Evidence Table 5

Key Question 4e: Short- Versus Long-Term Antibiotic Therapy (In Alphabetical Order by First Author)

[Abbreviations: aom=acute otitis media; ab=antibiotics; tm=tympanic membrane; d=day; wk=week; mo=month; yr=year]

[Jadad score components: randomization mentioned; double-blind mentioned; dropouts described; randomization appropriate; double-blinding appropriate]

[AOM definition components: middle ear effusion; rapid onset; acute inflammation]

Author

Year


Study

Design And

Quality
Intervention
Time/Place

Inclusion/Exclusion

Criteria
Influencing Factors and 

Sample Size
Outcomes
Findings

2286

Adam

1995


Randomized Open trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]


Five-day Cefpodoxime versus 

10-day Cefaclor
Time: Unspecified

Place: Germany, private practice of pediatricians

Inclusion:

1.Age: 3m-6yr

2.aom

Exclusion:

1.chronic om

2.mastoiditis

3.allergic to ab

4.renal failure

5.PKU

6.immunodeficient

7.ab within 72hr

8.investigational drug within 30 days

9.prior in study
Age:

Mean=3.5yr

Otitis prone:

Not addressed.

N=100 Total

N1=N2=50
Clinical outcomes at 1-3d and 3wk after end of treatment.

Failure defined as persistence or worsening of signs and symptoms of infection.

Relapse defined as recurrence of signs and symptoms of infection at 3wk  following discontinuation of therapy.


                     5-d                10-d

Failure at 11-13 d 

                   0/50( 0%)      0/50( 0%)

Relapse at 3 wk

                  6/48(12%)     4/48( 8%)

Adverse reaction:

Diar           5/50(10%)     4/50( 8%)

AbdPain    0/50( 0%)      2/50( 4%)

Urticaria    1/50( 2%)      0/50( 0%)

Total         6/50(12%)     6/50(12%)



Evidence Table 5 (Continued)
Author

Year


Study

Design And

Quality
Intervention
Time/Place

Inclusion/Exclusion

Criteria
Influencing Factors and 

Sample Size
Outcomes
Findings

2291

Arguedas

1996


Randomized open trial

Jadad's quality score (0-5): 3

[1,0,1,1,0]

Number of components addressed in defining AOM (0-3): 1

[1,0,0]
Azithromycin (10mg/kg once daily for 3 days)

versus

Amoxycillin/clavulanate potassium (40mg/kg/day tid, 10d)
Time: Not specified

Place: San Jose, Costa Rica, ambulatory unit of children’s hospital

Inclusion:

1.Age: 6m-12y

2.aom

Exclusion:

1.perforated tm

2.prior PE tubes

3.allergic to ab

4.ab within 72hr

5.serious underlying illness

6.malabsorption
Age:

Mean=4yr

Otitis prone:

Not addressed

Total N=100

N1=51 Azith.

N2=49 Am/Clav
Clinical outcome in terms of satisfactory or failure at 10-11d, 11-13d, 23-30d, 23-30d, 55-60d

Clinical failure defined as inability to clear presenting clinical symptoms or persistent ear drainage by end of therapy

Bacteriological failure defined as inability to sterilize middle ear fluid in pts with persistent ear drainage or had repeated tympanocentesis

Recurrence defined as relapse or reinfection
                Azith          Amox/Clav

Failed on 10-11d

                0/47 (0%)    2/45 (4%)

Relapse/reinfected on 28-30d

                0/47 (0%)     0/45 (0%)

Persistent middle ear effusion

11-13d  33/40(82%)  30/38(79%)

28-30d  12/40(30%)  30/38(79%)

55-60d    6/40(15%)    8/38(21%)

Adverse effects day 10-14

Nausea  1/47 (2%)     7/45(16%)

Vomit     4/47 (9%)     6/45(13%)

L stool    3/47 (6%)   14/45(31%)

Rash      0/47 (0%)     3/45(  7%)
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86

Arguedas

1997


Randomized open trial

Jadad's quality score (0-5): 3

[1,0,1,1,0]

Number of components addressed in defining AOM (0-3): 1

[1,0,0]
3 day azithromycin versus 

10 day clarithromycin
Time:not specified

Place: Costa Rica, pediatric ambulatory unit

Inclusion:

1.Age:6mo-12yrs

2.aom

Exclusion:

1.perforated tm

2.PE tubes

3.allergic to ab

4.Ab within 72hrs

5.serious underlying disease

6.malabsorption


Age:

Mean=4,2yr

Otitis prone;

Not addressed

N=97 total

N1=50 3-day

N2=47 10-day


Clinical evaluations on 3-5, 10-11, 28-32 days

Clinical failure defined as inability to clear initial symptoms or persistent ear drainage by end of therapy


                      3-day       10-day

Clinical Failure 

                   0/50( 0%)    2/47(  4%)

Persistent middle ear effusion

11-13 d     35/50 (68%)  33/47(70%)

28-30 d       8/50(16%)     9/47(19%)

55-60 d       0/50(  0%)     0/47(  0%)\

Adverse events

L.Stools      3/50( 6%)      6/47(13%)

Rash           0/50( 0%)      1/47( 2%)

Vomit          1/50( 2%)      2/47( 4%)

Nausea       1/50( 2%)      2/47( 4%)
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96

Aronovitz

1996


Randomized open label trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 1

[1,0,0]
5 day azithromycin vs 

10 day amoxicillin-clavulanate
Time:not specified 

Place: US,  academic multi-centers

Inclusion:

1.Age: 2-15yrs

2.aom

Exclusion:

1.om persisting>4wk

2.no symptoms of aom

3.ab within 72h

4.long acting ab within 6wk

5.concurrent use of antihistamine

6,malabsorption

7.allergic to ab

8.renal, hepatic, cardiovascular disease


Age:

All >=2yrs

Otitis prone:

Not addressed.

N=92 total

N1=49 short-term

N2=43 long-term
Clinical evaluations on day 11, day 30.

Failure defined as no apparent response to study drug (no resolution of signs and symptoms or presence of middle ear effusion)

Relapse defined as new appearance or worsening of signs and symptoms or for whom antibiotics for middle ear infection were prescribed in secondary visits.
                Short-term     Long-term

Failure 

Day 11     6/49(12%)     0/43 ( 0%)

Day 30     8/45(18%)     7/35(20%)

Relapse   2/39( 5%)    8/38(21%)

Persistence by pathogen* at day 11

S.pneu    4/29(14%)    0/26( 0%)

H.flu        2/11(18%)    0/  9( 0%)

M.cat       0/ 7(  0%)     0/  5( 0%)

S.pyog     0/ 2( 0%)      0/ 5( 0%)

Persistence by pathogen* at day 30

S.pneu    6/28(21%)    4/22(18%)

H.flu        2/10(20%)    2/  8( 25%)

M.cat       0/ 5(  0%)     1/  2(50%)

S.pyog     0/ 2( 0%)      0/  4( 0%)

Adverse events

Any          3/85( 4%)   26/84(31%)

GI            3/85( 4%)   25/84(30%)

Rash        0/85( 0%)    2/84( 2%)

*presumed based on clinical grounds and not on culture results.
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136

Bain

1985


Randomized open label trial

Jadad's quality score (0-5): 3

[1,0,1,1,0]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]
2 day vs 7 day amoxicillin
Time: winter 1983, 84

Place: unknown, 4 private practices, 16 participating general practitioners

Inclusion:

1.Age: 3-10 yrs

2.aom

Exclusion:

1.aom within 1 mo

2.ab within 14 d

3.allergic to ab

4.on other meds
Age:

All >2yr

Otitis prone:

75% had prior episode of otitis media

N=243 total

N1=125 short

N2=118 long


Follow-up home visits within 24 hr,  at 7-10 d and 3 wks after entry into study.

