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Product Information 
diphtheria toxoid (DJ and di.Aolved in eodium pboephate 
buffered laotonic sodium chloride 'BC>lotlon. The polyaacc:ha• 
rids-protein conjuga!e molecule !i''referred to aa PRP-D.' 
Thimerc:eal (mercw-y'derivative).1:10,000 \a added .:a a pr&­
eervative. The vaccine is a clear, · cclorleM eohitl'on! Each 
aingle doee of 0.5 ml ia, formulated to contain 26 me& of puri­
fied captular polyaaccharide and'18 aiq of diphtheria toxo!d 
protein. • ··, ' • 

• • l ' •• I I I•• •• + ... :· " ' J J 

ClJNJCAL PHARMACOLOGY .,, ·'· ,, 1,,, ,, ;, 
H,umophilu1 in/lUl!rtzaf! type b (Haemophi11111 b)-iH leading 
cauae of eerloua ayalemic baoterlal dlaeaae in the United 
Sta!ee. It is the znoet common cauae ofbac:terial,meningitia, 

' accounting for an estimated 12.000 ~ annually, primar­
ily among children under 5 years or age/ The morllllity rate 
ia 6%, and neurologicl iM!QUelae·are obllerved ip,u maliy,u 
~%-36% of eurvivora.1·Moet caeea of Hf1<7!10philua. inf.I,.,,,,.. 
zu menlngitia among children are callSed •by, capaular 
atlaina of type b, although thl.capeular.type ·repneen.ta only. 
one of the six types known for thla 1peci,,a, 1n addition to.bac• 
terlal menlngitla, Haemophilua b i.1,n,oponalble for other. 
invaaive cliseaees, including epi,glottita, eepeis, cellul!tial 
eeptlc art.britla, Olteomy_ellUa, perlcardltl/l; and pneum9'!i,a. 
ln tbe United States, approximately one of every 1,000 ~ ­
dren .und~r 5,Y'!&ft of age devjl!Opa,ayatemic Bal!D\OPbiluab 
diaeaae each year, and a child'• =ulati~e rislr. o~d.e•elopu,g 
,,-.temic_Jiaemophi)q. b ~ at aome !im~ ~UJ#g th~ 
fim 11,t'eata oflife la about one in 200. Atl.l!ck rates peak be­
tween ~ montha anil 1 year of age and decline thereaftet: 1 

Approximately 30%-38% of Haemophllus )> diaeaae OCCUJ'II 
among chlliino 18 months of aire or older,' and 169'.'-259(, 
~un above 24 monlha of age,?..S.• In:cidence rates o(Haemt>-
pbilua b dieeaee are lncreaaed' in certain Juib-iiak ii 
such aa Native Americans {l>oth Ainerican' lndian anf1FA~ 
moe), blacka, lniilviduala of lower eocioeconomlc titatus, and 
patitnbl with uplenla,aicklecell diaeue; Hodgkin'sdleeue, 
lflld antibody deficiency ayndromcs. 1·' Beceni ·,itudiea aleo 
have a1J8Beated that the rilk of acquirlng primary Haemo­
pbilua b diaeale for children 1111der Ii.years of age aPJ)ta~ to 
be greater for thoee who attend' day-care facilitieli than for 
thoae who ~o noL M • ' •. • 
The potential for penon•to-penon 't¼iln.miiaion of the organ­
ism BnlODi' su.aceJ!tible individuals"ball been rea,gniud. 
Stud.is of &econda.ry apreall of tiiieaae in houaehold cootaca; 
of index patianta have ahown a aubet.utlally i.tlcreued fuk 
among expoeed bouaehold contact.II under , yeaia of age. 1 

1n addition, nwneroua cluatei-a of caaea in day-care facilltlee 
have been reported, and recent studies 1uggest that aecon! 
dary attack riitea In day-care cla&sroom co11tacta of a pri.mai, 
cue mo ~ he ineruaed.8.t Adulti can he colonit.ed with 
H1JU110phil"" in{l~IWK type b &om chi)dran infec:ted witli 
the orguuam.10 •• • •• • 
In 1974,a raildom.lzedcontrolied trial waeconducted'in'Fm­
land, which allowed the evaluation of cllnical efficacy· of a 
aon~njugated Haemophllua trr,_ b pol)'IIICCharlde vaccine 
in children 3-71 months of age. Approximately 98,000 chi). 
dren, half of whom received the Haemophllua • b vaccine, 
were enrolled in the field trial and followed for a +year pe­
riod for the ocomence of Hae111ophi1111 b diRale. Among 
children 18-71 months of age, 90% protective efficacy (96% 
confidence llmita, 65%-98%) in prevention of all fonna of 
Invasive Haemopbllue b dl&ease waa demonrtrated for the 

ProHIBIT® 
HAEMOPHILUS b OONJUGATE VACCINE 
(Diph,ria To,oid-Conjugate) 

4-year follow-up period. ' 
11, Based on emence from thla 197 • Finnish efficacy trial, from 

puaive protection In the infant rat model, and from e:rper!, 
ence '#itb agammaglobulinemic children, an antibody con• 
centration of 2: 0.16 mcg/ml bas been conelated-with protec• 
tion. ,µ2,ia,14 In three-week post,vacclnation eerum In the 
1974 Finnilh trial, antibody levelaof 2: 1 mc;:/ml werecorre­
Jaud with long-term protection_ll 

Cautiorf: Ftdmil (U.S.A.) law prohibits ~p,maing without 
pn!SCription. • 
DF.SCRIPI10N The development of stable humoral immwuty require8 the 
ProHllliT~ . Haemophilus b Conjugate Vaccine(Diphtheria recognition offoreip material by at Jeaat two eeparate acto 
Toxo1d-Con1ugate), for mtram\lSClllar use, i.8 a sterile aolu• nf lymphocytes. The!III sets are the B-lympbocytes which are 
tion, prepared from the purified capsular polysaccharide, a precursors of antibody forming eel.la, and the.T-lymphocytes 
polymer of ribose, ribitol and phosphate (PRP) of the Eagen which can moduiate the function of B-ceU.. Some antige11.1 
Raemophilus ill{w.tnzae type b atrain .covalently bound to such aa polyaaccharidee are capable or stimulating Ikella 

TABLE 1 . 
lmmunogenicity Studies of ProHIBIT and Polys&ccharide vecctnes•18 

Age 
Anti,Polyuccharide 

No. of GMT (mcg/mll 
Vaccine Group Subjects Pre Poat 

ProHIBiT 18-21 Mo. 173 0.025 2.86 

l!Z-26 Mo. 37 0.021 2.96 

~LYSACCHARIDE 18-20 Mo. 61 0.021 0.100 

24-27 Mo. 8-1 0.035 0.520 

% Subjects 
Responding with 
~ 1.0 mcg/ ml .. 

