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@ BEMHOERLRTF

A i RN RO B HE NHESER 512 X % 2003 (H15) FO @@ 7= ThD%E [Fibrinogen HLAl
\Z &% HCV &G DFEH] ] Tl TRy | o TWeNSkD 7 4 7V 2 U fFlow y b o
HCV B 27 L T D,

FT. MO 4 H50uy 0T 4T UKL U7 47 ) ) SRR ORE 2% 13
ANDBEDZENZH)E HCV RNA i L, PCR THilE L T HCV OfFFEZ R L T\ 5, iz,
T4 TV URAL BEOENENORKE 7 o —=2 7 L RS ERE Lo L FEC R
TEBEGR 2 fRAT L 7oAk 5. MIF O FEIMNEELAI 72 1) C e < INELANZ & HCV 2FAE L7 2 & &8 L C
W5,

HCV OB RO EZRH Y 72 21X, 7A IV AT 1la®MlRZ0olizxt L, HART
IF1la 3T E A ERO LT, 1b 28 70-80% % HHTW5D, EFEORE, 747V 7 7 U 8ANC
WL, =X VARSI ND 200, WL DD genotype DV T — 2 NEFEFNTWSZ ENHL
MR o> TWD, (BFIOK B >~ ML 3 DD H7e 5 genotype NIRRT TE LD Z & VHH
LTW5,)

E%E 4-9 4200y FAHICEZEN S genotype DEG

HCV Clones in Freeze-dried Fibrinogen Concentrates
Supplied in 1986 and 1987

Unheated heated

F6769B F6772A FOO6HT FO15HT

May, 1986 July, 1986 March, 1987 August, 1987
n=21 n=18 n=15 n=17

148 (fmoln) 110 121 98

25 (Kiu/mi) 21 30 22

HAD BRI, BHEA INEEEE, JrE e, R

PbXo, Y7 7Y 27U 8ENC HCV B FEE L, BEFIEZ ORA] (SmEEA]) Crg: L
TWDHZ ENRHALMNTRSTND,

F72, Fry hOHCV 7 v — v OBE RO ERD L. WS ODORPFEL TND Z &h
O JFEHIAER 7 — L ST DH Z &0, JFMEIZ 7 — 1325 2 Lick - T, S I 2 igo HCV
NEANZIBAL TWEZE LN ER->TND,

16



® FE#H (b F0EE) OMERICET HER

e F R D fE R 0D i OB A A2 ATV TN 2 A

L% 7 47V 7 R/AIOEA BT, 1993 (H5) 49 A 30 HELELIED v v b CTEHPNEKILIZE) Y
Bz on5ETE, KEOT L7 7itafoc, @EORFE, hFEoa T oz 8L 77
—HEEOWEAMEED DA L2 R M HROJFEEHIAEN AV o TW b, 20728, FEHLEE D b
DML & b U TRERIES FV, £o, RIS, SR0 7 47U 7 7 AN E £ D HCV Offs
TRIOMHTIZ LD, BRELTHDZ EBHALNIR>TND,

1979 (S54) - 4 H OMEEE JAMA (the Journal of the American Medical Association) \ZH#FE S
LT 5 Ness & Perkins O 3CH T, 727 — /VIMAE DGR R/ STV 2 R A2 B AR,
ZOfEBMEEZRET D2 LIEIMRETHoT2LE A, 2O X ) RAEREDOESWEMEZ VT2 &
IEHETH T E XD,

17



i) WEOFHEOY FOXESOMER
® 24TV 7 HROEECE FHREDFHEAY FOKRESITDONT

747U 7 AR OBLETIE, T SIVTFRHILE D B A M T D, T 4 7Y BRI
EI N T\, LR, 8 TRICBT 2 7 — Vi DWW TR AT 9,

1962 (S37) D7 47V /) —4 > —BBank OARHFFHHEICLDLE, 12y POKESITHONT,

[i#E% 500L 752 1,000L O 7 — /WZIRA L E W) i s ST b, YiFT 1 8] 200mL %
MLTWEDT, 11y MIE 2,500 A6 5,000 ANyZE 7 —/L LTHHE L T2 &ic 5,

