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Augmentin® 875 mg Tablets

Amoxicillin as trihydrate 875 mg
Clavulanic Acid as potassium salt 125 mg
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Steve...

48 years.

Sales manager and a known
case of Type Il Diabetes Mellitus
since past 7 years.
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Since few days,

he was febrile and had productive cough with sputum
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Steve took medications for symptomatic relief but
did not have much relief.
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Blood pressure : 120073
Pulse: 102 and regular

Advised Respiratory rate : 25 / min.

Temperature: 100.9°F / 38.27°C

l : : g . Lung examination revealed the presence of right lower lung
Routine |ElbDI'EI'tDI'y" inve ST_IQET.IDI'IS crackles with decreased breath sounds in this area as well.

f —————

B Chest X-ray
- -
= J
-
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KEY RECOMMENDATIONS FOR PRACTICE! @
Clinical recommendations rating References
In patients with chnically suspected CAF, chest radiography should be obtained to confirm the diagnosis.  C 12
Evaluation for specific pathogens that would alter standard empinic therapy should be performed c 12

when the presence of such pathogen: i« suspected on the basis of dinical and epidemiologic clues;
this testing usually is not requared in cutpatients

Mortality and severity prediction scores should be used to determine inpatient versus outpatient care A 22-24
for patients with CAP

All patients with CAP who are admitted 1o the intencive care unit shoutd be treated with dual therapy. A 2B

Prevention of CAP should focus on universal influenza vacomation and preumococcal vaccination for B 12, 35-37

patients at high risk of pneumococcal d

CAP = community-acquined phewmonsa
A = consstent, Qood-guakly patent-orended | ] Pt i = SormeTEus, deexse-onenhed

In patients with clinically suspected CAP,

1. Watkins R, Lemonovich T, ef al. Diagnosis and Management of Community-Acquired Pneumonia in Adults. American Academy of Family Physicians
2011; 83 {11): 1299-1306.

<1 ‘ i
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Results of investigation

Routine lab investigations were
suggestive of infection

Chest X-ray
. Right lower lobe infiltrate

. Mo evidence of pleural effusion e
or abscess e
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Advise a sputum culture?

Admission to hospital? ———

Selection of antibiotic?
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[ Diagnosis of Pneumonia | “In addition to a constellation of suggestive clinical features, a

demonstrable infiltrated by chest radiograph or other imaging
technigue with or without supporting microbiological data, is
required for the diagnosis of pneumonia.™

1. Mandell L, Richard G, Wunderink, et al. Infectious Diseases Society of America/American
Thoracic Society Consensus Guidelines on the Management of Community-Acquired
Pneumaonia in adults, Clin Infect Dis. 2007; 44(2):527-72.

Prognostic variables**

CURB-65

Mortality Prediction Tool % Confusion

for Patients with 3% Blood urea nitrogen level > 20 mg per dL (7.14 mmol per L)
Community-Acquired 3% Respiratory rate = 30 breaths per minute

Pneumonia % Blood pressure (systolic < 90 mm Hg or diastolic £ 60 mm Hg)

% Age > 65 years

Score Inpatient vs. outpatient 30-day mortality (4)
0 or1 point Treat as outpatient 0.7t021

2 points Treat as inpatient 9.2

>3 points T"“—‘”ﬂ;’;;ﬁtﬁm 15 t0 40

*—A==ign 1 point for each variable.
2. Watkins R, Lemonovich T, et ai. Diagnosis and Management of Community-Acquired
Pneumaonia in Adults. American Academy of Family Physicians 2011; B3 (11): 1285-1306.

‘ B 1l
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1. Mandell L, Richard G, Wunderink, £t al. Infectious
Diseases Society of America/American Thoracic
society Consensus Guidelines on the Management
of Community-Acquired Pneumonia in adults, Clin
Infect Dis. 2007; 44{2).527-72.

2. Watkins R, Lemonovich T, et ai. Diagnosis
and Management of Community-Acquired
Prneumonia in Adults. American Academy
of Family Physicians 2011; 83 (11): 1299-
1306.
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CAP : Decision for Admission @

Prognostic variables*!