76% 

73% 

24% 

43% 

.: Only EUbjecta whose eera had _preimmunization Jevela S0.60 mcg/ml were included In this analyaia. 
A subset of theee data waa obtainl!!1 from a randomiud comparison of the two vaccines, in which the percentage of children 
18-2Xl mont,hs of ag~ reaponding wtth ~ 1.0 mcg/ml wu 76% for ProH111iT(n E 12) and 27% for the polyaaccharide (n = 11). 

Always consult Supplement 

directly to produce antibody (T-!ndependent). The reepon.eee 
to lllllllY ~tber antigens are ,augmented by helper T­
lymphocytes {T-depend.ent).1& ProlDB1T utilizes a new tech, 
nology, covalent bonding of the capaular polyuccharide of 
Raemoplulua inf!~ type b to diphtheria tosoid, to pro­
duee an antigen· which it p111tulated to convert the T, 
independent•!8Jltigan into a T-dependent antigen.18•17 The 
prouin carries both jt, own .antigenic •doterminanta and 
thoee of the colialently bound polyaaccharlde, Aa a re&ult or 
the C011jligation to protein, the, polyaaccbaride ia postulated 

, to be preoented uaT-dependontantigen remltingin both an 
enhanced antibody reeponae and an immu,nclogic memory. 
l.n studies for •functlonal activity, ant.i-capn.lar antlbodiea 
!nd',Ced by Pro~iT bad bactericidal activity, opaonii: activ­
ity a¥ ,re~.~ • ~~ve in.,~ve'p~~ri',~)'ll.1s.'.•~ 

, In stud!& coildudied with ·JiroH!BiT m 08Veral llx:at1on1 
, tlµ-oug~\ tliJl U,S., µie antibo/iY.N!liionees ofl~26 month 

old children wtl!'t! measured. ('rable'1)18 In other ltlldil!I, the 
anflliody,napom'to lic:en.eed Haemophiliia b polyaaccha, 
rlde v~ wete'·ibeu\trecj In 'i ~mparable age group. 
(Table 1) 11 The data ahown in Table' l were oot&ineii from 
eera teetAMi in one'!aboratm'y uaingaein«le radioimmunoa. 
tiay (RIA). Meail'antibody 1evete·lndu'~ by ProlDBiT in 
children l~~-m,ontha of Hl! llre »fold lµgber th4n those 
induced by'po)~e 'vaccii\!!8 in theaame age group.11 

The RJ..\p~ure wied !>Y P<>llll!'ught Labo~toriea,lnc. to 
estimate antibody N!IJlOMea to the !f!;emopltj!ua.b vaccinea 
bee been,ehOWll to cornlate,with the uaay, UMd by the Fin­
land National ,Public. Health lnetitute'.21 .Antibody laveh 
(2: 1.0 mcg/ml),estlmated.by the Finnish aaaay were corre-
lated with protection.11 • ~ : • • , • 
[See table below}. • •.... , , 
Followipg immunization of 16-~ month.old childten with a 
•in«le t!oie 'o{ ProHIBiT, eighty-nine. percent (1091123) had 

1 antibody levels 2: 0.16 mcg/ml 12 monlhl poet immunization, 
' compared lo 93% l 111011th p<l8t vacclnatlon.lf • • • 

A group of 36 patienta with llickle cell dl8ease (SS, SC. l>thal• 
&Mem!a), aged 1.5 to 6.0 yeMt (mmn 8.9 yeMt),'wu lm'inu­
il.ir.ed with ProHIBiT. All' prndu'ced tftera of ~ 0.16 mc:;/ml 
and 94,. J'm!w:ed tltera of ~ 1.0, mq1aJ.1u2 • 

:q,IDICA~ONS AND USA(;lE ,.': .:: :,;,' · 
ProHIBiT ia indicated fur the routine immww.ation of, chiJ. 
dmn 18 months to •5yean of age against lnvaalve diJeaaes 
caueed,by BaemophilWI iA/lumzae type b. Aa with other vac­
. cinea, aeveral daya following adminlltration of ProHIBiT are 
required for protective Jevela·of antibody to be attained. 
A booster doee of.ProH111IT la not required. . 
ProHIBi'.1' will not proleet agalnBt .Haemophlh.11 influenzae 
other than type bor other microorganism, Uuu cauaemenin-
gitia. or septic dlaease. . • . 
No impairment of the immune ffllp01l8e to the ind!v!dual 
antigens·waa denioll8trated when ProHIBiT and Diphtheria 
a:nd Tetenua Toxoidi and PertUIBis V.acclile Ad.iorbed {DTP) 
were given at the :aame time at lll!p&l8te aitet.33 , 
l!C!cauae.the eafety and efficacy of ProHIBiT bave.uot been 
eetabliahed in children lae thah 18montha of ege. ProHIBiT 
is not indicated for use in th.is l(e IIJ'Oup at thla time. Studies 
to establiah the ufety and efficacy of ProHIBiT in children 
leu than 18 mont.ha of age are n1'lglling.U• • ' • 
ProH!BiT IS NOT RECOMMENDED FOR VSE lN'CHil, 
DREN YOUNGER THAN 18 MONTHS OF AGE. 
CONTRAINDICATIONS . ' . 
HYPERSENSITIVITY TO ANY COMPONENT OF THE 
VACCINE. lliCLUDING THIMEROSAL AND,DIPHTIIB­
RIA TOXOID, IS A CONTRAINDICATION TO USE OF 
THIS VAOCINE. •. 
WARNINGS ' 
[f ProHIBiT is used in peniona with malignancies or thciee 
receiving lmmunceuppresaive thernpy or who are otharwiae 
immunocompromlaed, the expected immune reeponae may 
not be obtained. 
Ju with any vaccine, ProHIBiT may not protect 100% of 
lndlrtdual.e receiving the vaccine. • 
PRECAUTIONS 
GENERAL 
Aa with the injection of any biological material, Epinephrine 
Injection (l:1000) should be available for immediate u.eo 
should an anaphy)actic or other allergic reaction occur. 
Prior to an injection of eny vaccine. all known precautions 
ahould be taken to prevent ad•erae reactions. 'l'hie includes a 
review of the patient 's hiatory with respect to po88lD)e hyper· 
eeruitivity to the vaccine or similar vaccines. 
Any febrile illness or acuta infection is reason to delay the 
wie of ProHIBiT. 
/u r:r.'.rted with Raemophilus b to poly,accharide vac­
cine, caees of Haemophllua b di&eaae may OCC\11' In the week 
after vaux:inatlon, prior to the onset of the protective elfecta 
of the vaccine. 
Special careahould be taken to ensure that the injection does 
not enter a blood vesael. 
A eeparate, llterlle syringe and needle or a 111erlle dispollable 
unit abould be uaed for each individual patient to prevent 
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if$111mialon of h11p&titis or other infectioua ogenia from one 
peraon· to another. 
ALTHOUGH SOME IMMUN! RESPONSE. TO THIE' DIPH. 
THEAIA TOXOID COMPONENT MAY OCCUR. IMMUNIZA­
flON WITH ProHIBIT DOES NOT SUBSTITUTE FOR ROU­
TINE DIPHTHERIA IMMUNIZATION. 
CARCINOGENESIS, MUTAGENESIS, IMPAIRMEN'l' OF 

