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ProHIBIT®
HAEMODPHILUS b DONJUGATE YACCINE
lDlphtthl Toxoid-Conjugate)

Caution: Federal (US.A} law prohibits dispensing without
p:mcn,ptacm

DESCRIPTION

ProHIBiT®, Haemophilus b Conjugate Vaccine (Diphtheria
Toxoid-Conjugste), for intramuscular use, is a sterile solu-
tion, prepared from the purified capsular polysaccharide, a
polymer of ribose, ribitol and phesphate (FRP) of the Eagen
Haemophiius influenzae type b strein covalently bound to

buffered isctonic sodium chléride solution. The polysaccha-
ride-protein conjugate molecule is réferred to as PRP-D.
Thimerosal (mercury derivative) 1: 10,000 is added as a
servative. The vaccine i8 & clear, colorless solution.

gingle dose of 0.5 mlmfnrmulnteﬂmmnmn 25 meg of puri-
ﬁmulnr polysaccharide and 18 meg o{d;phthem toxoid
pr

CLINICAL PHARMACOLOGY :
Haemophilus influenzae t;‘pe b (Hmmophi]us b) ina laadmg
cause of perious systemic bacteriel disease in the United
States. It i the most common cause of bacterial
accounting for an estimated 12,000 cases annually, primar-
ily among children under 5 years of age. The mortality rate
is 5%, and neurologic sequelae-are observed inas many.ds
26%-36% ofaurvmnlhlushmofﬂ
zoe meningitis among children are ca
strains of type b, although this capsular.
one of the six types known for this species:
terial meningitis, Haemophilus b i respontible for other
invasive disesses, including epiglottitis, sepsis, ee]]uli'hu(
septic arthritis, meomyeum. pericarditis; end pneumonig.
In the United States, approximately one of every 1,000 chil-
dren under & yeara of age davplaps:{:lem]c Haemophilusb
disease each year, and a chi}d's cum tive risk of developing
systemic Haemophilus b disesse at some time during the
first B yesirs of life is about one in Z00. ﬁuaskrahspeakbe-
tween € months and 1 year ufmnnddeclmethmefter.
Haemophilus b disease

'

occurs above 24 months of age.
phﬂmhdmminmdmumm high-risk groups,
such as Native Americans (both American Indian and Eaki-
mos), blacks, individuals of lower sociceconomic status, and
patients with asplenia, sickle oelldmme Hodglkin’d diseasa,
and antibody deficiency Rwent Studies also
have suggested ﬂm the risk afmtu.ﬁ.ng ary Heemo-
philus b disease for children under & !eanefasea to
be greater for those who attend day-care facilities than for
those who do not.5¢
Thnpounhaifow persan-to-person t&-anmhiuuofthemen
e individuals hes been recognized.
Studmufnmda:yspmadormmhomehoﬂmm
of index patients have shown a ﬁn]]ymmmdmk
among exposed househald contacts under 4 years of age.”
In addition, numerous clustera of casés in day-cars facilities
have been , and recent studieés suggest that secon-
dnryattmkmmimhy-mreclmmm tachwl'apnmng
case also may be increased ° Adults can be colonized wil
ch!wnopfulua influenzae type b from children mfwted with
o
In 1974, amﬂmnmd controlled trial was conducted in Fin-
land, which allowed the evaluation of clinical efficacy of a
non-conjugated Haemophilus tﬁpe b polysaccharide vaccine
in children 3-71 months of age.! Approximately 88,000 chil-
dren, half of whom received the Haemophilus b vaccine,
were enrolled in the field trial and followed for a 4-year pe-
riod for the occurrence of Heemophilus b disease. Among
children 18-71 menths of age, 50% pwbwﬁve efficacy (95%
confidence limits, 55%-98%) in prevention of all forms of
invasive Haemophﬂus b disease was demanltmxed for the
4-year follow-up period.
Besedonenﬂsmsfrnmthjslsﬂﬂnnhhefﬂmymﬂfmm
passive protection in the infant rat model, and from experi-
ence with agammaglobulinemic children, an antibody con-
centration of z 0.16 meg/ml has been correlated with protec-
tion 14121314 Iy three-week post-vaccination serum in the
1974 Finnish trial, antibody levels of =1 meg/ml were corre-
lated with Jong-term protection.!!
The ﬂwelopmant of stable humoral immunity requires the
recognition of foreign material by at least two separate sets
of lymphocytes. These sets are the B-lymphocytes which are
precursors of antibody forming cells, and the T-lymphocytes
which can modulate the function of B-cells. Some antigens
such as polysaccherides are capable of stimulating B-cells

TABLE 1
Immunogenicity Studies of ProHIBiT and Polysaccharide Veccines®!®

AntiPolysaccharide % Subjects
Age No. of GMT (mcg/ml) nding with
Vaccine Group Subjecta Pre Post 2 1.0 meg/ml**
ProHIBiT 18-21 Ma. 173 0.025 286 6%
22-26 Mo. a7 0.021 296 73%
POLYSACCHARIDE 18-20 Mo. 51 0.021 0.100 4%
24-27 Ma. B4 0.035 0.520 43%

- Only eubjects whose sera had preimmunization levels <0.60 meg/ml were included in this analysis,

