less than 100,000 platelets/uL.

RBC Loss Prior to a Collection of Platelets, Pheresis

To protect the donor from significant RBC loss, we recommend that:

you not allow a donor who has donated a unit of Whole Blood, a single unit
of Red Blood Cells by apheresis, or a single unit of Red Blood Cells by
apheresis concurrent with Platelets, Pheresis or Plasma in the previous 8
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weeks to donate Platelets, Pheresis, unless the extracorporeal red blood cell
volume during the Platelets, Pheresis collectlon 1s expected to be less than
100 mL (Ref 3).

¢ you not perform any collection procedure on a donor who has donated two
units of Red Blood Cells by apheresis within the previous 16 weeks (Ref. 3).

v Total Plasma Volume Loss Per Collection Procedure

The total plasma volume (excluding anticoagulant) of all blood components
retained per collection of Platelets, Pheresis should not exceed:

'® 500 mL (600 mL for donors weighing 175 lbs or greater), or
¢ the volume described in the labeling for the automated blood cell separator
device (this volume may be more or less than the 500 mL or 600 mL volume
stated in the above bullet).

IV. INFORMATION PROVIDED TO THE DONOR

Under 21 CFR 640.22(c), the collection procedure must be as described in the biologics license
application or supplement. As part of the collection procedure, Platelets, Pheresis donors should
recerve information about the collection procedure and its associated risks. You should provxde
Platelets, Pheresis donors with the same information that is provided to a Whole Blood donor’,
plus the following information specific to the platelet collection:

e adescription of the procedure for collection of Platelets, Pheresis and its associated risks.
information about potential side effects of the procedure 1ncludmg possible effects as a
result of solutions and/or treatment to reduce side effects such as treatment with a calcium
replacement. Examples of side effects include anticoagulant effects (tingling and/or
nausea), hypovolemia (decreased blood volume), fainting, and any other side effect as
described by the automated blood cell separator device manufacturer.

¢ information indicating that there are lnmtatlons to the number and types of components that

- can be donated per year.

V. COMPONENT COLLECTION

Improvements in collection of Platelets, Pheresis have enabled blood establishments to obtain
from a single collection procedure one, two, or three Platelets, Pheresis component(s) (and
concurrent collection of Plasma, Source Plasma and/or RBC components).

? Refer to FDA regulations and guidance developed by FDA on this topic and available on the FDA website.
http://www.fda.gov/cber/blood/bldpubs htm
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Under 21 CFR 640.22(c), the collection procedure must be as described in the biologics license
application or supplement. In addition, the phlebotomy must be performed by a single
uninterrupted venipuncture with minimal damage to, and minimal manipulation of, the donor's
tissue (21 CFR 640.22(d)). A sterile connecting device may be used as described in the
manufacturer’s directions for the apheresis collection set. The automated blood cell separator
device must perform in the manner for which it was designed (21 CFR 606.60(a)). Accordingly,
your collection procedures should be consistent with the Operator’s Manual, directions for use,
and/or manufacturer’s specifications. - Specifications identified by the manufacturer may include,
but not be limited to, the donor’s platelet count, weight, height or hematocrit; the
minimum/maximum volume of the storage container; platelet concentration per uL in the storage
container, or actual platelet yield. In addition, supplies and reagents must be used in a manner
consistent with instructions provided by the manufacturer (21 CFR 606.65(¢)).

VI. VALIDATION OF THE COLLECTION PROCESS

The Current Good Manufacturing Practice (CGMP) regulations described in 21 CFR Parts 210
and 211 contain the minimum requirements for methods to be used in, and the facilities or
controls to be used for, the manufacture, processing, packing or holding of a drug to assure that
the drug meets the requirements of the FDCA as to safety, and has the identity and strength and
meets the quality and purity characteristics that it purports or is represented to possess
(21 CFR 210.1(a)). These CGMP regulations also apply to Whole Blood and blood components
(21 CFR 210.2(a), 211.1(b)) and supplement the CGMP regulations for blood and blood
components contained in 21 CFR Part 606. As an element of CGMP, process validation
“establishes documented evidence which provides a high degree of assurance that a specific
process will consistently produce a product meeting its pre-determined specifications and
quality characteristics” (Ref. 11).* We recommend that establishing documentation of process
validation include, but not be limited to, validation protocol development, installation -

qualification, process operator performance qualification, and product performance component
qualification (Ref. 11).

Each device intended for the routine collection of Platelets, Pheresis must be cleared or
approved by FDA for this purpose (see 21 CFR 864.9245). You should conduct validation of
the collection process using each type of device used in your establishment prior to
implementing routine collections.

In addition, your validation efforts should include the following manufacturing steps:

o cell counting :
pH measurement: we recommend that a pH meter or gas analyzer be routinely used rather
than pH (nitrazine) paper.

¢ component weighing

* The requirement for process control is set forth in general terms in 21 CFR 211.100.
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e sterile connecting method (Ref. 12)
e storage
e shipping

Al Equipment Installation Qualification

21 CFR 606.60(a) requires that equipment be observed, standardized and calibrated on a
regularly scheduled basis as prescribed in the Standard Operating Procedures Manual
and must perform in the manner for which it was designed. Upon initial installation, the
automated blood cell separator device should be qualified as described in the Operator’s
Manual or manufacturer’s directions for use.

B. Validation Protocol

An integral element of the performance and documentation of process validation is the
development of a validation protocol. You should refer to FDA’s “Guideline on General
Principles of Process Validation” (Ref. 11) as an outline for developing your validation
protocol. The validation protocol should include at least the following:

e adescription of the equipment to be used ;
minimum/maximum acceptable values for the Platelets, Pheresis collection and/or
component as specified by the automated blood cell separator device manufacturer
- total volume (after removal of samples for hematological testing and bacterial
contamination testing), including per component (container) from double and
triple collections

- actual platelet yield

- residual WBC count (if Leukocytes Reduced) for the collection and components
(if multiple components are collected), and percent platelet retention when
applicable : :

- concurrent component volume (Plasma or RBC), if applicable

- pH measurement

 manufacturer’s specifications or recommendations for processing parameters (i.e.,
actual platelet yield and concentration, weight or volume collected)

e description of supplies used in the collection (e.g., collection/storage containers,

' anticoagulants, etc.)

failure investigation criteria

personnel training criteria

standard operating procedures for performing each element of the collection process
documentation of the validation protocol criteria (all of the above)

C. Process Performance Qualification (Operator)

Each person engaged in the collection of Platelets, Pheresis must have adequate
education, training, or experience to assure competent use of the automated blood cell
separator devices involved (21 CFR 211.25(a)). Establishments must maintain
applicable proficiency test results (21 CFR 606.160(b)(5)(v)).
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We recommend that personnel training include the successful, consecutive, performance
under supervision of an appropriate number of procedures, as defined by your facility.
These procedures should result. in the collection of Platelets, Pheresis meeting relevant
component specifications.

D. Product Performance Qualification for Component Collection Process

Various mechanical and biological factors may influence the plateletpheresis collection
process (i.e., the optical qualities of a donor’s plasma, the donor’s platelet count and
platelet size, vascular access, and procedure duration) (Ref. 14). The objective of
collection performance qualification is to verify that the automated blood cell separator
device performs according to the manufacturer’s claims when used, and through '
appropriate testing establishes confidence that the finished product produced by the
specified process meets all release requirements for functionality and safety (Ref. 11).
All components collected during the validation process can be released for transfusion
provided that they meet minimum specifications as defined by the manufacturer, are
labeled appropriately, and are otherwise suitable.’

Process performance qualification should include testing for the actual platelet yield, pH,
and volume; residual WBC count and percent platelet retention (for Leukocytes Reduced
components) (See Table 1). We recommend that you assess the following at each
collection site:

¢ actual platelet yield (platelet count multiplied by the volume):

o determine actual platelet yield at collection. '

o - follow the platelet pre-donation count recommendations in section III.B.1., and
set an appropriate target platelet yield as recommended by the automated blood
cell separator device manufacturer to maximize the likelihood that each
transfusable component contains > 3.0 x 10" platelets and the target collection
type (single, double, triple) is achieved.

¢ pH as a measurement of quality after storage:

o determine pH on the date the product is issued or on the date the product expires
(outdates).

o each transfusable component should have a pH >6.2

s percent platelet retention

o perform when the automated blood cell separator device or filtration method is
first put into use at an establishment and/or as recommended by the automated
blood cell separator device manufacturer.

o if leukocytes are reduced by filtration and there is access to both a pre-filtration
and post-filtration sample, calculate percent platelet retention using pre- and
post-filtration volume and cell content.

o residual WBC count:

o perform when the automated blood cell separator device or filtration method is
first put into use at an establishment and/or as recommended by the automated
blood cell separator device manufacturer.
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o perform within 48 hours of collection or per the manufacturer’s directions for the
cell counting methodology used (Ref. 15).

o conduct testing on the collection (parent container) and on the individual
components from double and triple collections

¢  volume: ,

o . determine the volume after removal of samples for testing (i.e., cell count,
bacterial contamination testing). '

o fill each storage container consistent with the manufacturer’s

 minimum/maximum specifications.

o equilibrate storage containers for double or triple collections + 10 mL, or per the

- manufacturer’s directions if different.

You also should qualify devices and perform failure investigations as follows:

¢ Devices: :
o complete product performance qualification for apheresis devices from different
manufacturers, and for each model.
o obtain data from all automated blood cell separator devices at each site for initial
~ product performance qualification. If additional devices of the same model are
added at the facility after qualification, include qualification data in monthly QC
only. :
* Failure investigation: Conduct an investigation for all component qualification
failures, and when appropriate, initiate corrective action and follow-up measures (see
21 CFR 211.192; 606.100(c)). We understand that some failures may occur due to
conditions not resulting from a failure of the process (e.g., automated blood cell
separator device failures, donor reactions). In addition, you should:
o investigate as qualification failures residual WBC counts that exceed the
following: :
e single collection: > 5.0 x 10°(collection) ,
e double collection: > 8.0 x 10° (collection), and > 5.0 x 10° (either or both
components)
e triple collection: >1.2x 10’ (collection), and > 5.0 x 10° (one, two or all
three components).

o However, each transfusable component from a double or triple collection of
Platelets, Pheresis may be labeled as Leukocytes Reduced provided the residual
WBC count on the component is found to be < 5.0 x 10°. investigate collections
that fail to meet the percent platelet retention, if performed. However, the
component may be transfused if the actual platelet yield is determined subsequent
to filtration, and the component is labeled appropriately.

Variation in the actual platelet count might be due to the platelet counter used and the
type of platelet count used at the time of collection (pre-donation or historic average).
However, you should select a statistically sound sample size, based on 95% confidence
that 75% of components (platelet yield) will meet the recommended results (see Table
1). For pH and recommended residual WBC count, you should select a statistically

11
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. sound sample size, based on 95% confidence that 95% of components (pH) or
collections (residual WBC count) will meet the recommended results. Using the
binomial statistic for.example, a minimum of 60 components/collections should be
tested, with zero process failures (93 tested with one process failure, 124 tested with two
process failures, etc.) to qualify the process. Determine the sample size selection before
starting the qualification process. For example, if you test 60 samples and encounter a
failure, you should not continue with the testing of an additional 33 components. If you
select a sample size of 93 and encounter a failure during testing, you may continue to
test but there should be no additional failures. Similarly, if you select a sample size of
124 and encounter two failures, you may continue to test, but there should be no
additional failures.

12
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Table 1. Product Performance Qualification Criteria for the Platelet Component
' Collection Process
Test Recommended Results Target' Allewable Process Failures to achieve
recommended results for a set of N tests®
Actual platelet | >3.0 x 10" 95%/75% * N=11 " N=18 N=23"
yield of - ' .
transfusable 0 1 2
component . )
pH >6.2 95% / 95%, N=60 N=93 N=124
0 1 2
Percent > 85% component 95%/95% N=60 N=93 N=124
component retention if performed )
retention i 0 1 2
Residual WBC Single collection: 95% / 95% N= 60 N=93 N=124
count™™""" <5.0 x 10° collections collections collections
0 1 2
Double collection: 95%/95% N=60 N=93 N=124
Collection: < 8.0 x 10° collections collections collections
or Components: <5.0 x 0 1 2
10
Triple collection: 95%/95% N=60 N=93 N=124
Collection: < 1.2 x 107 collections collections collections
or Components: <5.0 x 0 1 2
10° ‘
1.2

Process failures only; non-process failures should be excluded.
Corrective actions for exceeding allowable process failures

¢ if you select a sample size of 11 and find one failure, 17 addmonal samples would need to be
tested with no additional failures.

o if you select a sample size of 60 and find one failure, 91 additional samples would need to be
tested with no additional failures. Ifyou select a sample size of 93 and find two failures, 157
additional samples should be tested with no failures. If you select a sample size of 124 and find

 three failures, 127 additional samples should be tested with no failures.

95% confidence that greater than 75% of the components meet the standard.
** The sample size numbers can be used in a sampling plan that should be representative of products
collected on each machine type in each facility.
95% confidence that greater than 95% of the components meet the standard.
Or per the container/automated blood cell separator device manufacturer’s specifications
The stratified recommended results should ensure that the individual transfusable units will be <5.0 x
10 even with a 25% error in equilibration of the volume for double and triple collections.
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E. Re-Qualification/Re-Validation

e Exceeding the allowable process failures of the collection process qualification may -
“indicate that the process is not in control. You must investigate and correct the
source of this failure (see 21 CFR 211.192, 606.100(c)) and should repeat validation.

e ' The manufacturer may provide re-qualification requirements for the automated blood
cell separator device to be followed. :

VII. QUALITY ASSURANCE AND MONITORINC

Quality assurance (QA) is the sum of activities planned and performed to provide confidence
that all systems and system elements that influence the quality of the component are functioning
as expected (Ref. 13). When this is demonstrated, the process is considered to be in a state of
control. Whether a process is operating in a state of control is determined by analyzing the day-
to-day process and the data for conformance with the manufacturer’s specifications and for -
variability.

You must have a quality control (QC) unit that has the responsibility and authority to approve or
reject all components, containers, closures, in-process materials, packaging material, labeling
and drug products and the authority to review production records to assure that no errors have
occurred or, if errors have occurred, that they have been fully investigated (21 CFR 211.22(a)).
Thus, the QC unit’s responsibilities include the review of production records, and the review of
complaints involving the possible failure of a product to meet its specifications. (See, for
example, 21 CFR 211.22, 211.192, 211.198, 606.100(c)). Please refer to FDA’s “Guideline for
Quality Assurance in Blood Establishments” (Ref. 13) for developing a QA and Monitoring
program. : '

A. Standard Operating Procedures .(SOPs) and Recordkeeping

L. Requirements for SOPs

e An automated blood cell separator device must “perform in the manner for |
which it was designed” (21 CFR 606.60(a)) during the collection or
processing of apheresis components. Written SOPs must be maintained and
must include all steps to be followed in the collection, processing,
compatibility testing, storage, and distribution of blood and blood
components (21 CFR 606.100(b)). Therefore, you must have written SOPs
for each step in the collection of Platelets, Pheresis. '

2. Additional Provisions Applicable to SOPs -

e Adverse reactions: You must have a written SOP for investigating adverse
donor and recipient reactions (21 CFR 606.100(b)(9)). In addition, you
should have a written SOP for managing a cardiopulmonary emergency or
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any other adverse reactions associated with donation, containing steps for
contacting physicians, obtaining an emergency rescue squad response, and
transportmg the donor to the hospital. :

Hematocrit: If the final platelet collection contains more than 2 mL of
packed RBCs, you should attach a sample of donor blood to the platelet
storage container for compatibility testing to prevent the possibility of an
adverse reaction during transfusion. In addition, you should hold the

Platelets, Pheresis collection prior to distributing as Leukocytes Reduced

until a residual WBC count of the transfusable component can be determined
andfoundtobe<50x106 '

Component volume: You should describe how to process components in the
event the volume exceeds the automated blood cell separator device
manufacturer’s specifications. In addition, the volume in the storage )
containers from double or triple collections should be within +10 mL of each
other or per the manufacturer’s directions if different.

