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HZDICITES AC? 1968 and 1971« APFLICATION FOR PRODUCT LICRMCE Page 1
. so s - ™
V..  Kexe of Product Antihemophilic¢ Factor (Human) Koate
1.2, Yull name and sddrozs of o
propoasd 1icensoe holder: Bayer UK Limited
Bayer House
Richmond
Surrey
TW9 1SJ

Registered company no. 935048

1.3, 7Zreding style to de shown on Bayer UK Limited o
liconce if different frum above: Pharmaceutical DiVlSlon

(Correspondence to be sent to this address).

Haywards Heath
West Sussex RH16 1TP

1.4. Role of proposad liosnce holder: !

Was 1310 2o con 131 L Juad Land
At 4

3 P y » ¢ ;‘...%.
(11) a5 peroon who imports or procures itn izportation, ’

R

(((l) BB PATRLR 00 LNt Bl B o bannlica 24 diciual dsnd \
1.5. Aotivities for vhich (1} #0llirg or supplyirs product in the UZ.
liccnoe is required: (11 procuring the nenufacture or eagsombly of the product for sale

or eupply in thoe TT. . )
(1(.11; izporting or proourirg the importation of the product, '
iv

1.6. Applicants own refersnoe not

1.7. Detedle of esrlier applications: Not applicable

1.8. To cover sale and supply of the produst marwfactured tefore the grent of ths lioence: —¥pAA0

1.9. Scientific Evidsnsce: (1) Chonietry and Fhermsoy

Pages 98 . . P
(44) E=perizonte) exd Biolegieel Studies pasee NOT applicable (ll)
(141) Clinical Triale Yages 52

1.10. Fumder of pagos of supplementery informaticn; 21

1.11. I/ve apply for the grant of & profuct lisenss to the propozed holder ransd above in ruspest of the. preduot(s) to
which the Produst Fartieulars or Prgs 2 refer and {r aoceordsnce vith the other pariticolers snnaxed; the eaid
licence to bs for a period of five ywars and subject to the fellering provisions -

2.

3.

4.

5.

All the Stendard Provisiors aprlicable to produot licemces under régulatious fer the time being in force
under Section 47 of The Kodicines Aot 1468,

The product ehall not be rocosnondnd to ba used for any puryposs sther than thesoe spaaified in ths Produst
Particulsaro as Ussa, aud tholl be sold or fupplied in ccoordsnca vlih the seld Froduet Particulers except
in g0 far as may from tire to tixs bs epprevad by the liocenuivy euthordty.

Toe epecification of tkr conntitusats and cf ths Tiniedol pralust chall ba in rocordance with the
information ocuntained in or furnished in ceunssoticn vith 4o cpplication.

The product is to bo merufestured enly ix azdordance vith 4us methods aet out in thie spplication or
furnished in comection with 1t. ’ ;

. ‘/."
The number of ths ldcence £hall appers on p1) ceatainers or puchrass in/wh!.éa tis yroduet
on any package innsric or secedparylng Mtereture, 00000 roooeheomsmosme RS

te \b ‘O ‘ﬂj g 8igmaturel GRO-C E

R B B S4ets '::paydy in vhieh nlened GRO-C

!ia prokel and
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2.1

2.2

2.3

2.4

2.5

2.6

2.7

2.8

Applicants nforo,:uoe x_zu_slgogb:b/_;n_;p_age (D)

Applioents sigmature.! GRO-C

Produet Pg.gldggr.rd

Yams of Proauct: Antihemophilic Factor (Human) Ko'ételm

. o s
Phamaceutical fom: A sterile lyophilised powder for
reconstitution with sterile water for injection
for intravenous use.

Aetive sometituents: Supplied as vials containing approx
250 or 500 units of Factor VIII together with
a suitable volume of Sterile Vater for Injec—
tion USP and a sterile filter needle.

wes: 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)..-

& ded dose i
B e ey €€ Dackage insert (a'ttachgd)

Contra-indicati . .
Pg:o::tiouc:ndosamim, See package insert (attached) ;

";“:f '{f rtail male By direct government contract
or BUPRLYL and private sale -

pemufasturer of CUtter Laboratories Inc.
docage form: Berkeley o
California 9471
USA.

ML 201 page 2

Yor licensing authority uve

I

I’
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3.. Supplementary Particulars

003

3.1 ,Physicai charaéteristics
Not applicable.

3.2 Manufacture,
_(a)

3.3

3.4

(b)

(c)
(a)

Cryoprecipitate is recovered by centrifugation from
thawed pools of fresh-frozen human:plasma.:ISoluble
proteins are removed by a wash of the cryopretipitate
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 aseptlc conditions.

