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GRADE tables

 GRADE tables summarize quality of evidence
and main findings by outcomes

 GRADE tables:
— Summary of Findings (SoF)
— Evidence Profiles (EP)



Probiotics as an adjunct to antibiotics for the prevention of pediatric antibiotic-associated diarrhea

Patient or population: children given antibiotics

Settings: inpatients and outpatient
Intervention: probiotics

Comparison: no probiotics
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MECIR standards

* Itis ‘highly desirable’ to include a Summary of
Findings (SoF) in a Cochrane systematic review
to present the statistical results and the
quality of evidence for the most important
outcomes.
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MIF SoF trial

Two arm, parallel, non-inferiority RCT; conducted
online

Health professionals, clinical practice guidelines
developers, and researchers (N=290)

Compared current format to alternative format

Assessed: understanding, accessibility, satisfation,
and preference



Email invitation to participate

v

| Questions about baseline information and background

v v v

Clinician Guideline developer Researcher

7\

Table A Table B Table A Table B Table A Table B
Understanding Understanding Understanding
Accessibility to information Accessibility to information Accessibility to information
Satisfaction Satisfaction Satisfaction
Disclosure of the other table Disclosure of the other table Disclosure of the other table
Table B Table A Table B Table A Table B Table A

Preference Preference Preference



Table 2. Alternative SoF table formats (Table A) Table 3. Current SoF table formats (Table B)

Probiotics as an adjunct to antibiotics for the prevention of pediatric antibiotic-associated diarrhea in z.rob:.'otic_s ai?:: adjunct to antibiotics for the prevention of pediatric antibiotic-associated
iarrhea in children

children
Patient or population: children given antibiotics Patient or population: children given antibiotics
Settings: inpatients and outpatient Settings: inpatients and outpatient
Intervention: probiotics Intervention: probiotics
Comparison: no probiotics Comparison: no probiotics
Anticipated absolute effects (95% CI) lllustrative comparative risks*
(95% CI)
Without With Difference Assumed risk Corresponding
probiotics probiotics risk

idence iarrhea: GBBO Prabably - No probiotics Probiotics
Probiotic dose 5 billion moderate” decreases the Incidenceof =~ Children <5 years RR 0.4 1474 SO0 |
CFU/day TR Due to risk of bias incidence of Diarrhea: Probiotic 223 per 1000" 89 per 1000 (0.29 to 0.55) (7 studies) moderate
Follow-up: 10 days to 3 Teniclojviears diarrhea dose (equal (65 to 122)
months RR 0.4 22.3%' 8.9% 13.4% fewer to/greater than) 5
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Children <5 years fewer) months Children > 5 years RR 0.8" 624 550
1474 (7 studies) Children > 5 years EREE May decrease 112 per 100" 90 per 1000 (0.53101.21) (4 studies)  low™

| - low™ the incidence (59 to 136)
RR 0.8 11.2% 9% 2.2% fewer Due to risk of bias f diarrh - -
(0.53t0 1.21) (5.9 10 13.6)| children’ and imprecision ordiannes Adverse events 18 per 1000 23 per 1000 Not 1575 BDHOO Side effects: rash,
(5.3 fewer to 2.4 P Follow-up: 10 to 44 (8 to 38) estimable® (11 studies) low™® nausea, gas,

) more) days flatulence,
Children >5 years vomiting, increased|
624 (4 studies) phlegm, chest pain

- 0 constipation, taste
Adverse events - 1.8% 2.3% 0.5% more BHOO There may be disturbance, and
Follow-up: 10 to 44 days (0.8 to 3.8) adverse events® |low™ little or no low appetite
(1 fewer to 2 E::iaocgs:isotfe?:ss dgfe"e”ce in Duration of diarrhea The mean 0.6 fewer days 897 R

1575 (0153 4 :v;:::e Follow-up: 10 days to 3 duration of  (1.18 to 0.02 (5 studies)  low"®
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probiotics was and inconsistency | stools per day its 95% Cl). Cl: Confidence interval; RR: risk ratio:
425 2.5 stools per GRADE Working Group grades of evidence
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Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate off

*The basis for the risk in the control group (e.g. the median control group risk across StUdES 15 provided in footnotes. The risk ITThE the effect, but there is a possibility that it is substantially different

intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% CI). Cl: Confidence interval; RR: risk ratio;

Low quality: confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of|the
effect
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different
FXPLANAHONS from the estimate of effect
Control group risk estimates come from pooled estimates of control groups. Relative effect based on available case analysis L
2 ! " FOOTNOTES
High risk of bias due to high loss to follow-up. ' Control sk estimat § \ed estimates of control Relative effect based ilabl
¢ Imprecision due to few events and confidence intervals include appreciable benefit or harm. ‘7" rol group risk estimates come from poolec eslimates of control groups. Relative efiect based on avallable case
Side effects: rash, nausea, flatulence, vomiting, increased phlegm, chest pain, constipation, taste disturbance, and low appetite ?T-Ia' 3’;:'? K of bias due to hiah loss to foll
®Risks were calculated from pooled risk differences. s '9 "? ‘° 1as due to high loss lo follow-up ) . . §
° High risk of bias. Only 11 of 16 trials reported on adverse events, suggesting a selective reporting bias 4 Injprecmlorw due to fow avents and qonﬂgence intervals include appreciable benefit or harm.
7 Serious inconsistency. Numerous probiotic agents and doses were evaluated amongst a relatively small number of trials, limiting 5 R'_Sks were ca_lcwawd from p°°|e_d risk differences. . . . X
High risk of bias. Only 11 of 16 trials reported on adverse events, suggesting a selective reporting bias

