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I RNV AAFEESERN TR MR ML 24T > TW2EanE, ST oER 217 9 IR S

T Xk s — BRI THY . KK - #F - AdE - B 5UES - NE - B O

LCWe, WEMFREDHERE Z, XFE 4-9 B X OXE 4-10 [TEHT 5,

B& 4-9 2miEm# (BAL: 200ml HR) (SHIT2NENBEDHERE

F mIFAMAK > (FR) REFEmME® R &it GR)
1951(S26) 1,000 1,200 2,200
1952(S27) 11,200 3,000 14,200
1953(S28) 10,800 9,200 20,000
1954(S29) 30,400 16,800 47,200
1955(S30) 18,800 40,400 59,200
1956(S31) 16,400 70,400 86,800
1957(S32) 9,200 93,600 102,800
1958(S33) 12,400 123,300 135,700
1959(S34) 16,000 130,000 146,000
1960(S35) 21,200 146,400 167,600
1961(S36) 28,982 190,577 219,559
1962(S37) 28,491 222,777 251,268
1963(S38) 90,616 266,186 356,802
1964(S39) 150,455 198,461 348,916
1965(S40) 176,411 169,629 346,040
1966(S41) 74,868 99,942 174,810
1967(S42) 53,918 80,704 134,622
1968(S43) 68,107 65,868 133,975
1969(S44) 68,911 26,919 95,830
1970(S45) — 9,699 9,699

&t 888,159 1,965,062 2,853,221

HIET) H21.3.17 W =248

5 ORI L7z JFphmiR (200ml,JR) & 0 JFUBHILAE & U CHEE L 7= migigx

B THFEEE & BRIk 2 EIZ (6)]

6 PRif L7- iy (SRAT M 200mlH) ik
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E% 4- 10

BARME (MERRE) (26T DINEMAEEDHERE

F MIFRAMK - RFLE mig’ (%) it (&)
1970(S45) (9,699) 187,539 187,539
1971(S46) — 206,651 206,651
1972(S47) — 233,372 233,372
1973(S48) — 171,389 171,389
1974(S49) — 135,970 135,970
1975(S50) — 152,637 152,637
1976(S51) — 117,288 117,288
1977(S52) — 88,556 88,556
1978(S53) — 70,151 70,151
1979(S54) — 71,239 71,239
1980(S55) — 99,291 99,291
1981(S56) — 158,657 158,657
1982(S57) — 176,071 176,071
1983(S58) — 126,893 126,893
1984(S59) — 125,094 125,094
1985(S60) — 123,304 123,304
1986(S61) — 157,865 157,865
1987(S62) — 149,912 149,912
1988(S63) — 117,081 117,081
1989(H1) — 55,107 55,107
1990(H2) — 23,978 23,978

&t (9,699) 2,748,045 2,748,045

HAT) H21.3.17 M0 =28k [OF5E8E0 b OE RN 5 E1% (6) ]

TS Aw T w2 L—3 A K DHERE L i
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@ 7477 FUREHRD HCV DEGEFHETICKDAHEFE—O Y MMEEIZ K DI

ARG ST OV T, D & b AMFRIRANIC O W TITEToREr v hoF o 7%
AL TRE, MENELEEZITHGEETCELLIICLTHBLRETHLN, 2 N 5T Ts
AN L CEBICETERELY L CLE-72, LEN->T, BANIHBEE -S> TELT, 1y MEICH
BURZBIT 5 2 &3 THEECH 5, RTORA T v MIOWTHEET L L) I Y 4o
FEITERMA— D —L L THHELXITATHY, MSFEHIN TR bW, A% L
ZOXEIBRIEDEZLRWVEIITLRITNIZR B0,

747V BB ONTIE, D UTERBENREL TW b d vy MZOWNWT, 4
RN RO o NHEEER 513 HCV B a - OBRSIEHTIC L D &2 Tor v MIRGEICH472HC
VIMBEALTWDZ EZFEH L, SbicZ2or y a5 SN ERBH O 26 [F— OB 74
HCV OFEZFEH LT, 747U /) P KDY AR LT %, 2003 (H15) FOFlEFIC
B D HHPUEHEZE S O%F [Fibrinogen A X5 HCV RO | O Z FRtlirnd,