- Cutter Laboratorles Inc., Berkeley,Callfornla 94710,

USA.

vAs above.

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

Quality Control

(a)
(b)

‘Quality control will be exercised by Cutter Laboratories

The decision that any batch of the product is of an
acceptable 'quality for marketing is taken by Cutter.

Containers

(i)

Antihemophilic Factor (Human) — Koatel ™

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&dlsxng, 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 (Dilpent for
’ Antihemophilic Factor (Human) - KoZte
Bottle (20 ml fill): 30 ml, USP Type I clear glass.

Stopper. Gray 20 mm, prime stock, natural sulphur-free,
non—ox1d1s1ng, non-toxic rubber. Durometer hardness

45 £ 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 % 1/16"

To be stored at 2-8°C.

3.5 Labelling
' Copies of 1labels 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 haSLbeén'passednby‘the E:D.Aszformmarketing in the
U.S.A. We are awaiting further information concerning this.

3.8 Scientific Evidence

Detailed information is supplied on Chemistfy and Pharmécy
and Clinical Trials.
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PACKAGE INSERT

This will be overprinted with our name, Bayer UK Ltd.,

Pharmaceutical Division, address, Haywards Heath, Sussex,
and the product licence number.
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Antihemophilic Faclor (Humén)
~ Koate™

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

DESCRIPTION

; Antihemophilic Factor (Human), Kodtd® Is a stable, purifled, dried
" concentrate of human Antihemophillc Factor (Factor VI11, AHF, AHG)

Intended for use In therapy of classical hemophllia (hemophilia A).
Koste™ is purified from the cold Insoluble fraction of pooled fresh
frozen plasma by modification and refinements of the methods flrst
describec by Hershgold, Pool and Pappenhagen(!), Koatd® contains
Factor VIIIl in concentrated and In highly purified form being some
40 to 170 times purified over whole plasma, and containing minimal
quantities of fibrinogen. Consequently Koated™ is a highly potent

‘source of Factor VIIl activity, contalning approximately 25-30 times

as much Factor VIll as an equal volume of fresh plasma. Relatively
small volumes of-Koaté" are needed to raise significantly the cir-
culating level of Factor VIll: For example, 500 clinical units. of
Factor VI11 (equivalent to 500 ml of fresh frozen plasma) can be ad-
minlstered 1n a volume of only 20 ml contalning a total protein of
about 0.5 grams. The final product, when reconstituted as direded,will
contain 1% Dextrose (anhydrous) U.S.P. ’

Hemophilia A is an-hereditary bleeding disease characterized by
deficiency activity of a specific plasma protein clotting factor,
Factor VIII. The disease is sex linked being transmitted by females

- but ‘occurring almosi exclusively in males, In individuals so afflicted,

the reduced level of Factor VII| 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
abnormality. : :

The medical management of hemophiliacs is based on replacement to the
circulation of the blood clotting factor which is deficient or abseni.

- Prior to the availability of clotting factor concentrates, this was

accomplished by transfusions of blood, fresh plasma or fresh frozen
plasma, The effectiveness of these infusions is limited by the large
volumes required fo achieve and maintain hemostasis. The blood volume
becomes expanded because of protein overload; gerebral edema, pulmonary
edema, and cardiac embarassment may result(Z,3),

Because of these limitations, much effort has been expended by a8 number
of investigators in separating and concentrating Factor Vill from plasma
in a form suitable for substitution therapy in Hemophilia A patients.

A number of concentrate preparations of varying degrees of purification
have evolved and have been used with clinical success. _Koéfé“_is a
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highly purified potent concentrate which can be effectively usced to -

increase the Factor VIIl levels of patients 1o normal or near normal

values without circulatory overioad. Antihemophilic Factor (Human),

Koate™, offers many advantages over whole blood, plasma, single unit
cryoprecipitate or less potent concentrates. Among the most signif-

icant of these are:

I. Higher potency Factor VII1 than cryoprecipitate or other available
concenirate preparations. Therefore, adequate Factor VIII can be
supplied with relatively smaller amounts of fibrinogen and other
non Factor VII1 proteins. This is particularly important when high
circulating levels of Factor VIII must be maintained for prolonged
periods, or where inhibitors must be overcome,

2. Each lot of Koate™ is assayed and Iabefed for its Factor VII1 content.
"~ This permiTs more precise estimation of dose and prediction of effects.

