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Supplementary Methods

[bookmark: bookmark=id.drf2qjcckp7f]Methods S1. Statistical analysis plan
1. Choice of primary model 
Events were rare and unevenly distributed. Of the eight trials, for the primary event, five contributed at least one arm with no events, and one contributed no events in either arm.
We chose a random-effects model over a common-effect model because the trials differ in ways likely to produce genuine variation in treatment effect: catheter systems and fibrinolytic regimens differ, total alteplase doses range from 8 to 24 mg, and enrolment spans from year 2013 to year 2026 over which background pulmonary embolism care, anticoagulation and risk stratification might have changed. 
Random-effects models with few trials (k<10) motivated the use of the Hartung–Knapp–Sidik–Jonkman adjustment, which replaces the normal quantile with a t quantile on k−1 degrees of freedom and rescales the standard error, restoring nominal coverage. With three to seven contributing trials per outcome, the resulting intervals are appreciably wider than the uncorrected ones. 

2. Zero cells 
Inverse-variance methods require a finite log odds ratio, but some trials had zero events, or empty cells. The conventional solution adds 0.5 to every cell of such a trial, but that remedy is biased toward the null, and the bias grows as the arms become unequal in size, because a fixed increment is proportionally larger in the smaller arm.
The treatment-arm continuity correction of Sweeting, Sutton and Lambert (Stat Med 2004;23:1351-75) instead adds to each arm a quantity proportional to the size of the opposite arm, preserving the ratio of arm sizes. We adopted it for the primary analysis. 
As every trial randomised approximately 1:1 and the advantage of the treatment-arm correction is realised mostly when arms are unbalanced, we reported as sensitivity analysis the 0.5 correction. 
Trials with no events in either arm were considered to be non-informative and excluded from odds-ratio analyses. Such trials contain no information about a ratio measure, and including them after continuity correction adds pseudo-observations with an effect of approximately unity, which pulls the pooled estimate toward the null and narrows its interval. These trials were included into the risk-difference analyses, where their denominators are informative.


3. Sensitivity analyses 
a. Peto odds ratios. It is the least biased estimator when events are rare, arms are balanced and effects are moderate. However, it becomes biased when arms are unbalanced or effects are large. Agreement between this model and the primary model indicates that neither limitation is operating.
b. Mantel–Haenszel fixed effect. Computed without any correction as the ratio of sums.
c. Continuity correction 0.5. The primary model refitted with the conventional correction, reported to show if the results depend on the correction chosen.
All four models were fitted to the same set of trials for each outcome, so that differences between them reflect the model and not the sample.
We prespecified a sensitivity analysis restricted to trials not at high risk of bias. It was not performed, because no trial was rated at high risk of bias for any outcome in the final risk-of-bias assessment (Supplementary Figure S1); the restricted analysis would have been identical to the primary analysis.

4. Absolute scale 
Risk differences were pooled by the Mantel–Haenszel method. The risk-difference analyses include every trial that reported the outcome, including those with no events in either arm. A trial that observed no events still contributes denominators and therefore information about an absolute difference. The number of contributing trials is consequently larger than for the corresponding odds-ratio analysis, and both are reported.
Numbers needed to treat and to harm are the reciprocals of the pooled risk difference, with limits obtained from the reciprocals of the confidence limits. Where a confidence interval for the risk difference includes zero, the corresponding interval for the number needed to treat is not a finite range and is not reported.
Intracranial haemorrhage occurred in 4 patients, all in the catheter-directed thrombolysis arm, and in none of the control patients. No ratio measure is estimable from such data without imposing a correction on every trial, so this outcome is reported on the absolute scale alone.