** A subset of these data was cbiained froma comj

of the two vaccines, in which the of children

parison percentage
18-20 montha of age responding with 2 1.0 meg/ml was 769 for ProHIBiT (n = 12) and 27 for the polysaecharide (n=11).

ilus influen- |

to many other antigens

Iymphocytes (T-dependent).’* ProHIBIT utilizes 8 new tech-
nology, covalent bonding of the capsular polysaccharide of
Haemophilus influenzae type b to diphtheria toxaid, to pro-
duee an antigen which is postulated to convert the T.
independent antigen into & T-dependent antigen.!%17 The
protein carries both ita own antigenic determinants and
those of the covalently bound polysaccharide. As a result of
the conjugation to protein, the polysaccharide is postulated
to be presented asa T-dependent antigen resulting in both an
enhanced antibody response and an immunclogic memory.
In studies for-functional activity, anhﬂpml.iu.r anlihodsu

alsa detive in passive’
conducted with‘PrDHIBﬂ' in ' Goveral locations
thmughmlttheU.& the antibody of 18-26 month
ald children were meastred. (Table 1)!? In other studies, the
antibody responses to licensed Haemophilis hpolyucciu
ride vaccines were measured in & comparable age group.
(Table 1) 2 The data shown in Table 1 were obtained from
sera tested in one laboratory using a single radioimmiinoas-
say (RIA). Mean entibody levels induped by ProHIBiT in
children 18-20 months of age are 3-fold higher than thoss
induced by polyssecharide vaccinea in the same age group.18
The RIA procedure used by Connaught Laboratories, Inc. to
estimate antibody responses to the Heemophilus b vaccines
hnbeenahmhwrrdltew:ththaaugnudbyﬂuﬁn-
land National Public Health Institute:?l Antibody levels
tzl.ﬂmeg!m]}sahmmdbyﬂaehmuhmaywmmm
lated with protection.}!
[See tabla below].
Following nnmu.nimtim of 16-24 month, old children with a
single dose ‘of ProHIBiT, eighty-nine percent (109/123) had
mt&oﬁyhvehzﬁiﬁmfmlnmonihapwhmmmhm
to 93% 1 month post vaccination,3®
Amupof&ﬁmﬁmﬁmthmcﬂewﬂdhmﬁmm-
agedlﬁtoﬁufeun(mms.s:rem].wummu
nized with ProHIBiT. prodiiced titars of 20.16 meg/ml
and 94% produced titers of > 1.0, mcg/ml.182

INDICATIONS AND USAGE S
ProHIBiT is indicated for the routine mmummhm of chil

cines, saveral days fi
mqmredforp\mmcdvehwha{antibudy to be attained.

A booater dose of ProHIBIT is not required.

ProHIBiT will not protect against Haemophilus inﬂuem
other than type bor other microorganisma thnlaausemenm-
gitis or septic disasse.

No impairment of the immune response to theindividuai
antigens was demonstrated when ProHlmTanlephthem
and Tetanus Toxoids and Pertusais Vaccine Mmbecl (DTP)
were given at the same tima at separate sites.™

Because the safety and efficacy of ProHIBIT have not been
established in children less than 18 months of age. ProHIBiT
in not indicated for use in this age group at this time, Studies
to establish the safety and efficacy of ProHIBiT in children
Jets than 18 montha of age are ongoing.24

ProHIBiT IS NOT RECOMMENDED FOR USE IN CHIL-
DREN YOUNGER THAN 18 MONTHS OF AGE.

CONTRAINDICATIONS

HYPERSENSITIVITY TO ANY COMPONENT OF THE
VACCINE, INCLUDING THIMEROSAL AND DIPHTHE-
RIA TOXOID, IS A CONTRAINDICATION TO USE OF
THIS "AOCZNE

WARNINGS

If ProHIBIT is used in persons with malignancies or those
receiving immunosuppressive therapy or who are otherwise
immunocompromised, the expected immune response may
not be obtained.

As with eny vaccine, PmHl'Blenymtprotectl{I}%ﬂf
individuals receiving the vaccine. .

PRECAUTIONS
GENERAL
As with the in jection of any biological material, Epinephrine
Injection (1:1000) should be available for immediate use
ghould an anaphylactic or other allergic reaction oceur.
Prior to an injection of any vaccine, all known precautions
ghould be taken to prevent adverse reactions, This includes 8
review of mepatmnt’shulmymthmspectm;}mblehmer
pensitivity to the vaccine or similar vaccines.
Any febrile illness or acute infection is reason to delay the
u.seocfPronlT

xvarted with H hilus b to haride vae-
cine, mﬁmmapkﬂubdmmemaymurmmewek
after vaccination, prior to the onset of the protective effects
of the vaceine.
Special care should be taken to ensure that theinjection does
not enter a blood vessel.
A Beparate, sterile syringe and needle or a sterile disposable
unit should be used for each individual patient to prevent

Petitioner Merck Ex-1054, 0002
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;.._mm.inlion of hepatitis or other infectious agenta from voe
rson to another,

ALTHOUGH SOME IMMUNE RESPONSE.TO THE DIPH.

