Unique ID EN Study ID Ren et al., 2024 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the ‘intention-to-treat'
effect)
Experimental IV esketamine (0.25mg/kg) plus propofol Comparator IV saline plus propofol Source Journal article(s); Trial protocol
Outcome Remission of suicidal ideation Results Weight 1
Response Comments
1.1 Was the allocation sequence random? Y Eligible patients randomly assigned to either
experimental or control group using a computer-
generated random number sequence. Both
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y patients and physicians were unaware of group
. . assignment.
Bias arising from the
randomization Comparable age between participants. No
process significant differences in sex. Other baseline
1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? N characteristics (antidepressant medication, HAM-
24, BPRS and MoCA scores before ECT) were
similar.
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? N
Double blind study
2.2.Were carers and people the interventions aware of ' assigned intervention during the trial? N
2.3. If Y/PYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
Bias due to 2.4 1f Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
deviations from
N 2.5. If Y/PY/NI to 2.4: Were these deviations from intended intervention balanced between groups? NA
intended
interventions All analyses were conducted based on intention-
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y to-treat (ITT) sample that comprised all
randomized subjects.
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
To achieve a statistical power of 80% at a sig.
level,103 subjects were needed in each group.
Final sample size was 114 in each group. 6
3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY dropped out from the experimental group, leaving
108 subjects. 12 dropped out from control group,
leaving 102 subjects. Mean data was available
Bias due to g for outcomes.
outcome data 3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA
3.4 If Y/PY/NI to 3.3: Is it likely that in the outcome on its true value? NA
Risk of bias judgement Low
Concerns regarding the validity and
persuasiveness of results on Sl. Sl was only
4.1 Was the method of measuring the outcome inappropriate? PN assessed using the suicidal item on the HAMD
and not confirmed by other instruments, like the
C-SSRS.
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N Both groups were similarly assessed for S|
Bias in Subject and experimenter were both blinded and
measurement of the unaware of the group assignments and the
outcome 4.3 Were outcome assessors aware of the intervention received by study participants? N specific anesthetics regimen.The
Anesthesiologists and psychiatrists involved in
ECT were not involved in the follow-up surveys.
4.4 1f YIPYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA
4.5 If Y/PYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA
Risk of bias judgement Low
. . ) " . . Power analysis was completed based on pilot
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before 5 L
N " 5 Y study data prior to the initation of the current
unblinded outcome data were available for analysis? "
5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? N See description for 4.1
Bias in selection of o v — . “
the reported result utcomes analyzed by kaplan-meier curve an
compared using the log-rank test. Generalized
5.3 ... multiple eligible analyses of the data? PN linear mixed model estimated in repeated
measures analysis used for assessing trend
changes over time in mean difference.
Risk of bias judgement Low
Overall bias Risk of bias judgement Low
Unique ID a2 Study ID Fineberg et al., 2023 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the ‘intention-to-treat’
effect)
Experimental IV ketamine (0.5mg/kg) Comparator IV midazolam (0.4mg/kg) Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1

Comments

Bias arising from the
randomization
process

1.1 Was the allocation sequence random?

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions?

Participants rar by Yale Invi

Drug Service (IDS); randomization done at a 1:1
ketamine to midazolam ratio, with fixed block
size. Clinical staff and pts blinded.




No sig. group differences in gender, age, race,

1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? N y . . y
education, or baseline clinical variables
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? N
See 1.1 description
2.2.Were carers and people the interventions aware of ' assigned intervention during the trial? N
2.3. If Y/PYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
2.5. If YIPYINI to 2.4: Were these deviations from intended intervention balanced between groups? NA
Bias due to Exploratory assignment used; Unclear if study
deviations from 2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI was a protocol analysis or an intention-to-treat
intended analysis.
inter i
All data was available for 12 control and 10
experimental subjects. Some data was missing at
various timepoints at each of the clinical scales
2.7 If NIPN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to N (Day 1 - one midazolam pt; Day 3 - two

which they were randomized?

midazolam participants). For BAI, data missing
from one additional midazolam pt at day 3. For
SAS-SR, data from one additional midazolam
participant at Day 14

Risk of bias judgement

Some concerns

3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y See 2.7 description

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
Bias due to missing . . )

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA
outcome data

3.4 If Y/IPY/NI to 3.3: Is it likely that in the outcome on its true value? NA

Risk of bias judgement Low

4.1 Was the method of the outcome i ate? N for sglcldal ideation, me Beck Scale for Suicidal

Ideation was appropriately used
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N Both grgups have the same.measurment of
L. ascertainment at the same time intervals
Bias in
measurement of the — —— -
tcome 4.3 Were outcome assessors aware of the intervention received by study participants? N clinical raters were blinded (o infusion medication

oul and to intra-infusion experience

4.4 1f YIPYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA

4.5 If YIPYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA

Risk of bias judgement Low

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before PN S é?n.exr)lﬁratorylgnzlysls, ll: Ij unclea;tlf o

unblinded outcome data were available for analysis? statistical plan outiined was before or after

outcome data

Bias inselectionof 5, . e eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? N Only BSS score used to measure outcome
the reported result