5. Time points 
The principal analysis uses the longest follow-up reported by each trial up to 30 days. Only HI-PEITHO and PRAGUE-26 report separate 7-day and 30-day event counts for all-cause mortality and major bleeding; for the remaining trials the all-cause mortality timepoint was unique and it has been described in Table 1
Haemodynamic decompensation is an exception: HI-PEITHO and PRAGUE-26 report it only at seven days, so the pooled estimate for that outcome is a 7-day estimate and is labelled as such wherever it appears.
A prespecified sensitivity analysis repeated the primary and safety analyses restricted to events at seven days.
[bookmark: bookmark=id.p41jh4ign6lr]
Methods S2. Search strategies
The electronic database search was performed on 25 August 2026, with no restriction by publication date. We also screened the reference lists of relevant articles, and hand-searched late-breaking sessions from major scientific conferences during 2026 for potentially eligible studies. The PRAGUE-26 trial was identified through the presentation on August 31 during the Hot Line sessions of the 2026 European Society of Cardiology (ESC) Congress, held in Munich, Germany. The publication was subsequently identified through the electronic database search and, after confirmation of eligibility according to the prespecified criteria, was included in the final systematic review and meta-analysis. 

PubMed/MEDLINE — 1881 records.
("Pulmonary Embolism"[Mesh] OR "pulmonary embolism"[Title/Abstract] OR
 "pulmonary thromboembolism"[Title/Abstract] OR "acute pulmonary embolism"[Title/Abstract] OR
 "acute PE"[Title/Abstract])
AND
("Thrombolytic Therapy"[Mesh] OR "Fibrinolytic Agents"[Mesh] OR "Thrombectomy"[Mesh] OR
 "Catheterization"[Mesh] OR "Anticoagulants"[Mesh] OR thrombolysis[Title/Abstract] OR
 fibrinolysis[Title/Abstract] OR "catheter-directed thrombolysis"[Title/Abstract] OR
 "catheter directed thrombolysis"[Title/Abstract] OR CDT[Title/Abstract] OR
 "ultrasound-assisted thrombolysis"[Title/Abstract] OR
 "ultrasound facilitated thrombolysis"[Title/Abstract] OR USAT[Title/Abstract] OR
 USCDT[Title/Abstract] OR "catheter-directed therapy"[Title/Abstract] OR
 "catheter directed therapy"[Title/Abstract] OR thrombectomy[Title/Abstract] OR
 embolectomy[Title/Abstract] OR "mechanical thrombectomy"[Title/Abstract] OR
 "mechanical aspiration"[Title/Abstract] OR "aspiration thrombectomy"[Title/Abstract] OR
 "thrombus removal"[Title/Abstract] OR "percutaneous reperfusion"[Title/Abstract] OR
 "percutaneous thrombectomy"[Title/Abstract])
AND
(randomized controlled trial[Publication Type] OR controlled clinical trial[Publication Type] OR
 randomized[Title/Abstract] OR randomised[Title/Abstract] OR randomly[Title/Abstract] OR
 trial[Title/Abstract])
[bookmark: bookmark=id.vlpmnx6ctqzm]
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Table S1. PRISMA 2020 checklist

	Section and Topic
	Item #
	Checklist item
	Location where item is reported

	TITLE
	 

	Title
	1
	Identify the report as a systematic review.
	1

	ABSTRACT
	 

	Abstract
	2
	See the PRISMA 2020 for Abstracts checklist.
	2

	INTRODUCTION
	 

	Rationale
	3
	Describe the rationale for the review in the context of existing knowledge.
	4

	Objectives
	4
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	5

	METHODS
	 

	Eligibility criteria
	5
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.
	8

	Information sources
	6
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted.
	7; Additional file 1

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	7; Additional file 1

	Selection process
	8
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
	7

	Data collection process
	9
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process.
	8

	Data items
	10a
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
	9

	
	10b
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information.
	8; Table 1

	Study risk of bias assessment
	11
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
	10

	Effect measures
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	10

	Synthesis methods
	13a
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
	8-9

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	10-11; Additional file 1

	
	13c
	Describe any methods used to tabulate or visually display results of individual studies and syntheses.
	10; Fig. 2

	
	13d
	Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
	10-11; Additional file 1

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	10-11; Additional file 1

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results.
	11; Additional file 1

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	11

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	Not applicable

	RESULTS
	 

	Study selection
	16a
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	12; Fig. 1

