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iotics for treating lower

SUMMARY OF FINDINGS FOR THE MAIN COMPARISON [Eepluarion]

Patient oc population: chidren with ower urinary tact nfecton
Settings: outpatient or emergency departments

Intervention: singiz-dose

Comparison: short-course {3-7 days)

Persistent bacteriuria
Follow-up: 1-7 days
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BACKGROUND
i infecion (UTD sor
; ehil

infecion in infants under :hm months (Scanley 2005).Infection

OBJECTIVES

This review aimed 10 summarise the benefits and harms of an-

presen UTH in children.
screening; non-systemic symptoms and infecrion limited to the
e and bixdder eyt o lover UTY:
METHODS
Lower UT1 isthe mose commonly presenting and in the majoricy
of e an be casly e with  cous of anibioi therapy
yyoung  Criteria for tudies for this review

spealic symptoms making i diffculc to diagnose s eihe lower

o upper UTI, wheteas lder children present with more specific  Types of studies

complaints sch 1 dysura o fiequency. The progaosi of lawer
UTl in childhood is

Al randomised controlled uials (RCT) and quasi-RCTs (RCTs

UTH, cenal scarring and vesicourereic relux VUR s unces
f lower UTI

by aliernaron, e
of dtemare medical ccards. dte of irth or other retic

4 e id decis

Current practice and
are nos underpinned by srong evidence and are lagely the resul
of clinical judgment and the biological plausibility of furure kid-
ney damage.

he number of infants

b "
studies eund'\mcd i ;enandaly and tamly teferral centesand

methods)
i chikden. The it period of randomised ross-ove sudics was
also inchided.

Types of participants

Inclusion eriteria

o G 15y

deq
care population fm- o very e papultion baed dte, of
robust quality, exises. OF the population-based studies available,
variable incidence rates, ranging From approximaely 0.196 (Mossi
1955) 10 39 (Winberg 1574) have been presented. The cumula-

59 and 12% (Coulchard 1997; Hellswrorn 1221,

A number ials h il with
Tower UTs; however thereis mlh:rag«m:m on the most effec-
tive agent, nor the oprimal dosage. This review sims (o evaluste

UT fat least one cul pahogen Qatesil
bt > 105 eflmt) i chid wih i e o ettt UT!
and who had at lexst one localised symprom of UTI (such as
dysuria o frequency) teeated with amiblotis i primary snd
community health care sesings or an outpatient depirement
were included.

© Studies that primarily included chitdren with acute

s (ac Jeure of 3

X

(bacteril cufrure > 10 /L in a chid with a least one

symprom ar sign of systemic llness sch s fver, oin pain (or

lank pin) o toxicy and addidonal disgniccteria s
wete

UTI by investigaring the alleviacion of symptoms and persistence
of bacteriuria following reatment, recurtent sympromatic UTI
and senal parenchymal damage.

An existing Cochranc review investigates antibiotic cherapy for

feveris
conoecsal one fo the purpores o his edew we have
excluded childeen who present with fever in an efort to
differentiare berween children with lower UTT and those with

pyclonephits.
+ Chidren found to have renal sbnormaliis during the
study however i they b

UTTin children (Michaet 2053). The lacter concluded that a 2-
4 day course of oral ancibiotics appears t0 be as effective 2s 7-14
dapin oo over o UT) i hiden, T -

ing th ingle-de d d
antimicrobial mmw for ehibood UTL Thisreview prosides
Ay on the duration

bad
priar 1 the study they were excluded. We included childeen with
Tow grade (1:2) refux.

» Studicsincluding patients with lower UTE and either upper
UT or covert bacteriuria were included i the dsc for the
parients with lower UTI could be extracted separacely, otherwise
these studies were excluded. Any urine collection method was

bfe. includi don pad or bag, lean-csich

mechod, catherer or supra-pubic aspicarion.

Exclusion eriteria
« Children hospiralsed fo  condidion o elced 0 UTI.

o Ch

o UTI
o ignsof syt s (nloin fvt i p:m. wriciy)-

o Clildren with covert bacteriuria (ao-symptor

« Children with pre-cvsting renal bremaliosor koo
anderlying renal conditions including high grade (3-4) VUR,
‘nephrotic syndrome and neurogeni bladder).

« Children seceiving prophylactic andibiosics for UTI.

« Clhildren seceiving andbiories for any odhes condicion,

« Immunosuppressed childeen.

Types of interventions
o Antibiotic cherapy (standard course) versus placebo. no
N ; . . i

theaapy.
« Single-dosc {or single-day therapy) versus standard dose.
« Mode of administration (oral, intravenous or
intramuseulzr)

Types of outcome measures

« Persiscens symproms at completion of reatment,

« Persisten, significant bacteriria (> 109 cfufml} at
completion of treatment

+ Combinations of persistent bacteriuria (» 10° cfufmL) and
symproms at completion of rearment.

‘« Recurreat sympromaric UTI following treatment.

» Sympromatic re-inficrion following trearment.

« Any renal parenchymal damage an DMSA, four o six
months following UTI.

» Compliance.

o Adverse events,

« Development of resistant organisms.

o Any changes o antibioric regimen.

Search methods for identification of studies

Electronic searches

1. Quarterly searches of the Cochrane Central Register of
Controlled Teals CENTRAL:
2. Weekly scarches of MEDLINE OVID SP;
ing of renal-refated journals &
of major renal conferences
4. Searching of the curent year of EMBASE OVID P
5. Weekly curcent awareness aleris for selected senal-jousnals;
6. Scarches of the Internarional Clinical Trals Register
(ICTRP) Search Porcal & Clinical Teials.gov
) e bl
jes for CENTRAL, MEDLINE.
‘on the scope of the Cochrane Renal Group. Devails of these strate-
gies s well as a list of handsearched journals, conference pro-
ceedings and current avareness dlers are available i che 'Spe-
cilised Register’ scction of informaion zbout the Coshrane
Renai Group.

Searching other resources

 Reference Jists of nephrology textbooks, review ardicles and
selevant studies.

« Letters secking information abour unpublished or
incomplete studies to investigators kown to be involved in
previous studies.

Data collection and analysis

Sclection of studies.
The search scrarcgy described was used (o obesin tdes and 2be
ssracss of studies relevant o the review. The sitdes and abstracrs

which ssudics satisfed the inclusion crietia.

Data extraction and management

Data cxtraction was carried out independently by the same au-

shors using sandard dars extraction forms. Studies reported in
on-English o b

Whete more than one publication of one study exsced, reports

st i, An dscganey boves bl vndons was 0

3 “in-
terventions for covert bacteriuria in children” (Fiszgeratd 201
We searched the following dasbases 0 vdmufy refevant studics,

be highli dration with
a -I\..a au(hun

risk of bias in included studies

Full details of ported in Appendi
We scarched the Cochrane Renal Groups Specilised Regier
(May 2012) through contact with the Teials' Search Co-ordinatar
using search terms refevant 1 dhis review,

The Cc s ialis

“The following tems were independenly assessed by two auhors

identified from:

(election biss)?
+ Wi locnion sdequncly coeeste Geecion bt

Wiley & Sons Led.
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« Was knowledge of the allacated interventions adequately
prevented during the study (detection bias}?
Pacticipants and personnel
© Quicome assessors.

» Were incomplece outcome dara adequarely addressed
(actrition bias)?

o Are repors of the study free of suggestion ofselctive
ourcome reporting (repmtin; biz?

Data synthesis
Data was pooled using the randonvelleets model,

Subgroup mzlyxu and investigation of heterogenelty

o explore herero-
senciy (e, panicipanss, ntevensions and swudy quialiy). Hece
rogncioy smong paripans auk b rcd o s and rel

* Was the study ly
puticaca ko biss

Measures of treatment effect

For dichotomous outcomes (.5, symprom resolution, persistenc
bacteruria, securent infection) results were expressed 15 isk rario
(RR) with 95% confidence intervals (C). No conrinsous scales
of measurement were used in the review.

Dealing with missing data

Any farther informarion required from the original author was

q
obained in this manner was included in the review

Assessment of heterogeneity

Hexerogencity was analysed using 3 Chi test on N-1 degrecs of

freedom (df), wich an alpha of .03 used for statisical significance

and with the 1 tes (Figgins 2003). ¥ valucs of 25%, 50% and
5 ded 5

paholog:. Hereroge d be relaced (o prior
agent(s) used and the agent, dose and dumxmn of therapy. Older
and newer manuscripts evaluasing the same antibiotic was also
analysed as a subgroup. Subgroup analyses were also used 1o ex-
plore pacdiaic sub-populatians (infans. toddlers, children and
adolescen groups).

: under one year of age

one 10 undes three years of age

« Children: three o under 12 years of age

« dolescents: owelve to 18 years of ge

RESULTS

Description of studies

Reslcs of the search

ity

Assessment of reporting biases

After c\alualmg e ciles and 2bstracts we excluded 1823 ari-
b dhey et s RCT, el g, or dm
ol

aaining 493 sudies were :vzhured vmh a furzhcr 393 m-xnd«L

1f possible, Funnel plats were to be used
existence of small study bias (Higgins 2031).

leavin

scudies mes out inclusion criteria (Figore 1),

Figure 1, Study fiow diagram show study selection process

MEDUNE 352 | [ceNTRaumongsearching 232 | [Rensiregisizn69 | [EMBasE: 1163
[ [ I ]

Total number 3t rxports: 2916

= e
L

383
popuiation of Inferventon

Fulbtz review: 100

E e regarts 64
Hot RCT, wrang population of Interveniion

—muaea swses: 16

Included studies

The 61 e enrclled 11

4ged berween ewo s and 19 yers. Mot were publshed be.
ween 1981 and 1991, with two studies published berween 1999
and 2001 The median sample sae vas 49 patis (rae: 2 1
264), fl0

(37 days) with comventional 10-day courses using different an-
sibiotics.

« €56 1991 compared 3-day pivmecillinam (2040 mgkg/d
in two doses) with 10-day sulfamerhizole (40-80 mg/kg/d in two
doses).

