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B2 WX A7 The Risk Of Bias In Non—
randomized Studies — of Interventions (ROBINS-I)
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Revised Cochrane risk of bias tool for randomized
trials (RoB 2.0)
1. Randomized parallel group trials.

?. Cluster—-randomized trials (including those in
which multiple body parts are randomized to the
same intervention)

3. Randomized cross—over trials and other matched
designs
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Specifying the nature of the target comparison
(effect of interest)

s AZAIMHAME SIHe SHOZ Olet SIS
EHJlole= H 2 (to assess the effect of
assignment to intervention )

= AL HENMA 2HELZ MHAlISH I Al &1t
K=ol SIE HItole M3 (to assess the effect
of starting and adhering to intervention )
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= Beneficial effect of nasal saline irrigation in children with
allergic rhinitis and asthma: A randomized clinical trial, Asian
Pac J Allergy Immunol DOI 10.12932/AP-070918-0403)
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Some concerns

High risk

= Block randomization was performed with a block size of 2. The subjects were randomly
assigned to the irrigation group or the control group within a block. The irrigation group
was instructed to rinse their nasal cavities using a disposable syringe with 60-150 mL of
isotonic saline twice per day on a daily basis during 12 weeks.14 We instructed the
study participants to use commercial sterile isotonic saline and disposable syringe to
keep a good hygiene. All patients and their caretakers were educated by an
experienced nurse using a video clip.15 All patients continued step 2 treatment
according to the Global Initiative for Asthma guidelines1 and levocetirizine 5 mg
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Assessed for eligibility (n=20)

Irrigation group (n = 10) Control group (n = 10) Pvalue
Age (yr)* £7(7.9-10.7) 9.7 (7.3-11.5) 0.739
> Excluded (n=0)
Male (no, %) & (&0) 8 (R0) 1000
Y
Randomized (n =20) Total IgE (kU/L)* 293.0 (130.8-605.0) 632.0 (171.0-1165.0) 0.356
Nasal eostnophils (%)* 3.5(0.5-11) 1.0 {0-2.0) 0.222
l’ l’ Sensitization rate (no, %) 10 (100) 10 {100) 1.000
Allocated to nasal saline irrigation Allocated to control House dust mites 7 (70.00 7 (70.00 108080
group (n=10) group (n=10) Tree pollen 4(40.0) £ (80.0) 0.170
Grass pollen 4 (40.0) 3(30.0) 1.000
' v Weed pollen 3 (30.00 5 (50,00 0.650
Loss to follow-up (n = 0) Loss to follow-up (n =0} Animals 4 (40.0) B (B0.0) 0.170
Molds 3 (30.00 3 (30.0) 1000
. . Splrometry*
Analyzed (n =10) Analyzed (n =10) FVC (% predicted value) 98.0 (90.0-103.0) 93.5 (85.0-103.0) 0.436
FEV, (% predicted value) 85.0 (79.0-90.0) 84.5 (80.0-91.0) 0.853
e e e e meeanny S S e e pos e FEV /EVC 81.0(77.0-86.0) 80.5 (78.0-86.0) 0.739
AR. There were no differences in baseline characteristics such .
as age, total IgE, proportion of eosinophils, sensitization rates, B fmgfmal} L, s 0436
pulmonary function tests, PC,, FE_, AR severity, ACT, and FE,,, (ppb)* 39.0 (32.0-52.0) 49.5 (32.0-72.0) 0.436
QQOL-ARK between the intervention group and control group
i . . AR severlty (no, %) 1.000
(Table 1). In addition, no differences were found in the use of !
oo . Mild persistent 4 (40 3 (300
Moderate-to-severe intermittent ] 1(10)
T Moderate-to-severe persistent & (60) & (60)
)
§=, ' ACT score® 18 (17.3-21.0) 18 (17.0-22.8) 0604
o
o QQOL-ARK score* 15 (10.0-25.8) 16 (10.0-18.3) 0971
Week0 Week12 Week0 Week12
Inigation group Control group Asthma controller (no, %) 8 (80.0) 8(80.0) 1.0:00
(P beosn e 0 and ek 12.The Pyt weck 12 was highe o baclne ssurements i he sigation roup (- LTRA 7(70.0) 7(70.0) 1.000
0.017), while no difference was observed in PC,, in the control group (P = 0.333). *P < 0.05 Inhaled corticosteroids 3 ,:Emu] 3 UD.H} 10800
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Bias due to deviations from intended interventions
deff A== SM=FH2 Btz Qlet U89S