Y Confusion
% Blood urea nitrogen level = 20 mg per dL {7.14 mmol per L}
% Respiratory rate = 30 breaths per minute

3¢ Blood pressure (systolic < 90 mm Hg or diastolic = 60 mm Hg)

% Age =65 years
Score Inpatient vs. outpatient 30-day mortality (%)
Oorl point Treatas outpatient 0.7t021
2 points Treatas inpatient 02
! Treatinintensive
=ipoints care unit T

*—Assign 1 point for each variable.

1. Watkins R, Lemonovich T, et al. Diagnosis and Management of Community-Acquired
Pneumaonia in Adults. American Academy of Family Physicians 2011; 83 (11): 1299-1306.

P ‘ RA B =
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| Guidelines for selection of antibiotics I
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Follow up, reassessed .

¥ Fever reduced

N Respiratory rate returned to normal

| ‘ i
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Criteria to judge patient’s positive response
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1. Chua M, villa. Ma, Alejandriz M, et ol. Phiippine Chinical Practice Guidefines on the Diagnosis, Empinc Management, and Prevention of Community-aoguired Preumaon’s [C&F| 'n Immunooompetent
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Steve was back to his normal life

Prescribing Information

This presentaticn is intended for healthcare prefessicnals cnly, 1fvou 3-2 not 3 heslthos-z grofessional, gleass visit cu- oubliz sits

L 22212 GlaxzSmithklineg groue of comeanizs, All rights rezerved, GlaxsSmithKline UK Limited, Registerzd in England and Walss N £2121F82
Rzgister=d Sffice: 250 Great West Road, Brentford, Middles=x, TWE 258

Lasi Updated February 2012; RFE/SFCAO108/1£(2




| 8.1 Augmentin Fage 12 of 16

Augmentin® 875 mg Tablets v’ 30 years of clinical experience
Amoxicillin as trihydrate 875 mg

Clavulanic Acid as potassium salt 125 mg
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Augmentin® 875 mg Tablets

Amoxicillin as trihydrate 875 mg
Clavulanic Acid as potassium salt 125 mg

CAP treatment guidelines recommend Amoxicillin-Clavulanic acid ]'II"J':I.D 0 ETE°|'D]D1IH

B Recommended empirical antimicrobial therapy for community acquired U""'I.J"I cl,g ..IWn i

prneumenia in adults” n'mn rr20 'u

Arr-ou?-:illin {as trihydrate) 875
anic Acid (as potassium salt) 125 T-E

IR FE 1L23=3 MRy aran Fno T

B Preferred oral therapy against beta-lactamase producing Haemophilus
influenzae infection’

B Preferred initial empirical parenteral treatment regimen for high severity

: ; ol ni'rao 14
community acquired pneumania in adults®

1. Lionel A. Mandell et al., Infectious Diseases Society of AmericalAmerican Thoracic ,

Society Consensus Guidelines on the Management of Community-Acquired | DDSEEE
Pneumaonia in Adults, Clinical Infectious Diseases 2007, 44(2)527-72.

Lim W3, Baudouin 5V, George RC, et al. BTS guidelines for the management of

community acquired pneumonia in adults Update 2009, Thorax 2009:64(3):1-55.

[

* A& b-lactam plus a macrolide in Presence of comorbidities, such as chronic heart, Comparative studies

lung,liver, ar renal disease; diabetes mellitus; alcoholism; malignancies;asplenia;

immunosuppressing conditions or use ofimmunosuppressing drugs; use of [ Mmmmycin ] [ Clarithromycin J
antimicrobials within the previous 3 months (in which case an alternative from a

different class should be selected), or other risks for DR3P infection.
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IDSA Adults CAP guidelines, 2007 @

macrolide (high-dose amoxicillin
[e.g.,1 g 3 times daily] or
amoxicillin-clavulanate

[2 g, 2 times daily] is preferred)
as empirical antimicrobial

therapy in certain conditions**

1. Lionel A Mandell et al., Infectious Diseases Society of America/American Tharacic Society Consensus
Guidelines on the Management of Community-Acquired Pneumonia in Adults, Clinical Infectious Diseases
2007 44(2).527-T2.