Signs and symptoms were evaluated independently.


                 2-day              7-day

Presence of signs/symptoms

Earache   

D1         118/125(94%)  106/118(90%)

D5           13/125(10%)    11/118( 9%)

D10           7/125( 6%)       6/118( 5%)

Earache at night

D1          84/125(67%)   76/118(64%)

D5            3/125( 2%)      4/118( 3%)

D10          3/125( 2%)      3/118( 3%)

Resolution of eardrum signs at day 7

Redness   12/89(13%)     8/75(11%) 

RedRim    26/62(42%)    21/54(39%)

PinkBlush 28/72(39%)    20/53(38%)

BulgedTM   8/85( 9%)       7/67(10%)

Ls lt reflex 29/86(34%)    27/83(33%)

Discharge   1/13( 8%)       2/23( 9%)

Recurrence at 1yr

                 42/89(47%)    34/86(40%)
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148

Barnett

1997


Randomized single-blind trial

Jadad's quality score (0-5): 3

[1,0,1,1,0]

Number of components addressed in defining AOM (0-3): 1

[1,0,0]
Single intramuscular dose of ceftriaxone 

Versus

10 day oral trimethoprim-sulfamethoxazole
Time: 2/91-4/94

Place: Boston including suburban private practice, neighborhood health center, urban hospital er and private care clinic

Inclusion:

1,Age: 3mo-3yr

2.AOM

Exclusion:

1.antibiotic within 7d

2.anatomic problem

3.immunosuppressed

4.chronic illness

5.allergy

6.ever had PE tube

7.no phone

8.non-English, Portugese, Spanish, French
Age: 3mo-3yr

Otitis prone: 

41% >=3 prior episodes.

N=484 patients

N1=241 ceftriaxone

N2=243 

TMP-SMZ
Non-cured or cured/improved rate on day 3, day 14 and day 28 (for total only)

Non-cured or cured/improved rate on day 14 for subgroups of each influencing factor 

Adverse events reported on day 3 for total cases.
Non-cured rate

               Ceftriaxone  TMP-SMZ

Day3    18/241(  8%)  12/243(4.9%)

Day14  39/197(20%)  38/212(18%) Day28  28/136(21%)  31/155(20%)

Non-cured rate on Day 14

White  41/155(26%)  37/153(24%)

Black  10/  46(22%)    6/  46(13%)

Hisp     4/   21(19%)    5/  32(16%)

Other   2/   19(11%)    2/  12(17%)

Male   31/132(23%)  30/121(25%)

Fem    26/109(24%)  20/122(16%)

Past AOM

Yes    44/180(24%)  42/183(23%)

No     13/  61(21%)    8/  60(13%)

Otitis prone

Yes    19/  96(20%)   22/  99(22%)

No     38/145(26%)   28/144(19%)

Day care

Yes      8/  52(15%)   16/  56(29%)

No      49/189(26%)   34/187(18%)

Breastfed

Yes    38/148(26%)   32/152(21%)

No     19/  93(20%)   18/  91(20%)

First episode<6mo

Yes    19/  83(23%)   21/  81(26%)

No     38/158(24%)   29/162(18%)

Continued….



Evidence Table 5 (Continued)
Author

Year


Study

Design And

Quality
Intervention
Time/Place

Inclusion/Exclusion

Criteria
Influencing Factors and 

Sample Size
Outcomes
Findings







Fever at onset 

Yes      35/125(28%)   30/130(23%)

No        22/116(19%)   20/113(18%)

Ear Discharge at onset

Yes        4/  13(31%)    2/  14(14%)

No        53/228(23$)   48/229(21%)

Ear Pain at onset

Yes      40/178(22%)  32/173(18%)

No        17/ 63(27%)  18/  70(21%)

Vomiting at onset

Yes      14/  45(31%)    9/  34(26%)

No       43/196(22%)   41/209(20%)

Lethargy at onset

Yes     23/  78(29%)   17/  77(22%)

No      34/163(21%)    33/166(20%)

Irritability at onset

Yes    49/209(23%)   40/202(20%)  

No       8/  32(25%)    10/ 41(24%)

Adverse events on day3

Pain at site     

           10/225(8%)          ----

Diarrhea        

           46/195(24%)  19/207(9%)

Rash  21/206(10%)   14/201(7%)

(Diarrhea was significant at P<0.001)
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158

Bauchner

1996


Randomized open label controlled trial

Jadad's quality score (0-5): 2

[1,0,0,1,0]

Number of components addressed in defining AOM (0-3): 1

[1,0,0]


Single intramuscular (IM)

ceftriaxone 

versus

10-day oral amoxicilli-clavulanate
Time: 10/93-5/94

Place: private practices from 15 sites in US

Inclusion:

1.Age: 3mo-6yrs

2.aom

Exclusion:

1.Aom within 30d

2.ab within 7d

3.PE tubes

4.allergic to ab

5.anatomic abnormality

6.recurrent om

7.>4 aom within 1yr

8.>3 aom within 1yr in patient under 1yr

9.no phone in household
Age:

34% < 1.5yr

66%>=1.5yr

Otitis prone:

(prior episode)

11% >=2 

25% 1

63% none

N=648 total

N1=327 IM

N2=321 oral


Clinical evaluations and parent satisfaction at 3-5 and 14-16 days

Physician summarized resolution of signs of AOM with exception of MEE, as improved, not improved, or worse.


          Single dose IM    10-day oral

Unimproved or worse at 14-16 d

              50/267(19%)   28/271(10%)

Parent unsatisfied at 14-16 d

              21/268( 8%)    29/271(11%)                     
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2309

Boulesteix

1995

French
Randomized Open Trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]
Cefpodoxime (8mg/kg/d, bid) 5-day

versus

Cefixime (8mg/kg/d, bid) 8-day
Time:9/91-3/92

Place: France, 41 general doctors’ offices

Inclusion:

1.Age: 6m-6yr

2.aom, presumed bacterial

3.7-10kg

Exclusion:

1.allergic to ab

2.paracentesis required

3.cholesteatoma

4.ab within 72hr

5.immunodeficient

6.serous otitis media

7.>3 aom episodes in 6mo or >=4 in 12mo.

8.chronic renal, hepatic, GI problems

9.chronic tm perforation >3m

10.PE tubes


Age: 

Range: 6m-6yr

Otitis prone:

100% not otitis prone (otitis prone subjects were excluded in study).

N=245 total

N1=124 5-day

N2=121 8-day
Clinical outcomes on d8-10.

Otolaryngologic outcomes on d30-40.

Not satisfactory defined as treatment failure, relapse and recurrences.

Clinical failure defined as persistence signs of om or serous om requiring increased duration or change in ab therapy or surgical procedure or intercurrent respir- atory infection without om.