THERIA TOXOID COMPONENT MAY OCCUR, IMMUNIZA.-

710N WITH ProHIBIT DOES NOT SUBSTITUTE FOR ROU-

TINE DIPHTHERIA IMMUNIZATION.

CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF

ProHIBiT has not been evaluated for its carcinogenic, muta-
ﬁ;&mum or impairment of fertility.

l.EFRO{I:JUCHVE STUDIES — PREGNANCY CATE

Animal reproduction studies have not been conducted with
ProHIBiT. It is also not known whether ProHIBIT can cause

gw harm when administered to & t woman or can

ru',m:duﬂ:lun capacity. ProHIBiT is NOT recom.
mended for use in & pregnant women. o
ADVERSE REACTIONS

When ProHIBiT alone was given to over 1,000 adults and
children, no serious adverse reactions were ohserved.!71820
Throm nia was seen’ in one adult hutnmuahve
relationship was not established.

When ProHIBiT waa given with DTP and Inactivated Polio-
virus Vaccine to 30,000 young infants, the rate and extent of
adverse reactions were not d.lffmnt from those seen
when DTP was administered alone. All reactiona such
a8 urticaria were infrequently observed.

Salected adverse reactions following vaccination. with
ProHIBIT (without DTP) in gubjects 16-24 months of age are
summarized

in Table 2.
TABLE 2
Percentage of Sub, 16-24 Months Of Age
l.‘nmali:||:cui:r‘l ions or Fayer to One:
mophilus b Conjugate Vlu.'l.u
(Diphtheria Toxoid-Conjugate)’®
Reaction %
Fmr :-3&3'0 % i] E .5
y 0.4
Indmuon — 1,0 0.4
Tenderness 286 - 46 0.7
*Not all subjects had measurements at all time perioda.
Other adverse reactions tem amsociated with adminis-

tration of ProHIBIT including diarrhea, vomiting, and cry-
ing were reported at a frequency of $1.2%.%

Adverse reactions in clinical evaluations among 689 chil-
dren, 7-14 months of age, 24 hours after receiving & single
dose of ProHIBiT, were cbserved and compared to 13% chil-
dren who received a paline placebo. There were no signifi-
cant differences in the rencthn rates for fever, amhem-.
induration, and tenderness between the twe groups.!®

DOSAGE AND ADMINISTRATION i
Parenteral drug products should be inspected visually for
exiraneous particulate matter and/or discoloration prkr to
administration whenever solution and contsiner permit. If
these conditions exist, vaccine should not be administered.
ProHIBIT ia indicated for children 18 months to 6 years of
age. The n-nmuninn&.dnnulm;]e injection of 0.5 ml given
intramuscularly in the outer aspect area of the vastus latera-
lis (mid-thigh) or deltold.
Each 0.5 ml dose contains 26 meg of purified capsular poly-
:mharidnmd 18 meg of conjugated diphtheria toxeid pro-
in.
Before injectian, the skin over the site to be injected should
be cleansed with a suitable germicide. After insertion of the
needle, aspirate to ensure that the needle has not enterad n
blood vessel. '

DO NOT INJECT INTRAVENOUSLY.

HOW SUPPLIED i
Vial, 1 Dose (5 per package) — Product No. 48281-64101
Vial, 5 Dose — Product No. 4928154106

Vin| 10 Dose — Product No. 49281-541-10

STORAGE 3
Store between 2 *- &C (35 - 46°F). DO NOT FREEZE.
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ACTIBINE®
Brand of Yohimbine hydrochloride

DESCRIPTION

Yohimbine is a 3a-16a-208-17a-hydroxy Yohimbine.
carboxylic acid methyl ester. The alkaloid is found in g
ceae and related trees. Also in Rauwolfia Serpmtlnu
Benth. Each compressed tablet contains 6 mg of Yohiyy
Hydrochloride.

ACTION

Yohimbine blocks presynaptic alpha-2 adrenergic racepi
Ita action on peripheral blood vessels resembles that of re
pine though it is weaker and of short duration. Yobu,h;
periperal autonomic nervous system effect is to inceny
parasympathetic (cholinergic) and decrease sympath
(adrenergic) activity. It is to be noted that in male ges
performance, erection is linked to cholinergic sctivity an
alpha-2 adrenergic blockade which mey theoretigally re
in increased penile inflow, decreased penile oul orb
Yohimbire exerts a stimulation action on the
increase . Such sctions have not' beenadequa
studied or related to dosage although they appear to req
high doses of the drug. Yohimbine has a mild anti-diur
action, probably via stimulation of hypothalmic centers ;
release of posterior pituitary hormone.

Reportedly, Yohimbine exerts no significant influence
cartiac mmu]ilﬁues and utll:tenl;d effects ms:h;ted hy A-adre:
gic receptors, its effect on pressure, if any, would b
lower it; however, no adequate studies are at hand to qua
tate this effect i in bermnf"fuhimhlledmags.

INDICATIONS '

No claims are made by the manufecturer for pffectivenes:
any indications. At present there is a lltnmq inter
among urologists to use Yohimbine HCI experimentally

the treatment and for the diagnostic classification of cert
types of male erectile impotence. Yohimbine is a sympathi
lytic agent.