=U not bHO evaluotod for ite carcir!oge':'ic, muta-

1enic potential or Impairment of fertility. • 
pREGNANCY. -
REPRODUCTIVE STUDIES - PREGNANCY CATE-
GORY C . 
~imal reproducllon studiet have aol bee11 conducted with 
proHIBiT. It is alto not known whether ProHIBiT can cawie 
t,tal harm when adininiatared to a pregnant woman or can 
afJeCt reproduction capacity. ProHIBiT is NOT recom-
mendl!d for we in a pregn11nt woman. •. ,1 

Al)VERSE REACTIONS 
When ProHil!iT alone wu given to ovet 1,000 adult.a and 
children, no aeriou, adverse reactions were obeerved.17•18·2t 
'!'hrombocytoperua waa eeen' in ooe adult but a causative 
rtlatiomhlp waa not eelabl.labed. • • 
When ProHIBiT wu given with DTP and Inacliveted Polfc>• 
vu-ua Vaccine to 30,000 young inf ante, the rata and extent of 
eeri<11a advane reacllona wero not different from tboee aeen 
when Dl'P waa administered alone. Allerc; reactions auch 
u urticaria were W requently obaerved.1 ,.. 

Selected adverse reactions following vaccination , , with 
ProHIBiT (without IYI'P) in •ubjects IS-24 monl.ba of eae""' 
,1ll!llll&fWICI in Table 2. 

TABLE 2. 
Percentage of Subjects 1~24 Moot~ Of All8 
Developing Local Reactions or Favor lo Onr ., 
Dolle of Haemophilua b Coo)lgate Vaccine 

(Diphtheria Toxoid-Conjugate)fl , 

Fever > :i8.3'C 
Erythemo 
lndlltlltion 
Tendemeea 

No. of 
Sub jecta• 6 Houn 24 Houn 

281 1.1 2.1 
286 2.6 
286 1.0 
286 4.6 

48 Houn -u-
0.4 
0.4 
0.7 

'Not all aubjects bad measuzementut all time perioda. 
Otlu!r advene reactlona temponally uaodated with~ 
tration of ProHIBIT Including, dlanhea, vomiting, and cry-
inJ were reported at a frequency of S 1.2!1/,.:ie . 
Advene readiona Ir\ clinical 'lvaluatioaa among 689 chil­
dren, 7- 14 montu of age, U houn alter receivinc a si.nele 
dose of ProHIBiT, -r• obeerved andocoinpared to 139 chiJ. 
dren who l'CICt!ived a aaline placebo. There were '!O eignifi. 
cant diJTennces in the reactio11 ratat for fever, erythema, 
induration, and tenderness betftml the two groupa.11 

DOSAGE AND ADMINISTRATION 
Parenteral drug products 1hould be inJpecled vilually for 
extraneou particul4te mallet and/or diecoloratloo prior to 
lldminiltTation whenever 10lutlon and container pennit. If 
th- conditions eut, "Yaccine lhould nob be administered. · 
ProHIBiT ia indicated fot childre,,: 18 monl.ba to 6 yean of 
qe. The lmmuriizing doreil a 1mgle lnjeclion of0.6 ml given 
intramuacularly in th, outer aapectareaofthe ,utualatera• 
lie (mid-thigh) or deltoid. . 
Each 0.11 ml dose contains 25 mcc.of purified capMl)ar poly­
llCChar!de and 18 mcc of conjugated diphtheria toxoid pro­
teill. • 
Before injection, the ekin over the site to be injected ehould 
be cleansed with a ■ultable gennlcide. After i.n.lert!on ~ the 
needle, uplrate to ensure that the need.le haa not entered • 
blood ,eaaet 
DO NOT INJECT INTRAVENOUSLY. 

HOW SUPPLIED 
Vial, 1 Daee (6 per peckace) - Product No. {9281-641-01 
Vial, 5 Dale .._ Product No. 49281-541-()6 
Vial, 10 Doee - Producl No. ◄92:81-641-10 • 
STORAGE 
Slore between 2 •- 8'C (36 •- 4ffi DO NOT FREEZE. 
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ACTIBINI(!) 
Brand of Yohlmbtne hydrochloride 

DESCRIPTION 
Yohimbine ii a 3o.-1ro•20,B•170-hydro1Y Yobimbin.,. 
carl>o,rylic acid methyl Gller. The alkaloid ii found i11 R 
ceae and related treea. A1ao in Rauwolf111 Serpentine 
lknlh. Each compraioed tablet contalna 6 mg of Yohi~ 
Hydrochloride. 