5.3 ... multiple eligible analyses of the data? N Only used change in BSS score

Risk of bias judgement Some concerns
Overall bias Risk of bias judgement Some concerns
Unique ID a3 Study ID Su et al., 2023 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the 'intention-to-treat'

effect)

Experimental IV Ketamine (0.5mg/kg) Comparator IV Midazolam (0.045mg/kg) Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1
Dol Comments

1.1 Was the allocati dom? n . n
s the allocation sequence random PY randomized double blind controlled trial; does not
0 . - . . . state how the participants were randomized
o 1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? v e =
Bias arising from the
randomization 2 A e
. " ’ . ’ L The baseline scores and psychiatri comorbidities
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? N . »
of all outcomes did not differ between groups

Risk of bias judgement Low

2.1.Were participants aware of their assigned intervention during the trial? N

2.2.Were carers and people delivering the interventions aware of participants’ assigned intervention during the trial? N

2.3.If YIPYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA

2.4 1f Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
Bias due to
deviations from 2.5, If YIPY/NI to 2.4: Were these deviations from intended intervention balanced between groups? NA
intended . . f f assi . P ; i o
interventions 2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? NI No relevant information provided

No relevant information on whether participants
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to PN dropped out after randomization.All figures and

which they were randomized?

tables indicate that all 84 participants were
involved in the analysis post-randomization

Bias due to missing
outcome data

Risk of bias judgement Some concerns
. L 2 Number of remissions of SI based on total
3.1 Were data for thi 1t lable for all, rly all, parti t: d d?
lere data for this outcome available for all, or nearly all, participants randomize Y CSSRS-ISS score and MADRS score
3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA
3.4 If Y/PY/NI to 3.3: Is it likely that in the outcome on its true value? NA




Risk of bias judgement Low
Both the MADRS and the CSSRS-ISS are
4.1 Was the method of the outcome i iate? PN appr.oplate outcome measures. The "'.""a“"",s.
section does not list these two as lacking validity
or being vulnerable to intervention effects
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? PN Same measurement thresholds and methods
Bias in were used for the both groups.
measurement of the The study is double-blind.However, there is no
outcome 4.3 Were outcome assessors aware of the intervention received by study participants? PN further information on whether the outcome
assessor was present during the intervention.
4.4 1f YIPYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA
4.5 If YIPYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA
Risk of bias judgement Low
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before NI N i f a statistical lysis pl
unblinded outcome data were available for analysis? ©GRSALEN 1) S ERERS (2
Remission of Sl was examined by looking at
CSSRS. Overall Sl was examined by looking at
Bias in selection of |52 - multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? PN :::YM;:E':Iffe‘r’z:'t'i:ﬂcegn?:;h;{:]':;’:L'l"rgr:‘e:t's
the reported result follow the same time points, regardless of
randomization group
5.3 ... multiple eligible analyses of the data? N

Risk of bias judgement

Some concerns

Overall bias Risk of bias judgement Some concerns
Unique ID a4 Study ID Ahmed et al., 2023 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the ‘intention-to-treat'
effect)
: " . IV saline (50mL, . y
Experimental IV ketamine (0.5mg/kg in 50mL salinee) Comparator ( ) Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1
Do Response Comments
i \?
i) Wiz it Lol s oIt ki Y double-blind randomized via the Sequentially
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y RuptestGracie Seaetinepelicchkie
no significant differences in the demographic
Bias arising from the |nrforr‘r:|altlon of l.hehgrolljps.Duratlon o:]l\lne:s was
randomization ilg: (y longer in tT:pacebo glroupt gn Fre .
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN gamlne group. There was»aso no S.Ig.m ioan!
difference between groups in other clinical
variables and ECT history. The difference in
duration of illness is likely not related to a problem
with the randomization process.
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? N Alinfusions were overseen by a research
physician (trained anesthesiologist or
psychiatrist). Article and trial protocol does not
2.2.Were carers and people delivering the interventions aware of participants' assigned intervention during the trial? N provide information on whether carers and/or
people delivering intervention aware of assigned
intervention.
2.3. If Y/PYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
Bias due to 2.4 If YIPY to 2.3: Were these deviations likely to have affected the outcome? NA
deviations from
intended 2.5.If YIPYINI to 2.4: Were these deviations from intended intervention balanced between groups? NA
inter
No dropouts which may indicate an intention-to-
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY treat analysis where all participants that were
randomized were analyzed
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY No missing data; see 2.6 description
3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
Bias due to missing . . )
3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA
outcome data
3.4 If Y/IPY/NI to 3.3: Is it likely that in the outcome on its true value? NA
Risk of bias judgement Low
4.1 Was the method of the outcome i iate? PN The SPS is a pre-specified outcome measure
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? PN The SPS Was. used .\n both groups and at
comparable time points
See 2.1 description; only pharmacy was aware of|
Bias in 4.3 Were outcome assessors aware of the intervention received by study participants? NI the |merv.ent>|on received. However, the article
does not indicate who the assessor was and
measurement of the whether they were present during the infusion
outcome ether they were present during the infusior
4.4 1f YIPY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? PN Itis unlikely that the research psychiatrist and/or
the anesthesit (that were present during the
4.5 If YIPY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA intervention) were administering the SPS
Risk of bias judgement Low
EPI info statistical package version 7 was used
. . ) - . . to determine the sample size. 17 samples were
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before PY required for each arm. Additional statistical

Bias in selection of
the reported result

unblinded outcome data were available for analysis?

analysis plans are provided but it is unclear if this
was completed before data was unblinded.