1. =S 2 24(ITT) CHAH 0172
2. & ALAAA WA l
&
/ \

a

23 ol

@
J0

([

[

05

~

[Ih4

S|

g

&

H I ST s Ot ), e




i

2] 2= SMHEEHS 0|22 Ol H=E9 &
Ci8t & 0elS (effect of assignment to intervention)

Part 1: Questions 2.1t0 2.5 Part 2: Questions 2.6 & 2.7
stetEl ST
Both N/PN SUE =HoIIul | vey
Low risk ] B S * Low risk
A SR =01?
: ITT/modified ITT(& &
Either Y/PY/NI
e Per-protocol as treated(2 & &)
SHEAHA 0l= &2
BHAMIAFS(BHAID I =0 = 8 2-
EMZ2HS HE, AEX €2 B-FHE)
Olg= A32 N/PN 1
HEoz ol ¥ Some concems Some concems
2GR =0t
¥/PY
N/PN
=TH22E 9 Y/PY/NI
olge oz
Zo0 g2
0IXI =012 Y/PY/NI —~
i
=nzege [VN
o2 18 2t High rick "
Eg; E 'I"L Hig’hﬂik
ol2=01?

Criteria for the domain

‘Low risk’ of bias in Part 1 AND “Low risk’ of bias in Part 2 m

*Some concems’ in either Part 1 or in Part 2, AND Not ‘High risk’ in either Part - Some concemns

High risk in either Part 1 or in Part 2 —_
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PA RT ‘l Part 1: Questions 2.1t 2.5

dAE A=
ENE
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Low risk
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Q=22 Either Y/PY/NI

HE= 32 N

LHE==2 2l SOme Concems

SrEsE =0t
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| N EEEE T

ST 2E12)
R

200 v
Ola=2F2 Y/PY/NI

The irrigation group was instructed to rinse their nasal cavities using a disposable
syringe with 60-150 mL of isotonic saline twice per day on a daily basis during 12
weeks.

Of the 20 patients who met the eligibility criteria, 10 each (8 boys and 2 girls per
group) were randomly assigned to the irrigation and control groups (Figure 1). All
subjects completed this study without withdrawal due to poor compliance or serious
adverse events.
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PART 2

Part 2: Questions 2.6 & 2.7

Low risk

e E79)
ZAE FETHAH | ey
CF' -

i

0L
Jz0
i 1 = i
M
[
i

4

=

=
1a

ITT/modified ITT(Z E)
Per-protocol as treated(T
SIS 0|5 EHRFS)

ERES) jE_&IIl o= o =235

Ja

M= =012 Some concems
H=EE?
YRYNI
* High risk

T . O°C

We included data from all the patients who

had undergone randomization in the analyses of
the primary and secondary outcomes, according
to the intention-to-treat principle. Baseline char-
acteristics were summarized as means and stan-

[ Analysis ][ Follow-up ] [ Allocation ] [ Enroliment ]

Assessed for eligibility (n = 20)

y

A\

Excluded (n =0)

Randomized (n = 20)

r

L

Allocated to nasal saline irrigation
group (n=10)

Allocated to control
group (n=10)

Y

v

Loss to follow-up (n =0)

Loss to follow-up (n = 0)

Y

A\

Analyzed (n=10)

Analyzed (n=10)

