Kedy potrebujeme peroralne
cefalosporiny 3. genegacie
v ambulantnej praxi.

MUDr. Michal Kovar



Uvod

T = Najcastejsimi pricinami ochoreni dychacieho
systemu su infekcie dychacich ciest,
predovsetkym chripkova infekcia a choroby z
nachladnutia - nadcha, zapal prinosovych
dutin, anginy, akdtna bronchitida.

m Dospeli trpia v priemere 2-5-krat rocne na
nejaku infekciu dychacich ciest. V principe
sa jedna o relativne lahko liecitelne
ochorenia, problémy mozu nastat’, ak
pacienti ochorenia .prechodia“ alebo ot
znizenej obranyschopnosti organizmu.



Ivotny cyklus bakteril a mechanizmy

cinku antimikrobialnych liekov
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sulfanilamid, trimethoprim



Rozdelenie cefalosporinov
+

o Cefalosporl’ny I. generacie:

prevazne ucinné na G+ koky (vratane stafylokokov
tvoriacich [3-laktamazy a streptokoky), G- koky,
menej ucinné na G- palicky

cefalexin, cefadroxil

o Cefalosporl’ny Il. generacie

stabilnejsie voCi B-laktamazam, ich spektrum Gcinku
je rozsirené o G- palicky: (enterobakterle), hemofily.
a anaerobne baktérie

cefuroxim axetil, cefprozil



Rozdelenie cefalosporinov
_’_

m Cefalosporiny Il'l. generacie
rozsirene spektrum ucinku na G- baktérie, sti menej
ucinné na G+ baktérie, ucinkuju aj na
pseudomonady.
cefixime, ceftibuten

m Cefalosporiny IV. generacie

stabilne voci B-laktaméazam, Sirokospektralne s
vel'mi dobrym ucinkom na G+ bakterie,
predovsetkym na stafylokoky, G- baktérie a
pseudomonady.



Cefalosporiny / Spektrum ucinku
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Ceftibutéen/Charakteristika lieku

+

m ceftibutén — peroralny cefalosporin 1.
generacie




Ceftibutén/ Mechanizmus ucinku
_'__

m Baktericidna aktivita ceftibutenu vyplyva z inhibicie
syntézy bakterialnej bunkovej steny.’

m \/daka svojej chemickej strukture
je ceftibuten vysoko stabilny

voci B-laktamazam’-2

m Mnoheé mikroorganizmy produkujuce 3-laktamazy,
rezistentne na peniciliny alebo ine cefalosporiny mozu byt
inhibované ceftibuténom’

J

1. Ceftibuten Core Data Sheet. Data on file. 2004; Schering Corporation, a subsidiary of Merck & Co., Inc., Whitehouse Station, NJ, USA.
2. Neu HC. Pediatr Infect Dis J. 1995;14(7)(suppl):S88-S92.



Ceftibutén/ Antimikrobialne
spektrum

_|_

Moraxella catarrhalis
Neisseria meningitidis

Neisseria gonorrhoeae

Haemophilus
influenzae

Yersinia spp

Salmonella spp
Shigella spp

Citrobacter spp
Providencia spp

CEDAX®/
ceftibutén !
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1. Suhrn charakteristickych vlastnosti lieku CEDAX, jul 2010.

Morganella spp
Proteus spp
Enterobacter spp
Klebsiella spp
Escherichia coli

Staphylococcus spp

Streptococcus
pneumaoniae
(penicillin-suspektny)

Streptococcus
pyogenes

CEDAX=/
ceftibutén !
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Ceftibutén/Farmakokinetika
+

s Rychla a uplna oralna absorpcia

- dobra znasanlivost’, vysoka koncentracia ATB v
plazme, nie je metabolizovany

- biologicka dostupnost’ nezavisla na davke (<400mg)
- lahky prienik do tkaniv a tekutin

- vylucovanie oblickami = 90% nezmeneneho lieciva
(len 10% metabolit trans-ceftibuten)

= Nie je nutna uprava davkovania pri poskodeni pecene

(chronicka aktivna hepatitida, cirhoza pecene, alkoholicke
poskodenie pecene)