Response

5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? N
5.3 ... multiple eligible analyses of the data? N (CIrs (el Ao Uy 1 CUEEHTD G2 2D MEERE:
(SPS;
Risk of bias judgement Low
Overall bias Risk of bias judgement Low
Unique ID a5 Study ID Zhou et al., 2023 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the ‘intention-to-treat'
effect)
. 1V mi I .02mg/k " N
(s] v e (0.25mg/kg) Comparator midazolam (0.02mg/kg) Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1
Doma Response Comments
1.1 Was the allocation sequence random? Y
randomized controlled trial; double blind
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y
Bias arising from the
randomization T imilar with {to thei
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN x group w.ere simiar V‘{I rgspec o their -
demographic and baseline clinical characteristics
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? N
double blind via a computer-generated
randomization scheme, and assigned the
2.2.Were carers and people delivering the interventions aware of participants' assigned intervention during the trial? N par(mlpa‘m(s {o interventions but did not participate
in participant enroliment or assessment scale
2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
BIaS. d.ue to 2.4 If YIPY to 2.3: Were these deviations likely to have affected the outcome? NA
deviations from
intended 2.5. If YIPY/NI to 2.4: Were these deviations from intended intervention balanced between groups? NA
inter
Out of 54 randomized, 5 pts were lost to follow-
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY up and another 5 refuse to complete
assessments at some point post-randomization.
Implies an intention-to-treat analysis.
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y
3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
Bias due to missing o . .
3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA
outcome data
3.4 If YIPY/NI to 3.3: Is it likely that in the outcome: on its true value? NA
Risk of bias judgement Low
Power analysis estimate was determined before
4.1 Was the method of measuring the outcome inappropriate? PN the initiation of the study. Statistical analysis was
most likely pre-specified.
Both groups use the same measurement of the
L 4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N outcome using C-SSRS Ideation and Intensity,
Bias in MADRS and SSI-5
measurement of the
outcome 4.3 Were outcome assessors aware of the intervention received by study participants? N Outcome assessors are not aware of the
intervention
4.4 1f YIPYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA
4.5 If YIPYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA
Risk of bias judgement Low
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before .
unblinded outcome data were available for analysis? PY See 4.1 description
5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? PN ML EESIREINERLS S0 (I ER S EUe, ¢l
L. ) subsets are fully reported.
Bias in selection of Jr— - P —
(B MeTeeres rea _ N eligible reported results for the outcome
P 5.3 ... multiple eligible analyses of the data? PN measurement correspond to all intended
analyses.
Risk of bias judgement Low
Overall bias Risk of bias judgement Low
Unique ID a6 Study ID Abbar et al., 2022 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the 'intention-to-treat'
effect)
N . IV saline " I
Experimental IV ketamine (0.5mg/kg) Comparator Source Journal article(s); Trial protocol
(o] Remission of suicidal ideation Results Weight 1

Comments

1.1 Was the allocation sequence random? Y RCT; blocks of random size stratified by centre
d by diagnostic category. Participants were
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y assigned a unique identification code.
Bias arising from the
randomization Table 1 indicates that baseline characteristics
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN (demographics and clinical charcacteristics) are
not significant.
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? N

Pavhla klind




2.2.Were carers and people the interventions aware of ' assigned intervention during the trial? N
2.3. If Y/PYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
Bias due to N
deviations from 2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
intended -
N N 2.5. If YIPYINI to 2.4: Were these deviations from intended intervention balanced between groups? NA
interventions
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y Intentlor}-to-treat population, which indicated an
appropriate analysis
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
17/83 participants assigned to placebo
3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY discontinued treatment. 13/73 participants
assigned to ketamine discontinued treatment
Bias due to missing (3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
outcome data
3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA
3.4 If Y/IPY/NI to 3.3: Is it likely that in the outcome on its true value? NA
Risk of bias judgement Low
4.1 Was the method of the outcome i iate? N
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N
Only the nurse prepared the infusion and was
Bias in 4.3 Were outcome assessors aware of the intervention received by study participants? N aware of the randomization result. The nurse
measurement of the was not involved in other parts of the study.
outcome
4.4 1f YIPYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA
4.5 If YIPYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA
Risk of bias judgement Low
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before Statlstlcql ENELES (el p.resent, sl i i
. - 0 PY was finalized before unblinded outcome data
unblinded outcome data were available for analysis? ”
were available
Sl remission was determined by looking at SSI.
Change in SSI and rates of suicidal attempts
Bias in selection of 5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? PN (o) We':e. CENICEES QS Ay
the reported result outcom; all eligible reported results for the
outcome domain correspond to all intended
outcome measurements
5.3 ... multiple eligible analyses of the data? PN IDEH R R LI I et
secondary outcomes.
Risk of bias judgement Low
Overall bias Risk of bias judgement Low
Unique ID a7 Study ID lonescu et al., 2022 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the ‘intention-to-treat’
effect)
: " IV saline . y
Experimental IV ketamine (0.5mg/kg) Comparator Source Journal article(s); Trial protocol
Outcome Suicidal Ideation Results Weight 1