our ability to draw conclusions on the safety of the many probiotics agents and doses administered 6 g X N PV ;
¥ Serious unexplained inconsistency (large heterogeneity 1°=79%, P value [P = 0.04], point estimates and confidence intervals Serlous Inconsistancy. Numerous probiotic agents and doses were evaluated amongst a relatively small number of
trials, limiting our ability to draw conclusions on the safety of the many probiotics agents and doses administered

vary considerably) ! ' . Y A ety o } I ¢
? Serious imprecision. The upper bound of 0.02 fewer days of diarrhea is not considered patient important ' Serious unexp\alr_\ed inconsistency (large heterogeneity 1°=79%, P value [P = 0.04], point estimates and confidence
intervals vary considerably)

° Serious unexplained inconsistency (large heterogeneity 1’=78%, P value [P = 0.05], point estimates and confidence intervals 8 / v s . X . X .
Serious imprecision. The upper bound of 0.02 fewer days of diarrhea is not considered patient important

vary considerably) 1 ] | ) Jays ) r )
" Serious imprecision. The 95% confidence interval includes no effect and lower bound of 0.60 stools per day is of questionable ) Serious unexp\alr_\ed inconsistency (large heterogeneity 1°=78%, P value [P = 0.05], point estimates and confidence
intervals vary considerably)

patient importance Yo
Serious imprecision. The 95% confidence interval includes no effect and lower bound of 0.60 stools per day is of
questionable patient importance




Outcome: Understanding
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1. Ability to interpret footnotes and reasons for downgrading
quality of evidence

2. Ability to interpret risks — overall treatment effect
interpretation

3. Ability to determine a risk difference

4. Understanding of quality of the evidence and treatment
effect

5. Understanding of quality of evidence implications

6. Ability to relate N° of participant/ studies and outcomes

7. Ability to quantify risks

Current format better

(-2,15)

i (-5,5)
E (55,71)
E (52,71)
(0,12)
E ('8’ 2)
| (0,13)
Alternative format better
) | | | L | | o
-10 10 20 30 40 50 60 60

Fig 1. Confidence intervals and non-inferiority margin
for the outcome understanding disaggregated at a
question level

Difference in proportion of correct answers



Outcome: Satisfaction

Table 7. Satisfaction with Alternative vs Current SoF table formats (analysis at item level)

Affirmative Negative
Question asked answers (n,%) answers (n,%)
Do you think it is important to have a description of the definition
for each category for the quality of the evidence (GRADE Working 203 (72) 81 (28)

Group grades of evidence)?

Do you think the “number of participants/studies” column can be
eliminated and the information can be accommodated in the 171 (60) 113 (40)
"outcome" column?

The "comment" column is missing in table A, and instead the
comments are reported in the footnotes, Do you think this 106 (37) 178 (63)
"comment" column is necessary?

In table A, we have included the reasons for downgrading in the
"quality of the evidence (GRADE)" column. While Table B does not 243 (86) 41 (14)
include this feature. Do you think table A format is better?

In table A, we have included a column called "what happens”

column. The purpose of this column is to assist users on the

interpretation of both review results and quality of the evidence. Do 251 (88) 33(12)
you think this column should be included as an available feature in

future versions of SoF tables?

In Table A, we have included an extra column to display the

difference between the two groups (and its 95% confidence

interval). Do you think that this option of displaying the difference 250 (88) 34 (12)
and its 95% confidence interval between the intervention and

control group should be available in future SoF tables?

current formats; A Alternative formats



Additional findings

 Alternative formats were overall more
accessible to users than the current formats

e Systematic review users preferred alternative
formats of SoF tables to current ones



Challenges

Methodological (multiple testing, online
research)

Evaluating different presentation elements at
the same time

Are the outcomes good enough?

Presentation formats are evolving (e.g.,
interactive information, new platforms)
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Thank youl!

Questions or comments?



Table 1. Comparison between items included in the current and alternative SoF tables

formats

Current formats (Table B)
Inclusion of the N° of participants and studies

column

Quality of evidence presented with symbols
and labeled as High, moderate, low, or very
low. Reasons for downgrading presented in
the footnotes

“Footnotes” label

Baseline risk and corresponding risk
expressed as natural frequencies

No column specific column presenting
absolute risk reduction (risk difference) or
mean difference

Comments column included

No “what happens” column*

Description of the GRADE Working Group
grades of evidence definitions below the
table

Alternative formats (Table A)

Exclusion of the N° of participants and studies
column. Information presented in the outcomes
column

Quality of evidence presented with main
reasons for downgrading in the same column
(e.g. MODERATE due to imprecision)

“Explanations” label

Baseline risk and corresponding risk expressed
as percentages

Inclusion of a column presenting absolute risk
reduction (risk difference) expressed as
percentage for benefit and harm or mean
difference

Comments column deleted

“What happens” column included*

No description of the GRADE Working Group

grades of evidence definitions