CONTRAINDICATION®

Renal diseases, and patient's sensitive to the drug. In vien
the limited and inadequate information at hend, no prec
tabulstion can be offered of additional contra-indication

WARNING '™

Generally, this drug is not proposed for use in females a
certainly must not be used during pregnancy. Neither is t!
drug proposed for use in pediatric, geriatric or cardiorer
patients with gastric or duodenal uleer history. Nor shoulé
be used in conjunction with mood- such
antidepressants, or in psychiatric patients in general,
ADVERSE REACTIONS | et

Yohimbine readily penetrates the (CNS)and produces & cor
plex pattern of responses in lower doses than required
produce peripheral a-sdrenergic blockade. These incluc
antidiuresis, a general picture of central excitation includi:
elevation of blood pressure and heart rate i mot
uﬁlnty, irritability and trémar. Sweating, nausea and vor
mng are common after parenteral administration of t!
u'n::. Also dimnun, headache, skin flushing raported whe

DOG.\GBAND;\DMINIS’I‘RATION

Experimental dosage reported in treatment of erectile imp

tance: 1 tablet (5 mg) 4 times a day, to adult males take

orally. Occasional side effects reported with dosage are na
sen, dizziness or nervousness. In the event of side effects do

ageistobemluoadtn tablet 4 times a day, followed k

gradual increases to 1 tablet 4 times a day. Reported therag

not more than 10 weeks.

HOW SUPPLIED -

Oral tablets of Actibin § mg in bottles of 100%, U.D. (Un
Dose) 100's, and 1000"s.

Products are croas-indexad by
gereric and chemical names
in the
YELLOW SECTION
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4 SUPPLIED

37716—Tablets PERIACTIN, containing 4 mg of cypro-
ﬁ M hydrochloride each, are whita, round, scored, com-
pd tablets, coded MSD 62 They are suppl:oﬂ as follows:
0006-0062-68 bottles of 100

| Wisﬁd 4 mg 100's)
in Produet Identification Section, page 419
* mX—S_vruy PERIACTIN, 2 mg per 5 mL is a ¢lear,
. syrupy liquid Contains alcohol 5z, with sorbic acid
ﬂh',dd ed 05 preservative and is supplied as follows:
!w D006-3289.74 bottles of 473 mL

y.’['shleta PERIACTIN in a well.closed container. Avoid
at temperatures above 40°C (104'F),
Syrup PERIACTIN in a container which is kept tightly
deed. Avuid slorage al temperatures below —20°C (—4F)
£ shove 40°C (104T).
A HFS5. Category: 4:00
DC 7308317 lssued May 1986
YRIGHT @ MERCK & CO., Inc, 1985
All rights reserved

PHEUMOVAX® 23
,uummoul Vaccine Polyvalent, MSD)

DESCRIPTION

HEUMO‘J'AJ(L 23 [Pnaumococcal Vaceine Polyvalent,
¥5D), is a sterile, liquid vaccine for intramuscular or subcu-

gnzcus injection. It consists of a mixture of highly purified
gpular polysaccharides from the 23 most prevalent or inva-
gve pneumococcal types accounting for at least 0% of pneu-
swoccal blood igolates and at least 85¢% of all pneumococeal
polates from sites which are generally sterile as determined
By sngoing surveillance of U.S. data.

OVAX 23 is manufactured according to methods
&weloped by the MERCK SHARP & DOHME Research Lab-
galories. Each 0.5 mL duse of vaccine contains 25 pg of each
Iysaccharide type dissolved in isctonic saline solution con-
taining 0.256% phenol as preservative
Ty 6B pnoumococcal polysaccharide exhibits somewhat
greater stobility in purified form than does Type 6A. A high
of tross-reactivity between the two types has been
demonstraled in adult volunteers. Therefore, Type 6B has
replaced Type 64, which had been used in the L4-valent vac-
gne. Although contained in the 14-valent vaccine, Type 25 is
mt included in PNEUMOVAX 23 because it has recently
lecome o rare isolate in many parts of the world including
the United States, Canada and Europe.

[See table above],

LT 2,5 2 E__;_!i’

—— T

CLINICAL PHARMACOLOGY

Preurmococcal infection is a leading cause of denr.h through-
out the world and a major cause of pneumonia, memngltls,
and otitis media. The emargence of steains of pneumecceci
with increased resistance to one or more of the common anti-
bietics and recent isolations of pneumococci with multiple
watibiotic resistance emphasize the importance of vaccine
praphylaxis against pneumococcal disease Based on projec-
tien from limited observations in the United States, it has
been estimatod that 400,000 to 500,000 cases of pneumococ:
cal pneumonia may occur annually. The overall case fatality
tale ranges from 5-10%. Populations at high risk are the
elderly; individuals with immune deficiencies; patients with
ispleny or splenic deficiencies, including sickle cell anemia
ind ‘nther severe hemoglobinopathies; alcoholics; and pa-
tents with the following diseases: Hodgkin's disease, multi-
ple myeloma and nephrotic syndrome. About 25 of all per-
®os with pneumomecal pneumonia develop bacteremia.
Death occurs in about 289 of these bacteremic patients over
5 years of age. Of all patients with pneumococral bactere-
mia who died despite treatment with penicillin or tetracy-
dine, a5 many as 60% died within five days of onset of the