3. As a Iyophilized dry product, Factor VIIl is stable in contrast to
its marked decay in stored plasma,

4. Kozte™ reconstitutes rapidly and easily and does so without excessive '

shakjng'and foam formation-which can inactivate Factor VIil,

5. Being of~huhan origin there is no danger of species anfigenfcify as

occurs with concentrates from bovine or porcine source.

"~ 6. The high Factor VIIl 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. Kodte™ is free of thrombin, thromboplastin-like activity, depressor
activity, and coniains 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 1S 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

Antihemophilic Factor (Human) is a plasma protein which corrects the
coagulation defect of patients with classical hemophilia (hemophilia A).
I+ is needed for the formation of prothrombin to thrombin by the intrinsic
pathway, ' '
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INDICATIONS
Antihemophilic Factor (Human), Ko3te™, is indicated for 1he treatment
of classical hemophilia (hemophilia A), in which there is a demonstrated
deficiency of the plasma clotting factor, Facior ViII, Koa1om provides

a meons of temporarily replacing the missing clotting factor in order

" e correct or prevent blopdlnq episodes or in order to perform emcrgency

and elective surgery.

CAUTION: BECAUSE OF THE POSSIBILITY THAT ANY LOT OF KOATE™ MIGHT CONTAIN
THE CAUSATIVE AGENTS OF VIRAL HEPATITIS, 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 Kipnis(4) 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,
especially fthose with mild hemophilia, they recommend single donor products,
However, for patients with moderate or severe hemophilia who have received
numerous infusions of blood and plasma products, they feel that the risk

of hepatitis is small. They believe that the clotting factor concentrates
have so greatly improved the management of severe hemophilia 1hat these
products should not be den:ed to appropriate patients. . L <. :

é
f

EFunsd Ay et T

WARNING

Koste™ concentrate is a purified dried
fraction of pooled plasma obtained from

- many donors, SINCE THE PRESENCE OR ABSENCE
OF HEPATITIS VIRUS IN KOATE™ CONCENTRATE
CANNOT BE PROVEN WITH AL ~OLUTE CERTAINTY,
THE PRESENCE OF SUCH A VIRUS SHOULD BE .
ASSUMED and the hazard of administering ° Q :
Kogte™ concentrate should be weighed N
against the medical consequences of with-
holding it. '

A S T A P T e S e R S SR RO RO S T T

f““aﬂ&-—-——ﬂ)&\l D s el kb 3 2 k) S 2o D el T

Since there is this definite risk of hepatitis, we suggest that the physician
give consideration to explaining to the paTnenT (or the patient's family)

the relative risks of giving or withholding this product. Then, should

the patient develop hepatitis, as a result of the injection, it will

not come as a surprise, and there is not nearly the likelihood of resent-
ment, which will almost surely follow an unexplained and unexpected infection.

BAYP0000001_098_0011
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PRLCAUT LONS

I. Actihemcphilic Factor (Human), Kodtd™, is intended for treatment
of biceding disorders arising from o deficiency in Factor ARE N
This deficiency should be proven prior to administering Koate™
since no benefit may be expected from its use in treating other
causes of hemorrhage, )

2. hniihemophilic Factor (Human), Kodte™, should be kept at @ temp-
erature below 8°C (46°F) until reconstituted for use. After
reconstitution, administer promptly (within 3 hours). Do not
refrigerate after reconstitution, NOTE: The recommendation fo
administer promptly after reconstitution is intended to avoid
the i1l effect of any possible bacterial contamination occurring
during reconstitution, Koste™ is fully 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 reconsiituted
Koste™ solution. This may be accomplished using the enclosed
sterile filter needle., See Reconstitution and Administration
directions. ’

5. Kozte™ contains measurable levels of blood group isoagglutinins
which are not clinically significant when controlling 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 Koste™ not used should
.be discarded. ' .

ADVERSE REACT1ONS

No severe adverse reactlons were reported during the clinical trials of
Koatd". One patient experienced transient chest discomfort and cough be-
ginning 20 minutes after Infusion and lasting for one hour. Durlng sub-
sequent infusions this patient had no further reactlions. A second patient
developed transient dlzziness following each of elght infusions. Mild
allergic 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 O, there is a possibility of intravascutar hemolysis.
Should this condition occur leading to progressive anemia, administration of
serologically compatible type O packed red blood cells should be considered
Also the administration of type specific cryogreciplfafe has been recommended
for maintaining adequate Factor VI levels(6),