» Fielin 1985 campzkd}vday w:phalﬁm (2550 mg/kg/d in

5 cflmL ing UTI

: g
Tio studics compared single-dose antibiotics with shortcourse
(67 day) anibiotics.

wood 1988 compared a single incramuscular

o Lidefek 1991 compared single-dose simeshoprim (FMP)
(6 mgfkg) with a five-day course of TMP (3 mg/kg, twice daily).

venrional 10-day courses.
« Four sudies (hvnes 1985; Fine 19853 Shapi
mpaced single-dose amoxicilin (1-3 g) wids Wday
Min {125-500 mg, thrice daily).
o Komasoski 1995 compared single intramuscular
eefiriaxone (50 mg/kg) with 10-dsy TMP-sulfamethexazole
TMPSMX) (65 gl rice dly.

4 mp/ke/d in owo or
three dose

o Mimik 1955 dministered amtbiosics o which the colured
organisin was suseeptible and treated three groups with three,
ive and 10 days of anibiorics. The daza for the 3-day group
were included in the analyses.

» Khan 1983 administered a range of antibiotics ar random
including ampicilin,sulfisoxazole and cephalexin in
conventianal deses given orally four tiaes 2 day and campared
3day treacmen vith 10-day seament.

identified nine sudies (CSG 1991 Gandeesols 1992, Helin
19513 jahnson 1993 Korberg 1934 Lohr 1931; Madsigal 1958
czen 1979 Zaki 1986). We have o included these com-
parisons, however CSG Y991 was included in both reviews s this

o Wilien 1 ingle-dose i i
e 75 myk;) with mmy o 150 mg/kyd in
Tour divided doses)

ferent anvibiotics.
Two scudis compared different 10-day regimens.
Al 200t compared TMP (mosotherapy) with TMP-

We identified foue studies comparing shore duration antibiorics  SMX.
i " 0
L Ltd.
‘o MalahZalie: 1984 compared cefadrosl (25 mg/kg.onee o Included ehildeen with pyelonephrici (18) Figure3, review authors’j of bias item for each included
dily) with (50 mgkg/d in four divided d o included children with both pre-exi s and study.

One study compared single-dose regimens.
 Pritcips 1959 compared oral fosfoms
with imramuscular neclmicin (5 mgfkg).

99 (published anly 25 an sbaacd, children were

tromesmol (2 g)

In Sanc

pydmp!mm @

o Included pmpl\ylamcam
» Reparted in 2 Cochrane review comparing long and shor
duu\im am‘xbimin (M.u‘-;&l 2033) (‘))

randomised

ly proven UTI {1)
were asigned 1o one group

clavulanic acid, cephalixin, TMP or le at standard

doses for seven days.

Excluded studies
We excluded 84 aricles.
* Not RCT (6)
« Included children with pre-existing renal abnormalicies (10)

pas
mmy:kd ‘with the other suggesting non-random allocation (1)
o Four articles were excluded for other reasons (4) sec
haeacieriuics of eveluded svdics)

Risk of bias
See Figure 2 an

included studies

e 3,

Figure 2. Risk of bias graph: review authors' judgements about each risk of bias item presented as
percentages across all included scudies.

Random sequencs generation {selaction biasy
Allosation concealment (setection hias)
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Allocation

Random sequence generaton

 Sanchez 1990 vas presented in an abstrace and it was ot
dlear whether patients were analysed in gronps to which they
were randomised.

+ Inthe rmaining eght sudics, l patients were analysed in

T  sudics eported uing rndoms numbers s to ynemca
1988 Wallon

was quas-andoniied usog aernaton (Khan 1981), CSG 1991

ens in each.

cach of the ten parcicpating sqm:mn. No decils sbou the
way the blod was pesformed 4. The

eroups they

Selective reporting
Mest srudies reported all planned ourcomes. Komorodd 199
repored e snd ecurence, b ot 2 formt sl e

remaining 12 susdies did not report the randomisation merhod.

Allocation concealment
“The quality of aflocacion conceslment was very poor, CSG 1951
which by the man-

ion for s review: Sencher 1990 ws published only
453 absract and it was not clear whether all planned outcomes
were eporced.

Effects of interventions.

ufacrurer of the study drug. “The remsinin 15 sudis A nex
report alocation concealmen.

Blinding
“The quality of binding was alo very poor. Shapiro 19%5 re-
ported blinding both patients and physicians; Akmed 2001 re-
ported blinding of the investigator; and Kemorosks 1999 was re-

ract infecion in children: Summary of findings 2 Single-dosc
e connetional 10-day i reament o exuny e

uexlmp(m\ it ,r.».m mmexl\.vgmm-\suhun»q}mum!z fo
" i i Summacy e(

“The remaining 13 studies did not repore-
ing blinding.

Incomplete autcome data
In two studies it appeared that children were randomised to treat-
‘ment before inclusion and exclusion critetia were applied

o CSC 1991: 26% of children randomised were ost o
follow-up for a varery o seasons including ot folfling

Ausion criterias Crcomimued

did not have repear urine cultures within the allocared time.
Ninezeen b chis

-y sonpi
ower vy s cion i e Sumary o€ g &
Singfe-dose fosfompcin versus singie-dose nedlmicin for treating
fower sinsry tract infection in children

Persistent bacteriuria at completion of treatment

Fourtcen ssudies reported outcomes for persistent bactesiuria 3t
completion of teeatment: ive studics completcd follow-up urine
culures becween two and Fe s 30 one sudy compleed

were excluded
they were
berween proups.
* Komaroski 1999: 37% of the children randomised were.

lost 10 ollow-up. Some urine culues showed no significant
growth same urine samples were subject to laboratory or
procedural ersors: and some children did nos recurn for fllow-
up asessments.

 Ahaned 2007 reporeed that only 52% of randomised
s e, e o sion v v
otber studies repored fosss to fellow-up offess than
9t

1010 30 days.

Single-dose versus conventiona) |0-dsy treatment

Comveional 10-day aibioc vemen sigficanty mﬂuwd
Persistent
single-dose rreatment (Analysis 1.1 (medvuyllx ch1dm) RR

vl 2]

There vas v significans diffence i perisient baceiuria be-

TMP (10 days) versus THP-SMX (10 days)
There was no sigaificant difference berween 10-day TMP creat-

23 <2amdm, 145 children): RR 130, 95% C10.65 (0 262 11 =
30%).

ys)
treaement
“There was no significant difference in persistent bacteriuria be-
aween short-course and long-course amtibioric neatment in three
suadies (nalyss 3,1 (3 studies, 265 children); RR 109, 95% C1
067 10 1.76; 1 = 0%).

Head-to-head studies

Thaewee o significanc diffecences in perssteot bacteriuria be-

e days) versus TMP-SMX (10 days) (Snalysis 4.8
(1 study. 59 children): RR 1.93, 95% C1 0.38 109.70
o cefadvosi (10 days) versus ampicilin (10 days) (nalysis
5.1 (1 study. 32 children): RR 033, 95% C1 0.01 1o 7.62)s and
* fosfomycin (single-dose) versus neilmicin (single-dose)
{Acalysis .1 {1 study, 135 children): RR 3.15, 95% CI 0.26 10

156}

Sanchez 1990 randomised children o one of five ancibiotics:
amricilin: amosicilin + clavulanic acids cephalexini TMP; or
co-trimosasole. Because of the small number of paricipants in

{1 or 2) this data was unable 10 be included in meta-analyses.
Following treatment, the number of children free of bacteriuria
in each group were 415 children who received amesicillin,

chilrn o ivd smoicln ki i 28 circn

with 10-day TMP-SMX treaument (Arwlysis 4.2
(1 study, 59 chidren): RR 4,84, 95% CI 0.4 10 96.60) where 2/
30 of the TP group had persiscent symproms compared with 0/
29 of the TMP-SMX group (Abimed 2001).

Cefadroxl (10 days) versus ampiciiiin (10 days)

There was no significant difference in persistent symptoms be-

ween 10-day cefadoxil treasment compared with 10-day ampi-

cillin treatment (Asalysis 5.2 {1 study, 32 children): RR 0.33,

95% C1 001 10 7.62) where /16 of the cefadroxi group had
ith 116 i

(S i 1969,

Recurrent symptomatic UTI following treatment

Ten studies reported ouscomes for recumence (with the same or-
ganism) following treasment for the inital infection: five studies
reported recusrences within: one month of antibiotic weament;
fous suudics reported recurrences between one and three morths

atany time with  mean rime of ighe months.

Single-ose versus short-course (37 days) ereacment
Th enifcanedil ! |

with shore-course (3-7 days) trearment (Analysic 2.2 €2 studies,
145 children): R 1.50, 959% CI 0.43 1o 5.26; 11 = 29%), where
11175 (15%) of the single-dose had recurrence compared with 7/
70 (1038) of the short-course group.

P and 2/
9 children who received w-mmmmh

Persistent symptorne ¢ complstion of reatment
outcomesfor porss l'ollow-

ingle ional 10-day treatment

compared o conventional §0-day westment (Analyss 1.3 Q2 stud-
ies, 79 children): RR 1.38, 95% C10.55 10 3.50: 13 = 096), where
944 (2256 of the single-dose group hid recarat sympromaic
un

m«a o For Al snbios compaons 208 dors
ions

Single-dose versus eonventional 10-day treatment

compared with conventional 10-day treatment (Analysis 1.2 (1
sudy 30 children: Rkﬂ zv‘ 95% C1 0.03 10 250) where 1/16

in che 10-day group.

Shart-course (37 days) versus long-course (7-10 days)
treatment
Ther was o sgrfian: difference boseen shortcouse et

stad

ic5, 328 children): RR 125, 95% Ci 0.74 10 2.13; 1 » 09,
Al four studies compared 3-day (o 10-day treatment, OF these
fourstudics, 251163 ns%) of the short-course group hid recur-

thelong
3914 of e 10y gmup (rm 1985, course group.
. v " i
ey & Som, Led. . st
Head-to-head seudies in the single-dose treaiment group compared to 60% in the 10- injecti poredintwo  tion of Ahmed 2091 (i wpare 10-day

There were no significanc differences in recurrent sympromatic
uTi b«wecn‘

day trexsment group. Non-resuming patients often reguired sev-
eral phone ells and leers before rexamin.