The annual incid of p | meningitis is approxi-
mately 15 to 2.5 per 100,000 population. One-half of the
fases gecur in children, in whom the fatality rate is about
#0%. Children with sickle cell disaase have been estimatad to
ve o risk of pneumeococcal meningitis nearly 800 times

23 Pneumococcal Capsulur Types Included in PNEUMOVAX 23

Nomeqda‘;ﬂ: FENMT?PES
Danish 123 4568 7F 89N 9V 10A 11A IZF 14 158 17F 18C 19F 19A 20 22F 23F 39F
Us. 123459 5180 68 34 43 12 14 54 17 5 19 67 20 22 23 70

prneumacocci include acute exacerbations of chronic bronchl-
tis, sinusitis, arthritis and conjunctivitis.

Invasive pneamococeal disease causes high morbidity and
mortality in spite of effective antimicrobial control by untibi-
otics. These effects of pneumococcal disease appear due to

| irreversible physiologic damage caused by the bacteria dur-

ing the first 5 days following onset of il Iness, 2nd occur irre-
spective of antimicrobial therapy. Vaccination offers an el-
fective means of further reducing the mortality and morbid-
ity of this diseasa.
At present, there are B3 known preumococral capsular
types. However, the preponderance of pneumococcal dis-
enses is caused by only some capsular For example, a
10-year (1952-1962) surveillance at a New York medical
center, showed that 56% of all deaths due to pneumacoceal
pneumoniz were caused by 6 capsular lyplsmd that approx-
imately 78% of all p ias were caused
by 12 capsular r.ypm Such unequat distribution of pneumo-
coccal capsular causing disesse has been shown
throughout the world. It is on the basis of this information
that the pneumococcal vaccine is composed of 23 capsular
types, designed to provide coverage of approximately 90% of
the most frequently reported types.
It has been established Lhat the pn.rlﬁ!d pneumococcal cap
sular polysaccharides induce antibody production nnd that
such antibody is effective in pre secal dis-
ease, Studies in humans have demonstrated the i immunoge-
nleity {antibody-stimulating capability) of each of the 24
capsular types when tested in polyvalent vaceines. Adults of |
a_l ages responded immunalogically to the vaccines. Earlier
studies with 12 and 14-valent pneumococcal vaccines in

children two years of age and older and in adults showed |

type-specific

immunogenic responses. Protective mis;:llal;w
ollowing vaceina-

antibody levels develop by the third weel
tion,

The protective efficacy of pneumococcal vaccines containing
6 and 12 capsular polysaccharides was investigated in con-
trolled studies of gold miners in South Africa, in whom there
is a high attack rate for pneumococcal preumonia. Capsular
type-specific attack rates for pneumococcal pneumonia were
observed for the period from 2 weeks through about 1 year
after vaccination. The rates for pneumonia caused by the
same capsular types represented in the vaccines are given in
the table. Protective efTicacy was 76% and 92%, respectively,
in the two studies for the capsular types represented.

[See table below].

In eimilar studies carried out by Dr. R. Austrian and associ-
ates using similar pneumococcal vaccines prepared for the
National Institute of Allergy and Infectious Diseases, the
reduction in pneumonias caused by the capsular types con-
tained in the vaccines was 79%. Reduction in typespecific
pneumococcal bacteremia was 829. A preliminary report
suggests that in patients with sickle cell anemia and/orana-

tomical or functional asplenia, the vaccine was highly effec-

tive in persons over two years of age in preventing severe
pneumococcal disense and bacteremia.

The duration of protective effect of PNEUMOVAX 23 is
preseatly unknown, but it has been shown in previous stud-

ies with other pneumocoecal vaceines that antibody induced
by the vaccine may persist for as long as 5 years. Type-spe-
eil':c antibody levels induced by PNEUMOVAX (Pneumococ-
cal Vaccine, Polyvalent, MSD) (14-valent) have been ob-
gerved to decline ever a 42-month period of observation, but
remain significantly above prevaccination levels in almost
all recipients who manifest an initial response.

INDICATIONS AND USAGE

FNEUMUVAX 23 is lndmted for immunization against

d by those pneumocaccal types

included in the vaccine. Effectiveness of the vaccine in the

revention of pneumococcal preumonia &nd pneumococeal
remia has been demonstrated in controlled trinls

PNEUMOVAX 23 will not immunize against copsular types

lJ.nl di

Beater than normal children. Other ill d by

of pneu other than those conlained in the vaccine.