Ceftibuten ma dlhsi polcas

Jrvylucv:ovania a dobru absorpciu

Absorbcia Polcas vylucovania

Amoxicillin 15-93 |1.o

Ceftibuten 400 mg 75-90 |2.3
Cefixime 400 mg |45 |3.0
Cefpodoxime proxetil 400 mg |40 |2.3
Cefuroxime axetil 1000 mg |33 . 1.0-1.5

Cefaclor 500 mg I0.6—0.9
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t;,=elimination half-life.
1. Barr WH. Rev Contemp Pharmacother. 1996;7:149-155.



Koncentracie v plazme po uziti 400-mg
ceftibuténu a MIC pre bezne patogény
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Ampicifim- rasistant
H. influenzae

Neu HC. Pediatr Infect Dis J.1995; 14(Suppl):S88-S92.




Farmakokinetika
_’,

s Maximalna plazmaticka koncentracia ceftibutenu po jednej
davke 400 mg bola vyssia ako 90% minimalnej inhibicnej
koncentracie (MICy,) organizmoy, na ktoerych sa vykonavala
Stadia®
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Koncentracia lieku MIC,, MIC,, MIC MIC,, MIC,,
v plazme po jednej pre pre pre pre
davke CEDAX-u Hoemaophilus Strepfococcus Moaraxella Streptococcus Escherichia
400 mg influenzae pyogenes catarrhalis pneumoniae® coli

1. Neu HC. Ceftibuten: minimal inhibitory concentrations, postantibiotic eff ect and beta—lactamase stability—a rationale for dosing programs.

Pediatr Infect Dis J. 1995;14(7)(suppl):S88-S92.



Koncentracia ceftibutéenu, cefiximu a azithromycinu

v tekutine stredného ucha
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Scaglione F, et al. Clin Pharmacol. 1999;47(3):267-271.

ceftibutén

cefixime

azithromycin

0.5 <0.1 023



Prienik do tekutiny stredneho ucha
(po 3 dnovej liecbe ceftibuténom - 9mg/kg/day )

Plasma

Middle Ear Fluid

Ceftibutén (ug/ml)

Cas v hodinach

Lin C. et al.d Antimicrobial Agents and Chemotherapy, 1996, 40 (6):1394-1396



Ceftibuten /ZFarmakokinetika
_’,

s Rychla a takmer uplna oralna absorbcia (= 90%)

s Vysoka koncentracia ATB v plazme, nie je
metabolizovany

m Lahky prienik do tkaniv a tekutin

v pomere k plazme, %
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Barr WH, Aff rime M, Lin C—C, et al. Pharmacokinetics of ceftibuten in children. Pediatr Infect Dis J.1995;14(7)(suppl):S93S101.



Ceftibutén / Davkovanie
_'_

m Dospeli a deti nad 10 rokoyv, alebo s
hmotnostou nad 45 kg

400 mg/1x denne

= Kapsuly je mozne uzivat’
ez ohl'adu na jedlo

s Dizka podévania 5 dni (10 dnf pri infekcidch
vyvolanych Streptococcus pyogenes)

m 5 kapsul v 1 baleni



Vyhodné davkovanie 1x denne
_'_

= Compliance pacienta sa podla rozsiahlej observacnej studie
publikovanej v roku 1987 znizila Umerne so zvysovanim poctu
dennych davok?

Davkovaci rezim Compliance, %?

1x denne 95%
2x denne 76%
3x denne 75%

4x denne 58%

= Zvysenie poctu dennych davok o jednu davku zvysilo
pravdepodobnost nedodrzania liecebneho rezimu pacientom o
72%72

2. Cockburn J, Gibberd RW, Reid AL, et al. Determinants of non—compliance with short term antibiotic regimens. Br Med J Clin Res Ed. 1987;295:814-818.



Indikacie

_|_

m Infekcie hornych dychacich ciest
m Infekcie dolnych dychacich ciest

= Infekcie mocovych ciest




Infekcie hornych dychacich
ciest

_'_

m Otitis media
= Pharyngitis

m [onslillitis

m Sinusitis



Otitis media: Hlavne patogeny?