MP (] 30
;mdy. 59 children): RR 2. 90 95% CI 0121068 501 where v
the T?

treamen.
e 1985 27% of | he  10-day weament group reported

30in
UTI compared with 0129 i che TMP-SMX growpsand

o fosfomyein (single-dose) versus nedimicin {single-dose)
{Analyris 6.2 (1 suudy, 135 children): RR 063, 95% C10.26 10
1.56) where 7171 (10%) in the single-dose fosfomycin group had
secursent symptomatic UT! compared widh 10/64 (1656} in the
single-dose nedlmicin group.

Re-infection foliowing treatment

“Theee studics reported ouscomes for re-infection (wih 2 diffr-
entorganism) ollowing anibioric weament for th il infec-
tion; one study reparted re-infection oceurring at mare than one

their medication ir mare than 10 days, less than 10 days, and

same had not inished their medication at the time of follow-up.
+ Grisuwioud 1988 side effecs prevented two children

randomised to amaicillin from completing heir course of

am'\uon

Hicln 19842 ‘aprimal patienss compliance was acnured in beth

groupi

Development of resistant organisms
While many included studies reporced the antibioric sensicvi
of arganisms cultured prior 10 weatmens, most did nox eporc

week, ported re-infection a 1-1
ceparred re-infection at any time following an
with a mean time of cight monchs.

iod. Swhi
o
1984, comparing single-dose with 10-dzy amoxicilln, reported
that in cach of che three single-dose patients who elapsed, the
inelendosc Filed i)

el Y
and each of the four conventionsl therapy parients who relspsed
devcloped organisms resistant 1o amoicilin during therapy. All

with short-coutee wearment (Amslysis 2.5 (1 study. 45 children):
RR0.16,95% C10.02 10 1.26), where 1125 (456) of he single-
dose group bad a revinfection compared with 5/25 (2096) of the
short-course group.

{3-7 days) g (
creatment
There was no sigoificant difference bevween short-course wear-
mentcompared with long-courae sreatment (Anaiysis 3.3 (2 stud-
fes, 211 children); RR 0.8, 95% C10.46 10 1.74;
147109 {139%) of the short-course group had a se
pared with 15/102 (15%) of the long-course group.

Renal parenchymal damage
None of the included studics reparted renal parenchymal dam-
age. Two suudies (Aener 1983, Stahl 1984) reported the use of
mictocating eysoureshrogram or intravenous pyelogeam follow-
g ancibiotc therapy, however the studies weee 2imed t iden-

ansibiotic therapy.

Adverse events

« Paents n fvs studis did ot aperienceany side clfcs
(vmes 198 45 MsiakaZaficui 1984 Wallen 1935).

+ GG 99 chiden andomised 1 10-day slfmethizole
reported o side efects. T childres andomised to 3-day.
pivmecillinam developed urticarial eash; two childsen
discontinued weatment due t vomiting and abdominal rash:
one child had diarthoca: and one child developed iniabiliry and
faigue.

» Lidefike 1991 one child randomised o single-dose TMP

rienced vomiting,
 Drincipi 1990: two childen recciving single-dose
i experi and teans

disappzared spontaneausly: one had nausea: and one had skin
rash.

‘« Daa reported in Ahe=d 200} was part of a larger study on
ehildres with both UT and oris media. Acros both TMP and

TMP-SM, d luded vomiting,
damage. orminal pain, diarthoea and s\m mh although Yot 390
am..um: nptrwnctd these sy
Candids vaginisis Focemicd n e patients
‘Compliance yg(ﬂvms Iﬂdty amoxicilfin.
Fine 195 Come o Kamarosii 1999: two sexually active females reported

pliance at the r.m scheduled follow-up appoiiment was 1003

vaginal isching after receiving intramuscular cefisiaxone.

) Wiley & Sons, Led.

o Local d
s (Romoroati 1992; Prvcigi 19%0),
e effects were not reporied in s suudies (Grimwood
l‘/(v‘x» I\h.r 1981; Mitmik: 1985; Sanchez 1990; Shapiro 19515
Srahl 1984).

Subgroup analyses
We were unable 1o perform the pre-specified subgroup analyses.
The maory of i did o sepo sl for dllTemu <pac

ib-pop! undercaken,
c n i ,,m.' .
cause therewere not enough ewer' manuscripts, With the excep-

TMP with 10-day TMP-SMX) and Komoroski 1999 (single-dosc
versus 10-day weament), al studies compared were performed
Within 2 10-year period of each other. Because the method of ran-
domisation was not suficiendy described for most of che stud-
ies, e did not peform a snsiiviry analysisthat excuded quas-
RCTs. Data of randomisation, method. o!nlhczlmn concedment
and bl reported by

wete <0 condue s
righer and lower quafiy studies.

Formal eting for publicarion bias wsing funnel plots was not
posible because of the small mumber of studies idemified.

Witey & Somm, Ltd.
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P sws 3 Ao

& Very small imbers of patients (59)

7 Neiter study One able, o other Neithr study
used ITT analysi.
* tiumber of partcipants is small, [ 1.

P 'wos ko

ADDITIONAL SUMMARY OF FINDINGS [Explassion]

Single-ose versus conventional 10-day antibiotic treatment fo treating lower wrinary tract infection in children

Setings: Dlmﬁenl and/or ememency dep:nmem
Intervention: single-dose
Cuﬂ\pmﬁnm cmw\mﬂal ‘0-!1“ Treatment

%

Porsistent bacteriuria

Persistent symploms ER BEC0
00285 - {1 study) ery low>4

‘Short (3-7 days} versiss long-course (10-14 days) antibiotics for treating fower urinary tract infection In children

P "1u05 3 Aap Uof 49 PRIAng UORIOQHOD USROS UL 10T G WIAOD

Patient or i ildren vilth fower urinary

Seltings: pacdiatic department (1); not staled (3)
Intervention; short-course (3-7 days)
Cnmpamom hmrrwum (m 14 days)

AR1.1 Tt 288 8TCO
0.88101.77) -7 (3stuiies) very low'2

Recurrence RR1.14

363 BO00
{0.7161.86) (4 studies) very low'4

[

Persistent _ bacteriuria % @000

and symploms (1 study) very lows ¢

Recurence % 500
{2 studies) | very low’ s

*The basls for the assumed! risk (e.g. the median cantrol group risk actoss studiés) is provided in footnotes, The corresponding risk {and ifs 95% confidence Interval) Is based on the
dthe {and ts 5% C1). ;
Ct: Confidence ltenval; RR: Risk ratio

GRADE Warking Group grades o evidence

High quality: Further research is very unfikely to change our confidence in the estmale of effect.

Moderate quallty: Further timate,
Low quality: Further r impact on our the estimate.
Very low quality; Wenmvuymﬂa!nmvlmusdm X g i

" Qaly 1/6 studi ly reported air 1/6 studi 1/6 studies
ieported T amatyses.

 Number of paiens <250 across all groups:

2 Randomisalion metfiod, allocation concealment, and blinding no reported, ITT analysis not used.

4 Very small numbers of patients (31)

% Randomisation method and allocation coacealment not reported. Open flabel study, ITT analysis not used and fosses 1o loflow-up >

10%




- 002 -

prysuos ¥ by

*The basls for the assumed risk (e.0. the median ‘ontrol roup ns)( AcH0sS SMGS) is wmm in footaoles. The muivnnﬂlnl risk (and its 95% confidence Interval) is based on the
assumed risk
G Confidence interval; RR: Risk ralio.

mmswa:xlmmmoemmm
High quality: Further research is very unlikely to. cMJ\ne our confidence In the estimate of effect.
Low quality: Fusther likely confidence in

¥ low qualty: Y the estimate.

" Randomisation method and aliocation concealment were not reported. Investigator biind onfy. No ITT analysls and loss to foliow-up >
0%

* very 59 ¥ crosses 1

Reinfection an ®0C0"
i (2 stuies) very lows.

*The basis for the assumed risk (e.g. the median control group risk across studies) Is provided In foototes. The corresponding risk (and its 95% confidence interval) is based on the

CI: Confidence Interval; RR: Risk ratio

‘GRADE Working Group grades of evidence
High quality: Furthier research is very unfikely to change our confidence in the estimae of effect,
Moderate quality: Further research Ks Ilhefybhzu an important impact on our confidence In the estimate of effect and may manuu the mﬁnal&

Vary fow aualy: We are vy et abou e esémat,
o shmy reported blinding. One study was quash-CT using altemation; th omr 1o studies did not report randomisation method.
analys

2 Nambu 1 patients and B
3 No explanation was provided
# Clerosses 1

the two studies.

Py suos 3 dasas

10-day cefadroxil versus 10-day amplcillin for treating lower urinary tract infection in children

Patient or population: chidren with lower urinary tract infection
2 | Setiings: not stated
Intervention: 10-ay cefadrodt

Persistent bacteriuria ARD33 3 BO00
B 00107.62) {1 study) very low!-2

RR0.33 32 8000

Persistent symptoms.
: , 001 107.62)  study) verylow'2

T sl o o assume s (0. e médn conrol oo ik acrss shmies) i o ot Tho cormesponding sk (and s 05% confidenco inteval)Is based on the
95% 0.

| ©k Confidence iniervat; WLmsk m)o

Py 005 ¢ Aot

10-day lrimethoprim versus 10-ay ti i treating lower urinary

Palient or i urinary tract infection
Setfings: outpatients department: ‘
Intervenon: 10-Gay imelhoprim

Companison: 10-day vimethopim-+ sullamethoxazole

Persistent bacleruria RR1.83 5970 o500
{03810976) (1 study) Yory low'2

AR 484

Persisten symptoms 59 ‘ @000
{0:241096.66) (1 stuy) vory law'2

Recumence 59 o000
(01210 685) (1 stuty) verylow'2




repoited.

2 Very smal numbers of patients (32) ang Cis are very wide and cross 1

Very low quality: We are very uncertan about s esimate,

fesearch

GRADE Warking Group grades of evidence:
High quality; Further

(1 study)

06610 14.64)

treating fower urin

ng!
1l or population: children with lower urinary tract Infection

Persistent bacteriiria

Single-dose.

~BO00 -
very low!

135
{1 study)

Wiley & Sens,Led,

1o change the estimate.

{and its 95% C1).
onour confidence.

an

ly
(135) and

Yy

Very low qualty: We ae very uncerain about the estimate:

“The basls for the assumed risk (e.g. the median control group risk across siudies) Is provided in foohotes. The cortespanding risk (and ils 95% confidence Interval) s based on the.