Samples for QC: Containers for QC samples should be attached to the
component/collectlon set using a sterile connecting device, to ensure the
maintenance of the closed system.

Actual platelet yield: The platelet yield from each collection of Platelets,
Pheresis should be available to provide to the transfusion facility.

pH measurement: Accurate pH measurement is time dependent, and
samples should be tested within 1 hour of sampling, or as suggested by the
manufacturer of the pH measurement system. We recommend that a pH
meter or gas analyzer be routinely used rather than pH (nitrazine) paper.
However, if you choose to determine pH measurements with nitrazine paper,
- the selected paper should read in increments of one-tenth units, or it may
provide inaccurate measurements.

RBC loss: You must have a written SOP for your collection procedure, -
including in-process precautions to measure accurately the quantity of blood
removed from the donor (21 CFR 606.100(b)(5)). You should calculate the
donor’s RBC loss, which may include the residual RBCs remaining in the
apheresis collection set after a collection of or discontinued collection of
Platelets, Pheresis; the extracorporeal RBCs remaining in event of no RBC
rinseback; the RBC loss from collection of tubes for testing; and/or collection
of a concurrent RBC. You should record such RBC loss in the donor’s
record; in a manner that allows tracking of cumulative RBC loss over time.

15
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Bacterial contamination testing: You must maintain written SOPs and
include all steps to be followed in the testing of blood and blood components
(21 CFR 606.100(b)). Bacterial contamination testing should be performed

“using a culture based methodology, and using your established procedures.

QC failures: You must thoroughly investigate any unexplained discrepancy
or the failure of a batch to meet any of its specifications (21 CFR 211.192).
You should define appropriate criteria for retesting of components, testing of
additional components, final labeling, and disposition of components that fail
to meet specifications.

Failure investigations: (see 21 CFR 211.192; 606.100(c)) The criteria to
assess in the performance of a thorough failure investigation (including the
conclusions and followup) should include, but not be limited to: donor
characteristics or specifications; operation and or performance of the
collection device; adherence to SOPs; lot numbers of reagents or supplies;
sample collection, handling, storage or shipping; operator performance,
training or competency; and cell counting instrument performance including
shifts or trends in controls.

Manufacturer’s performance specifications: You should state the
acceptable tolerance specifications for the volumes, platelet concentration,
and/or actual platelet yield for each storage container as described by the .
manufacturer. You should have a procedure addressing the handling of
components that do not meet the manufacturer’s performance spec1ﬁcatlons
(e.g., use in research or further manufacture).

Labeling:

o The final component volume stated on the label should be determined
after removal of samples for platelet count determination, QC, and/or
bacterial contamination testing.

o Platelets, Pheresis for transfusion should routinely contain > 3.0 x 10"
platelets. When special circumstances warrant their use, Platelets
Pheresis components containing less than 3.0 x 10" platelets should be
labeled with the actual platelet content.

Component Storage:

o If Platelets, Pheresis are stored at 20 to 24 °C, you must maintain a
continuous gentle agitation throughout the storage period (21 CFR
640.25(a)). - You should describe how temperature and agitation will be
monitored, and the disposition of platelet components that are not stored
properly.

o You must follow the automated blood cell separator device
manufacturer’s directions for use (21 CFR 606.60(a)). If sterile
connecting an additional container(s) is necessary, use a container(s)

16
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designed to achieve and protect a sterile conduit. Because of differences
in container specifications, you should use containers from the same
manufacturer.

3. Recordkeeping

All recordkeeping requirements of 21 CFR Part 606, Current Good
Manufacturing Practice for Blood and Blood Components, Subpart I (Records and
Reports); Part 211, Current Good Manufacturing Practice for Finished
Pharmaceuticals, Subpart J (Records and Reports); and applicable provisions of
21 CFR 640.20 through 640.27, must be met.

Donor Monitoring
L. Platelet Counts

If the platelet count is known, you should notify your Medical Director when a
donor has a post collection platelet count less than 100,000/uL., and you should
defer the donor until his/her platelet count has returned to at least 150,000/uL..

Transient decreas&s in platelet counts have been reported in donors undergoing
multiple collections of Platelets, Pheresis (Ref. 16). You should periodically -
review a donor’s records to monitor platelet counts.

2. Adverse Reactions in Donors

Records must be maintained of any reports of complaints of adverse reactions
regarding each unit of blood or blood product arising as a result of blood
collection or transfusion and a thorough investigation of each reported adverse
reaction must be made (21 CFR 606.170(a)).

3. Red Blood Cell Loss

¢ Per collection: ,

o Ifthe collection procedure needs to be discontinued for any reason before
completion, and if the Operator’s Manual allows, you should attempt to
return RBCs to the donor.

o Donor eligibility based on RBC loss (with or without RBC rinseback, and
including all other types of donation) is described in Table 2.

17
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Table 2: Recommendations for donor eligibility based on RBC loss per collection

Donor’s Initial Donor’s Second Eligibility
packed RBC loss packed RBC loss
‘ within 8 weeks .
Less than 200 mL No donation or No deferral of donor for packed RBC loss;
total from initial frequency of donation of Platelets, Pheresis
and second loss as discussed in section IT1.B.2 '
less than 200 mL
Less than 200 mL More than 200 mL | Donor is not eligible to donate for 8 weeks
but less than 300 | from 2°¢ loss
mL total - :
More than 200 mL NA Donor is not eligible to donate for 8 weeks
but less than 300 mL from initial loss
| Less than 200 mL Total loss from | Donor is not eligible to donate for 16 weeks
initial and second | from the 2™ loss
loss of more than
, 300 mL .
300 mL or more NA Donor is not eligible to donate for 16 weeks
from initial loss. -

¢ Per 12 months:
Under 21 CFR 640.3(b), a person may not serve as a source of Whole Blood
more than once in 8 weeks. In any such assessment, and in assessing a
donor’s RBC loss during the past rolling 12-month period, the RBC loss

- associated with the collection of Platelets, Pheresis, and including any other

donation type (i.e., Whole Blood, RBC by apheresis), should also be
considered. ' ' :

¢ Total plasma volume loss per 12 months:
The maximum volume (excluding anticoagulant) collected from a donor
during a rolling 12-month period, and including any other donation type (i.e.
Whole Blood, plasmapheresis) should not exceed:
o 12 liters (12,000 mL) for donors weighing 110 — 175 lbs A
o 14.4 liters (14,400 mL) for donors weighing more than 175 lbs

(Ref. 2).
C. Component Testing
1. Component Specification Check

e Actual platelet yield (volume x platelet count) must be determined after each
- collection (21 CFR 211.103).
¢ Weight/volume conversion is necessary to determine the volume of each
collection. To convert weight to volume, divide the weight of the collection
(the total weight minus the weight of the bag) by the specific gravity (1.03).
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¢ Bacterial contamination testing: You should perform bacterial testing as
specified by the storage container manufacturer (i.e., 7-day storage of -
Platelets, Pheresis, Leukocytes Reduced).

2. QC Monitoring

Under 21 CFR 211.160(b), laboratory controls must include the establishment of
scientifically sound and appropriate specifications, standards, sampling plans and
test procedures to assure that components and products conform to appropriate
standards. One example of a scientifically sound statistical sampling and
analytic plan is based on a binomial approach (see Table 1: Product Performance
Qualification Criteria for the Platelet Component Collection Process). The
sampling sizes described in Table 1 will confirm with 95% confidence a < 5%
non-conformance rate for pH and residual WBC count, and < 25% non-
conformance rate for actual platelet yield. :

However, other statistical plans may also be appropriate, such as the use of scan
statistics.

As part of your QC protocol you should:

¢ ‘define a plan for non-selectively identifying collections to be tested. This
should ensure testing of components collected on each individual automated
blood cell separator device, each collection type, and each location.

e define sampling schemes for actual platelet yield (including volume
determination) and pH, and residual WBC. We recognize that these sampling
schemes may be mutually exclusive. However, the platelet yield of the
collection (and designation of single, double or triple) should be made pnor
to performing the residual WBC count QC.

e test actual platelet yield (platelet count times the volume) and pH at the
maximum allowable storage time for the container system used (or
representing the dating period). Title 21 CFR 640.25(b) specifies that QC
testing, including platelet count and measurement of actual plasma volume,
be performed at the end of the storage period. We believe that such testing
may be conducted “at issue” or within 12 hours after expiration. In addition,
actual platelet yield and pH testing may be conducted on one storage
container of a double or triple collection.

¢ include the residual WBC count (Ref. 1) for Leukocytes Reduced eollections,
if manufacturing leukocytes reduced products.

o Perform the residual WBC count on the collection. For the purpose of
labeling as Leukocytes Reduced (see 21 CFR 606.121(c)(1)), you may
also perform a residual WBC count on the transfusable units for double
and triple collections that fail the collection acceptance criteria listed (see
below in this section).
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.0 Test for the residual WBC count within 48 hours after collection (Ref.
15), or per the manufacturer’s directions for the cell counting -
‘methodology, to reduce aberrant results due to cellular deterioration and
clumping. ,
o Test for percent platelet retention, if leukocytes reduced by filtration.
e describe the criteria for investigation of failures during QC, including the
factors to consider in categorizing a failure as process or non-process.
¢ have a method to document all calculations and test results.

‘We recommend that you consider the following QC resufts to be acceptable:

e pH>6.2. If one component froma double or trlple collection is found to
have a pH < 6.2, the corresponding component(s) from the collection should
be retrieved and/or quarantined until they are tested and found to be
acceptable.
transfusable Platelets, Pheresis components > 3.0 x 10" platelets
residual WBC count:

o Single collection: < 5.0 x 10° WBC

o Double collection: < 8.0 x 10°WBC ‘
Note: If> 8.0 x 10°, but each transfusable component is < 5.0 x10°, this
is not considered a collectxon failure.

o Triple collection: <1.2x 10’
Note: If>1.2 x 107, but each transfusable component is<5. 0 xlO6 this
is not considered a collection failure.

e percent platelet retention should be > 85% or per the manufacturer’s
specifications.  Components with < 85% platelet retention may be distributed,
but a failure investigation should be performed. '

e negative for bacterial contamination testing, when performed.

D. Equipment/Supplies

Equipment must be observed, standardized, and calibrated on a regularly scheduled basis
as prescribed in the Standard Operating Procedures Manual (21 CFR 606.60(a)). Such
equipment includes, but may not be limited to, the automated blood cell separator

device, cell counting instrument(s), pH meter, scales and sterile connector.

All supplies (including containers) and reagents must meet all of the requirements
described in 21 CFR 606.65. :

E. Operator Training
Operators must have adequate training, education and experience, or combination

thereof, to assure competent performance of their assigned functions
(21 CFR 606.20(b)). We recommend that assessment of operators include scheduled
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competency assessment and pfoﬁciency testing. In addition, we recommend that you
develop and document appropriate training on component preparation and/or machine
maintenance as updated information becomes available (Ref. 12).

F. Quality Monitoring
You should assess the following:

* total component volume and equal distribution of volume in double and triple
component collection containers. This assessment should include checking the
performance of the scale; the use of the tare weight of the empty containers/tubing;
and the weight/volume conversion. ,

e component bacterial contamination testing: Rates of bacterial contamination of
plateletpheresis should be monitored, and bacterial contamination rates that exceed
1:3000 (Refs. 10 and 12) should be investigated.

PROCESSING AND TESTING
A. Processing

Platelets, Pheresis must be processed as described in 21 CFR 640, Subpart C — Platelets
(21 CFR 640.20-640.27).

B. Communicable Disease Testing

Donations of Platelets, Pheresis must be tested for communicable diseases (21 CFR
610.40, 640.5(a) through (c), 640.23). Platelets, Pheresis may be released or shipped
prior to completion of communicable disease testing in accordance with

21 CFR 610.40(g).

You must test donations of human blood and blood components from a donor whose
donations are dedicated to and used solely by a single identified recipient except that, if
the’donor makes multiple donations for a single identified recipient, you may perform
such testing only on the first donation in each 30-day period (21 CFR 610.40(c)(1)(1)).

C. Expiration Date

The dating period for Platelets, Pheresis collected using an FDA cleared or approved
collection container under a closed or functionally closed system will be specified by the
collection container manufacturer.

In accordance with such instructions and our recommendation, Platelets, Pheresis

collected in an open system expire 24 hours from the termination of the procedure if the
integrity of the hermetic seal is broken during processing.
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If the integrity of the hermetic seal is broken eﬂer collection, the Platelets, Pheresis
expire 4 hours from the time of the integrity violation, or at the original expiration date,
whichever is earlier (21 CFR 606.122(1)(2)).

IX. LABELING

An instruction circular must be available for distribution if the product is intended for
transfusion (21 CFR 606.122). ’

Your container labels must comply with 21 CFR 606.121 and 610.60.
In addition:

The label should include the estimated amount of anticoagulant in the component container.
Platelets, Pheresis components for transfusion, containing less than 3.0 x 10" platelets per
storage container, should be labeled with the actual platelet content.

e A component from a double or triple Platelets, Pheresis may accurately be ]abeled as
Leukocytes Reduced when the residual WBC count of the collection is > 8.0 x 10° (double)
or > 1.2 x 10’ (triple) IF the transfusable component is tested and found to have a residual
WBC count < 5.0 x 10°,

¢ Platelets, Pheresis may be labeled (i.e., tie-tag) with the residual WBC count if counted and
found to contain < 1.0 x 105 :

X.  REPORTING CHANGES TO AN APPROVED BIOLOGICS LICENSE
APPLICATION (BLA)

Li censed establishments must report changes to their approved application(s) in accordance with
21 CFR 601.12. For assistance in reporting your changes see FDA’s “Guidance for Industry:
Changes to an Approved Application: Biological Products: Human Blood and Blood
Components Intended for Transfusion or for Further Manufacture.” ‘The information below is
intended to assist you in détermining which reporting mechanism is appropriate for a change to
your approved BLA, as it applies to the manufacture of Platelets, Pheresis. You should
prominently label each submission with the reporting category under which you are reporting
your change, e.g., “Prior Approval Supplement;” “Supplement - Changes Being Effected in 30
Days;” “Supplement - Changes Being Effected;” or “Annual Report.”

A, Prior Approval Supplement (PAS): Changes Requiring Supplement
Submission and Approval Prior to Distribution of the Product Made Using
the Change (Major Changes) (21 CFR 601.12(b))

Under 21 CFR 601.12(b), changes that have a substantial potential to have an adverse
effect on the identity, strength, quality, purity, or potency of the product as they may
relate to the safety or effectiveness of the product must be reported to FDA in a Prior
Approval Supplement (PAS).
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Under this standard, the following kinds of manufacturing changes would fall within this
category, warranting submission of your request to implement the following changes to
your approved BLA as a PAS: v

if you currently hold an unsuspended, unrevoked BLA to manufacture blood
- components other than Platelets, Pheresis, and you intend to manufacture and
distribute Platelets, Pheresis under that license.

_ if you are currently approved to manufacture Platelets, Pheresis at a specific facility,

and you intend to manufacture Platelets, Pheresis at a different facility, not under an
approved Comparability Protocol. To submit a request for a Comparability Protocol
see below.

if you are approved to manufacture Platelets, Pheresis, but intend to change your
manufacturing process in a manner that presents a substantial potential for an
adverse effect on the product. FDA believes that such manufacturing changes
include: change in storage conditions; change in anticoagulant; leukocyte reduction;
and collection of an additional or different product. :

if you intend to collect Platelets, Pheresis using an automated blood cell separator
device new to the market or new to your establishment.

if you are requesting approval for a Comparability Protocol. The Comparability

Protocol described in 21 CFR 601.12(e) is a supplement that describes the specific

tests and validation studies and acceptable limits to be achieved to demonstrate the
lack of adverse effect for specified types of manufacturing changes on the identity,
strength, quality, purity, or potency of the product as they may relate to the safety or
effectiveness of the product. A new Comparability Protocol, or a change to an
existing one, requires approval from FDA prior to distribution of the product which,
if approved, may justify a reduced reporting category for the particular change
because the use of the protocol for that type of change reduces the potential risk of
an adverse effect (21 CFR 601. 12(e)).