_l_

Streptococcus
pneumoniae

= ldentifikovany v 40%
pripadov

Haemophilus Influenzae

= ldentifikovany v 25%-—
30% pripadoyv

1. Yates PD et al. In: Lalwani AK, ed. Current Diagnosis & Treatment in Otolaryngology—Head & Neck Surgery. 2nd ed. The McGraw-Hill
Companies, Inc; 2008:655-665.



Otitis media: Klinicka studia u deti -
ceftibutén vs. cefaclor!

_’_

Klinicka uspesnost’ po 10-dnovej lieCbe

100
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x
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0 S
ceftibuten 9 mg/kg cefaclor 40 mg/kg/denne
1 x denne?(n=106) 3 X denne(n=48)

aMaximalna denna davka 400 mg.
1. Blumer J et al. Pediatr Infect Dis J. 1995;14(7)(suppl):S115-S120.



Otitis media: Klinicka studia u deti - ceftibutén vs.
cefprozill

_'.

- Klinicka uspesnost’ po 10-dnovej liecbe

83 82
80
60 -

40

Patienti, %

20 -

Ceftibutén 9 mg/kg 1xdenne2 Cefprozil 15 mg/kg 2xdenne®
(n=102) (n=102)

aMaximalna denna davka 400 mg; "Maximalna denna davka 1000 mg.
1. Blumer JL et al. Clin Ther. 1996;18:811-820.



Otitis media: Klinicka studia u deti - ceftibutén
vs. amoxicillin/klavulanat?

_|_

Klinicka uspesnost’ po 10-dnovej liecbe

100 93 97 Ceftibutén 9 mg/kg 1x denne
87 85 M Amoxicillin/klavulanat
80 - 40 mg/day 3 x denne

Pacienti, %
D
(@)
|

20
(n=121) (n=112)
0
1-3 dni 2—-4 tyzdne
po liecbe po liecbe

Klinicka Uspecnost’ liecby bola porovnatelna.
NeZiaduce UcCinky lieCby boli CastejSie v skupine lieCenej
amoxicilin/klavulanatom ako v skupine liecenej ceftibuténom (51% vs 20%)

1. McLinn SE et al. Pediatr Infect Dis J. 1995;14(7)(suppl):S108-S114.



Otitis media - studie

_’_

s Randomizovane studie porovhavajuce
ucinky ceftibuténu (1x denne) s cefaclorom
(3x denne), cefprozilom (2x denne) a
amoxicilin/klavulanatom (3x denne)

!

= ZAVER:

Ceftibutéen dosiahol rovnakt klinicku

ucinnost’, mieru bezpecnosti a bol dobre

tolerovany "’

1. Blumer J, McLinn SE, Deabate CA, et al. Multinational multicenter controlled trial comparing ceftibuten with cefaclor for the treatment of acute otitis media.
Members of the Ceftibuten Otitis Media International Study Group. Pediatr Infect Dis J. 1995;14(7)(suppl):S115-S120.

2. Blumer JL et al. Clin Ther. 1996;18:811-820.
3. McLinn SE, McCarty JM, Perrotta R, et al. Multicenter controlled trial comparing ceftibuten with amoxicillin/clavulanate in the empiric treatment of acute otitis media.

Members of the Ceftibuten Otitis Media United States Study Group. Pediatr Infect Dis J. 1995:14(7)(suppl):S108-S114.



Pharyngitis: Kl'icoveé patogéeny?

"?treptocaccus pyogenes

mSposobuje 37%

akutnej faryngitidy u detskych
pacientov pri meta-analyze

v 14 studiach publikovanych
v case 195020081

mBakterialna faryngitida moze byt’ sposobena aj inymi
patogéenmi, vratane Ne/sseria spp., Yersinia enterocolitica,
Corynebacterium aiphtheriae, C. ulcerans, a [reponema
pallidum. Anaerobne bakterie mozu tiez sposobit” akttnu
faryngitidu.2

1. Shaikh N et al. Pediatrics. 2010;126:e557—e564; 2. Rubin MA et al. In: Fauci AS et al, eds. Harrison’s Principles of Internal Medicine.
17th ed. The McGraw-Hill Companies; Inc; 2008:205—-214.



