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Ant ihernophilic Factor (Human}, Method Four," Dried, 
IfEMOFILQ) is- a stable, dried preparation of human anti-
hemophilie factor (Factor Vill, AHF, AHG) in concentrated• 
form with minimal- quantities of other proteins and is 
int---'ded for use in therapy of classical hemophilia (hemo-

A ). 

Classical hemophilia is a bleeding disease characterized by a 
life-long tendency to prolonged hemorrhage. The biochemical 
lesion appears to be a deficiency of a specific plasma protein, 
antiheinophilic factor. 

Sahli' and his co-worker, firs. aemonstrateo that tresnry 
drawn whole blood from a non-hemophilic donor would 
accelerate the clotting of hemophilic blood. Alexander and 
Landwehr3 and other investigators mentioned in their bibli-
ography have confirmed this observation and have shown 
that plasma and certain blood fractions also cause a reduction 
in the clotting time of hemophilic blood. . 
For many years the only treatment for bleeding in hemo-
philia was the use of fresh blood or plasma, or fresh-frozen 
plasma. The inconvenience of usiroq these materials was 
largely overcome when Hyland Antihernophilic Plasma, dried. 
became available. However, the use of plasma is limited by 
the large volumes needed to raise the hemophiliac's eirc.u~ 
lating AHF to hemostatic levels. The circulation becomes 
hypervotenuc and c.verloaded with protein, there may be 
evidence of cerebral edema,' and cardiac embarrassment may 
occur.' This is particularly dangerous if bleeding is rapid or 
prolonged, or if surgery is required. 

To obviate thisproblem, there has been a great deal of effort 
to prepare concentrates of ant ihemophitic factor adequate 
for therapeutic use. Concentrates prepared from bovine and 
porcine blood contain great amounts of AHF, but their use 
h_r .  dn limited herat,..,.: r ...,:. ,. .. r E~ r~ 

rnophilrc Factor (Human) reparat.ons, being of 
h m n. i origin, carry rro risk of foreign substance reaction. 
HEMOFIL is prepared very rapidly and gently from fresh 
normal human plasma by the method of Fekete and 
Shanbrom. Because of its high concentration and relatively 
low protein cone nt, HEMOFIL may be administered either 
by intravenous drip infusion or by direct intravenous syringe 
infection. - - -

Antrhemophilic Factor (Human), Method Four, Dried, 
HEMOFIL offers many advantages, the most significant of 
which are: 

(1) It is of homologous origin. `- 
(2) It supplies higher potency AHF 5 than glycine or 

cryoprecipitate preparations"'" with relatively 
smaller amounts of fibrinogen and other protein,
furnishing adequate AHF without excessively -over-
loading the circulatory systcin. 

"Patents pending 
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(3) Cacti i t is ., s t;, d and`1.~hutc+s for ti At ti 1 3 
making possible esttn~attuit of do u' ., d", l .tit air{: IJ h 
said on of ::effect. expects' f (Dosa l t t:tt't;:pl,i;,ri'i is; lc,s ti 
eat since the AHF level iii. he, •i~1a to 4st noimal 
individuzits.•+raries from isbout 50 t to btiut ;'D );" of 

normrt v t:s) Iw 

(4) Because of nri dictabte #tifrct; therapi may b tiaartagt ri 
without repeated diti".rmiritition of AHF IEttC"%:l wn 1)tP 

attetat is fiery young, wht.'ri veins iire t~titr~; iar liiyr, 
lat,Drdt i'y s,srvict:.iS not 1nSiii diatt.t\ .vvail t-r't.