	
	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
	Fig. 1

	Study characteristics
	17
	Cite each included study and present its characteristics.
	Table 1

	Risk of bias in studies
	18
	Present assessments of risk of bias for each included study.
	16; Additional file 1: Figure S1

	Results of individual studies
	19
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
	Fig. 2; Additional file 1: Table S5

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	12-16

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
	12-15; Fig. 2

	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	12-15

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.
	15; Additional file 1: Tables S7-S9

	Reporting biases
	21
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	11

	Certainty of evidence
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	Not assessed

	DISCUSSION
	 

	Discussion
	23a
	Provide a general interpretation of the results in the context of other evidence.
	17-22

	
	23b
	Discuss any limitations of the evidence included in the review.
	21-22

	
	23c
	Discuss any limitations of the review processes used.
	21-22

	
	23d
	Discuss implications of the results for practice, policy, and future research.
	21-23

	OTHER INFORMATION
	 

	Registration and protocol
	24a
	Provide registration information for the review, including register name and registration number, or state that the review was not registered.
	7

	
	24b
	Indicate where the review protocol can be accessed, or state that a protocol was not prepared.
	7

	
	24c
	Describe and explain any amendments to information provided at registration or in the protocol.
	Not applicable

	Support
	25
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.
	27

	Competing interests
	26
	Declare any competing interests of review authors.
	27

	Availability of data, code and other materials
	27
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
	27; Additional file 1: Table S5



[bookmark: bookmark=id.fcqw2ukh22sw]

Table S2. Definition of acute haemodynamically stable pulmonary embolism
	Criterion
	Definition

	Acute haemodynamically stable pulmonary embolism
	Acute pulmonary embolism in the absence of haemodynamic instability, defined by the ESC/ERS guidelines as cardiac arrest, obstructive shock, or persistent hypotension (systolic blood pressure <90 mmHg, or a fall in systolic blood pressure of ≥40 mmHg for >15 minutes, not caused by new-onset arrhythmia, hypovolaemia or sepsis).


[bookmark: bookmark=id.mket8l3jtdsk]


Table S3. Definitions of haemodynamic decompensation, by trial
	Trial
	Definition used in the trial

	ULTIMA 2014
	Need for cardiopulmonary resuscitation, or systolic blood pressure < 90 mmHg for at least 15 minutes, or drop of systolic blood pressure by at least 40 mmHg for at least 15 minutes with signs of end-organ hypoperfusion (cold extremities or low urinary output <30 ml/h or mental confusion), or need for catecholamine administration to maintain adequate organ perfusion  and a systolic blood pressure of >90 mmHg. 

	CANARY 2022
	Clinical deterioration, i.e. haemodynamic instability despite treatment with a vasopressor agent.

	Kroupa 2022
	Haemodynamic instability during hospitalisation.

	HI-PEITHO 2026
	Cardiorespiratory collapse or decompensation, defined as any of: cardiac arrest or need for cardiopulmonary resuscitation; signs of shock (new-onset persistent arterial hypotension — systolic blood pressure <90 mmHg, or a fall of ≥40 mmHg for ≥15 minutes despite adequate volume status, or need for vasopressors to maintain systolic blood pressure ≥90 mmHg — accompanied by end-organ hypoperfusion); placement on extracorporeal membrane oxygenation; intubation or initiation of non-invasive ventilation; or a National Early Warning Score ≥9 between 24 hours and 7 days, confirmed on two consecutive measurements 15 minutes apart. All between randomisation and day 7.

	PRAGUE-26 2026
	Cardiorespiratory decompensation or collapse, defined as any of: cardiac arrest or need for cardiopulmonary resuscitation; signs of shock; initiation of extracorporeal membrane oxygenation, intubation or non-invasive ventilation; or a National Early Warning Score ≥9 between 24 hours and 7 days confirmed on two consecutive measurements 15 minutes apart. Arterial hypotension was defined as systolic blood pressure <90 mmHg or a fall of ≥40 mmHg for ≥15 minutes despite adequate volume status, or a need for vasopressors to maintain systolic blood pressure ≥90 mmHg. End-organ hypoperfusion was defined by altered mental status, oliguria or anuria, or serum lactate >2 mmol/L.

