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E7 L7 740 B8A L TEY, PIHIITEESCT 10 AL TV 5,

1980 (855) b 1987 (S62) 4 4 A DRAEMFTrETO R v kDK 40% D3 A ML D 7 % JFUE
&L, K 60% A8 AM & ENFEMZREG LT\ 5, 1987 (S62) 45 A75 1992 (H4) 410 A#
&5y E T, AL L EARMLORESG 2 >~ b, AMLOALOE > b ENMOAZOT » FHBETEL T
W5, 1993 (H5) 4 9 ALIBRIE T X CENBRMEEZEH L, BAEICE > T 55,

BEX 4-6 247V /7 EHADRHENDEE (1994 (H6) H£ET)

A LS

1973(S48) 4F BEE Ok B JFRHIAE 2 A B 4e (1974 45 (WHF1 49) 4£9 A £ )
6 A

1974(849) 4F HFEDALT 4R BEI - T 71D B EUEHILSE & i A B 4f
9 A

1977(S52) 4F REERE O FAIC LV RESNIHIRANT 0 7V 2 72 - L7 Ko, JiE Sy & LT of
9 IR END

1978(S53)4F KEOT VT 7 #EHs 5 JEEHILE & i A B 44
11 A

1980(S55)4F K E O+ 7241 TG S 72 R 45 Off 5 Ik,

KET LT 7 NS OBAMFEOLMNS 182y hD7 4 7V ) AU FIRiEIN S,
KET VT 7 DS OBAMEICIN L, 2 R +FCoRERMICL2ENMECLY 3vy b
D747V ) FURRINELE SN,

1981(S56)4F KET VT 7 NS OAMSEOHZ NS 62y b7 07V )7 U RRINRREIND,
KET VT 7 AL OBAMSEICNZ, 2 RV +FECToFERMICEZ2ENmECEY 92> k
D747V AN EESND,

1982(S57)4E KET VT 7 AN DOBWMAMIBEDO NS 40y b7 4 7Y AU ERINEE SRS,
KET VT 7 b om AL, 2 R +FCoFAERMICIZ2ENMIECZLY 92> b
D7 47V ) URRINRIEIRD,

1983(S58)4F KET VT 7 AN D OWAMSEDO NS 4 vy b7 4 7Y AU ERINEE SRS,
KRET VT AL OEAMSEICINZ, 2 FY +FCTOAERMIZEZENMECLY 14 2y
DT 4T Y A RERINEESR S,

1984(S59)4F KET VT 746 DEAMIED LG 6 1y ST 4 7Y T UBBRNEES NS,
KET V7 7 #4bOEAMBE ML, I F)+FCOFERMICLLIENMEICELY 14 7y
CNDT7 4TV )T BRINEGE SN D,

1985(S60)4F KETNT 7 NS OEANIEORS 8y b7 47V ) AU BIFINEES NS,
KET VT 7 i b oAz, I Y +FECoRERMCE2ENmECEY 6 2> b
D747V 7 RARINELESND,

1986(S61)4F KET VT 7 NS OEANIEORNS Tay b7 470 7 U BFIREES NS,
KET VT 7S o AN, 2 N +FToAERMICESENMECLY 12 2y
FDT 4T A URIKINEYES NS,

1987(S62)4F KETNT 7 NS OEANIEORS 50y b7 070 AU BIFIREES NS,
KET LT 7o b o ANz, I Y +FECoRERMICE2ENmECEY 12y b
D747V 7 URARINEGESND,
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@ 747N/ FURERO HCV BEFOA/MICKDAHERE—A Y MMEEIZ K B DI

