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2. Because of the high degree.of purity, adequate.Factor VIII 
can be supplied with relativelysmatler emounts;of fibrinogen and. 

PRECAUTIONS 
1. Ant~taemophilic Factor (Human), Koate.' is intended for treatmerr• i 4 j.~7~ ; Antihaerbo hilic Factorp 't.~ 

other non-Factor VIII proteins ?his is, parti6UIar~ydi~sitable ̀  
when high circulating levels of Facto~_ViIi mint be meiniained.For 

of bleeding disorders arising from a deficiency in Factor VIII 

(Human), Factor VIII Concentrate " prolonged periods, or, where.Inhibitors.inust be overcome. . . 
3. The high Factor VIII, to the  product 

should be proven prior to administering Koate. This
since 

no 
benefit es may expected from its use in treating 

, ® ~  ~ Koate 
-in allows Po 

`11 Intravenous infusion by drt t t syrtr?ge; nj tton o(,drip Iniusion. 

her 
causes

o
other  nt haemorrhage. 
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"DESCRIPTION" 
This facilitates office and hgme;trea ent. , r . 1 1, , ir••; 

2. After reconstitution, administer promptly (within 3 hours). 
Do not refrigerate after reconstitution. NOTE: The recommenda-SEE SECTIONS ENTITLED AND 

"WARNING" FOR DISCUSSION OF HEPATITIS RISK 
4. Factor VIII is very. stableasaa,IYop, llizea product ,' . - , 
5. Each lot of AntihaemophllidFacts Human),.Koate, , is assayed • 

"is 

tion to administer prompt) her reconstitution is intended to 
avoid the ill effect of any p tible bacterial contamination occur- 

DESCRIPTION and labelled for Its Factor VIILco tent T rmits,a,mo?eprecise -~ R v h ~ ring during reconstitution. Koate is fully stable, without potency 
Antihaemophilic Factor (Human), Koatea is a stable, purified, 

dried concentrate of human Antihaemophilic Factor (Factor VIII. 
estimation of the appropriate dose. than .,w( .Cryoprecipitate. 
6. Koate is easily stored ,Lf ,nc; r,, -; 

loss forat least 24 hours at room temperature after reconstitution 
3. Administer only by the intravenous route. 

AHF, AHG) intended for use in therapy of classical haemophilia After infusion of AHF theriii is ar►lnstantaneous rise in the coag- 
ulant level, followed by an i Riot rapid  in activity, 

4. A filter needle should be used prior to administering. 
(haemophilia A). 

I Koate is purified from the cold insoluble fraction of pooled • 
23 and then a subsequent muc siowerrate.of decrease inactivity. 

The early rapid phase may,representhe time of equilibration t 

a Koate contains levels of blood group isoagglutinins which are 
not clinically significant when controlling relatively minor bleed- 

dresh-frozen plasma by modification and refinements of the meth- 
ads first described by Hershgold, Pool, and Pappenhagen.1

, 
with the extravascular compartment, and the second or slow phase 

ing episodes. When large or frequently repeated doses are 
required in patients of blood groups A. B or AB, the possibility of 

Koate contains highly purified and concentrated Factor VIII. The 
'Factor VIII is 50 to 125 times purified over whole plasma: and 

of the survival curve presumably is the result of degradation 
and reflects the true biologld, half)ife ofthei infused AHF.3 Studies 

intravascular haemolysis should be considered. 
$. Administration equipment and any reconstituted f<oate not used 

when reconstituted as directed, Koate contains approximately with Koate in haembphllic patients have.demonstrated an initial 
50,0 disappearance tlme:of,five hours a biologic a of 

should be discarded. 
25-40 times as much Factor VII; as an equal volume of fresh 
plasma. 