Comments

1.1 Was the allocation sequence random? Y randomly permuted blocks (4 patients per block)
and stratified by study site and standard of care
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y antidepressant type
Bias arising from the Tx groups were similar based on demographics,
randomization baseline clinical ratings, psychiatric hx, and
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN standard-of care antidepressant use. Itis likely
that baseline differences did not suggest a
problem.
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? N
Double blind
2.2.Were carers and people delivering the interventions aware of participants’ assigned intervention during the trial? N
2.3.If YIPYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
2.4 1f Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
Bias due to
deviations from 2.5. If Y/IPY/INI to 2.4: Were these deviations from intended intervention balanced between groups? NA
intended
interventions The analysis included all patients who completed
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y the double blind tx and either entered the followup
phase or had adverse events evaulated after the
double blind trx phase
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y
3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
BED AWy 3.3 If N/PN to 3.2: Could missil in th 1 d d its t lue? NA
outcome data 4 0 3.2: Could missingness in the outcome depend on its true value?
3.4 If Y/PYINI to 3.3: Is it likely that in the outcome on its true value? NA
Risk of bias judgement Low
4.1 Was the method of the outcome i iate? PN pre-specified outcome; likely appropriate
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N Both groups have the same ascertainment

method




Bias in

Outcome assessors unaware; raters for efficacy
assessments different from raters for safety

4.3 Were outcome assessors aware of the intervention received by study participants? PN ts. Eff t 1 all d t
measurement of the assessments. Efficacy raters were not allowed to
provide patient care
outcome
4.4 1f YIPY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA
4.5 If Y/PYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA
Risk of bias judgement Low
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before PY Statistical methods section implies that the
unblinded outcome data were available for analysis? methods were created before study initiation
CGI-SS-r, CGGI-SS-I, MADRS suicidal thoughts,
clinician-reported FoST, and patient-reported
5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? PN FoST were reported. Thus, there is evidence that
L. ) all eligible reported results orrespond to intended
Bias in selection of outcome measurements.
the reported result
all eligible reported results for the outcome
5.3 ... multiple eligible analyses of the data? PN measurement correspond to all intended
analyses
Risk of bias judgement Low
Overall bias Risk of bias judgement Low
Unique ID a8 Study ID Domany et al., 2022 Assessor SS; reviewed by MG
. assignment to intervention (the 'intention-to-treat'
Ref or Label Aim 9 (
effect)
N . Intranasal saline " N
Experimental Intranasal ketamine (100mg/ml 20mg) Comparator ! Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1
Signalling question Re: Comments
1.1 Was the allocation sequence random? Y
randomized (1:1), Double-blind
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y
Bias arising from the There was no differences between groups at
randomization baseline in any of the demographic or
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN assessment scales, indicating that there were no
baseline differences that may have suggested a
problem with the randomization process
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? N The research psychiatrist applied the drug to
2.2.Were carers and people delivering the interventions aware of participants' assigned intervention during the trial? N patients and was unaware.
2.3. If Y/PYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
2.4 1f Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
Bias due to
deviations from 2.5. If Y/PY/NI to 2.4: Were these deviations from intended intervention balanced between groups? NA
intended
interventions An appropriate analysis was used; The paper
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY does not exclude any participants throughout the
study post-randomization
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
3.1 Were data for this outcome available for all, or nearly all, participants randomized? Y Base.llne MEEEGE ETE i EEmD MEEes
provided (mean values)
3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
BED AWy 3.3 If N/PN to 3.2: Could missil in th 1 d d its t lue? NA
g e 4 0 3.2: Could missingness in the outcome depend on its true value?
3.4 If Y/PY/NI to 3.3: Is it likely that missil in the outcome on its true value? NA
Risk of bias judgement Low
Most scales to examine the outcome are valid.
4.1 Was the method of the outcome i ? PN Howeve.r, one scale (BSS) which IOOI.(S.at.
change in Sl, is noted to have some limitations.
Most notably, it conflates trait and state factors.
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N Both gr.oups have the same measurement or
ascetainment of the outcome
Bias in The pharmacist was the only non-blinded
measurement of the member. The author provides no information on
outcome 4.3 Were outcome assessors aware of the intervention received by study participants? PN whether the assessor was present during the
intervention.Hence, it is unclear if this may have
impacted outcome measurements.
4.4 If YIPY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA
4.5 If YIPY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA

Risk of bias judgement

Some concerns

Bias in

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before

The analysis intentions preceded the availability

the reported result

unblinded outcome data were available for analysis? Y of the outcome data.
Both the BSS and MADRS-SI results are
5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? PN el el ellglble (G result§ 7l
outcome domain correspond to all intended
lection of outcome measurements
All eligible reported results for the outcome
5.3 ... multiple eligible analyses of the data? PN measurements correspond to all intended
analyses
Risk of bias judgement Low

Overall bias

Risk of bias judgement

Some concerns




Unique ID a9 Study ID Vieira et al., 2021 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the ‘intention-to-treat’
effect)
: " IV ketamine (0.5mg/k y

Experimental IV esketamine (0.25mg/kg) Comparator ( g/kg) Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1
Do Comments

1.1 Was the allocation sequence random? Y

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y
Bias arising from the
randomization e s CEs D el
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN © article states that the clinical baseine

characteristics were considered "well-balanced"
Risk of bias judgement Low
. . . .