2%, H20.12.19 Mo =ZEedtgst [TRilda) 1Ickdom% )] I2ks e, H 1 vy MY
720 OJFEHIAE R, BAIORGEAREIC LV EEhRH D | @ 2,000L 225 8,000L FRE L 25 L S
NTWD, ZRBIIAN BRI L2 b DITHYS 3 5 202DV TUE, Wz e fE (A f X
Wil XV EHTAHALOD, B 1 ITAND 2 GARELEEZ LTS,

4 RENSOEZICIIUE, 1 ASYDORMEZEH AL 600mL, ERNM 200mL ELTHRELEZABTH S,
18



Q@ HEOFHEEOY FOXRESOMERICHT HER

T—VIMFEO K E S, 1962 (S37) D7 7Y/ —% > —BBank OEKGEHFEEICH S [500L
5% 1,000L O 7 —/VIZIR A 33 XL H20.12.19 30 =284tk [Tsila) iIokt4 5E1% (2) ]
I2& 5 TlE 2,000L 76 8,000LFEE ] L9 b DO TH Y | Hifl L7z AEICHE ST IEHR AT 2 H
ANBEIZ/ D EEZEZ BN TWD, JFHEHLIEE O b ORI & I L CTRERERRWZ L bMETH S
ML EDT =NV DREZPRIZTA NV ARADEREP D TE SR> TNDHEF I TN TED,

Ll BTN REEO B s AMEZARZ & @ [Fibrinogen HANC &5 HCV &Y OFEB ) (2003 (H15)
FRFEK) 2 E LR TRAMIZE 2N IZEAEETOr Yy NTRADEZ > TWeEB 2 b,
FKEREDERROFRD—>TH Y, REORE TRICHENA T2 L EHI 22570,
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i) DA4IAFEILNIEDBER
D VA ILARFLREDEE

BE 4-10 247V /5 UHAADIANAFFLNEBDEE

B A BE
1964(S39)4F 7 47V ) —4 > —B.Bank #E&KR
67 9H SRS PR S AL PR
1964(S39)4F AT A, B e AT 7 b R A E i,
Eils B7a AT 7 AR FEHEBR AR T I E TIX 7 V2N, 1965.11 DS CEI
1965(S40)4-tH 7 A T I AAENERSATVD
1972(S47)4F HI RY SR CTERIKINECL S HBs HUF A 7 U —=" 7 Bi%h
7 H
1977(S52)4F 6 H A KU 528155 HBs LAY U —=1 7 {5% RPHA JEICAET
1978(S53)4F 8 H HI RUAFRKET VT 715 B,

ZORFETT A7 7 TIEHBs HURAZ )V —=27 RIA{) #FEELTWD

1978(S53)4E 9 A

A& V7 T O HBs HUR & ERBRBA 8

1981(S56)4F 3 H

BB (N4 dL) T HBs HUR A E R BB 1A

1985(S60)4F 5 H

TN 7 IS THHIV iR 2 7 U —= TRk

1985(S60)4E 11 A

FONMBH + B 70 A T 7 B ORI e v bR RGE L MR, Lk, B
TREF T NURAFRREIL R oTD, BT REA T AT A TH
HBs 7 17 U » &3

1986(S61)4F 7 H

TIVT 7FICT GPT 227V —=> 7Bk

1986(S61)4F 10 A

B FUFFICTH HIV LR, GPT 227 U —=> 7k

1987(S62)4F 747V 47 HT (Ongh) $E&R
4H30H 60°C 96 IR7 [ o> HE t iU ER

1987 (S62) 4 7470 A HT gy 3858
6H11H

1988(S63) £ 9 A

S R FFIICTH HTLV- 1 Hifk 227 U —= > 7Bk

1992(H4) 42 A

TOT 7RI TH HCV HUE A 7 V) — = F B4k

1994(H6) 41 A

TNT X E R E&TOMBBRANZ SV TR (g dn) (2T HCV B
IR BB AR (707 213 1994.11 & 9 BAR) . HCV RNA 23 S/ o
L A MERR LTI 2,

1994(H6) 4 T4 7V 7 HT—X FU (g4 SD 4L8E) SUERGRES,
8H 12 H 60°C72 KFfE] O R MBVLVER 2N %, SD ALBR % S L 7= 6
FORHMAE X, M8~ b L0 EPNEkf R
1994(H6)4= 747V 7 HT— 2 FU (UnE+SD AUeR) 3658, EFREEEICH LT 47U
12 15 H 7 VHT—X RU (N3 OTEEOR A MR L., TEEN HIVLZHEZ f LAN