PNEUMOVAX 23

Number of Rate/1000 for Pneumonia Caused
Capsular Types by Homologous Capsular Types Protective
in Preumococcal = N el - Efficacy
Vaccine
Vaccinated Group Control Group
B B2 38.3 T6%
12 LB 220 029

Use in selected individuals over 2 years of age as follows: (1)
palients who havs anatomical asplenia or who have splenic
dysfunction due to sickle cell diseasa or other causes; (2) per:
sons with chronic ilinesses in which there i an increased
risk of pneumococcal disease, such as functional impairment
of cardiorespiratory, hepatic and renal systems; (3) persons
50 years of age or older; (4) patients with other chrenic ill-
nesses who may be at greater risk of developing pneumococ-
cal infection or experiencing more severe pneumococeal ill-
ness as a result of alcohol abuse or coexisting diseases includ-
ing diabetes mellitus, chrnmc cerebrospinal I'Imd Iukage. or
conditions associated with i ppression; (5) p t

with Hodgkin's disease if immunization can be given at least
10 days prior to treatment. For maximal antibody response
immunization should be given at least 14 days prior to the
start of treatment with radiation or chemotherapy. Immuni-
zation of patients less than 10 days prior to or during treat-
ment is not recommended. (sce CONTRAINDICATIONS.)

Use in communities. Persons over 2 years of age as follows:
(1) closed groups such as those in residential schools, nursing
homes l.nr] nther institutions. {To decwm the likelihood of
acute ¢ of p in closed institu-
tional populul.mns wl'le:e there is increased risk that the
disease may be severe, vaccination of the entire closed popu-
lation !hm.l]r! be considered where there are no other contra-
indications.); (2) groups epidemiologically at risk in the com-
munity when there is a generalized outbreak in the popula-
tion due to a single pneumococcal type included in the vac-
cine; (3) patients at high risk of influenza complications, par-
ticularly pneumonia.

PNEUMOVAX 23 may not be effective in preventing infec-
tion resulling from basilar skull fracture or from external
communication with cercbrospinal fluid.

‘ Simultaneous administration of pneumococcal polysaccha-

ride vaccine and whole-virus influenza vaccine gives satisfac-
tory antibody response without increasing the occurrence of
adverse reactions. Simultaneous administration of the pneu-
macoceal vaceine and split-virus influenza vaccine may also
| be exprdﬂll to yield satisfactory results.
Revaccination
Revaccination of adults s not recommended. Adults previ-
ously immunized with any polyvalent pneumoceoceal vaccine
should not receive PNEUMOVAX 23 or PNEUMOVAX
(Pneumococce! Vaccine, Polyvalent, MSD) (14-valent) since
an increased incidence and severity of adverse reactions
among healthy adults receiving such reinjections have been
noted, most likely due to sustained high antibody levels.
Certain groups of children at very high risk for pneumococ
cal disense (e.g., children with aickle cell disease or nephrotic
syndrome) may have lower peak levels of antibody response
and/or more rapid rates of decline in antibody levels than do
healthy adults. However, insufficient data are available at
this time to permit formulation of guidelines for reimmuni-
zation of high-risk children.

CONTRAINDICATIONS

Hypersensitivity to any component of I.hr.- vac:ine Epineph
rine in jection (1:1000) must be immedi
an acute u-phylartosd reaction oocur duetn ANy component
of the vaccine.
Revaccination of adults is contraindicated. Adults previ-
ously immunized with any polyvalent pneumococcal vaccine
should not receive PNEUMOVAX 23 or PNEUMOVAX
Vaccine, Polyvalent, MSD) (14-valent) since
an increased incidence and severity of adverse reactions
amnn; healthy adults receiving such rein jections have been
I.iialy due to sustained high antibody levels.
Pmenu with Hodgkin's disease immunized less than 7 to 10
days prior to immunosuppressive therapy have in some in-
stances been found to have post-immunization antibody lev-
els below their pre-immunization levels. Because of these
resuits, immunization less than 10 days prior to or during
treatment is contraindicated.
Patients with Hodgkin's disease who have received extensive
chemotherapy and/or nodal irradiation have been shown to
have an impaired antibody response to & 12-valent pneumo-
coccal vaccine. Beceuse, in some mtemvely treated patients,
edministration of that vaccine depressed levels
of antibody to some pneumocncesl types, PNFUHDVAX 23

Continued on néxt page

Information on the Merck Sharp & Dohme producta listed on
these pages |s the full prescribing information from product
circulars in use August 31, 1988,
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is not recommended at Lhis time for patients who have re-
coived these forms of therapy for Hodgkin's disease.

WARNINGS

If the vaccine is used in persons receiving Immunosuppres-
sive therapy, the expected serum antibody response may not
be obtained.

Intradermal administration may cause severe local resc-
tione.

PRECAUTIONS

General

Caution and appropriate care should be exercised in admin-
istering PNEUMOVAX 23 to individuals with severely com-
promised cardiac and/or pulmonary function in whom a
systemic reaction would pose a signifieant risk.

Any febrile respiratory illness or other active infeclion is
reason for delaying use of PNEUMOVAX 23, except when,
in the opinion of the physician, withholding the agent entails
even greater risk.

In patients who require penicillin (or other antibiotic) prophy-
laxis agains! preumococcal infection, such prophylaxis should
not be discontinued afler vaccination with PNEUMOVAX 23,
Pregnancy

Pregnaney Category C: Animal reproduction studies have
nct been conducted with PNEUMOVAX 23. 1t is also not
known whether PNEUMOVAX 23 can cause fetal harm
when sdministered to a pregnant woman or can affect repro-
duction capacity PNEUMOVAX 23 should be given to a
pregnant woman only if clearly needed.

Nursing Mothers

It is not known whether this drug is excreted in human milk.
Because many drugs are excreled in human milk, caution
should be exercised when FNEUMOVAX 23 is administered
10 n nureing woman.