2.1.Were participants aware of their assigned intervention during the trial? N All randomized individuals completed study. No

2.2.Were carers and people the interventions aware of ' assigned intervention during the trial? NI dropouts post-randomization

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? PN No deviations noted suggesting that deviations

. were not present
Bias due to . N
deviations from 2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
intended - .
N . 2.5. If YIPYINI to 2.4: Were these deviations from intended intervention balanced between groups? NA
interventions

2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y All randomized individuals »completed study. No
dropouts post-randomization

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA

which they were randomized?

Risk of bias judgement Low

3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA

Bias due to missing - - )

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA

outcome data

3.4 If Y/PY/NI to 3.3: Is it likely that in the outcome on its true value? NA

Risk of bias judgement Low
MADRS item 10 are used to measure SI. The

4.1 Was the method of measuring the outcome inappropriate? PN limitations section does not note the MADRS to
be having low validity.

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N Al parllﬁ:lpan(s underwent the same post-
randomization measurements of the outcome.

Bias in Outcome assessors were unaware due to this
measurement of the 4.3 Were outcome assessors aware of the intervention received by study participants? PN being a double-blind study. However, it |s‘unclear

t whether the assessors were present during the
outcome infusion.

4.4 1f Y/PYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA

4.5 If Y/PYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA

Risk of bias judgement Some concerns
Statistical analysis plan was presented in the
supplementary material. Most of the plan was
likely finalized before unblinded outcome data

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before PN \were available. However, it is noted that a post-

unblinded outcome data were available for analysis? hoc Dunn test was used to obtain pairwise
comparisons, indicating that this test was
determined after unblinded outcome data was
available.

Bias in selection of 5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? N One outcome measure
the reported result
Dunn's posthoc analysis completed; chi-

5.3 ... multiple eligible analyses of the data? PY SEENCHTEEND gxact te.st UEROUEE) t?
compare categorical variables; Student's t-tests
were used to examine continuous variables

Risk of bias judgement Some concerns

Overall bias Risk of bias judgement Some concerns
Unique ID a.10 Study ID Kheirabadi et al., 2020 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the ‘intention-to-treat’

effect)

: . Oral R-ketamine (1mg/kg) or ECT (6-9 sessions y
Experimental IM racemic R-ketamine (0.5mg/kg) Comparator ine (1mg/kg) or ( ions) Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1
Doma Re: Comments

1.1 Was the allocation sequence random?. v Patlems‘ raqdomly allocated to 3 arms via a block
randomization method by a nurse who had no

1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? PN e o [ !he Swd"{' Iipassetsiliy G llelag

N . to the type of intervention.
Bias arising from the
randomization No significant difference between the 3 groups
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? N regarding age and sex. No difference in BSSI and
HDRS baseline scores

Risk of bias judgement Some concerns

2.1.Were participants aware of their assigned intervention during the trial? PY
See 1.1 description

2.2.Were carers and people delivering the interventions aware of participants' assigned intervention during the trial? PY




Bias due to
deviations from
intended
interventions

which they were randomized?

2.3. If Y/PYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NI
2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
2.5. If Y/PYINI to 2.4: Were these deviations from intended intervention balanced between groups? NA
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA

Risk of bias judgement

Some concerns

3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY
3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
BED A W=y 3.3 If N/PN to 3.2: Could missil in th: 1 d d its t lue? NA
g e 4 0 3.2: Could missingness in the outcome depend on its true value?
3.4 If Y/PYINI to 3.3: Is it likely that in the outcome on its true value? NA
Risk of bias judgement Low
ANOVA tests were used on collected data. 1-
'way ANOVA was used on quantitative data. Both
of these tests were pre-specified. The Tukey test
4.1 Was the method of the outcome i ate? PN for post-hoc analy‘sls |.nd|cales that it was !
planned after. While this may not necessarily
qualify as "inappropriate,” it may be relevant.
According to a.8, BSS may have some limitations
but does not say that the measure lacks validity
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N Al participants, regardiess of randomization,
underwent the same measurements
Bias in
measurement of the The article claims that only the nurse gave the
outcome intervention to participants. However, the
4.3 Were outcome assessors aware of the intervention received by study participants? PY participants would be aware of their intervention.
Itis unclear if the assessors were present during
administration of intervention.
4.4 1f YIPY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NI At this point, there is much literature on the
ffects of ketamine in reducing Sl and
depression. If a patient or assessor was aware
4.5 If YIPYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? PY that they received ketamine, it may have
impacted ratings.
Risk of bias judgement High
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before .
unblinded outcome data were available for analysis? PN See 4.1 description
Mean + SD, ANOVA; 1-way ANOVA for
Bias in selection of 5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? PN gs:rl;/"stias‘;lvk(erjsalt(aa:l-w:ﬁz (tee:tt;’:l: gt‘::;zo:nalysis
the reported result plans were completed.
5.3 ... multiple eligible analyses of the data? PY