High quality: Further research Is very untikely 1o change our confidence fn the estimate of effect.

Mndmlg quality: Further research Is fikely

iz Confidence inferval; RR: Risk rato;
GRADE Warking Group grades of evidence:

assumed

2 Number

DISCUSSION

Summary of main results
UTls are reltively common childhood illness and requise an-
ibioti treatment 1 alleviate sympioms and clear infecion from
che wrinaey . T review was designed 10 nclde all an-
domised and quasi-RCTs

i power
1o idendy such diffrences. OF she 16 saudies included, 13 were
conducred beoween 1981 and 1990. Diagoosis ofbacer

I )

mens for children with lawer UTL, Relatively few studies inves-
digated the same comparisons, thercfore meva-snalyses included
only 2 small number of studics. Neveesheless, we did not idemtify
many instnces of hetrogenciy. The incded snudis predomi-

of bi jea quality, and
not offer seults statified by age subgrovps. Adverse events were
seported by some studies, but were nat analysed by any included
stdies; his bindered ou efforts to present 2 ull piecure of the

nandy examined
recurtence, einfecion) ather than linicl omcomes (pesising

iclin + clavulanic acd. cephalosporins, nitrofurancoin or TMP-
SMX were the most common antibiorics given in the included
studies.
2

o e b
‘more cffective in eliminading bacteriuria (RR 201, 95% C1 1.06
t© 3.80). When we limited our analysis to only include those
studies using the sime andibiotic (umoxicillin) in both reatment

bencfits and b T, which
wwas our inended aim.

Qul.llly of the evidence

lw acconding to GRADE aiteria (sce S«mmr;/ ,/,Wm, P
bled. e

ding i st sudics, and o !:rgc o

groups, e
(RR 197, 95% C3 0.90 10 4.33). Itis unclear whether this is ar-

(Mbw-np in m.« nudv:s e el to contribue o bisses i the
oo

poor q ple 5

or whecher just by chance. Nevertheless, che acrual numbers of
children with persistent bacteciuria. 18/63 (29%) in the single-
osegroup compared o 8/68 (1236 of e 10-day group. epre-

ological weakaess and small nmpk sizes made it dificalt to con-
clude ifany of the included antibioris of regimens were superior
0 another.

1t was unforcunae dhat no seudy specificlly addresed whecher
the effcacy o

for persstent bactcriuria, eecurrence o
and long-course antibiotics where the anc
groups; his dara adds ro an exi

planned subgroup analyics o invescigae chis because dhere are
claims shat UTTs can lead to long-term damage in younger chil-
dren (Vetnon 1997). In Fise 1935, 90% of the adolescents in-

2003) eomparing shore and long-courscs of the
who also reported no evidence of difference berween short and
Tong-course antibiorics.
No comparisons showed any significant diferences beoween
groups for persisient sympioms, secuirence, of re-infection fof-
lowing weatment for any other dasing regimens. In dhis revicw,
thre wers o enough dc to drnw conclsions s e -
he fack ofsgnifican diff
due o the nchusion qrmn o qudl

cluded were sexually  this have causc in that sex-

ly
more frequent UTIs than thase whoabsain (Lesb 7). Four
stodies included young people over the age of 16 years: Shapivo
1957 included children aged 2-18 years, but the mean age was 5.6
years; Srahi 1983 included children aged 2-17 years, but the mean
age was 4,75 years; Komoreski 1999 included children aged 0-18
‘yeass, bur 80% were younger than 16 years; Finc 1955 included
el adolescens aged 12-18yeus with a e of 165 s
wracs UTL

regimens.

Overall completeness and applicability of
evidence

d,rrm( condicion than lowes tract UTE in 2n infant or young

hild, post-hoe sensitivity analysis. removing Fine 1985 did not

alte the conclusions for persistent bacteriuria,

None of the included studies sysematieally collected dara on the

adverse effects of antibiorics: this made our original objective of
s b dbi difh-

Vil there were 16 RCTs included n this review, the number el Although s not pos harms.
n 16 (1331 randomised)s only e of ipy from the inctuded scudies, from the few ad-
100 childten. The medi i i the expected

weas simall (49 children). uld wide Cls around most of the drm side-effects course of antibiotics would be significant.
%

Copyright ©2012 Th Cochrane Collzbaration. Published by john Witey & Sons, Led.




conventional long <ourse. The review found insuffcient evidence
forsingl i ide trearment to d dusions.

ACe i i

tance complicates the choice of empiic regimens and is ikely to
become an increasing problem, partcufurly considering the ma-

found that three days of andibiotic therapy was similar to 5-10
oy inachiing sympsomaric cure, whie the onger ratmens
{Mito 2085).

el of win culunes Using ol aninicobial sucpil

was
Qur review did not have enough dara on persisting symptoms ac

ity dta

it e hc active may be s,

of aniibiotic therapy in children has both
:nd phmu} implicatons. Single-dose treapment, if effective can
increase compliance a5 the treatment can be administered at the
healtheare site and is likely to be cheaper. These advanmages are
even mote important in under-tesourced countries and in lower
‘socio-economic areas.

Potential biases in the review process

‘The lieraruse search included major insernational datzbases and
a firly broad search suategy was wilfzed 1o ensure alf relevant
studies wete idenified. We assume that we identificd all RCTS
elevant 10 out review questions hawever many of the excluded
studies were forcign langaage articles and chere s the porental
that 2 selevant study was overlooked in the translavion process.
Although we stated in our protocol that we would atempt 10
contactinvestigators for missing or additional data, 10/16 studies
were over 20 yeart old and the most recent of the remaining six
sudics was published a decade ago and we were not ablc to make
contact wich any investigator,

Agreements and disagreements with other
studies or reviews

A Cochrane review comparing short (24 days) with standard (7-
14 days) duration anibioric therapy of the same andbiotic in

option for children with lower wact UT] (Mickael 2003, We
exclisded this comparison from ovr analyss 1o svcid duplication,

berween 2-4 day and 7-10 day antibioic reamment. A systemaric
reviee by Kezen 202 compated shore (borh single-dose z0d 2.4

bacteriological and sympromaic cure,

AUTHORS' CONCLUSIONS

Implications for practice

“This review adds 10 the evidence thar short.course therapy s an
Jower UTL.

therapy s sigificantly more effecrive than single-dose therapy,

there were no diffiénces in either this review or Micke] 2003

bewween short and ion anibicti ing

therapy is not recommended in childcen with UT 10-day treac-
ment was sigaificantly more effecrive in eliminating bacteriuria

parisons showed any differences bet for per-

s recurrence, o reinfecti i
paucity of RCT: rasher than

ing equivalence. This review did nor provide inconteovertibie ev-
idence about the optimal duraton of antibioric therapy or which
antibioric should be used.

Implications for research
Adequately powered RCT investigating single-dose compared to
standard (7-14 day) sheapy. and singledose compared to shore
duration (2.4 days) therapy should be condured to evablish the

ing sinle-dose with 10 days of amoxicillin are needed to inves-
igate whether single-dose incresses persistent bacteriuria, Out-
comes for further studies shauld include both clinical and bacte-
iological measures.
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AllGurcomes yaes because of cary pregnancy; one par-
iipant did nor i up o che ollow.up
appoinmments
Sclective eportig (reporing biss Low itk : Phanied outcomes wire l andysed
Grimwood 1988
Methods ¢ Sy deir e RCT
o Study peiod: NS
Parddpants Inclusion criteria

« Sertingfeecruiment: ousparients deparimens, Christchurch Hospital

» Countey: New Zealan

 Chidnaged 2 weeks 12 e with st b ened 10
i in2 ¥ s pibic
sspiration. Children with cysers il over < 38°C.
tenderness and w(rewnho\nmhznuyuﬁam sysemic ;ympmmL

* Mean age: 4.9 yeas

. Numbﬂofp:muwmx 45 children
Exclusion eriteria.

« Clildren wich Lo in this d were repor
separately (and excluded from this review).

Grimwood 1988 (Contineed)

Interventions Treament group.

. SmE‘ﬂmnmucularsuzmmnmmm.%mykg

+ Conrrol group %
o 7edty ace andbior ing sebi
dard doses Gincluded TMP-SMYX, amonicl i

OQutcomes - i":rsimm bacreriuria (1 day following treatment)

o Recureence (< 1 week following treatment)

 Reinfection (5 ) week following treatment)
Notes ‘s 23 children with 3 or moré proven UTls during the preceding 12 months were

defined 45 having 2 hmnry nfmn:m . :
Children's Health Research Foundation

Risk of bias
Biss Authore judgement ‘Supportfor judgerncat
Radom’ seqsénée. gencration {slection’ Lowrisk Randorn nurbers table
biss)
Allocation concealmen (selection bias) - “Undlear risk Not reported
Blinding (performance bias and derection’ ‘Undlear risk Not reporced
bias) -
Al outcomes
Incomplere ontcome dara- (mnm.n biss) < Low ik Al patients randomised were analysed
Al outcomes - g
‘Selective reporting (repasting bias) Low risk 3 Planned outcomes were all analysed
Helin 1984
Methods

‘+ Study period: NS
Parcicipants Inclusion ericeria

« Scrting/recruitment: N§

 Country: Sweden

« Chil jth at lease 2 clinical uvn

et N

25> 10 chulmin a clean carch mid-stream urine sample
» Mean age: 7.2 years,
‘» Number: treatment group (19): conirol group (24)
 Sex (MIF): 1742