Faryngitida sposobena streptokokmi:
klinicka studia - pouzitie ceftibutéenu u
-'Eletl'

Klinicka uspesnost’ po 10-dnovej liecbe

100 - g7 P<0.01 P<0.01 ceftibutén 9 mg/kg 1x denne
88 91 ) .
- B V-penicilin 25 mg/kg 3x denne
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(n=294) (n=294)
0

Vylie€enie alebo zlepSenie Bakteriologicka
eliminéacia

Dizajn Studie: prospektivna, randomizovana, jednoducho zaslepena Studia u 426 deti

1. Pichichero ME et al. Pediatr Infect Dis J. 1995;14(7):S102—-S107.



Pharyngitis, Tonsillitis - studie
T m Randomizovana studia porovnavajlca
ucinky ceftibutenu s V-penicilinom pri
iInfekciach sposobenych skupinou A
B-hemolytickych streptokokov

s ZAVER:

Ceftibutén bol rovnako bezpecny a
ucinnejsi (97% vs 88%)-



AkUtna sinusitida : Kl'icove patogeny?

Streptococcus pneumoniae
*Sposobil 33% pripadov?

Haemophilus influenzae
eSpdsobil 32% pripadov?

Moraxella catarrhalis
*Spdsobil 9% pripadov?d

Staphylococcus aureus, ktory nie je citlivy na ceftibutén, bol
identifikovany v 10% pripadoch akutnej sinusitidy u
dospelych?.

adospelych
1. Payne SC et al. Clin Infect Dis. 2007;45:e121-e127.



AkuUtna sinusitida: Klinicka studia s
pouzitim ceftibutéenu?
_l_

Klinicka uspesnost’ po 10-14 dnovej liecbe
(VylieCenie alebo zlepsSenie)

100 100
100
80 -
AN
= 60
c
Q
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o
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0
ceftibutén 400 mg 1xdenne amoxicilin/klavulanat
(n=17) 500 mg 3x denne
(n=8)

1. De Abate CA, et al. J Chemother. 1992;4(6):358—363.



Sinusitis - studie

s Randomizovana Studia porovnavajuca
ucinky ceftibutenu (1x denne) s
amoxicilin/klavulanatom (3x denne)

m ZAVER:
Ceftibuten dosiahol rovnaku klinicku
ucinnost’ (100%)
Ceftibuten bol dobre tolerovany, s nizsou
frekvenciou NU ako amoxicillin/klavulanatt

1. De Abate CA, Perrotta RJ, Dennington ML, et al. The efficacy and safety of once-dily ceftibuten compared with co-amoxiclav in the treatment
of acute bacterial sinusitis. J.chemother. 1992;4(6):358-363.



AkUtna sinusitida : Pripadova studia?

Pacient: XY

m Vek: 38 rokov
s Diagnoza: Sinusitis acutat

= Anamneéza:
— Pozitivny nalez Streptococcus
pneumoniaé (citlivy na penicilin)t
— Symptomy v trvani 2 tyzdnoy:
m  Upchaty nos
m Bolest' a tlak na tvari
m Bolest hlavy

m Liecbal:
— ceftibuten 400 mg 1x denne
— 5-dnova liecba

aHypoteticky pacient.
1. Ceftibuten Core Data Sheet. Data on file. 2004; Schering Corporation, a subsidiary of Merck & Co., Inc., Whitehouse Station, NJ, USA.



Infekcie dolnych dychacich ciest

_|_

m Bronchitis acuta

= Komunitna
pneumonia




Infekcie DDC: Kl'ucove patogeny

_l_

m V 20 krajinach 3-kontinentov
v studii dospelych, ktora sa
uskutocnila v obdobi
november 2002
a april 20031

— Haemophilus influenzae sa
nachadzal v 32% sterov pri
bakterialnych infekciach DDC

— Moraxella catarrhalls sa
nachadzal v 25% sterov pri
bakterialnych infekciach DDC

1. Beekmann SE et al. Int J Antimicrob Agents. 2005;25:148-156.



Infekcie DDC: Klinicka studia ceftibutén vs.
klaritromycin u pacientov s AECB?