Figure 1. Flowchart of the study population.
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R A& SME=EHS O|E=Z Clet HEERAE
CHst 2N el=S (effect of assianment to intervention)

Part 1: Questions 2.1t0 2.5 Part 2: Questions 2.6 & 2.7

HAPE O K=
%@%7 store =1
Or=Jl Both N/PN SU= ==0000 | ey

Low risk ] B S = Low risk
(o] = = = s ==
A= AEBIR =T

SHE

OF=J? Either Y/PY/NI ITT/modified ITT(Z & Ny

Per-protocol as treated(2 & &)
SALABHE 0l= X2

BHKIAFR(BHRIDIZ= 0 = 3 <-

[S=g= o=
=T 2 RE o Hg8 =28 mm O ge Fe-2mEy)
EE"‘% @ 9 R = ;—— N/FN
Olg ;;l ¥ Some concems PN ESE=IIS] - Some concemns
LHEe=Z elol P =1)
2SR =0t s4dz2
Y/PY
N/PN
SHZRHS ¥/PY/NI
org=2d+
20l =
T = YIEY,
I XI =012 Y o
P |
SMZEHS s
Olg=2 a8 ¢ High risk .
Sas ghrt High risk
0I2=It?
Criteria for the domain
"Low risk’ of bias in Part 1 AND ‘Low risk’ of bias in Part 2
‘Some concerns’ ineither Part 1 or in Part 2, AND Not ‘High risk’ in either Part . Some concems
High risk in either Part 1 or in Part 2 -—_




PART 1:0|E=10 Al=

Part 1: Questions 2.1t0 2.5

HIAE A=

ENE

OF=212

Both N/PN Low risk
W I
HAT =
ENE
Ok=212 Either Y/PY/NI

NfPN

ETNEL2E=
e
LiE=2 25l
EMFIER =

Y ELRE
e
20HH =2rs

==

OIR=7
EMWELE 2
Oge I8 2
=
Method This was a randomized control trial of patients
with FI, stratified into two groups (metropolitan and
rural) and then randomized into two subgroups (groups
1 and 2 within metropolitan, groups 3 and 4 within
rural) with varying face-to-face and telephone biofeed-
back components. All patients received standardized
counselling and education, dietary modification and the
use of anti-diarrhoeal medications. Group 1 received
four monthly face-to-face biofeedback treatments, = Er
groups 2 :mdy3 received one face-to-face biofeedback A=0lg= 21% 14% 30% 26%
followed by telephone biofeedback and  group 4
received a one-off face-to-face biofeedback treatment. S
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PART 2 : B Al

Part 2: Questions 2.6 & 2

A=t HE

N
EG
32
c
(]
o

Ol

=

[ 1176 Randomized ]

GSP301 (n=294)
Received Treatment (n=293)

Olopatadine (n=294)

Mometasone (n=294)

Received Treatment (n=293)

Placebo (n=294)

J \

% H:gl- E| o -:I:-; = Not Treated as Randomized (n=1) Received Treatment (n=294) Not Treated as Randomized (n=1% Received Treatment (n=294)
7 \ J
521 3 Ex I [ l I
6 ——
0 b E P 284 Completed
e L 287C leted
: <35 s 289 Completed 286 Completed o 10 Terminated Early
ITT/m I:’C! (= 5 Terminated Early 8 Terminated Early 4 Investigator Removal 4 Withdrawal by Patient
3 Nonadherence 3 Lost to Follow-Up 1 Withd | by Patient 2 Investigator Removal
| PDE"FQ < 1 Withdrawal by Patient 3 Adverse Event . N' :;;]“'a it 2 Other
—r?—:.r'r = 1 Randomization Failure 2 Other o IereIﬂCE i SRS ERe
© 1 Randomization Failure o
= HHH| A 3 1Protocol Deviation
BHIHEIACPE e £ \
TR, — ' . : Y ( : ﬂ ' ﬂ
ZNHE T34 E ?: Safety Analysis Set Safety Analysis Set Safety Analysis Set Safety Analysis Set
T M= 2] (h=2939) (n=294) (n=294"%) (n=294)
== TEU Full Analysis Set Full Analysis Set Full Analysis Set Full Analysis Set
i (n=292"9) (n=2939) (h=2947%) (=293