,and . fore
approximately 13 hours? 711era were no signz I pS differences 
between 

ADVERSE
 Alle gic reactions 

O 
may result from the administration of 

t - Each bottle of Kole contains the labeled amount of anti- 
haemophilic activity in International Units (lU). One IU, as defined 

bleeding and ponble I g pat' _ tits ~.}1 !~. r l;7nifo t P 
INDICATIONS AND USAGE .t>s *vcrri ;t~tr4' sd~' :• 

AHF preparations including chins, fever, and hypersensitivity 
reactions?' 

by the World Health Organization Standard for Blood Coagu- Koato is Indicated for the treatment oflclassicel-haemophilia When large or frequently repeated doses are required in 
lation Factor VIII, human, is approximately equal to the level of AHF (haemophilia A) In which,there,is a:deMonstrated.defieiency of , patients of blood groups A, B or AB, there is a aossibility of 
found in 1.0 ml of fresh pooled human plasma. The final product, 
when reconstituted as directed, contains 1% Dextrose (anhydrous) 

activity of the plasma clotting factor,;Factor VIII..Koate provides a 
means of temporarily replacing the missing clotting factor in •. 

intravascular haemotysis' Should this condition occur leading to 
progressive anaemia, administration of type 0 packed red blood 

USP and is hypertonic. Koate contains anti-A and anti-B blood 
group isoagglutinins (see discussion under Precautions). 

THIS PRODUCT HAS BEEN PREPARED FROM LARGE 

order to correct or prevont,bleed(ngl epfsodes,or in order to per- 
form emergency .and .eleGtiJ®gUrg9l 0i haprr)aph(hacs, ,: 

AntihaemophilicFacfor{t tilrt)6n~)§ ii~ffeC~hvQjnthetreatment 

cells should be considered.' Also the administration of type 
specific cryoprecipitate has been recommended for maintaining 

POOLS OF HUMAN VENOUS PLASMA COLLECTED FROM of von W(ilebrand'S disease .a; ilfiepi 'tehl1ttik ie a ijr p r a: ; 
adequate Factor VIII levels.' Massive doses may also result 
in hyperfibrinogenaemia.10

MANY PAID DONORS. EACH INDIVIDUAL UNIT OF PLASMA CONTRAINDICATIONS " ~,. ., - The risk of hepatitis is present with the administration of AHF 
AND EACH LOT OF FINAL PRODUCT HAS BEEN FOUND There are no specltiecor)i lndidati stoIf euseofAntihaemo- concentrate preparations (see discussion under WARNING). 
NONREACTIVE FOR HEPATITIS B SURFACE ANTIGEN (HB.Ag) ph(lic Factor (Human,IF?Iease4'eadIrdptio Ssectioncarefully.., DOSAGE 
USING A U.S. FEDERALLY APPROVED TEST OF AT LEAST before use.  v r)' ! '.', Each bottle of Koate has the AHF activity in IUs stated on the 
THIRD-GENERATION SENSITIVITY. UNFORTUNATELY, THIS WARNING f'i i i1) Etcl fuortllvt'Jr"Pw • cl x i labei of the bottle. 
TEST DOES NOT PRECLUDE THE PRESENCE OF HEPA- 
TITIS VIRUSES. SEE WARNING. 

KoSte concentrate Is a:purlflod.drfedfraction of pooled • • Abildgaard, et al" have reported from studies in haemophilicchil-

NO KNOWN LABORATORY TEST METHOD CAN OFFER plasma obtained from many paid.donorst,The presence •- i 
of hepatitis viruses should be andthe hazard of ,. ,; , 

dren a linear dose-response relation with an approximate yield 
of 2% rise in Factor VIII activity for each unit of Factor VIII per kg 

ASSURANCE THAT PRODUCTS DERIVED FROM HUMAN 
BLOOD WILL NOT TRANSMIT HEPATITIS. 

.assumed 
administering Koate concentrate should be weighed _4: „S w' 
against the medical consequence of lwithhotding.lt,.particu-, 

of body weight transfused. Clinical experience with Koate has 
demonstrated an essentially identical dose-response relationship" 

CLINICAL PHARMACOLOGY 
• 

larly In persons with few previoustransfuslorts of blood . . 
' ` '~4" t` '" 

Therefore, the following formulae provide a guide for dosage', 
Haemophilia A is a hereditary bleeding disorder character- 

, rred by deficient coagulant activity of the specific plasma protein 
or blood products. ' f ~ , ~  . 