*in presence of comorbidities, such as chronic hear, lung, liver, or renal disease; diabetes mellitus;
alcoholism; malignancies; asplenia; immunosuppressing conditions or use of immunosuppressing drugs;
use of antimicrobials within the previous 3 months (in which case an alternative from a different class should
be selected); or other risks for DRSSP infection
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©

IDSA Adults CAP guidelines, 2007

Recommend High-dose amoxicillin

[e.g., 1 g 3 times daily] or amoxicillin-
clavulanate [2 g 2 times daily] as
preferred treatment of CAP in presence
of comorbidities, such as chronic heart,
lung, liver, or renal disease; diabetes
mellitus; alcoholism; malignancies;
asplenia; immunosuppressing conditions

or use of immunosuppressing drugs®

1. Lionel A. Mandell et al., Infectious Diseases Society of Americal/American
Thoracic Society Consensus Guidelines on the Management of Community-
Acquired Pneumaonia in Adults, Clinical Infectious Diseases 2007;

A44(2) 82772
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©

BTS guidelines 2009

Recommend parenteral
amoxicillin-clavulanate as the
preferred initial empirical
treatment regimen for high

severity community acquired

pneumonia in adults’

1. LimWS3, Baudouin 3V, George RC, et al. BTS guidelines for the management of
community -acquired pneumania in adults update 2009, Thorax 2009 Thorax
2009:64(3)1-55
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Augmentin 875 mg Tablets Indication:

Augmentin is indicated for the treatment of the following infections in adults and children: @‘
- Acute bacterial sinusitis (adequately diagnosed)

- Acute otitis media

- Acute exacerbations of chronic bronchitis (adequately diagnosed)

- Community acquired pneumonia

- Cystitis

- Pyelonephritis

- Skin and soft tissue infections in particular cellulitis, animal bites, severe dental abscess with spreading cellulitis.
- Bone and joint infections, in particular osteomyelitis.

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

‘ Dosage in adults’ |

8/5/125 I twice dail
Mild to moderate infections / p i it

Severe infections 875/125 mg given 2 or 3 times daily

(including chronic and recurrent
lower respiratory tract)

1.Augmentin Pl MOH approved
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Comparable clinical efficacy vs. azithromycin in adult CAP patients' @

Clinical Success

s Sk Abstract

An open-label randomised comparison of efficacy and safety of
amonxicillin-clavulanate 875/125 mg twice daily for 7 days with
azithromycin 1 g once daily for 3 days in the treatment of adult
patients with community-acquired pneumonia showed the clinical
success rate of azithromycin to be 92.6% whereas that of
amoxicillin-clavulanate to be 93.1%.

% of patients

¢ (Clinical success rates were 92.6% for azithromycin and 93.1% for
amoxicillin-clavulanate

Amaoxicilling Azithromycin
Clavulanate

1. Paris R, Confalonieri M, Mos L, et al. Efficacy and safety of azithromycin 1g once daily for 3 days in the freatment of community -acquired pneumonia:an open-label
randomised comparison with amoxicillin-clavulanate 875125 mag twice daily for 7 days. J Chemother. 2008 Feb; 20(1).77-86.
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Comparable clinical efficacy vs. clarithromycin in CAP* @

Abstract

A comparative study of the safety and efficacy of
clarithromycin and amoxicillin/clavulanic acid in
patients with community-acquired pneumonia due
to penicillin-resistant and/or macrolide-resistant
Streptococcus pneumoniae, showed the overall
eradication rate for pathogens to be 91% for
clarithromycin and 93% for amoxicillin/clavulanic
acid, and 89% and 92%, respectively, for

% of patients

S.pneumoniae strains.,

Clinical cure rate Cwerall pathosgen 5. pneumonios
eradication rate eradication

B Amoxicillin/Clavulanate B Clarithromycin

1. Bonvehi P, Weber K, Busman T, et al. Comparison of Clarithromycin and Amoxicillin/Clavulanic acid for Community- Acquired Pneumaonia in an Era of Drug-Resistant
Streptococus preumoniae. Clin Drug Investig. 2003; 23(8): 491-501.
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Augmentin® 875 mg Tablets