ACTION 
Yohlmbine blocks presynaptic alpha-2 adrenergic Nl(opl 
Its action on peripheral blood vesaele ,._mbh!s that ct rt 
plnethoueb it is wealr.er and ofahort duration. Yohi111bi 
periperal autonomic norvou, ~yalcm effect i■ tel" incn 
l)Qt&lympathetic (cholinergic) a.ad decreue sympath 
(aclreoergic) acthity, It ii to be noted that In male •• 
performance, erection ii linked lo cholineflic activity an 
alpha,2 adrenerg',c blockade which may theonti¢ally re 
in increuad penile inflow, decr•f!-OCd penile outflpw or b 
Yohlmbi.neuerte a 1timulati00 action on tbemol,d and, 
increaae anxlety. Such actions haw not been , adequa, 
studied or related to d-,e although they appear to req, 
high dc,ees of the drug. Yohimblne haa a mild anti-diu~ 
action. probably via ttimulation or hypolhalmie cenlen , 
nluae of poalerior pitllitary hormone. • 
Reportedly, Yohimbine esertl no significant influence 
cardiac stimulation and other effects mediated by 13-adre, 
gic receplon, it.a effect on blood preuure, if any, would b 
lower it; however, no adequate studies a.re at band to qua 
!ala this effcc:t in t.errna of Y ohlmbi.ne doeage. 
INDICATIONS ~ • 
No claime are made by the manufacturer for FfTectivenes: 
any lndicallona. A1 preant there ia a gJ\)WUJi inter 
among urolOlilts to uae Yohimblne HCI experimentally 
the treatment and for Iha diagnottic claseificotioo or cert: 
typoeof male erectile impotence. Yohimblne ii asympathi 
lytic egenl 

CONTRAIND[CATION I 
Renal cl--, and patient's MDtltivi to the drug. In vie11 
the limited and inadequate information at hand, no prec 
tabulation can. be offered of additional contra-indication 
WARNING '·•.· ' 
Generally, thil drug i,i not propo,ed for u,e ii, femal• • 
certainly must not be llled durint pregnancy. Neither ia tl 
drug p~ for u,e in pediatric, geriatric or cardlo-rer 
patients with ga8tri.c or duodenal ulcet history. Nor ahouli 
be U9ed in conjunction with mood-modifyinc drQRI such 
antidepNllll8nta, or in p,ychiat:ric patient. in general. 

ADVERSE REACI'IONS , 
Yohimbine readily penetra!AYI tba(CNS)and produca, c CQ 

plu pattam of responaes in lower doeea than required 
produce peripheral a-adntneflic blockade. These incluc 
antldiuteals, a general picture of central ezcltalion includiJ 
elevation cl: blood pN191Ure at1d heart rate incnaoed mot 
eclivity, irrltability and tre'"mor. Sweating, DalllU ud vo, 
iting are commo,i aft.er parenteral adminlttratlon of tl 
dl'\li- Allo dlzzineea, headache, akin fluah.ini nportcd wh1 
UJed orally. 

DOSAGE AND ADMINISTRATION 
Experimental dosage report.ed in treatment of erectile imp 
tence: 1 tablet (5 !f18) 4 tim• a day, to adult malaa talu 
orally. Occa,ional aide elfecta reported with d0111ge arena 
sea, dizzitJ.a or nervouaoCfll. In the event of aide efl'ecu do 
age ii to be reduce<! to ½ tablet 4 times a day, followed l 
gradual lncreaaes to 1 tableU tim,. a day. Reported thera1 
not more than 10 wMlu. 
HOW SUPPLIED . 
Oral tablet, of Actibln 5 mg in botlloe of lOO's, U.D. (Un 
0-) 100'1, 11J1d 1000'•· 

,. 
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t]'II SUPPLIED 

. J11&-Tablets PERIACTIN. containing 4 mg of cypro­
~..tine hydrochloride each, are whit,,. round, score.cl. com• 
'!::I lllblets. coded MSO 62 They are supplied as fallo,.-s, 
~l)()()&-0062-68 bottles of 100 
~1884 4 mg !OO'sl 

5hDWn In Prcducl Ichnllficot.lon ~tlon, ~ 4lfl 
. 92ll9X-Syrup PERIACTJN. 2 mg per 5 mL is a dear, 
~ ,yrupy liquid. Contains alcohol 5<:'e, with 10rbic acid 
4)-i ~ed .. preservative and la supplied as follows: 
Jll)C0000-3289-74 bottles of 473 ml. 

~ 8biets PERIACTIN in II wPll-closed container. Avoid 
~• at temperatures above 40'C (l04·FJ. 
,-rt Syrup PERIACTIN in a container which ia kept tightly 
c,laled-Awid atorage al temperature; below - 20"C l-4"f) 
~ abo'I• 40'C (104"F). 

A.H.F.S. Category: 4:00 
DC 7398317 luued May 1986 

~YRIGHT @ MERCK & CO., INC. 1985 
All rights reserved 

Pf1E\IMOVAX® 23 
,.,.,mococcal Vaccine Polyv1lent. MSDl 

pESCRlPTION 

PNElJMOVAX~ 23 (Pneumococcal Vaccine Polyvalent, 
!IS)). is o sterile, liquid vaccine for intramu,icular or subcu­
"""""5 injedion. It consists of a raixture of highly purified 
CIIJIUlar polysaccharides from the 23 most prevalent or inva• 
,r;vepneu mococcal types accounting for at least 90'7o ofpneu­
aococcal blood isolates and at lenst 85% of all pneumococcal 
l,olalts from iitea which arc generally sterile a., determined 
by ooeoil\i surveillance of U.S. data. 
FNEUMOV AX 23 is manufactured according lo methods 
dm(Ol)ed bytheMERCKSHARP & OOHME Rnearch Lab­
ptorin Each 0.5 mL duse of vacdne conlaina 251'1: of each 
p,IJNCChnridc type dis,olved in uolonic saline aolution con­
lllning 0.20% phenol as preservative. 
Typo 6B pneumococcal polys0cchnride exhibits somel"hat 
cmlA!r stobility in purified form than does 1'ype 6A. A high 
l,gtff of cross-reactivity between the two t~ has been 
demonstrated in adult volunteers Therefore, Type 6B bas 
repbced Type 6A, which bad been used in lbe 14-valent vac­
cioe. Although contained in the 14-valent vaccine, Type 25 is 
not includ,d in PNEUMOV AX 23 because it has recently 
beccme a roro isolal<! in mony ports of the world including 
the United State!, Canada and Europe. 
[See Llble aboveJ. 

