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i.1. xame of Product Antihemophilic Factor (Human) Koate 
1.2. lull sane end address of 

proposed licence holders Bayer UK Limited 
Bayer House 
Richmond 
Surrey 
TW9 1SJ 

Registered company no. 935048 

1.3. Tredit+g style to be shown on Bayer UK Limited 
licence if diffarant face .>,e,.., . Pharmaceutical Division 

Haywards Heath 
West Sussex RH16 1TP 

(Correspondence to be sent to this address). 
1.4. Role of proposed licence holder: 

(ii) as pereon who sports or procures its izportation. 

1.5. Activities for which (i) sellin or snpplyirs product in the Vi, 
licence is required: (ii procuring the ntusut eture or assent], of the product for enle or enpplT in the LT. 

(iii) importing or procurin tke ioportetion of the product. (i. 
1.6. Applicants ern reference. not 

1.7. Uetalls of earlier applications: Not .applicable 

1.E. ?o cover sale end supply of the prcduot ssaatiactnred before the grant of the licences —THPi;~li0 

1.9. Scientific Pridenee: (i Chonietrf and FAerzsasg pis  98 
(ii >rp. ri:«entel end BioleQteal St Not applicable (ii) ) ndise P tios 

(iii Clinical Trials

1.10. Auabor of paws of supplementary Informations 21 

1.11. 3/Nb apply for the grant or a product licenno to the proposed holder rnned above in reopeot the of prcdnnt(e) to which the Product Fartiealara On T?.,we 2 refer and in aoeorda Other aae vith the eer p& ticulcrs cnnzxed i the eald licence to be for a period of five yearn and subject to the follcrl c prs-rinions - 

1. All the Standard Prorisiorn epalieable to yroduot litttace2 %;seer regi1etions for the time beirg in force under Section 47 of ?he Fodieinos Act I%I. 

2. The product abell not be rrcoaa:cded to be need for a_,  T.T u aaa aid r thrsv there specified in to*, Product T'artioularo as does, end t.h.11 be cold or supplied in ccoordenca with the said Froduct Particulars except in so far no may from tine to lion be approved by the lioonui authority. 

3. The epectfiontion of the cbantituento v;d Cf the finite . p —uct shall be in socordeacm with the information ountainel in or furnished in o -isotion with tto cppllcatien. 

4. The product in to be r_esufeotured only it: Q;3nrdence vita the mvethode not out in this appliestio❑ or furnished in connection with it. 

5. The number of the licenco the l apparr on tll ceat'aincrn or prcc', e ir,/ahioc tSo ro uotis poked and on any pankt a inerto or nocunpaj:yjr4; litrec tnrc.  _._._ 

GRO-C 
---------Sbata ~'pscigT in r'cic5 n:faed GROG 

BAYP0000001 _098_0004 



utd 201 pars 2 

per ]leeneir authority nz. 
Product PerUQ4.ra 

2.1 
Name of Product: Antihemophilic Factor 

(Human) 

Koate 

2.2 Pharmaaeutieal or A sterile lyophilised powder for 
reconstitution with sterile water for injectio 

for intravenous use. 

2.3 Active doaetitu.nt.: Supplied as vials - containing appro 
250 or 500 units of Factor VIII together with 
a suitable volume of Sterile Pater for Injec-
tion USP and a sterile filter needle. 

2.4 Veee: For the treatment of classical haemophilia 
(haemophilia A) in which there is a demon-
strated deficiency of the plasma clotting 
factor, Factor VIII. See also package insert
(attached). 

2.5 Recornended daee See package insert (attached)aad dosage .aedulez 

2.6 
Precaution, and Yarning,, See package insert (attached) 

2.7 nethod of rotail .ale By direct government contract or .upplyt 
and private Sale 

2.e xwutaotnr r of Cutter Laboratories Inc 
doers form? Berkeley 

California 94710 
USA. 

Appliaante nf.reaoe

Applioautr edQaatur GRO-C 
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3., Supplementary Particulars 

3.1 Physical characteristics 
Not applicable. 

3.2 Manufacture, 

(a) Cryoprecipitate is recovered by centrifugation from 

thawed pools of fresh-frozen _human: pla'ma.`.=Soluble 

proteins are removed by a wash of the cryoprebipitate 

and AHF proteins extracted. Extraneous non-AHF 

protein is removed through pH and temperature 

adjustment. Prothrombin complex proteins are removed. 
by adsorption with aluminium hydroxide. The AHF 
activity is concentrated by alcohol precipitation. 
The bulk solution is freeze-dried in the final 
containers under aseptic conditions. 