{r,) 8kiadf ijrouo i o i ; lutinir►s ire p!' sent in amour is tvLhich C 
are not C'ini;, ity sag rifica.nt in the doe apt, i i~tlktd tq' 

cvnti:ol hetnariltrnses and other t *liitively ssiglit hlme fire : ;
episodes in the absence of inhibitors. Whir; !-rimer Of 

frequr?ntly reps ated doses are ne 't1 tis vklti ri :,,Itittitor.s 
dru, pr e`Swnt or vNfit ti pre- and pc, :t strrc +i`.::1 carat is I 
Involved, s!'c r. iscuss on tiridt'r ' •Caoiitms.- t+ 

(~~++ 
1 

(Lt In dry.fctrnt, AHP appears very stahk. . in coit1 i-t to it•S. 

erratic.(IC/ in fresh or frozen plasma,
F3 

(7)1'tis. AHF • preparation can be given rapidly, either.f,y . : '1 
rotrav+:nous tirip infusion or direct syriric t: iizjec v 
with no significant reactions. 

(a) In the exptrrience thus .fair, urticaria has not I, -eii se 
f 

anti in heniuphiliaes known to be allergic to pi.i.mu rio 

plasma reactions" live bean encountered. 
il} $f!flt;`;sent amounts may be adminislored to r,vi~rcnnie 

irthtt i Or$, tUS eliminating ttie nci d for rioVine or 

().Olt-ilte pparatfoils. 

f j>x3,'tt re-  nstitutetis ra~ptdly and easily without lomnrttion of. :

bubbles or foam which coin Inactivate AHF

DOSAGE , 3 

Lath l'!ottte of AntihtinttstthiliC Factor (Hum:rri)- Method
par. Dr.iit.l; HE MOF)I is lcabet,Hl with the nurnhc r of AHF t 

units µhicn it cone ras one AHF unit hr'ing dafinwd as the
x"ttftiiity :present . in 'I ml of avertige normal pooh rf human

; ~pstacrrla ,ress thin one hour old (1 too"y. AHF level). 

( he amount of AHF. tvt:iCla a t;emophili is requires for normal
tiemO oasis v.ar{e s with:i. circtlinStani:es and ."frith tltis patient,

be amount of f cror;.to be s if,plic'o , ill di;pi?'id on thi.

degr a:`of 'di ficiiincy and on the AHF level destrt'cl- it has
13e?n tigg.-steel b 1 Mcitrlittan et ifl i ' that the AH F lsyel he
raised to 30 to 60',I of "normal" for at least 10 days
postoperatively. tlovvever. to Control k:ernarthrnsis in c:t a!

hemophilia, it. may be necessary to raise the Al-u- k vest tt.:
t,nly 5 to 1% of the "normal" niC tntr.ati.7n, 

AbildrlaarUptat,'t reported that intusioo of 1 unit rif AHF leer i

kg.bady weight consiste_ntfy pfodijec—, aii iticreJSe.• tit 211, Icil 
: •f♦I[_Yltii/ !. 7~Y.~1~G utli[t i.s: tN t1 J. r a/:lrn  fUtiricl Mat
4:[S units tier' kg produce an itlmea Of 10 "o (of "row iii; 

Af* ',efresl. (Th. Setowir ti31'1Ois wo ,.. .I with ho . 6 tr1~.
t4 14 'year S 01 . ', :.>i ih lc. fft r ta3:t+*r woi I eel pi ins ,trf r ltfriftt..
w{ it ) he. f+)110-wort: It"rtftut Con th iii f fc.:l)'4 Its . :to,

lct*iat l : ii pr 0 :l"1 .r+t?lV the tt~iclft+fl tf 1 PtF.td3riStw 1nom. a'}4Ate.{1 
tt%) *' or. 4k d )se rituinid frlt`.V S win PIl '&t.

I; ' ' Until taws iut"t1 
1i 1st wirgltt Earl fti11 x 04 x 

•::i,  ̀ Ct 7l t',1 A  tfl..",ra a 4a:1'$raf ' +tlor inal 

11 Expiteted AHF irirca i`,..(in ot of "norm ti"}. _ 
utut +iidm,ni teri d. 

body weiijht { in kg j x 0.4 

E tier oats nit Abild(ttasLf ,ti! would CaAA for a factor of 0.5 
ir1,t: Rft of 0A in the *dye harm.ulas. 
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r : ,. ry of tttc.n furrnul,a, can I>n • ,rrtieel try :lit' 
Cn:3Vt i11 1 crctli;tillrr t r}Ki`S up tC tt", 'cif 
body vVv;l;llt. f h.i a Iloy v hiiq _ 0 I?CJ 5 sr il VO -:. t~ 
1000 nil : of 4.rr:c,latirtsl pt,isrt'r8 1':f he had zei . f :tnitiall. , 
200: uttt+ts. (if ;AI4F +r.nuid bQ *Iiip'c t,.d to i,i*® Its pla,rri.t 
1 uI`u AHf.ipl o.ut 20 to 2`.r% 3y 1;3rrlu Ia 11', 