ClL'nCAL PHARft1ACOLOOY 

Pneumuooccal Infection ls a leadine calUe of death through­°" the world and a major cause of pneumonia, meningitis, 
lad otitis media. The emergence of strains of pneumococci 
l'ilh increased re,istance to one or more of the common anti­
bietks and recent isolations of pneumococci with multiple 
owoiotic ,esistance emphuile the i..rnportanee of Tactine 
,rophyl:u<is against pneumococcal disease. Bo.scd on projec­
tion from limited observations In the United Stat.es, it has 
~n e.timol<!d that (00,000 to 600,000 casea of pneumococ· 
col pneumonia may occur annually. The overall case fatality 
iate ranges from 5-10%. Populations at high risk are the 
dderly; individuals ,.;th immune deficieociet; patientsl"ith 
Gplenb or eplenic detlcienciet, including sickle cell anemia 
Ill<! ·other 1<overe hemoglobinopathies; a.lcoholica; and pe· 
tiebta with the following diseases: Hodgkin"& disease, multi­
ple myeloma and nephrotic syndrome. About 25% of all per· 
101l6 with pneumococcal pneumonia develop bacteremia. 
Death occurs in about 28<r. of lh<M baclererolc patients over 
&'.l Years of ace. Of all patient.'! with pneumococcal baclere­
ai,. who died dnpite treatment wi.tb penicillin or tetracy­
cline, as many as 60% died l"ithin five da11 of onset of the 
ill.11e$S. 
Theannual incidanooof pnaumocoecal moning!tu ii, approxi-
111ately 1 5 to 2.5 per 100,000 population. One-half of the 
IUes occur in children, in whom the fatality rate is about 
~ -Otildren with sickJe cell disease have been estimated to 
ha,,, o risk of pneumococcal meningitu nearly 600 times 
ltealor than normal children. Other illn....,. caU&ed by 

PNEUMOV AX 23 
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Nomenclature 

23 Pneumococcal Capsulur Ty~ Included in PNEUMOV AX 23 

Pneumoooccal Types 

Danish 
U.S. 

2 3 4 5 6B 7F 8 9N 9V lOA llA l2F 14 16B 17F 18C 19F 19A 20 22F 23F 33F 
2 3 4 5 26 51 8 9 68 34 43 12 14 54 17 56 19 57 20 22 23 70 

pneumococci include acute exacerbations or chronic bronchi· 
tis, ,inusitis, arthritis and conjunctivitis. 
Invasive poeumococcal disease causa high morbidity end 
morl<llity in spite of efTKtive antimicrobial control by antibi­
otics. These effects of pneumococcal disease appear due lo 
Irreversible physlol()fic damaee cauaed by the bact,,ria dur­
ing the lint 5 days following ouset of illness, and occur irre­
aptdive of antimicrobial therapy. Vaccination offers an ef­
fective means of further reducine the mortality and morbid­
ity of this disease. 
At present, there aro 83 ltnown pneumococcal capeulnr 
ty~. However, the preponderance of pnewnococcal dis­
ell$et is caused by only some t2_P6ular types. For uwnplc, a 
10-yeer (1952-1962) surveillance at a New York medical 
ctntsr, showed that 56% of all deaths due to pneumococcal 
pneumonia were cawed by 6 caJ15ular ~and that appr<>•­
im,t,,ly 78% of all pneumOCOCQ) pneulnoni"" were ca"5ed 
by 12 capsular types. Such unequal dillribution of pneumo­
coccal capsular type$ causing di.,eaae has been llhown 
throughout the world. It is on the buis of thiJ information 
I.hot the pneumococcal vaccine is compoeed of 23 capsular 
lypet, designed to provide coverage of approximately 90% of 
the mart frequently reported types. 
It h4s been est.abluh,d that the pu.rilied pneumococcal cap­
sular po\ysaccharicles induce antibody product.ion and that 
such antibody ii, effective in preventing pneumococcal dis• 
e....,, Studies in humans have demonstrated the immunoge­
nlcity (antibody-stimulating capability) of each of the 23 
capsular types when tasted in polyvalent vaccines. Adult.of 
all aces responded immunolcgically lo the vaccines. Earlier 
etudies with 12.- end 14-valcnt pncumococcal vaccine, in 
children two years of ege and older and in adulta showed 
immunogenic responses. Protective capsular typMpecific 
antibody levels develop by the third week following vaccina­
tion. 
The protective efficacy of pneumococcal vaccines conl&ining 
6 and 12 capsular polysaccharides was investigated In con• 
trolled studies of gold miners in South Africa, in whom there 
is o high attack rate for pneumococcal pneumonia. Capsular 
type-specific attack rate■ for pneumococcal pneumonia were 
observed for the period from 2 weeks through about l yoar 
after vaccination. The rotes for pr10umu11ia caused by the 
same capsular types represented in the vaccines are given in 
the table. P rotective efficacy was 76% and 92%, respectively, 
in the two studies for the capsular lype1 represantsd. 
[Seo table below). 
In eimilar studies carried out by Dr. ll Auatrian and aasoci• 
ates using similar pneumococcal vaccines prepared for the 
National lnstituto of Allergy and lnfectiou• Diseases, the 
l'fdudion in pneumonias caused by the capsular tYP"" con• 
tained in the vaccines was 79%. Reduction in t~c 
pneumococcal bactenmia was 6~. A preliminlll}' report 
auggests that in patients with sickle cell anemia and/or ana• 
tomical or functional asplenia, the vai:cine was highly effec• 
live in persons over two years of age in preventine severe 
pncumococcal diacose and bactercmia. 
The duration or pro!A!ctive effect of PNEUMOV AX 23 is 
presently unknown, but it has been shown in pcevious 1lud· 
ies with other pneumococcal vaccinn that antibody induced 
by the vaa:ine may persist for as long u 5 years. TypHpe­
cific antibody levels induced by PNEUMOV AX (Pneumococ­
cal Vaccine. Polyvalent, MSD) (14-valentl bave been ob­
served lo decline over a 42-month period of observation, but 
remain significantly above prevaccinetion levels in almoot 
all recipients who manifest an initial response. 

INDICATIONS AND USAGE 

PNEUMOV AX 23 is indicated for immunization against 
pncumococcaJ dioenae caused by thoee pneumococcal types 
included in the vsccine. Effectiveness of the vaccine in the 
prevention of pneumococcal pneumonia and pneumococcal 
bacteremia has been domon5trated in controlled triala 
PNEUMOV AX 23 will not immunlz,e °"""'' C4Jl'W4' l)'JleS 
of p,uumococcu, other than th,- conlai~ in the oaa:iM. 