	STRATIFY 2026
	Not reported.

	PRETHA 2026
	Not reported.

	BETULA 2026
	Not reported.


[bookmark: bookmark=id.mhavs888egxc]The definitions are close but not identical. CANARY and Kroupa require haemodynamic instability alone; HI-PEITHO and PRAGUE-26 use a composite that includes respiratory endpoints and an early-warning score. We pooled the outcome as each trial adjudicated it and did not reclassify events.
Table S4. Bleeding definitions, by trial
	Trial
	Major bleeding
	Minor / clinically relevant non-major bleeding
	Scale used in this meta-analysis

	ULTIMA 2014
	Overt bleeding associated with a fall in the
haemoglobin level of at least 2.0 g/dL or with transfusion of ≥2 U of
red blood cells or involvement of a critical site (intracranial, intraspinal,
intraocular, retroperitoneal, intra-articular or pericardial, or intramuscular
with compartment syndrome).

	Clinically overt bleeding
not fulfilling the criteria of major bleeding was classified as a minor
bleeding complication

	Trial definition

	CANARY 2022
	BARC 3 or 5
	Clinically relevant non-major bleeding (BARC type 2)

	Trial definition

	Kroupa 2022
	Intracranial or life-threatening bleeding (BARC 3c or 5)
	BARC type 3b or less
	Trial definition. A renal parenchymal haemorrhage (BARC 3a) in the control arm was reclassified as major bleeding†

	HI-PEITHO 2026
	ISTH
	Not reported as a separate category
	ISTH

	STRATIFY 2026
	ISTH; TIMI also reported
	ISTH
	ISTH (the trial also reported TIMI)

	PRETHA 2026
	WHO grade 3 or 4
	WHO grade 1 or 2
	Trial definition

	BETULA 2026
	Overt bleeding at a critical site or bleeding associated with
a decrease in haemoglobin greater than 2 g/dL or transfusion
of at least 2 units of red blood cells

	All other clinically overt
bleeding events.

	Trial definition

	PRAGUE-26 2026
	ISTH; GUSTO and BARC ≥2 also reported
	Not reported as a separate category
	ISTH (the trial also reported GUSTO)



† BARC ≥3 is conventionally used as major bleeding threshold. 
[bookmark: bookmark=id.sogrhor1vnip]

Table S5. Event counts contributing to each analysis
	Trial
	CDT, n/N
	AC alone, n/N
	7-day counts, if different
	Contributes to the odds-ratio analysis

	All-cause mortality
	
	
	
	

	ULTIMA 2014
	0/30
	1/29
	same
	Yes

	CANARY 2022
	0/48
	3/46
	same
	Yes

	Kroupa 2022
	0/12
	0/11
	same
	No† 

	HI-PEITHO 2026
	6/273
	3/271
	4/273 vs 2/271
	Yes

	STRATIFY 2026
	2/71
	0/69
	same
	Yes

	PRETHA 2026
	1/13
	0/13
	same
	Yes

	BETULA 2026
	0/29
	1/30
	same
	Yes

	PRAGUE-26 2026
	1/280
	4/278
	0/280 vs 4/278
	Yes


	Haemodynamic decompensation
	
	
	
	

	ULTIMA 2014
	0/30
	0/29
	same
	No†

	CANARY 2022
	0/48
	1/46
	same
	Yes

	Kroupa 2022
	0/12
	0/11
	same
	No†

	HI-PEITHO 2026
	10/273
	28/271
	same
	Yes

	STRATIFY 2026
	not reported
	not reported
	—
	No

	PRETHA 2026
	not reported
	not reported
	—
	No

	BETULA 2026
	not reported
	not reported
	—
	No

	PRAGUE-26 2026
	2/280
	15/278
	same
	Yes


	Major bleeding
	
	
	
	