Exclusion criteria

3 . ©
‘Gapyrght ©1012 The Cochrane Collsboration. Publahed by John Wiley & Soms, Ltd. Published < L
Helin 1984 (Continued) Khian 1981 (Contined)
 Signs o boraiory findings suggesting uppet winary wact involwernent (fever > * Sex (MIB): 4150
as 5°C. fank pain,clevsied ESR and kekocycasiss nown sty focpalsin Exdusion citesia
; known of . or oder than 15 years,
e kidneys Soncrmal SCror BUN vl
Interventions. Treatment grouj Ingerventions Treatment group.
» 3day evph:lum 2550 mefke/din 2 doses  3day trestment
» Conurol Conurol group
10y muufummm 34 mglkgfdin 2.5t 3 doses o 102y reaement
imicrobi “chosen a random for b d included
Outcomes . l’tmﬂzmhzacnum (4 7d:ysfn"vmn;imunen0 cephalexin i ional doscs g 4 simes/day
+ Reinfetion (ony i curing follow-up een § morich) Outcomes  Persistent bacteriira (3.7 days Following wreatment)
‘» Recutrence (> 2 moinths follawing treatment)
Notes Source of funding: NS
Notes
Risk of biss -
- - Risk of bias
Bias Authors” judgement ‘Support for judgement R
Biss Authors judgement Support for judgement
Random sequence generarion (selection. Unclear risk Not reported
bias) Random sequence gencration {selection_Undlear sk Akersation
bias)
Alfocarion concealment (sclecton bias) " Unelear rsk Mot reported
Allocarion concealment (selcetion bias) * Unclea sk Nt reporisd
Blinding {performarice bias and detection - Unclear risk Not reparted "
bias) Blinding (performance bias and decection - Unclear tisk * Not reported
Alloutcomes biag)
All ouscomes
Tncomiplee oyt dia frchion b - Leve Al patients randomised were analysed
All sucomes it Incomplece outcome dara (ateition bias) . Eew risk, Al parients wee analysed in’groups 1o
Al outcomes . wehich they were assigned
Selecrive reporting (reparcing bixs) Low risk ¢ Planned outcomes were all anslysed
Selective reposting (reporsing bias) Low isk Planfied outcomes were analysed. Daca for
, seinfection was presented across eyseits,
Khan 1981 pyelonephetis and asymptomatic bacteri-
oo uiia and was not reported for cstits lone
« Study period: NS
Komoroski 1999
Paricipants Ilulmion areria

Jewish Hospitl and Medica] Cenrre of Brookl

Unwﬂsuvnf New York, Downscate Medical Centre

» Country: USA

« Children aged six months t0'18 yeas wich symptoms ofmmu (including
frequency and dysuria withou fever) and significamt bacrerluria defined 257> 105 cfu/
mlin 2 consecutive clean catch urine sumples.

‘o Mean age: 5.65 years

‘s Number: treatment group (27); control group (27)

‘Wiley & Sons, Ld.

Mehods -

Paricipan

5 . Arkansas Chider's

‘o Children aged 1 10 19 years with at 1 or more dlinical symproms of eysciis

‘Copyright ©2012 The Cochrans Callsboration, Publiched by John Wiley & Sans, Ltd.
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Komororki 1999 (Contimurd)

& B
ia def .,,,,04 e‘n/ml.or g 1 cathecerized
o 10° chisimL i ;i
idered. i3 10 L i [
ingle - i second spec ined dhe sai

i vitro sensicivity pateeen 3 the st specimen.
« Numbes: 93 randomised, 59 analysed
o Tecatmen group: 36,
o Comel group: 23

‘Exclusion eriteria

¢ Pregancy;anbiorc lhtupym e previda 2 weeks; concomirane infecion
rendl

Komoroski 1999 (Continued)

Allocation concealmen (selestion bias) ' Unelear risk. Not reported

Blinding (pecformance bias and deiéerion High risk Open lbel icudy
‘bias}

All surcomes.

Ticomplere Gutcome data Gaarton biss)  Unclear rsk e appears thai chidven were randomized
Al oureomes: .. toreatment before the inclusionfexclusion
bk . : criterawere spplied. 23 children had urine

culcutes haeshowred nosigaificant growehs

8 children had a laboratory or procedural

rtoroceured (e, urnalyscbuined buc

s of
gmd:w_ﬂ w3 pyclonephiis (il R gl culrure not done, organisms in culaure noc
h itivi i ,ugmﬁ.;m ‘worked up); 3 children did nor retum for
el bepai, i . follow-up asseisment
Jeohol bisc: i hld;  paenc o guad bl -
o understnd Initeset in which ot Selctive reporeing (reporring bias) Unclear risk Relapse and recurrence were reported, buc
beassureds or efusal 1o obiain 2 catheterzed mnylc. i notin a farmat suitable for data extraction
for his review
Titerventions Treaument group
» Siogle /i 500 mg). Lidefels 1991
© 27 received cefisi s ived cefiri ]
Control group Methods . « Study design: parallel RCT
* TMP.SMY 4-5 mg/kg twice dsily for 10 days o Study period: 1986-1988.°
© 22 received TMP-SMX; 1 patient received amoxicillin because of sulfa
‘hyperscnsitivity Participants’ Inclusion eriteria
« - Sextinglrecruitment: emergency department, Sachs' Children's Hospital,
Oitcomes « Perssient bacteruria (10-30 days following wreatmens) Stockholm
* Peris iusi -30 days followir » Country: Sweden
« Children aged Ko 3 12 w3 UTH (.nduam,
Notes » tine 250 mg ds analysis. ke fi dysuria, and pa
250 mg versus s,u' Chi quired to have had
coneo, The cefriacone soomwwpmu added ava ver dare. When high 2 previous UTls, s prioe o the sercof
pwas ds he cefiriixone lhumdy.
250 mg group s ror repeﬂzd npan of ki eviem  wing block andomisaton,the o Median age: 5 years
roup ‘» Number: treatment group (50); cantrol graup (50)
4 group. h + Sex (MIF); 13187
zlloured o the oher 2 group: Exclusion critefia
by in the tables, « Signs of upper ract involvement (empecature < 38.5°C, absence of o pin,
Numbes sepored i sble ave becn wed fo 4 sien: ESR <20 mem/h); more than 2 previons UTIs
» Source of funding: Roche Laboratorics Inc.
Inserventions. “Teeaument group
Risk of bias. * Single-dose TMP 6 mglkg,
Control group ' -
Bias Authors’judgement Support fur judgement © S<day TMP 3 mp/kg/izh
Randomn sequence generation {selecsion  Unclear cisk Not reported Outcomes ‘o Persisiens bacteriaria (7 days following weatment)
biss) o Recurrence (> 7 days fllowing tescment)
" 0] " v . “
" Wiy & Sons Led.
Lidefelt 1991 (Comtinued) Malaka-Zafirui 1984 (Cominued)
Notes f funding: Sivedish Medical Coundil tber 19%765, and che. Risk of biai
St Socey o M.
T Bias Authors' judgement Supportfor judgement
Rick of biak -
Random sequence generadion’ Gselecion  Unclear risk. Noreporeed *
Bias Authors judgement Support for judgement bias)
Random_ iequence generation (selection Unclear risk. Not ceported Allocation conceatment (scection bias) . Unclearcisk. Nat reported
by
- X - - irg (performance bias and detection. Unelear risk Not reported
‘Alloéarion cancealment (selecion bias) |, Unclear risk Not reported :
- All ourcomes
‘Blinding {performance bias and deection. Unclear risk Not teported )
bias) ; g - Incomplete outcome data {atrition biss)  Low risk AUl patients were analysed in group. 1o
All ouréomes Alloutcomes . which they were asigned
Incomplere owtcome dara (aarition bias) | Low risk Al pascnts were anabysed i groups Sclecdvé sepordng (xepordag bias) " Low itk A planied surcomes were aralyied
Alloueomes Ry which they were assigned
‘Selective reporiing (reporting bizs) Lowrisk ) Planned outcomes were analysed Mitnik 1985
Methods o Study design: parallel RCT
Malaka-Zafirui 1984 B i »Sedy periods NS,
Methods + Study design: paralicl RCT- Farticipants Inclusion crieria
« Study period: NS » Sectngfcnitmen: Nephtologydinic of the Hospital Robeseo de Rio and the
Paediatrc Clinie of the Chilean Air Force:
TFarticipants Inclusien criteria » Coentry: Chile
o Sexdnglrecriument: NS © Childen a4 2 ear 0 14 yars with sympioms f  UTL rcludin fegisncy,
‘» Children aged 8 foriths 10 11,1 years with significant bacterivria defined 3s 2 10 dpsa gy, ol smling e eacedsandlo hcmiru) and sgniians
* cfufmL. of a single pathogen in 2 consecutive mid-steeam wriné sam E :o! cffm. in voi 21000 cfus
Number:teaiuens group (10 contrl grop (16) i quired to have had 2 previons
Bl i T hs prios 9 ch
sl hepaie, renal & Namber: mesment roup | (27 e goup 2 (35 ool growp 36)
Funion, o seucnnd anorlc 2 o Sex (MIF): 1167,
Exclusion ericeria ;
Ingerventions Teeaument group : ‘s Fever > 38°C, low back pain; 4 history of UT; anatomical sbnormaliies recefved
: s Cefadroil 25 mgfkg once daly fo 10 days - antibiorics i the weekk priar o the stody.
Control group.
» Ampicillin 50 mg/kg/d m4dmd&ddoi§[ﬂll°days Interventions “Teeatment group 1
. « 3-day anibiotics
Outcomes o Dersistent biceeriuria (10 days following treaimenir) Treatment group 2:
» Bersisert symproms (10 days following treacmment) » Seday antibiotics
Contral group
Notes + Childsen with it 20 included in dhis seudy por * 10-day antiblotics )
‘ separarcly; < SR cmiam. a first generation cephalosparin, ni in ot TMP-
Sowezaﬂ»mdmgNS i rganisat cultured :
" “ " “
2 L e
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Mitnik 1985 (Continued)

Ouitcomes '+ # Recurrence (at 2-3 months)
Notks « The 3uday and 5-day inervearions were combined into pared
: 10'the 10-day control 2
" Source of funding: NS
Risk of s
Bias Authory’ judgement Support for judgement
Rardors st sencion (e Uncler ik FEAT Notseporied
bias) i 2 ;
Allocason concealment (selection bias) -+ Undlar risk i Not reporied
Blinding (performance bias and detection - Unclear sisk i Nox reported
biss) : :
Allourcormes
incomplete ourcome data (attrition bias)  Low risk ‘ e Allpatientsanalysed in group towhich they
Al cutcomes . were assigned
Selecrive reporting (reporting bias) Low sisk Al planned outcomes were reporied
Principi 1990
Methods . Sndydexlpx pzn]ld RCT
: » Snidy period:
Panicipnts Incsion it
i ospl
« Country: luly E
« Children aged 1 month 10 16 years with a fower UTI. Sigrificins bacteriiia
defined as > 10° cfw/mL of a single pathogen in 2 clean catch or catheterised urine.
samples. Lower UTI was defined 1s absence of feve, ESR « 25 mm/L/h and CRP < 20
pg/ml
‘» Nomiber: treatment group (71 contol group (64)
o Sex (MIF): 45190
Exclusion citeria
o Reral fuilure
Intesventions Tiearment group

. Snglcdnx fosfomycin romeramol (2 g orally; 1 gin ehildren's 1 year)
Control gror
. Sznglrdax nedlmicin (5 mp/kg intramuscalarly)

Wiley & Sons, Led.