Risk of bias judgement

Some concerns

Overall bias Risk of bias judgement High
Unique ID a1 Study ID Fuetal, 2023 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the ‘intention-to-treat'
effect)
Experimental Intrnasal esketamine (84mg) Comparator Intranasal placebo Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1
Do Response Comments
1.1 Was the allocation sequence random? Y Eligible subjects randomized (1:1) based on a
computer-generated randomization schedule.
Randomization balanced using randomly
Bias arising from the 1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? PY permuted blocks and stratified by study center
randomization and type of standard of care antidepressant
process — - - -
1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? PN NOSFHIEERL dlfferences A (R
groups at baseline (Table 1
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? N Patients self-administered the drug, under the
upervision of a site staff member 2x weekly for
2.2.Were carers and people delivering the interventions aware of participants’ assigned intervention during the trial? PN 4 weeks.
2.3.If YIPYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
2.4 1f Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
2.5. If Y/IPY/INI to 2.4: Were these deviations from intended intervention balanced between groups? NA
Bias due to pr;)of—of—(?ongeptls trial; all rdandomfiz:d patients
deviations from who receive at .east one dose of the )
N intervention was included in the safety analysis
intended y . "
int ti set. Full efficacy analysis included all patients in
interventions the safety analysis set who had bot a baseline
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY and greater or equal to 1 postbaseline evaluation
with the MADRS or CGI-SS-r. Follow-up analysis
set included all pts who completed trx phase and
either entered the follow-up phase or provided
adverse event data after the double blind trx
phase.
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY 164/192 completed the day 90 follow-up
3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
Bias due to missing . . )
3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA

outcome data




3.4 If Y/PYINI to 3.3: Is it likely that in the outcome on its true value? NA

Risk of bias judgement Low

4.1 Was the method of the outcome i e PN no limitations noted re measure of outcome

) ) (sibat)
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N
Outcome assessors were NOT aware of the

Bias in 4.3 Were outcome assessors aware of the intervention received by study participants? PN intervention. However: itis unclear if thg
measurement of the assessors were physically present during the
outcome treatment of either group medication.

4.4 1f Y/PYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA

4.5 If Y/PYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA

Risk of bias judgement

Some concerns

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before

prespecified subgroup analyses conducted

unblinded outcome data were available for analysis?

unblinded outcome data were available for analysis? P EIESETEl i (D En ANEIY A e 2 S 205
description for more details.
One measure used (SIBAT) which includes
" . " " . assessments, both clinician- and patient-
5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? !
o ) ARGEL €9 points) g reported modules (CGI-SS-r, CGI-SR-I, and
Bias in selection of FoST)
the reported result
All reported results for the outcome
5.3 ... multiple eligible analyses of the data? PN measurement correspond to all intended
analyses
Risk of bias judgement Low
Overall bias Risk of bias judgement Low
Unique ID al12 Study ID Lin et al., 2023 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the ‘intention-to-treat’
effect)
Experimental IV ketamine (0.5mg/kg) Comparator IV Saline or midazolam (0.045mg/kg) Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1
Response Comments
{{ \?
i) Wi i Elleellen CERpeED el v Both original studies of this posthoc analysis was
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? PY O
Bias arising from the o e —— -
randomization : © ‘s .°“.”S t a(; ?S.e 'TZ frlog:wmp '
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? N C arac .erl‘sv ics an. cl |n|c.a ata bef egn groups
is not significant, siggesting that there is no
problem with the randomization process.
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? PN
In one of the studies (Li et al., 2016), an
independent research nurse was the only person
who was aware of the random allocation.The
nurse was not allowed to share this information
2.2.Were carers and people the i aware of ' assigned intervention during the trial? PN with the research team (inoluding the nurse that
- : applied the IV infusion. The other study (Su et al.,
2017) did not provide additional information
regarding the randomization process
Bias due to
deviations from 2.3. If Y/PYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
intended
interventions 2.4 1f Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
2.5. If Y/PYINI to 2.4: Were these deviations from intended intervention balanced between groups? NA
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY intention to treat; all study pamcupants included in
study were used in analysis; no dropouts
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY
3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
Bias due to missing . . )
3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA
outcome data
3.4 If Y/IPY/NI to 3.3: Is it likely that in the outcome on its true value? NA
Risk of bias judgement Low
. N 17-item HDRS item 3; MADRS item 10 - study 1
4.1 Was the method of the outcome ? N
PN and 2CSSRS-ISS - study 2
See 4.1 description. This post hoc analysis
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? PY \nclu.des the results from 2 studies. The two
studies do not have the same method of
Bias in measuring the outcome
ement of the
outcome 4.3 Were outcome assessors aware of the intervention received by study participants? NA
4.4 If YIPY/NI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA
4.5 If YIPY/NI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA
Risk of bias judgement High
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before N Since this is a post-hoc analysis, the statistics

plan is not pre-specified.