4vy b GEMEBEF 22y ~, MK 20y V) o747 Y S UBAE ERbOr Y RO
T4 7N UK OB 2% )12 13 ADBEDOZENEN) S HCV RNA ZHiH L, PCR THifE L
TG O FEESIFENT 21TV, 20 v M2 HCV OIFEE R L7z,

HCV OBEEFROSAITITHIBAERH Y | 7 AV I TX la /AL olzxt L, HARTIHE 1la 13X
EAERO LT, 1b B 70-80% % HDTW5D, 22T, 747V /7 U 8E BEOZNENOM
hrra—=v7 L, WRRIIZRE L T FELPNCBEE TR AT LI 2 A, 747V )7
VRIFNZIE, VR D AR S NS 7o, KE 4-11 O X HIZ, EROBI RO v — 2R
FNTNDHZE, 3 vy NTIEKEIZEZ W la MRZEE2 HEDTEY, Zhbou v kA AR
ThHrFEEZRLTND, IHIZ, ZNbory hOS b 2ry MMEhINEBEIENOEREI
ey b ER Ul FRIARIE Sz, 2O ST « 70 2 7 U BEIN S b CRIFFRICERY: L
T2 e Hm R LTND,

Fo, 2y MIEHRO HCV 7 v — 2 OB T RNFEL TWD Z e, JFEHIEEN 7 — L S
NTWALZEEHBMNERS TN,

Eie 4 oowy MR ROEARE AR (BN M) . 418 U X MR DT B 7R &1,
KM 4-12 O@EY TH D, BERERANTZ D 4 2y h2IKT 16,937 KABEHA SN EHETEX DT,
= N2 AER L2 EAET D & 8,500 NFENEYE LT Z &2 d, Znbry MIEDHHFRD
HEIL 19 N Z 0Dy BYEE O 5 BIIEREN 0.22% WX N2 L1272, 202 L bIiFR
WEBIENEEZ XL TR LT, BYPEBEEOERNA+ D TholzFERL TN D,
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E%E 4-11 420AY FAIZEENS genotype DEIE

HCV Ciones in Freeze-dried Fibrinogen Concentrates

Supplied in 1986 and 1987

Unheated

F6769B F&772A FOOBHT

1a
B87%

BhERH

TO— g

March, 1887
r=1%
ST B o y 194

=l

HAD BRI, Mg INEEFEE, JrE RS, R

E% 4-12 4D0A vy MIET SEERE - FHH - FFABEHIH

heated

FO15HT

August, 1987

=17

MRS o & H TR AR S #EE [R44%° FF ¢ 3R &5 151
F£HH HJOvk A 4JOvkB it FH= (B£) 8
6769 1986/5/10 2,294 2,304 4,598 4,109 H 2k 7
6772 1986/6/24 2,299 2,186 4,485 3,700 K 4
FOO6HT 1987/3/31 R 4,512 - 4,512 H K 4
FO15HT 1987/7/15 - - 4,616 4,616 EBS 4
A H14.5.31 =# 7 = )L 7 7 —~ftHifihE

H20.12.19 M =ZE408 R THF9E8E & OERICRT 5% (2)]

8 FEMNBIAI TH HEER S 6769 B L N67721F. AE7ZIT BV 7Ty RO TWER, [/—FBHkETH L7
W, Fl—ay FeLTEELDTERL TS, £7- FOOSHT i385 TH 5,
9 H20.12.19 H:4 =ZERA0E R TIFRE & OERICk T 5 E% (2)]
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@ FE#H (b F0EE) OMERICET HER
SEMAEDEREDE WEFMTEZFEA L f-HE