Unsatisfactory otolaryngologic defined as recurrence of om after treatment ended or presented with om or serous om needing another antibiotic at 30-40d visit.
                   5-day           8-day

Unsatisfactory at d8-10

             8/124( 6%)      8/121( 7%)

Unsatisfactory at d30-40

           25/119(21%)   29/115(25%)

Intercurren at d30-40

             8/119( 7%)    14/115(12%)

Relapse at d30-40

             7/119( 6%)      7/115( 6%)

Side effects

GI         7/124( 6%)      8/121( 7%)
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378

Chamberlain

1994


Randomized controlled trial

Jadad's quality score (0-5): 3

[1,0,1,1,0]

Number of components addressed in defining AOM (0-3): 2

[1,0,1]


Single-dose ceftriaxone 

versus 

10 days of cefaclor
Time: not specified

Place: Washington DC; pediatric ambulatory and emergency departments 

Inclusion:

1.Age: 18mo-6yrs

2.aom

Exclusion:

1.immuno compromised

2.allergic to ab

3.ab within 10d

4.chronic om

5.other infection

6.recurrent om

7.>=4 aom/yr

8.PE tubes

9.need for admission

10.ruptured tm

11.no telephone


Age:

All >=1.5yr

Mean=3yr

Otitis prone:

(By exclusion criteria)

All <4 aom/yr

Mean episode/yr:

1.4

N=79  total

N1=48 single dose

N2=31 10-day


Clinical evaluations at 2-3, 7-10 days, 

3-4 wks for 90 days

Failure defined as persistence of ear pain or fever for more than 48hr

Recurrence of ear pain or fever with clinical signs of aom classified as early if <14d, late if <15-90d.

Persistent effusion defined as type B tympanogram and persistent serous effusion, without recurrent pain or inflammation. 
                    1-dose     10-day

Failure within 14 d

                 0/48( 0%)    0/31( 0%)

Recurrence <14 d

                 0/48( 0%)    0/31( 0%)

Recurrence at 90d

Total       10/48(21%)   7/31(23%)

Persistent effusion within 90d

Total       12/48(25%)   9/31(29%)
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386

Chaput de Saintonge

1982
Randomized double-blind trial

Jadad's quality score (0-5): 4

[1,1,1,0,1]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]


3 versus 10 day amoxicillin
Time: winters of 1979 and 1980

Place: London, 17 general practitioners from 5 health centers

Inclusion:

1.Age: 2-10yrs

2.acute painful condition of the middle ear and for which antibiotics given

Exclusion:

1.chronic ear disease

2.>1 aom in prior yr

3.no aom within1 mo

4.onset>1wk

5.acute exanthemata

6.serious illness

7.allergic to ab

8.no serious prior medical problem


Age:

All >=2yr

Otitis prone:

All not otitis prone (those with >1 aom in prior yr excluded)

N= 70 total

N1=35 3-day

N2=35 10-day


Clinical evaluations on day 3 and day 15

Failure defined as those whose rate of recovery was considered unsatisfactory by the general practitioner and who were consequently prescribed additional antibiotics on an open basis.


                  3-day      10-day

Failure 15 day  

              5/42(12%)   3/42( 7%)

Blocked nose

Day 0   30/42(71%)  33/42(78%)

Day 3   21/42(50%)  21/42(50%)

Day15  11/42(27%)    5/42(13%)

Cough

Day 0   31/42(73%)  31/42(74%)

Day 3   21/42(50%)  24/42(58%)

Day15  10/42(24%)  10/42(10%)

Hearing loss

Day 0    10/42(24%)    7/42(17%)

Day 3     3/42(  7%)     7/42(17%)

Day15    3/42(  7%)     2/42(  5%)

Ear pain

Day 0    22/42(52%)   23/42(54%)

Day 3      3/42(  7%)     2/42(  5%)

Day15     1/42(  2%)     0/42(  0%)

Discharge

Day 0      1/42(  2%)     1/42(  2%)

Day 3      0/42(  0%)     0/42(  0%)

Day15     0/42(  0%)     0/42(  0%)

Red drum

Day 0    23/42(54%)    27/42(64%)

Day 3    15/42(35%)    15/42(15%)

Day15     3/42(  7%)      8/42(19%)

Dullness(loss of light reflex)

Day 0    19/42(46%)   24/42(58%)

Day 3    11/42(26%)   14/42(33%)

Day15     1/42(  2%)     8/42(19%)

Bulging drum

Day 0    11/42(26%)   12/42(29%)

Day 3      3/42(  7%)     1/42(  2%)

Day15     0/42(  0%)     0/42(  0%)

(Based on intent to treat analysis)
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426

Cohen

1997

(Same study as 2325)


Randomized open trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]
Cefpodoxime (8mg/kg/d, bid) 5-day

versus

Amoxicillin/clavulanate (80mg/kg/d, tid) 8-day
Time: 10/93-3/94

Place: 23 French private practice pediatricians

Inclusion:

1.Age:4mos-4.5yrs

2.aom

Exclusion:

1.ab within 7 d

2.allergic to ab

3.severe underlying disease

4.in previous studies

5.no bacteriologic sample before or after treatment

6.spontaneous tm perforation with drainage
Age:

75% <=2yr

25% >2yr

Otitis prone:

25% recurrent aom

75% non-recurrent.

N=400 total

N1=N2=200
Clinical evaluations at day 4 and 1 month after end of therapy.

Failure defined as persistence or increase of classic symptoms or otoscopic findings during course of treatment or at d4 visit or prescription of new antibiotic or paracentesis or increased duration of treatment.
                  5-day           8-day

Persistence of pathogens

S.pneu    57/97(59%)   37/104(36%)

H.influ     49/72(68%)   67/  75(89%)  

Failure at d4 post treatment

           26/186(14%)   31/184(17%)

Failure at d17

           31/197(16%)   35/196(18%)   

Serous om at 1mo post treatment

           23/140(16%)   28/137(20%)

New aom at 1mo post treatment

           34/140(24%)   25/137(18%)
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2504

Cohen

1998


Randomized double-blind

Trial

Jadad's quality score (0-5): 5

[1,1,1,1,1]

Number of components addressed in defining AOM (0-3): 2

[1,0,1]


Five-day 

Versus

10-day amoxicillin/clavulanate (80mg/10mg/kg/d, tid)
Time: 11/94-6/96

Place: France, 24 pediatricians, setting not specified

Inclusion:

1.4m-2.5yr included but no age criterion stated

2.aom

Exclusion:

1.Ab within 7d

2.allergic to ab

3.significant underlying disease

4.PE tubes

5.previously in study

6.otorrhea

7.ruptured tm
Age:

All under 2.5yr

Mean=1.1yr

Otitis prone:

(prior episode in 6mos)

  9% >=3 epi

11% 2 epi

23% 1 epi

57% 0 epi

N=382 total

N1=194 5-day

N2=188 10-day


Clinical outcomes from day 0 to day 12-14 and at day 28-42.

Failure defined as fever, otalgia, or irritability worsened or recurred, together with otoscopic signs of aom; spontaneous otorrhea ad/or complication of aom; underwent tympanocentesis; given antibiotic other than study drug.

Relapse defined as reappearance of signs and symptoms during treatment or within 4 day of therapy end.