iOtl • Expected ioCrr t,r> _

I,F. f}le• Stile 20 kg boy hed ;rt', i;"{tt. r, i Q 1Ct>1 :i rt i 1i 4t 1S 
tesirki to 'r,i14i.' htc et+ l to tit l';r~i,3tl ill; rests£ Of 50'n,, 
iOFmUL 1w11 kJ-I*iiI 

Units reguir t =. 20 x 0.4.x 50 - 400 unit,. 

Th.re is some evidence. that irJ a h rnofthltiac wrath ev&;e
bleedinrl. particularly if he has not `eent recently Ii *s t d, upt 
to ±~iouble the calculated initial dose: may. be needed to 
produce the desired Al4t . jevel,. after which thri formulas 
f3PI) IY : 
The half-life of AHF dmtniSt€lion to hati o}~hila:.s; has
v3=j,s0y 'estirnatrid tit :13 to 24 h0&Irs, .1 v In th, SHverc 
h ii c, the half-life of the f-r,t .dose of AHF in a - ' 

• f;)_ Jill>•3ers, io he at thta.lover end of the ranrv., heft for 
• Fulls;rquertl dons tt maybe saltily ectirrrated::a5 rdt -least 12 to 
' 15 hours in the attserire.:of inhibitors and "ovtnro lleeing

Assuming .t half life of 13 hours; : in the sicond
turf:3ve (initial lt?rel i0%., the boy.n.ay hP viii?^ Tel 12 hours 
afti?r the de was administered. to•.have as: A'E1r level of 
ftlnftrt 3(YD if rep resole vue.rr, givcrl ►n.thv meantime. 
Al.thouyh dos rtie can be ttrnated lty: .ihesecatcul,i&inns, it i, 
5trczngty recornnmerldcd that 1xhc.n vcr póssthle ap,3rt)priat©

• Iaboratory tests be performed' or the patents iasma at 
• s4i table intervals :tO a'sure That adequate AHF feels have: 
• been rcaehi~d and are maintained. 4.corr'plete ,et of rt:,zgc:tts 

including a reference plasma, is. tivaitabit' from -lyIdnrd for 
dclr;tmiriation of Al IF level by 'the ,partial ttlrom`yaaiatin 
time Corrr:ctiOit method. . 
h the. AI-IF lrvef fails tore~icttcxp~cte+1 i vels or if E,ii ecfic is
not controlled after apparenilly adequate dosagew,the presertr,.i 
of AHF inhibitors shr,uld be St.nnwcfId.` /,:':ap'Jropri3te 
laboratory procedures, t:h p esence f AHF inhit itcrs can ha 
demonstrated and quaptitaterl in,:terms of Al-IF units 
rleU!r8ltzt'r1 Ira+ each rr i' Of ts :Cie:by the total i✓stn, ictf 
p)t;lalYl.l YQtirltlle, Afti r sllffttrict!t.•doSaf ,e to 1►entrall o in-
#ltt) ttwr , iir:itti l l)n11  f3r{?c w, et prediicted &Aji_al rc, 
li"O sti. it'tltci ri,l I:xi) notod:that'when inhibitors artf7t'esFn7r 
nwantirenOtit of 1u White clotting time may be a beiter 
iiid,rx of iidecltlacy of dOsa a than measurement of circulat€raj 
/ihll 

In :i i:t:rssscal itei tciphihaaf.30 ye itsof age tirifh p: ---existing 
I nhitbifors, rrljtkcil ittiprfivemcr, t WI h o t ra►eci )y diesel 
s infusion :r # MEhtlDFll:, During a 7 n►tnut , i per od, 
administration ref 2704 units .overcame AHF iiihibitt•rs,. 
Ovi'r a 43-day period-, this patient received 44.000 units of 
A}IF in six infctsions with no ill effects. 