IRV FFHO T 7Y 2 FURAIOFENTIX, 1993 (H5) 429 A 30 ARELRED = » ~ CEN
BRIMIZEI D B2 Hd & T, RKEOT V7 7rbEHIC, EE OBt T4, BT X oarT o x v
B s 77—~ HEOWEIMEEED DA L7 JE MR O JFEHMAE A W STz, FEERIC, kD
747N UK E £ivd HCV OB FRIOMHTIZ K- T, IMERANC S HCV BMRA L, £
NoDEy MIE o TEGE LIZBENNZZ LR LNIR> TN D,

o, HRFOFRFBIEDOH < Iph Z2 R, JFBHILEZ D & O OGO falith: 2 2708 140 105
P2 LTz 2 EIEHEV 720, 1979 (S54) 4 4 A OHERE JAMA (the Journal of the American Medical
Association) @ Ness & Perkins O X T, 507 — VIO GRRIES R STV D 572 8D
LM E HoRiTE, O X ) RfEREOEWERE B VBT 72 2 & ORBEA ZERT S
RECL 2NN
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i) HEOFHEOY FOXEZORMER
D 74TV HAOEEICEFTHRFEREOY FOKRESIZDONT

7470 RN, T S REHLEED & Cohn O EEICES X SyEINTHOIL. 74T
U BRI ELE STV s, 1962 (S37) HED T 4 7Y ) —/4 > —BBank OEGEHFEEIZL D
L. 1uay hOKESIZHOWT, TfET 500L /5% 1,000L O 7 —/MZIRA L] W) #linssh
TW5, YT —ENCOE 200mL ZFRIML L T2 & & MERR D 2 BRI L Tl 21525 2 & 28
HDH &, 1ry ML 4,500 A~9,000 NFREZ 7 —/L L THmE L TWeZ &IZR 5,

K51, H20.12.19 AU =ZEHE R THFZREED b OBERIC T 5% ()] 1ok 5 L. fuF) 1
2y N7 0 OFEHIE R, RAIORGEAREIC L 0 EENH D . @E 2,000L2>5 8,000LFREE & 72
5EINTWD, AWcimEoRE AL SIIENG) Sl EBHT 00, @F 1 TAND
2 HNBRENOEMLIZbDEZ XN TND 'Y,

BFE, BARATHIC X BRI OEED NAT #2150 ASICOWVWTREEZITV, ZOH A XE S5
WhELLED ELTVDA, YREORMERREZ B 25 L2 Tonr vy NOFEHLEEHZ HCV 23EA L
TWEb D EHEEIND,

Q@ HEOFHEELEOY FOXRESOMERICHT HER
T—ILMFEAKREL VMR BEADBIRENED THH > 1-[7E

T VIO K E S, 1962 (S37) D7 7'V /) —% > —BBank OKGEHFEEICH S [500L
5% 1,000L O 7 —/VIZIRA ] BELO, H20.12.19 HL ZZERAEE R THFEEED D OZERIC 2
%% (2)] 12X % [@H 2,000L 525 8,000L 2| Th v £l L7z NEICHFE T iudHE R T2 7
ANEREIZRDEEZ0N5, FEHIEZO L ORZEMEF L LTEY, miil & kb U TaEBRMENEW
N, I, =NV OREIZRELTDEEGEOFREREED Z LITF#HRTHY . iz
—NENS LT LR TV b6T, HFFLD b7 —LOREIZKREIZRKE L
TWeZ Lid, WEOREDEZFITHAITTHHOTHY, I NI T g AN+ 524
DFBFEBARKIML TV WU E D% 2720, KERZ VAT VBT — Mmoo Jdim & iz m
NWTWeZ EARLTWD, AR KRFOHFHEAHEZTE S O [Fibrinogen #5412 L% HCV
YL OFEH | (2003 (H15) 3F) & PR TEXL, 1FEAEETOr Yy hTRADEZ -
TWiEEZ LN, EREDRRKODFERK THL EE5HLIDEHE72,

10 25 OEFIZ I, 1 ASYDORMEZH AL 600mL, EIRM 200mL ELTHELIZABKTHS.
20



i) DA ILAFELLIEDRRE R
@ BERZBEREICH T HBKRMEDRBLG S RITVM AR FLLEOKE

JIFAe 7 A W ADSRA L T B fERRIED & 2 BIANZ 1, BA LT VA LV ADRIHLILEE 2 T 5
CLENEETHDH, TITHE, 1) BEIWi) ITFE L OFEM B S OB TR RE S & 1
20D, BIFO I Y +Fhn 8l AR (GEhts) BRI EOfEiitEs £ oL Tnien, K&
NZ DRI HEADNTED L 5 2 NE LRI TIR L 7202 GRS 5,