7o GRS DRiek/e L)

1996(H8) 4 4 H

ETOMmBETEEFEONT, FHfBAl O dh) 12T HIV-1 R E R B 4

1997(H9) £

AARF+FAIC BT, RHAVEIC L A SV R T A L2 BI9HIR A 7 U —=1 7B
ﬁL\

1997(H9) 4 9 H

£ C O MHEST B OV TRA G (3 0dn) (2T HAV iERERBA 46

1996(H9) 45 10 A

4= C O i 35y T A LOU‘VC%%@ﬁ (NriFidh) 12T HBV BB iR Bk B Ak

1998(H10) 45 A

HEREE (19984 | F)Jr%& BREEASEOR) iI2B W, JREHLIEIZ oW T
HIV-1, HBV, HCV BT % I =7 — VR R ER B 1A

PLED, 747V 77 BB ERIAR D NELRB DO LB L £ L HIZbDTH D,

FlEfE IS N F—2 2 ) —= U T OHEOIBEIZHOWT, 747V 27 BB DL 5 EME
HRETHHIHI FY 45, KET7T V7 7B KO H AR FAIZBIT DL N F—0R 7 ) —=2 0%
BT 2B E 2R,
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E%E 4-11 HCVIZEF B F+F—RHU—=24

A

BME

1985(S60) 4= 5 A

TIT 7HIZTGPTICL D RF—R2 27 V== 7Bt (4TIU 2B 2 5 & O & HERR)

1986(S61) 4 10 A

HIFV+FIZTGPTIZL D RF—R 27 Y —= 7 Bn (IEF ERREO 2 £520 F
% HERR)

1988(S63) 4 3 A

B FUAFICET D GPT IZ & 282 1EH LIRS SGT

1989(H1) 412 A

HARIZIB W THL HCV Huif ik & el 38T 7T
HARHFAEIC THHCV R R —2A 27 ) —= 7 Biin

1990(H2) 4F 3 A

AARIZIBWTH HCV fiii s &l FE5E 5
HI FUFFICTHHCV filk K —2 27 U —= > 7 O Tt & Eli

1990(H2) 4 7 H

(B3 KU+ ol 5 —pg)

1992(H4) 4 1 A

B2 FY i TRE Y — v ic 1) 5 5t HCV Huifim i pi b

1992(H4) 4£ 2 A

TV 7R THHCV Hiik R —A 27 U —=> 7Btk

1992(H4) 4F 4 A

KIET FDA A EEHIE~OF HCV itk RS —R 27 U —= v 7 Efiz i

1992(H4) # 12 A

ik 4 7Y 7 HT-2 KU (OnEy) 558

1998(H10) 4 5 H

A8 8 R I 2 CRBHIEEIZ >\ T HCV IT3 % I =7 — /L NAT BifA

% 4-12 HBVIZCEAT S FF+—RHU—=24

R BE
1971(S46)4E 12 H HI RYUFHFIZTHBs JUR K —R 7 U —= 0 7 O TR iith
1972(S47) &7 A HI FY+RICTERKBNEICL S HBs HUR R F—2 27 U —=" 7Btk
]

1977(S52) 46 A

HI RY+RIZBT S HBs §UR R —2 27 U —=0 75k% RPHA JEICAE R

1978(S53) £ 8 H

HI RUAFICTURB Y — Iz BT 2 HB s Ui &R (EERH)

1978(S53) 4 8 H

HI RYUAFERKET VT 74152 EI, ZORERTT V7 74#0% HBs HuJ K h—
A2 Y —=v7% RIAJEITTEM L T\,

1985(S60) 4F 5 H

TIT 7HIZTCGPTIZ LD RF—A 27 V—=V 7Bt 4TIU 2B 2 5 & O & HERR)

1986(S61) 4F 10 A

HIFV+FIZTGPTIZL D RF—R27 Y —=7Bn (IEF BRED 2 £520 F
zHEER)

1988(S63) 4F 3 H

B FUA+FICET D GPT IZ & 282 EH LIRS SGET

1990(H2) 47 A

(A3 R U+t v & — )