Recurrence defined as reappearance of signs and symptoms after 4 days of treatment end.
                 5-day             10-day

Failure, d12-14

            38/163(23%)   20/168(12%)

Relapse/recurrence at d 28-42

           20/141(14%)    28/139(20%)

Adverse events –all types

           88/194(45%)    80/188(43%)

Adverse events- drug related

           60/194(31%)   55/188(29%)
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468

Daniel

1993


Randomized open label trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 2

[1,0,1]


Single dose azithromycin versus

10-day co-amoxiclav
Time: not specified

Place: European multicenter study, setting not specified

Inclusion:

1.Age: 2-8yrs

2.aom

Exclusion

1.allergic to ab

2.GI disorder

3.Chronic OM

4.mononucleosis

5.life threatening condition
Age:

1% (only 1 case) <2yr

99% >=2yr

Otitis prone;

Not addressed

N=159 total

N1=105 1-dose

N2=54 10-day
Cured, improved, failed at 3-5, 10-12, and 35 days

Failure defined as no apparent clinical response

Adverse effects.
              Single dose   10-day

Failure 

3-5d       5/103(5%)   1/54(2%)

10-12d   6/103(6%)   0/54(0%)

Adverse effects

Total      8/103(8%)   2/54(4%)

GI          8/103(8%)   0/54 (0%)

Rash     3/103(3%)   2/54(4%)
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756

Gooch

1996


Randomized single-blind

trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 2

[1,0,1]


5 versus 

10-day cefuroxime versus 

10-day amox/clav
Time: not specified

Place:20 centers in US, setting not specified

Inclusion:

1.Age: 3mos-12yrs

2.aom

Exclusion:

1.ruptured tm

2.PE tube

3.allergic to ab

4.malabsorption

5.ab within 72 hr

6.renal impairment

7.craniofacial abnormality

8.serious underlying disease

9.immunodeficient
Age:

Mean=3.5yr

Otitis prone:

84% had prior episode;

84% had episode within 1 yr;

16% no prior episode

N=719 total

N1=242 5-day

N2=235 10-day

N3=242 10-day amox/clav


Clinical evaluations at 3-5 days of treatment, 1-4 days posttreatment; and at 14-18 days posttreatment 

Failure defined as no apparent response to treatment or worsening after 3 days or more of therapy.

Recurrence defined as resolution or improvement of clinical signs and symptoms at 1-4 d posttreatment visit, with recurrence of clinical symptoms by the 14-18-day visit.
            5-dcef     10-dcef    10dAmox

Clinical Failure

            26/147     32/173      17/177

            (18%)       (18%)       (10%)

Recurrence

           20/147      20/173      29/177

           (14%)        (12%)       (16%)

Bacteriological Failure 

             2/ 26        3/ 38          2/ 38

             (8%)         (8%)         (5%)

Adverse events

Any     48/242     37/235      89/242

            (20%)      (16%)        (37%)   

GI       41/242     29/235      82/242

            (17%)      (12%)        (34%)

Diar    28/242     18/235      73/242

           (12%)        (8%)        (30%)

Vomit  16/242      9/235       9/242

            (  7%)      (  4%)       (  4%)
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Green 

1993


Randomized double-blind trial

Jadad's quality score (0-5): 4

[1,1,1,0,1]

Number of components addressed in defining AOM (0-3): 1

[0,0,1]


Single-dose intramuscular ceftriaxone versus 10-day 

Amoxicillin
Time: 9/90-6/91

Place: California, emergency department at county or university hospital

Inclusion:

1.Age: 5mo-5yrs

2.aom

Exclusion:

1.ab in prior 14 days

2.aom in last month

3.chronic om

4.PE tubes

5.bleeding dyscrasia

6.serious underlying illness

7.concurrent infection

8.scarred/perforated tms

9.allergic to ab

10.unable to return for f/u


Age:

Range: 5m-5y

Mean:1.8yr

Otitis prone:

18% 3+ prior episodes;

30% 2+ prior episodes.

N=233 total

N1=117 amoxicillin

N2=116 ceftriaxone N=233 total

N1=117 amoxicillin

N2=116 ceftriaxone


Treatment success/failure relapse, and reinfection at 14 and 60 days

Unsuccessful defined as no resolution of aom symptoms or return to ER within 10 days for aom symptoms.  Included both failure or complication.


              Ceftriaxone   amoxicillin

Unsuccessful at 10 days

             11/105(10%)  10/107(  9%)

Complication at 10 d

              5/105(  5%)    7/107(  7%)

Failure at 10 d

              6/105(  6%)    3/107(  3%)

Abnormal otoscopic finding

14d       17/  48(35%)   19/ 56(34%)

60d        8/   48(17%)   12/ 56(21%)

Abnormal tympanometric findings

14d      27/  47(57%)    26/55(47%)

60d      18/  47(38%)    24/55(44%)

Recurrence in 60d

            44/116(38%)   45/117(38%)

Reinfection in 31-90 d

          12/116(10%)   21/117(18%)

Relapse in 11-30 d   

          19/116(16%)   13/117(11%)               
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Hendrickse

1988


Randomized double-blind trial

Jadad's quality score (0-5): 5

[1,1,1,1,1]

Number of components addressed in defining AOM (0-3): 2

[1,0,1]
5-day 

versus 

10-day cefaclor followed by 5 days of placebo
Time: not specified

Place: US pediatricians, setting not specified

Inclusion:

1.Age: 1mo-12yrs

2.aom

3.wt <30kg

Exclusion:

1.craniofacial abnormality

2.allergic to ab

3.ab within 2wk

4.concurrent infection

5.spontaneous perforation of tm>24hr

6.likely not return to follow-up


Age:

53% <2yr

47% >=2yr

Otitis prone:

20% prone*

80% not prone

*3+ episodes in preceding 6 mo or >=4 episodes in preceding 12 mo.

N=151 patients

N1=74 5-day

N2=77 10-day


Clinical and bacteriologic evaluations at 5-6, 10, 30, 60 and 90 days

Clinical failure defined as inability to clear fever, pain or drainage by day 5.

Bacteriologic failure defined as inability to sterilize the middle ear fluid.

Relapse defined as infection with the same pathogen within 3 days of discontinuing medication.

Reinfection defined as infection  more than 3 days after completion of treament of first episode
                       5-day      10-day

Failure - TM Intact Group

<=5 d        4/59( 7%)    2/64( 3%)

6-10d        2/55( 4%)    2/62( 3%)

Relapse – TM Intact Group

3d             0/53( 0%)    1/60( 2%)

Reinfection – TM intact group

14-30d      4/41(10%)   6/49(12%)

31-60d      4/35(11%)   4/45(  9%)

61-90d      2/33(  6%)   3/42(  7%)                    

Persistent MEE – TM intact group

10-15d    37/55(67%)   48/60(80%)

30d         16/41(39%)   18/49(37%)

60d         10/35(29%)   13/45(29%)

90d           7/33(21%)   10/42(24%)

Failure – Spon TM perforation Group

<=5 d        2/15(13%)   0/13(  0%)

6-10d        6/13(46%)   1/13(  8%)

Relapse – Spon TM perforation Gp

3d             0/  7( 0%)    0/12( 0%)

Reinfection – Spon TM perforation gp

14-30d      2/  7(29%)   3/11(27%)

31-60d      0/  6(  0%)   2/  8(25%)

61-90d      0/  5(  0%)   1/  7(14%)                    

Persistent MEE – S TM perforation gp

10-15d      3/13(23%)     7/13(54%)

30d           2/  7(29%)     3/11(27%)

60d           2/  6(33%)     1/  8(12%)

90d           1/  5(20%)     1/  7(14%)
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Hoberman

1997


Randomized  trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]


Amox/clav bidx5days 

versus amox/clav bidx10days 

versus

amox/clav tidx10days
Time: 1/94-7/94

Place: U.S. and Canada, 4 university-affiliated hospitals and 20 private practices

Inclusion:

1.Age: 2m-12yr

2.aom

Exclusion:

1.craniofacial abnormality

2.serious underlying illness

3.concurrent infection

4.allergic to ab

5.PKU

6.ab within 1 wk

7.previously in study

8.on meds that alter bowel movement
Age:

39% <2yr

62% >=2yr

Otitis prone:

Not addressed.

N=868

N1=189 tid 10-day

N2=178 bid 10-day

N3=197 bid 5-day


Success or failure; presence of MEE at days 12-14 and at 32-38.