Peincipi 1990 (Comtinued)

Outcorhes = Penistent bacteriuria (2-4 days following weacmen)
 Recurrenice (up to 30 days following treatment)
Notes. # Source of funding: NS
Risk of biay
Bias . Authors’ judgement Support for judgement
Randam sequence generation. (slectionUndlear risk Not reported
bias) £ S E
Allocation conceslme (selection bias) - Undlar is Not reported
Blinding {performance bias and dececiion Unclear ik Not reporied
bias) :
All urcomes
Incomplete outcome data Gridon bias)  Low risk § Al pmuunm]yskdm roip cowhichthey
All ourcomes were assigned
Selectivefeporting (reporting bias) Low rick : Allplained duncomes were reported
Sanchez 1990
Methods + Study design:
« Study period: N§
Pardicipants Inclusion criseria '
 Sectinglrecri Hosgital Materno-Infandil Vall
@Hebran, Barcelona
& Country: Spain’ -
+ Chldren aged 8 v o 1.1 years wih sgnfcane bncerirsdefined s 2 10
3 cfulmL ofa s in
. Numbcr 57
ion
. l}u]dm\ 15:d les dhan 4 n\nnﬂ\s with 3 fever of >38.5°C, back pin or s,
ot " .
m previous 2 weeks, undedlying e invobing iminunosuppresion, ot known
wrinary tract malformation were excl
Interventions. @ Children received sicilli cicilli lanic acid, cephalexins, TMP or
corimasazole atstandard doses for 7 days.
Outcomes & Pecsstent bactesiura (2-3 days following treaument)
” y )

Wiley & Son, Led.

Sanchez 1990 (Continued)

Nojes o ‘This srudy was publshed a1 an absiracr
« Sousee of funding: NS
Risk of biaé
Biss Authors’ judgement ‘Support for judgement
Randors sequence generation Gelesion Unclar sk Not reported
bias)
Allcation concesiment (sclecion bias) . Undlear isk Nt eporied
Blinding (performance bias and desection” Unlear ik T Nocreporied
bias)
Allourcomes
incomplete outcome data faariion bia) . -Unclar ik X ‘Abstract only, not enough detail provided
All orcomes e j
Selective eporting (reporting bia) Undlear rsk ‘Abstract only, noe encugh deal provided
Shapiro 1981
Methods  Study desigh: parallel RCT
» Study period: NS
Paricipants Inclusion eriteria
& Secingleceimens emergency deparment, Chldven's Hoia of Pburgh
 Counry: USA ;
» Gilsaged 21018 Gincluding f dysurt
o reny) s i bt efned s 10°cfmln 2 lan cch
 Mean age: . Gym
 Number: 7 ndosis 33 :nalyrtd
+ Clni vdence f upper UTh (v  38°C andio sk i i
stomic o funcional uiniry it abnormality:cwrenty ecivin
Hhisory of penicilin alergy
Interventions Treatment group
. Singl:da» amoviclin 50 ing/k (102 mavimum of 25 )
Control o

0 amosiclin 40 mglhg/d in 9 divided doses (102 masimum of 500 nig!
doze)

Wikey & Sons, Led.

Shapiro 1981  (Conrinued)

Outcomes ‘« Penistent bacteriuria (2 days following trearment)
+ Recutsence (within 3 months following trestment)
Notes Source of fundisg: Not reported
Risk of bias
Bias Authors judgement Support for judgement
::ndam sequence genersion {selection”Undlear risk Nor reported
i)
Allocation concealment (selection biss)  Undlear isk Nt repoited
Blindin (peformancs bies and detecson Love sgk 1 Patient and physician
Py ;
Incomplere ouscome data (atrition bias) - Unclear risk Towo children were excluded from analyses
All outcomes becaut the second wrine culture was neg-
atve :
Selecive reporting (reporting bias) Lowrisk Al planned ourcomes were reporied
Suahd 1984
Metiods . Smdyd:slgn paraliel RCT
« Study period: NS
Panicipans Inesion e

uﬂ’lu\)d:lyina and S{C'\nuo‘ﬁwrs Haspial (s Chilsen, P\Mlddpha
s Coun

. |ds:g:d2ml7 it A UTLG 4
fncy ences, suprapubic pin, o cmatu it ymm} ndsigifanc
2 2 10% efusmL of - l clean catch
urine x:lmplm :
* Median age: 4.75 years .
o Number of participant: 36 radorised, 26 analysed

o Treaiment group: 10
 Contral group: 16,
Exclusion criteria
= Signs o sympuons o upper UTI (tempecaure > 389°C, flank pan.
en senal or wrologic disord
histary of peiicillin allesgy; received antibiotics in the previous 2 weeks

Witey & Sons,Lte,
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Stahd 1984 (Conrinued)

Interventions Tréament group: S :
* Single-de deillin 50 mgfkg orally i 39
Control group : ; i
. dcilin 30 mg/kg/d in 3 divided de i 1%
dose) ) B
Ourcomes o Dersitent bacteriuris (24 days fllawitig rcatrient)
« Reinfection (> 2 weeks ollowing fresment)
Noies . infe norbe uied from hi o included
both  posic ing therapy (defined
s ecorrence by his review) oran infction caused by 2 diffeent organism defined 25
re-infection by this review). Thest resuli were proserited togécher, i
o Soirce of fanding; Beccham Laborirories, Brisol, Tennesice
Risk of bias
Biss Authrs judgemeat Support for judgement
Rindom séquence generition (slecion” Unclear riske Not reported
e «
‘Allocation concealment (selecion bis). . Unclear risk Not reported
B Not reported

5)
Al outcomes

din, (pesformance bias and detection . Unclear risk.

Tncomplese outcome data (atcirion bixs) :  High risk

All outcomes

Six girs were last o follow-up, in 3 gl the
2nd urine culture was negacive and 1 gil
had received aniibiotics within the previous
2 weeks. One gl in the single-dose group
had an amosicillin resisunt organism and

Wallea 1983 (Comtinued)

défined is 2 10 cfulml, £ coli orgarisms o 2 cean carch o wsine collection bag,
sary

ples. .
» Median age: 5.45 ears
+ Number: 34 randomised, 40 analysed
o Treatment geoup: 26.
o Cantrol group: 25

Exclusion criteria. -
 Ciinical ympioms of pyelanephets including fever > 38.3°C, Rank: pair chills,
ESR 521 ma/h) ious L ibiotic usé durir ‘prior ta the stidy;
Known urinary trace abriormalces
Tniérvendons Treatment group o
‘» Single-dos¢ lfate 7.5 mefkg. i 240 mg)
Conrol group
10y sulfisoxazol 150 tg/kg/day in 4 divided dosct
Outcomes  Fersistent bacteciuria (2-4 days following rearment)
» Recurrence (3040 days following sreatmen)
‘Notes » Revinfectic bu Iy availabi the sit d
aci thes rates ha b ted
« Source of funding: NS
Risk of b
Bias Authors’ judgement ‘Support for judgement
Random sequence generation {selection, Low risk. Random numbers tble.
biai)
Allocation concealment (iclection biss) .~ Unclear risk Not reported
Blinding (performunce bias and detection  Unclear risk Not reporced

‘vas switched 1 10 days TMP-SMX and biag)-
then ollowed in he conventional dherapy All ourcomes
il Incomplete outcome data (atriion bias)  High risk Asthe 3.4 day follow-up, 6 girl were Jost
. . s P Alloutcomes 10 follow-up. By the 3040 day follow-up.
Seleciiveseporting (reporting bias) Undlea risk. All planned outcomes weee reported 10 gl 0 llowg
allen 1983 Selecrive reportin (reporcing bias) Lowrisk Afl planned outcomes wee reported
Mechods “» Suudy desiga: parallel RCT.
o Suudy period: NS. BUN - blood ures nitrogen; CRP - Crreacti in; ESR rate; NS - ed; SCr
SMX TMP - s UTI - urinary
Paricipants Tnclusion eciveria g
o Sei i “The Childrens Memorial Hospital, Chicago
» Country: USA
o Girlsaged 1 year to 12 years with suspected UTI and sgaificant bacteriusia
" 5 Bl
ey & Soms, Lee. Wiley & Som, Lad.
Characteristics of excluded studies [ordered by soudy D] (Comtinued)
j De Gaiaté 1988, One third of included children had i
Study Résson for exclusion idhout
Adam 1982 Childten with pre-exiting conditions, and who b ot reported separately Ellerscein 1977 . Not enoigh information reporicd: U1 5134 had vl
3 from children with fower UTT T Tadon i
Anuita 1930 RotRCT: Elo 1975, “Two thirds of included children had renal abnommalidies
Ausp 1983 Feldman 1975. ... Some children had fever and were not reported scpatatcly from those withour
Arguedas 2009 - Childten had complicated UTL Fischbach 1989, - Included children had sigis of systemic lness (Fever),
Artiera 2001 Included children had pyelonephritis Francois 1995 'Inchided hitdsen b prelonephiic.
Asscher 173 1" 'Notan RCT; screcning study énly’ Francoise 19977 Included chitdren had pyeloncphiiy
Bahur 2003 Included children had fever Foil 1987 had it and were not reposted from children without
Baley 1977, Almst half ofthe ncluded childreh had known renal impairmenc Gl 1992 Compason of i id T duded § ooy
P be febife (i . 3
Daker 2000 @ Gisburg 1982, Approximately 1/3 of included children had { reporied iepai
Baklalogly 1996 . Included children had pyelonephicis Gk 2001 175 ol ncoded child % Nl b iy
Beles 2004, Prophylasis for presenting recurrence Goldberg 1977 - Children with fever not reported separarely from chikdren widhout
Boe 1974 More han halfof the s hildren had pre-exsting, renal abnormaliv e 085 -t S o nided i i S i
ourillon 1994 Included children had pyeloricpheicis Gaaoag Ko s RCT. o quadRCT
Caparell; 1983 ‘Some children had pyelonephiitis; unclear how many Ghin iow SR
Cifaperis 2001 Mantincinded children had sysemic symptoms Goseapk 2000 Childen received
Careddu 1987 dy s conduced insy dic and a ic childr ‘proportion of each is unknown. Also, 117 Gold 1975 Undlear if participanis were children. Included participants had prostatitis, acuce cystitis, ureth
51 children had known réna abnosmalitcs igonids but resuls wete s eparcid sepaat
Carlsen 1985 Prophylactic antibiotics Granados 1998 : Prophylactic ant i
Chibuanic 1994 vt i lorer UTE Hansen 1981 hikdrenpresénted swith fever and were o reported from children without
: 2
Chong 2003 Childen had systemic symproms. ever
= Hayashida 1970 hildren had i ’ those without
Chrapowicki 1975 Tncluded children had pyelonephritis.
T - Helin 1981 Compariion of shori versus stasidard duration ancbiotic for lower UTI  included in Michael 2003
Clemente 1994 Included children had fever - —
‘Hoberman 1999 Included chi i 383C
Dagan 1992 Majoricy of fncluded éhildren had fever n 199
£ lower ue E) ]
L ey & Sons, Lid.
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(Consinued) (Consinucdy

