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Tables and figure legends

Table 1: Baseline characteristics comparing patients treated with IVF vs SoC

Comparison of patients who received intraventricular fibrinolysis(IVF) vs standard of care(SoC) presented for the
entire IPD cohort. Absolute differences are provided in percent for frequency data and for scales or continuous
variables as absolute differences according to the measurement unit(negative values indicate a decreased frequency

or unit of measurement from the reference, i.e patients treated as standard of care).

Figure 1: Flow Diagram of Study Population and Data Analysis
Flow diagram providing, screening, eligibility, exclusion, and generation of the study population available for IPD-

contribution, based on the PRISMA-IPD guidelines.

Figure 2: modified Rankin Scale distribution at 6 Months(A) & Intracranial Adverse Events(B)

A), Graphical comparison of the mRS distribution at 6 months in patients who received IVF vs SoC presented for the
ps-matched IPD cohort(n=1,150). For details of the matching procedure and balance, supplement, TableS9 and
FigureSS).

B), Intracranial adverse events within 30 days of the ictus comparing intraventricular fibrinolysis(IVF) vs standard of

care(SoC) presented for the entire IPD cohort(n=1,501,TableS10).

Figure 3: Exploratory sub-group analyses of the primary outcome

Results for the primary outcome(mRS 0-3) are presented as crude frequency data, adjusted odds ratios, and adjusted
absolute treatment effects(for the entire cohort, n=1,501). Adjusted models(GLM, AIPW) were conducted as
aforementioned. Interactions of exploratory subgroup analyses were tested using the subgroup-defining

variable(variable*intervention) and was considered significant for p-values<0.05.

Figure 4: Threshold analysis for the primary outcome using the predictor (time from symptom onset to
treatment)

Analysis was conducted as generalized linear mixed-effects(GLM) model to analyze all studies simultaneously,

accounting for clustering of treatment effects across participating studies with a random effect and adjustments for

confounders associated with the primary outcome. Confounders comprised: age, pre-stroke mRS, oral

anticoagulation, GCS, thalamic ICH location, ICH volume, IVH volume. The adjusted odds ratio used fractional

polynomials and was presented on a log-odds scale.
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Table 1.  Baseline characteristics comparing patients treated with IVF vs SoC

DOI: 10.1161/STROKEAHA.121.038455

_ IVF SoC Absolute difference,
IPD cohort (n=1,501) (n= 596) (n= 905) (95%CT) SMD
Age, mean(SD), y 61.0(12.4) 61.6(12.9) -0.5(-1.9 t0 0.7) -0.05
Female sex, No.(%) 246(41.3%) 358(39.6%) 1.7(-3.4 t0 6.7) 0.03
Medical History, No.(%)
Pre-stroke mRS[0-1] 539(90.4%) 801(88.5%) 1.9(-1.2t0 5.1) 0.06
Hypertension 465(78.0%) 737(81.4%) -3.4(-7.6 t0 0.7) -0.08
Diabetes Mellitus 116(19.5%) 205(22.7%) -3.2(-74 to 1.0) -0.08
Coronary artery disease 47(7.9%) 95(10.5%) -2.6(-5.6 t0 0.3) -0.09
Prior Stroke 87(14.6%) 154(17.0%) -2.4(-6.1 to 1.3) -0.07
Prior oral anticoagulation 116(19.5%) 235(26.0%) -6.5(-10.7 to -2.2) -0.16
Antiplatelet use 109(18.3%) 158(17.5%) 0.8(-3.1t0 4.8) 0.02
Glasgow Coma Scale®, median(IQR) 9(6-13) 9(6-13) 0.0(-0.6 to 0.6) -0.08
1* tertile [GCS 3-7], No.(%) 236(39.6%) 332(36.7%) 2.9(-2.1t0 7.9)
2" tertile [GCS 8-12], No.(%) 211(35.4%) 292(32.3%) 3.1(-1.7 t0 8.0) -0.11
3" tertile [GCS 13-15], No.(%) 149(25.0%) 281(31.0%) -6.0(-10.6 to -1.4)
Stability Imaging®, No.(%)
Primary IVH 51(8.6%) 58(6.4%) 2.1(-0.6 t0 4.9) 0.08
Deep ICH location 486(81.5%) 701(77.5%) 4.1(-0.1 to 8.2) 0.10
Thalamic ICH location(No. 1,292) 276(52.5%) 379(49.5%) 3.0(-2.6 t0 8.5) 0.06
ICH volume, median(IQR), cm3 8.5(3.1-17.8) 14.5(5.3-33.5) -6.0(-7.9 to -4.1) -0.54
1 tertile [0.0-6.3 cm3], No.(%) 250(42.0%) 250(27.6%) 14.3(9.4 t0 19.2)
2" tertile [6.4-19.1 cm3], No.(%) 216(36.2%) 284(31.4%) 4.8(0.0 t0 9.7) -0.42
3 tertile [>19.2 cm3], No.(%) 130(21.8%) 371(41.0%) -19.2(-23.8 t0 -14.6)
IVH volume, median(IQR), cm3 26.6(15.6-45.2) 20.6(10.5-36.6) 6.0(3.3t0 8.7) 0.30
1* tertile [0.5-15.9 cm3], No.(%) 155(26.1%) 347(38.3%) -12.3(-17.1 to -7.6)
2" tertile [16.0-33.3 cm3], No.(%) 207(34.7%) 292(32.3%) 2.5(-241t07.3) 0.27
3 tertile [>33.4 cm3], No.(%) 234(39.3%) 266(29.4%) 9.9(4.9 to 14.7)
Time-windows(median(IQR),h, No.1,303)
Ictus to ED-arrival 2.0(1.0-4.5) 1.9(1.0-4.3) 0.1(-1.9t0 2.6) 0.05
Ictusto 1. CT 3.0(1.6-6.8) 3.0(1.6-7.0) 0.0(-3.3t03.9) 0.06
Ictus to stability CT 30.2(18.3-47.1) 30.0(16.2-48.0) 0.2(-2.9103.3) 0.07
ED-arrival to 1. CT 0.6(0.3-1.0) 0.7(0.4-1.2) -0.1(-0.2 t0 0.0) -0.09
1. CT to stability-CT 23.3(13.2-41.5) 23.3(11.0-39.7) -0.1(-2.9 t0 2.8) -0.03
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596

Studies identified by 7 Study-cohorts identified for

systematic review IPD contribution

Huttner et al. (n=73) - BIDMC (n=501)

Hanley et al. (n=500) - UTHSC (n=792)
- UKER-ICH (n=1,076)
- RETRACE | (n=1,176)
- RETRACE Il (n=1,328)
- ERICH (n=3,000)
- CLEAR B (n=36)

8,482 ICH-patients available
for screening

6,813 Patients excluded:
- infratentorial ICH (n=1,021)
-no IVH (n=4,306)
- no hydrocephalus (n=1,486)

1,669 [CH-Patients with acute
hydrocephalus due to IVH
and placed EVD

168 Patients excluded:
- pre-stroke mRS >3 (n=23)
- hematoma evacuation (n=106)
- ECL or death <48h (n=39)

1,501 ICH-Patients included
into IPD meta-analysis

IVF treatment 905 Standard of Care

@ )
Primary Outcome

- Proportion of patients with modified Rankin scale 0-3 at 6 months

Secondary Outcomes
- Shift analysis: modified Rankin scale at 6 months
- Mortality at 6 months
- Intracranial adverse events within 30 days
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