747V /) —7% v —BBankOBEKFEN STz 1964 (S39) FEHOMBEDFHIKIZOWVT, HHED
FttOEETHY, SRR oTeho TR —KO [mmEFE L8> ] (NER— MEDICAL
POSTGRADUATES 1963; vol.1,No.7; 17-29) 1X° [RZEE N MIEIZ OV TROBFE] (WEER—.
H AR ZEFUFN FLF 275 19635 vol.15,No. 115 1-4) 23 [Al4E0D i PO FEF% 2 SR LT b,

AiE O [ %R &85 ) ik, TR M IIATFR (AREMIEEE) O virus 25T 2 L3 H
DET, ) (p.19), MR AMFEORIETIE, T LTENIEEN L FMERMEKEEESRE (o, B)
2RI 2 BT, ZROBEEPLERIRLZMEZ 1 AaTIREET2 2 &Ik ->TEY, 100 {H
D5 Y VDL DIIN virus ZFH A TWTHERIRETGYT 52 L1725 (p.20) EFtdi ST |
JFEFD Rt 72 & QN 7 — VA D fEfR M 2+ 0 ICR8Rk L TV 2 &1 D,

Fo [HBRAMIEIZOWTROBFER] Tk, TROFELHLETOE - « - (FHE) - - - ZD
AARICEIT DO RELZBE L2 THY . ZOMREZ L OBRF I A% Z ORI X
DOTHFRIZESE-ZETHY £3) LTS,

ZDO XD, FITREAGRBE S ITRRIE DO LRI E IR L TWD, £ LTI OER
PEZENET 2 FBEOOE DL LT, IMAANMER KO Z R L T2, R MR M
DOWNWTEADBFEO] TIE, SHLIMRBHIZ LD 7 AV ADOARIELA 1958 (S33) 4EIZ Strumia 12 X -
T e EHR) LHESNIZ L2k ~7z BT, AT T A~ — b —BBank 7 £"—/L L T\
D

7T A x— MUKNT, ANMBEEAD S b TIELZEEDOBNWT VT IV EOIRGERZ 60°C10
REMMEA L CRE L7 b D ThH D, — . BERTFOEAEEORBEN G, RO EZ 7 7Y
J 7 RIRI OB RIE CEAT S Z LI Lo Tm BB, 1964 (S39) T 4T =4
> —BBankN UK AGR S BR. RIS(LALEE L U CEAMBE R SR LZ ZICh H & B
Ao, THEEMTLEB L LT, 1993 (H5) FEI2 R U +Frbp e Zefros ek L= [GB
—0999 OYERLFEAMRD 18Iz, THH), 7 4 7V VR LTl CTREERT-AHET
DL EMHL B =T REFT Y b RO BT o T W oitidaRd 5 2 &
MNTED, £7- 1973 (S48) HFICNER— KB L2 R U +FAEOFREMF 7RSI [IECRRED
EAMERBI O A NVAREDO T2 DR—F =T a4 T 7 F o LERIVRIFRAE L . Z0ME0OT
SH—FEREL ATV 77—V OIEH 14 WO BRI TS, Ll INEULEE
WEECTdH 5 & OHBTET ARG & U CRERZEIMRLEZ A L2 i, BEELORS
PEZLET D 2 LMl ORI L > TEKARBEMEEZ ERTE S5 28720,

1 FRHE N A215
12 B B A148
13 H14.5.31 =37 = V7 7 —<tHEE &k 2-(8)-1
14 H14.8.9 =# v = /L7 7 —~<flsE &t 1-(1)-2
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@ A IINATRFILNIBDEE

g AR M K D fERRME DR F X OVNELLBELOBETARIZODIEY Th 5,
A9 HiclEKREE 52 b7 47V /) —% > —BBank TlZ. 74wxfﬁk@ﬁkbfﬁ%ﬁ
AW O A Z AL TEY |
HEPER O BRI TR LR D fiF > Tzl