A Comparability Protocol is appropriate, but not required, if you wish to add
multiple collection facilities under your direction and control, using the same process
to manufacture Platelets, Pheresis. If you request approval for a Comparability
Protocol, you should describe the procedures and processes that each new collection
facility will implement to ensure conformance with the Comparability Protocol. You
may identify one or more collection facilities for the purpose of validation and
submission of the Comparability Protocol and supporting data to CBER for review.
Approval of such a Comparability Protocol for future collection facilities justifies a
reduced reporting category for the particular change because the use of the protocol
for that type of change reduces the potential risk of an adverse effect.

If you are using an approved Comparability Protocol, you should routinely review
the procedures and specifications in the Comparability Protocol to assure that they
remain current and consistent with the applicable application and current guidance.
If modifications are required, you should contact FDA to discuss the change and to
determine the appropriate reporting category.
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e We consider the recommendations in this guidance document to provide appropriate

" criteria for a biologics license application or supplement for Platelets; Pheresis. - You
may use an alternative approach if such approach satisfies the requirements of the
applicable statutes and regulations. Your alternative procedure(s) may be acceptable
if you demonstrate that the resulting Platelets, Pheresis components meet applicable
standards. We have determined that it may be adequate to determine the actual
platelet yield at collection, and that re-determination of the actual platelet yield at
issue or outdate is unlikely to provide additional relevant information. If you choose
to discontinue determining the platelet count for QC testing as described under
21 CFR 640.25(b)(1), you must submit a request for an alternative procedure under
21 CFR 640.120.

You must nét distribute in interstate commerce blood components made using a changed
manufacturing process requiring a PAS until you have received our approval of your
PAS (21 CFR 601.12(b)(3)).

B. Changes Being Effected in 30 Days' (CBE-30) Supplement: Changes
Requiring Supplement Submission at Least 30 Days Prior to Distribution of
the Product Made Using the Change (21 CFR 601.12(c))

Under 21 CFR 601.12(c), changes that have a moderate potential to have an adverse
effect on the identity, strength, quality, purity, or potency of the product as they may
relate to the safety or effectiveness of the product must be reported to FDA in a Changes
Being Effected in 30 days (CBE-30) supplement. ’

You must submit your request to implement manufacturing changes with a moderate
potential for an adverse effect to your approved BLA as a CBE-30 supplement under 21
CFR 601.12(c). The manufacturing changes described below are examples of changes
that we believe fall within this category:

e certain software and hardware upgrades provided by the manufacturer to your
cleared or approved automated blood cell separator device
addition of concurrent plasma collection
implementation of a new collection facility under an approved Comparability
~ Protocol

- You may distribute your blood components made using the change requested in your
CBE-30 supplement in interstate commerce 30 days after we receive your supplement,
unless we notify you otherwise (21 CFR 601.12(c)(4)).

C. Submission Inclusion Documents

1. PAS: To comply with the requirements in 21 CFR 601.12(b)(3), the folloWing must
be included in the supplement: .
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* identification of the components involved (e.g., single plateletpheresis component
double plateletpheresis components, and/or triple plateletpheresis components) and
manufacturing site(s) or area(s) affected, and a detailed description of the
manufacturing change (including device collection technology and the collection
protocol(s)) (21 CFR 601.12(b)(3)(i) through (i1i)). We recommend that this
information be documented in a cover letter and FDA Form 356h. To permit
assessment of the manufacturing change we recommend including copies of the
following SOPs:

o collection
o informed consent

labeling including labels

donor qualification, deferral and adverse event follow-up

a description of training (or an example of training documents)

component manufacturing

monitoring donor RBC and plasma loss

failure investigation

quality control including sampling scheme, sample handlmg, tracking and

trending

equipment standardization/calibration

o quarantine and disposition of unsuitable products

00 00O O0O0oOO0

o]

Additionally, we recommend that the following SOPs, if already approved for other
blood collection activities and unrevised, would not need to be subnutted

o sample preparation

O component storage and shipping

o donor arm preparation

¢ product labeling for each component, if changed (21 CFR 601.12(f)). We
- . recommend submitting a Form FDA 2567 including Circular (unless already on file
at FDA)
¢ areference list of relevant SOPs (21 CFR 601.12(b)(3)(vii))
relevant validation protocols and data (21 CFR 601.12(b)(3)(vi)). We recommend a
summary of the validation protocol, including failure investigations.
e adescription of the methods used and studies performed to evaluate the effect of the
change and the data derived from such studies (21 CFR 601. 12(b)(3)(1v) through
(v)). We recommend submitting the following information and data:
o the device manufacturer
the device type
blood unit number
component description (i.e., leukocytes reduced)
date of collection
date of testing
result interpretation(s)
the identity of the person performing the testing

O 0 0O OO0 O0O0
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o the identity of the collection facility
" o. evidence of QA oversight, and
o expected component specifications.

¢ Additionally, we recommend two months of QC data for actual platelet yield and
volume, pH, and residual WBC count (if requesting approval for Leukocytes
Reduced platelets).

We further recommend that you provide an agreement to summarize bacterial
contamination testing results for the first two hundred and fifty (250) Platelets, Pheresis
collections in your Annual Report.

2. Comparability Protocol: If you are an establishment with multiple manufacturing
sites and wish to submit a comparability protocol to justify a reduced reporting
category for a manufacturing change at multiple sites (see Section X.C.4 below), you
must submit that protocol as a PAS (21 CFR 601.12(e)). In addition to the
information listed in Section X.C.1 above , we recommend that you include the
following:

¢ implementation filan _
¢ proposed reporting category for changes made under proposed Comparability
- Protocol '

3. CBE-30 submissions (excluding new facilities under an approved Comparability
Protocol): Under 21 CFR 601.12(c)(3) and 601.12(b)(3)(i) through (vi1), the
following information must be included in your CBE-30 submission:

¢ identification of the Platelets, Pheresis components involved (e.g., single
plateletpheresis component, double plateletpheresis components, and/or triple
plateletpheresis components) and manufacturing site(s) or area(s) affected, and a
detailed description of the proposed manufacturing change (including device
collection technology and the collection protocol(s)). We recommend that you
document this information in a cover letter and FDA Form 356h. To permit
assessment of the documented manufacturing change, we recommend that you
include copies of any new or revised SOPs. "

e relevant validation protocols and data. We recommend that you submit a summary
of the validation protocol, including failure investigation.

o the data derived from such studies. We recommend two months of QC data for
" actual platelet yield and volume, pH, and residual WBC count (if requesting
approval for Leukocytes Reduced platelets).

4. CBE-30 submissions for new facilities under an approved Comparability Protocol:
To comply with 21 CFR 601.12(c)(3) and 601.12(b)(3)(1) through (vii), the
following information must be included:
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o identification of the components involved (e.g., single plateletpheresis component,
double plateletpheresis components, and/or triple plateletpheresis components) and
new manufacturing site(s) or areas(s) affected, and a detailed description of the
proposed implementation plan (manufacturing change including device collection
technology and the collection protocol(s)). Additionally, we recommend that this
information be documented in a cover letter and FDA Form 356h.

* relevant validation protocols and data. We recommend a summary of the valldatlon
protocol, including failure investigations to meet the requirement.

o the data derived from studies. We recommend two months of QC data for actual
platelet yield and volume, pH, and residual WBC count (if requesting approval for
Leukocytes Reduced platelets).

In addition, you should include the submission trackmg number (STN) of the approved
Comparability Protocol, or the STN(s) of changes to the SOPs associated with an '
approved Comparability Protocol.

D. Submission of Platelets, Pheresis Sample(s) to CBER

To obtain a biologics license under Section 351 of the Public Health Service Act for any
biological product, the manufacturer must submit an application to CBER, and sample(s)
representative of the product must be listed in the application (21 CFR 601.2(a)).

We recommend that:

* applicants with no prior experience in the collection of Platelets, Pheresis schedule
submission of Platelets, Pheresis products to CBER.

o applicants who submit a CBE-30 for an additional facility under an approved
Comparability Protocol generally would not need to submit Platelets,  Pheresis
products to CBER.

CBER may request the submission of product samples by other applicants, as necessary,
during the review process or at any other time (21 CFR 610. 2(a)).

K. Shipping Platelets, Pheresis Sample(s) to CBER

If CBER has requested you to submit a Platelets, Pheresis sample(s) to CBER, you
should contact CBER Division of Hematology, Laboratory of Cellular Hematology at
(301) 496-2577 to schedule delivery of the products to arrive prepaid. Platelets, Pheresis
sample(s) should be shipped to the following address between 8:30 am. and 4:00 p.m. _
Monday through Friday, excluding Federal holidays: ‘
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Center for Biologics Evaluation and Research (CBER)
Food and Drug Administration
8800 Rockville Pike
Building 29, Room 323
 Bethesda, Maryland 20892

We recommend that you enclose a pre-paid, self-addressed shlppmg label to allow return
of shipping boxes and coolants if desired.

We recommend that you ensure that the Platelets, Pheresis sample(s) arrives at CBER
prior to the expiration time. The Platelets, Pheresis sample(s) should not expireon
Friday or Saturday at midnight, or at midnight on the day before a Federal holiday .

Labeling and processing, including required testing for evidence of infection due to
communicable disease agents (21 CFR 610.40), should be complete prior to shipment.

When shipping to us, you should follow your SOPs for collection, processmg, storage
and distribution of blood components intended for transfusion.

XL  CONTACT INFORMATION

You may dlrect questions specific to Platelets, Phere51s application submissions to the Division
of Blood Applications. You may also direct questions to the Office of Communications,
Training, and Manufacturers Assistance (OCTMA) as an initial general point of contact.
Submit all registration forms (Form FDA 2830) and- llcensure applications/supplements to the
Director; CBER.
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7 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,

.| ¢/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,

¢/o Document Control Center, HFM-99,

| 1401 Rockville Pike, Suite 200N,
| Rockville, MD 20852-1448,
| Voice (301) 827-2000; Fax (301) 827-3843.

Appli cation Submission

|| Director, Division of Blood Applications,

i1 Center for Biologics Evaluation and Research, HFM-370,
.1 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) 827-3 534.

Platelets, Pheresis Samples to
.| CBER

:| Center for BlOlOglCS Evaluation and Research (CBER)
‘| Food and Drug Administration

/| 8800 Rockville Pike

'| Building 29, Room 323

‘| Bethesda, Maryland 20892
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400 A 1147 4183 5510 4832 3373 923 19968

Far 2 9 17 24 31 18 10
FEE 02 02 03 05 09 2.0 05

¥ 200 HGAK 2422 2579 2825 1762 1510 612 11710
T 461 425 593 38 140 64 2069

FEE 190 165 210 219 93 105 177

400 AKX 601 2,038 2286 1,786 1,584 499 8,794
CREB 176 454 596 467 163 33 1389

AEE 203 23 261 21 103 66 218

X2 HEEXSICHDRICEAVWRREEEDOLR

5 # T %
HEy: B 83 53
HEE 1 1
at. 84 54
RIER (%) 0.44 0.43
Hbz: &% 1
Ethd 3 2
at 47 52
REX (%) 0.27 0.44

EiAIEML | 12g/dLk#. 10g/dLEL b o fkin
CEAKIBHUAD/SY 7L 9 P 2 ERLEHT S
CEBFC, BIC 1 ERAELSIIC &5 MEPRERIEY
LHEL /-,

8. HbEfRDORRME DA

RMTTEET H - 2= BIE1,4728 . 771812
WT(E2), Hb17.0g/dLEL LDz, 175>
Hb217.0 : 30f51(3.0%) . 18.0>Hb=175: 3§
(0.3%). 185>Hb=18.0: 3f(0.3%)., 19.0>
Hb=18.5: 1#(0.1%) DEI7THT, WFhi B
ETEEIZRASG Rl 5=, £/, FMERIGHK
BEMTH 7,
9. NEX 1 IERAEDT L4 — FRER

NEXLVEBAL TS BMEIDT > 7 — ¢
BRIILTODOEBDTH 7=, 4, #EHEELT
SORPEREME L TOSRMEKAMWEIZ A4 - 7~
(100%) . QBEEHIWMETH 5(74%) . Qi
BHIZCHVEZE RS Z L THB M5 5(63%), &
EThot:, REELLTRONRELKBDONE
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#£3 HbZRMERBHOBILR

g % i #%
Hb(g/dL)

. MCV (@) MCH (pg) MCHC (g/dL) MCV 4] MCH (pg) MCHC (g/dL) -
16.0>Hb=15.5 93+4 32+2 340 ‘
155>Hb=15.0 93+5 32+2 34+1 9314 32+2 35+1
15.0>Hb=14.5 92+3 32+2 34+l 9243 32+1 3510
145>Hb214.0 925 32+2 34+1 91%3 31+1 3540
14.0>Hb213.5 92+4 32+2 35+1 91+1 32+1 35+0
13.5>Hb=13.0 92+6 32+2 3410 90+4 31+2 351
13.0>Hb=125 92+5 32+2 34+1 9043 31+1 340
125>Hb12.0 84+6 - 28+3 34+1 91+6 31t+2 340
12.0>Hb=211.5 83+5 28+2 340 87+5 302 34+1
11.5>Hb=11.0* 77+0 2540 33+0 8+5 28+2 X0
11.0>Hb=10.5 83+6 27+2 34+l
n=20 (*n=2)

223241 (94%) . QRIEICKEIL A2 S
(94%) . DFF 1= I E EEALEIZ & > 7=(69%) .
BETH-7=.
% X

ks o mER L LTHOL ST 55K
®ick AMuwkEE L BifE%41.052k%. 1.052
L1_E(200mL) . 105380 E(400mL) & 3EX LT
AE4HETSLDNDT, BEANICHRLE~NEY
CYYBELASIhIENETH, MBAEES
Mg - TREMEIZITDF>LHVGRTY
3, LaLads, hEEIZMESRIZEID

0.001F2ED /I TV XMNH BT LABBREIA T |

39, —RIC, RMEBREREEEIL, BIRTRE,
(EETRELUBELSLBEE 2N TNEY, k¥F5
ORI T, 10°0CT20CIZHL, 0.001 ~0.002{K
VMi, 30°C T0.001~0.002% EnBohsbdse L
Tw39, 7, JamesH P HEBE D HHHbEE X
D & B0 IE (false-pass) BB W & R EBAL
7. BEd» 6, BEDOGMPIZHER L 7- Mk
OEZMETHIE, WD, #EMN, ES3T-TE—
FL-EENE 5N SHbEDOHFHEBENTH S
ZridMAaTH 3, SR, MB~EOY VRE
WBANEFLV)ABALT2ELHEDIZLDD
T RO EE L OB A2 OB, b RAAT.

AEF 2wk 2HbAIRIE, BRyMERGEE

BroMEBETHEVEBENS D, & IZREEMNEN

ZedmEhl, THIZBEOBEDLENTS
B9~ 7. WEEE Hbik TR AERE D
HENRLEhE, AR L -, HEEEHER
DHBRFATIE, HEIREZ-DEELERT
s, BOAEBEORBIIE< ., BRITOK
MEECHREDOZIIEVERbN, BEDOVVR
3. BETCHVEDOA NP EIAETBY v iELL
NoOBEENELIONS,

HbEDFI AL, MIEOHL@EEHFE LTE
RTEBILTHY. BEAMEND I EMNTE
3. ZOEMNEIZE->T. KERMEAEDS
12, 10g/dLkBOBEMIRE H B ED10%%E
{ABRNBTENHUMAL =, EROLEETII.
EHELUSOERSEL ENEERBEE 35T
T& 55, Hbik TIIHbE %R T Z 5D TEMR
BEADSLABHEILNTES, T2, 100
~125g/dLOHIZIZRRIBPPLREDT F/34 2
NTEI. Thbs, RMOTPEHLIEBERONT %
RPN LTIHMT DI LHOEETHS.