Clinical failure defined as persistent signs/symptoms after >=2 days of therapy and requiring additional ar alternative antimicrobial therapy.  (included unable to determine cases)

Recurrence defined as completely resolved at end of hterapy, but recurred or worsened thereafter and additional antimicrobial therapy needed.


               5-d          10-d         10-d

               bid           bid           tid

Clinical Failure

12-14d  57/197    24/178    40/189

             (29%)      (13%)     (21%)

Recurrence at 32-38d

             16/161    32/149     21/148

             (10%)      (22%)      (14%)

Adverse effects(intent-to-treat est.)

D.Rash 15/293    23/287    30/288

               (5%)       (8%)       (10%)

Vomit    21/293    29/287    31/288

               (7%)      (10%)      (11%)

Diar      18/293     15/287    28/288

               (6%)       (5%)       (10%)

For <2yrs, clinically cured/improved1
12-14d  47/76      61/72       -------

             (62%)      (85%)

32-38d  21/55      37/61       -------

             (38%)      (61%)

For 2-5yrs, clinically cured/improved1
12-14d  60/85      64/75       -------

             (71%)      (85%)

32-38d  47/76      38/62       -------
             (62%)      (61%)

1From: Paradise (1997)
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Ingvarsson

1982


Randomized trial

Jadad's quality score (0-5): 1

[1,0,0,0,0]

Number of components addressed

in defining AOM (0-3): 0

[0,0,0]


5-day twice normal dose versus 

10 day normal dose of Penicillin V 


Time: Period 1: 10/76-12/76;

Period 2: 2/77-4/77

Place: Sweden, ENT department of hospital

Inclusion:

1.Age: 6m-7yr

2.aom

Exclusion:

1.ab within 30days


Age:

24% <2yr

76% >=2yr

Otitis prone:

Not addressed.

N=297 patients

N1=148 5-day

N2=149 10-day


Normal mobility of TM; relapse; failure to respond at 10-12 days and 28-30 days

Not healed defined as eardrums showed serous otitis media or relapses or therapeutic failure.

Therapeutic failure defined as insufficient effect of therapy or a new attack of otitis during antibiotic therapy.
                5-dPenV      10-dPenV

Not healed 28-30 days

Total      31/148(21%)    35/149(23%)

<2yr         7/  28(25%)    14/  43(33%)

>=2yr     24/120(20%)    21/106(20%)

Serous otitis media 28-30 days

              18/148(12%)    24/149(16%)

Relapse 28-30 days

              10/148(  7%)      8/149(  5%)

Therapeutic failure 

                3/148(  2%)      3/149(  2%)

New attack of otitis within 6 mo

              40/148(27%)    39/149(26%)
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995

Jones

1986


Randomized double-blind trial

Jadad's quality score (0-5): 4

[1,1,1,0,1]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]


3 versus 7 day cefaclor
Time:  winters of 1983-4, 1984-5

Place: Southampton, 14 general practitioners, four health centers

Inclusion:

1.Age: 3-10yrs

2.a clinical syndrome recognized as om for which antibiotic treatment was appropriate

Exclusion:

1.ab within 2 wks

2.allergic to ab
Age:

All >2yr

Mean=5.7 yr

Otitis prone:

77% had hx of om

23% none

N=96

N1=45 3-day

N2=51 7-day
Resolution of ear signs 1 wk and 6 wk post treatment


                          3-day      7-day

No resolution of ear signs at 1wk

redness         1/26(  3%)     6/27(22%)  bulging          0/21(  0%)     1/19( 5%)

indrawn         3/  9(33%)     2/  5(50%)

loss reflex    12/33(36%)   14/34(41%)

pink blush     11/15(73%)   7/12(58%)

red rim           5/15(33%) 11/11(100%)

perforation     1/  6(17%)   0/  2(  0%)

discharge       0/ 6(  0%)    3/ 7(43%) 

Mean((SD) days

Earache      1.80(1.68     2.49(1.89

Nasal 

Discharge   3.57(2.60     3.73(2.46

Cough        2.87(2.54     3.23(2.83

Crying        0.67(1.16     0.53(0.83

Mean((SD) time analgesia used

                  1.64(1.97     1.50(1.71         
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1006

Kafetzis

1997


Randomized comparative trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 1

[0,0,1]


Five-day versus 

10-day course of cefprozil
Time: not specified

Place:26 pediatricians in 10 Greek towns

Inclusion:

1.Age: 2m-14.3yr

2.aom

3.>38 degrees centigrade

Exclusion:

1.Ab within 2 wk

2.complication of om

3.chronic om

4.underlying disease

5.perforated tm
Age:

Mean=4.1yr

Otitis prone:

(prior episodes)

  3% >2 epis

  6% 2 epis

24% 1 epis

66% 0 epis

N=560 total

N1=286 5-day

N2=264 10-day
Clinical evaluations at 2-3 day, 7-14 day and 28-32 days.

Failure defined as persistence or worsening of signs and symptoms of infection.

Relapse defined as resolution of signs and symptoms of infection followed by reappearance of signs and symptoms of same infection in same ear during the 32-day fu period after end of therapy.
                      5-day       10-day

Failure at 28-32d

             12./249( 5%)    5/250(  2%)

Relapse after end of therapy

               4/249(  2%)   5/250( 2%)

Adverse reaction at 28-32 d

Total     26/249(10%)  22/250( 9%)

Adverse events at end of Rx

AbdPain 3/249( 1%)   4/250( 2%)

Vomit     6/249( 2%)    6/250( 2%)

Nausea  1/249( 0%)    1/250( 0%)

Diarr     11/249( 4%)    8/250( 3%)

Rash      6/249( 2%)    2/250( 1%)

Itch        0/249( 0%)    2/250( 1%) 
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Kara

1998


Randomized controlled trial

Jadad's quality score (0-5): 1

[1,0,0,0,0]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]
Amoxicillin (40mg/kg/d, tid, 10d) 

versus

Cefuroxime axetil (30mg/kg/d, bid, 10d)

versus

Ceftriaxone (50mg/kg/single dose, IM)
Time:9/97 – 5/97

Place: Turkey, ENT, pediatric and infectious disease clinics

Inclusion:

1.age: 6m-6yr

2.aom

Exclusion:

1.aom within 3 mos

2.ab within 2 wk

3.allergic to ab
Age:

6m-6yr

Otitis prone:

Not addressed

N=75, 

25 per group
Clinical evaluation at 3, 10, 30 days after therapy

Treatment failure defined as no resolution of symptoms and clinical and tympanometric appearance of the tm
         Cefuro      Ceftri        Amox

Failure at day 5

         2/25          4/25          2/25

         ( 8%)        (16%)        ( 8%)

Rash/loose stool

         0/25          0/25          2/25

        (  0%)       (  0%)         ( 8%)
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Khurana

1996


Randomized open label trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 1

[1,0,0]


Once daily for 5 days azithromycin versus 

tid 10 days amoxicillin-clavulanate
Time: not specified

Place: Multicenters in US, setting not specified

Inclusion:

1.Age: 6mo-12yrs

2.aom

3.attend school or daycare >20hr/wk

4.>=10 lbs

Exclusion:

1.chronic om

2.allergic to ab

3.ab within 14d

4.long acting PCN

within 4 wks

5.investigational drug within 4 wks

6.malabsorption

7.mononucleosis 
Age:

Mean=5.6yr

53%<=5yr

47%>5yr

Otitis prone:

(#episodes past 12mos)

  3% >5 epis

12% 3-5 epis

38% 1-2 epis

46% 0 epis

N=526 total

N1=263 short-term

N2=263 long-term


Clinical evaluations at 3, 14, 30 and 45 days after therapy

Failure defined as no significant response before day 3.