1993(H5) 4 12 H

kiD= 4 7Y 7 HT-2 U Oy 558

1998(H10) %5 A

1A S S 8K CRBHEIZ >V HBV ITBT % S =7 — /L NAT B4

E% 4-13 HAVICET B F+H—RO)—=¥

A

BE

1985(S60) 4F 5 H

TIT FHIZTGPTIZ LD RF—A 27 V—= 7Bt 4TIU 2B 2 5 & O & HERR)

1986(S61) 4 10 H

HI FV+FICTGPTICED =227 V== 7Bk (EF LRED 2 F2 1
zHEBR)

1988(S63) 4 3 H

HI FUAHFICET 5 GPT OHEBRHUE A IE 5 LRI SET

1990(H2) 47 A

(A NV FFoflit s ¥ — A8

1993(H5) 4 12 H

kLD 4 7Y 7 HT-2 U Oy 558

% 4-14 HIVICEATE FF7—RHyUY—=25

A

BE

1982(S57) 4= 12 A

TIVT AT T R =%t LT HIV (ZB+ 22 2 Blh

1985(S60) 4F 3 H

FDA 735t HIV JuifaddE £ 7 n]

1985(S60) 4F 5 H

TV 7RIS TH HIV HUk R F—RX 27 U —=> 7Btk

1985(S60) 49 H

HI FUHFIZTH HIV UK R —R 7 ) —= 0 T O Tt s
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1986(S61) 42 A

H RIS THL HIV HURR i A£G

1986(S61) 4F 4 H

HI RYHRICTHHIVIUE =27 ) —=0 T %2 R =IO\ TRk (7272
L3y AZL)

1986(S61) 410 H

H RYHFRICTHHIVHKR K —2 27 ) —=0 7 %4 FF—I2 o0 CRtA BRiE
L)

1987(S62) 9 H

I NV TR — v i 3515 291 HIV Suis sl bs

1987(H2) 47 A

(B RV HFofgit o 2 —HiH)

1998(H10) 45 H

IH & E Sz TEBHIE I DWW T HIV- 1I2B89 % S =7 —/L NAT Btk

@ VANARFLNEOEERRICE T2 EEDRH
VA NV ANECALE D ZEEBOFEIIZHOSN T, FEE RSB T, BN ED LD 7ok - 38T
R ITIE A IR R Te B BT 55,

7) RS RS 0IE

E N

FAMRIRETE A ORRT &2 BIAA T DRI & 72 o T2 W0, RS ORGREIZEE 42 ERHITE - Ty,
Ll BADOKEZBLAT 2RI & 72 > T2 FRICHOWTIE, BEERENL, IRD 2 8 Tho7
ATREVED B % o

/> MINIMUM REQUIREMENTS : Dried Fibrinogen (Human) (2nd revision, NIH, October 1,
1954)
BB R T7 07V 2 7% 0.3% L LD B 7 a4 Z 7 b o A MSFEHE
IR SN TV D ERMRBH I L > TRE IS | it STV 5,
< > OKES v 4 — MO T 7Y ) MH OB BT 5
- BERYFAEICBNC, 747V /7 —BBank 2NEGEKGR Sz 1964 (S39)
FUEEZT 7Y 7 U9 - BEEICBE G LW eE D, YR KED v &4 —fh
D747V CRBNIESIMER A S LTV Z L 2R L TV B OR SN
\_ BHEhTns,

B, BMRORBEOFELE L2 T o VAZOFEEICE L CiX, B#EERN <, 77—
BV EIY AEIZEB W THIFRDIE LN DTl ORI E > TN D,

5% EAR L
WERZAE (B 25378 D& A 12 2 —/L/ml IBE) OB EMRIICET 28I S T e
W FL. TU— FRBEBEERYFEECBOTHIFERAELNT, RS TWVD,

eI
BESIEENE STV D 1980 (SH5) 4ELLME. 1987 (S62) 4 4 A IENNZEGLH o flyE 2 v 1k 4
HET, 747V 77 U RBNITERIVRBE L N i ST 5, £72. BUEENE - Ty

5 H14.5.31 =2 v =V 7 7 —~f#HEE p.18-30
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1979 (S54) FELHIO 7 4 7V 7 7Fr ORGETRICBW T, BiERGLFEEEOFEREND
LN N ER SN T b D LT 52 LR TX 5,

