


As smoke accelerates
the growth of H. flu...

m Smoke products, even in small
quantities, stimulate growth of
Haemophilus influenzage'

m H. flu binds to mucus and injures
bronchial epithelium?

m H. flu toxins affect cilia by:
— slowing them?
— disorganizing them?
— eventually stopping
them?®

m Mucociliary “escalator”
becomes dysfunctional
— mucus stagnates
— H. flu is trapped and bound
to epithelial surface
— H. flu grows further,
perpetuating the cycle?




...lung function decreases

W H. flu stimulates the production of
histamine’

— epithelium permeability
increases, further increasing
bacterial colonization

— goblet cells step up mucus
production, decrease lung
clearance

— bronchial smooth muscle
constricts, exacerbating
symptoms of chronic bronchitis

Where there’s smoke,
there may be risk of
greater bronchial damage

LElt is possible that the combina-
tion of an increase in the number
of [H. flu] organisms due to
stimulation of growth by nicotine
(thereby producing more toxin)
and impaired ability of the
pulmonary macrophage to
eliminate the organism may lead
to increased bronchial mucosal
damage in heavy smokers.?3"




Where there’s smoke,
there ought to be
GCECLOR’(cefaclor)

Demonstrated effectiveness
against H. flu (B-lactamase +/-)

B 98% overall susceptibility of more than 5000 H. flu
isolates in 50 surveillance studies nationwide®

Confirmed potency against H. flu and the
most common respiratory pathogens®

The following in vitro data are available, but their clinical significance is unknown.

Susceptibility
Pathogen to CECLOR* (%)

gi;éﬂg;’f,ﬂgﬁ% 99 (469/471 isolates) j
H. influenz 96 . |
(B-Iactamase-posgg) (89/93 isolates)

Streptococcus pneumoniae 99_8 (486/487 isolates)

o E

Moelacatarnals | 400 oo
——— —_—
M. catarrhalis 100 (318/318 isolates)
(B-lactamase-positive)

“Includes intermediate susceptible strains.




Continued efficacy In
chronic bronchitis,
even in heavy smokers

k€A decade of clinical experience with cefaclor
[CECLOR]...demonstrates a continued high level
of clinical and in vitro efficacy. [The present study
confirms that]...cefaclor was highly effective in the
treatment of infective exacerbations of chronic
bronchitis, even in heavy smokers. 773’

Proven clinical success where
It counts...in patients

9 5 0/0 satisfactory clinical_rgasponse* (174/184 patients, 250 mg TID)
in chronic bronchitis®

o, Satisfactory clinical response™ e2es patients, 250 mg TiD)
98 Yo in bacterial bronchitis due to B-lactamase-
producing and -nonproducing H. flu®

960/0 satisfactory clinical response™ (s1/s3 patients, 250 mg TiD)
: ) = Lo
in bacterial bronchitis due to S. pneumoniae

*See gatelold for criteria for diagnosis and response.
Due 1o susceptible strains of isolated organisms.
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CECLOR
consistently
well tolerated

Compare the Gl side effects
of selected antibiotics

Incidence of Gl side effects with CECLOR only 2.5%
CECLOR 2.5%°

209/8346

1] 12962-16%°

39/323 12/75

| 34.49%v

|| 193/561

34%"

15/44

l| 22.5%

| 2511

*These data are not from directly comparative studies.

Low potential for drug-drug interactions*
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The facts about
Mycoplasma pneumoniae
in chronic bronchitis

The most common microorganisms in chronic
bronchitis include*

H. influenzae | S. pneumoniae | M. catarrhalis

-~ M. pneumoniae is usually not a
concern in chronic bronchitis

Infections due to M. pneumoniae are usually:
M seen in younger patients*
m self-limiting®
®m not seen in smokers*®

Even young smokers are
prone to the same type of
iInfections as older patients
or patients with COPD’

Major causative pathogens for LRTIs
in outpatients*

M. pneumoniae S.pneumoniae H. influenzae

| n_orT-osl,Jr?lgker | Older Older

Patient Younger ‘ COPD

Young
smoker




Macrolides may be
iInadequate to treat the
most common pathogens
of chronic bronchitis

LEIn our [in vitro] experiments, H. influenzae would be
categorized as being resistant to erythromycin,
roxithromycin, and clarithromycin. .. 37"

CECLOR: Potent against the major
respiratory pathogens

The following in vitro data are available, but their
clinical significance is unknown.