Relapse defined as complete or partial response at day 3, with subsequent deterioration at or before day 14.

Recurrence defined as complet or partial response at day 3, with subsequent deterioration after day 14.
                   Short-term  Long-term

Day 45 evaluations

Failure     10/233( 4%)   10/211( 5%)

Relapse   23/233(10%)  19/211( 9%)

Recur      59/233(25%)  45/211(21%)

Unsatisfactory (total of above)

             92/233(39%)  74/211(35%)

Adverse events 

Any       19/263( 7%)  45/260(17%)

GI-all    16/263( 6%)  39/260(15%)

Diar        3/263( 1%)  25/260(10%)

L.stool    3/263( 1%)    4/260( 2%)

Vomit     5/263( 2%)    8/260( 3%)

Nausea  3/263( 1%)    5/260( 2%)

Abdpain 4/263( 1%)    3/260( 1%)
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Leigh

1989


Randomized open label trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]
Oral cephalosporin, cefixime 

versus amoxycillin
Time: not specified

Place: Gosport, (UK?)

General practice setting

Inclusion:

1.Age: 6mo-16 yrs

2.AOM

Exclusion:

1.allergic to ab

2.ab within 5d

3.renal or hepatic dz

4.other infection

5.diabetes

6.chronic OM

7.mastoiditis
Age:

Mean=4.9yr

Otitis prone:

Not addressed

N=325 total

N1=160 cefixime

N2=165 amoxycillin
Clinical evaluation in terms of cured, improved, failed at 10-14day after initiation of treatment.

Clinical failure was classed as no response to therapy judged by physician.

Adverse effects at 2-3 d and 10-14 d.
                Cefixime  Amoxicillin

Failure at 10-14d

               7/150 (5%)   8/150 (5%)

Adverse reactions 

Total     26/150(17%)  11/150(  &%)

GI sym  21/15014%)     7/150(  5%)

Diarrh   19/150(13%)    5/150(  3%)

Rash      1/150(  1%)    3/150(  2%)

Vomit     2/150(  1%)    0/150(  0%)  
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McLinn

1996


Randomized double-blind trial

Jadad's quality score (0-5): 4

[1,1,1,0,1]

Number of components addressed in defining AOM (0-3): 1

[1,0,0]
Azithromycin once daily for 5 days 

versus amoxicillin-clavulanate

tid for 10 days
Time: not specified

Place: 12 medical centers in US, private practice and academic centers

Inclusion:

1.Age: 1-15yr

2.aom

3.intact eardrums

4.>=10kg

Exclusion:

1.perforated tm

2.chronic om

3.no symptoms

4.ab within 14d

5.long acting pcn within 6 wk

6.tx with carbamazepine, ergotamine or digitalis

7.malabsorption

8.mononucleosis

9.renal, hepatic,heart disease

10.pregnant


Age:

Range: 1-15yr

Otitis prone:

Not addressed

N=677

N1=341 short-term

N2=336 long-term
Clinical evaluations at entry, days 4, 11, 18, and 30.

Failure defined as no change or worsening of signs or symptoms from baseline or necessity for further ab therapy or discontinuation of study drug due to side effects.

Relapse defined as satisfactory clinical response at day 11 with return of signs or symptoms or required additional ab therapy day 15-30.
                  Short-term  Long-term

Failure

Day 11    35/280(12%)   33/273(12%)

Day 30    70/264(27%)   74/257(29%)

Side effects

Any        30/340( 9%)   103/334(31%)

Skin         1/340( 0%)       8/334( 2%)

CNS        4/340( 1%)       4/334( 1%)

GI-all     27/340( 8%)     96/334(29%)

Diarr        8/340( 2%)     54/334(16%)

Abdpain  7/340( 2%)      15/334( 4%)

Lstool     6/340( 2%)       14/334( 4%)

Vomit      5/340(1.5%)    23/334( 7%)

Nausea   2/340( 1%)       9/334( 3%)

Clinically significant, possible treatment-related lab test abnormality

Any         18/305( 6%)   21/321( 7%)

Liver         4/305( 1%)     3/321( 1%)

DecWBC  4/305( 1%)     2/321( 1%)

IncWBC    0/305( 0%)    1/321( 0%)

DecRBC   0/305( 0%)    1/321( 0%)

IncEos      2/305( 1%)    2/321( 1%)

DecNeut   8/305( 3%)   11/321( 3%)

DecGluc   0/305( 0%)     1/321( 0%)

DecHem   0/305( 0%)     1/321( 0%)  
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Meistrup-Larsen

1983


RandomizedDouble-blind  controlled trial

Jadad's quality score (0-5): 3

[1,1,0,0,1]

Number of components addressed in defining AOM (0-3): 2

[0,1,1]


Two versus 7 days penicillin therapy
Time:11/80-5/81

Place: Copenhagen, Denmark, initially general practice  home visits 

Inclusion:

1.Age: 1-10yrs

2.aom

3.earache for 1-48hr

Exclusion:

1.ASA but no other rx

2.Ab within 1 mo

3.Aom within 1mo

4.chronic om

5.secretory om within 1 yr

6.concurrent infection 

7.allergic to ab
Age:

Mean=4.5yr

Otitis prone:

Not addressed.

N=95 total

N1=46 short-term

N2=49 long-term
Clinical evaluations at 1-2 day, 3-7 day, and 8-14 days.

Satisfactory course:

1.not crying from pain after d1

2.analgesics unnecessary after d1

3.no otitis symptoms after d2

4.otorrhea<6d

5.no contralateral otitis during 1st wk


               Short-term   Long-term

Unsatisfactory d14

             13/46(28%)     7/49(14%)

Contralateral otitis

D1-2       6/45(13%)     2/48( 4%)

D3-7       2/45( 4%)      5/48(10%)

D8-14     1/45( 2%)      1/48( 2%)

Myringotomy

D1-2       0/45( 0%)      1/48( 2%)

D3-7       0/45( 0%)      1/48( 2%)

D8-14     0/45( 0%)      0/48( 2%)

Spontaneous perforation

D1-2     6/45(13%)     0/48( 0%)

D3-7     2/45( 4%)      2/48( 4%)

D8-14   1/45( 2%)      1/48( 2%)

Required amox after 1st wk

            4/45( 9%)      2/48( 4%)

Relapse

            5/45(11%)     3/48( 6%)

Abnormal tympanogram at d14

            9/38(24%)    9/39(23%)  
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Pestalozza

1992


Randomized trial

Jadad's quality score (0-5): 1

[1,0,0,0,0]

Number of components addressed in defining AOM (0-3): 1

[0,0,1]
Once daily for 3 days azithromycin versus 

bid 10 days amoxycillin/clavulanic acid
Time: not specified

Place: Italy, day hospital or outpatient

Inclusion:

1.Age: 11mo-9 yrs

2.aom

Exclusion:

1.sensitive to macrolides or beta-lactams

2.ab within 1 mo
Age:

Mean=3yr

Otitis prone: 

Not addressed

N=30 total

N1=15 short-term

N2=15 long-term
Clinical outcome (cured versus improved versus failed)  on day 3-5, day 12-14 and day 30.
                 Short-term   Long-term

[no failures in either group at all time points]

Not cured (improved only)

3-5d         11/15(73%)   15/15(100%)

12-14d       1/15(  7%)     9/15(60%)        30d            1/15(  7%)     2/15(13%)          

2800

Ploussard

1984


Randomized open label trial

Jadad's quality score (0-5): 3

[1,0,1,1,0]