Amoxicillin as trihydrate 875 mg
Clavulanic Acid as potassium salt 125 mg

B Achieves adequate concentration in lungs’ *

nll'nn D E?S‘pmmm

B Proven clinical and bacteriological efficacy in CAP* * r.F'J’I lo AVO pudie> i
B Recommended by leading guidelines® 8 "n"F:lr} a0 'u
: - Sy Arr-ou?-:lllin (as trihydrate) 875 mg

8 Available in > 100 countries vulanic Acid (a5 potassium salt) 125 mg

IR FE 1L23=3 MRy aran Fno T

B 3 decades of sustained clinical and bacteriological success rates® ¥ 12

ni‘nao 14

B Enhanced formulation available' 12 ™2 ™

.
L]
1. Gould IM, Harvey G, Golder D, er ai. Penetration of amoxycillin/clavulanic acid into bronchial mucosa with different dosing regimens. Thorax. 1994
Oct49(10):999-1001
2. Cox AL, Meewis JM, Horton R |, et al. Penetration into lung tissue after intravenous administration ofamoxycillin/clavulanate. J. Antimicrob.

Chemaother. (1989) 24 (suppl B 87-91.
3. Paris R, Confalonieri M, Dal Megro R, et ai. Efficacy and safety of azithromycin 1 g once daily for 3 days in the treatment of community-acquired
pneumania: an open-label randomised comparison with amoxicillin-clavulanate 875125 mag twice daily for 7 days. J Chemother. 2008
Feb;20(1)77-86.
4. Bonvehi P, Weber K, Busman T, Shortridge D, Motario G. Comparison of Clarithromycin and Amoxicillin/Clavulanic Acid for Community-Acquired
Pneumonia in an Era of Drug-Resistant Streptococcus pneumoniae. Clin Drug Investig. 2003;23(8).491-501.
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Augmentin® 875 mg Tablets

Amoxicillin as trihydrate 875 mg
Clavulanic Acid as potassium salt 125 mg

B Achieves adequate concentration in lungs' 2
i | nll'nn D E?S‘pmmm

B Proven clinical and bacteriological efficacy in CAP* * t.FIJ’I C'I"' M"n i
B Recommended by leading guidelines® 8 "n"F:lr} a0 'u

: - : cillin (as trihydrate) 875 mg
¥ Available in > 100 countries’ Clavulanic Acid (35 potassium salt) 125 mg

IR FE 1L23=3 MRy aran Fno T

B 3 decades of sustained clinical and bacteriological success rates® ¥ 12

ni‘nao 14

1. 12 13 14

l Enhanced formulation available

]

Watkins R, Lemonovich T, er al. Diagnosis and Management of Community-Acquired Pneumonia in Adults. American Academy of Family -
Physicians 2011; 83 (11): 1299-1306.
6. Mandell LA, Wunderlink RG, Anzueto A et al. Infectious Diseases Society of America/dmerican Thoracic Society consensus guidelines on the
management of community-acquired pneumaonia in adults. Clin Infect Dis. 2007 Mar 1,44 Suppl 2:527-72. A
7. GSK data on file |
8. Karachalios GM. Treatment of respiratory tract infections with a combination of amoxycillin and clavulanic acid. Int.J Clin Pharmacol Ther Toxicol.
1985 Dec23(12).647-9.
8. Higuera F, Hidalgo H, Feris J, et al. Comparison of oral cefuroxime axetil and oral amoxycillin/clavulanate in the treatment of community-acquired
pneumaonia. J Antimicrob Chemaother. 1996 Mar,37(3).555-64.
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Augmentin® 875 mg Tablets

Amoxicillin as trihydrate 875 mg
Clavulanic Acid as potassium salt 125 mg

B Achieves adequate concentration in lungs’ *

nll'nn D E?S‘pmmm

B Proven clinical and bacteriological efficacy in CAP* * r.F'J’I lo AVO pudie> i
B Recommended by leading guidelines® 8 "n"F:lr} a0 'u
: - Sy Arr-ou?-:lllin (as trihydrate) 875 mg

8 Available in > 100 countries vulanic Acid (a5 potassium salt) 125 mg

IR FE 1L23=3 MRy aran Fno T

B 3 decades of sustained clinical and bacteriological success rates® ¥ 12
ni'rao 14