Bias in selection of
the reported result

While there are multiple outcome measures, the
authors present all results, regardless of

5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? PN significance.All eligible reported results for the
outcome domain correspond to all intended
outcome measurements

5.3 ... multiple eligible analyses of the data? PN

Risk of bias judgement Some concerns
Overall bias Risk of bias judgement Some concerns
Unique ID a.13 Study ID Canuso et al., 2021 Assessor SS; reviewed by MG
. assignment to intervention (the 'intention-to-treat'
Ref or Label Aim 9 (
effect)
. " Intranasal placebo " N
Experimental Intranasal esketamine (84mg) Comparator P! Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1
ignalling question Comments
1.1 Was the allocation sequence random? Y
Randomized (1:1), double-blind
Bias arising from the 1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y
randomization No significant difference in baseline
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? N demographics, clinical rating, and psychiatric
history
Risk of bias judgement Low
. . . o
2.1.Were participants aware of their assigned intervention during the trial? PN different raters were used to conduct efficacy
and safety assessments
2.2.Were carers and people the interventions aware of ' assigned intervention during the trial? PN y
2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
2.5. If YIPYINI to 2.4: Were these deviations from intended intervention balanced between groups? NA
Bias due to The safety analysis data set included all
deviations from randomized patients who received at least 1
intended dose of study drug; the efficacy analysis data set
interventions included all patients in the safety analysis data
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY :i;’:zzomaf‘l :’fhs::{;l‘:sg‘;fr‘%aéf_;gf’:tﬁ:e""e
follow-up analysis included all pts who completed
the double blind tx phase and either entered
folowup or provided adverse event data after the
double blind tx phase.
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
5 pts excluded; most randomized patients
3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY (esketamine: 192/229; placebo: 187/227)
completed 4-week double blind tx
Bias due to missing 3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
outcome data
3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA
3.4 If YIPY/NI to 3.3: Is it likely that in the outcome: on its true value? NA
Risk of bias judgement Low
4.1 Was the method of the outcome i iate? N SIBAT is an appropriate measure of S|
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? N Both groups underwent the same measurement
of outcome
According to the article, functional unblinding was
avoided by having different raters conduct
Bias in 4.3 Were outcome assessors aware of the intervention received by study participants? PN efficacy and safety assessments. It is unclear
measurement of the which group of ratings were present during the
outcome study intervention.
4.4 1f Y/PYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA
4.5 If Y/PYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA
Risk of bias judgement Low
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before N Posthoc analyses were completed on pooled
unblinded outcome data were available for analysis? data from ASPIRE | and ASPIRE |l trials
One outcome measure (SIBAT) which consists
of various measures as outlined in the article
e b " 5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? no
Bias in selection of P 9 €9 P ) b9 (CGI-SS-r, CGI-SS-I, clinician- and self- reported
the reported result FoST)
5.3 ... multiple eligible analyses of the data? PN Same as Fu et al.

Risk of bias judgement

Some concerns

Overall bias Risk of bias judgement Low
Unique ID a4 Study ID Feeney etal., 2021 Assessor SS; reviewed by MG
Ref or Label Aim assignment to intervention (the 'intention-to-treat'
effect)
Experimental IV ketamine (0.1,0.5,1mg/kg doses) Comparator IV midazolam Source Journal article(s); Trial protocol
Outcome Suicidal ideation Results Weight 1

Comments

Response
1.1 Was the allocation sequence random? Y
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y

randomized double blind




Bias arising from the
randomization

baseline values not provided; it is unclear if there

process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI \were baseline differences in
clinical/demographics
Risk of bias judgement Low
2.1.Were participants aware of their assigned intervention during the trial? N
double-blind randomized
2.2.Were carers and people delivering the interventions aware of participants' assigned intervention during the trial? N
2.3. If Y/PYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
Bias due to 2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
deviations from N .
N 2.5. If Y/PYINI to 2.4: Were these deviations from intended intervention balanced between groups? NA
intended
interventions Yes; the post-hoc analysis includes any
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? PY individuals from the original study that had a
significant baseline Sl score
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY Artl(;le. WD thal.lhe Sy s @l raFe Of.
participant retention out to 30 days post-infusion
q Feef g i i ?
Bias due to missing 3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data? NA
m
clicomeleais 3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value? NA
3.4 If YIPY/INI to 3.3: Is it likely that in the outcome: on its true value? NA
Risk of bias judgement Low
Only the MADRS suicide item is used. While this
4.1 Was the method of the outcome i iate? PN measure is appropriate, the analysis is relatively
limited due to one method of ascertainment.
4.2 Could measurement or ascertainment of the outcome have differed between intervention groups? PN Both groups have the same procedure gnd follow
Bias in the same measures at the same timepoints
ement of the
outcome 4.3 Were outcome assessors aware of the intervention received by study participants? N article notes "remote raters” to maintain blinding
4.4 1f Y/PYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received? NA
4.5 If Y/PYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received? NA
Risk of bias judgement Low
5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before PN As a post-hoc analysis, this data was produced
unblinded outcome data were available for analysis? after unblinded outcome data were available
Bias inselectionof |5, ypipie eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain? N One outcome measure (MADRS suicide item)
the reported result
5.3 ... multiple eligible analyses of the data? N