Number of components addressed in defining AOM (0-3): 1

[1,0,0]
Oral doses of cefaclor, 40mg/kg/day for 5 days

Versus

Oral doses of amoxicillin, 40mg/kg/day for 10 days
Time:  not specified

Place: not specified

Inclusion:

1.5mo-5yr

2.aom

Exclusion:

1.allergy

2.renal disease

3.hepatic disease

4.significant underlying disease

5.antibiotic within 3 d

6.concurrent infection

7.B strep,gpA


Age:

84% <2yr

16% >=2yr

Otitis prone:

Not addressed

N=60

N1=30

N2=30
Unsatisfactory clinical outcome defined as no improvement of signs and symptoms, as soon as after d3 of therapy

Recurrence: signs and symptoms returned within 16 d after therapy end
             Cefaclor        Amoxicillin

Overall unsatisfactory outcome

              0/27 (0%)     4 /29 (14%)

Recurrence

              2/27 (7%)     0/29 (0%)

Unsatisfactory outcome by pathogen

S. pneumoniae

             0/14  (0%)     0/13 (0%)

H.Flu

             0/  3 (0%)      0/  3 (0%)

Sterile culture

             0/  3 (0%)      0/  5 (0%)
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Principi

1995


Randomized open label trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 1

[0,0,1]
Once-daily for 3 days azithromycin versus 

tid for 10 days amoxicillin/clavulanic acid
Time: not specified

Place: 8 countries: Brazil, Chile, Germany, Italy, Korea, Spain, Turkey and Venezuela; inpatient or outpatient.

Inclusion:

1.Age: 6mo-12yrs

2.acute or recurrent om

Exclusion:

1.terminal illness

2.ab within 2 wks

3.prior rx with azithromycin

4.allergic to ab

5.concurrent infection

6.concurrent ergotamine, carbamazepine or digitalis
Age:

25% <2yr

75% >=2yr

Otitis prone:

10% recurrent episode

90% acute episode

N=413 total

N1=215 short-term

N2=198 long-term
Cured, improved, failed and relapsed at 10-14 days;

Failed defined as no change or worsening of pretreatment signs and symptoms

Bacteriological responses
                    Short-term Long-term

Failed at 10-14d, AOM subjects

               16/203( 8%)   11/182(  6%)

Failed at 10-14d, Recurrent subjects 

                0/ 12 (  0%)    1/  16 (  6%)

Failed at 10-14d all subjects

Total          16/215( 7%)  12/198(  6%)

<2yr           11/ 61(18%)    5/ 49(10%)

>=2yr          5/154( 3%)     7/149( 5%)

no perf tm 11/185( 6%)     8/174( 5%)

perf tm        2/  27( 7%)     2/  22( 9%)      

Not cured (failed+improved) at 10-14d

Total        32/215(15%)   53/198(27%)

<2yr        15/   61(25%)  19/  49(39%)

>=2yr      17/154(11%)   34/149(23%)

Persistence of pathogens

Total          2/  31 ( 6%)     1/  26 ( 4%)

Patients experiencing adverse effects 

Total        14/243 (6%)   20/204 (10%)   

<2yr           2/  64 (3%)    4/   58(  7%)

>=2yr       12/179 (7%)   16/146(11%)

Adverse effects

GI          11/243(5%)  24/140(10%)

Diarrhea  4/243(2%)  13/240(5%)

Vomit       2/243(1%)    7/240(3%)

Rash       1/243(.4%)   1/240(.4%)
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Puczynski

1987


Randomized double-blind trial

Jadad's quality score (0-5): 3

[1,1,1,0,0]

Number of components addressed in defining AOM (0-3): 2

[1,0,1]
Single dose of amoxicillin  (100mg/kg) followed by 10 day placebo versus 

first dose placebo followed by 10 day amoxicillin (4/mg/kg/d, tid)
Time: 5/84-2/85

Place: Chicago; setting not specified

Inclusion:

1.Age : >2yrs (upper limit not specified)

2.aom

Exclusion:

1.allergic to ab

2.ab within 21 days

3.perforation of tm

4.aom within 1 wk

5.chronic om

6.concurrent infection
Age:

100% >2yr

Otitis prone:

Not addressed

N=17 total

N1=10 long term

N2=7   single dose


Clinical assessment at 48-72 hrs, 10-14 days.

Failure defined as no clinical improvement at 48-72h and changed antibiotic therapy.


                  Single dose Long-term

Failures      3/7(43%)     0/10( 0%)

1758

Rodriguez

1996


Randomized open label trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed in defining AOM (0-3): 0

[0,0,0]
Azithromycin (once daily for 3 days) 

versus cefaclor (tid for 10 days)
Time: Not specified

Place: Guatemala; setting not specified

Inclusion:

1.Age: 6mo-13yrs

2.aom

Exclusion:

1.chronic om

2.perforated tm

3.terminal illness

4.malabsorption

5.concurrent infection

6.cytochrome p450 meds

7.allergic to ab

8.ab within 72 hr

9.investigational drug within 1 mo
Age:

Mean=4yr

Otitis prone:

Not addressed.

N=259 total

N1=125 short term

N2=134 long term
Clinical response at day 10-14 and at 25-30 (optional).

Failure defined as no disappearance or worsening of pretreatment signs and symptoms.
               Short-term  Long-term

Failure at 10-14days

10-14d    2/114( 2%)   4/120( 3%)

25-30d    1/  32( 3%)   5/  36(14%)

Adverse effects at 10-14 d

Diarrhea  1/125( 1%)   7/134( 5%)

Nausea   3/125( 2%)   0/134( 0%)

AbdPain  1/125( 1%)   0/134( 0%)

Enteritis  1/125( 1%)   0/134( 0%)

Rash       0/125( 0%)   1/134( 1%)

Total       6/125( 5%)   8/134( 6%)



Evidence Table 5 (Continued)
Author

Year


Study

Design And

Quality
Intervention
Time/Place

Inclusion/Exclusion

Criteria
Influencing Factors and 

Sample Size
Outcomes
Findings

2453

Rubenstein

1965


Randomized open study

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed

in defining AOM (0-3): 0

[0,0,0]
Gp1:

Bicillin (=benzathine PCN G plus procaine PCN G plus potassium PCN G)

Gp2:

Bicillin+pseudoephedrine

Gp3:

Bicillin+triple sulfonamide

Gp4:

Bicillin+ triple sulfonamide+  pseudoephedrine

Gp5:

Tetracycline

Gp6:

Tetracycline+ pseudoephedrine


Time: 11/63-4/64

Place: Pediatric outpatient clinic at Mayo, Rochester, Minnesota

Inclusion:

1.Age: <15yr (lower limit not specified)

2.aom

Exclusion:

1.history of drug reaction

2.viral exanthem

3.chronic om

4.secretory otitis
Age:

48% <=2yr

52% >2yr

Otitis prone:

Not addressed.

N=462 evaluable 

N1=79

N2=77

N3=79

N4=70

N5=78

N6=79
Clinical outcomes at 2 wk exam or contacted by phone or letter.