100 A
S Klinicka Gspesnost’ =
= &9 vylieCenie alebo
.E’ zlepSenie
g 407 AECB=Akutna
O exacerbacia chronickej
20 bronchitidy
0]
ceftibutén 400 mg klaritromycin 500 mg
1x denne 2x denne
(n=156) (n=153)

Klinicka Uspesnost’ liecby bola rovnaka v oboch pripadoch.
Pacienti uzivajaci ceftibutén mali vyrazne menej neziaducich ucinkov ako
pacienti s klaritromycinom (5% vs 22%; P<0.001),

1. Ziering W et al. Infection. 1998;26:68-75.



Infekcie DDC - studia
+

® Randomizovana Studia porovhnavajuca
ucinky ceftibutenu (1x denne) s
Klaritromycinom (2x denne)

s ZAVER: l

Ceftibuten dosiahol rovnaku klinicku
ucinnost’ (78%)

Ceftibuten bol dobre tolerovany, s vyrazne
nizSou frekvenciou NU ako klaritromyecin.*

1. Ziering W et al. Infection. 1998;26:68-75.



Infekcie DDC: Pripadova Sstudia?

Pacient: XY
* \ek: 46 rokov
» Diagnoéza: bronchitida ziskana v
komunitel
e Anamnéza:
— Haemophilus influenzae a
Moraxella catarrhalis izolované
70 sputal
— Dobré zdravotna kondicia
— Netrpi liekovymi alergiami
e Liecbal:
— ceftibutén 400 mg 1x denne
— 10-dnova liecba

aHypoteticky pacient
1. Ceftibuten Core Data Sheet. Data on file. 2004; Schering Corporation, a subsidiary of Merck & Co., Inc., Whitehouse Station, NJ, USA.



Situacie vhodne pre indikaciu
+

s Tazké ochorenie (sinusitida, tonzilitida,
bronchitida, otitida, cystitida, pyelonefritida)

= Neadekvatna odpoved' po 2-3 dnoch terapie
prvej vol'by

m Kultivacia rezistentneho patogena

m Anamneza predchadzajliceho zlyhania
terapie prvej volby



Situacie vhodné pre indikaciu
_’_

= Nedavna terapia liekom prvej volby
= Problemy spoluprace a vedlajsich ucinkov.
m U deti navsteva kolektivheho zariadenia

= Vysoka incidencia v komunite rezistentnych
mikroorganizmoy

= Imunokompromitovany pacient



Vyhody liecby ceftibutenom
_’_

7 7 \Va

m Vysoka ucinnost’, najma na G- floru
= PohodIné davkovanie 1 x denne

= \Vysoka bezpecnost' s minimalnym
vyskytom neziaducich ucinkoy
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Kedy nepodavat’ antibiotika pri
respiracnych infekciach?
_|_

m epidemie virusovych ochoreni

m flu - like syndrom, ATS syndrom

E exantemove ochorenia

= horucka (antibiotikum nie je
antipyretikum)

m bezna akutna bronchitida, purulentna
rinitida



Kedy podavat’ antibiotika
pri respiracnych infekciach?
+

m dokumentovana bakterialna infekcia

m Vyrazny predpoklad bakterialnej
iInfekcie

m zvysena FW, CRP, PAF, leukocytoza

= epidemiologicka anamneza
bakterialnych infekceli (vratane
atypickych baktérii)

m Infekcie u ImMunokompromitoevanych
pacientov
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Mikrobiologicka ucinnost’ in vitro
aj klinicky

_’_

m G+

Streptococcus pyogenes

. } (okrem kmenov rezistentnych na penicilin)
Streptococcus pneumoniae

m G-
Hemophilus influenzae
Moraxella catarrhalis
Escherichia coll
Klebsiella spp.
Proteus spp.
Enterobacter spp.
Salmonella spp.
Shigella spp.