1987 (S62) D INEVLERHIA| D KGR F

Hob b3, EBRICAGRE =T 201X 1994 (H6)

FETHY, 30FEELTWD

RKRLED 7 47D 7 /7/%%'

WEELZSBICUTICEE LT,

X 4-13 24TV 5 UHADIA NAFFLDEBDEE

B A BE
1964(S39)4F 747V ) —4 > —B.Bank #E&KR
61 9H SROMR IR G LR
1964(S39)4F EHRBHICIMZ, B F T 7 B A E i,
EJ e B 74T 7 b AERO ENEB AR NI TIX ARV A3, 1965 (S40) 4F 11 A OWRMSCEIC

1965(S40) 4
kg

B 7 E T FRBINTEH SIS TN D

1972(S47)4 HI RV 54k R[UKENEIZ X D HBs BURA 2 U — = 7Btk
7H
1977(S52)4F B RY 54812 HBs il A 7 U — =2 7ik% RPHAJEICAE R
6 H
1978(S53)4F B RY+FHKET VT 7 15 EIYL,
8 H OB E T VT 7AETCIE HBs HUE A7 V—=7 (RIAE) 3L T\ 5,
1978(S53)4E k& L7 T HBs Hilf & E R 4G
9 H
1981(S56)4F FEBIE VT ) T HBs HURE &R AG
3 H
1985(S60)4F TNT AU THHIV HUR A 7 U — = 7Btk
5 H
1985(S60)4F SHOMRIE + B 7 AT 7 P B OERK e v R ERLE L, MRAE, Dk, 34T
11 A MU MAFRGEIL 2272720, B7av 4T 7 A2 THHBs 7 17 U v &N
1986(S61)4F TNT 74T GPT 227 U —= 7Bk
7 H
1986(S61)4F HI FU AT HIV Uik, GPT 227 U —=> 7Btk
10 A
1987(S62)4F 74 7Y A HT (n#E) 8RUERER
4/ 30 H 60°C96 W[ o By NI
1987 (S62)4 7479 24 HT (nEY 358
6 H11H
1988(S63)4F S R FHICTH HTIV - 1 HifE 2 7 V) —=> 7Bk
9H
1992(H4)4 T N7 7RIS CTHLHCV Hifk A 7 U — = 7Btk
2 H
1994(H6)4= TNT I U EERLS 2 TOMRESERAN OV TREEAD (i) 12T HCV R R R B
1A b (773 031994.11 XY BAAE) ., HCV RNA AR S nenwz & 2 LT %,
1994(H6)4 747V 77 HT— 3 KU UNBA+GHEEAE RmisiAl (SD) ALB) R RGRES,
8H12H 60°C72 IFFE D R INEVILER I N % . SD WP A e L7= &
FORHIAE X, Mwle v b X0 EPNER Dk
1994(H6)4 747V %y HT—X RU (NE+SD ALBl) 35c, EFREREICR L7 27 ) /7 HT—
12 A 15 H 2R (Y OEEOFELZ R L, EEN DI E B LA GRLBICET 5 i
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1964 (S39) 4 6

23 ZE LTS,

AR D RIE AV O E LR H14.45 =220 =)V 7 7 —~<4fk




1996(H8)*F /;)%@mﬂﬁﬁ@%%u [ZDOWT, BB (Vi) 12T HIV-1 B iR SR A 4k

i9)37(H9)$ HARAFHUCB N T, RHAIEIC K 27V R T A LA BI9 HURA 7 U —=> [tk
1997(H9)F AT O MRS BN SV TRAE AT ONriddn) 12T HAV iERBR B A

?9)36(H9)$ AT O ML BRANT SV TRARS] (13T 12T HBV R iR BR B 44

139H8(H10)$ H R (1998.4 (2 X F U +Fk & EEEEENEOF) 120V T ML ST HIV-1, HBV,
51 HCV IZB4 % 2 = —/vﬁﬁﬁtéf@;ﬁﬁﬁﬁﬁé