B Enhanced formulation available' 12 ™2 ™

4

10. Paris R, Confalonieri M, Dal Negro R, et al. Efficacy and safety of azithromycin 1 g once daily for 3 days in the treatment of community-acquired = -
prneumaonia: an open-label randomised comparison with amoxicillin-clavulanate 875125 maqg twice daily for 7 days. J Chemother. 2008
Feb;20(1)77-86.
11. Benninger M3. Amoxicillin/clavulanate potassium extended release tablets: a new antimicrobial for the treatment of acute bacterial sinusitis and
community-acquired pneumonia. Expert Opin Pharmacother. 2003 Oct4(10)1839-46.
2. Augmentin 875 Pl MOH approved
13. Peftitpretz P, Chidiac C, Soriano F, et oi. The efficacy and safety of oral pharmacokinetically enhanced amoxycillin-clavulanate 2000125 ma, twice
daily, versus oral amoxycillin-clavulanate 1000125 mag, three times daily, for the treatment of bacterial community-acquired pneumonia in adults.
Int.J Antimicrob Agents. 2002 Aug;20(2):119-29
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Augmentin® 875 mg Tablets

Amoxicillin as trihydrate 875 mg
Clavulanic Acid as potassium salt 125 mg

B Achieves adequate concentration in lungs’ ]'II"?:I.D 1 875 "|'D]I’J1IH
B Proven clinical and bacteriological efficacy in CAP> * tFIJ’I C'l"" ,q,ifn i

B Recommended by leading guidelines® 8 "n"F:lr} a0 'u

: : : Mm?dliln (as trihydrate) 875 mg
B Available in > 100 countries’ anic Acid [ﬁ. ":;."f'f,“.".::fii’,.!‘:,::
B 3 decades of sustained clinical and bacteriological success rates® * '°

ni‘nao 14

B Enhanced formulation available' 12 ™2 ™

community-acquired pneumonia. Expert Opin Pharmacother. 2003 Oct4(10)1839-46.

12. Augmentin 875 Pl MOH approved

13. Petitpretz P, Chidiac C, Soriano F, et al. The efficacy and safety of oral pharmacokinetically enhanced amoxycillin-clavulanate 2000125 mqg, twice
daily, versus oral amoxycillin-clavulanate 1000125 mag, three times daily, for the treatment of bacterial community-acquired pneumonia in adults.
Int J Antimicrob Agents. 2002 Aug;20(2).119-29.

14. File TM Jr. The development of pharmacokinetically enhanced amoxicillin/clavulanate for the management of respiratory tract infections in adults.
Int Antimicrob Agents. 2007 Dec;30 Suppl 2:5131-4.

Images and videos credit . www . shutterstock.com
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Adequate concentration in lungs* @

i i Dose of icilli i
0 Achieves concentrations well abﬂ?e e E'm:ml“f' 1"1 Sl el e i) E-F-::ﬂfh:ﬂl m;}:lﬂﬂﬁ
the MIC,, for the common bacterial [co-amoniclav] evels {me/l)
respiratory pathogens including H.
influenzae, 250 mg 16 41
: b
M. catarrhalis ond 5. penumoniae 500 me tg 101
Dose of clavulanic St It el Bronchial mucosa
£ Mean mucosal levels were 200% and acid (co-amoxiclav)® levels (mg/l)
118% of the corresponding serum
levels for amoxicillin and clavulanic 125 mg 14 19
acid respective
e 250 mg 23 24
L i

1. Gould IM, et al. Penetration of amoxycillin/clavulanic acid into bronchial mucosa with different dosing regimens. Thorax, 19894 Oct49(10):999-
1001.
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Proven clinical and bacteriological efficacy* @
Paris R, et al. 7-day course of oral J-day course of Clinical success rates were Bactericlogical
2008 [CAP) amoxicillin-clavulanate oral azithromycin §2.6% for azithromycin and efficacy
875/125 mg twice daily 1g once daily 93.1% for amoxicillin
clavulanate
k 4k b Ak 4 b e
F ar i r T =
Bonvehi P, et al. B75mg/125mg Clarithromycin » Clarithromycin=82% » Clarithromycin=91
2003 [CAP) twice daily S500mg s Amoxicillin-clavulanic E)
immediate- acid=91% s Amoxicillin/clavul
release anic acid=93%
k 1 bk 1 4 i
F ar T T T &
Mouton Y, et al. Mot specified Ciprofloxacin Clinical recovery was achieved
1851 (CAF) (T50mg b.i.d.) in of patients in;
# Clarithromycin=73.3%
& Amoxicillin + clavulanic
acid=B1.8%
i i b ik i 4l ke 4