DOSAGE

Each bottle of Koatd® has the AHF actlvity In clinlcal units stated on the
label of the bottle. One AKF unit is defined as the activity present in
1.0 ml of human plasma pcoled from at least 10 donors and tested within
three hours of collection of the first unit represented in the pool.
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Dosagz of Koate™ required for normalizing hemostasis must be individ-
uvalized according 1o the needs of the.patienti. The dose is depe ndent

upon the weight of the patient, the severity of the deficiency, the
severitly of hemorrhage, the presence of inhibitors, and on the Factor

VIl level desired. Abildgaard et a|(7) have reporied from studies in

hemophilic children a linear dose~response relation with an approximate
yield of 2 percent rise in Factor VIIl activity for each unit of Factor
Vi1l per Kg of body weight transfused. Clinical experience with VoaTd“

has demonstrated an essentially identical dose response relationship
The following generalized .dose schedule is 'suggested for various
clinical situations:

1. Joint hcmorrhagas ¥ 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 depending on severity and patient.
response. The latter may be measured by relief of pain, swelling
and restriction of joint movement. Early joint bleeds (associated

with mild pain and minimal or no swelling), if treated prcmptly,
may respond to a single dose of 10 unl*s/Kg (8 ¢ aspiration is
carried out, 10 units/Kg should be administered just prior to
aspiration wnfh a similar dose given six to eight hours later

and repeated as necessary. Fully developed hemarthroses also

may be treated with a snngle dose of ?5 un|1s/Kg aimed at achieving
a Factor V111 level of 505(9,

"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 until pain and swelling are relieved.

B. Massive hemorrhages in non-vital areas. A dose of 10 units/Kg
should be infused at eight to twelve hour intervals for iwo days
or more, depending on relief of pain, improvement in hematocrit

" if this has fallen, and relief of other sympioms dependlng on
the area of hemorrhage. . . .

C. Hemorrhages near vital organs (neck, throat, subperitoneal, etc.).
A 20 unit/Kg dose should be administered initially, followed by
10 units/Kg every eight hours for 48 hours. Then half the dose
should bc administered at those time intervals for another 48
hours or more," ’ .

3, Overt bleeding. The initial dose should be 20 units/Kg followed 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., Kodte™ should be infused until the bleeding stops.
Then a maintenance dose of 20 units/Kg should be administered every

eight hours. Levels of Factor VIl should be obtained and enough
Koste™ infused to maintain a minimum Factor VIl level of 40% in the
natient. } » .
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,Surgory(lo"l’|2). Factor VIl levels of at least 40% are required

for surgery. For surgery in the ceniral nervous sysiem even higher
levels are recommended. Thirty fo forty units/Kg body weight should
be adminisicred prior to surgery followed by 20 units/Kg every eight
hours afler surqgery. This should be donc wiih laboratory control,

-and the dosage should be increased if the Facior Viti.level falls

below 307 just prior to the next infusion. -The postinfusion level
should be approximately 60%, and it has been suggested that the
Factor VI11 level be raised to 30 to 40% of normal for at lcast

ten days posTcperafiveJy(lo . For each unit of antihemophilic factor

administered per Ko of body weight, a 2% rise in Factor VIII activity

has been observed!’), The following formulae can therefore be used
to calculate approximately the expected response from a giyen dose

or the dose required for a given effect:

Expected Factor VII1 increase = 2,0 X units administered

(in % of Normai) body weight (in Kg)

Units required = body weight (Kg) X
desired Factor VIl increase (% normal) X 0,5

I+ should be emphasized however that all efforts should be made to
follow the course of therapy with Factor VIII level assays. |t may
be dangerous to assume any certain level has been reached unless
direct evidence is obtained. :

Prophylaxis. Experience with Factor Vill ‘in the prothlacﬂcr
management of ggvere hemophilia A has been published (13,14,15),
Kasper, et al(!) have recommended a dosage of 250 units of Factor
Vi1l per day in the morning for patients weighing less than 50 Kg,
and 500 units of Factor VIIl for heavier patients. |f bleeding

episodes still occur too frequently, the daily dose is progressively

increased until a satisfactory degree of protection is obtained.

The clinical effect of Factor Viil on the patient is the most
important element in evaluating the effectiveness of freatment.
I+ may be necessary to administer more Kozte™ than would be esti-
mated in order to attain satisfactory clinical results. [If the
Factor VIl level fails to attain that expected, or if bleeding
is not controlled after adequate calculated dosage, the presence
of Factor VIIl inhibitor should be suspected. By appropriate
laboratory procedures the presence of an inhibitor can be substan-
tiated and quantified thus allowing calculation of the amount of
Factor VII! needed for its neutralization. When inhibitor is
present, the dosage requirements for Factor VIl are extremely
variable, and the dosage can be determined only by the clinical

response.
B I3 .
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RECONSTITUTION AND ADMINISTRAT | ON

Warm unopcnud diluent (Sterile Water for Injection, U.S.P.) and
Koated™ 1o room Tumpurapure, but noT higher than 37°C (99°F).