Pediatric Use

Children less than 2 years of age do not respond satisfactc-
rily to the capsular types ol PNEUMOVAX 23 that are most
often the cause of pneumococcal disease in this age group.
Safety and effectiveness in children below the age of 2 years
hare not been estsblished. Accordingly, PNEUMOVAX 23 is
not recommendad in this age group.

ADYERSE REACTIONS

Local erythemn and soreness at the in jection site, usually of
less than 48 hours duration, occurs ly; local indura-
tion occurs less commonly. in a study of PNEUMOVAX 22
(containing 22 capsular types) in 29 adulis, 21 (T15%) showed
local reaction characterized principally by local soreness
and/or induration at the injection site within 2 days after
vaccination.

Rash, urticaria, arthralgia, serum sickness, and adenitis
have been reported rarely.

Low grade fever (less than 100.9°F) occurs occasionally and is
usually confined to the 24-hour period lollowing vaccination.
Although rare, fever over 1 has been reported. Malaise,
myalgia, and asthenia also have been reported.

Patients with ot herwise stabilized idiopathic thrombocytope-
nic purpura have, on rare occasions, experienced a relspse in
their throm nia, occurring 2 to 14 days alter vaccina-
tion, and lasting up to 2 weeks.

Reactions of greater severity, duration, or extent are un-
usual, Neurological disorders such ns paresthesias and ccute
radiculoneurcpathy including Guillgin-Barré syndrome
have been rarely reported in temporal aseociation with ad-
ministration of pneumococcal vaceine. No cause and effect
relationship has been established. Rerely, anaphylactoid
reactions have been reported.

DOSAGE AND ADMINISTRATION

Do not inject intravenously, Intradermal edminwiration
should be avoided.

Parenteral drug produets should be inspected visually for
particulate matter end discoloration prior to administration,
whenever solution and container permit. PNEUMOVAX 23
Is a clear, colorless solution.

Administer o single 0.5 mL dese of PREUMOVAX 23 subceu-
taneously or intramuseularly (prefershly in the deltoid mus-
cle or lateral mid-thigh), with appropriate precautions to
avoid intravasculer administration.

Single-Dose and 5-Dose Vials

For Syringe Use Only: Withdraw 0.5 mL from the vial usirg
a sterile needle and syringe free of preservatives, antiseptics
and detergents.

It is important to use a separate sterile syringe and needle
for each individual patient to prevent transmission of hepati-
tis B and other infectious agents from one person to another.

Store unopened and opened vials at 2-8°C (35.6- 46.4'F). The
vascine is used direetly as supplied. No dilution or reconsti-
tution is necessary. Phencl 0.25% added as preservative. All
vaccine must be discarded afler the expiration date.

HOW SUPPLIED

No, 4739—PNEUMOVAX 23 contains one 5-dose vial of lig-
uid vaccine, NDC 0006473900, For use with syringe only
(8605-01-092-0391).
No. 4741—-PNEUMOVAX 23 is supplied as follows: NDC
0006-474100. A box of & individual cartons, each containing
o single-dose vial of vaccine.
AHFS. Category: 80:12

DC 7497404 Issued September 1988
COPYRIGHT ® MERCK & CO., Inc, 1986
All rights reserved

PRIMAXING B
{imipenem-Cilastatin Sodium, MSD)

DESCRIPTION

PRIMAXIN® (Imipenem-Cilastatin Sodium, MSD) is a for-
mulation of imipenem, a thienamy¢in antibiotic, and cilasta-
tin sodium, the inhibitor of the renal dipeptidase, dehydro-
peptidase I, with sodium bicarbonate added as a buffer. PRI-
MAXIN is a potent broed spectrum antibacterial agent for
intravenous administration.

Imipenem (N-fermimideylthienamycin monohydrate) is a
crystalline derivative of thienamyein, which is produced by
Streplomyces catt Iis chemical name is [5R {Ba, 6a
(R *)]}641-hydroxyethyl}3-[[2-[iminemethylJamino] ezh:lcl
thio]-T-oxe-1-azabicyclo [3.2.0) hept-2-ene-2-carboxylic aci
monchydrate. It is an off-white, nonhygroscopic crystalline
compound with a molecular weight of 317.87. It is sparingly
soluble in water, and slightly soluble in methanol. ILs empiri-
cal l!:.crmuln is CyoHaN40,S - 10, and its structural for-
mula is:

HH
y s
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H | * Hz0
o COOH
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Cilastatin sadium*is the ssdium salt of a derivatized hep-
tenoic acid. Its themical name is [R- [R%S* @)])}-7-[(2-
amino-2-carboxyethylthio}-2{[(2, Mimathylcyc]orwpyl]
carbonyl]amino]-2-heptenoic acid, moncsodium salt. It is an
off-white to yellowish-white, hygroscopic, amorphous com-
pound with a molecular weight of 380.43. It is very soluble in
water and in methanol. Its empirical formula is