BT, BAERMERMINEE (£ ME) (3R
MLz lizk-Twah, HEETIIHbE
EEERATEILnTEL N, HhERETS
Trink 5T, 17g/dLEL EIZBHETII%IZAS
h, s sohah -7, 7=, 2hbiza
MERS . M/MRE, RAOBRBEEHSERT, HN0
(2 b L R)ROIERMNGE L B X 6hrz, Rtk
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BRI mERMID ., /R, NREKEG
EEAMBROMEE AT Z L 46 , SEDORI T,
Hb19.0g/dLAKk#MTHMERE . m MR, bk
AEBAERTH UL, IROUETEE & BINT L 7=,
SEIHbAEN ERBMELEHD L T, fERDEM
HEDORUMERE L, £F. @EE L HbE
DT, 1.05280 LizHb12.1g/dLI L % . 1.053
Pl1i3Hb12.6g/dLEA L &R L 7=, £7-. HbfoD
KTz > TRMERIBBAMET LT 348, Fiy
TEOME TSI 4853 2 Hbflid , NERMEIE &5 %
EARAERICHBITT 38T, KEORFIRONED
AEHEICAVWSOATNREZATHS, ETH
M3 HE12.5g/dL, %&PE12.0g/dLT, Bt
- 0.5g/dLi& A > 7=, £ 7z, 12.5g/dLELT O BEak
MEAEDHHFIZ06%E DAL, DA THEHED
RifiEHEAE5| %2 P30 BRI s HEi16h3,
Pl bk K UKBEIFDAOBEV AL T, D
SHbERDOHEIZB LEAR/T T, kORMmiE
ERWSZ L TREMNEVWEEL S,
SEIAVE~NEX 2 iz 5HbMEEIZ, &
ENational Quality Assessment Scheme? ¥4 5
EETEREORIENBONTIEY, %7, #
MRILER & B2 H 5\ 35K EMmMBE R & O
ERNHDLOBRME DS, iz, 4+ 7Y
Y IIHBREYILBE T, MHES RN, 2
BEMIZITHONEBAIEROEN LV EORR
BRI TH 5, 72, BRPUD HH, BIK
ZUEDEREERS EOHEELH DY,
MDA E A2 RET 5BRAEAIZ, AFIL T, Mk

FRRE, ELFRE, RMERERESTHOR

T35, ELF, BREBEREIZ1953F Mk ¥
ERBEN TR, X4LHB, XBEHFMAS
N, NATREDBAIZ L » TH REGKHE 4RO
Sz T3, —4, RONZEEORBTHIR
MOFEHPEIZ DTS, LYIOESIZL 51
HEMNBREIZWEZEAVGN, —FICHBOK

MAERE B28% M|3ST 2005.11

BEAL, ZTOM, HERBIZE IO EEE

RBEMO—RTHY . KPEDI0mLERI T A4 D

FHAET. 1990 9.9% . 2000 18.1%, 20034
213%TH 3", Rz 37 1 0 2EFLH
BRELIEDLBHDTHBTHS, WS TEL
SHEERRZPEENBRICE 3EMMYEETH
D.ﬁ&-ﬁ&wws.ﬁm%T@&%ﬁ%.ﬁ
REDEBABEATE LV BEOBIZB T,
MO T IR ESE (F— Y B) AL & s

B, BEERBHb AP F2 Yy MHE— X h, HE,

HEIZE > T SEMMBIII S ETH B, LA
27T, Mt 7 — L EFBEOR Rz
BREHEBEL-RRNEL TE TR, Eid
BB DRROHME L L T, SO RLERE R 4R

BRRE, ABIF oo, BBRZTERT AL LS

S RO RBIBRICAHOL S LS RD T B M9
HETHER X h 3B M@ E DRI R LS
BORRTH S, LENIS, Mkt 5 —izs0
THHLEARRUICMA L, ZROZFMICL S
THRINE DRE L FEREA T <ZTh 5,

® R :

1. MO BHEZIHbE A BA L 7=, §EkD
HEZRIZHLT, NEsE®, BfcRRERL
ERERIL A7, ‘

2. HbE S URMERIBM OB I H» 6, X
DR M HE (400mL : 12.5¢/dLLL F. 200mL :
12.0mg/dLEA ) A AV TE LT A K2 LAt
HER L 7=,

3. HbfEEDOBRMHGAE I LT, HbfEIZIBL
TRRIGN, ERMBENDSHIERATTS Z L
BTE/, :

4. HoZ3E B, BB THERIZE
S>TED, HhERIZEE—FTRETH B I & %18

SL7~.

X W

1) Boulton F.: Managing donors and iron deficiency.
Vox Sanguinis, 87 (supple 2): 22-24, 2004.

2) Radtke H. er al.: Daily doses of 20mg of elemental

iron compensate for iron loss in regular blood
donors: a randomized, double-blind, placebo-con-
troled study. Transfusion, 44: 1427-1432, 2004.

3) Cable RG.: Hemoglobin determination in donors.

Presented by Medical*Online

EEEEEEEEEEEEEEEEE—————




.

voe

$ﬁ&§cswa«fyue>wzoax

2002 AABB presentation session #307-TC. Oct. 28,
2002, Orland, USA. .

4) Chanarin, 1.: Laboratory- Haematology. Churchill
Livingstone. Edinburgh, 1989, pp 3-32.

5) BT | RS ERASEMORE. M
WEE, 10: 156158, 1987.. _
6) NEZ & © FRMIRTEREES. ERIKEE ., 28 & 885-

887, 2002. _

7) James V. et al.: Statistical analysis of inappropriate
results from current Hb screening methods for blood
donors. Transfusion 43: 400-404, 2003.

8) Shimoyama R. er al.: Donor selection in Japan: a
trial of néw criteria with predonation hemoglobin
testing. Vox Sanguinis, 82: 72-75, 2002. :

9) hMlEIEIEIh, | ANEFOE UV BAREICL 5L
Wi, MmaEE¥, 23:1926, 2000. '

10) Bhaskaram, P. er al.: Varidation of hemoglobin

28 : 399

estimation using Hemocue. Indian J. Pediatr. 70: 25-
28, 2003.

11) Lewis, S. M.: Reliability of the HemoCue B-
Hemoglobin system. HemoCue Technical Letter No
3, May 2003 '

12) Cable, R. G.: Hb screening of blood donors: how
close is close enough? Transfusion, 43: 306—308.
2003. )

13) Cable, R. H.: Hemoglobin determination in blood

. donors. Transfus. Med. Rev. 9: 131-144, 1995. ‘

14) BAF+FHMAFE RPN - MAFRORIK, ¥
B ISFREMKAL#E - p. 73. 2003 \

15) AA &iEH ¢ BRAREORD, BREONELE
ZORE. BFRMME, 45 @ 1085-1080, 2004,

16) A H M - MOERO R 2RO D ORE
MHEMEER, FRI6F7H.

Presented by Medical*Online

o




ot

@

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
blood-donor sessions. o '
STUDY DESIGN AND METHODS: Venous samples
from 1513 potential donors who had undergone primary
CuSO0, 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 24 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 fo im-
prove the accuracy of Hb screening.
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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 carried 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.'-2 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 concemed 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 resuits
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
chl-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 ANQVA, 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.57 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)

e TABLE 1.-Results of CuSO, screening test compared with Beckman
Statistical methodology Coulter baseline at Hb leveis of 125 and 135 g per L for women and
In view of the known differences in Hb men, respeclively: population percentage estimates, stratum weighted

by age
levels between men and women, data y 29
for the different sexes were analyzed Women Men
or the YZE CuSO0, 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 39 07
between individual donor sessions, any | Fai Pass 63 08 1.8 0.5
s . . Pass Fail 11.2 1.3 5.2 0.8

sampling biases with respect to donor Pass Pass 701" 18 89.0 11
age were adjusted by stratifying data for Correct classification (%) 7 825 ~7 930
both men and women into quinquen-
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TABLE 2. Results of screening tests for women ‘compared with Beckman
Coulter baseline Hb level of 120 g per L: popuiation percentage
estimates, siratum weighted by age

Beckman CusSO, HemoCue Combined

Screening test Coulter = Estimated - Estimated Estimated

result test result percentage SE percentage SE percentage SE
Fail Fail 6.0 1.0 6.0 0.9 5.3 0.9
Fail Pass 12.7 13 = 37 07 24 0.6
Pass Fail 1.9 0.6 1.9 0.6 2.7 07
-Pass Pass 79.4 . 1.6 88.4 1.3 89.6 12
Correct )

" classification (%) N 85.4 94.4 - 94.9

TABLE 3. Results of screening tests for men compared wﬁh Beckman
Coulter baseline Hb level of 130 g per L: population percentage
estimates, stratum weighted by age

The primary purpose of Hb screen-
ing is donor protection, preventing an
anemic individual from exacerbating
their condition with potential ill effects.
The secondary purpose is to ensure the
patient receives a minimum infused Hb
dose per RBC transfusion. Screening
also acts as a nonspecific measure of
the general health of the donor and
may identify some conditions which
could potentially be harmful to the re-
cipient.2 '

Protocols with set cut-offs are not
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  Estimated 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
Eai: Il;atil‘ 22 05 20 0.5 17 0.5 set to maximize donor safety but be

ai ass 3.6 0.6 04 0.2 0.2 0.2 . : ’ s1: :
Pass Fail '3 o4 15 04 18 o5 | balancedagainstthe system’s ability to
Pass Pass 930 09 962 07 93 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 asa 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.>!?
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.?

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.>12-14 The
lowering of the cut-off Hb values for the secondary
screening also helps. In one study, 29 percent of failed




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
- menin 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/L 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’?15 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,4-18 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.2) However, previous
work has shown that accurate measurement of Hb level
using the HemoCue system is difficult to achieve in the
field.’9-2° 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 CuSO,
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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EHE 1 0.168 X (B Em)3+0.05 X EE (ke) +0.444

. : V) @ =
BRI (CBY) O B : 0.25X (B4R (m) +0.063 X FE E kg) —0.662

- BM#%THHVE @) = BROATHOE @) X —_(CBX;\;) =
- BbsTRHYE @d)
1M FTHLAE (g/d1)
g - H#ELBITHOAE (gd)
. £ FTHL{H (g1

K1 aBLUBOHEMAEE
a B FH Hb O RMmE Hb Eic s d 2818
B LRI L = Hima#h Hb @ oOFRMET Hb {Hic i 2814

#£1 AMBLUB ﬁ@@%%ﬁtmﬂlﬁﬁﬁﬁﬁ

AR BEt

(n=22) (n=25)
Bzt (8:%) 5 : 17 8 : 17
S () 23.1%+6.9 242+3.9
gE (cm)  162.1*+7.9 163.8+11.1
;) (kg) 53.9+723 57.7+13.3
i R=£ 73 (ng/d) 88.1+31.1 84.8+27.3
ENS (ng/mi) 51.6+375 49.9+57.6
MRS S 4E (TIBC) (ue/d)  281.5+388  288.4+31.1
FRAFEAESRE(UIBC) (ver/d)  193.4%539  205.0+40.7
i SRR 4 5 (TP) (e./d) 7.1%0.4 71404
i /MRER (X104 1) 21.4+56 234+53
A i ER % (X 102/ 1) 54.4+11.2 62.2+14.2
R M ATHLE (g/dD) 133+12 kK 143+13

* p<0.01 (Mean=+SD)
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BE : a DM 0035 K Th - - BE

i3 13.8 g/dI TH -1 DT, a DV 0894 L%, &7z, EROWEA Hb &I 12.8 g/dI T
BoTDTBOVIE0929 L 5D, HERXED (B~ a) &, R 2BWTTIH0.035 ERLT
W kickB, TOTEDD ab 0.035 LRI EEE ABE L, 0.035 RlTHo - BER
BREUTHBME L, ABHI 224, BRI 254 THY, BB, £ S5 #Ekcl
HEREGRDONabh >, RBMOMEEME, 7Y F Vil TIBC, UIBC, TP, Plit, WBCIc
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CHE DBt

(n=5) (n=42)
Bk (B:%) 2 :3 11 : .31
El () 242+114 23.6+4.6
g5 (am)  164.6+80  162.8+9.9
E : (kg) 56.6+4.4 55.8+11.5
miEek (ng/dl) 106.0+462 k 84.0%+26.0
Tz=YF (ng/ml) 652+41.4  48.9%49.9

MBRRE S RE (TIBC) (vg/d)  278.8+456  285.9+33.8
TFEMSHEREE(UIBC) (wesa)  172.8%86.3 3k 202.7+41.0

migREAE(TP) (g/d) 7.0+04 7.1+0.4
AN T (x104/ u1) 20.2+8.1 22.8+5.1
F i BR#K S0/ ) 49.8+11.0 59.5+134 -
£ 1f HTHLAE (g./dl) 13.2+1.8 13.9+1.3

*K p<0.05 (Mean+SD)
CE: A1 LETH- I HE |
D# B 1K T BE

HREZWED S o e hs, $Rif Hb Ei #3 BEYRBIURmATREML g & OERERER
ABTHEICEWEZRLE (D, LHL,

FR1F Hb i § OHBIRHEIC DV TR, B _— s
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BLOOD DONORS AND BLOOD COLLECTION

'Daily doses of 20 mg of elemental iron compensate for iron
loss in regular blood donors: a randomized, double-blind,
placebo-controlled study

Hartmut Radtke, Joanna Tegtmeier, Lothar Ricker, Abdulgabar Salama, and Holger Kiesewetter

BACKGROUND: A considerable number of regular blood
donors develops an iron deficiency, and the exact amount
of iron iequired t6 compensate for the iron loss from
whole-blood donation in males and females is still
unknown. ‘ :
STUDY DESIGN AND METHODS: A total of 526 regular
blood donors (289 male and 237 female) were randomly
assigned to treatment with either 40 mg, 20 mg, or 0 mg
per day of elemental iron as ferrous gluconate for a period
of 6 months, during which one unit of whole blood was

- collected on four occasions (males) or three occasions

(females). Hemoglobin level, serum ferritin, and soluble
transferrin receptor levels were measured before each
donation.

RESULTS: Daily doses of either 40 mg or 20 mg of

‘elemental iron adequately compensated for iron loss in

males, who gave blood at 2-month intervals, but did not
result in-a positive iron balance or an increase in storage

- iron as reflected by the logarithm of the ratio of transferrin

receptor to ferritin concentration. In females, who donated
at 3-month intervals, the same daily doses not only
restored the iron balance but also led o an increase in
storage iron. The number-of gastrointestinal side effects
due to iron supplementation (12%) was only slightly
higher in both iron groups than in the placebo group.
CONCLUSION: The results of this study indicate that 20
mg of elemental iron per day can adequately compensate
for iron loss in males and females who donate whole
blood up to four (females) or six times per year (males).

he major side effect of whole-blood donation is
iron depletion. In Germany, men are generally
allowed to donate whole blood every 8 weeks
and women every 12 weeks. However, the nor- -
mal diet is usually unable to compensate for the resulting
iron loss.™ Consequently, a considerable number of regu-
lar blood donors develops a negative iron balance that
may - eventually progress to iron deficiency anemia.>”
Menstruating female donors are at a particularly high risk
for chronic iron deficiency. Although this is well-known,
only a few controlled, double-blind studies have dealt
with the question of whether iron supplementation can
prevent iron depletion in menstruating female blood
donors.?"! There is evidence suggesting that daily doses of
40 mg of elemental iron as ferrous sulfate can sufficiently

~ compensate for iron loss resulting from whole-blood

donation and can improve iron status."> However, the
question of whether a lower dose of iron is sufficient to
compensate for iron loss in female donors is still open. In

.addition, controlled studies on iron supplementation in

male donors are lacking. Most importantly, no valid mea-
sure of iron storage was used in early studies.'>"® Today,
serum ferritin and soluble transferrin receptor levels can
be routinely measured and-iron status can be much better
assessed than previously."" The logarithm of the ratio of

ABBREVIATIONS: Fe* = elemental iron as ferrous gluconate;
log(TR/F) = logarithin of ratio of the soluble transferrin receptor
to ferritin concentration.
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the soluble transferrin receptor to ferritin concentration
(log[ TER/F]), which was shown to have a highly linear cor-
relation to body storage iron, is currently the most precise
measure of body storage iron available.'*'* Here, we
present the results of a double-blind study in which we
randomly assigned regular male and female blood donors
to treatment with 40 mg, 20 mg, or 0 mg (placebo) per day
of elemental iron for 6 months.