ARHIE ENTZHEHN DN T, FRC MR ACE S+ LPric s S AN nWTid, =y B
IC X DB ABIIARRICT 272012, 2y FE2RIFLTEIRETHLIM, I R HFHixeTts
FIN L CEBICETERELY LT LE>7, LEBR->T, BANIHBEE > TELT, 1y MEICRH
B ZIBIT 5 2 L3O CTREECTH D, 9 UTERBESMET L b enda vy Mzon
T, AW BTN RFOBEFPE AL 1L HCV BEFMEITIC IV 2Tor v MIERICH57eHC
VHRMRBAL TS Z EZFEH L, SHICZ0R vy M &R SNEYBRE O M H 6 [F— 0@ s 74
HCV OFEZFEH LT, 747U /75T KDY AR LT 5, 2003 (H15) FOFlEFESIC
B DM UEHEE S 0% FE [Fibrinogen #AZ X 25 HCV RO | OERZ Fitlirnd,

4y b GEMEERF 20y N MBRKI 22y R 0747 ) S UREFIE ERbor Y RO
747 BRI OF S 2% - 13 AOBEDENE NS HCV RNA ZHiH L, PCR THilE L
Tan v MZHCV OfFEZ R L=,

HCV OB FHLO AT ZERH Y, 7 AU AT 1la BRZ0OIZk L, BARTIE 1la 13X
EAERO LT, 1b B 70-80%% HHTW5b, 22T, 747V 7 UK BEOZNENOMR
TrErsu—=v7 L, MRS ZRE Ly FELFICBE AT L 2A, 747 ) 27w
AL, L VAR SN DT, KE 4-12 O X H I, BEOBE RO a—RnEE
NTWAHZ &, 3 1y MTIEKREIZZ W la MALHEZ EHTEBY, Zhbor y Mg AR T
HLFEEZRLTND, IHIC, Zhbory hoHrbH2ry MMaREINZEFIENOEE IR
2y b EFR BB FRNFEE SN, 2O EIFMAT 7V 7 7 U BEING S CRUFRIZEY: LT
ZEEMITRBTHLDOTH D,

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

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

Unheated heated
F&769B Fe7TT2A FOOBHT FO15HT

1a
B87%

WiEEHE ay, 1986 July, 198E March, 1587 August, 1987

78— n=18 r=1% n=17
SFHM B i 110 121
.:|:r.__ & ?.R- " :-I

30

HAD  RAJIPR. BHEA INEEEE, JrE e, R
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F7o, vy MIEHO HCV 7 v — U OBEFRDBHFEL TWD Z &b, FRHLER 7 — 1 X
NTNLHZEBHLMNERSTND,
ER4oowy MIETLEEARE FAE (EW 1854 . 418 U X DT Bl 7e £,
WEDHEY Th D, ERRANIZ D 47y AR T 16,937 ANMEH IR HETE LD T, Y
— N2ARERH LI EET 5 & 8,600 NI ENEY LI-Z L1t/ b, FROWBEIL 19 AMZHE 720
D, BYLEREE D D BIIERN 0.22% B E 2N LT 202 & LIRS FIE N FENE & S L
TELT, BEEZEDERENAT S ThHoTeFL R L TN D,

B% 4-10 420Ay FMIBTHIHERY - [RHH - FREBEAHK
T 20 & H TR AR S #EE [R44 3 FF ¢ 2R &5 11
F£HH 4JOvk A 4JOvkB it FR= (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 PR 4,512 - 4,512 H K 4

FO15HT 1987/7/15 - - 4,616 4,616 H K 4

HAT) H14.5.31 =% 7 =)L 7 7 —~ - #kE

H20.12.19 M =240 R [HF5EEin & OE Rk T 5% (2)]

6 FJEMNBIAITH HEER S 6769 B L N67721F. AT BV 7T ay AODWTWER, [/—FBHkETH L=

O, f—ry e LTEEDTERL TS, F72 FOOGHT IR TH 5,

7 H20.12.19 H ZZERAtE R [HFEE 6 o3 5 EZ (2)]
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® FE#H (b F0EE) OMERICET HER
SEMAENEREDEVVEHMEZRNTLNSA