OTHER t3SES 
The concentrate is not known to contain clottin'I factors 
other than AHF in sufficient quantity to be useful theta 
peuticaily. The concentrate can be of signific6sit. value ire 
patients (not true 1►ertlophiliac4 with acqtnred f.s;tor VIII 
inhibitors- For example, prompt clinical. response 'i s 
obtained with a similar preparation lit .ii 54-year-old female 
with renal heniorrhagc.1 ° Prior  ::to iniusio~t, 1 ' n-I of her 
plasma neutralized 15 •units of AIIF. Afterinuaver ous 

dr+p_`.

infusion, of 3'x,000 units of AHF in 90 rxriiti tte5, ci c ul-t :ly 
inhibitors we:rf avc:rcotie an lietnost8aIs was obtained. ' A 
month later, her. inttiuilor level dropped ironer 15 units to-4 
units, and httr partial thronitiopfastin time; shorter ed frvrri 
140 seconds to 83 sOcnnds. 
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: ,l, 141 •. 

.*Jn5 uch other uses; the dosage of the coruentrate should he 
controlled by frequent laboratory determinations of eircu-

• laling Ar1F. With constant monitorinrj of the patient's 
physical condition, the Method Four product can be adinini• 
steied as rapidly as possible. if the AHF inhibitor level is low 

- ; 5,(}00 units or less in the total plasma volume}, direct 
intravenous syringe injection may be used. With high inhib-
itbr Ievela (over 5,000 units) rapid intravenous drip infusion 
is'preferable. 

s CAUTIONS 
Identification of the deficiency as one of Factor VIII is 
frpperative before ac;mimstmuoit of this highly purified 
Antihemophilic Factor. No benefit may he expected from 
this product in treating other deficiencies. . 

This concentrate is prr'parnd from Iatge pnols of fresh hurn.►n 
plasma. 5ueh plasma Tray i:ot►tain the tau; .dive .tyenls of vlrat 
hepatitis. There is no known laboratory ts'ct to demonstrate 
either the'presestce or the ,Aisence of st,t.h aienls, and the 
concentrate has not b-cen subjected to any treatment known 

•  to diminish the risk of transmission of hepatitis since such 
treatments greatly increase the loss of AIIF activity during 
preparation. The contr nlrnle should, therefore, he used wh n 

its-expected effect is needed irs split- of the unkn 
hepatitis risk • associat4d ►wtln'its ►re_ Su••Cial- tonssdcra 
should bs given to the use of this concentrate in newborns 
and infants where a hrgher'rmorbrd'ty and mortality may be 
associated with hepatitis.' -

No reactions have bean reported similar to those described in 
individuals receiving multiple transfusions of plasma. i r
However the physician should be prepared to treat such a 

• reaction if it should occur. 

`;•This preparation contains blood group isnagglutinins in 
amounts which are not clinically ;rqnifuapt in the rtnsacje 

• needled to control lienr.irthroses and other relatively su nlit 
bleeding episodes in the absence of inhibitors. linwevrtr. 

fit.*Cn larger or frequently repealed doses ate needed, as when 
• '-inhibitors are present or when per- and l►usl soignee) care is 
+• Involved, patients of blond groups A, B. and AB should be 

• monitored for signs of intravascular hr-rttnlycts .and fallirtq `- 
hematoctit values. The only repented case= ' showing this 

• phenomenon is. that ul a young 140-pound adult sin91c.11 

patient of blood group A who rri t•ived 43,0(10 AHF units 
• over_ 40 days without ill effects, then iii the following U clays 

• re_Hivecf 57,000 'AHF units. Dosing the Liltes 9 days, he 
' exhibited. progressive hemolysis, falling huenkttocrit, positive 
'direct Coombs test, and circulating aim -A igglutrnin. His 
a+►curia was corrected by the adsau►istratlurt of eurrtp.Itibie 

.• group 0 cells. The reported anti A content of one lot of 
Antihemnphilic Factor iI lurnan) which he received ci not 

typicat of current produclion. 