MATERIALS AND METHODS

Selection of donors and study design

A total of 526 regular blood donors (289 male and 237
female) were enrolled in this study, which was approved
by the Ethics Committee of Charité University Medical
Center. Written informed consent was obtained from all
volunteers. In accordance with the German guidelines for
blood donor selection, all donors were determined to be
healthy based on their history and had hemoglobin (Hb)
concentrations of no less than 13.5 g per dL (males) or
12.5 g per dL (females). The investigational products con-
sisted of identical capsules in blister packs containing 1.5
mg pyridoxal-phosphate, 2.25 pg cyanocobalamine, 400
mg ascorbic acid, 200 ug folic acid, and 75 pg biotin with-
“out (placebo) or with 20 mg of elemental iron as ferrous

gluconate (Fe*) (Phyt-Immun GmbH, Homburg, Ger-

many). Ascorbic acid was added to enhance iron absorp-
tion. Because most people believe in beneficial effects of
vitamin supplements, the other selected vitamins were
added for improved compliance: The form of iron used

meets the European Community criteria for dietary foods
for special medical purposes. The participants were ran-
domized to one of three groups receiving either 40 mg
Fe”, 20 mg Fe*, or 0 mg Fe* in two capsules once daily
for 6 months. Hb, serum ferritin, and soluble transferrin
receptor levels were determined before blood collection
at each initial and follow-up visit. Each male volunteer
was scheduled for a total of four visits, including a ran-
domization visit before the first donation at Week 0 ‘and
three subsequent predonation visits at 2-month intervals.
The females were scheduled for a total of three visits: a
randomization visit at Week 0 and two predonation visits
at 3-month intervals (Fig. 1). The intervals were chosen in
accordance to the German guidelines, which allow six
donations per year for male and four donation per year
for female volunteers. Volunteers with hemoglobin con-
centration less than 13.5 g per dL (males) or 12.5 g per dL
(females) were deferred, but not excluded from study.
Compliance, which was defined as the ingestion of at
least 90 percent of the capsules as prescribed, was
checked by counting the retumed capsules between
blood donations.

Laboratory methods

Hemoglobin concentrations in fingerstick blood samples
were determined by the acid methemoglobin method
using a photometer (HemoCue B-Hemoglobin photome-
ter, HemoCue, GroBostheim, Germany). Ferritin and sol-
uble transferrin receptor concentrations in serum were

289 regular donors, 237 regular donors,
male gender, Hb > 13,5 g/dl, female gender, Hb > 12,5 g/dl,
informed consent informed consent
Visit 0 Visit 0
Randomization Randomization
Visit0 97 assigned to | 96 assigned to 96 assigned to 79 assigned to 79 assigned to 79 assigned to Visit 0
st 40 mg Fe”* daily 20 mg Fe™* daily 0mg Fe™ daily 40 mg Fe** daily 20 mg Fe* daily 0 mg Fe* daily st
21 dropped out 17 dropped out 25 dropped out
Visit 1 74 donated 78 donated 67 donated
2 deferred 1 deferred 4 deferred 13 dropped out 24 dropped out 32 dropped out
[ ! | 66 donated 53 donated 43 donated Visit 1
20 dropped out 20 dropped out 24 dropped out 0 def 2 deferred 4 deferred ‘
Visit 2 56 donated 59 donated 46 donated
0 deferred 0 deferred 1 deferred
2 dropped out 5 dropped out 7 dropped out 9 dropped out 11 dropped out 7 dropped out
Visit 3 53 donated 53 donated 36 donated 56 donated 44 donated 34 donated Visit 2
1 deferred 1 deferred 4 deferred 1 deferred 0 deferred 6 deferred

Fig. 1. Flow of participants during study.
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determined by nephelometry using an automatic analyzer
(BN Prospec, Dade Behring, Marburg, Germany).

Statistics

Sample-size calculation, randomization, and statistical
analyses were performed using software (Stata for Win-
dows, Stata Corp., College Station, TX). Based on the
serum ferritin concentration, the required sample size was
determined to be 49 males and 40 females per group,”
assuming a pdwer of 0.9, a significance level of 0.0167
(Bonferroni adjustment for three groups), a smallest
meaningful ferritin difference of 10 pg per L between
groups, three (males) or two (females) follow-up measure-
ments, a within-subject correlation coefficient of 0.8, and
a standard deviation (SD) of 26 ug per L (males) or 22 pg
per L (female) for serum ferritin. Assuming a dropout rate
of 50 percent, we arrived at a final sample size 0f 98 males
and 80 females per group. _

The randomization plan was generated using block
randomization with variable block length. Statistical anal-
yses were performed as an intent-to-treat analysis for all
participants coming for more than one visit using a linear
regression model for longitudinal data (cross-sectional
time-series regression model with generalized estimating
equation analysis)."” The logarithm of the ratio of transfer-
rin receptor to ferritin conceniration, an accepted mea-
sure of storage iron, was used as the outcome variable. To
model the change in storage iron over time, we applied the
difference values for log(TfR/F) and included the iron
supplement as the predictor variable. '

RESULTS

Of the 289 male volunteers (age range, 19-67 years)
enrolled in the study, 141 (49%) dropped out, yielding a
dropout rate of 44 percent in the 40 mg of Fe** group, 44
percent in the 20 mg of Fe* group, and 58 percent in the
placebo group (p = 0.075; Fisher’s exact test). A total of 63
(45%) of the male dropouts withdrew before their second -
visit (Table 1). The mean interval between visits was 60

IRON SUPPLEMENTATION IN BLOOD DONORS

days. Deferral from donation because of unacceptable
hemoglobin concentration values (<13.5 mg/dL) occurred
in 14 of 825 visits (1.7%). This was more frequently the case
in the placebo group than in the 20 mg and 40 mg iron
groups (n =9 vs. 2 vs. 3, p = 0.022; Fisher’s exact test).
Compliance was poor in roughly one-third of the male

~ participants.

In the male placebo group, the mean serum ferritin
concentration decreased from 35 ug per L at baseline to
21 ug per L at the final visit, the number of males with
depleted iron stores (ferritin <12 pg/1L) increased from 20
percent to 54 percent, and the mean concentration of sol-
uble transferrin receptors rose slightly from 1.6 mg per L
to 1.7 mg per L (Table 2, Fig. 2). In the male 20 mg iron
group, serum ferritin decreased from 35 ug per L to 25 pg
per L, whereas the median ferritin value changed only
slightly (Table 2, Fig. 2); both the number of males with
depleted iron stores (25%) and the transferrin receptor
concentration (1.5 mg/L) remained nearly constant. In the
male 40 mg iron group, the ferritin (33 pg/L) and transfer-
rin receptor levels (1.5 mg/L) remained constant, whereas
the number of individuals with iron depletion dropped
from 26 percent to 13 percent.

The log(TfR/F) remained nearly constant in both iron
groups, but rose continuously in the placebo group

B

Ferritin [ug/)

Py
Q

Tigl

H

[yBwi] .mdeoé.u unJ9jsuBlL

0123 0123 0123
40mg 20mg 0mg

0123 0123 0123
40mg 20mg Omg

Fig. 2. Box-plot for the concentration of serum ferritin and sol-
uble transferrin receptor in male donors.

TABLE 1. Reasons and numbers of dropouts during study

: Gastrointestinal
Unknown complaints Poor compliance Other

Reason (%) (n/total) (%) {ntotal) (%) (nftotal) (%) (n/total)
Male donors

40 mg iron 15.5 15/97 52 5/97 124 12/97 134 1397

20 mg iron 18.8 18/96 6.3 6/96 16.7 16/96 : 31 3/96

0 mg iron (placebo) 20.8 20/96 6.3 6/96 219 21/96 11.5 11/96
Femaile donors

40 mg iron 8.9 7179 25 2/78 10.1 8/79 6.3 5/79

20 mg iron 20.3 16/79 63 5/79 14 9/79 : 6.3 5/79

0 mg iron (placebo) 241 19/79 38

3/79 10.1 8/79 114 9/79
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Females
f h I
o e G o i, oo o doros Wi dopted | Ofthe2s7 el volunters gerange
transferrin receptor to ferritin concentration (log[TfR/F]) for all donors with | 19-65 years) enrolled in the study, 96
. at least one follow-up visit (41%) dropped out, yielding a dropout
Ferritin (ug/L) Depleted iron stores log(TfR/F) rate of 28 percent in the 40 mg iron
~ Visit number (mean + SD) (%) (ntotal) (mean+SD) | group, 44 percent in the 20 mg iron
Male donors group, and 49 percent in the. placebo
40 mg iron !
0 3274275 2.3 2076 1.54 £ 0.51 group (p = 0.015; Fisher's exact test). A
1 31.4+188 16.2 12/74 147+ 049 total of 69 (72%) of the female dropouts
g ggg i gg:g };g 132 :2 i gg; withdrew before their second visit
20 mg iron (Table 1). The mean interval between
0 34.7+36.3 253 20/79 148 £+ 0.48 visits was 88 days. Deferral from dona-
; gg; ;—: gg;’ g;'ﬁ };gg }:;‘ i g::; tion because of unacceptable dropout
.3 250+ 19.8 245 13/53 152+047 | concentration values (<125 mg/dL)
0 mg iron {placebo) occurred in 13 of 546 visits (2.4%). This
2 BIAEL BT ML IR | washecasemorofequenlyin theph.
2 24.9+247 298 14/47 1.60 + 0.52 cebo group than in the 20 mg and 40 mg
3 2144275 53.9 21/39 1.67 £ 0.53 iron groups (n =10 vs. 2 vs. 1, p =0.001;
Female donors Fisher's exact test). Compliance was
40 mg iron .
0 193+ 150 39.4 26/66° 1431065 poor in roughly one-quarter of the
1 285+ 198 15.2 10/66 1.26+0.49 female participants.
202mg o 3141194 14.0 8/57 1.29 + 0.54 In the female placebo group, the
0 20.0 + 32.3 54.6 30/55 1.38 +0.46 mean concentration of serum ferritin
1 233+279 = 451 23/51 1.36 + 0.42 decreased from 18 pg per L at baseline
2 23.5126.1 34.1 15/44 1.35 + 0.49 to 15 pg per L at the final visit, the num-
0 mg iron (placebo) . .
0 17.7 150 489 23/47 1.39 0.65 ber of females with depleted iron stores
1 17.6 £ 14.5 442 19/43 1.40 + 0.42 (ferritin <12 pg/L) remained constant
2 1514123 487 19739 1551066 (49%), and the mean soluble transferrin
* receptor concentration rose from 1.4 mg
per L to 1.6 mg per L (Table 2, Fig. 4). In
» the female 20 mg iron group, serum ferritin increased
Males Females from 20 pg per L to 24 pg per L, the number of individuals
° . with' depleted iron stores decreased from 55 percent to
3 . - T 34 percent, and the transferrin receptor concentration
. remained nearly constant (1.4 mg/L). In the female 40 mg
™ 2 iron group, ferritin concentration rose from 19 pg per L to
E 31 pg per L, transferrin receptor level fell slightly from 1.4
% mg per L to 1.3 mg per L, and the number of individuals
8 M= 1. I, . 1T with iron depletion decreased from 39 percent to 14
percent.
0 The log(TfR/F) dropped in both iron groups, but rose
0123 0123 0123 012 012 012

40mg 20mg Omg 40mg 20mg Omg

Fig. 3. Box-plots for the logarithm of the ratio of soluble trans-
ferrin receptor to ferritin concentration in male and female _
donors.

(Fig. 3), as was clearly demonstrated in the regression
analysis (Table 3). The log(TfR/F) value increased by
nearly 0.09 per donation in the placebo group, but
changed only marginally in the two iron groups. Both iron
groups differed significantly from the placebo group with
respect to log(TfR/F).
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continuously in the placebo group (Table 2, Fig. 3),. as
demonstrated by the regression analysis. The log(TfR/F)
value increased by nearly 0.09 per donation in the placebo
group (Table 3), but decreased by roughly 0.06 and 0.12,
respectively, in the 20 mg and the 40 mg iron groups.

Side effects

Most donors (approx. 60%) did not report any side effects.
There was no significant difference in the incidence of
adverse effects between the three groups. In particular, the
frequency of gastrointestinal complaints was low (11% in
the 40 mg iron group, 13% in the 20 mg iron group, and
11% in the placebo group).
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TABLE 3. Regression models for the change in log(TfR/F)

cent.” The question of whether the
other vitamins may play any role in this

Predictor Coefficient 95-percent confidence interval p value context is speculative. The only reason

MaZIg r?\ognlgl:” -0.074 —-0.121 to -0.028 0.002 for in.cmfﬁng these vitamins in t.he

40 mg Fe** ~0.118 ~0.168 to —0.068 <0.001 mvestlgatmnal products was our desire

Constant 0.091 005810 0.123 <0.001 to improve the compliance rate.

Feg‘oar':gd:zzo*rs -0.150 -0.238 to -0.061 0.001 ,I_n the present study, we .monitored

40 mg Fe®* _0.209 20292 to -0.127 <0.001 ferritin and soluble transferrin receptor
Constant 0.086 0.018 to 0.153 0.012 levels as well as the logarithm of the

TfR/F ratio. The latter variable, which

was shown to have a highly linear corre-

lation with body storage iron, is the most precise measure

o {a ' o . . 5 of body storage iron available.**'* Until now, body iron of .

1002 .o * 1, é‘ blood donors was assessed mainly by measuring serum

i - ferritin.*>7 However, this variable is somewhat unspecific

= e 3 S and may give false-high results in the presence of various

-;-" 1 . . 3 underlying diseases.” I fact, if ferritin had been the only

3§10_A Too !;I + T 1o fé variable used for assessment of body storage iron, the

P g effects of 20 mg elemental iron in males would have been

M_1 ) underestimated in our study. ,
- L Interestingly, the number of side effects in the two
1 se o ° 0 groups treated with iron(il}-gluconate was only slightly

012 012 012
40mg.20mg Omg.

‘012 012 012
40mg 20mg Omg

Fig. 4. Box-plot for the concentration of serum ferritin and sol-
 uble transferrin receptor in female denors.

DISCUSSION

Regular blood donation frequently leads to iron depletion,
and it has been shown that iron supplementation can
prevent this complication.*'*"! However, the exact dose
needed to compensate for this type of iron loss remains
unclear, and there is uncertainty as to whether iron sup-
plementation is required in both male and female donors.
Attempting to elucidate this complex issue more precisely,
we monitored the logarithm of the TfR/F ratio as a mea-
sure of body storage iron in regular male and female
whole-blood donors. The donors were randomly assigned
toreceive daily supplements containing selected vitamins
plus 40 mg, 20 mg, or 0 mg of elemental iron. Dropout
rates were marginally (male) or significantly (female)
higher in the placebo group than in both iron groups. The
reason for this finding is obscure.

Daily doses of 40 mg and 20 mg of elemental iron
resulted in both a positive iron balance and an increase in
storage iron in female donors and compensated for iron
loss in males. This indicates that 20 mg of elemental iron
per day is indeed sufficient to compensate for iron loss in
both males and females. The differences in storage iron
responses may be due to the shorter donation intervals

in males (every 2 months) compared to females (every 3 .

months). It is likely that the ascorbic acid in the capsules
may have increased the iron absorption by roughly 50 per-

higher than the number observed in the placebo group. In
particular, the incidence of gastrointestinal side effects in
the iron groups was very low (12%). Due to the slight risk
of poisoning in children, iron capsules should be delivered
in individual packages. Elemental iron preparations like
carbonyl iron are preferred as an alternative by many
experts due to the much higher lethal doses.>'****! How-
ever, carbonyl iron is not available in the European coun-
tries. In comparison, bicavailabity of carbonyl iron is
slightly lower than that of ferrous salts,” but side effects
seem to be comparable: The incidence of gastrointestinal

-complaints for both preparations was reported much

higher in two previous studies, probably due to the sup-
plementation with higher doses of iron.*? The utility of
iron supplements for prevention of iron deficiency in
menstruating female blood donors is currently being dis-
cussed.2*?? However, others and we prefer a supplementa-
tion of iron for a short-term period after blood donation
but not in general. .