Ust in seletud individuals ouu 2 yeon of age as follows: (l) 
patients who have anatomical esplenia or who have splenk 
d~-.function due to sieltlt cell diaase or other causes; (2) per­
sons with chronic illnesses in which there is an increased 
risk of pneumococcal disease, such as fu.nclional impairment 
of cardiorespiratnry, hepatic and rennl sys~mt; (3) persons 
50 yeans of age or older; (41 patients with other chronic ill· 
nesses who may be at greater risk of de'll'loping pneumococ­
cal infection or e,:periencing more severe pneumocoa:al iJI. 
nesi; as a result of alcohol abuse or coexisting duea&e$ includ­
ingdiebelet mellitws, chronic cerebrosplnal fluid leakage, or 
conditions a.ssociated with immunosuppreuion; (5) patients 
with Hodgkin's disease if immunization can be eiven at least 
10 doya prior lo treatment. For maximal Antibody respon.!e 
immuniution should be given at least 14 days prior tc the 
start ortrutment with radiation or chemotherapy. Immuni­
zation of patients less thD11 10 days prior to or during !ttat­
menl ls not recommended. (aee CONTRA.INDICATIONS.) 
Ust in communities. Pereons over 2 yeans of o,ge as follows: 
(l) closed ,rroups such as those in residential schoola, nursing 
homes and other institutions. (To decrease lhe likelihood of 
acu!A! outbttab of pneumoooccal dise- in closed institu­
tional populatiOlll where there ia increased rlsk that the 
diMue may be 50,ere, vaccination of the entire closed popu· 
lation 1hould be considered where there are no other mntra­
indicaliona.); (2) groups epidemiologically at riak in the com­
munity when there is a cener11li.ied outbre•k in the popula­
tion due to o oingle poeumococcal type included in the vac• 
cine; (3) patients at high ruk of influenza complications, par• 
ticu!Mly pneumonia. 
PNEUMOV AX 23 may not be effective in preventing infec­
tion resultin& from basilar skull fracture or from external 
cornmunicotion with cerobroopinnl fluid. 
Simultaneou.s admini!tration of pneumococcal polysaccha• 
ride vaccine and whole-virU! influenza vaccine gives satisfac­
loey antibody response without increasing the occurrence of 
advene ,eactions. Simullal>eow administration of the pneu­
moaxail vaccine and aplit.virus influcnu vaccine may also 
be expect«! IA> yield sali,;faclory result.!. 
ReOIU'Cination 
Revacclnotlon of adults Lq not recommended. Adults previ• 
ously immuniud with nny polyvalent pncumococcal vaccine 
should no~ receive PNEUMOVAX 23 or PNEUll!OVAX 
(Pneumococcal Vaccine, Polyvalent, MSD) (14-valent) since 
an increased incidence and aeverity of adverse reactions 
among healthy adults receiving such reinjections have been 
noted, mort likely due I<> •uataioacl high antibody leveil. 
Certain grouJ)8 of children al very high ri!k for pneumocoe, 
cal disell.!le(e.g., children with sickle cell disease or nephrotic 
syndrome) may have lower peak levels of antibody response 
and/or more rapid rate! of decline in antibody levels than do 
healthy adult&. Ho,.-ever, iiuufficient data are available at 
thia time to permit formulation of gui<Mlines for reimmuni­
zalion of high-risk children. 

CONTRAINDICATIONS 

Hyperaenaitivity to any comµcment of the vaccine. Epineph­
rine injection (l: 1000) mual be immediately available should 
an ai:ute anaphylattoid reaction occur due to any component 
of tha vaccine. 
Revaccination of adull! ii, contraindicated. Adults previ• 
ously immuniied with aoy polyvalent pneumococcal vaccine 
should not receive PNEUMOVAX 23 or PNEUMOVAX 
(Pnewnococcal Vaccine, Polyvalent, MSD) (14-valontl since 
an incn,aad incidence and w,erity of e.dvel"IIO N!Bdions 
amonc healthy adults receiving such reinjection1 have been 
noted, mo&t likely due to 1111tained high antibody level.a. 
Patient, with Hodgkin's disease immunized less than 7 lo 10 
days prior to immunoeuppresslve therapy have in some in­
stances bNn found to have post-immunization antibody lev­
els below their pre-immunization levels. Beca= of •'­
results, immuniution I• than 10 days prior to or during 
treatment is mntraindicated. 

Number of 
Cap&ulor Types 

ln Pneumococcal 
Vaccine 

Rate/lCXXJ for Pneumonia Caused 
by Homolcgoua Capsular Types Protective 

Efficacy 

Pationta with Hodgkin'• diseua who hava received ertensive 
chemotherapy and/ or nodal Irradiation have been shown lo 
ha•e an impaired antibody response to a 12.-volcnt pneumo­
coccal vaccine. Because, in aome intensively treated patients, 
administration of that vaccine depre,sed pro-ezisting levels 
of antibody lo eome pnoumoooceal types, PNEUMOV AX 23 

6 
t2 

Vaccinated Group 

9.2 
1.8 

Control Group 

38.3 
22.0 

76% 
92% 

Continued on nut page 
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is not recommended at Lhls time for potien~ who have re­
ceived these for1n11 of theropy for Hodgkin's dbea.se. 

WARNINGS 

If the vaccine ia used in penons receiving lmmunosuppres­
sive therapy, the upect,ed eerum antibody response may not 
be oblained. 
Intradermal administration moy cause severe loco! reac· 
tiona. 