(b) - Cutter Laboratories Inc., Berkeley, California 94710, 
USA. 

(c) As above. 

(d) The product is stored at 2-8°C in a refrigerator 
in our warehouse at Haywards Heath. 

3.3 Quality 
Control 

(a) 'Quality control will be exercised by Cutter Laboratories 

(b) The decision that any batch of the product is of an 
• acceptable quality for marketing is taken by Cutter. 

3.4 Containers 

(i) Antihemophilic Factor (Human) - Koate 

Bottle.(500 units): 50 ml, USP Type I or Type II 
clear glass. 

Bottle (250 units): 30 ml, USP Type I or Type II 
clear glass. 

Stopper: Gray 20 mm, prime stock, natural, sulphur-free, 
non+ox;dising, non-toxic rubber. Durometer hardness 
42- 5 . 

Seal: Aluminium 20 mm, clear lacquered outside. 
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3.4 (continued) 

(ii) Sterile Water for Injection, USP (Dil nt for 
Antihemophilic Factor (Human) - Ko'te ) 

Bottle (20 ml fill): 30 ml, USP Type I clear glass. 

Stopper: Gray 20 mm, prime stock, natural sulphur-free, 
non-oxidising, non-toxic rubber. Durometer hardness 
45 -i 5°. 

Seal: Aluminium 20 mm, clear lacquered outside. 

(iii) Filter Needle for. Reconstitution 

Cannula: 16 gauge x 3/4" stainless steel. 

Hub: Aluminium with standard Luer taper with Luer-Lok 
feature. 

Filter: 100 mesh stainless steel. 

Assembly: Overall length 1 1/4 1 1/1611 

To be stored at 2-8°C. 

3.5 Labelling 

Copies of labels and the package insert are attached. The 
expiry date stated on the label is one year from the date of 
the last valid potency assay. 

3.6 Importation 

The licence holder is the actual importer of the product. 

3.7 Applications in Other Countries 

Koate has-been passed~:by-the E:D.A-afor_•marketing in the 

U.S.A. We are awaiting further information concerning this. 

3.8 Scientific Evidence 

Detailed information 
is supplied on Chemistry and Pharmacy 

and Clinical Trials. 
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• Ant i herrroph i I IC Factor (litnnn ) 

Ko,i t et" 

SEE SECTIONS ENTITLED "INDICATIONS" AND "WARNING" 
FOR DESCRIPTION OF HEPATITIS RISK 

DESCRIPTION 

Antihemophilic Factor (Human), Ko-ate is a stable, purified, dried 
concentrate of human Antihemophi l ic Factor (Factor Vi I I, AHF, AHG) 
Intended for use in therapy of classical hemophilia (hemophi lia A). 
Koater" is purified from the cold insoluble fraction of pooled fresh 
frozen plasma by modification and refinements of the methods first 
described by Hershgold, Pool and Pappenhagen(l). KoateT" contains 
Factor VI I I in concentrated and In highly purified form being some 
40 to 170 times purified over whole plasma, and containing minimal 
quantities of fibrinogen. Consequently KoeteTK ,is a highly potent 
source of Factor VI I I activity, containing approximately 25-30 times 
as much Factor VI I I as en equal volume of fresh plasma. Relatively 
smal l volumes of - KoateT" are needed to raise sIgnIficantIy the cir-
culating level of Factor VI II. For example, 500 cl inical units.of 
Factor VII   (equivalent to 500 ml of fresh frozen plasma) can be ad-
ministered •in a volume of only 20 ml containing a total protein of 
about 0.5 grams. The final product, when reconstituted as diredEd,will 
contain 1% Dextrose-  (anhydrous) U.S.P. - 

Hemophi l ia A is an ,hereditary bleeding disease characterized by 
deficiency activity of a specific plasma protein clotting factor, 
Factor VI I I. The disease is sex l inked being transmitted by females 
but occurring almosi exclusively in males. In individuals so affl icted, 

• the reduced level of Factor VI I I may be sufficient so that hemorrhage 
can occur spontaneously or after only minor trauma. Surgery on such 
persons is not feasible without first correcting the clotting factor 
abnormal ity. 