Susceptible to Ceclor®:

W 98%: H. influenzae (B-lactamase +/-)*
W 99.8%: S. pneumoniae’

B 100%: M. catarrhalis (B-lactamase +/-)!

*664 isolates 1487 isolates 1 378 isolates

Where there’s smoke, there ought to be

Ceclor

cefaclor

The consistent drug
for persistent bugs
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Criteria for diagnosis and response

Lower respiratory infections caused by
susceptible strains of isolated organisms, including
S, pneumoniae, H. influenzae (ampicillin-susceptible
and ampicillin-resistant), and S. pyogenes (group A
-hemolytic streptococci). For bronchitis patients,
the culture source was sputum or transtracheal
aspirate. Pretherapy x-rays were obtained for all
patients.

Clinical (symptomatic) response

Satisfactory — Disappearance of or improvement
in signs and symptoms of the principal infection,
with or without recurrence of signs or symptoms
during the posttherapy follow-up period
Unsatisfactory — No improvement in signs and
symptoms at the end of therapy

Ceclor”

cefaclor

Descriplion: Ceclor is a semisynthelic cephalosporin
antibiolic for oral administration. It is chemically designated
as 3-chloro-7-D-(2-phenylglycinamido)-3-cephem-4-carbox-
ylic acid monohydrale, The chemical formula for cefaclor is
CisH,.CIN,O,S*H.O and the molecular weight is 385.82
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Each Pulvule contains celaclor monohydrate equivalent
lo 250 mg {0 68 mmol) or 500 mg (1.36 mmol) anhydrous
cefaclor. The Pulvules also conlain cornslarch, F D & C Blue
No. 1, F D & C Red No. 3, gelalin, magnesium stearale,
silicone, tilanium dioxide, and ather inaclive ingredients.
The 500-mg Pulvule also contains iron oxide

AMer mixing, each 5 mL ol Ceclor for Oral Suspension will
contain celaclor monohydrale equivaleni lo 125 mg (0 34
mmol), 187 mg (0,51 mmol), 250 mg (0 68 mmol), or 375
mg(1 0 mmol} anhydrous celaclor The suspensions also
contain cellulose, cornstarch, F 0 & C Red No. 40, flavors,
silicone, sodium lauryl sulfate, sucrose, and xanthan gum

Clinical Pharmacology: Cefaclor is well absorbed after
oral administration lo fasting subjecls. Tolal absorplion is
the same whelher the drug is given wilh or wilhoul food;
however, when it is laken wilh food, lhe peak concentration
achieved is 50% to 75% ol lhal observed when lhe drug is
administered to lasting subjects and generally appears rom
three tourihs to 1 hour later. Following administralion of 250-
mg, 500-mg, and 1-g doses to fasting subjecls, average
peak serum levels of approximately 7, 13, and 23 ug/mL
respeclively were oblained wilhin 30 lo 60 minutes. Approxi-
malely 60% lo 85% of lhe drug is excreled unchanged in lhe
urine within 8 hours, (he grealer porlion being excreted
within the firsl 2 hours. During lhis 8-hour period, peak urine
concenlrations following the 250-mg, 500-mg, and 1-g
doses were approximately 600, 900, and 1,900 pg/mL
respectively. The serum hall-life in normal subjecls is 0.6 1o
0.9 hour. In patients wilh reduced renal function, the serum
half-life of cetaclor is slighlly prolonged. In those wilh
complete absence of renal funclion, the plasma hall-life of
Ihe inlact molecule is 2.3 fo 2 8 hours. Excretion pathways
in palients wilh markedly impaired renal funclion have nol
been delermined Hemodialysis shortens Ihe nalf-lite by
25% to 30%

Microbiology—In vilro lesls demonstrale that the bacteri-
cidal aclion of lhe cephalosporins resulls from inhibilion of
cell-wall synlhesis Celaclor is aclive in vilro against most
strains of clinical isolates of lhe following organisms:

Slaphylococcei, including coagulase-posilive, coagulase-
negative, and penicillinase-producing strains {when
tesled by in vilro melhods), exhibit cross-resistance
between celaclor and melhicillin