Silica all solutions containing fibrinogen. as does HEM 
} tend to cause the ground surfaces of glass syringes to xt , 
. : plastic -(disposable) syringes are recommended whenever 

• ' ; Sdmiriistration by syringe is desired. 
,i. 

;The administration set and any concentrate not immediately 
:r an'eetcd should be discarded.

C1NTR INDICATIONS 

• :. There 319 no known contraindications to the use of this 
: oncentrate. - . 

Tfte free amino acid lglycinef content of the concentrate has 
been reduced to less than 0.02 gm per ml of reconstrluted 
product. It is theoretically possible that very Intensive 

.-=herapy.with this concentrate in a patient with severe liver or 
,'• ;_kidney damage could overload the "drtoxihc anion" reach-
z s  ar~ism, but no clinical or laboratory evidence of this has been 

' een. • 

•~ t"fit 1 ' 
-,

• y
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(5) 

F;ECONS1ITUTION 

When reconstituted as directed below, the solution appears 
stable, without potency loss, for at least twenty-four hours at 
room temperature - (22° to 25°C). However. it is .recom-
mended that the solution be administered within three hours 
after reconstitution because of the possibility of bacterial 
contamination during reconstitution. The reconstituted mat-
erial should not be refrigerated as irreversible precipitation of 
active material may occur. 

1. Warm diluent (water and concentrate in unopened 
bottles to between 300 and 370C; keep at .300 to 370C 
during reconstitution. 

2. Remove metal seals and caps from concentrate and 
diluent bottles to expose central portions of rubber 
stoppers. 

3. Cleanse stoppers with germicidal solution. 

When furnished with administration set:
4. Remove protective covering from one end of double-

ended needle, using care not to touch exposed end. 
Insert exposed needle through diluens stopper. - 

NOTE: To transfer total volume of diluent, position 
imen of needle in diluent bottle flush- with inside of 

diluent stopper. 

5. Remove, protective covering from other end of double-
ended needle, using aseptic precautions as above. Invert 
diluent bottle over upright concentrate bottle and insert 
free end of doubt:: cnde,+ need!c rh•ot+gh crincanrrate 

bottle stopper at point marked "IN." Vacuum in 
concentrate bottle will draw in diluent. 

6. Disconnect the two bottles by removing needle from 
concentrate bottle stopper. Then agitate or rotate 
concentrate bottle until all concentrate is dissolved. 
Reconstitution usually requires less than 5 minutes, but 
may require longer. AHF activity is not diminished by 
holding the material at 300 to 370C for as long as one 
hour. Be sure that concentrate is completely dissolved; 
otherwise, activa material will be removed by the filter. 
The material is now ready for administration  (see "A" 
below). 

When intended for administration by syringe:

4. Without touching exposed needle, attach filter needle to 
syringe fuse plastic syringe), withdraw entire contents of 
the diluent (water) bottle into syringe, then inject. 
diluent into bottle of dry concentrate. . 

5. Withdraw needle from the concentrate bottle stopper, 
leaving needle on syringe, and protect needle from 
contamination. Agitate or rotate concentrate bottle until 
all concentrate is dissol%.'d. Reconstitution usually re-
quires less than 5 minutes, but may require longer. AHF 
ctrvity is not diminished by holding the material at JuC,

370C for as long as one hour. Be sure that 
concentrate is completely dissolved: otherwise, active 
material will be removed by the filter. Proceed with 
administration (see "B" below). 

ADMINISTRATION 

,NOTE: To avoid precipitation of cold-insoluble globulin 
containing AHF activity, the solution should not be below 
room temperature during infusion. 