L% 7 47V WA DA BT, 1993 (H5) 49 A 30 HALELIED v v b CTEHPNERILIZE) D
Bz onsETE, KEOT LT 7itafoc, @EORFE, A FEoa T oz 8L Ty
— A OWEAMEED DA L2 R M HROJFEHIAE RN AV o T b, 2079, FEHLEE D b
DRI & b L TR E, EBIC, MU0 T 4 7Y ) S URANCE £ HCV OBE RO
FEATIC K- T, FHRANC K> THCV TS LIEBENNZZ ERHALNICR-> TN D,

1979 (S54) F 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,
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i) HEOFHEOY FOXEIORER

D 24TV RAOEEICEFTHREREOY FOKRESIZDONT

747V AN, T S REHILEED B Cohn D4y EIEIZ IS X BN TV, 74T

U U BRIRELE KT, BBE RIS B S — LI DWW TR AT 5,
1962 (S37) 7 47V /—/% > —BBank OKGEHFEEICL DL, 11y FORE ZIZHONT, ML
#8013 500L 75 1,000L O 7 —/WIZIRA L) LW I A& SN TWD, HRT —/A/2>F 200mL &
il L TOEZ & & B EFA L ThREES Z & 2455, 1 7> M 4,600 A~9,100
AN E 7= L THE L TN Z Ll D,

2%, H20.12.19 Hi0 =240kl TAFZEEEn S OERIICHT2E% ()] icksp e, A1 =
v M7= OFRHIAE R, RAOREARFIC LV EBNRH Y . #@E 2,000L 25 8,000L L & 77
HEINTWD, TR ANSEM L7 b DIZHE T 50220 Tk, AWz oRE (A
SOFEWAIM) FICLVEEBT L2800, @ 1 ITAPD 2 TAREELEZ LTSS,

8 ENLOEZICIUE, 1 ASYDRMEZEH A M 600mL, ERNM 200mL ELTHELEZABTH S,
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Q@ HEOFHEEOY FOXRESOMERICHT HER
T LMBEAREL VA NREADBEENMED TEN T

T—VIMFEO K E S, 1962 (S37) D7 7Y/ —% > —BBank OKGEHFEEICH S [500L
5% 1,000L O 7 —/VZIRA ] B O, H20.12.19 H = ZE240E 6 TAFZEsio 5 0 R4 5
B (2)] 12X 5 [@EHE 2,000L 525 8,000L F2E | Th v £l L7z NEITHFE T uUdHEAR T2 7
ANEREIZRDEEZN5, FEHIEZO L OREMEF L LTEY . mwiin & kb U TEBRMENEW
N, BT, T=AORESEZRELT2FEHFEOWREREED 2 LIFF#HTHY . i
—NVEPNELTEHPBEDATHZIZE b ET, BHELY L —LORESIEZKRIFIZRE L
TW=Z Lid, WEOREDEZFITHITTHHDOTHY . I N FAc g AN e+ 5 224
DOFBFNKINL TN EW LS D% 2720, KENZ VAT LI BT — M- 7 5 & i [
WTWeZ EEZRLTWD, AR KRFOHFHEAHEZTE S O [Fibrinogen #5412 L% HCV
JEYLOFEH | (2003 (H15) H3F) & LM TEXL, 1FEAEETOr Yy N TRADEZ -
TWietBz o, EEREODRERKOFK THS EELID 2/,
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i) VAIINARFLLEORER
@ HWERFBEEICE T HBERMEOREL S RITIAMILATFLLEDKET

FFR D A WV ADBRA L TWSERIED H 2 -ANZIX, BA LT A NV ADRECAEZ T 5
ZEREETHDH, TITHE, i) BROH) TEHINFEMEL S ONZ B TR O FRE R %
FROO, YREO I FU AN REARE (RFERLR) BFSICZ DBMELZ & 5 R L TWich g
B 5, T, ZORBCESONTED X ) AR LB 28R L2 5,