Streptococcus pyogenes (group A ff-hemalytic
slreplococci)

Slrep!ocaccus pneumamae

(formerly Bi calarrhalis)

Haemophilus influenzae, including f-ldctamase-
producing ampicillin-resistant slrains

Escherichia coli

Proteus mirabilis

Kiebsiella sp

Citrobacter diversus

Neisseria gonorrhoeae

Propionibacterium acnes and Bacteroides sp. (excluding
Bacteroides fragils)

Peptocacci

Peptostreplococci

Ceclor” {celaclor)

Note: Pseud: 1as sp., Acil b. fcus
{tormerly Mima sp. and Herellea sp.), and mosl slrains of
enterococci (Enterococcus faecalis |formerly Streptococcus
faecalis), group D streplococci), Enterobacter sp., indole-
posilive Proteus sp,, and Serratia sp. are resislanl lo
cefaclor. When tested by in vilro methods, staphylococci
exhibil cross-resislance belween cefaclor and melhicillin-
type antibiolics

Disk Susceptibility Tests—Quanlitative methods that
require measuremenl of zone diamelers give lhe most
precise eslimales ol antibiolic susceplibility. One such
procedure' has been recommended for use wilth disks for
lesling susceplibility lo cephalolhin. The currenlly accepted
zone diameler inlerprelative criteria for the cephalothin disk
are appropriate for delermining baclerial susceptibility to
cefaclor. Wilh lhis procedure, a report from the laboralory of
“resislant” indicates thal lhe infecting organism is not likely
lo respond fo lherapy. A report of “inlermediale suscepti-
bility" suggesls thal the organism would be susceptible il the
infection is confined to lissues and luids {eg, urine) in which
high antibiolic levels can be oblained or if high dosage is used.

Indicalions and Usage: Ceclor is indicated in lhe trealment
of Ihe lollowing infections when caused by susceplible
slrains of the designaled microorganisms:

Outis modia caused by S pneumoniae, H. influenzae,
slaphylococci, and S pyogenes (group A {-hemolylic
sireptococci)

Lowar jespitatory infections, including pneumonia,
caused by S pneumoniae, H influenzae, and S
pyogenes (group A f-hemolytic streptococci)

Upper resgirgtoly, idectiong, including pharyngitis and

tonsillitis, caused by S. pyogenes (group A -hemolytic
sireplococci)
Note: Penicillin is Ihe usual drug of choice in lhe
(realment and prevenlion of slreplococcal infections,
including lhe prophylaxis of rheumnalic fever Ceclor
is generally efteclive in Ihe eradication ol streplo-
cocci Irom the nasopharynx; however, subslanlial
data establishing the ellicacy of Ceclor in lhe
subsequent prevention of rheumatic lever are not
available at presenl

Unnary brael inteations, including pyelonephrilis and
cyslitis, caused by £ coli, P. mirabilis, Klebsiella sp.,
and coagulase-negalive slaphylococci

Skin pnd skin slrdeldre infections caused by
Staphylococcus aureus and S. pyogenes (group A
-hemolylic streplococci)

Appropriale culture and susceplibility studies should be
performed lo determine susceplibility of the causalive
organism lo Ceclor

Contraindication: Ceclor is contraindicated in palienls wilh
known allergy 1o \he cephalosporin group of anlibiotics

Warnings: iN PENIGILLIN-SENSITIVE PATIENTS, CEPHALOSPORIN
ANTIBIOTICS SHOULD BE ADMINISTERED CAUTIOUSLY THERE IS GLIN-
ICAL AND LABORATORY EVIDENCE OF PARTIAL CROSS-ALLERGENICITY
OF THE PENICILLINS AND THE GEPHALOSPORINS. AND THERE ARE
INSTANGES IN WHICH PATIENTS HAVE HAD REACTIONS, INGLUDING
ANAPHYLAXIS, TO BOTH DRUG CLASSES

Anlibiolics, including Ceclor, should be administered
cauliousty 1o any patienl who has demonslraled some larm
of allergy, parlicularly to drugs

Pseudomembranous colilis has been reported with
virually all broad-specirum antibiotics (including macrolides,
semisynthelic penicillins, and cephalosporins); lherefore,
il is importanl lo consider its diagnosis in palienls
who develop diarchea in associalion wilh the use of anli-
biotics. Such colilis may range in severity [rom mild to life
lhrealening

Trealment with broad-spectrum antibiotics allers lhe
normal llora ol Ihe colon and may permil overgrowlh ol
closlridia. Sludies indicale (hat a loxin preduced by
Clostridium difficile is a primary cause ol anlibiolic-
associaled colilis.