Figure 1. Study design and patient disposition. The GSP301 group received 665 ug of olopatadine and 25 ug of mometasone twice daily, the olopatadine group received 665 ug
[=

.
A One patient who was randomized to receive mometasone unintentionally

received GSP301 (wrong drug was administered) and continued to receive GSP301
for the remainder of the 14-day treatment period. This patient was analyzed as
randomized for efficacy (ie, included in the mometasone treatment group for the

full analysis set) and as treated for safety (ie, included in the GSP301 treatment
group for the safety analysis set).

B Excluded 1 patient who did not receive treatment.

C Excluded 1 patient who repeated participation at a different site.
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Bias in measurement of the outcome
HAi)Ae &)} 2deS HESEHE
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measurement error (2 =5& Z 1})
misclassification (Ol & /g4 Z 1)
under-ascertainment/over-ascertainment (Af 24 2 28)

=

@ = & M (differential/non-differential) 2! )t 2| 2 Al
- 2 Bt 214 8Jt

o | |

A28 S8
I ST O ) e

-

re




Bias in measurement of the outcome

= Differential measurement errors

N

detection bias

= Non-—differential measurement errors
=MH2o &&hf 2ted 10| Al
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= Participant-reported outcomes (PRO)
Aol 2AJF Dol 2t A =2 UE A
Ololf & X2 Bt=0 CHS A 0] ZREHA 2e Ht

o)
P WAEEX 2= B H=E Jb
ZEILALEAS WAHO| ER
= Observer—-reported outcomes not involving judgement
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= Observer—-reported outcomes involving some
judgment
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= Composite outcomes
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dneizzm  » 10 €nsure participant compliance, patients were followed by

T L

EEE'-E o H - .
Elﬁémm the same pediatric allergist (JK) every 4 weeks

Ll

N/PN/NI

We measured FEV1 at 90 seconds after five breath of each
diluted methacholine aerosol increasing concentrations of
methacholine until a 20% decrease in FEV1 was detected.
We calculated the PC20 using the guideline formula. The
FENO level was measured with an electrochemical analyzer
(NIOX MINO, Aerocrine, Solna, Sweden) according to the
American Thoracic Society guidelines
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“The pulmonary technician was blinded to
the group to which the subject belonged
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The primary outcome was changes in BHR presented as differences in PCxbetween
weeks 0 and 12. The secondary endpoints were changes in ACT and QQOL-ARK
scores, eosinophils (%) in nasal secretions, FExobetween weeks 0 and 12, and rate
of asthma exacerbation events.

the same pediatric allergist (JK) every 4 weeks. A skin prick test (SPT) was
performed at enrollment and included common allergens such as house dust mite
(Dermatophagoides pteronyssinus, D. farinae), grass pollen (timothy, bermuda,
meadow grass), tree pollen (alder, birch, elder, oak, japanese cedar), weed pollen
(mugwort, ragweed, short ragweed, hops Japaneses, fat hen), animal (cat, dog),
mold (Alternaria alternata, Aspergillus fumigatus, Cladosporium, Penicillium), and
food (wheat, cow’s milk, whole egg, soybean, peanut). Histamine was used as a
positive control and normal saline was used as a negative control. All extracts were
manufactured by Allergopharma (Merck KGaA, Darmstadt, Germany). A positive
SPT response was considered when the mean wheal diameter was >3 mm larger
than the negative control. In addition, otorhinolaryngologists performed sinonasal
endoscopic examination, and sinonasal plain X-rays were obtained to exclude
rhinosinusitis, nasal anatomical defects, or paranasal sinus defects.
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= FEV1, PC20, fractional exhaled nitric oxide (FENO),

AR severity(The severity of AR was classified as mild

intermittent, mild persistent, moderate/severe intermittent, and
moderate /severe persistent according to the Allergic Rhinitis and

its Impact on Asthma guideline)

= asthma control test (ACT)

= questionnaire for quality-of-life specific to AR in
Korean children (QQOL-ARK)(The ACT scores assessed

daytime and nighttime symptoms and rescue bronchodilator use on a 0-6
scale, and higher scores represent better control. The QQOL-ARK
consists of 18 items rated on a 5—point scale, and a high score indicates
low quality of life)

= eosinophils (%) in nasal secretions.