1) B7OEXSY L u0E
L YN S

B7ubt AT s b ABELOEARFNE, 1965 (S40) 45 H 19 B T OHHMFZEE 5S4 207 &1
Ko TRl LHEESND, ZOHMMZEIES TIX, B v 4T 7 h U ALBEE ARG O HPY
WZOWT, WEFHHT 4 7Y =7 3R e, miEHFRIEER TH D & DREE b TATND
BRI T, BATOSENMRBH DIZNNCR—F « Fa bt F - 57 s OTMERATZ ] LR
HILTVWD,

F7o. [ 11 A 11 Affofids (B Y +FoEERE) <hbd N7 7/ —
7o B.PL AHEOKET (21X, TB.P.L 28 Virus O RIELIZBO TR TH 5 E Wbl T
LoGrippo (Z1% 1954 FFLRHMENCE 2 M ENH VY . HETHHTH, $AZEOH L (1963) KH Y
F9.) L. BTREFT I M URBOB ARG A BIET DRI L Ao T FHRIZ OV TR L T
Do

INHOWE T, [BPL ALE L~ 28 U7-56. RO AEN DI TBPL & 8MR
FRST 2 OFH U728 A 430 NSRS L7223, ifﬁkw%é%ﬁﬁ#otjkwot_&ﬂ RN
NTEY, 7 AT 7 FAHOBARG ZRRET DRI E o7 b D LW T 5,

¥, FEERIZ 1965 (S40) 4 11 AUGTOWAMCEICIL, HETRICBWN TR Y477 h
WA E L TWD Z ENPFRIN TN D

TEARHL

ANERDOFEEETIZ, VA NVA TR, HiE TH 2 Aerobactor aerogenes & H T\ 5, ZD
AR 2 FRAR & LT2ARIUZ DWW T, Bl L72WFEfi sk Tl TBIED & Z AIF% Virus OAEIEZ i)
DB IFENIRNO T B PLORENRZ 5% & LT Aero. Aerogenes Z V& L 7=, Aero.
Aerogenes 3K [E NIH ORISR IEICB OV THEE E L TED BN TW A EKET, -+ (K8
] EIRRBERTN S,

B

B7uevA T FUNATFAREELE o HH
1985 (S60) HIZp 74T 7 P NAFTREEL 2o TmHHIZHOWT, YEERLFEETNT
= NAEENOHERI LRI TO LY b O TH S,

(> K (BTRELTTZ L) ITEEBAMNRDD LD 2 & T, i A — I — RN &
ik L7z E G L C & 7o, D WITERERGE A Pk LT,
< » HIRVFFECZBTrEFTZ brafia L TnizENOSHcE T, B RY S
WHEZ NG T T OEHEE, KON AMEZBERICSHNO THERESR L, HI R+
L ?%%ﬁhﬁ%%%bf@%%ibko

B, BTBREAT Y b, KIEET TESODITOIE S TRAEEIANIIERE L=,
23



BUETH HARERO — A — I —DMEHFIRL U 7 F o 8GEIH ST %,

B7uav A7 7 h AR X THLHBs 7 17 U U INALEE 2 52 L 7= B

7470 7 URIENCH HBs 7 a7 U VAR LB & 5 OISR IL A R BB 22 BT A
Wi Hen, L Lens o, Mg Al o f HBs Jrifffi & BEIAFR 7 4 L 2 D ARIE(L) (1984 (S59)
F1HTH) LW HEMESESBICTHE, 1985 (S60) FIZBFut’dT7 7 hUBAFTE
ML o ZBRIC, TORBFEL L TRMNESNZZ EN/HRTE 5, (LlENRROES %2 L
TOMNIZFET)

AR D EE

MV 2 FEHIL I RPHA 5 WX RIAEICE D HBs JURAZ U —= 7
EZTCODA, IEEORBIRE OB S, i S - 8AIT, FFREGO G
WEETH D LTV ARV, HEOMBESERFIATIANA NV EB—a D WIE, B
Ta vt T s b L AN O OF FHALBE A T T W AR, v axm A~ 7
A2y E VS EARZERBANCE U I ARE AL E BT,