Mild cases of pseudomembranous colilis usually respond
to drug discontinuance alone. In moderale lo severe cases,
managemen! should include sigmoidoscopy, appropriate
bacleriotogic sludies, and luid, eleclrolyte, and prolein
supplementation. When lhe colitis does nol improve aller
the drug has been disconlinued, or when il is severe, oral
vancomycin is the drug of choice for anlibiotic-associaled
pseudomembranous colilis produced by C. difficife. Olher
causes of colitis should be ruled out

Precautions: General—il an allergic reaction lo Ceclor
oceurs, the drug should be disconlinued, and, il necessary,
the patienl should be lreated wilth appropriale agents, eg,
pressor amines, antthislamines, or corticosteroids

Prolonged use ol Ceclor may resull in lhe overgrowih of
nonsusceplible organisms. Carelul observalion of lhe
patient 1s essenttal, I superinleclion occurs during lherapy,
appropriate measures should be laken

Posilive direct Coombs' lests have been reporied during
Irealmenl with the cephalosporin anlibiolics. In hemalologic
studies or in lransfusion cross-malching procedures when
anliglobulin lesls are perlormed on the minor side or in
Coombs' tesling of newborns whose molhers have received
cephalosporin anlibiolics belore parturition, il should be
recognized Lhat a positive Coombs’ test may be due to lhe
drug

Ceclor should be administered with caution in lhe
presence ol markedly impaired renal funclion. Since the
half-lite ol cefaclor in anuria is 2.3 to 2,8 hours, dosage
adjusiments for palienls with moderale or severe renal
impairment are usually nol required. Clinical experience wilh
celaclor under such condilions is limited; theretore, careful
clinical observalion and Jaboratory sludies shou'd be made

As wilh olher fHaclam anlibiotics, the renal excrelion of
celaclor is inhibiled by probenecid

As a resull ol administration of Ceclor, a laise-positive
reaclion for glucose in the urine may occur This has been
abserved with Benedict's and Fehling's solutions and also
wilh Clinilest 1ablets bul nol with Tes-Tape (Glucose
Enzymalic Tesl Strip, USP, Lilly)

Broad-speclrum antibiolics should be prescribed wilh
caulion in individuals with a history of gaslroinlestinal
disease, particularly colitis

Pregnancy—Pregnancy Calegory B—Reproduction
sludies have been performed in mice and rats at doses up
to 12 times the human dose and in ferrels given 3 times the
maximum humnan dose and have revealed no evidence of
impaired fertility or harm lo the fetus due to Ceclor, There
are, however, no adequate and well-controlled sludies in
pregnanl women. Because animal reproduction studies are
nol always predictive of human response, lhis drug should
be used during pregnancy only if clearly needed.

Ceclor (cefaclor)

Nursing Mothers—Small amounts of Ceclor have been
detecled in molher's milk lollowing adminisiration of singte
500-mg doses. Average levels were 0.18, 0.20, 0,21, and
0.16 ug/mL at 2, 3, 4, and 5 hours respectively. Trace
amounts were detecled at 1 hour. The ellect on nursing
infants is not known. Caution should be exercised when
Ceclor is administered lo a nursing woman

Pediatric Use —Safety and effecliveness of lhis producl
for use in infants less than 1 month of age have not been
established

Adverse Reactions: Adverse ellecls considered to be
related to therapy wilh Ceclor are listed below:

Hypersensilivity reactions have been reported in about
1.5% of palients and include morbilliform eruptions (1
in 100). Pruritus, urticaria, and posilive Coombs’
tests each occur in less lhan 1 in 200 patients. Cases
of serum-sickness-like reaclions have been
reporled wilh lhe use of Ceclor. These are charac-
lerized by findings of erylhema multiforme, rashes,
and otlher skin manifestations accompanied by
arthrilis/arihralgia, with or without fever, and differ
from classic serum sickness in that there is
infrequenltly associated lymphadenopathy and
proteinuria, no circulating immune complexes, and
no evidence 1o date ol sequelae of lhe reaclion
While furlher investigation is ongoing, serum-
sickness-llke reactlions appear lo be due lo
hypersensitivily and more ollen occur during or
lollowing a second {or subsequenl) course of Iherapy
wilh Ceclor. Such reaclions have been reporled
more frequenlly in children lhan in adulls with an
overall occurrence ranging from 1 in 200 (0.5%) in 1
focused frial to 2 in B,346 (0,024%) in overall clinical
trials (with an incidence in children in clinical trials of
0.055%) lo 1 in 38,000 (0.003%) in spontaneous
event reports. Signs and symploms usually occur a
few days afier initiation of (herapy and subside within
a lew days after cessalion of therapy; occasionally
these reaclions have resulted in hospilalization,
usually of shorl duration (median hospitalization = 2
lo 3 days, based on poslmarkeling surveillance
studies). In those requiring hospilalization, the
symptoms have ranged from mild lo severe at the
time of admission wilh more of the severe reaclions
occurring in children. Anlihistamines and glucocorti-
coids appear to enhance resolution of lhe signs and
symptoms. No serious sequelae have been reporled

More severe hypersensilivily reactions, including
Slevens-Johnson syndrome, toxic epidermal necrol-
ysis, and anaphylaxis have been reported rarely.
Anaphylaxis may be more common in palienls with a
hislory of penicillin allergy

Gastrointestinal symploms occur (n aboul 2 5% ol
palients and include diarrhea (1 in 70}

Symptoms of pseudomembranous colitis may
appear eilher during or after antibiolic \realment
Nausea and vomiling have been reporled rarely. As
with some penicillins and some olher cephalo-
sporins, lransient hepalilis and choleslatic jaundice
have been reporied rarely

Other effects considered related lo therapy included
eosinophilia (1 in 50 palienis}), genital pruritus or
vaginitis (less lhan 1 in 100 patients), and, rarely,
thrombocytopenia, or reversible inlerslilial nephritis.

Causal Relationship Uncertain — CNS —Rarely, reversible
hyperaclivily, agitation, nervousness, insomnia, confusion,
hypertonia, dizziness, hallucinations, and somnolence have
been reporied

Transitory abnormalities in clinical laboralory test resulls
have been repored. Although they were ol uncertain eliol-
ogy, lhey are listed below lo serve as alerling informalion for
fhe physician

Hepatic—Slighl elevations of AST (SGOT), ALT
(SGPT), or alkaline phosphalase values {1 in 40)

Hematopoietic—As has also been reporied wilh olher
Blaclam anlibiolics, transient lymphocylosis, leuko-
penia, and, rarely, hemolytic anemia and reversible
neutropenia ol possible clinical significance

There have been rare reporls of increased prolhrom-
bin time wilh or without clinical bleeding in patients
receiving Ceclor and Coumnadin concomitanlly

Renal—Slighl elevalions in BUN or serum creatinine
(less lhan 1 in 500) or abnormal wrinalysis (less than
1 in 200)

Overd Siis and Syrmye The toxic

following an ovardose of cefacior may include nauses,
vomiling, epigasiric distress, and diarthea, The severity of
lhe epigastric dislress and the digrihea are dose refaled.
other symptoms are presenl, it is probable lhat they are
secondary to an underlying disease state, an allergic reac-
tion, or the eftecls of other intoxicalion

Trealment—To obtain up-lo-dale information aboul the
lreatment of overdose, a good resource is your cerlilied
Regional Poison Control Center, Telephone numbers of
certilied poison control centers are listed in the Physicians’
Desk Reference (PDR). In managing overdosage, consider
the possibility of mulliple drug overdoses, inleraction among
drugs, and unusual drug kinetics in your patient

Unless 5 times the normal dose of cefaclor has been
ingesled, gasirointestinal deconlamination will not be
necessary.