The medical management of hemophi l iacs is based on replacement to the 
circulation of the blood clotting factor which is deficient or absent. 
Prior to the avai lability of clotting factor concentrates, this was 
accompl ished by transfusions of blood, fresh plasma or fresh frozen 
plasma. The.effectiveness of these infusions is l imited by the large 
volumes required to achieve and maintain hemostasis. The blood volume 
becomes expanded because of protein overload; erebral edema, pulmonary 
edema, and cardiac embarassment may result(2,3~ 

Because of these l imitations, much effort has been expended by a number 
of investigators in separating and concentrating Factor VI I I from plasma 
in a form suitable for substitution therapy in Hemophi l ia A patients. 
A number of concentrate preparations of varying degrees.of purification 
have evolved and have been used with cl inical success. Koa`te1'' is a 
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highly purified potent concentraia which can be':effectively used to- 

-increase the Factor VI II levels of patients to normal or near normal 

values without circulatory overload Antihemophi lic Factor (Human), 

KoateM, offers many advantages over whole blood, plasma, single unit 
cryoprec'ipitate or loss potent concentrates. Among the most signif-

icant of these-are: 

I. Higher potency Factor VI I I than ceyoprecipitate or other available 

concentrate preparations. Therefore,. adequate Factor VIII can be 

• supplied 

with relatively smal ler amounts of:fibrinogen and other 

non Factor ViI I proteins. This is particularly important when high 
circulating levels of Factor VI I I must be maintained for prolonged 
periods,, or where inhibitors must be overcome. 

2. Each lot of Koate 1 ' -Is assayed and Iabeled for -its Factor'VIII content. 

This permits more precise estimation of dose and prediction of effects. 

3. As a lyophi l ized dry product, Factor VI i I is stable in contrast to

its marked decay in stored plasma. 

A; Koate1M reconstitutes rapidly and easi ly and does so without excessive

shaking and foam formation-which can inactivate Factor - Vi l l. 

5. Being of human origin there is no danger of species antigenicity as 

occurs with concentrates from bovine or porcine source. 

6. The high Factor VI iI potency in the reconstituted product al lows 
intravenous infusion by direct syringe injection or drip 
infusion without significant reactions. This permits office and 
home treatment. 

7. KoeteTM is free of thrombin, thromboplastin-l ike activity, depressor 
activity, and contains relatively low levels of anti-A - anti-B 

blood group isoagglutinins (see discussion under Precautions). It 
is free of heparin and no heparin need be added before its Use. 

THIS, PRODUCT IS PREPARED FROM UNITS.OF HUMAN PLASMA WHICH HAVE BEEN 

TESTED AND FOUND NON-REACTIVE FOR HEPATITIS ASSOCIATED (AUSTRALIA) 
ANTIGEN. UNFORTUNATELY THIS TEST DOES NOT WITH CERTAINTY PRECLUDE 

THE PRESENCE OF HEPATITIS VIRUS. SEE WARNING. 

ACTION

Antihemophi l ic Factor (Human) is a plasma protein which corrects the 

coagulation defect of patients with classical hemophi l ia (hemophi l ia A). 

It is needed for the formation of prothrombin to thrombin by the intrinsic 

pathway. 
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INDICATIONS 

AntihemophiIic Factor (Human), Koal-e', is indicaio'd for the treatment 
of:classical hemophrl is (hemophilia A), in which there is a demonstrated 
deficiency of the plasma clotting factor, Factor VI I I . - Koaie~'" provides 

• a means of temporari ly replacing the missing c:'I ott i ng factor in order 
to correct or prevent bleeding episodes or ir. order to perform emergency 
and elective surgery. '. 

CAUTION: BECAUSE Of ..THE POSSIBILITY THAT ANY LOT OF KOATE' MIGHT CONTA I N 
THE CAUSATIVE AGENTS' OF VIRAL HEPATITIS, -I ITS :USE MUST BE, CONSIDERED IN 
LIGHT OF THIS HAZARD, PARTICULARLY IN PERSONS WITH FEW PREVIOUS.TRANS-
FUSIONS OF BLOOD AND PLASMA PRODUCTS. 