PRECAtrrIONS 

a.-1 
Caution and appropriau care should be exen:ised in admin­
i!!lering PNEUMOV AX 23 to individuals with severely com­
promised cardioc andlor pulmonary function in whom a 
ssstemic reaction would pose a significant rilk. 
Any febrile respi.,.tory illnCGS or other active infection ls 
reason for delaying use of PNEUMOVAX 23, ucept woon, 
in the opinion of the phyaician, withholding the agenL entails 
even rreater nslL 
In ~titn i. who r,quire p,nidllin (or olhtr on ti biotic) prophy­
lru:11 against pneumoro<col infection, such prop/lyla,ci, ,hould 
not be ducontinutd after ooccination with PNEUMOV AX 23. 
~gnancy 
Pr,gnaney Cattgory C: Animal reproduction studies ha<e 
not been conducted with PNEUMOV AX 23. IL i.s also not 
known whether PNEUI\IOVAX 23 con caU1e fetal hcu-m 
when administered lo a pregnaat woman or can affect repro­
duction capacity PNEUMOV AX 23 should be given to a 
pregnant woman only if clearly needed. 
Nursing Mothers 
It is not known whether this drug is txcreied in human milk. 
BecaUSt many drugs a re excreted in human milk, caution 
should be exercised when PN:EUMOV AX 23 is administered 
to a nursing woman. 
Pediatric Use 
Children less than 2 years of age do not respond satiEfact.o­
rily to the <apsular types of PNEUMOV AX 23 that are most 
often the cause or pneumococcal disease in this age group. 
Safety and effectiveness in children below the oge or 2 yean 
have not been established. Accordingly, PNEUMOV AX j!3 ia 
not racommendod in thia age group. 

ADVERSE REACTIONS 

Local erythemn and soreness at the injection 8ile, usually of 
les, than 48 hours duration, occuns commonly; local indura• 
lion occurs less commonly. In a study of PNEUMOVAX 22 
(containing 22 capsular types) in 29 8dults. 21 (7{%) showed 
local reaction characteriuid principally by locnl sorcn= 
and/ or induration at Loo inje<tion site within 2 days after 
vaccination. 
Ram, urticaria, anhralgia. serum sickness, and adenitis 
have been reporud rarely. 
Low grade fever (less thon 100.9"FJ occurs occoaionally and i.s 
usually confined to the 24-hour period following vacdnatlon. 
Although ran, fe.-er o,er IOZ'F has been reponed. Malaise, 
myalgio, and lllllhenia also have been reported. 
Patients with otherwise stabilized idiopathic thrombocylope­
nic purpura have, on rare occasions. eiq,erienc:ed a relapse in 
their lhrombocytopenia, occurring 2 to 14 days after vaccina­
tion, and lasting up to 2 weeks. 
Rew:tions o< greater severity, duration, or extent are un• 
usual. Neurolorica) disord,rs such BS paNSthosi:2.S and coule 
radiculoneuropathy incl~ding CuiUoin-Barre &)-ndrome 
have been rarely reported in temporal association with ad­
ministration ur pneumococcal vaccine. No c:ouse and effect 
relationship luas been estnblishcd. luirely, anaphylactoid 
reactions have been reponed. 

Tissue or Fluid 

Vitreous Humor 
Aqul!Ous Humor 
Lung Tissue 
Sputum 
Pleural 
Peritoneal 
Bile 
CSF (uninflamed) 
CSF (inflamed) 
Fallopian Tubes 
Endometrium 
llfyometrium 
Bone 
lnter,titiol Fluid 
Skin 
Fascia 

N 

3 
5 
8 
1 
I 

12 
2 
s 
7 
1 
1 
l 

10 
12 
12 
12 

Product Information 

DOSAGE AND ADMINISTRATION 

Do not in;«t intrauenous!y. Introdermcl admin1&lration 
should be auoided. 
Parenteral drug products should be i~cted visually for 
particulate matter and discoloration prior toadminatration, 
whenever aolution and container permiL PNEUMOV AX 23 
Is a clear, colorless solution. 
Administer n ein;:le 0,5 mL dose orPt,;EUMOV AX 23 subcu• 
taneously or intramuscularly (prererably in the deltoid m11&­

cle or lateral mid-thigh), with appropriate precautions to 
avoid lntravMCular administration. 
Sill,:lt•Doa and Hue Vials . . 
For Syrill(/f Use Only: Withdraw 0.5 mL fro:" the v1~ US'~ 

a sterile needle and syringe free of preservatives. &.'\l:.Mlptics 
and detergent.. 
It ls lmponant lo use a separate sterile syringe and needle 
for eaeh individual i-,tlent to prennt tran~mission ol hepatl­
tla Band oLher infectious agent$ frorn one person lo another. 
Store unopened and opened vial» al 2-B"C (35.6- 46.4'F). The 
.accine is used directly III supplied. No dilution or rccoru;ti­
tulion is n~. Phenol 0.25fo added as preservative. All 
vaccine must be discarded afwr the expiration da~ 

HOW SUPPLIED 

No. 4739-PNEUMOV AX 23 contains one &dose vial of liq• 
uid vaccine, NOC 0006-4739--00. For use with syringe only 
(6505-01--092-0391). 
No. 4741-PNEUMOVAX 23 is supplied III foUow1. NOC 
0006-4741.00. A box ol 6 individual cartons, each containing 
o aingle-<l05e vial of vaccine. 

A.H F.S. Cateaol1': 80:12 
DC 749740' Issued Sep!ember 1988 

COPYRIGHT © MERCK & CO., INc. 1986 
All right.a reserved 

PRIMAXIN ® 
llmlpenem-Cllastatln Sodium, MSD) 

OlllCRlPTION 

PRIMAXIN® (lmipenem.cilAitatln Sodium, MSOI is a for• 
mulation ol imipenem, o thienamycin antibioiic. and cilasta• 
tin sodium, the inhibitor of tho renal dipcptid=, dehydro­
peptidase I, with sodium bicarbonate added iu a bulfor. PR!• 
MAXIN ia a potent brocd speclrum antibecterial ag,nt for 
intravenous administration. 
lmlpenem (N-formirnidoylthienomycin monohydrale) is a 
crynalline derivative orthienomycin, which ia produced by 
Slrtplomyce cottleyu. ILs chemical name is (SR -{6a, 6a 
(R ')J)-6-(l-hydrol<)'cthyl►3·l!2-[(iminomcthyl)amino] ethyl) 
ll,io)-7-oio-l•azobicyclo 13.2.0) hept-2-ene-2-carboxylic acid 
monohydrnte. It is an off-white, nonhygroecopic <rystolline 
compound with a molecular weight of 317 37.11 is sp:iringly 
soluble in water, and aligbtly ,oluble in metbonol.11.sempiri­
col formula is C12H11N30,S • 1120, and its structural for­
mula is: 