	ULTIMA 2014
	0/30
	0/29
	same
	No†

	CANARY 2022
	1/48
	0/46
	same
	Yes

	Kroupa 2022
	0/12
	1/11
	same
	Yes

	HI-PEITHO 2026
	11/271
	8/271
	11/271 vs 6/271
	Yes

	STRATIFY 2026
	6/71
	1/69
	same
	Yes

	PRETHA 2026
	2/13
	0/13
	same
	Yes

	BETULA 2026
	0/29
	0/30
	same
	No†

	PRAGUE-26 2026
	6/280
	7/278
	5/280 vs 7/278
	Yes


	Minor bleeding
	
	
	
	

	ULTIMA 2014
	3/30
	1/29
	same
	Yes

	CANARY 2022
	3/48
	0/46
	same
	Yes

	Kroupa 2022
	1/12
	1/11
	same
	Yes

	HI-PEITHO 2026
	not reported
	not reported
	—
	No

	STRATIFY 2026
	4/71
	2/69
	same
	Yes

	PRETHA 2026
	2/13
	0/13
	same
	Yes

	BETULA 2026
	3/29
	1/30
	same
	Yes

	PRAGUE-26 2026
	not reported
	not reported
	—
	No



	Intracranial haemorrhage
	
	
	
	

	ULTIMA 2014
	0/30
	0/29
	same
	No† 

	CANARY 2022
	0/48
	0/46
	same
	No† 

	Kroupa 2022
	0/12
	0/11
	same
	No† 

	HI-PEITHO 2026
	0/271
	0/271
	same
	No† 

	STRATIFY 2026
	1/71
	0/69
	same
	Yes

	PRETHA 2026
	1/13
	0/13
	same
	Yes

	BETULA 2026
	0/29
	0/30
	same
	No†

	PRAGUE-26 2026
	2/280
	0/278
	same
	Yes


[bookmark: bookmark=id.k37disscy3jr]
†— no events in either arm
AC, Anticoagulation; CDT, catheter-directed thrombolysis; 



[bookmark: bookmark=id.sw9fv9x5rvp4]Table S6. Risk differences and numbers needed to treat or harm

	Outcome
	Trials
	Risk difference per 1000 (95% CI)
	P
	NNT / NNH

	All-cause mortality
	8
	−2.9 (−14.9 to 9.2)
	0.643
	 –

	Haemodynamic decompensation
	5
	−50.4 (−72.6 to −28.3)
	<0.001
	20 (14 to 35)

	Major bleeding
	8
	11.7 (−5.0 to 28.4)
	0.170
	 –

	Minor bleeding
	6
	53.7 (10.8 to 96.6)
	0.014
	19 (10 to 92)

	Intracranial haemorrhage
	8
	5.3 (0.2 to 10.4)
	0.043
	189 (96 to 5704)



Pooled by the Mantel-Haenszel method. Every trial reporting the outcome contributes, including those with no events in either arm, so the number of trials exceeds that of the corresponding odds-ratio analysis. Where the confidence interval for the risk difference includes zero the reciprocal is not a finite interval and is not reported.
CI, confidence interval. NNT, number needed to treat. NNH, number needed to harm. 

Table S7. Pooled odds ratios under all four models, 30 days except for haemodynamic decompensation, 7 days
	Outcome
	Model
	Trials
	Odds ratio (95% CI)
	P
	τ²
	I²

	All-cause mortality
	Random effects (REML, HKSJ), treatment-arm correction† 
	7
	0.83 (0.24 to 2.92)
	0.733
	0.389
	18.8

	
	Random effects (REML, HKSJ), Peto odds ratios
	7
	0.72 (0.15 to 3.51)
	0.630
	1.180
	44.5

	
	Mantel-Haenszel, fixed effect
	7
	0.85 (0.40 to 1.82)
	0.678
	
	

	
	Random effects (REML, HKSJ), 0.5 correction
	7
	0.83 (0.24 to 2.92)
	0.734
	0.389
	18.8

	
	
	
	
	
	
	

	Haemodynamic decompensation
	Random effects (REML, HKSJ), treatment-arm correction† 
	3
	0.27 (0.08 to 0.87)
	0.041
	0.010
	1.7