Kasper and Kipnist4 have -concluded that those who -had little exposure 
to blood products had a high risk of developing hepatitis after introduction 
of clotting factor concentrates, such as this product. For those patients, 

especial ly those with mi ld hemophi lia, they recommend single donor products. 
However, for patients with moderate or severe hemophi lia who have received 
numerous infusions of blood and plasma products, they feel that the risk 
of hepatitis is smal l. They bel ieve that the clotting factor concentrates 

• have so greatly improved the management of severe hemophi l ia That these 
products should not be deni-ed to appropriate patients; 

WARNING 

L-~ 

Koatert" concentrate is a purified dried 
fraction of pooled plasma obtained from 
many donors. SThcE THE PRESENCE OR ABSENCE ►~ 
OF HEPATITIS VIRUS IN KO,•ITEr" CONCENTRATE
CANNOT BE PROVEN J1IT11 AE'  OLUTE CERTAINTY,
THE PRESENCE OF SUCH A VIRUS SHOULD BE 
ASSUMED and the hazard of administering 
KoNte.." concentrate should be weighed 
against the medical consequences of with-
holding it. 

• Since there is this definite ri'5k of hepatitis, we suggest that the-physician 
give consideration to explaining to the patient (or the patient's fami ly) 
the relative risks of giving . or withholdinq this product. Then, should 
the patient develop hepatitis, as a result of the injection, it wi ll 
not come as a surprise, and there is not nearly the l ikel ihood ofresent-
ment, which wi l l almost surely fol low an unexplained and unexpected infection. 
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I, Ar,tihemophi l is Factor (Human), KoStel", is intended for Iroa;iixent 

-of blceding disorders arising from u deficiency in Factor VI I I , 

This deficiency should be proven prior to aadministerinq Koiielm
since no benefit may be expected from its use in treating other 

causes of hemorrhage. 

2. Ant i hemoph i 1 i c factor (Human) i I<oate T , should be kepi _ai a temp-

erature below U°C (46°F) unti l reconstituted for use. After 
reconstitution, administer promptly (within 3 hours). Do not 

refrigerate after reconstitution. NOTE The recommendation to 

administer promptly after reconstitution is intended to avoid 

the' -i ll effect of any possible bacterial contamination occurring 
during reconstitution. KoatelM is ful ly stable, without potency 

loss for at least 24 hours at room temperature after reconstitution. . 

3. Administer only by the intravenous route. . 

4. A filter should be used prior to administering the reconstituted 

Kogte
0M solution. This may he accompl ished using the enclosed 

(' steri le fi lter needle. See Reconstitution and Administration 
directions. 

5. Ko;te'M contains measurable levels of blood group isoagglutinins 
which are not cl inical ly significant when control l ing relatively 

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

of intravascular hemolysis should be considered. 

6. Administration equipment and any reconstituted KoSt0TM not used should 

be discarded. 

ADVERSE REACTIONS 

No severe adverse reactions were reported during the clinical trials of 

Koated". One patient experienced transient chest discomfort and cough be-

ginning 20 minutes after Infusion and lasting for one hour. During sub-

sequent infusions this patient had no further reactions. A secQnd patient 

developed transient dizziness fol lowing each of eight infusions. Mi ld 

al lergic reactions may result from the administration of AHF preparations. 

When large or frequently repeated doses are required in patients other than 

those of blood type 0, there is a possibi l ity of intravascular hemolysis. 

Should this condition occur leading to progressive anemia, administration of 
serotogical ly compatible type 0 packed red blood cel ls should be considered5).

Also the administration of type specific cryoprecipitate has been recommended 

for maintaining adequate Factor VI I I lovels(6)). 

DOSAGE

Each bottle of K051.4m has the AHF activity In cl inical units stated on the 

label of the bottle. One AHF unit is defined as the activity present in 

1.0 ml of human plasma pooled from at least 10 donors and 
tested within 

three hours of col lection of the first unit represented in the pool. 
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Dosag- of Ko5l Om required for norma I i z i ngg ht:r:mosl as i s mint lie. individ-

ual lied according to the needs of the .pact i en i . Thu dose is dependent 

upon 

the weight of the patient, the severity of- the deficiency, 'the 

severity of hemorrhage, -the presence of inhibitors, and on the Factor 

VI I I level desired.-Abildgaard et al(7) have reported from studies in 

hemophi lic.clri ldren a.linear dose-response relation with an approximate 

yield of-..2 percent rise in Factor VIII activity for each unit of Factor 

VIII per:Kg of body.weight transfused. Cl inical experience with Koate"" 

has demonstrated an essential ly identical dose response relaiionhip(8). 