Sefk. AT AR50 Brummelhuis 523, HBs Bt - L x 9 26 & Uz
AN, FLHBs 7 a7 U & &PRE T 0.4IU0/Mml & 72 b KoLz A, F
VR TU—IIRBIT D B BRI A I L & OREEIT o Te, ZOFIREIARRE RS
VIL, SHIXIA-BANCK LT, AR FikE B2 btz YHF OBk E 5 72
DIT, FREA OHT HB s Ui ofE 217 - 72,

ZORER, avaz A T 0.45~1.80IU/ml, §EME 7 07 ) UBAIC 0.113~
0.23IU/ml, 747V /7RO b BT 0.02810/Mml THY, 7 U A< vinbid
B ENiehotc, 7 U A~V P HBs 707 ) U ETRINT 5 kR, AFloY 22
WO ECRIF R FIEEEZ b,

ZhITA, RN THEBESNIZT 7 — MRATIE, [HHBs 707 U U IINEAT > 72 4R
Wamm-oTWie) EEELZ 641, Wb BRIFGREZARNE LTS EFEZELTWD,

B7uv A7 7 FAEEB LWt HBs 7 a0 7 U U UIIIALERIZ B9 5 Y R DO aRGR

B7REAT 7 AR LSRR & OOFHZIRICOWT, YRFO I RU +FE (U 4 L AR
TEGIZ =7 = 7 b EIEFATHROD, DRV ANTH L E b Tind, | 6L 38k L T 7o Bk
Thd,

—Ji. Jt HBs 707 U UHINC K% B RUFR T 4 VARG IEZIRIZOWTIE, Brummelhuis 5
DWEICHESE, BT v AT 7 BT 2 B RFRBA VR 2 W LT LHRE S L
TW57,

6 H14.5.31 =3 Y = )7 7 —< 52 &E 2-(6)-7
7 H14.5.31 =&V L7 7 —<HHEE p.24
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FESpR I

B7a AT 7 N ARG SAVEREHNIATH 23, IHI FU+5TiE, 1964 4 (B3F0
39 ) ~1965 F (BFn 40 42) IRt SN2 b D LHER I TWD, ZDk, 1985 4 (BEFN 60
) 8 HE T, ALEMRTOI TV,

F7-HtHBs 707 U RAINIE, 1985 (S60) 4 8 HIZHHiAS4u, 1987 (S62) 4 2 H X TiTh
iz,

D) EZIRNNEAANEE
PN

SRR A A T URFICHIVICK L TR D MR ARNE LB 2B 270 ) T L2 HE LT,
Rouzioux8, Dietzs®® . Rosenbergl0 s D5 2R AL & U CrzBMBVLEL O fES 2 Blis L T\ 5,

LUFICHRET O Z <7,

B 4-15 RZEMBLBOREEE

B A BEAE
1985 (S60) 4=2 H~1986 (S61) 411 A FHE=F — 7 4 VA% O TINBLER G D%
FEICOWTHE
1985 (S60) 4 4 J FoatehFge it 2 %47 U, BB % Bith
1986 (S61) 411 H ARINBGLERSEAE 351 D AIDS U ¢ L ARIE(LE
1986 (S61) 4F 3 A~1987 (S62) 43 H W BRI A RIMEIR o3 A
1986 (S61) 5 H~1987 (S62) % 3 H DHURS M ORI T 15 ) 128 U 7o iR BR O e
1986 (S61) 4F 6 A~1987 (S62) 42 H IR R % 5 i
1987 (S62) 41 H~1987 (S62) 43 A H AR A it
1986 (S61) 4F 6 A~1987 (S62) 42 H kR O F
1986 (S61) 4F9 A~1987 (S62) 44 H H M FE AR & S
1986 (S61) 4£7 A~1986 (S61) 410 H — RSP AR B & e
1986 (S61) 412 A~ SVRE - RREIRIC % BRI ERBR B 4G
1987 (S62) 41 H~ PE S AR C R IR SRR A 4
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% . 1978 (S53) 41 H 6 Hf} Federal Register

[Docket No.77N-0409]
Fibrinogen (Human)

of Licenses5!