= Asthma exacerbations (were defined as worsening of respiratory
symptoms requiring systemic corticosteroids, emergency department (ED)
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intention-to-trecat  basis, and so missing data were

imputed. The chained equation method of muluple
imputation was used to impute missing data for those

paticnts who withdrew from the study and those who
were lost to follow-up. Five imputations were used with

2= = Ololel 2&set U0l

X

50 iterations. Categorical data were analysed using the e
chi-squared test. Continuous data were compared using
a t test or where appropriate a non-parametric alterna-
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' Weéko Wee‘k'lz WeékD Wee‘k‘lz
Irrigation group Control group
Figure 2. Change in provocative concentration of methacholine causing a 20% decrease in forced expiratory volum
(PC,,) between week 0 and week 12. The PC, at week 12 was higher than baseline measurements in the irrigatior
0.017), while no difference was observed in PC,, in the control group (P = 0.333). “P < 0.05
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*
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=

-
-]
oo w

=

PC,, (ma/mL)

LS B =]

(=]
Number of patients

- N oW

8

Figure 5. Change in distribution of AR severity between week 0 and week 12. The proportion of patients with moderate-to-se-
vere persistent AR decreased from 60% to 30% in the irrigation group (P = 0.003), while no difference in distribution of AR
severity was found in the control group (P = 0.094). *P < 0.05

ACT score
>

Week0 Week 12 Week0 Week 12
Irrigation group Control group

Figure 3. Change in Asthma Control Test (ACT) score between week 0 and week 12. ACT score at week 12 was higher than
baseline measurements in the irrigation group (P = 0.007), while no difference was observed in the control group (P = 0.074).
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Figure 4. Change in Questionnaire for Quality-of-Life Specific to Allergic Rhinitis in Korean Children (QQOL-ARK) score
between week 0 and week 12. The QQOL-ARK score at week 12 was higher than baseline measurements in the irrigation group
(P =10.028), while no difference was observed in the control group (P =0.112). *P < 0.05
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Primary outcomes of interest were (i) patient-reported
assessment of the effectiveness of treatment (better/
cured or worse/the same); (ii) improvements in FI as
assessed by patients on a visual analogue scale; (iii)
patient-specific quality of life (Qol.) measured using the
RAND 36-item Short Form Health Survey (SF-36)

change scores and direct questioning of objectives. Sec-
ondary outcomes of interest were changes in sphincter
manometry (resting pressure and squeeze pressure);
sphincter endurance as assessed by isotonic fatigue time
and isometric fatigue time; St Mark’s incontinence
score; the Hospital Anxiety and Depression scale
(HADS) score; and patient satisfaction with treatment
group (was the patient happy with their treatment
group and would they recommend their treatment

group).

B,

=Jt?

Table 2 Outcome scores for all patients.
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Results

Registration number ACTEN1Z605000747628 Between May 2006 and December 2012, 351 partici-

Fthics Elpp].iEElﬁDIl gtatiig ﬂpprc:ved pants (217 in the mt:tr{}p-(ﬂitﬂ.n group and 134 in the
rural group) were recruited for the study. Due to

Date submitted 28,/10/2005 recruitment difliculties with metropolitan patients, the
Date registered 16/11/2005 sample size for the metropolitan group was not reached
Date last updated 4,/09/2013 (Fig. 1). The number of rural patients exceeded that