v 4 y

Mikrobiologicka ucinnost’ len in
VItro

_’,

m G+
Streptococcus spp. skupina C a G

m G-
Brucella spp.
Neiserria spp.
Aeromonas hyarophilia
Yersinia enterocolltica
Providencia rettgeri, Providencia stuartil

Citrobacter, Morganella a Serratia (ktoré nemaijti nadprodukeiu
chromozomalnych cefalosporinaz)




Ceftibutén ma lepsi
farmakokineticky profil

_’_

The Pharmacokinetics of the Absorption and Disposition of Ceftibuten

Table 2. Pharmacokinetics of oral f-lactams. Data drawn from a range of published studies.

Fraction Plasma Blister
Dose E, absorbed (F) Crax/100mg  Cpay/100 mg
flactam (mg) Co (%) (%) (h) (ug/ml) (ug/ml)

Amoxycillin 500 10.4 17 15-93 1 2.1 0.9
Cephalexin 500 20.7 ~ 9 0.5-1.2 4.1 -
Cefaclor 500 15.0 25-50 60-90 0.6-0.9 3.0 1.3
Cefuroxime

axetil 1000 13.6 33 33 1-1.5 1.1 0.7
Cefpodoxime

proxetil 400 3.7 40 . {1
Cefprozil 1000 183 . 1.9
Cefixime 400 3.9 67 : 0.9
Ceftibuten 400 22.0 60 5.5

i
h

Barr WH. Rev. Contemp Pharmacother. 1996;7:149-155



Otitis media acuta:
Anatomical and Pathophysiological Issues

+

m \Where infections occurt:?

— Middle ear caused by obstruction
of the eustachian tube

® Signs and symptoms*:2
— Otalgia
— Fever
— Decreased hearing

— Erythema, bulging, retraction, or spontaneous
+ e s A EHOLALION. OF. I E. LYMPARIC, MEMBPLANE. .

2008:205-214; 2. Yates PD et al. In: Lalwani AK, ed. Current Diagnosis & Treatment in Otolaryngology—Head & Neck Surgery. 2nd ed.
The McGraw-Hill Companies, Inc; 2008:655—665.



Acute Otitis Media:
Siquelae and Complications*

m Sequelae e Intracranial Complications
_ — Meningitis
—Tympanosclerosis — Intracranial abscess
_Atelectasis v'Brain abscess
v Extradural

= Intratemporal ¥ Subdural _

C i ti — Lateral sinus thrombosis
omplications — Otic hydrocephalus

—Mastoiditis
—Petrositis

—Facial nerve paralysis
1. Yatngu.p Qur@ungnt I)@QySrTimnjLi)gyngology—Head & Neck Surgery. 2nd ed. The McGraw-Hill

Companies, Inc; 2008:655—-665.



Pharyngitis and Tonsillitis: Anatomical
a[Ld Pathophysiological

Pharyngitis Tonsillrtis
Where Oropharynx Faucial and lingual tonsils
infections Masophiarys Adenoids
OCCcur
Signs and Vil prizlsyngitls: Sore throat
Non-specific symptoms of upper : :
Symptoms respiratory infection Halitosis
Acute group A Streptococcal TonSIIIar exudates
pharyngitis: _
Sore throat Cervical
Fever lymphadenopathy.
Chills
Tonsillar hypertrophy/exudate
Tender anterior cervical adenopathy.
I BISTo AC et at. Cimmfect DiS: ZUUZ,50.115—1720, Z. Tdllll T1. 1T GOWdITIalT L et dl, eUds. CeCll VIedICINe. Z3IU ed. Saulliers EIbEVIel,

2008:2888-2895; 3. Rubin MA et al. In: Fauci AS et al, eds. Harrison’s Principles of Internal Medicine. 17th ed. The McGraw-Hill Companies,
Inc; 2008:205-214.



lTonsiliopharyngitis:
Complications?!-?
_’_

m Peritonsillar abscess (most common)
m Rheumatic fever

m Poststreptococcal glomerulonephritis

= Otitis media
= Mastoiditis
= Sinusitis

= Bacteremia
= Pneumonia

1. Hueston WJ. In: South-Paul JE et al, eds. Current Diagnosis & Treatment in Family Medicine. 2nd ed. The McGraw-Hill Companies, Inc;
2008:274-288; 2. Rubin MA et al. In: Fauci AS et al, eds. Harrison’s Principles of Internal Medicine. 17th ed. The McGraw-Hill Companies, Inc;
2008:205-214.