	
	Random effects (REML, HKSJ), Peto odds ratios
	3
	0.30 (0.13 to 0.70)
	0.026
	0.000
	0.0

	
	Mantel-Haenszel, fixed effect
	3
	0.26 (0.14 to 0.49)
	<0.001
	
	

	
	Random effects (REML, HKSJ), 0.5 correction
	3
	0.27 (0.08 to 0.87)
	0.041
	0.013
	2.1

	
	
	
	
	
	
	

	Major bleeding
	Random effects (REML, HKSJ), treatment-arm correction† 
	6
	1.39 (0.63 to 3.07)
	0.337
	0.000
	0.0

	
	Random effects (REML, HKSJ), Peto odds ratios
	6
	1.58 (0.60 to 4.18)
	0.282
	0.089
	11.2

	
	Mantel-Haenszel, fixed effect
	6
	1.49 (0.82 to 2.72)
	0.190
	
	

	
	Random effects (REML, HKSJ), 0.5 correction
	6
	1.39 (0.63 to 3.07)
	0.339
	0.000
	0.0

	
	
	
	
	
	
	

	Minor bleeding
	Random effects (REML, HKSJ), treatment-arm correction†  
	6
	2.77 (1.41 to 5.42)
	0.011
	0.000
	0.0

	
	Random effects (REML, HKSJ), Peto odds ratios
	6
	2.91 (1.41 to 6.03)
	0.013
	0.000
	0.0

	
	Mantel-Haenszel, fixed effect
	6
	2.94 (1.13 to 7.63)
	0.026
	
	

	
	Random effects (REML, HKSJ), 0.5 correction
	6
	2.76 (1.42 to 5.39)
	0.011
	0.000
	0.0


The four models are fitted to the same trials for each outcome. τ² and I² are not defined for the fixed-effect model. Intracranial haemorrhage is absent: no control-arm event occurred, and no ratio measure is estimable.
†Primary analysis. REML, Restricted maximum likelihood; HKSJ, Hartung-Knapp-Sidik-Jonkman.
[bookmark: bookmark=id.kmfa35uwuko8]
Table S8. Pooled estimates of all-cause mortality and major bleeding at 7 days
[bookmark: bookmark=id.5mb4y3xoz111]Odds ratios at 7 days
	Outcome
	Model
	Trials
	Odds ratio (95% CI)
	P
	τ²
	I², %

	All-cause mortality
	Random effects (REML, HKSJ), treatment-arm correction† 
	7
	0.76 (0.19 to 3.10)
	0.649
	0.440
	17.9

	
	Random effects (REML, HKSJ), Peto odds ratios
	7
	0.60 (0.11 to 3.44)
	0.505
	1.694
	49.9

	
	Mantel-Haenszel, fixed effect
	7
	0.70 (0.31 to 1.59)
	0.398
	
	

	
	Random effects (REML, HKSJ), 0.5 correction
	7
	0.76 (0.19 to 3.11)
	0.650
	0.440
	17.9

	Major bleeding
	Random effects (REML, HKSJ), treatment-arm correction† 
	6
	1.56 (0.59 to 4.16)
	0.294
	0.140
	14.0

	
	Random effects (REML, HKSJ), Peto odds ratios
	6
	1.75 (0.57 to 5.39)
	0.256
	0.274
	27.0

	
	Mantel-Haenszel, fixed effect
	6
	1.61 (0.87 to 3.01)
	0.133
	
	

	
	Random effects (REML, HKSJ), 0.5 correction
	6
	1.56 (0.58 to 4.16)
	0.297
	0.140
	14.0



Restricted to the two outcomes whose event counts differ between the two time points. Haemodynamic decompensation was reported only at 7 days. Minor bleeding and intracranial haemorrhage are identical at 7 and 30 days in every trial. REML, Restricted maximum likelihood; HKSJ,  Hartung-Knapp-Sidik-Jonkman.

[bookmark: bookmark=id.gfas01f0gtim]

Table S9. Leave-one-out analyses. No single omission produced a statistically significant result.