Risk of bias judgement

Some concerns

Overall bias Risk of bias judgement Low
Unique ID a.15 Study ID Assessor Ss
Ref or Label Leal etal, 2023 Aim assignment to intervention (the ‘intention-to-treat'
effect)
. . IV saline " N
Experimental IV arketamine (0.5mg/kg) Comparator Source Journal article(s); Trial protocol
Outcome Depression Results Weight 1
Doma Response Comments
1.1 Was the allocation sequence random? Y VG 2 ETEITE CEl Ry CRs g
using a list of random numbers. It is important to
1.2 Was the allocation sequence concealed until participants were enrolled and assigned to interventions? Y ;t:;er:Zi:;::amclpants eventually received both
Bias arising from the Ee— N ——
randomization [ ere is no analysis or d.ISCLISSIOn of t.he. )
" N " . " - differences among baseline characteristics. It is
process 1.3 Did baseline differences between intervention groups suggest a problem with the randomization process? NI ) . "
unclear if any baseline differences suggest a
problem with the randomization process.
Risk of bias judgement Some concerns
2.1.Were participants aware of their assigned intervention during the trial? N This was a double-blind study. The investigator
and the participants were blinded. The same
investigator that was reponsible for determining
which intervention group each participant
2.2.Were carers and people delivering the interventions aware of participants' assigned intervention during the trial? N received (via the random number selection) was
not involved in the clinical follow-up evaluations
throughout the study
2.3. If Y/PYINI to 2.1 or 2.2: Were there deviations from the intended intervention that arose because of the experimental context? NA
Bias due to N
deviations from 2.4 If Y/PY to 2.3: Were these deviations likely to have affected the outcome? NA
intended -
N N 2.5. If YIPYINI to 2.4: Were these deviations from intended intervention balanced between groups? NA
interventions
The researchers utilized appropriate and well-
established statistical techniques (Linear-Mixed
2.6 Was an appropriate analysis used to estimate the effect of assignment to intervention? Y Effects Models, post-hoc tests, and significance
thresholds) in order to examine and estimate the
effect of the intervention.
2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact (on the result) of the failure to analyse participants in the group to NA
which they were randomized?
Risk of bias judgement Low
13 individuals were assessed for eligibility. 3
3.1 Were data for this outcome available for all, or nearly all, participants randomized? PY Pl SIS e Gl B8 el Gt )

inclusion criteria. The remaining 10 participants.
were all analyzed, with no dropouts.




Bias due to missing
outcome data

3.2 If N/PN/NI to 3.1: Is there evidence that result was not biased by missing outcome data?

NA

3.3 If N/PN to 3.2: Could missingness in the outcome depend on its true value?

NA

in the outcome on its true value?

3.4 If Y/PY/NI to 3.3: Is it likely that

NA

Risk of bias judgement

Bias in
measurement of the
outcome

4.1 Was the method of the outcome i iate?

PN

Using validated tools like the MADRS as a
measurement for depression is appropriate.The
CGI-S (Clinical Global Impression - Severity) and
CGl-I (Clinical Global Impression - Improvement)
is a validated scale for the secondary measure of
efficacy. The MADRS was measured at various
timepoints, allowing for a comprehensive
assessment of changes in depression
severity.The authors provide a specific definition
for "response” and "remission," providing a
objective and clinically way to measure
improvements. Lastly, the study assesses side
effects like dissociation using the CADSS, pulse
oximetry, and blood pressure for safety
purposes.

4.2 Could measurement or ascertainment of the outcome have differed between intervention groups?

PN

It does not appear that the measurment of the
outcome differed between the intervention
groups. There is consistency and effort to
maintain the blindness.

4.3 Were outcome assessors aware of the intervention received by study participants?

PN

See 2.1 description

4.4 1f Y/PYINI to 4.3: Could assessment of the outcome have been influenced by knowledge of intervention received?

NA

4.5 If YIPYINI to 4.4: Is it likely that assessment of the outcome was influenced by knowledge of intervention received?

NA

Risk of bias judgement

Bias in selection of
the reported result

5.1 Were the data that produced this result analysed in accordance with a pre-specified analysis plan that was finalized before
unblinded outcome data were available for analysis?

NI

Itis unclear if a specific analysis plan was
finalized before unblinded outome data were
available. This is an exploratory study, which
suggests flexibility in the analysis approach.
Furthermore, the use of a linear mixed effects
model, specific outcome measures, and safety
assessments suggests that the authors may
have had a clear statistical approach in mind.
The usage of post hoc paiwise analyses with
Tukey's correction suggests that although the
overall analysis may haave been pre-specified,
the authors may have performed additional
comparisons after observing the data.

5.2 ... multiple eligible outcome measurements (e.g. scales, definitions, time points) within the outcome domain?

PN

The study utilized the MADRS to measure
depression measures and timepoints.The CGI-S
and CGlI-l was used to examine efficacy. The
CADSS measures dissociative symptoms. All
measures were reported.

5.3 ... multiple eligible analyses of the data?

NI

The article does not provide sufficent information
on whether multiple eligible. There is no evidence
of multiple versions of analysis of the same
outcome.

Risk of bias judgement

Some concerns

Overall bias

Risk of bias judgement

Some concerns