747V 7 —% v —BBank OREKFRN S4L72 1964 (S39) FFEHDO OB A KT EE L LT,
YREDFFEDOE R Th o T NER —KROEEMICEB T 5, BARICIE M gire ko] (N
BE—.MEDICAL POSTGRADUATES 1963; vol.1,No.7; 17-29) 9% [#zff NI S>W TR D B7E
O (NER—. HAZEFHGA L F 2478 19635 vol.15,No.11; 1-4) 10TH 5,

ZOOL, BiEO [EmEFREES ] ik, AR (ARG RE) O virus 25
L ERHY ET, ) (p.19), TEREAMMEORIETIX, E& LTENICE EN 5 RIFERMEREEESR
(a. B) ZHWRTLHHNT, ZEOEENGHRBRLIZMEZ 1 AHTITRAT 22 LICR->TE
V. 100 fED H B 1EDyDOIHM virus 2G5 A T THERIKREBRT S 2 L1275 (p.20) Lo
TR ERD DL ENTE S, T72bh, JFEOMERMEZR DO 7 — Vil 8o fEfii: 2+ 78k
LTWednws Z &l d,

Fz MRAMIECONTHROBER] T, TRORELHLETOE- - - (I - - - 20O
AARIZEIT D BEMEORIELZRE L2 & THh Y, ZOMREL OBE I AL Z O X
DOTHRIZEOETLZETHVET] LWVORBLRDDLIENTED,

ZDO XYz, IS AR D IF RGO GRS L TV D, £ LTI OfER
PEZEREET 5 FEOVOE DL LT, MBANMEE KON 2 ER L TWD, RIS MRS
OWTHDOFBFER] Tk, LIMRIBEIZ L D VA L ADARTHELD 1958 (S33) 4T Strumia (2 & -
T BRA LS CHESNT-FEEZEICSIH L BT, MBANMERE AREZEA LT T A~ X%
— F—BBank ®7 E°— /L Z{T>TW 5,

7272 L, NEMLEE IS ERE N OB AEEA R Z S RN EAROBND, AIHOT 7 A~ % — |
L AMIERAD S LEEWEDE T VT I U HEOREGEIR % 60°C10 RN L THRIE L7 DT
oo, FEONEEEZ T 7Y )7 RFIORERE TEAT L LITH LT &2 b, 1964
(839) #T7 47V /—7%—BBank DHEAGR SR, RIE(LALEE & U CERAMRALER D 5
SNTHBLZEZIIHDLEBZOND, B, TNOLEZEMIFHLERBLE LT, 1993 (H5) HFIZI K
U+ i 2 ET3MERR L7z TGB—0999 OERLRMR] e, D40, 7 4 7 U 72
WX LT TREERTZAVABE T A Z b =777 by R USRS LB 3T
NTWe) EWIHFRIRZRDDH Z ENTE D, £7- 1973 (S48) FICHNER KN LAEZI KU+
FAEOFAEMFEERIIT TINBREED E AMERIFI DO 7 A NV AFRD =D DR—F —Ta e+ 77 b
ESANROELEL L | ZOMROFE=F —TFERE LTI T VA7 77—V OH2) &) Flal 3%
ENTND,

9 HRHE N A215
10 FRHE B A148
1 H14.5.31 =7 V7 7 —<tHEE &k 2-(8)-1
12 H14.8.9 =# v = /L7 7 —~<flsE &k 1-(1)-2
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Q@ JAINAFFLDEBDOLEE

FLE GRS IR D fERME DRSS L UORNE( LA ORFANFITIODO L > b D Tho7c, Zhb%
WaE LoD, 1964 (S39) 46 A 9 BICHEARLT G2 b7 47V /—7% —BBank Tii,
T A IV ARTEACALER & U CERIMR IR LB 2 B L 72,