Protect the patienl's airway and support ventilation and
paifusion. Meliculously monitor and mairdain, wilhin accep-
tabila limits, the patienl's vital signs, blood gases, serum
electrolyles, etc. Absorpiipn of drugs from lhe gastra-
inteslinal lracl may be degreased by giving activated
charcoal, which, in many cases, is more elfective lhan
emesis or lavage; consider charcoal instead of or in addition
lo gaslric emplying. Repeated doses of charcoal over time
may hasten elimination of some drugs thal have been
absorbed. Safeguard the palient's airway when employing
gaslric emptying or charcoal.

Forced diuresis, peritoneal dialysis, hemodialysis, or
charcoal hemoperlusion have not been eslablished as
beneficial for an overdose of celaclor.

Dosage and Adminislralion: Ceclor is administered orally.

Adults—The usual adull dosage is 250 mg every 8 hours
For more severe infeclions (such as pneumonia) or those
caused by less susceptible organisms, doses may be
doubled

Children—The usual recommended daily dosage for
children 1s 20 mg/kg/day in divided doses every 8 hours. In
more serious infeclions, olilis media, and infections caused
by less susceptible organisms, 40 mg/kg/day is recom-
mended, with a maximum dosage of 1 g/day

Ceclor (celaclor)

—

Ceclor Suspension

20 mg/kg/day
Ghild's Weighl 125 mg/5 mL
9 kg 1/21sp tid
18 kg 1isp lid 1/21sp Lid
40 mgkg/day
9kg 11sp Lid 1/2tsp tid
18 kg 1isptid

B 1D Treatment Option—For the trealment ol olitis
media gnd pharyngilis, the lotal daily dosage may be
divided and administered every 12 hours

Ceclor Suspension

20 mg/kg/day
! (Pharyngitis)
Child's Wajghl 187 mg/5 mL
9kg 1/21sp bid
18 kg 1tspbid H21sp bid
40 mg/kg/day
. {Olilis Media)
Chil's Weight 187 mg/5 mL 375 mg/5 ml
9kg 1lspbid 1/21sp bid
18 kg 1lspb.id

Ceclor may be administered in lhe presence of impaired
renal funclion. Under such a condilion, the dosage usually is
unchanged (see Precaulions)

In the treaiment of f-hemolylic sireplococcal infections, a
therapeutic dosage of Ceclor should be adminisiered for at
least 10 days

How Supplied:

Pulvules:

250 mg, purple and white (No. 3061)—(RxPak" of 15) NDC
0002-3061-15; (100s) NDC 0002-3061-02; (ID 100) NDC
0002-3061-33

500 mg, purple and gray {No 3062)—(RxPak ol 15} NDC
0002-3062-15; (100s) NDC 0002-3062-02; (ID 100) NDC
0002-3062-33

For Oral Suspension:

125 mg/5 mL, slrawberry llavor {(M-5057%)—(75-mL size)
NDC 0002-5057-18; {150-mL size) NDC 0002-5057-68
187 mg/5 mL, slrawberry llavor {M-51301)—(50-mL size}
NDC 0002-5130-87; {100-mL size) NDC 0002-5130-48
250 mg/5 mL, slrawberry Navor (M-50581)—(75-mL size)
NDC 0002-5058-18; (150-mL size) NDC 0002-5058-68
375 mg/5 mL, strawberry Navor {M-51324)—(50-mL size)

NDC 0002-5132-87; (100-mL size) NDC 0002-5132-48

Al Pl skl (privsciiphin package, Lyl v safely closures.

Ihenili-Cose ™ il those medication, Lily)

Aft=r Amaing, steed in 4 refngerator. 4&4he well before using Keep

lightly closed The mixiure may be kepl lor 14 days wilhoul sigmikcant

loss of polency Discard unused portion after 14 days

Slore at controfled room lemperature. 59° 10 86 F (15 1030 C)

-

1. Am J Clin Pathol 1966;45:493; Federal Register 1974;
39:19182-19184
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Because in the lung, smoke
IS the H. flu accelerator...
GEGLOR

= Potent:
Demonstrated highly effective against the most
common lower respiratory pathogens

= Effective:
Highly effective in the treatment of infective exacer-
bations of chronic bronchitis, even in heavy smokers

= Gentle:
Consistently low incidence of Gl side effects

= Predictable:
Low potential for drug-drug interactions

Where there’s smoke, there ought to be
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