Tyvpe of registration Prospectively registered

Titles & JDs Public title Randomized Control Trial of Biofeedbaclk Guided Pelvic
Floor Exercises in the Treatment in Faecal Incontinence

Saentific title Eandomized Control Trial of Biofeedback Guided Pelvic Floor
Exercises in the Treatment in Faec

Secondary ID [1] nil Outcomes
Universal Trial Number (UTN) Primary outcome [1] Incontinence

Trial acronym Timepoint [1] 5 months after initial visit

Linked study record Updated from Eeason: No timepoint was mitially stated
Updated on 3/11/2011 2:37:31 PM

Secondary outcome [1] Quality of life

aaaaaaaaaaaaaaaaaaaaa

Updated from Eeason: Neo fimepoint was mitially stated
Updated on 3/11/2011 2:37:34 PM
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= Cluster-randomized trials :JH 10| OFL! & SH( O,

5,012, JtE S)0| T2 EME 29 HRots

A2 20l

= Cross—over trials : st LHAXIEF & JHAl Ol &2

SME BF &= A= 2 0/e(AB/BA)

2t OIPA) Y HIER AEEIIETRE NS
Revised Cochrane risk of bias tool for randomized
trials (RoB 2.0)

Additional considerations for cluster—-randomized
trials

Additional considerations for cross—over trials
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Cluster-randomized trials

Cluster—randomized trials :JH 10| OFLl & S0

st 0=, D= S)0l e SMEZ 2252 A SPE A=

o|l0|et
Recruitment bias/identification bias : & &0l CH&t &
OlF APREAHXIF 2 EHH HOoHH Sl 3 LA -
ROB2.00Il & &0l CHet SEAAIII2F 2O AL & &0

=2 U 22 A e e 8lE=8 =50t
AAEHNHA Zoo 2H : SEEXON et(formal) 22
S0AE A=A &= 2RIt BS(A =, 28X IS A
S), e W WA OE 82 HUHI EMENH U= BRI
Es2= 2442 ZUMAEE 2| UE MEBUHAM EJtot=
2RIt HE - ROB2.0% T & SM= 2HZ
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Cross—over trials

Carry—over effects : & HE{ AlJ|2] Skt
ANEHOZ &EDIH FEHM AIDIS 200 HErs
Ol XIH S 2MH-ROB2.02 2= SMEEH2
Et2t(co—intervention =20 Al EO})

Period effects : & & 0|&2] & AIJIE 2 & H

AJIE EOWH A2 S0l MASL= Li=)] 20
S0 Al S 0lF AL SO0| 2d) -

=

ROB2.02 24 A UE UM HI=8RS =0A Bt
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=&0A DHE &

A W CIAelS] Ol Leet 240 2R

= Ch&=5t paired analysis (Olpaired t—test)2 &<
DA FAHTHAI DI SEHEHAID] 2 X0t 0

A2 JHAl D /U S(period effects2l BHMIDF &
A = 2

= period effects? EMItsA0| JUCHH
EH/\I-I'. |_O|O| AN = I:lI—l oI- J\ O| & I—lI—ch-

(WL WY s R — M L T (L

2! Q(regression model, anaIyS|s of variance: treatment-—
by—period interaction2 282 Eadl)

= “unit—of—analysis error : J| &2 &2 AR S0| & At2
st E sl XHO[0l tHet 2= Al dlg| 22t=
SIHAIZ>>0l= HI=Z=E 2 2MHO0)| Eli=
A M (precision )2 EME ROBUA BIIoHAl &S
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B Risk of bias table &
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Random sequence generation |Hiuh AT |~r| QUote L
(selection bias) and p &l'/g j|-5
Allocation concealment (selection |High T |v| o

bias) sequ

Blinding of participants and personnel |u“[:|Ear risk |v| Quote: "Caffeinated :
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Comment: itis likeky t
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Self-reported outcomes
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Incomplete outcome data (attrition bias)

") . Elinding of outcome assessment (detection bia
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