ENLED T ¢+ 7Y 7 BB BRI TAR D NELLBE OB LLR D EE 2, H14.4.5 =% T =)L

77—~ s

FEEBEBICUTIZEM LT,

BE 4-11 470/ 5 HHDIAIINAFRFLLEBOEE

R HA =

1964(S39)4F 7 4 7Y ) —4 v —B.Bank #iEK

6 H9H SRR PR S AL B

1964(S39)4F BRI Z., B e F T AR A E i,

F720% B7mrEAT 7 b AEROESE AR NI ARE TIX eV A3, 1965 (S40) 4F 11 H ORI SCEIC

1965(S40) 4 IR Fu v F T s M NTH I TS

kg

1972(S47)4 HI RV SUKENEIC X D HBs HUR A2 U —= > 7Btk

7H

1977(S52)4F HI RYU+FICH1F 5 HBs HiR A2 U —=> 7% RPHA {EICEFE

6 H

1978(S53)4E HI RUAF2KkET VT 7% BIL,

8 H ZOBE TV 7AETIE HBs HUE A7 V—=7 (RIAE) &3 L T\ 5,

1978(S53)4E k& L7 T HBs HiF & SRR MG

9 H

1981(S56)4F BB VA3 EL) <o HBs HURS & BRBA LS

3 H

1985(S60)4F TNT 7 RUCTHHIV HUR A 7 U — = 7Btk

5 H

1985(S60)4F SHOMRIEH + B 7 AT 7 P B OERK e v R ERLE L, MRAE, Dk, 34T

11 A MU MAFRGEIL 2272720, B7av At T 7 AR 2 THHBs 7 17 U v &N

1986(S61)4F TNT 74T GPT 227 U —= 7Bk

7 H

1986(S61)4F HI RYU A2 THHIV Huis, GPT 27 U —=2 754k

10 A

1987(S62)4F 74 7Y A HT (nE) 8UERER

4 /30 H 60°C96 B[ 0 By NI

1987 (S62)4 7479 245 HT (nEY 358

6 H 11 A

1988(S63)4F S RUFFICTH HTLV- 1 Hifk 2 7 U —=> 7Btk

9H

1992(H4)4 T N7 7RIS CTHLHCV Hifk A 7 U — = 7Btk

2 H

1994(H6)4E TNT I U EERLS & TOMRESERAN DWW TREAD O 12T HCV R Rk B
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SEYV VT 7 AREEE BT LT,
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HAT) H14.5.31 =&V =)L 7 7 —~{HEE p.15
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1985(S60)4E TNT7 7T GPTIC LD RF—R 7 U —=2 7 Bkh (471U 22 5 b O 2 HEER)
5 A

1986(S61) 4
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igsi(seo)i FDA 734t HIV HUARRIE A 77 7]
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INT R S U TRASEGFNITITFREE Lz, BUETH HARKD — i A — 7 — D iA1= v 7
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Ta vt T s b LAV O O HABE A T T WA, v axm A~ 7
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ZWOT ETRIFRFIELEZ b,

HPT) H14.5.31 =% U =)L 7 7 —<fREE
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FZELTWD, LER-T, Yo I FU 541 Tik. BERTFR 7 A /L A Z SFEICE W - ARE{B AL
OB ZITo T\ EEZ BN S,

BFOEZAS YU FAMBHE LU HBs 0T VRMANEIZRET 5 LUrEDERE

BT aEFT 7 AL AR & OOFBIRIZON T, HIEO I R +FHTix oA v
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iz,

) FIEMBNIE
BARERE
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Vesicular stomatitis virus (VSV)
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Sindbis virus (SV)
Mumpus virus (MV)
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JEDVERE SILTWRWNE DIFHRAZFF T, SD LBOEAZFIBLG L TV D,
I L L7z 4 /L AL [Vesicular stomatitis virus (VSV)] [Sindbis virus (SV)J [Echo virus]
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% . 1978 (S53) 41 H 6 Hf} Federal Register

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

of Licenses®”

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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