Remove the metal secals from both bottles to expo se the central
portions of the rubber stoppers and cleanse each stopper with a
suitable antiseptic immediately before plercing. We recommend the

- followlng precedure: First swab the stopper with lodine Tincture

U.S.P. followed by a sterlle antlseptic swab.

With a sterile needie and eyringe (filter needle supplied in package
may be used) withdraw The approprlafe volume of diluent (10 ml. or

20 mi. dependling on Yoafe package size) and transfer to the bottle
of lyophilized Kodte". The Koate™ bottle ‘is not sealed under vacuum.
Add the Sterile Wafer for Injection, U.S.P. diluent gently so as to
avoid excesslve foaming. Do not bleed out air either before or after
reconstitution. ' '

Withdraw needle from ‘he concentrate bottle stopper, leaving needle

on the syrlnge and gently agitate fhe botile from time to time until
the Koate™ powder 1s completely dissolved. Reconstitution usually
requires Iess than 5 minutes.

Af1er fhe concenfrafe powder Is completely dissolvéd withdraw the
Kogte" solutlon into the syringe through the filter needie which is
supplied in the package. Replace the filter needle with an appropriate
sterile injectlon needle, e.g., 21 gauge X | inch, and anecT intra-
venously. .

If the same patient is to recelve more than one bottle -of Koate™

“the contents of two bottles may be drawn into the same syringe

through filter needles before attaching the vein needle. For
additional bottles, the same syringe mdy be refilled through the
filter needle. .

STORAGE

-

Antihemophilic Factor (Human), Koate®, must be stored under refrigeration

- (2°-8°C; 35°~46°F). Storage of lyophllized powder at room temperature

for short periods, such as on frips, can be done without loss of Factor
VIl activity. Freezing should be avonded as breakage of the diluent
bottle might occur. Reconstituted Koate™ should not be refrigerated and
should be used withln three hours of reconstitution.

HOW SUPPLIED

Antlhemophilic Factor (Human), Koate™, Is supplied
in single dose boTTles with the tota! units of Factor VIl
activity and total grams of proteln stated on the label of each boitle.

_ A suitable volume of Sterlle Water for Injection, U.S.P., and a sterile

filter needle is provided.
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WALRRANTY
¥We warrant that at the time of manufacture thie product was prepared and
tesied in accordance with the standards and procedures recommended by the
United States Food and Drug Administration and was lrue to label,

A nurmbier of factors beyond our control could reduce 1he efficacy of this

_ product or even result in an ill effect following its use. These include

"~ storaqge and handling of The product after it leaves our hands, diaqgnosic,
dosage, method of administration, and biologic differences in individual
patiznis. Because of these factors, it is important that this product be
stored properly and that the directions be follewed carefully during use,
and that the risk of tronsmitiing hepatitis be carcfully weighed before

the product is preseribed. The foregoing statement is made in lieu of

any other warranty, express or implied, including any warrantiy of merchant-
ability or fitness., Representatives ot the Company are not authorized

to vary the terms of this warranty or the conients of the printed labeling,
including the package insert, for this product except by printed notice
from the Company's Berkeley Office, The prescriber and the user of this
product must accept the terms hereof, - :
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LABELLING

We shall use the labels shown overleaf in the U.K. but
they will be overprinted with our name, Bayer U.K. Ltd.,
‘Pharmaceutical Division, address Haywards Heath, Sussex,
and the product licence number.
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FACSunEL

DILUENT CONTAINER LABEL

Fill: 10 ml.

10mi. . % 10mi. ¥ Kot for Kelliphe Dese Use
A4

k
H

!

ST usE

Sterile Water for
Injection, U.S.P. -

Worning: Becouse
there is no pruservas
tive present, envied
omount should be
discorded immedi-
ately following withe
drowol of ony por.
tion of contents,

$A20-200
|

tL~i 4

082,
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DILUENT CONTAINER LABEL

Fill: 20 ml.

20mi. 4% 20m
o .

Sterile Water for
Injection, U.S.P.

Provided o3 & selvent ar
dilvent for mmjsctubies

Srevite — Non:prregenic

-—

Xat for Multlyin Dose Usa
Waorning: Becoause
there is ne preserva. «
tive present ” vavied
emount should be
discarded immedi-
otely following with.
drowal of any pore

5 ok -
a3 0 Ao Abohl I oo I e

tion of
$620.200
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