1. Paris R, Confalonieri M, Dal Megro R, et ai. Efficacy and safety of azithromycin 1 g once daily for 3 days in the treatment of community-
acquired pneumonia: an open-label randomised comparison with amoxicillin-clavulanate 875125 mag twice daily for 7 days.
J Chemother. 2008 Feb:20(1).77-86.

2. Bonvehi P, Weber K, Busman T, et ai. Comparison of Clarithromycin and Amoxicillin/Clavulanic Acid for Community-Acquired Pneumoniain
an Era of Drug-Resistant Streptococcus pneumoniae. Clin Drug Invest. 2003;23(8) :491-501.
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Sustained clinical and bacteriological success rates'**

B Clinical Efficacy

100 833 9% g3 W Bacteriological
— : - Efficacy
g3 - S - .
B0 - 909
&
£ 50
-
e
)
=
R U
-]
I
20
0
Karacholios GM. 1985 ! Higuera F, et al. 1996 ! Paris R, et al. 2008 [amoxicillin
[amoxicillin 250 mg + [amoxicillin 500 mg + B75 mg + clavulanic acid 125
clavulanic acid 125 mg) [n=19] clavulanic acid 125 mg) [n=162] mg, bid) [n=131]

Dizclaimer: Data taken from separate studies with differing dosage forms
1. Karachalios GN. Treatment of respiratory tract infecticns with a combination of amesxgycillin and cavulanic acid. Int J Clin Pharmacol Ther Toxicol. 18985 Dec 23{12):847-9.

2. Higuera F, Hidalge H, Feris J, et el Comparison of oral cefurocxime axetil and oral amexycillin/cdavulanate in the treatment of community-acquired pneumaonia. J Antimicrok Chemother.
1558 Mar; 37(3):555-04.

3. Paris R, Confalenieri M, Dal Negro R, etal. Efficacy and safety of azithromycin 1 g once daily for 3 days in the treatment of community-acquired pneumenia: an open-label randomised
comparison with amoxicillin-clavulanate 878/125 mg twice daily for 7 days.
J Chemother. 2008 Feb;20{1).77-88.
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1. Lionel A. Mandell et ai., Infectious Diseases Society of America/American Thoracic Society Consensus Guidelines on the Management of
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A P-lactam plus a
macrolide (strong
recommendation; level |
evidence) (High-dose
Ell'l']ﬂ]{lﬂlhn [e,g,l g 3 times

Community-Acquired Pneumaonia in Adults, Clinical Infectious Diseases 2007; 44(2):527-72.
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Augmentin® 875 mg Tablets
Amoxicillin as trihydrate 875 mg
Clavulanic Acid as potassium salt 125 mg

MAIN SAFETY DATA

> The most common adverse effects are diarrhoea, nausea, vomiting and mucocutaneous
candidiasis’

> Nausea is more often associated with higher oral dosages. If gastrointestinal reactions are
evident, they may be reduced by taking Augmentin at the start of a meal’

P> Careful inquiry should be made concerning previous hypersensitivity reactions to penicillins,
cephalosporins or other allergens, before initiating therapy with Augmentin’

P> Should be used with caution in patients with evidence of hepatic dysfunction’

Feference 1: Augmentin 875 Pl MOH approved

F] i
Prescribing Information Refzrences
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Glaxo5SmithKline. 25 Basel street, P.O. Box 10283, Petach-Tikva 4900202 Israel, Tel: 03-9297100.
Medical information service: il. medinfo@gsk.com
Adverse events reporting service: il safety@gsk.com | Tel: 03-9297100

www.hcp.gsk.co.il  NX7 010'07 AT 1'N
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