Cilastatin sodium•is the sodium salt d • derivatized hep­
Lenoic acid. Its ~emical name is IR· IR ' .S'-(Z)]}-7-[(2-
amino-2-carboxyethyl)thio}2-[1(2, 2-<limethylcyclopropyl) 
carbonyl)amlno)-2-hepLenoic acid, monosodium salt It is an 
off-white to yellowish white, hygroscopic, amorphous com­
pound with a molecular \\"eight of380.(3. It is ,ery soluble in 
wot.er and in methanol. Its empirical formula is 

lmipenem Level 
mcg/mL or mq/g Range 

3.4 (3.5 hours post dose) 
2.99 (2 boun post dose) 
15.6 (median) 
2.1 
22.0 
23.9 S.O. ±5 3 (2 hours post d06tJ 
5.3 (2.25 houra post dose) 
1.0 (4 hours post dose) 
2 6 (2 hours pool dose) 
13.6 
11.1 
50 
2.6 
164 
4.4 
4.4 

2.88-3.6 
2.4-3.9 

3.f>-15.5 

4 6 to 6.0 
0.26-2.0 
0.5-5.5 

0.4-5.4 
10.0-22.6 

NA 
NA 

Always consu lt Supplement 

CaH:iaNiOsS Na, end its atructural formula is: 

H1C~ r~;H 
H I 

O;.:..~ COONo 

PRL'dAXlN is bu!Tered lo provide :;olutions in the pH ranee 
oi' 6.5 to 7.5. Tbere is no significant chonge in pH whensol11-
lions are prepared and used aJ directed. (See COMPATlBD, 
rrY AND STABILITY.)PRIMAXJN 250 c,mtains 18.8 mg,t 
sodium (0.8 mEq) a.nd PRI.MAXIN 500 contains 37.5 mg ,t 
sodium (1.6 mEq). Solutions of PRIM AX IN range from colo0 

l,ss to yellow. Variations of color within this range do llCt 
affect the potency of the product. 

CUNICAL PHARMACOLOGY 
Jnlrouonow Admini,trntion 
l!ltravenOU5 infusion of PRIMAXIN over 20 minutes resulb 
in peak plasma levels of imipenem antimicrobial atlivity 
Lhat range from 14 to 24 mci/mL for the 250 me dose, r,. .. 
21 to 58 mcg/mL for the 500 mg dose and from U to BS 
mc:g/mL lor the 1000 mg dose. At th,se closes, plMmo lfflll 
of imipcnem antimicrobial activity decline to below I 
mcetmL or less in 4 to 6 hours. Peak plasma levels of ciwla­
tin following a 20-minute intra,enous infusion of Pftl. 
MAXIN. ranre from 15 to 25 mcg/ mL ror th• 250 mg dmt, 
from 31 to 49 mcgfmL for the 500 mg dose and from 56 Iola 
mcg/mL lor the 1000 mg dose. 
General 
'The plasma half.lire of each ccrnpooent is appro, irnale!J I 
hour. The binding of imipenem to human serum proteiiu ia 
approximately ro<ro ond Lhat or cila&t.ot!n is appr~ximaltly 
40%. Approximately 70% of the adrnintstered 1m1pene11 11 
recovered In the urine within 10 hours alu;r which no fur, 
Lher urinary excretion is delectable. Urine conconl rolionao{ 
imipenem in excess or IO mcg/mL can be maintained for up 
lo 8 houn with PRIMAXJN ot the 600 mg dose. Appra&l· 
mately 70% of the cilnstat,in €Odium dose i.s recovered in Iha 
urine within 10 hours ol administration of PRIMAXIN. 
No accumulation ol PRIMAXIN in plosma or urine Is 111>­
ser\'ed with regimens administered III frequer,tly as eve17f 
hours in patients with normal renal function. 
lmipenern, when administered alone, ls metabollzed in the 
kidneys by dehydropeptidase 1 resulting in relatively low 
levels in urine. CilasLatin sodium, on inhibitor cl this m­
zyme. e!Teetively prevents renal metabolism oi imipenem • 
• that when imipenem and cilastatin sodium are given coo­
comiLontly fully adequate antibacterial levels ur imlpelltlll 
are achieved in the urine. 
After a 1 ffaD1 dose or PRl)tAXIN. the following avm&t 
le.els of imipenem were mcnsuNd (usually al 1 hour pod, 
dose exccp\ where indicated) in the tissues and Ouidslislff: 
[See Lable below~ 
Microbioloe ,_., 
The bactericidal activity of imipenem results lrom the"."" 
bition or cell wall synthesis. Its greatest affinity is for~ 
\inbindingproteins(PBPJ IA, 1B,2, ~. ~.and 6or &ch ,,: 
coli, and IA, 1B, 2, 4 and 5 of P.eudomo•as ncrugrn()lll. 
lethal effecL is related to binding to PBP 2 and PBP 1B. 
lmipenem has in uitro 3clivity ngninst o wide ranee of gratll­
positive and rram•_negnti•e organi!~s. . " 
Imipcncm has a high degree of stab,hty m the pre,ence 
beta-lact.amases. both penicillinases and ceph,lospo~n--: 
produced by gram-negative und gram-positive buctena.11 
a potent inhibitor of beta-laclarnasas from cortain '.:" 
negative bacteria which arc inherently resis~nt to S,,,,· 
betn~actam antibiotics, e.g., Pscudomonas aeroginosa, 
tia spp., and En1erobacter spp. . •-~• 
In vitro, imipencrn is nctive against most strains ol au­
isolates o( the following microorganisms: 
Grom•po8itiv.: ~~.,,. 

Group D strept.ococci (including enterococci o J,, ""'I""" 

coccus fo.t<-o Ii.a ) 
• NOTE: Imipenem is inoctivc oi:ainsl Slrt'p/o,ottlil 

faecium. 
Slreploco«:~ P)OS"'"' (Croup A streptococcil. 
Slreptoco«us agaloctioe (Group B streptocoe<1l 
Croup C streptococci 
Group G streptococci 
Viridans streptococci 
Slrtplococcus pntumonicc (formerly Dip/ococcu, pnl1Jl'I' 
niael odoc:inl 
StaphJ•lococcus oureus including penicillinase pr 
strains . , rrJ/IJt" 
Sraph1lococcus cp,dermidu including ptnic1lhnose P 
ing .trains .L..i& 

NOTE: Mony strains of methicill in-resistant 5l#p,v­
cocci are resistant to imipcnem. 

Grom•ntRatit~ 
&ehtrichoa coli 
Protcu• mirobilis 
Protcu, v11/garis 
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