The fol lowing generalized dose schedule is 'suggested for various 

clinical situations: 

1. :Joint hemorrhages. If aspiration is not -carried out, 10 units/Kg 

body weight should be administered.at eight to twelve hour intervals 

for a period of one or more days dependinq -on severity and.paiient. 
• response. The latter may be measured by relief of pain, swel l ing 

and restriction of joint movement. Early joint bleeds (associated 

with mi ld pain and minimal or no swel l ing), if treated promptly, 
may respond to a single dose of 10 units/Kg(8), If aspiration is 

Carried out, 10 units/Kg should be administered just prior to 

aspiration with a simi lar dose given six to eight hours later 

and repeated as necessary. Ful ly developed hema rthroses also 

may be treated with a single dose of 25 units/Kg aimed at achieving 

a Factor VI II level of 50p( g). 

2. Muscle hemorrhages.

A. Minor hemorrhages In the muscles of the extremities or trunk 
(non-vital areas). A dose of 10 units/Kg should be administered 

every eight to twelve hours unti l pain and swel ling are rel ieved. 

B. Massive hemorrhages in non -vital areas. A dose of 10 units/Kg 

should be infused at eight to twelve hour intervals for two days 

or more, depending on rel ief of pain, improvement in hematocrit 

if this has fal len, and relief of other symptoms depending on 

the area of hemorrhage. 

C. Hemorrhages near vital'organs (neck, throat, subperitoneal, etc.). 

A 20 unit/Kg dose should be administered initial ly, fol lowed by 

10 units/Kg every eight hours for 48 hours. Then half the dose 

should be administered at those time intervals for another 48 

hours or more.:

3. Overt bleeding. The initial dose should be 20 units/Kg fol lowed by 

10 units/Kg every eight hours for the first 24 hours, then every 

twelve hours for three to four days as necessary. 

4. Massive wounds. Koate =M  should be infused unti l the bleeding stops. 

Then a maintenance dose of 20 units/Kg should be administered every 

eight hours. Levels of Factor VI I I should be obtained and enough 

• Ko te1"-infused to maintain a minimum Factor VI I I level of 400 in the 

eatie..nt. 
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s (10,11,12) . 5. urgr:ry Factor V1 1 1 levels of at least 40% are required 

for surgery. For. surgery in The cerilra1 nervous-sy,1ern even higher 

• levels are recommended. Thirty to forty uniis/Ky-body vreight should 

be adminislered prior to surgery -fol lowed by 20 units/Kg evory eight • 
hours after surgery. This should be :donc with laboratory control, 

and the dosage should be increased if I he Faci or VI II level  fal ls 

• :below 30% just" prior to.the next infusion: The post infusion level 

shoo I d be approximately 60%, and 'i t has been suggested i liat the 

• Factor VI I I Ieve1 be raised to 30 to 40% of normal for at least 
ten days postoperativelyt10~. •For each unit;of antihemophi lic factor 

.adrtrinistered per"Ko of body weight, a 2% rise in Factor VIII activity 

has been observeil7). The fol Iowing-formulae can.therefore'be used 

• to calculate approximately the expected response from a given dose 
• or the dose required for a given effect:

• Expected.. Factor Vi l l increase = .2.0 X units administered 

• (in % of Normal) body weight (in Kg) 

Units required = body weight (Kg) Y. 
desire Factor VI I I increase (% normal) X 0.5 

• 
It should be emphasized however that al l efforts should be made to 

• fol low the course of therapy with Factor VI I I level assays: It may 
• 

be dangerbus to assume any certain, level has been reached unless 

direct evidence is obtained. 

6. Prophylaxis. Experience with Factor VII I in the prophylactic 

management of ~e4vere hemophi lia A has. been published (3,14,15) 

Kasper, et al ) have recommended a dosage of 250 units of Factor 

Vi l l per day in the morning for patients weighing less than 50 Kg, 
• and 500 units of Factor V1 1 1 for heavier patients. If bleeding 

episodes sti l l occur too frequently, the dai ly dose is progressively 

increased unti l a satisfactory degree of protection is obtained. 

The cl inical effect of Factor VI I I on the patient is the most 

important element in evaluating the effectiveness of treatment. 