Howard 1978 Just under F children had i bad symproms of malaise Ruberio 1984 5296 of childsen b fove and were not eparted separatel from those without

Johnson 1993 & is duss ioti lower UTT < included in Michae] 2003 B Russo 1989 Majority of included children had fever

Jojare 1991 Comparison of short versus standard duracion andbiotic for lower UT) - included in Michac 2003 Schack 1972 ‘Mot children received concomitsnt surgical therapy

Kenda 1995 Not RCT o Sember 1985 Some patie : % pas ; . d

Khan 1987 Nor RCT/ : Sandfeld 1975 -0 'S ied. Approsi i ildren had

Komberg 1994 . Comparis ¥ ion andbiot UTI “included in Michac! 2003 Stogmann 1983 Most included chitdren b fever E

Kiepler 1976 | “Included children had pyelosephiics Saitivns 1550 T sepore, e debivon of UTt oy

Lohe 1981 ‘Comparison d: if loti JTE - included in Michael 2063 B Tambic 1992 wtidh s it it it -
Indluded in the 7-dsy group compired with 3-day group (11/58) (Chi2 & 15.65, dF = 15 P < 0.001), which

Labicz 1984 Symprams not reporced. 355 ofinduded children had rensl sbnormaliies sirongly suggested nor-random lloeaion - : ; : ;

Madrigal 1988 e rison of short dard durari ioti - UTI - included in Miciee! 2003 “Tapancyz 1999 Included children were required to have fever © .

Marild 2009 " Included chidren sete requied to have e o 2005 S - PR

McCracken 1981 > f children had fe i it and costoverrebral

Toporovski 1988 °,  Included children presénted with fever

Moc 1977 Not alt included children had bacteriologically proven UT] Varese 1987 One thitd of included childre had knovi ronal sbnormaliies and are o presenied separarely o those
without B ¥ B

Montini 2003 - Children had pyclonephrics

Vlatkovic 1972 Indluded children had pyelonephitis

Mantini 2007 -+ Children had pyclonephris

Viakovie 1974 " Included children had pyclonephritis

Nokan 1989 Halfof the included childse had fever o pain and/or back pain -
- Webér 1982 " More than balfof the included ebildren had feer and dy fom those with
Wienrzen 1979 Comparison of shore versus scandard duration antibiotic for Jower UT1 - included in Michael 2003
Olbing 1971 children had ithough patie ith and without abaormalities,
no numbers are included so data cannor be extracted 2aki 1986 Comparison of shorr versus standard duration antbiotic for lower UTT - included in Mirhas! 2003
Palcoux 1986 it childeen had ks l abn it
randomised controlied wrial- RCT: UTI - urinary tract infection
Pitc 1982 More than half of the included children had zbdominal pain and/or fever

Pylkdanen 1981 Compared 10-day treatment with 42-day treaument in children

Reperio 1984 Children with from

Rodriguez 1983 Included children had fever

" ] ; W
ey & Sone, L. " er & S, Lt
DATA AND ANALYSES Comparison 4. Trimethoprim (10 days) versus tri i (10 days)
. . g No. of No. of
c 1. Single-dose 10-day treatment Outcome orsubgroup i quadies parcicipancs Statistical method Effect size
Novof Novof 1 Fessisient ucterivria ] Risk Ratio (M-H, Random, 95% Cl} Torals not selected
o.0f  No.ol : sk Ract
o bgroup _ Yo. Senistical meshod Effecsi 2 Persisent symprerss 1 Risk Ratio (M-H, Random, 95% Cl) “Touals nor selecred
pcomeormbgroup it swudies paricipants e med oo 3 Recurzence ! Risk Rato (M-H. Randorn, 95% CI) Touls not seleced
T Pemment bacteruria s 25 Rk Raito (V-H, Random, 95% C1) 201 {106, 3.20]
L1 Amoiciiin i 131 Risk Rario (V-H, Random, 95% C1) 1.9710.90,4.33]
o 2 97 Risk atio (M-H, Random, 95% CI) 209{071.6.18)
2 Perinens symprcns ' Risk Rario (-H, Random, 959% CI) Torals noxseleced
3 Recurrence 2 79 RiskRatio (M-H, Random, 95% Ch) 138 10:55, 3.50]
4 cteciutia and 1 Risk Ratio (M-H, Random, 95% CI) Totals not selected
Comparison 5. Cefadroxil (10 days) versus ampicillin (10 days)
No.of  No.of .
Outcome orsubgrowp e adis participancs Sadsicl mahod Effetsize
X . Tleninent beainda T Risk Rato (M-H, Randorm, 95% C) Tl nor leced
C 2._Single-dose h (37 days) reatment 2 Persisienn sipioms | Risk Ratio (M-H, Random, 95% C1) Touls nox selecied
No.of  No.of §
Outcome or subgroup tile roudies paticpants Stacistical method Effec size
| Persistent bacteringia 2 145 Risk Ratio (M-H, Random, 95% CI) 1.30 [0.65, 2.62)
2 2 145 Risk Ratio (M-H, Random, 95% D) 150 043, 5.26)
) Risk Rarko (-H. Random, 95% C1) Toras norseleced
Compasison 6. Single-d sle-dose netil
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& . y e
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Outcome orsubgroup 6t s pariipants Statstical mechod Efect siae
1 Persistent bacreriutia 3 265 Risk Ratio (M-H, Random, 95% CI) 1.09 {0.67, 1.76)
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ting 57 i i3 Y 58
Wi s, L. Wiy & Sonn L

- 209 -




Analysis 1.1 Comparison | Single-dose versus conventional 10-day treatment, Outcome | Persistent
bacterivria,

Review:  Antisoicsfor esting lower arry Inctinfecion n chiden
Comparior: | Sg-dose versus conentons 103y reatmert

Oucome | Fervter bacierions

Analysis 1.2. Comparison | Single-dose versus conventional 10-day treatment, Outcome 2 Persistent
symptoms.
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ot eerts: 18 g due), B {10ty vestmert)
Heterogensty, T 00,01 =279, =1 P 20423 =00%
e for ovari efecc 2 = 19 (= 0092)
20t i
Komoross 1999 s m - mx 214[062.726)
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Analysis 1.4, Comparison | Single-dose versus conventional 10-day treatment, Outcome 4 Persistent Analysis 2.2. Single-dose 3.7 days) Outcome 2 Recurrence.
bacteriuria and symptoms.
Reviw Antibotc o trestng ower umary 24 wecin n e
Reven: Aot for it s vy st necsonin ke
fortesing ooty i recon Compunton: 2 Sagie-dose s shars<oursa (37 G esment
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Analysis 5.1, Comparison § Cefadroxit {10 days) versus ampicillin (10 days), Outcome | Persistent
bacteriuria.
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APPENDICES (Contined)

Appendix 1. Electronic search strategy

Datzbase Search terms used

CENTRAL: 1: childzziabikw
2. {infant* or babies or neonat® or newbom®* or soddler*):thab.kw

3.. (adolescen* or pubere* or pubesc” or prepubert® or prepubesc” or juvenile* or yourh” or teen:i,

abiw

4. (pediacr” or pacdiart
5. boys o gildiabw

6. (¢ OR #2 OR #3 OR #4 OR#5)

. Me ipror Urinary Tract

8. MeSH descriptor Cystirs explode alltees

9. MeSH descriptor Pyelonephrits, ths termy only
nexs ract next infecsion k.

iabow,

12, pyclonephraiabiw
13, bacteruria™iab
14, (pysiri er pyutic o pyuriashiablow
15, (ut or uds)tiabw
16, ({bladder” or peni
. or bacteria® or microbiol*
17. (bladder” nearS (uleer* or ulcus)ab
18. (#7 OR #8 OR#9 OR #10 OR #11 OR#12 OR #13 OR#14 OR #15 OR #16 OR #17)
19. (#6 AND #18}
20, SR-RENAL
21 (719 AND NOT 20)
22, Anciinfective next agentstkw
23, Ansinfeccive next agenclow
St descri einfecc

. andblotic next agentiow
‘antibiaricttiab
. bacteriocid"isiab :
{(animycobacterial® or antibaceerial® o bactesiocid*) near2 agent®)iti.ab.
! b

. (Gantiseptic® or anci-infective” o andiinfective’) nearS wrin'

win?
. ampicillin®aiabiw

or tenal o urerer* or urech® or urin® o ueol or urogen®) near (infecc”
13

. cetimiabiow

tey & Sons, Led.