Kasper and Kiprtis''haveco' ncluBed' Elf ose who have ` . 
calculations: . . 

clotting factor, Factor VIII. In afflicted individuals, haemorrhages had little exposure to blood prooduots tlav+a`a high ns{(c Expected Factor VIII increase (in % of normal) _ 
may occur spontaneously or after only minor trauma, and sur- of developing hepatitis after introductiop`bf clotting factor  IU administered x 2.0 
gory on such individuals is not feasible without first correcting the 
clotting abnormality. The administration of Koate provides an 

concentrates, such as this produc['Fc}icthos8bAbents 
especially those with mild haemophilia theyrecommend sin- '' body weight ink,

increase in plasma levels of Factor VIII and can temporarily correct 
the coagulation defect in these patients: k 

gle donor products. However, for'datients With modety'u' .. ' 
ate or severe haemophilia who heve,le4eived numerous r' 

IU required = body weight (kg) x desired Factor Vill 1% normal) 
., , x 0.5 

Koate offers many advantages over single-unit I oprecipitate' infusions of blood or blood productsthey feel that the "' ' •
in replacement therapy of haemophilia patients. Among the risk of hepatitis is small. They believe that the clotting ''' ' I It should be emphasized, however, that all efforts should 
most significant are the following: factor concentrates have so greatly improved the'managev' ' be made to follow the course of therapy with Factor VIII level 
1. As Koate contains highly purified and concentrated Factor VIII, ment of severe haemophilia that these products Should -:to". assays. It may be dangerous to assume any certain level has 

tj therapeutic amounts of Factor VIII can be administered in a ' not be denied to appropriate patients:•'i4r!ti r• 1vr r. n:;,i , .. 2 been reached unless direct evidence is obtained. 
relatively small volume. 

„1;r~ t•,~'t~ '  

T 
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ProplylaxiS 01 Spontaneous haemorrhage the printed labelling, inctudintelpacage insert, for this product 

except by printed notice from 
h Company's Berkeley office. 

. t
RECONSTITUTION AND ADMINISTRATION 

The level of Factor VIII required to prevent spontaneous 1. Warps unopened diluent (Sterile Water for Injection. USP) and 
to temperature. Prescriber and user of this product must accept the terms h~Yeot. 

haemorrhage is approximately 5% of normal while a level of 30% . Antihaemophilic Factor (Human), Koaite• room 

of normal is the minimum required for haemostasis following 
trauma and surgery.'3-15 Mild superficial or earl y haemorrhages may 

but not higher than 37°C (99°F). 
2. Remove the plastic flip-top caps from both bottles to expose REFERENCES '~ : glycir a wecipitated factor VIII. N Enpl ' J Mad 1966: 1 pote EJ, Poo ao. Pa c 

Abildgaard CF 
3

respond, to a single dose of 101U/kg of AHF' ''6 leading 
vivo rise of approximately 20% Factor VIII level. In patients 

the central portions o} the rubber stoppers and cleanse each 
stopper with suitable antiseptic Immediately before each piercing, 

lobogn iton M. Harris
Apt me poloni anhnemophnrc piobukn 12. Bnhon M. Harrison J. : The

coy nlrate derived from a coI insoiub10 Early treatment of hemophilic hemar-
thrones with minimal dose of new lacier Viii to an in 

with early haemarthrosis (mild pain. minimal or no swelling, ery-- 
minimal or no joint limitation). if treated ) 

We recommend the following procedure: First swab the stop-
per with Iodine Tincture, USP followed by a sterile antiseptic swab. 

tnd:ion of human plasma: characterizeterize- 
hdn end further data on peparatbn and concentrate. J Pedrarr 85f2):245-r. 1974, 

crinical vial. J tan chn Mee 13. Biggs R. McFarlane RG: Haemoppiira 
187 theme, warmth, and 

promptly, even smaller doses may be adequate16''a - 3. With a sterile needle and syringe withdraw the appropriate 
of diluent and transfer to the bottle of lyophilized Koate. 