A. •Intravenous Drip Infusion 
1. Alter reconstituting the concentrate as directed 

above, remove administration set.from container. 
2. - Close control clamp tightly. 
3. Fill the administration set with sterile saline; this 

will lessen the possibility of producing an extra-
vascular clot during venipuncture. 
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• UPI ; 
4. Remove airvv'ay needle from tube Covexinq c,tnplx'; 

puncture needle of set. With bottle in upright 
• position. puncture stopper at "OUTLET" 

indentation with airway needle to relieve any pres-
sure or vacuum in bottle; then insert airway nee;ile -
th'n~'nh "AIR" inrl'niitinn of stopper. 

5. Remove and discard tube protecting stopper-
puncture needle of set (near drip chainberl and 
insert needle through "OUTLET" indentation of 
stopper. Push i needle into stopper only far enough 
for lumen to clear the stopper in order to admire-
ster all of continnts. Suspend bottle in inverted 
position. 

6. Gently squeeze and release drop chamber to allow it 
to partially 1i11 with liquid if not already filled with 
saline. 

7. Hold needle adapter at opposite end of tubing in 
upright position, reprove plastic cover without 
disturbing needle, then remove and attach vein 
needle, takt►rg care not to touch exposed end. 

8. Open control clamp to displace any air bubble 
tubing and fill needle with liquid. Close clamp and 
insert vein needle into vein. 

9. Open clamp anti allow liquid to flow into vein as 
rapidly as is tolerated by the patient. fleduce flow 
rriir 11 io chops 1 ml) if pulse rate rises 

;rgnif icantly. 

' 10. If cotton pledget in airway becomes moistened svrih 
solution, the pledyt't may be removed and the -
administration continued. 

11. If the same patient is In receive more than one 
bottle of concentrate. the arfrninistratioii set may be 
removed from one bottle and inserted ii the next, 
providing care is taken to avoid entrapment of air in 
the set. This practice avoids loss of concentrate in 
the set and makes additional venipunetures unnec-
essary. When administration of the concentrate is 
finished, it is desirable to again connect the admini-
stration set to a saline bottle and flush into the vein 
any concentrate remaining in the set. Avoid intro-
duction of air into the tubing. 

12. Dis.:ard administration set after use. Also discard 
any concentrate not used at one time. 

CAUTION: Do not puncture drip chamber or tul -"q. 
Puncturing can cause an in1aKu of air which may 1r 

embolism. It is recommended that administratro e 
made with administration set furnished since it con-
tains a suitatlle filter. 

Intravenous Syringe Injection 

As a precautionary measure, the physicars should deter-
mine the pulse rate before and during administration of
the AHF concentrate. Should a significant increase of 
pulse rate occur, reduce the rate of administration or 
discontinue. Usually 10 to 20 ml may be injected over a 
3-minute period. 

1. After reconstituting the concentrate as described 
above, re-insert filter needle (on syringe) through 
the bottle stopper. 

2. Inject air and aspirate the reconstituted AHF into 
the syringe. 
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3.,4Remove and discard the filter .:de from
• syringe; attach the 21x1 (vein) n4 idle, rnd inlet

• intravenously. 

, 4. If the same patient is to receive rnore`.than'on • 
bottle of concentrate, the conter'ts`nf two bottlgsl
may be drawn into the same syringe thro•tgh filte►`•
needles before attaching the vein needle. . For 
additional bottles, the same syringe•may he refill r . 
through filter needles; $his practic,I lessens the Iota`
of concentrate. 

-i 

STORAGE 
Hyland Antihernophilic Factor. (Human); Method 'Fou _. 
Dried, HEMOFIL should be stored under ordinary refri t ' ~."
eration (20 to 80C, 350 to 460F). Freezing should he .: 
avoided as breakage of the diluent bottle might occur.

HOW SUPPLIED 
Hyland Antihero philic Factor (Human), Method Four..-
Dried, HEMQFIL" is furnished with a suitable voluntc f -". . 
Sterile Water for Injection. 

number of units of AHF activity, qs determined foread .
s stated on the label of each bottle. +.- a 

HEMOFI L Antihenmophilic Factor (Human) . has . been pr 
cessed and tested in accordanc with requirements of tl)e'

U.S. Public Health Service and is distributed under. U. : n• ti
Government License No. 140 ç«' 
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