. supracttiablow

. aforan e ablow
cephalosporin’siabiw
47. cefpirome*tiabi
48. cefizaximziabjow
fpodoxim®.tiabJw

o
6. stivrofuranto®iti by
67, furadantin‘stiab oy,

72

85. neil

86. (#22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #3t OR #32 OR #
33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR
#45 OR #46 OR #47 OR #48 OR #49 OR #50 OR #51 OR £52 OR #53 OR #54 OR #55 OR #56.
OR #57 OR 458 OR #59 OR #60 OR #61 OR #62 OR #63 OR 764 OR #65 OR #66 OR #67 OR #

ley & Sons, Led.
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(Continued)

68 OR #69 OR #70 OR #71 OR #72 OR #73 OR #74 OR #75 OR #76 OR #77 OR #78 OR #79 OR
480 OR 781 OR #82 OR #83 OR #84 OR #85) .
87. (£21 AND #86)

MEDLINE (OVID 57)

. exp Child/

+2. xp il
. Adolescent/
l'ub:rq/

(pcdhnlc or | pudum:) .

(boys or g

s o m.g o neonaS ot e or ey .

(adolscns o pubre o pubesc o prepberS o prepubsscs o 1x|vuuk$ «mms o veens).ow.
10. 019 :

11, exp Urinary TractInfections!. ;.
12, exp Cpsids

13. Pyeloncphics/

14, (i or utis).tw,

1
2.
3.
4
5, child:
6.
7
8

ey

© 15, bacteriutia$iow,

16 (pv\ma or pyunzurpyunx) o,
17. eyatics
18, (it adj5 Culer$ o ulcush.ow.
19. (ladderS or genitourin o renal os ureterS o usethS or urin$ or ologs o siogen$) s
“GinfectS or bacteria or miciobiol$).ow;
20. pyconcphiS.o,

23, and[10,22.

24.. Anti-Infective Agents/
25, And-Bacterial Agenns/
26. €xp Ant-infecive Agents, Urinary]
27. ancbioicS.ow.

28. Bacteriocids.ow:

29. andbacrerialS.ov.

30, antimycobacterials.ov.
31, andispicS o

32, anc o

33. ant-infective. s

35, penicillin.w.
'36. Amoxicillin/
37, amoxicilS.w.
38, amoxpcilS.on,
39, amoxilS.nw.
40. Amosicillin-Porassium Clavulanate Combination/
41, augmendinS.iw,
Ampicilinl
43. ampicilling. v

(Contimued)

44, penbritinS.ow.
45. Cefadroxill
1746, cephadeoxitS.ow,

47. eefadroxilS o,

. merhenamin$. v,
. hexamine$.ow.
. i

.
84
.
6.
7.
8.
8.
2. v,
91. Niwofurantain/

Wiley & Sons, Led.

(Coninucd)

£ 111, 10bi

92. nirofuranioS.on.
93 furadantinS.ove.

95 Tiimerhoprim!
Tnmuhupnm.mrmnmndeCemhm:mm

97. wimetheprims.ow.

98, monotimS.mw:

99. Amdinocillial

100, asmdinociling v,

. 101, saccillinam$. ov.

102, seleidS.ow:

107, aminoglucosideS. v
108. Tobramycin/

109, sobiaimycinS.ov.
110, nebeinS.iw.’

112. Quinolones!
113, 4-Quinolones/
114, quinolaneS.gw,
115, Nerlmicin/
neitmicinS.

e

. neiillinS.ow,
118, or24-117
119. and/23,118

EMBASE (OVID 5P)

1. exp Chid/

2. exp Newbor/

3. Adolescent

4. exp Adolescencel

5. exp Childhood/

6. childs.on;

7 (pdianSor pediar)
8. (boys or girls).ow,
9. (infant$ or babies or ntmn\'S or newborn$ or toddlerS).ow,

youths or téens).cw.

10, (adol puberts or prepubersS or prepi o
1. o110

12 exp Unimary Tract Infection!

13. exp Cysival

14, exp Pyelonephrids!

15, Dackriusia/

(Continuedy

21, (ohadderS adj$ {uleerS or ulcus). o
22, ((bladders or genicouting or rena] of ureses$ o reth or uring ot urologS or urogens) adjs
GinfeceS o bactceia$ or microbiols)).ow.
. pyelonepheS.cw;
24, pyelocysttS.ow,
25 00/12.24
26. and/11,25
27, Ansiinfective Agent/
28, Asibioric Agent/
29. andibioticS.w,
30. bacteriocideS o
L o .

&

. Amoxicillin Plus Clavalanic Acd/
41 :ngmuuini o,

. Cefalesial
. cephalexinS.ow:
. ceflesing
55, cefaclorS,w.
eeporeiS.w
53, Vel .
54, Cefxime]
5. cehximS.cw.
56. cephixim$.ow.

43

P

45.

46. X
47. cephadroxS.ric
48,

4.

50,

B

62. MaforanSaw.
63. Ceplulosporn Decivatve]

Wiley & Sons, Led.
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(Continued) (Comtinued)
70. 118, net AW
71 15, 27118
72, velowefS.w 120, and(26,119.
73, Cefearidimne!
74. cefuazidim$.ow.
7. foreumS.ow. Appendix 2. Risk of bias assessment toot
76, Ceftriaxonel
77, eefriaxonS.ow.
78, iocephinS.ow
79, Cefuroximel. Poteacil source of bias Asssssment esiteria-
80, cefusemin.ow: -
81, sineelSov: Random scquence generatian : Random number (ab
82, iinnas.ow. Selction bias (biased alocation duc 1o inade ber in cosi
8. Genpamicinl, ‘quate gencration of 3 randomised sequénce dice; drawi i ‘e imple-
B4, gemidnS.on mented without 2 random dmmvz, i considered 1o be
85. cidomycin$.ow. equivalent o being random)
86, gendicinS.ov.
87, Methenarine/ ih el §
88, mechenaminS.ow. date (or.day) of admisions sequence generated by hespical or
89. hexamineS.ow linic judgen linicis
90, biptextw. ‘preferencs of the participant; based on the results of a laboraory
91. Nitrofurantain/ test or 2 series of tests; by availability of the incervention
92, niteofuranioS
93. faradaniinS.ow: Unclear: Insufficient .nrommmn about the sequence gencration
94, macrodantinS.w: process o permie i
95, Timethoprim/
96, Comimoxazole/ Allocaiion encealat i
’;‘ "'““”‘T’:s"“s""' Selcoion biae (od allocion t ftervnrion) due 10 inade: i 10 know of inf
;)' a:‘m’ mf'" quate concealment of atlocarions prior o assignment grop before ,‘bk ‘patticipant entered in the mldy(e x,omm:
100, mecillinzm$.ow. b ng telephone, web-based,and pharmacy-con
101, amdinociling o o il ambered ey
W, velopes)
hedl
y " appropriate safeguands (e, i envelopes were unscaled or none
o, s o opaqus o néx sequedlly mumbered); shetnarion e teason:
109, Tobramyein Sulfate/
110. robramycin$.ow. procedure
111, nebcinS.ow.
by Unclear, Randomisation stated but o information on method
113, Quintone] used is available
114 4 Quinclone Dt Blinding of partcipaats snd personnc] ' e dherer
-, qunipnes Performance bias due ro knowledge of the allocated interventions’ view authors judge that the ourcome s ot m«l,wm influcaced
by participants and personinel dusing the study. by lack of blinding; blinding of paricipants and key study per-
" B 7
. Wiy & Sons Led.
(Consinucd) (Continucd)
simple impuration
sonnet ensured, and unlikely that the blinding could have besn
braken Unclear: Insufficient information to permi judgement
High sk of bia: No blinding ot incomplere blnding, a0d the : i o
outcome is hb:ly 10 inflacoced by lack om. Selective eeporting i lo:r sk of bias: The seudy provoce is avalable and all of che
por
{he Hinding could have been broken and e ouicome s ey imterest A the vevicw have been reported i the . specified way:
0 be influenced by lack of blinding Irpranee el
reports % were
Unelsr. nsuffcient information 1o permit judgernent
Notallof i p prinnary out-
Blinding of outcome asscssment iag:Noblindi butthe evi
i, K p comis have ben reporiad one o more pimary ourcomes i re-
D -nnmm wdg! ;:-; -l:_cb«;-:imm :a:m:;m is not likely 10 be ported using mmupr:lwms. analysis miko":ﬁ. subsets of the
outcome assessori influenced by lack of blindings blinding of outcome assessment da i
ensired, and unlikely chas the blinding could have been broken 12 (g, subicals) chat wete ot prespecfied; one o "“"j{:
3 a ed
High ik of bin: No blndin, o aurcome asssmen. and e licaion for hei seporng it """“"‘ such 3 an uiexpet
. i ‘blind- ‘Teported incomplerely so dhat they cannat b éntéred in & meia-
could have been broken, and the outcome messurement is fikely st hsudyrepor s olnclude el o ey o
1o be influcticed by lack of blinding
" Unclea: Insuficient informat it judg
ek, Iosulfiiont infarmation 15 peridt jodgermca. nsufficient information 1 permit judgement.
Other bias

Incomplece outcome data
Auition bias due to amount, nature or handling of incomplete
oucome dira

Low risk o biar: No misding owtcome datzs easons for missing

I
ceasons for missing,daia across ronps:for dichotomous outcome
e g e >

ik h to have 3 el I b
intervention efect esimate: for continuous outcome dasa, plau-
i AP p o s

e  to have 2 clinical
g

elevans impact o oberved effct size; missing data have been

isnputed using approptiate methods

High risk of biss; Reason for missing outcome daia fikely 10 be

# ki i
observed event isk eriough (o induce clinically relevan bias in
inervention lfect stimate;for conci data, plai-

evant bias in observed effect size; ‘as-treated’ analysis done with
substantal deparcie of the fntervention eceived from chac is-
poentially

X soms, Led.

Bias due 1o problems not covered elsewhere in the table

Low risk of bies: The study appers 10 be free of other sources of
bias. ? K

spe

proces (ncluding a formal-stopping rule; ad axmeme baseline
imbalanee; b been chimed o e been Fsudolens had some
other problem

Unelar: nsulficient information to assess whether an important
sisk of s exists; insuficient racionale or evidence that an iden-

sfied problem willintroduce bias
HISTORY
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Review fist published: Issue 8, 2012
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Date ‘Event . Description

10 July 2008 -Amended Converted (o new review format.
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DIFFERENCES BETWEEN PROTOCOL AND REVIEW
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 Risk of bias assessment tool has replaced the quality assessment checkli
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