AGENCY. Food and Drug Administration.
ACTION. Notice.
SUMMARY. This document announces that all licenses issued for the manufacture of the
biological product fibrinogen (human) were revoked as of December 7, 1977. and the sale, barter,
or exchange of fibrinogen (human) by any manufacturer was prohibited as of that date. This
action was taken at the request of the licensed manufacturers because the effectiveness of
fibrinogen (human) is questionable and other products that carry lower risks of transmitting
hepatitis may be used in its place. The Commissioner further gives notice that fibrinogen
(human) already sold delivered by the manufacturer may not be resold after July 1, 1978.
DATES. Effective date of revocation of all licenses for the manufacture of fibrinogen (human) was
December 7, 1977.Exisiting stocks of fibrinogen (human) were prohibited from sale, barter , or
exchange by the manufacturer as of that date. Fibrinogen (human) in distribution as of that date
is prohibited from sale, barter, or exchange by owners or custodians after July 1, 1978.
FOR-FURTHER-INFORMATION CONTACT
Michael L.Hooton or Al Rothschild Bureau of Biologics (HPB-820). Food and Drug
Administration, Department of Health, Education, and Welfare, 8800 Rockyille Pike, Bothceda
Md 20014;301-443-1920.
SUPPLEMENTARY INFORMATION

The Commissioner of Food and Drugs revoked product licenses issued to Merck Sharp & Dohme

Division of Merck & Co. Inc. establishment license No.2; Cutter Laboratories ,Inc. establishment
licenses No.8; E.R. Squlbb & Sons, Inc. establishment license No.52; Bureau of Laboratories ,
Michigan. Department of Public Health establishment license No0.99; and Travenol Laboratories,
Inc. Hyland Division establishment license No,140, for the manufacture of fibrinogen (human)
and prohibited the sale, barter, or exchange of fibrinogen (human) by the manufacturers as of
December 7,1977.

Fibrinogen .is the component of blood that forms clots. Deficiencies or abnormalities of
fibrinogen, whether hereditary or acquired, may lead to poor blood clotting and abnormal
bleeding.

Fibrinogen (human) is a biological product that has been licensed since 1947. The product has
been recommended for treating patients who are bleeding and have low fibrinogen levels and for

prophylaxis in patients with abnormally low fibrinogen levels when a major stress to the blood

o1 ZEMER S (TR & DGR ARRETZ - T &R T B,
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coagulation system is anticipated. Because the human homeostatic process consists of a series of
complex vascular and biochemical reactions, fibrinogen level alone is not always a valid measure
of appropriate therapy. In most cases where the administration of fibrinogen is indicated, many
abnormalities exist and simple infusion of fibrinogen will not produce normal coagulation. For
this reason, the clinical effectiveness of fibrinogen (human) is difficult to assess, and there are
few valid indications for its use.

Fibrinogen (human) is prepared from plasma pooled from a large number of donors. Heat
treatment to inactivate hepatitis B virus in fibrinogen (human) will adversely affect the potency
of the product. For these reasons, fibrinogen (human) administration is associated with a higher
risk of transmitting hepatitis B than products derived from single units of plasma. In those few
clinical cases in which fibrinogen replacement is deemed necessary by the attending physician,
cryoprecipitated antihemophilic factor (human) and other products prepared from single units of
plasma may be used as a source of fibrinogen. This will diminish the hepatitis risk.

The Advisory Panel for Review of Blood and Blood Derivatives, established pursuant to $601.25
(21 CFR 601.25), therefore recommended that fibrinogen (human) be withdrawn from the
marketplace and that other products, such as cryoprecipitated antihemophilic factor (human), be
used as a source of fibrinogen in the few clinical cases in which such therapy is indicated. In
response to the panel’s recommendations, all licensed manufactures of fibrinogen (human)
requested that their licensed be revoked and waived the opportunity for a hearing pursuant to
$601.5(a) (21 CFR 601.5(a)).

Accordingly, the Commissioner announces the revocation, effective December 7, 1977, of all
product licenses for the manufacture of fibrinogen (human). To facilitate the orderly transition by
physicians, hospitals, and blood banks from the use of fibrinogen (human) to other appropriate
products used for treatment of clotting problems, and pursuant to section 351(a) of the Public
Health Service Act (42 U.S.C. 262(a)), the Commissioner is hereby giving notice that fibrinogen
(human) which has already been sold and delivered by licenses may be resold through July
1,1978, or the expiration date whichever is earlier.

Dated: December 27, 1977.
Joseph P. Hoe.

Associate Commissioner for Compliance.
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