In conclusion, our results indicate that daily doses of
20 mg Fe* can adequately compensate for iron loss result-
ing from whole-blood donation in males who donate up
to six times a year and in females who donate up to four
times a year.
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Mid-America Division

American Badger-Hawkeye Region
Red Cross ’ : Heart of America Region
' Midwest Region

North Central Region
Dear Parent or-Guardian,

Your 16-year-old has expressed an interest in donating blood at an upcoming American Red
Cross blood drive. The states of Ilinois, Iowa, Kansas, Nebraska, Minnesota, Missouri and
Wisconsin allow 16-year-olds to donate blood with written parental/guardian consent. We are
asking for your support by completing the attached consent form.

Please read the attached forms: “What You Must Know Before Giving Blood” and
“What You Must Know About NAT — A New Blood Test.” If you have any questions
about the information contained in these documents, please call 1-800-448-3543 —
M-F: 8 am - 9 pm, Sat: 9 am - 1 pm, Sun: 4 pm - 8 pm — and press Option 6 to speak
to a Red Cross donor health consultant.

We support each student’s willingness to give blood and ask that you offer your encouragement
too. Much like voting and driving a car, the opportunity to donate blood and save a life has
become a right of passage for thousands of high school students. Becoming a blood donor isa
very personal decision, and we understand that parents and students may be somewhat
apprehensive about taking this step. This is completely natural, so we want to provide you with
some additional information about donating blood.

Blood donation is a safe procedure using single-use sterile needles and supplies. To ensure that
your student has a positive experience, we recommend that they follow these guidelines:
¢ Get a good night’s sleep before the blood drive. '
¢ Eat well and drink plenty of fluids in the days leading up to the blood drive, especially
the day of the drive.
Drink at least 16 oz of caffeine free fluid (2 cups) 3-4 hours before the donation and after.
Be honest and accurate about their weight (donors must weigh at least 110 lbs).

While the donation process is safe, reactions can occur. Most reactions are mild and can include
fainting or small bruises. Our staff is fully trained to work with first-time and younger blood
donors, and to respond to any reactions. We hope you will encourage your student to support
our blood drive. Since one blood donation can be separated into three components, your student
has the potential to save as many as three lives with a single donation.

Please note that the FDA requires that donors are asked specific questions about their health .
history. This information helps ensure the safety of the blood donor and the blood recipient.
These questions are asked privately and are completely confidential.

You should be very proud of your son or daughter’s decision to donate at the upcoming drive.
Please help support this act of generosity by completing the consent form prior to the drive. If
you are not currently a blood donor, please consider making an appointment for yourself. For
more information call 1.800.GIVE.LIFE or visit our website at givebloodgivelife.org.

Sincerely,

Bgird ¢ o P10

David C. Mair, M.D., Senior Medical Director
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: Form: ‘
Informed Parental Consent for Persons Not of a Legal Majority

What this form is about

This form provides staff with a mechanism for documenting a parent or legal guardian’s informed consent
for someone not of legal majority to donate blood or blood components.

Who should use this form

This form applies to all staff who obtain informed special consent from donors or parent/legal guardian.

Instructions

¢ Ensure the region-identifying information is on the form.
e Instruct the parent/legal guardian to ,
¢ Print the name of the son, daughter, or ward in the space provided.
o Print his or her name. |
o Sign the consent form.
e Date the consent form.
e Affix a Whole Blood Number/Donation Identification Number (WBN/DIN) to the form.

Revision History

l:Ieuvrirfll)z'r‘ Summary of Revisions
1.0 Initial version
1.1 Developed and released prior to revision history requirement
Revised instructions for completion of form
"2 Reformatted signature, date, and WBN lines
American Red Cross Biomedical Services Instructions - Page 1 of 1

Form: Informed Parental Consent for Persons Not of a Legal Majority 14.4 frm005 v-1.2




American Red Cross Blood Services
‘Washington, DC 20006

Region Name
City/State/Zip

Informed Parental Consent for Persons Not of a Legal Majority

Information

This form must be completed by a parent or legal guardian for blood donations by any pérson who has not yet
reached the age of legal majority as defined by the laws of the state in which the donor makes the blood donation.

Questions or concerns about the blood donation process should be directed to
Department: Doneor Health Consultants
Phone Number:  (800) 448-3543 (Press Option 6)
Hours of operation: M;F: 8am-9pm, Sat: 9am-1pm, Sun 4-8pm

Parental Consent

I have received and read a copy -of “What You Must Know Before Giving Blood” describing the overall blood
donation process.

1 have received and read a copy of “What You Must Know About NAT- A New Blood Test” describing additional
test procedures and any research-related attachments.

I understand that in the event it becomes necessary to notify my son, daughter, or ward of test results, the American
Red Cross will send those results directly to my son, daughter, or ward.

I understand the information provided to me and have had an opportunity to ask questions about the information it
contains. I hereby give permission for my son, daughter, or ward, to make a voluntary donation of blood to the
American Red Cross during his or her legal minority.

A signed consent from the Parent/Guardian will be required for each donation until the donor reaches the age of

majority.

Donor Name [son, daughter, or ward] (print)

Parent/Guardian Name (print)

Parent/Guardian Signature Date: Mt/ i3/ vy

WBN/DIN 2 | I

American Red Cross Biomedical Services Page 1 of 1
Form: Informed Parental Consent for Persons Not of a Legal Majority 14.4 frm005 v-1.2




.| American Red Cross Blood Services
Washington, DC 20006 American

WHAT YOU MUST KNOW ABOUT NAT

Possible Use of Donor Information and Blood Samples in Medical Research

The American Red Cross Blood Services mission is to provide a safe and effective blood supply for patients who
need blood transfusions. As part of this mission, the American Red Cross may conduct research. Some research is
conducted with other institutions, such as academic centers and biomedical companies.

Some examples of the types of research are: ,
* Studies relating to testing, storing, collecting and processing blood to increase the safety of the
blood supply. ,
¢ Studies of new test methods for infectious agents carried in the blood, like Nucleic Acid
Testing (NAT). '
® Studies of ways to recruit blood donors and to evaluate donor eligibility.

Participation does not require additional blood to be collected or additional time.

By signing your Blood Donation Record, you are giving consent to allow us to use a portion
of your blood donation and donor information for research like that listed above. Donor
information for research will not include anything that would identify you as the donor, such as
‘your name or Social Security Number (SSN).

Confidentiality

American Red Cross policy requires protection of the confidentiality of your donor identifying
information, results of tests on your blood samples and information collected at the time of
donation. Strict procedures are observed at all blood collection facilities to maintain the
confidentiality of donor information.

Your donor identifying information will not be released to other institutions for research
purposes without your consent. Your age, gender, general geographic location, and test results
may be used to evaluate important information about disease or donor recruitment, but this
information is combined with information about other donors and not identified with you.

While study results may be published, donor names and other identifying information will not be
revealed, except as required by law. Records are kept, as required by State and Federal Laws.
The Food and Drug Administration (FDA) may need to review and copy donor records in order
to verify study data. The FDA, however, is committed to protection of the confidentiality of
donor identity.

Testing and Storage

Blood samples used by researchers are coded. This means that your donor identifying
information, including name and SSN, is not used in connection with research. Coded samples
can be linked to information about donors’ identity only by authorized Red Cross personnel who
are required to follow Red Cross procedures to maintain confidentiality.

Some of your sample or information may be saved for future research on viruses or other agents
that may be carried in blood. Samples linked to your identifying information may be used, either

American Red Cross ) ARC F6628-GAT (10/07)




American Red Cross Blood Services
Washington, DC 20006

. now or in the future, for infectious disease testing, as described in What You Must Know Before Giving
Blood or in other information about a specific research study that is being conducted today. Your
identified sample and information will not be used for genetic testing or for research unrelated to blood
safety without your consent.

You will be notified in person, by phone, or by letter, about any test results that may impact your health.
You will receive information about how these test results may affect your health and future eligibility as-
a blood donor.

Possnble Participation in a Follow Up Study
If your test results are positive or unexpected, Red Cross staff may ask you to part1c1pate in a follow up
study. Participation is voluntary and of no cost to you.

Benefits :
By using new infectious disease tests like NAT, you may find out sooner if you are mfected by one of
- the agents being tested. This may be important to your health.

Risks

There is a very low chance that your blood sample may give a false positive or true positive infectious
disease result. If this happens, the blood that you donate will not be used for transfusion and there is the -
likelihood that you may not be able to donate again. If you are donating for a specific patient and have a
positive test result, your blood donation will not be available for that patient. If you are donating blood
for yourself and have a positive result, your blood donation may not be available to you.

Your Right Not To Participate

You may refuse to participate now or at any time during the donation process. If you decide that you do
not want your donation or donor information to be used for possible research like that listed above, you
will not be able to donate today. It is very important to include all donors in such research in order to
provide a safe and eﬁ'ective blood supply.

If you decide not to participate at this time, your decision will not change your future relatlonshlp with
the Red Cross..

If you begin donating and then decide that you do not want to participate, you must notify the blood
collection staff before you leave the collection site. If you decide to withdraw in the future, contact the
Scientific Support Office at (301) 212-2801. However, test information collected before your
withdrawal may still be used or disclosed after your withdrawal. '

Questions

If you have any questions about your donation, please feel free to ask the ARC staff member performing
your confidential health history interview. If you have questions later, you can contact the Blood Center
at 1-800-652-9742.

If you have scientific questions, you can call the Scientific Support Office at (301)212-2801. If you have
any questions about your rights as a research participant, call the American Red Cross Institutional
Review Board Administrator at (301)738-0630.

You have been given this information sheet to read and will be offered a copy to keep.

American Red Cross ARC F6628-GAT (10/07)




American Red Cross Blood Services
Washington, DC 20006.

What You Must Know Before Giving Blood

Thank you for This information sheet explains how YOU can help us make the donation process safe for yourself and patients who

coming in today!  might receive your blood. PLEASE READ THIS INFORMATION BEFORE YOU DONATE! You will be asked to
sign a statement that says you understand and have read this information today. If you have any questions now or
anytime during the screening process, please ask blood center staff.

Accuracy And Your complete honesty in answering all questnons is very important for the safety of patients who receive

Honesty Are your blood. We will ask you for identification each time you try to donate. Please register using the same

Essential identifying information each time you donate (name, date of birth, etc.). All infermation you provide is
confidential. Although your interview will be private, it may require more than one American Red Cross
employee to participate in or be present at your health history and blood donation.

. What happens To determine if you are eligible to donate we will:
when you give e ask questions about your health, travel, and medicines
blood e ask questions to see if you might be at risk for hepatitis, HIV, or AIDS
e take your blood pressure, temperature, and pulse, and
e take a small blood sample to make sure you are not anemic.
If you are able to donate we will: '
e  cleanse your arm with an antiseptic. (If you are allergic to Iodine, please tell us'),
and
e use a new, sterile, disposable needle to collect your blood.
While you are donating: (the donation usually takes about 10 minutes)
 youmay feel a brief “sting” from the needle at the beginning.
After donating we will give you
_e aform with post-donation instructions, and
® anumber to call if you have any problems or decide after you leave that your blood
may not be safe to give to another person.

What to expect Although most people feel fine before and after donating blood, a small number of people may have a(n)
after donating e lightheaded or dizzy feeling
’ e upset stomach
e  black and blue mark, redness, or pain where the needle was, and
e very rarely, loss of consciousness, or nerve or artery damage.
We will give you a number to call to report any problems or concerns you may have following your donation.

Why we ask Sexual contact may cause contagious diseases like HIV to get into the bloodstream and be spread through

questions about transfusions to someone else. '

sexual contact . |
Definition of “sexual contact”:
The words “have sexual contact with™ and “sex” are used in some of the questions we will ask you, and apply
to any of the following activities, whether or not a condom or other protection was used:
e vaginal sex (contact between penis and vagina)
e oral sex (mouth or tongue on someone’s vagina, penis, or anus), and
e anal sex (contact between penis and anus).

Continued on back

ARC F6628MW (06/05)




American Réd Cross Blood Services

Washington, DC 20006

What You Must Know Before Giving Blood, Continued

Persons who
should not donate

Ineligible donors

If you decide not
to give blood

Tesﬁhg your
blood

You should not give blood if you

o had hepatitis on or after the age of 11

« had malaria in the past 3 years

« met any of the conditions listed in the CJD Information Sheet

« were held in a correctional facility (including jail, lock up, prison, or juvenile detention center) for more than 72

straight hours in the last 12 months.

have had sexual contact in the past 12 months with anyone who is sick with hepatitis or AIDS

had or were treated for syphilis or gonorrhea or tested positive for syphilis in the last 12 months

were raped in the last 12 months

have AIDS or have ever had a positive HIV test

AIDS is caused by HIV. HIV is spread mainly through sexual contact with an infected person, or by sharmg

needles or syringes used for injecting drugs.

« done something that puts you at risk for becoming infected w:th HIV

You are at risk for getting infected if you

e have ever used needles to take drugs, steroids, or anything not prcscnbed by your doctor

e are a male who has had sexual contact with another male, even once, since 1977

 have ever taken money, drugs, or-other payment for sex since 1977

o have had sexual contact in the past 12 months with anyone described above

¢ received clotting factor concentrates for a bleeding disorder such as hemophilia

o were born in, or lived in, Cameroon, Central African Republic, Chad, Congo, Equatorial Guinea, Gabon, Niger, or
Nigeria, since 1977.

o since 1977, received a blood transfusion or medical treatment with a blood product in any of these countries, or

o had sex with anyone who, since 1977, was born in or lived in any of these countries.

have any of the following conditions that can be signs or symptoms of HIV/AIDS

unexplained weight loss (10 pounds or more in less than 2 months)

night sweats .

blue or purple spots in your mouth or skin

white spots or unusual sores in your mouth

lumps in your neck;, armpits, or groin, lasting longer than one month

diarrhea that won’t go away

cough that won’t go away and shortness of breath, or

fever higher than 100.5 F lasting more than 10 days.

* @€ & o o & o o

We maintain a confidential list of people who may be at risk for spreading transfusion-transmitted diseases.

By continuing this process, you consent to be entered in this confidential list of deferred donors if you are at
risk for spreading such diseases. When required, we report donor information, including test results, to health
departments, military medical commands, and regulatory agencies. Donation information may also be used
confidentially for medical studies.

If you decide that you should not give blood, you may leave now.

Your blood will be tested for hepatitis, HIV (the virus that causes AIDS), syphilis, and other factors. (There
are unusual circumstances in which these tests cannot be performed.) You will be notified about test results
that may. disqualify you from donating blood in the future or that may show you are unhealthy. Your blood
will not be used if it could make someone sick. (A sample of your blood or a portion of your donation might be
used now or in the future for additional tests or other medical studies. Please tell us if you object.)

Though the tests we use are very good they are not perfect. HIV antibodies may take weeks to develop after
infection with the virus. If you were infected recently, you might have a negative test result, yet be able to
infect someone. That is why you must not give blood if you are at risk of getting AIDS or other infectious
diseases. If you think you may be at risk for HIV/AIDS or want an HIV/AIDS test, please ask for
information about other testing facilities. Please do not donate to get tested for HIV, hepatitis, or any
other infections! ’
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~ Washington, DC 20006

Travel to or Blood donor tests may not be available for some contagious diseases that are found only in certain countries.
birth in other If you were born in, have lived in, or visited certain countries; you may not be eligible to donate.
countries
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CJD Information Sheet

What this form is about
This form explains Creutzfeldt-Jakob disease to the donor.

Who should use this form
~ This form applies to collections staff.