6711):23-32.1966. and ro od conditions: a survey of 
z. 

unpudished data in Has of caner cases. or J Haemarol 4(1): 1.27, 1958: 
14. Langdell RD, w her RH, BrmktiOUS 

Mild haemorrhage 
minimal haemorrhage. therapy need not be repeated

volume 

The 
Koate bottle Is not sealed under vacuum. Add the Sterile 

Lad7ralvies.Inc. 
3. Aronson DG Factor VIII lanhhemophihc KM: Anhnemoothilic factor IAHF) levels 

6(1): following Vansfusionsof blood plasma and Incases of 
there is evidence of Curtner bleeding. Water for Injection, LISP diluent gently so as to avoid excessive plDtwlin). Semis Thromb Hamosras 

Mad 5,55. Eap g ~ }•. unless 
Moderate haemorrhage and minor surgery 

foaming. Do not bleed out air either before or after reconstitution. 
4. Withdraw needle • from the concentrate bottle stopper and 

42 1910. , Kipnis sA: Hepatitis and s 21'2 
dotting-factor concentrates. JAMA 15 Shulman NR, Cowan DH, fibre EP, 1 

For mere serious haemorrhages and for minor surgical proce- 

dares. the patient's plasma Factor VIII level should be raised to 

dune

gently agitate the bottle from time to time until the Koate powder 
dissolved. Reconstitution usually requires less 

221(51: 510, f972. at al: The physiologic basis for tnerapyof 

5. Eyster ME, Bowman HS. Haverstick JN: classic hemophit a pacts VIII deticier CYl 
disorders. Ann Intern 1x.19 

30 of normal for optimum clot formation. This usually is complete) 
than 5 minutes. 

Adverse reactions to factor Vill Infusions and rotated 
Ann Intern Mrae87(2)' 248, 1971. Mod 6714):856.62, 1967. 

requires an initial dose of 15-25 IU/kg, and if further therapy.
Medea. 

is a maintenance dose of 10-15 IU/kg every 6-12 hours.. 5. After the concentrate powder is completely dissolved. with- 
Koate into the syringe through the tiller needle 

6 Prager D., s; i, Eyster ME, or at: 16. Abitdgaard CF; Current concepts in
Pen state .wide state-write hemophilia the management of hemophilia. Sam n 

Haman 12)3223-32, 1975. required, 
Severe haemorrhage 

with if IN threatening bleeding, or haemorrhage involv- 
draw the solution 
which is supplied in the package. Replace the filter needle 
with an appropriate sterile infection needle. e.g., 21 gauge x 1 inch, 

withi0ram: summary of immediate reactiorw n
 the use of factor vin and factor 17. Penner ,if., Kelly PE. Low doses of 

ixconcenirate. e1ood5315):1012.3.1979. factor Vin for hemophilia netted; N Eragl 
1977. Inpatients 

ing vital structures (central nervous system, retropharyngeal 
spaces, iliopsoas sheath). It may be desirable . and inject intravenously. 

•6. If the same patient is to receive more than one bottle of Koate, 
7. Rosati LA. Games B. Oberman HA. et J Med 29717)401, 
al Herrroiyedanem;a due to enti-A in 1B. ler RA:AshenhursljB. Lment omigPL, 

concentrated anlihemophilic factor prep- Seller RA: Early treatment of blooding 
and retroperitoneal 
to raise the Factor VIII I veIto 80-100% of normal in order 

actor ill l 1614'2' This may be achieved with an initial 
to 

the contents of two bottles may be drawn into the same syringe 
filter needles before attaching the vein needle. Addi- 

stations. Transfusion ¶sis 9-41, 1970. episodes with 10 U7kg of factor VIII (let• 

e. Sealer RA Hemolyals due to aril, A and ter) eldod Sq 1)181.2. 1977. 
CK: Hematologic care. in, bons. Arch 19. Kanet through achieve h 

AHF dose o14 t-50 IU/kg and a maintenance dose of 20-25 tonal bottles may be drawn into the same syringe through filter aai-8 In factor VIII 01 p3.1 DC
Intern Mad 130(1):1013.1972. Boone DC tedr Comprehenswe manage-

Davis. 
IU/kg every 8-12 hours. needles supplied.  9.Orringer EP, Koury MJ. Blatt PM. et mont of hemophilia. Philadelphia. 