It may be necessary to administer more'roate'M than would be esti-

mated in order to attain satisfactory cl inical results. If the 

Factor VI I I level fai ls to attain that expected, or if bleeding 

is not controlled after adequate calculated dosage, the presence 

• of Factor Vi l l inhibitor should be suspected. By appropriate 

laboratory procedures the presence of an inhibitor can be substan-

• tiated and quantified thus al lowing calculation of the amount of 

Factor VI I I needed for its neutral ization. When inhibitor is 

present, the dosage requirements for Factor VI I I are extremely 

variable, end the dosage can be determined only by the cl inical 

response. 



RECONSTITUTION AND AD"•a l ffi STi?A710N 

I. Warm unopened-dilueni (steri le Water 
for" Injection, •U.S.P.) and 

l,oteTM lo .room tt rnperai.ur;e, :but not higher  than 37°C. (99°F) . 

2. Remove the metal , seals from both bottles to expose the central 
portions of the rubber stoppers and cleanse each stopper with a 

suitable antiseptic immediately 
before 

piercing. We recommend the 
fol lowing procedure: - First swab the stopperwith Iodine_ Tincture, 
U.S.P. followed by ..sterile antiseptic swab. 

3. With a sterile needle and syringe (filter needle supplied in package 
may be' used) withdraw the appropriate volume of diluent (10 mi. or 
20 ml. depending on KoateTM package size) and transfer to the bottle 
of lyophi lized Koa`tdM. The K6Ete bottle Is riot sealed under vacuum 
Add the Steri le Water for injection, U.S.P. diluent gently so as to 
avoid excessive foaming. Do not bleed out air either before or after 
reconstitution. 

4. Withdraw needle from: the concentrate bottle stopper,. leaving needle
on the syringe and gently agitate the bottle from time to time unti l 
the KoteTM powder Is completely dissolved. Reconstitution usual ly 
requires less 

than 

5 minutes. 

5. After the"concentrate powder is completely dissolved withdraw the 
KoateT" solution into the syringe  through. the fi lter needle which is 
suppl ied in the package. 

Replace the fi lter needle with an appropriate 
sterile injection needle, e.g., 21 gauge X I Inch, and inject infra-
venously. 

6. If the same patient Is to receive more than one bottle -of KoateT", 
-the contents of two bottles may be drawn Into the same syringe 
through fi lter needles before attaching the vein needle. For 
additional bottles, the same syringe may be refi l led through the 
filter needle. 

STORAGE 

Antihemophi l ic Factor (Human), Koatgm, must be stored under'  refrigeration 
(2°-8°C; 35°-46°F). Storage of lyophi lized powder at room temperature 
for short periods, such as on trips, can be done without loss of Factor 
VI I I activity. Freezing should be avoided as breakage of the di luent 
bottle might occur. Reconstituted KotTM  should not be refrigerated and 
should be used within three hours of reconstitution. 

HOW SUPPLIED 

Antihemophi l ic Factor (Human), KòateT'4, is supplied 

in single dose bottles with the total units of Factor Vii i 
activity and total grams of protein stated on the label of each bottle. 
A suitable volume of Steri le Water for Injection, U.S.P., and a steri le 
fi lter, needle is provided. 
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We warrant that at 1'he • time of rrtnufac1ure iii i s. prcoducl was prepared and 
tes~led in uccord-mce vi lh the utundr~rds and procedures recommended by the 
Uniicd S1- fies Food and Drug Adminiutr<ai ion and was tru<: to label . 

A number of factors beyond our control could reduce the efficacy Of this 
product or even result in an ill effect fol lowinq its use. These include 

• storago and handling of the product after it leaves our hands, d1agrios1s, 
•dosaoe,;method of administration, and biologic differences in individual 

• patio-nts.  Bu-causo of :these factors, it is important' that . .this product be 

• $toted properly and that the directions be fo7.Zcwcd carefuZly during 'use, 
• and that; :.the risk ..of transmitting hepatitis be carcfui7y: weighed before 

the product is prescribed.. The foregoing statement is made in I icu of 
any other warranty, express or implied, including any warranty of mcrchani- 
abilily or fitness. Representatives of the Company are not -authorized 
to vary the terms -of this warranty or the conlents of The printed label ing, 
including the package insert, for this product except by printed notice 
from the -CompanyIs Berkeley Office, The prescriber and the -user of this 
product must accept the terms hereof.
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