Revision History

Revision
Number Summary of Revisions
07/04 | Developed and released prior to revision history requirement
+ Removed watermark so sheet can be printed from eDOCs or eBinder
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'CJD Information Sheet + American

Please do not donate if you—
e Since January 1, 1980 through December 31, 1996— :

"-Spent a total time that adds up to 3 months or more in any country(ies) in the United Kingdom (UK).
-The UK includes any of the countries listed in Table 1 below.

e Were a member of the U.S. military, a civilian military employee, or a dependent of a member of the U.S. military
that spent a total time of 6 months on or associated with a military base in any of the following areas during the
specified time frames— )

-From 1980 through 1990 - Belgium, the Netherlands (Holland), or Germany
-From 1980 through 1996 - Spain, Portugal, Turkey, Italy, or Greece

e Since January 1, 1980 to present—

-Spent a total time that adds up to 5 years or more in Europe (includes time spent in the UK from
-1980 through 1996 and time associated with the military bases in Europe as outlined above).
-The European countries that are affected are listed below in Table 1 and Table 2.

-Received a blood transfusion in any country(ies) listed in Table 1 below.

-Received an injection of bovine (beef) insulin made in any of the countries listed below.

e Ever received—
' -A dura mater (or brain covering) transplant during head or brain surgery.
-Human pituitary growth hormone (brain extract). _
* Any blood relative has had Creutzfeldt-Jakob disease. A blood relative is your mother/father, grandparent, sibling,
. aunt/uncle, or children. ' :
e Have been told that your family is at risk for Creutzfeldt-Jakob disease.

If any of these apply to you, your donation cannot be accepted. If you have any questions, please
ask us. We sincerely appreciate your support. ‘ :

Channllands Falk lsland T J Isl o an :
Gibraltar Northern Ireland

. ¢+ Hungary .
¢ Austria + Ireland (Republic of) ¢+ Portugal
¢ - Belgium ¢ ltaly ¢ Romania
¢ Bosnia/Herzegovina ¢ Kosovo (Federal Republic of ¢ Serbia (Federal Republic of Yugoslavia)
¢ Bulgaria Yugoslavia) ¢ Slovak Republic (Slovakia)
¢+ Croatia ¢ Liechtenstein ¢ Slovenia
¢ Czech Republic ¢ Luxembourg ¢ Spain
¢+ Denmark ¢+ Macedonia ¢+ Sweden
¢ Finland ¢+ Montenegro (Federal Republic of ¢ Switzerland
¢ France Yugoslavia) ¢  Turkey
¢+ Germany ¢+ Netherlands (Holland) ¢ Yugoslavia (Federal Republic includes
¢+ Greece ¢+ Norway Kosovo, Montenegro, and Serbia)
i
American Red Cross Biomedical Services Page 1 of 1

Form: CJD Information Sheet . ARC F6628CJD 05/08




American Red Cross S ~ 1 DocNo Version -
| Biomedical Services } 14.4 ja021 11

JobAid: | 2 L o Lbey

' Medication Deferral List Qualty Aesurancel.
Approval date 95,04/ 0

Please tell us if you are now taking or if you have EVER taken any of these
medications: :

Proscar® (finasteride) — usually given for prostate gland enlargement
Avodart® (dutasteride) — usually given for prostate ‘enlargement
Propecia® (finasteride) — usually given for baldness

-Oooaon

Accutane®, Amnesteem®, Claravis®, or Sotret®, (isotretinoin) - usually given for
severe acne '

Soriatane® (acitretin) — usually given for severe psoriasis

O

Tegison® (etretinate) — iusually given for severe psoriasis

oo

Growth Hormone from Human Pituitary Glands — used only until 1985, usually for
children with delayed or impaired growth

O Insulin from Cows (Bovine, or Beef, Insulin) — used to treat diabetes
O Hepatitis B Immune Globulin — given following an exposure to hepatitis B

Note: This is different from the hepatitis B vaccine which is a series of 3 injections given over a 6
month period to prevent future infection from exposures to hepatitis B.

O Unlicensed Vaccine — usually associated with a research protocol

Please tell us if you are now taking or if you have taken any of these medications
in the last 7 days:

¢ - Clopidogrel

e Coumadin (warfarin)
e Heparin

¢ Plavix

¢ Ticlid

¢ Ticlopidine

Anmerican Red Cross Biomedical Services May 2006 Page 1 of 2
Job Aid: Medication Deferral List 14.4.ja021 v-1.1




IF YOU WOULD LIKE TO KNOW WHY THESE MEDICINES AFFECT YOU AS A
BLOOD DONOR, PLEASE KEEP READING:

¢ Ifyou have taken or are taking Proscar, Avodart, Propecia, Accutane, Amnesteem, Claravis, Sotret,
Soriatane, or Tegison, these medications can cause birth defects. Your donated blood could contain
high enough levels to damage the unborn baby if transfused to a pregnant woman. Once the
medication has been cleared from your blood, you may donate again. Following the last dose, the
deferral period is one month for Proscar, Propecia, Accutane, Amnesteem, Claravis or Sotret, six
months for Avodart and three years for Soriatane. Tegison:is a permanent deferral.

¢ Growth hormone from human pituitary glands was prescribed until 1985 for children with delayed or
impaired growth. The hormone was obtained from human pituitary glands, which are found in the
brain. Some people who took this hormone developed a rare nervous system condition called
Creutzfeldt-Jakob Disease (CJD, for short). The deferral is permanent. CJD has not been associated
- with growth hormone preparations available since 1985.

e CJD has been reported in extremely rare cases in Australian women who took gonadotropin from
human pituitary glands for treatment for infertility. Gonadotropin from human pituitary glands was
manufactured and distributed outside the United States and was never marketed in the United States
to treat infertility. Human chorionic gonadotropin which is used for fertility treatments in the United
States is not derived from human pituitary glands and is not a cause for deferral.

® Insulin from cows (bovine, or beef, insulin) is an injected material used to treat diabetes. If this insulin
was imported into the US from countries in which “Mad Cow Disease” has been found, it could
contain material from infected cattle.  There is concern that “Mad Cow Disease” is transmitted by
transfusion. The deferral is indefinite. ,

® Hepatitis B Immune Globulin (HBIG) is an injected material used to prevent infection following an
exposure to hepatitis B. HBIG does not prevent hepatitis B infection in every case, therefore persons
who have received HBIG must wait 12 months to donate blood to be sure they were not infected since
hepatitis B can be transmitted through transfusion to a patient..

¢ Unlicensed Vaccine is usually associated with a research protocol and the effect on blood transmission
is unknown. The deferral is for one year.

¢ Ifyou have taken Clopidogrel, Plavix Ticlid, or Ticlopidine in the last 7 days, these medications affect
the portion of your blood called platelets. If you are donating platelets, your donated blood could
contain high enough levels of the medications that it could affect the quality of the platelets that you
give. Once the medication has been cleared from your blood, you may donate platelets again.
Following the last dose, the deferral period is 7 days.

o Ifyouhave taken Coumadin (Warfarin) or Heparin in the last 7 days, these medications can affect the
blood’s ability to clot, which might cause excessive bruising or bleeding when you donate.
Therefore, we ask that you be off of these drugs for 7 days prior to giving blood. Following the last
dose, the deferral period is 7 days.

Rt
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Tnal prevention of vasovagal reaction
—The effect of handing pamph]ets to high risk donors
' mstructmg them to take rest and dnnk water
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Abstract
- Among adverse events related to blood donation, vasovagal reaction (VVR)
OCCurs most frequently and its mcndence comprises around 1% of donors. It is well _
known that there are high risk populatlons who are susceptible to VVR.  __
= In order to decrease the mcndence of VVR, we prepared pamphlets that
_ _mstruct donors to take rest for at least 30 minutes and to drink water after
blood donation, and handed these pamphlets to2 hngh risk group donors: ﬁrst-hme
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yoimg whole blood donors and middle aged apheresis female donors. As a

result, the incidence of VVR decreased after handing the pamphlets to high

risk donors. Comparing the incidence of VVR before and after handing the
pamphlets to donors, mild VVR decreased in both male and female donors. As far
as the incidence of severe VVR is concerned, the incidence of VVR among

male donors did not change, though the incidence of VVR ‘among female '
400mL whole blood donors and plasma apheresis donors decreased sxgmﬁcantly
The pamphlets that we prepared effectively decreased the incidence of VVR

but we must consider other methods of decreasmg the incidence of severe

VVR among young male donors.

Key words: - blood donation, vasovagal reaction, rest, water intake
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Table 1 Questionnaire

Question 1. Recently, 400 m! whole blood donations from young persons (high school students) aged 16
or 17 have been discussed. What do you think of this idea?

® Approve if he/she meets the criteria (body-weight etc) defined by the Blood Collection

Standards.
@ Approve at or over the age of 17.
® Approve at or over the age of 16.
® Unclear.
® Unacceptable. [Reasons :

]

Question 2. Recently, apheresis donations (collecting only platelets or plasma) from young persons (high
school students) aged 16 or 17 have been discussed. What do you think of this idea?

@ Approve if he/she meets the criteria (body-weight etc.) defined by the Blood Collection

Standards.
@ Approve at or over the age of 17.
@ Approve at or over the age of 16.
® Unclear.
® Unacceptable. [Reasons :
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Table 2 Opinion and change in opinion concerning the acceptability of 400 m! whole blood donations from young per-
sons before and after reading a document about 400 m! whole blood donations by groups.

A group after before total B group after '4 ' before total
o|lo|e|lo|e| olo|e|o|e]|
® {175| 6| 3| 7{ 019G O (169 2 27| & 1] 1828 +
b 248 b - T 212
ol @ 6l 281 1| 1] o0 36 (1D }(74%) el @ 7 21 0f 1[ 0] 100 }(55%).
e | sfojlulz2]lo] 2 fleo | sl o] of o] 26
Tl @ [ 30) 6|60 & Tl @ || o7 | 3¢}+160" (42)
® 1 o 0] 21} 1 4 (1) ® 4 01 0f 1] 6| 11@3
aftertotal {217 | 40 | 24 | 55 | 1 | 337 aftertotal | 232 | 14 | 20 | 107 | 10 | 383
(%) 60 12| M 16| (O (%) 6] @ | G283 :
281 (83%) 266 (69%) A
Change in opmlon from @ to DA : 42/85 = 49% Change in opinion from @ to DO : 60/160 = 38%
®to@®O: 174 = 25% ®1d®d: 411 = 36%
 ®Ow® 24 =5% ®to® : /11 =9%
after ' after - i Fhetata to
before total £ T before_total
C group D group - ]
ojo|lelo|e| ® - ole|lealalel @
® | 9|22} 2] o] 105 (63 _ © |wr| 2| 2] 2| 3|86,
: 120 ’ B ‘ ‘
Pl @ | 26| ofo]l o] s }(72%) 2l @ | slizjo] 1] 1660 }(70%)
e | oflol7{0] o] 70 / fl o] of of1] o]0l 10
) 0 1] 2112 1| 26 e tl @ 19/ 1]0|3] 4).63 @) .
® 60| 1| 3]11| 21(3 ® 2] 0401 6 11§ (8)
aftertotal [ 117 ] 9 |12 | 17 | 12| 167 aftertotal [ 201 | 15 | 3 | 48 290
) || 6) | @ || @D %) 1691 6| Q) |07 (s)' Coe et
138 3% ' 219 (76%) o A
Change in opinion from @ to Q@@ : 13/26 = 50% Change in opinion from @to@@@ 20763 =:32%
®to@ADB: 7/21 = 33% Ot : 2/24 = 8%
B®to® : 3/21 = 14% ®t® i 6/24L 5%
A group ® Students in high schools giving mass blood donations '
B group : Students in high schools notgiving mass blood donations
C group : Teachers in these schools
D group : Parents of these students

ZLU,DEOHY, 2 LOBEICHATOBRITE 4
72, 72, 70,. 69%, @K% 16, 14, 22, 21%,
Ié%ﬁ%b%h&#ot.&ﬁﬁfd%n%h
FEL L) IC@OO» SBEA~ELL, BEOMEIC
B 84, 81, 77, 2%, @ix& 411, 6, 15,
19% L% 0, QI CERDOHH L DBOR LHS,
9% K% o 7d, CEBOLLEDBOD Y IIE(
Ladolz. BEZEAAADESEZD LD

BCROMMED ) 0BEREOWMOA (p<

0025) THor-.

A BOBRMERNIC X 5EE%, Tabled \ZRY.
B2 OB RR %5 12 400m! & 200ml BR1f & < id
&% 79%, T0% TEITED, o728, BRITLY
400ml BRI D@D 59%,

6% PERBEIENEEDY), BRAEXTEIEKI

%% 90%, 80% T, 400ml mm%’mi«) BEEI
% izoiz (p<0025). BRLEEHC X 24 AKhR
BREEICED LN 40mIOHFDB L ) E>o

7z (p<0025, p<0.05).

2) 16 - 17 OB RIS DWW T

HWEER (¥) 12 A, B, C DBEMIC, 336

200ml BKIWZE D ZhD
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' Table 3 Opinion and change in opinion concerning the acceptability of 400 ml whole blood donations from young per-
sons before and after reading 2 document about 400 m! whole blood donations by previous blood donations in C and
D groups.

C and D groups : see Table 2

Y ®to®

: Cg’:"“bm v after before total wnt?lgtotl;l?)od after before total
donaton | 0 (@@ |®[®] @ | dnaon | @ | @ [@|[@][® | &
@ (1 1] 1|0/ 83 @ J20(1(1|1] 0] 23
: 94 :
bl e [ 2]3 0jofo| sw@ .}(72%) el @ [ols]ofolo] 30 }é‘;%)
1o lolo|7] o]0 7 (5) fleolololololo. 0 ()
el @ | 8|1 o |n|1| aqae el @ | 2lo|2f1]0]| 5a0
® [ 6]ol 1] 2]6] 1502 ® [ olofo|ol|ls]| 5ae
aftertotal | 95 | 5 | 9 [ 14 | 7 | 130 aftertotal | 22 | 4.1 3 | 2| 5 | 3
- (%) B @|@an| ) (%) (61) | 1) (8) | (6) | 14)
| S — - | S ————— |
109 (84%) 29 (81%)
Change in opinion from @ to ®@®) : 9/21 = 43% Change in opinion from @ to Q@G : 4/5 = 80%
®to®AD : 7/15 = 47%
®to® 1 2/15 = 13%
D group with after D group after
008 blood befo(r;; )tota] without blood bgfo(rgtz )total
donation ONNONNEO! ONNO) donation @ @6 ONNG)
® {107, 0| 1| 0] 21 110 (63 @® |6 {21 2| 1] 7 @
122 79
‘e? ® 2j8j011f 0] 1 }(70%) 2 ® 1t 4700 0] 0 5 (4) }(69%)
ol @ [ ofolt] o] o] T~ Lo Jolololel ol 0w
el @ [ 15l0o o |2] 2] 3 @ el ® 410018 21 20
® | ofo]o| 410 14 ® [ 2]0 o 2| 7] uao
aftertotal {124 | 8 | 2 (27| 14| 175 aftertotal [ 75 | 6 | 1 [ 22| 10 | 114
(%) ()| ) D jas)| @® (%) ®6)| 5) | (M 19| (9
S ——— i |“_l
134 (77%) 82 (72%)
Change in opinion from @ to @@ : 15/39 = 38% Change in opinion from @ to @@ : 4/24 = 17%
Bto® 1 4/14 = 29% - Oto®2: 2/11 = 18%
:2/11 = 18%

Tab_le 4 Opinion and change in opinion concerning the acceptability of 400 m! whole blood donations from young per-

sons b_efore and after reading a document about 400 m! whole blood donations b

' nationss at survey in A group.

y 400 m! and 200 m! whole blood do-

after after

400.m! donation |- : befo(rgz)total 200 m! donation . befo(r‘;)tota]
e | @ ® 006 O) ®

Q@O | . 100 2 0 102 (79) QRO | 137 8 0 145 (70)

before] @ | ‘16 1 0 272D belore| @ 2% 31 0 " 57 (28)

® 0 0 0 0 (0) ® 1 2 1 4 (2)
after total 116 13 0 129 after total 164 ) 1 206

(%) (90) - (10) (0) (%) . _(80) (20) (1))

Change in opinion from @ to ®@®) : 16/27 = 59%

A group : see Table 2

Change in opinion from @ to @@® : 26/57 = 46%
®to@®DB: 1/4 = 25%

®to®@

T 2/4 = 50%
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Table 5 Opinion and change in opinion concerning the acceptability of apheresis from young persons before and af-
ter reading a document about apherersis do_naﬁons by groups.

after /
before total
A group
olelole|le| *®
® {163| 4] 0| 8| 0o | 175752 v
b 4 230
el @ 3121 1| 3]0 330 }(53%)
Ve | s|1]w|ojo]| 2m
Tl @ | 31) 8| 3|64| 0| 106(32)
® o] o o 0o} 0 0 (0)
aftertotal | 202 39| 20| 75| 0 | 336
%) |60y a2y ) |(@22)] (0)
| I
261 (78%)
Change in opinion from @ to ®@® : 42/106 = 40%
aft
C group er befogz )total
ORNOERCENORNG)
® tolz2] 1] 3]0 96y
b 109
el @ 7 1} 3 0f 00 4 (2) }(56%)
o olol| 7] of o 7 (4)
IR R 43 (26)
® 3l 0] .14{ 1] 8 13 (8)
aftertotal | 115 6 [ 12| 23| 9 | 165
(%) @@ M| G
) 133 (81%)
Change in opinion from @ to ®@®) : 23/43 = 53%
O®dP: 413 =31%
@to'@ T /13 = 8%

A, B, C and D groups : see Table 2.