• al: Hemolysis caused by factor VIII con- 1916, pp 3-17.• 

Major surgery 
For major surgical procedures. Kasper19 recommends that a

HOW SUPPLIED 
Koate is supplied in single dose bottles with the total units of 

cenuates.Arch inrem Mad 20. Edson JR: Hemophilia and related 
roe(g):1o18-20,1976. conditions. in. Conn HF fed) current 

Bark C.I. MJ.The partial throm• therapy. Philadelphia. saunders.1980, 

dose of AHF sufficient to achieve a level of 80 to 100% of 

be given an hour before the procedure. It is recommended Factor VIII activity and total grams 01 protein stated on the 
label of each bottle. As uitable volume of Sterile Water for Injec- 

ix. 
boplashn lime and lector viii therapy. pp 264.9. a and 

Am J cdga arnor 57w1:47e•B 21: Hilgar Managames.
normal 
that the Factor VIII level be checked prior to going to surgery 

the level is achieved. A second dose half the lion, USP and a sterile filter needle is provided. 
Corrig. you ine Drugmo 

t of himo p 4ia with igan JJ. Tho s the routine 197 the crises Drug 

Ln at: Treatment of hemoDh4ia with Thar 8(2)141 54 1978. er l: 
Treatment 

to assure expected 
size of the priming dose should be given' about five hours 

the firstdose. The Factor VIII level should be maintained at

STORAGE 
Koate should be stored under refrigeration (2 to 8°C; 35 to 

Storage of lyophilized powder at loom temperature after 10-14 
a daily minimum of at least 30% for a healing period 46°F). 

(up to 25°C or 77°F) for six months, such as In home treatment eofc
days, depending on the nature of the operative procedure. 

The above discussion is presented as a reference and a situations, may be done without loss of Factor V111 activity. 
Freezing should be avoided as breakage of the diluent bottle might 

guideline. It should be emphasized, the dosage of Antihaemophilic 
occur. Reconstituted Koala should not be refrigerated and

Facto r(Human►. Koate ; required for normalizing haemostasis 

the Fay should be used within three hours of reconstitution. 
must be individualized according to the needs of patient.
tors to be considered include the weight of the patient, the 

the deficiency, the severity of the haemorrhage, the Ares- 
CAUTION . 

U.S. Federal law prohibits dispensing without a prescription. 
severity of 

of inhibitors and the Factor VIII level desired. All efforts LIMITED WARRANTY ence 
be made to follow the course of therapy with Factor VIII A number of factors beyond our control could reduce the 

should efficacy of this product or even result in an ill effect following its level assays. 
The clinical effect of Factor Vlll on the patient is the most impor- use. These include storage and-handling of the product after L S coverer ant License No 8 

in evaluating the effectiveness of treatment. It it leaves our hands, diagnosis, dosage, method of administration. 
tant element 

be necessary to administer more Koate than would be esti- and biological differences in individual patients. Because of 
may 
Mated in order to attain satisfactory clinical results. If the 

ed dosage, or if ble i ng 
these factors, it is important that this product be stored properly Biological the directions be followed carefully during use, and the risk j

factor Vill level fails to attain that expl 
is. controlled after adequate calcul3ttitl dosage, the presence of transmitting hepatitis be carefully weighed before the product

not 
of Factor VIII inhibitor should be suspected. Its presence should 

and the inhibitor level quantitated by appropriate
is prescribed. 

No warranty express or implied, including any warranty of

Cutleruoermaries, inc.. Berkeby:CA94710,USA 
UK prsr Cuaer Laborin-s. Ltd. G--Wd d. Suney Got 3uz, Fi,Qiend t, 

be substantiated 
laboratory procedure. When an inhibitor' is present, the dos- 

for AHF is extremely variable and the dosage merchantability or fitness, is made. Representatives of the 
Company are not authorized to vary the terms or the contents of 5 Pr nod ~, U.S.A. C 

age requirement 
can be determined only by the clinical response. 4 ` 
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