Tissue or Fluid N
Vitreous Humor 3
Aqueous Humor 5
Lung Tissve B
Sputum 1
Pleural 1
Pariloneal 12
Bile 2
CSF (uninflamed) 5
CSF (inMamed) ki
Fallopian Tubes 1
Endometrium 1
Myometrium 1
Bone 10
Interstitial Fluid 12
Skin 12
Fascia 12

Imipenem Lavel

mecg/mL or mcg/g Range
3.4 (3.5 hours post dose) 28816
2.99 (2 hours post dose) 2439
5.6 (median) 3.5-15.5
21 e
220 o
239 8D. 453 (2 hours post dosa) —_
5.3 (2.25 hours post dose) 461060
1.0 (4 hours post dose) 0.26-2.0
2.6 12 hours post duse) 0.5-5.5
138 -
111 -
5.0 —_
26 04-54
164 10.0-226
44 NA
4.4 NA

—

Cy6H25N,05S Na, and its structural formula is:

COOH
& (LA
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PRIMAXIN is buffered to provide solutions in the pH rang
of 6.5 to 7.5. There is no significant change in pH when gply.
tions are prepared and used as directed. (See COMPATIRL.
ITY AND STABILITY.) PRIMAXIN 250 cuntains 18.8 mg o
sodium (0.8 mEq) and PRIMAXIN 500 contains 37.5 mg of
sodium (1.6 mEq). Solutions of PRIMAXIN range from eolon
less to yellow. Varintions of color within this range do ng
affect the potency of the product.

CLINICAL PHARMACOLOGY

Intravenous Administration

Intravenous infusion of PRIMAXIN over 20 minutes resuly
in peak plasma levels of imipenem antimicrobial activity
that range from 14 to 24 meg/mL for the 250 mg dese, from
21 to 58 meg/mL for the 500 mg dose and from 41 to &)
meg/ml for the 1000 mg dose. At these doses, plnsma levely
of imipenem antimicrobial activity decline to below |
mcg/mL or less in 4 ta 6 hours. Peak plasma levels of cilasta
tin following a 20-minute intravenous infusion of FRL
MAXIN, range from 15 to 25 meg/mlL for the 250 mg dose,
from 31 to 49 meg/mL for the 500 mg dose and from 56 to 88
meg/mbL for the 1000 mg dose.

General

a

Tne plasma half-life of each component is approximately] |
‘hour. The binding of imipenem to human serum proteinsis
approximately 207 and that of cilastalin is approximately
40%. Approximately 70%% of the administered imipenemia
recovered in the urine within 10 hours after which no fur.
ther urinary excretion is detectable. Urine concentrations of
imipenem in excess of 10 meg/mL can be maintained for up
te B hours with PRIMAXIN ot the 500 mg dose. Appraxi
mately T0% of the cilastatin eodium dose is recovered in the
urine within 10 hours of administration of PRIMAXIN,

No accumulation of PRIMAXIN in plasma or urina is ob

sarved with regimens administered as frequently as every 8

hours in patients with normal renal function.

Imipenem, when edministered alone, is metabolized in the

kidneys by dehydropeptidase 1 resulting in relatively low

levels in urine. Cilastatin sodium, an inhibitor of this e

-zyms, effectively prevents renal metabolism of imipenem ®

that when imipenem and cilastatin sodium are given con:

comitantly fully adequate antibacteriul levels of {tn/penem
are achieved in the urine.

After a | gram dose of PRIMAXIN, the following average

levels of imipenem were measured (usually ot 1 hour pest

dose except whers indicated) in the tissues and fluids listed:

[See table below

Microbiology N

The bactericidal activity of imipenem results from the inki

bition of el wall synthesis. Its greatest affinity is for penict

lin bindirg proteins (PBP) 1A, 1B, 2, 4, 5, and § of Escherichid
coli, and 1A, 1B, 2, 4 and 5 of Pseudomonas eruginoss. The
lethal effect is related to binding to PBP 2 and PBP 1B

Imipenem has in vitro activity against o wide range of gram*

positive and gram-negative organisms. 4 !

Imipenem has & high degree of stability in the presenc S

beta-lactamases, both penicillinases and cephalosporinas

produced by gram-negative and gram-positive bacteris. It

a patent inhibitor of beta-lactamases from certain

negative bacteria which are inherently resistant to

betalactam antibiotizs, e.g., Pseudomonas aeruginosa, Se®
tia spp., and Enterobacter spp.

In vitro, imipenem is active ngainst most strains of climical

isolates of the following microorganisms:

Gram-positive; c i .
Grng;“l.'l streptococei (ineluding enterococei €8 Strepl- 3
coccus faecalis )

:NOTE: Imipenem is inactive against Strepiooe™
faecium,
Streptococcus pyogenes (Group A streplococcit
Streptococcus agalactioe (Group B streptococed|
Group C streptococei
Group G streplococei )
Viriduns streptococci —
Streptococcus preumonioe (formerly Diplococcus @
nige ) m [
Staphylococcus aureus including penicillinase producté.
strains ;
Staphylococcus epidermidis including penicillinase f
ing strains ﬂﬂh'
NOTE: Many strains of methicillin-resistant staP® = s
cocei nre resistant to imipenem.

Gram-negative:

Escherichia coli
Proteus mirabilis
Prateus vulgaris

Petitioner Merck Ex-1054, 0005