(84%), 385(86%). 165(83%), 292(73%) T,

BB 1178 (81%) TH Y, Table5 IZHIRAEL S
AEOBY s v A EEEFRT. WHRECTE, A,
B, C, D BMEIZEHA%68, 51, 66,- 63% T, 400
ml BRI ARG L Y 4~T% S hdh o/
2, ABOBETTH ), BRETIMEL VP Edo
72 (p<0005). @ [bHbiv] &4 32, 47,
26, 30% T, B EAMUEE L Y £ Do 72 (p<0.005).
OIRBNETIEAEV]IIIR0, 2, 8 7% EPHT
»Y, A, BERIIC DEELY P EIo7z (p<
0.005).

BwHFHICIE, OTIREREE D 37~53% 75, ®
Tt A BERZ{%E{C DETELDIL, 5%
PEREBICE 2200, BRAETOERIX

B group after before total
olele]o|e| ®
® {162 3] 1 71 0 | 173 (45)
b — | 198
el @ 41 4] 0] 1] 0 9 (2 ]”(51%)
o | s|ofuf oo vw
Tl @ | 62| 9| 4|3 2 180 (47)
® ol 0] 0 2] 5 72
aftertotal [ 233§ 16 | 16 | 113 7 385
(%) GEOREORIV-) RN
' 265 (69%)
* Change in opinion from @ to @@® : 75/180 = 42%
®t® : 2/7=29%
D group after before total
olele|le]e| @
® [156] 1] 1 41 11| 163 (56)
Pl @ | s{z|o|o]lo| 2@ }\é%,) ‘
e ol ol 1] ol ol 1@
@ | 2] 1]0 |53 3] 8960
® | 1{olo] 3|1| 190
Caftertotal | 197 | 14 | 2 | 60 | 19 | 202
(%) ((HIRGEEOREC NG
213 (73%) ,
Change in opinion from @ to @A) : 33/89 = 37%
®@to@DD: 1/19 = 5%
: 3/19 = 16%

®to®

A, B, C, D#NEIZ 78, 69, 81, 73% (ZHmL,
@EE % 22, 29, 14, 21% B L. CHTRG®
bbIrLENLRAS L. BREED SO
bol=DiX DBEDOS% DAHR, ONEEK LS,
4, 3, 2% Thol:. TR BREONREH
#ik, BREEETIRBEIA CHE (p<001,
0005) &A%<, @TRBEIMAELY (p<
0.005~0.05), A BiZ CB# L ) (p<009)F o7z
®TIZC, DEUARITRCORRICELRD
(p<0.005~0.025). -

HiL, BRHC X A ARRRT S COBRICAD
h, BREZAEZCHEM (AE (p<001), B,
C B (p<0005), DE(p<0025))L, DIEEIC
®BA (A, C,D B (p<001), B# (p<0005)) L7-.
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Table 6 Opinion and change in opinion concerning the acceptability of apheresis from young persons before and af-
ter reading a document about apherersis donations by previous blood donations in C-and D groups.

C group with after béfore total C group : after - before total
previous blood without blood -
dnaion [ @ [ @ | ® | @ | ® (%) donaton | @ [ @ ®1®|06 (%)
© [B|1[1] 20 77 (59) © Jao]rjo0]1 0] 26 _
: 86 b ) 24
2 ® 112 (0] 0fo 3. }(66%) el @ 0j'1701]0f0 10 }(57%)
Lo lofols]olo] 6 Hoeololo[1]olol 10
el ® w1 o|s]| 1] 3ee el @ | 2lo]z |50 9@
Jo|slo]1 15[ 06 ® |ojojoflo]s]| 3@
after total | 94 | 4 8 1181 6 130 after total { 22 | 2 3 6 1 3 36
(%) (72| 3) | 6) | 14) ]| (5) (%) G © @ |an| @6 |
| P | | S—————
106 (32%) 27 (75%)

Change in opinion from @ to @@ : 18/34 = 53%
‘®to@®2Q): 410 = 40%

 BGto® 2 1710 = 10%
D ,group bmhg?l after before total
Pionaton |0 @@ | @ |® | @
® 92 0 1 1 1 95 (54)
108
Ple | 6fl6]o] o] 0o 2@ }»(52%)
e lolol1] o0l o] 10
el @ 1Bl 1 o3| 2] s7@
® | 0ojolfo 3] 7 10 (6)
aftertotal (120 7 | 2 [ 35 | 10 | 175
(%) 69| @ | [ o] (6
B | O ———— |
130 (74%)
Change in opinion from @ to @@® : 24/57 = 42%
®t® : 3/10 = 30%

C and D groups : see Table 2

BMEESZ 55 & (Table 6), CEBOBIMES
. &L, DEOBOEDY. % LEHEED
BB IL & 466, 67, 62, 66%, @it % 4 26,
25, 33, 26%, ®ix%~ 8, 8, 6, 8% T, BRIMEE
DHEZ L DZEIBD O d o 2. BFECIE,
BB %K 482 75 74 72%, @it % 4 14,
17, 20, 20%. ®ix C BBIMED h D ABA LT
W% o7k, HAETHBMMEIZ L 225112
DoNshol. —Fk, BRILINAENE
Bil@Zdon7-0i13, C, DR DICEMED b

DHT, MEDOEEOHEM (p<0005, 0025) @

DEL (p<0025, 001) BLUCEOGODRHL
(p<005) TaH 7.
ABOBMBERNIC X 5E%%, Table7 125

Change in opinion from @ to OO : 4/9 = 44%

D group | after A
. v before total
without blood v
dnation | @ @ |®|@[®| @
© f6 )1 |of'3[0 6
b — 75
el @ 216 )10] 0o 8 (7) }(66%)
HHoelololololo] v
el @] 9o fo |21 30 (26)
® 110101 0] 8] 9(O
aftertotal | 75 1 7 | 0 | 23| 9 | 14
% [©)] © |0 || @6

[ Se—————
82 (72%)

Change in opinion from @ to ®@® : 9/30 = 30%
®to@®2P: 1/9 = 11%

I A2 D B EE 13 400m! il B < i 77% & 200
m! BRIME D 64% X h% < (p<0025), #R/ET
i, 400ml B il F D@D 57%, 200mi Bt 1 & »
3B% PRBICED-12Z L0 0, BREOERIZ
Bk 88% L 72% V2757 (p<0.005) 2%, 4 A%
RVEETH 572D 40mI BMEZE DA TH -
7z (p<0.025).
3) RN ERDOEH ;
ORBRETRLZVIEDEEDEHIZOWT
iX, 400ml, RSBMMOERIZHBLTHY, C
HTIRZREBBRICH D, hHATCORLHS
5, RA(BBEHBZVIZ0E) I2hoTHLTL
'w,ﬁﬁ@%ﬁ¢u$<&91ma.%ﬁéﬁa
hka.itD#?ﬁCﬁkﬂﬁ@ﬂ&@%
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Table 7 Opinion and change in opinion concerning the acceptability of apheresis from young persons before and af-
ter reading a document about apheresis donations by 400 m! and 200 m! whole blood donations at survey in A group.

: aft : : aft
400 m! donation : : l befoz’;)to tal 200 ml donation - il - befoz;)to tal
o | ® ® ' 06 ® ®
006 96 3 0 9 (77) 006 123 8 0 131 (64)
before| @ 17 13 0 30 (23)  before| @ 2 50 0 75 (36)
® 0 o | o 0 (©) ® | o 0 0 0 (0
after total 113 16 0 129 after total 148 58 0 206
(%) (88) (12) (0) (%) (72) (28) 0)

Change in opinion from @ to ®@® : 17/30 = 57%
A group - see Table 2

12, KACE LWHIBASZD v, SR D
BBy, 74 vy —EHORE GEM) HAR
W, LORENEHoT. TNHLORMBIIERLYHE
AREBTHIILALOESECEIZE L, BRILE
BOBEIZLHZELRDONL o705, RESE
DFT 2B LT HLOOPLONDERD, C
#HZ L AdHo7=. .
T HAEOBBELEY SONDEETIE, BHT
EHZv, DECELVHNSZD R, ol
B2 EZLHRELOBENETOATVAY, @
~OEE I BH ORI 2o 7z,
, % B

SHTFH S MERRAEE LTI, Wik
OME L FEHBEEC X AEHIH L BLETH
5. BWiE T2V T, 1986 £ 400ml £k &
BARmMOEA, 1999 SEDERD ERD 69
DOBE ETENDHY, wIhdBENBERICHREY
Thol. SHOBMEBOEHENKEL LT, %
TERETORMEEIELTLIEHRBO LS
 OBMERDLIBNETHILTHED, EbHIT .
I3BILE 200ml O MERI LA CTE 2w 16, 175
DEEE EHE) ZHRITLT, 400ml €1 & K
SEHMEBATLHEIEORFEEZRFATHILTH
5. .
FAEDERBEEMNO A 2RI OHER
RHDE, BAEBESZILEVENICH S5, 16~
19 MOBIMEIL 19854 % ¥ — 7 I RO K T
HAEETH Y. Z0k) ETEROBH®
—o ¥k LT, E#FREO 8RR AT 200m!

Change in opinion from @ to ®@® : 25/75 = 33%

£iftHES 5 400ml L ER~ L KBCBFTL,
200mi &M BE DR MERE 5 OEHESFBR L T
ETwaIlrs, BRM#E Y5 —Tid 200m!
SR T2HUTHEILEBTFOR
. LaLads, BliDEo»ni)e LTRKRE
BRIl % 2T 2 MLEFS W EOREFDH DT, B
BERLEZOBOBRMBEMEICKE 2 RE %2
BoTwalwislehb, LHEBRNLER
ERRmEEET S BN BEEEIOND. .
Rk, EZNLReEL LI, HEW
LAEFEL R ER &RV, 1986 £ DRI
HHETRHICIE, 400mi MR & BSRMEF D
WA ERDBER T SROLBEOHE LTHR
L, ZTha12~13% LA (E#H 50kg T 400
ml{R1) THNITREEVE ShY, Rk Z
L b BE SR TV EY. 2O LIZFERIC
BB LZWEEZ oh, BEHCEBM T 16
ER@Edr VR TOBRULLETCIRMI TR TY
5%, BT AERNIC X AFEAGTIR S h TR,
L L, 1986 4EORMEREDHERIT AR
ZANBVC L EZERLT, B8R LEShIR
BRH5. '

SEOT v — FRETH, 400m! LML T
67%., BABRILT 61% 7%, FICHEFORMELE
%ﬁthwnwm,wﬁfoﬁlKE&Lf
WBI s, BETCRAFOSERBFOLTY
2bDEEZLNE. TOZ LT, WRILESD
BRAEAL 20 FEE L KB (fTbhTE T
BIERD, LYBRFoTETWHEILDENL
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BVRBTHS). S5, BIfEET 400ml L1

CBRILIZDOWT [46%w] P& Lt 32~
50% 2%, BE (RmFEEHK) %50 TRRRE
BRICBRICELLZE, S5CRSBmicovT
RIS [F 6 %] L oREEhD 37~53% 2%
BICEDLZE, L D[R BRETREVI(K
FE) DABIS VD OOBRHRME I IRE
B LbTRRBITHo 22 Lid, 400ml 2l
RPRABRMICOWTOERY BRI 2212k
D, BREWEMT A EE2RLTWS, 7
C. D& (¥R, XH) CRBROLEBREDHN,
F2 AR (BRLFERHR) Tid 200ml BRILE X H 400
ml RILEDIZ 5 %%, BRHRHE OB~ DR
PRdotz. BREDS CIZHE 200m! BT
H2ILOERTIE, RLBRIFBHABTOE
BrL VBRI IHENDHLLEL LIS,

W TORRE LTk, Bk coRmE# (£
IZRINE LER) 2 EEOR—ANR— VRS
L#R 2mRmidkEsokg UL, RnE
450~500m! DA, EWMOTRIZ 17 H 5318
RS o725, RECI—BICIT 1782 LT
WBHDD, —a—T—2, HYITrL=TED
THTIXI6ETCLHORESSNITLL, T4
F—=ZFIV7TH 16, 17ROBRIMIZITBEOR
BERLELLTVA. B8, —a—3— 2 M 16
BPLLELZZDIX2005E4 B THIHY, Skt
ZOMOMIZBVTHERDOTROBLE LHFb
H330rBbhs.

VEDZEL, SEO7 v — + BEEBLH
SBLoREH»S LT, 16, 17T 400mI 2k k
UBRSHRMOERIZITEETH 2 EERB. XHBT
(X9 TIZ 200mi £IMMIRMAS 16 BA ST b TV
S2IRRZHT ZhiZ, BEZOREOLERICS
WTRSEBRETREEETHA .

AR LS BHEHRBRBIH S CER 14 £5) 1=
LoD CH5B.
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INTRODUCTION OF 400 ML WHOLE BLOOD AND APHERESIS DONATIONS FROM
AGE 16 AND 17 (HIGH SCHOOL STUDENTS) INTO THE BLOOD PROGRAM
—INVESTIGATION OF CHANGING OPINIONS BEFORE AND
AFTER REVIEW OF EXPLANATORY DOCUMENTS—

Michiko Takenaka®, Tadashi Kamiya®, Sayoko Sugiura?, Hisami Ikeda”, Hirotoshi Shibata®,
Yoshiaki Maeda®, Kazuko Murakami® and Masaru Shimizu®
DKanagawa Health Service Association

?]apanese Red Cross Aichi Blood Center

9Japanese Red Cross Hokkaido Blood Center-
#Japanese Red Cross Osaka Blood Center

9Japanese Red Cross Fukuoka Blood Center

®Department of Laboratory Medicine, Kyorin University School of Medicine

. . : .
In order to obtain more blood for an increasingly aged society, a questionnaire survey was con-
ducted to discover whether it would be socially acceptable to accept 400 ml whole blood (WB) and
apheresis donations for the blood program from young persons of the age of 16 and 17 (mainly high
school students), who are presently permitted to donate 200 m! WB only. We surveyed high school
students who did and did not participate in mass blood donations in schools, their high school teach-
ers, and parents. They were asked to reply to the same questions before and after reading docu-

_ ments explaining both blood donation types. The total number of respondehts (rate) was 1,450 (81%).
Before reviewing the documents 67% answered “acceptable” to 400 m! WB and 61% to apheresis,
and '28% and 35% ans_wer,ed' “unclear”, respectively. One-third to oné-half of those who ansewerd
“unclear” changed their opinion to. “acceptable” after reading the documents. This resulted in an in-
crease of “acceptable” opinions to 77% for 400 ml WB and to 74% for apheresis. The proposal was
“declined” by around 10% or less in both questions. ‘ S

It is considered that the introduction of 400 m! WB and apheresis donations from young persons
into the bleod program would be commonly accepted after informed consent was obtained, and that
the provision of suitable information on these donations can gain lead to an increase in acceptability.

Key words : Young donors, 400 m! donation, apheresis donation, intervention survey