Acute Sinusitis: Anatomical
agd Pathophysiological Issues?

= \WWhere infections = Signs and

OCCuUr symptoms
— Maxillary sinuses — Nasal drainage/
(most common) congestion
— Ethmolid sinuses — Facial
— Frontal sinuses pain/pressure
— Sphenoid sinuses — Headache
— Nonspecific signs:
= Cough

1. Rubin MA et al. In: Fauci AS et al, eds. Harrison’s Principles of Internal Medicine. 17th ed. T- MC&H}&&ZJT‘Q@C; 2008:205-214.



Lower Respiratory Tract Infections:
Anatomical and Pathophysiological Issues

m \Where infections occur

— Bronchitis: large and small airways; occasionally alveoli*
— Pneumonia: lung parenchyma?

® Signs and symptoms

— Bronchitis?t
m  Cough, wheezing, shortness of breath
— Pneumonia?

m  Cough, sputum, or dyspnea, particularly in the presence of fever or
chest abnormalities (eg, rhonchi, rales)

m Loss of appetite, confusion, dehydration, worsening symptoms, signs
of other chronic illness, or failure to thrive in elderly patients or
patients with altered immunologic status

1. Wenzel RP. In: Goldman L et al, eds. Ceci/ Textbook of Medicine. 23rd ed. Elsevier Saunders; 2008:672—674;
2. Limper AH. In: Goldman L et al, eds. Cecil Textbook of Medicine. 23rd ed. Elsevier Saunders; 2008:674—-685.



Lower Respiratory Tract Infections:

Complications
_'__

= Bronchitis®:
— Substantial declines in FEV;
— Significant temporary reductions in guality of life
— Persistent or recurrent symptoms

s Community-acquired pneumonias-=:
— Mortality rates of up to 40% In patients reguiring
management in the intensive care unit
— Septic shock
— Acute respiratory distress syndrome

FEV,=forced expiratory volume in 1 second.

1. Wenzel RP. In: Goldman L et al, eds. Cecil Textbook of Medicine. 23rd ed. Elsevier Saunders; 2008:672—674; 2. Limper AH, eds.
In: Goldman L et al, eds. Cecil/ Textbook of Medicine. 23rd ed. Elsevier Saunders; 2008:674-685; 3. Wunderink RG et al. /nfect Dis Clin

North Am. 2004;18(4):743—759.



Acute Sinusitis:
Siquelae and Complications?

m [hrombosis of the cavernous sinus
m Orbital cellulitis
= Pott’s puffy tumor

= Life-threatening complications
— Meningitis
— Epidural bleeding
— Cerebral abscess

1. Rubin MA et al. In: Fauci AS et al, eds. Harrison’s Principles of Internal Medicine. 17th ed. The McGraw-Hill Companies, Inc; 2008:205-214.



Infekcie DDC.:
Clinical Trial of Ceftibuten vs Clarithromycin in AECB—Cure or

Improvementl
100 91 03 Ceftibuten 400 mg OD
M Clarithromycin 500 mg
30 - twice daily
x
o 60+
c
2
g 40-
o
20 -
(n=139) (n=130)
0
Visit 3 Visit 4
(0—6 days (0—6 days
posttreatment) posttreatment)

Study Design: A randomized, evaluator-blind trial compared the clinical and microbiological efficacy
and tolerability profiles of a 7- to 14-day course of ceftibuten (400 mg OD) with clarithromycin

(500 mg twice daily) in adults with AECB.1

AECB=acute exacerbation of chronic bronchitis; OD=once daily.

1. Ziering W et al. Infection. 1998;26:68-75.
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