All-cause mortality (primary estimate 0.83)
	Trial omitted
	Odds ratio
	95% CI

	ULTIMA 2014
	0.91
	0.29 to 2.88

	CANARY 2022
	1.08
	0.38 to 3.06

	HI-PEITHO 2026
	0.53
	0.16 to 1.72

	STRATIFY 2026
	0.66
	0.21 to 2.11

	PRETHA 2026
	0.70
	0.22 to 2.27

	BETULA 2026
	0.91
	0.29 to 2.87

	PRAGUE-26 2026
	1.17
	0.42 to 3.31



Major bleeding (primary estimate 1.39)
	Trial omitted
	Odds ratio
	95% CI

	CANARY 2022
	1.35
	0.71 to 2.57

	Kroupa 2022
	1.48
	0.77 to 2.81

	HI-PEITHO 2026
	1.64
	0.53 to 5.03

	STRATIFY 2026
	1.20
	0.62 to 2.33

	PRETHA 2026
	1.31
	0.68 to 2.49

	PRAGUE-26 2026
	1.77
	0.82 to 3.83



Each row gives the pooled odds ratio when the named trial is omitted, under the primary model. Confidence intervals here are Wald intervals: the leave-one-out routine does not accept the Hartung–Knapp–Sidik–Jonkman adjustment, so these intervals are narrower than those in the main analysis and are not directly comparable with them. The table shows the range of the point estimate.
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Supplementary Figure S1. Risk of bias (RoB 2), by outcome and trial
[image: ]
Trials are shown only for the outcomes they report. D1 randomisation process. D2 deviations from intended interventions. D3 missing outcome data. D4 measurement of the outcome. D5 selection of the reported result.
Figure S2. Forest plots under all four models. 
[image: ]
The four models are fitted to the same trials for each outcome. Horizontal bars are 95% confidence intervals. τ² and I² are not defined for the fixed-effect model. Intracranial haemorrhage is absent: no control-arm event occurred and no ratio measure is estimable.
REML, restricted maximum likelihood; HKSJ, Hartung–Knapp–Sidik–Jonkman; TACC, treatment-arm continuity correction.
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Outcome Model OR (95% CI) P %
All-cause mortality Random effects (REML, HKSJ), TACCt —_— 0.83 (0.24 t0 2.92) 0.733 18.8
Random effects (REML, HKS)), Peto 0.72 (0.15t0 3.51) 0.630 45
Mantel-Haenszel, fixed effect 0.85(0.40t0 1.82) 0.678
Random effects (REML, HKSJ), 0.5 correction _— 0.83 (0.24 t0 2.92) 0.734 18.8
Haemodynamic decompensation Random effects (REML, HKSJ), TACCH —0—4 0.27 (0.08 to 0.87) 0.041 A7
Random effects (REML, HKS)), Peto —— 0.30(0.13t0 0.70) 0.026 0.0
Mantel-Haenszel, fixed effect —— 0.26 (0.14 t0 0.49) <0.001
Random effects (REML, HKSJ), 0.5 correction = 0.27 (0.08 0 0.87) 0.041 21
Major bleeding Random effects (REML, HKSJ), TACCt —— 1.39(0.63 t0 3.07) 0337 0.0
Random effects (REML, HKS)), Peto — 1.58 (0.60 t0 4.18) 0.282 1.2
Mantel-Haenszel, fixed effect 1.49 (0.8210 2.72) 0.190
Random effects (REML, HKSJ), 0.5 correction - 1.39(0.63t03.07) 0.339 0.0
Minor bleeding Random effects (REML, HKS)), TACCT —— 2.77 (1.41t05.42) 0.011 0.0
Random effects (REML, HKSJ), Peto —— 2.91(1.41t0 6.03) 0.013 0.0
Mantel-Haenszel, fixed effect — 2.94(1.13t07.63) 0.026
Random effects (REML, HKSJ), 0.5 correction — 2.76 (1.42 10 5.39) 0.011 0.0
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