HAT) H14.4.5 :f'zﬁr?;:w77—vfﬁ:$&%% p.10-14

7470 URIANIO T D FEMEMIEGE e TH D 2 R 5t KET VT 7 AEB X OV H AR
BT S RF—o HCV, HBV. HAV, HIV 27 U —= 2V KDL E% H14.5.31 =77
VT 7 —<HHREEE DB 4-14~XFK 417 ([THEH LT,

E* 4-14 HCVIZEAT B FF+—RHYY—=24

FFEA =
1985(S60)4E TNT 7RI TCGPTICL D RF—A 7 )V —= 7 Bts (4710 2B 25 b O & HEkR)
5 H
1986(S61)4E H RU I T GOPTICE D RFP—2 27 U —= 7Bt (IE% _LERRMEO 2 (524 L& JERR)
10 A
1988(S63)4E HI FUF5ticsid 5 GPT 2 L 28k a2 IE R FIREICHGET
3 A
1989(H1)4E HARICEB W TH HCV Bk s & v]
12 H A AR CHUHCV Hif R —2 27 ) —= 7Bk
1990(H2)4 HARICEB W TH HCV ik sl ks
3 A HI RY T4 CTHLHCV UK R — 2 7 ) — = 7 O Pk £l
1990(H2)4 (H2 NV +FHoEr v 2 —FH)
7 H
1992(H4)4 HI RYf5thic TRBF S — iz B0 551 HCV Huisi & R 14
1A
1992(H4)4 TT 7RI THLHCV $UK K F—RX 27 U —=> 7Btk
2 A
1992(H4)4 K[E T FDA 233 HEBHILE~DHT HCV Hifk R F—2 7 U — = FEfi 2 s
4 J]
1992(H4)4E ki ke 7 47 27 HT-X RU - (NEY 358
12 A
1998(H10)4 EHERE S CHEBHILEIC SWT HCV 2R 5 X =7 —/L NAT B4
5H

HAT) H14.5.31 =% 7 =)V 7 7 —<tH#iE5E p.15

E% 4-15 HBVICEAT S FF+—XH—=24

R A B=
1971(S46)4F HI RY+FHICCHBs il K —2 27 U —=0 7 O TR sh
12 A
1972(S4N4E HI FU e CERKENEIC L D HBs HUR R —2 27 U —=" 7Bk

23




A ES

7 H

1977(S52)4 HI FUF5ticsid s HBs HiJf R —2 27 V—=1 7% RPHA /EICETE

6 H

1978(S53)4E B RY S TR — v iEIz 3517 5 HB s FUMR ARG (RATEARE)

8 H

1978(S53)4F HI YRS RET VT 72BN, ZORKRTT L7 73 HBs il KF—2 27 ) —=
8 A v 7% RIA BEIZCFERM LTV,

1985(S60)4F TNT 7RI TCGPTICL D R —2 27 ) —= 7 Bth (4710 2B 25 b O & HER)
5H

1986(S61) 4 HI FYAHFHICTGPTIC L D FF—RA 27 U—= 7 Bkn (IEF LIRMED 2 (580 12 PRER)
10 A

1988(S63)4F B3 RUA+FRICEB T 5 GPT 12 X 2 HEBREHEZ B H EIREICSET
?9)30(H2)$ (B MU A+FraEe o 2 —PAgH)
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HIBE, EARMRIE EOMBEE, OE, va v 7. 7T ARMEEUIBMER
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AN ORI L0 MAFEREDOILMEBII BRIV S2oH D8, TDOK
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Technology 1983; 11(DEE | DA O A&, JE A BREFROEIMO Sz T\ s Lt
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%%%LBS#)T&@\J%i%m(Hm)Ef@lﬁﬁﬁiﬁ27&3#(E$%%ﬁkﬁ%
5,297 1, MG 22,326 1) & HA_RTIRVWWKHEL 725 TN D 54,

F72. 2002 (H14) FF TOREORMER CEFENIHIE L Tz 418 AU X FOEFON, BPLAL
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% . 1978 (S53) 41 A 6 Hf} Federal Register

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

of Licenses8?

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
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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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