Failure defined as signs and symptoms of aom persisted sufficiently to require a change in antimicrobial regimen within 2 wks after initiation of therapy.
Failure at 2 wk

   Gp1   Gp2   Gp3   Gp4    Gp5   Gp6        

   4/79   5/77   1/79   3/70  10/78  6/79

   (5%)  (7%)  (1%)  (4%)  (13%)  (8%)

Adverse reactions

Total

   0/79   0/77   3/79   0/70  7/78   0/79

   (0%)  (0%)  (4%)  (0%)  (9%)  (0%)  

Diarrhea

   0/79   0/77   1/79   0/70  5/78   0/79

   (0%)  (0%)  (1%)  (0%)  (6%)  (0%)

Vomiting

   0/79   0/77   0/79   0/70  1/78   0/79

   (0%)  (0%)  (0%)  (0%)  (1%)  (0%)

Rash

   0/79   0/77   2/79   0/70  1/78   0/79

   (0%)  (0%)  (3%)  (0%)  (1%)  (0%)
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Schaad

1993


Randomized trial

Jadad's quality score (0-5): 2

[1,0,1,0,0]

Number of components addressed

in defining AOM (0-3): 0

[0,0,0]
Azithromycin (single daily dose for 3 days) 

versus 

co-amoxiclav (tid for 10 days)
Time: not specified

Place: Switzerland, setting not specified

Inclusion:

1.Age:0.5-10.2 yrs

2.aom

Exclusion:

1.other investigational drug within 4 wk

2.ab within 2 wk

3.allergic to ab

4.malabsorption
Age:

7.5% <2yr

92.5% >=2yr

Otitis prone:

Not addressed

N=389 total

N1=197 azithromycin

N2=192 Co-amoxiclav
Clinical response in terms of cured, failed, relapsed at day 12-16.

Incidence and severity of side effects.
               Azithromycin   Co-amoxi.

Failed at 7-20d

.6-10y     6/192 (3%)    1/189 (0.5%)

<2yr        0/  14 (0%)    0/  14 ( 0%)

>=2yr      6/178 (3%)    1/175 (0.6%)

Failed or relapse at 7-20d

.6-10y   12/192 (  6%)   5/189 (  3%)

<2yr        2/  14 (14%)   2/  14 (14%)

Adverse effects, .12-16d(?)

Rash      5/197 (3%)    7/192 (  4%)

GI         15/197(8%)   36/192 (19%)

General  6/197(3%)     1/192 (0.5%)

Pts        23/197(12%)  43/192 (22%)



2465

Simon

1997


Randomized double-blind trial

Jadad's quality score (0-5): 2

[1,1,0,0,0]

Number of components addressed

in defining AOM (0-3): 1

[1,0,0]
Five-day 

Versus

10-day Ceftibuten (9mg/kg/d)
Time:unspecified

Place: Kentucky, pediatric private practice

Inclusion:

1.Age: 6m-14yr

2.aom

Exclusion: 

1.allergic to ab
Age:

Mean=3.7yr

Otitis prone:

Not addressed

N=232 total

N1= 99 5-day

N2=133 10-day
Clinical outcomes at day 14

Failure defined as persistent otitis media at time of evaluation.

Recurrence defined as complete resolution of symptoms at day 14 but reappearance of om within the next month.
                    5-day          10-day

Failure, day 14

              22/99(22%)     3/133( 2%)

Recurrence, day 14

              14/99(14%)    11/133( 8%)

Persistence of serous fluid

              27/99(27%)    37/133(28%)
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Stickler

1967
Randomized controlled trial

Jadad’s quality score

(0-5): 3

[1,0,1,1,0]

Number of components addressed in defining 

AOM (0-3): 0

[0,0,0]
Gp1

Penicillin

Gp2

Penicillin and antihistamine 

Gp3

Penicillin and triple sulfonamides

Gp4

Penicillin, triple sulfonamidesand antihistamine


Time: unspecified

Place: Rochester, MN, pediatric outpatient clinic 

Inclusion:

1.age<15yr (lower limit not specified)

2.aom

Exclusion:

1.history of drug reaction

2.concurrent viral exanthem

3.chronic om

4.history of secretory om

5.febrile child whose crying associated with suffusion of the drum


Age: 

45% <=2yr

55% > 2yr

Otitis prone:

Not addressed

N=514 pts

N1=137

N2=122

N3=127

N4=128


Treatment failure evaluated at 2 wk;

Histories recalled for recurrence or complications 2mo after last subject enrolled.

Failure defined as signs and symptoms of AOM persisted long enough to require a change in antimicrobial regimen within 2 wks after therapy was initiated


         Gp1      Gp2      Gp3       Gp4

Treatment failure at 2wk

       8/137     3/122     5/127    1/128

          6%        2%        4%       0.8%

Recurrence within 1mo

       2/137     4/122      2/127    4/128

          1%        3%         2%         3%

Minimal hearing loss at 2wk, age>3yr

       2/ 29      7/ 40       4/ 32      4/36

         7%        18%        12%      11%

Marked hearing loss(>=40db) at 2wk,

Age>3yr

        2/ 29     1/ 40       0/ 32      0/36

          7%        2%         0%         0%

Mastoiditis or meningitis at 2wk:

               None in any group.
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Varsano

1988


Randomized double-blind trial

Jadad's quality score (0-5): 4

[1,1,1,0,1]

Number of components addressed

in defining AOM (0-3): 2

[1,0,1]
Single intramuscular dose of ceftriaxone versus 

7-day amoxicillin
Time:Not specified

Place:Israel, walkin clinic of pediatric emergency walk-in clinic

Inclusion:

1.Age: 6ms-8yrs

2.aom

Exclusion:

1.aom in prior month

2.ab within 2 wk

3.perforated tm

4.cleft lip

5.immunodeficient

6.allergic to ab
Age:

Mean=2yr

Otitis prone:

58%>2 prior episodes

15%<2 prior episodes

27% no prior episodes

N=52 total

N1=27 ceftriaxone

N2=25 amoxicillin
Rate of acute symptom resolution and incidence of recurrence during first month

Early failure defined as persistence or recurrence of fever and/or pain, associated with otoscopic signs at first 10 d.

Late failure defined similarly at 10-30 days


            Ceftriaxone  Amoxicillin

Treatment failure at 1wk

              4/22(18%)    3/22(14%)

Recurrence at 1mo

              2/18(11%)    2/15(13%)
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Varsano

1997


Randomized trial

Jadad's quality score (0-5): 3

[1,0,1,1,0]

Number of components addressed

in defining AOM (0-3): 2

[1,0,1]
Single im injection of  ceftriaxone 

Versus

tid for 10 days of amoxicillin clavulanate 
Time: 11/92-4/93 and 

          11/93-4/94

Place: Israel, pediatric emergency room and primary care clinics

Inclusion:

1.Age: 4mo-6yr

2.aom

Exclusion:

1.aom within 1mo

2.Ab within 2 wks

3.perforation of tm

4.PE tubes

5.craniofacial abnormality

6.immunodeficient

7.allergic to ab


Age:

Mean=2.7yr

Otitis prone:

13% >=3 episodes during preceding 6 mos or >=4 episodes during past 12mos.

87% otherwise

N=227 total

N1=115 ceftriaxone

N2=112 amox/clav
Clinical assessment at 3, 11, 30, 60, and 90 days after initiation of therapy

Failure defined as persistence or recurrence of aom-related symptoms within 11 days of initiation of therapy.

Relapse defined as initial resolution of symptoms and their reappearance on days 12-30.

Recurrence defined as resolution of symptoms within the first 11 days of onset of treatment and their reappearance on days 31-90.


                   Ceftriaxone   Amox/Clav

                   Single im           10-d

Failure at 11th day

                  5/109( 5%)     5/106( 5%)

Relapses at 12-30 days

                11/104(11%)  11/101(11%)

Recurrence at 31-90 days

                11/  81(14%)  25/ 84(30%) 

Adverse events 

Diar          3/109( 3%)     17/106(16%)

Vomit       1/109( 1%)     12/106(11%)

Mean otoscopy scores for various time points were compared between the two groups and no significant differences were reported.
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