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Supplementary material to “Harmonised but not more attractive? The EU Clinical Trials Regulation and the site allocation of multinational drug trials”: variable definitions (Table A1), national authorisation times by member state (A2), registry evidence on breadth (A3), placebo regions (A4), event-study coefficients (A5) and further robustness checks (A6).
Table A1 Variable definitions
	Variable
	Definition
	Source

	EU presence
	Indicator that the trial lists at least one site in an EU/EEA country
	ClinicalTrials.gov

	Log EU member states
	Log number of distinct countries of a region in which the trial lists sites, for regions with at least one site
	ClinicalTrials.gov

	EU country inclusion
	Indicator that a given country hosts at least one site of the trial
	ClinicalTrials.gov

	Post
	Trial start from July 2023 onward
	ClinicalTrials.gov

	Transition
	Trial start between January 2022 and June 2023
	ClinicalTrials.gov

	China site
	Indicator that the trial lists at least one site in mainland China
	ClinicalTrials.gov

	Sponsor China exposure
	Lead sponsor’s share of 2013–2019 industry trials with a site in China, grouped as zero, up to 10 per cent, above 10 per cent, or no trials before 2020
	ClinicalTrials.gov

	Top-25 sponsor
	Lead sponsor among the 25 industry sponsors with most trials starting in 2013–2019
	ClinicalTrials.gov

	Oncology
	Condition text contains cancer, carcinoma, tumour, lymphoma, leukaemia, myeloma, melanoma, sarcoma, glioma, neoplasm, malignant, NSCLC, metastatic, myelodysplastic, blastoma or mesothelioma
	ClinicalTrials.gov

	CTR authorisation
	CTIS number without an earlier EudraCT number among secondary identifiers
	ClinicalTrials.gov

	Pre-CTR delay deviation
	Country mean of within-trial deviations of log days from protocol entry to the later of competent authority and ethics decisions, 2016–2021
	EU Clinical Trials Register

	CTR delay deviation
	Country mean of within-trial deviations of log days from submission to first national decision
	CTIS


Table A2 National authorisation times by member state
	Country
	Directive era deviation (log)
	Directive median days
	Directive decisions
	CTR era deviation (log)
	CTR median days
	CTR decisions

	Iceland
	−0.564
	29
	5
	0.440
	268
	4

	Cyprus
	−0.499
	21
	1
	−0.005
	128
	5

	Estonia
	−0.474
	42
	75
	0.069
	119
	87

	Greece
	−0.429
	49
	163
	0.034
	118
	598

	Slovenia
	−0.379
	50
	37
	0.090
	122
	44

	Spain
	−0.276
	62
	613
	−0.036
	117
	2,359

	Poland
	−0.209
	59
	578
	0.013
	120
	1,610

	Italy
	−0.189
	77
	100
	−0.020
	117
	1,835

	Romania
	−0.185
	29
	6
	0.054
	123
	555

	Finland
	−0.163
	56
	154
	0.062
	117
	229

	Hungary
	−0.160
	57
	477
	0.007
	119
	789

	Lithuania
	−0.146
	54
	102
	0.053
	118
	138

	Latvia
	−0.109
	68
	114
	0.034
	118
	117

	Slovakia
	−0.065
	62
	191
	0.025
	117
	305

	Austria
	−0.056
	66
	262
	0.020
	122
	519

	Bulgaria
	−0.015
	70
	336
	0.010
	120
	597

	France
	0.009
	75
	391
	−0.012
	118
	1,846

	Belgium
	0.010
	74
	483
	−0.017
	117
	1,064

	Denmark
	0.035
	70
	277
	−0.008
	115
	585

	Czechia
	0.040
	77
	417
	0.013
	118
	881

	Sweden
	0.068
	71
	211
	0.002
	118
	424

	Norway
	0.217
	106
	63
	0.064
	118
	224

	Netherlands
	0.227
	98
	365
	0.011
	118
	931

	Ireland
	0.261
	91
	67
	0.073
	121
	218

	Portugal
	0.262
	107
	147
	0.050
	118
	449

	Germany
	0.373
	114
	843
	−0.029
	117
	1,936

	Croatia
	—
	—
	—
	0.052
	122
	172

	Luxembourg
	—
	—
	—
	0.008
	119
	1


Notes Deviations are country means of within-trial deviations of log decision time. Medians are in days. Directive-era statistics use protocols entered in 2016–2021 in the sampled EU Clinical Trials Register records. CTR-era statistics use multinational pharmaceutical-company trials initially authorised in CTIS. Cyprus, Iceland and Romania have fewer than 30 Directive-era decisions and are excluded from the reallocation analysis.
Table A3 Member states per multinational commercial trial in European registries
	Registry
	Year
	Commercial trials
	Share multinational
	Member states per multinational trial

	EUCTR (Directive)
	2016
	705
	0.467
	5.06

	EUCTR (Directive)
	2017
	671
	0.474
	5.31

	EUCTR (Directive)
	2018
	656
	0.450
	5.12

	EUCTR (Directive)
	2019
	659
	0.387
	5.17

	EUCTR (Directive)
	2020
	690
	0.358
	5.02

	EUCTR (Directive)
	2021
	601
	0.331
	4.34

	CTIS (CTR)
	2023
	1,467
	0.579
	6.17

	CTIS (CTR)
	2024
	1,745
	0.500
	6.27

	CTIS (CTR)
	2025
	1,224
	0.618
	6.02


Notes EU Clinical Trials Register rows use commercial-sponsor trials by year of first protocol entry in the sampled records. CTIS rows use trials with a pharmaceutical company sponsor that were not transitioned from the Directive, by year of the CTIS number.
Table A4 Placebo assignment of treatment to each region
	Region treated
	Presence
	Log member states

	EU/EEA
	−0.115*** (0.010)
	0.053*** (0.016)

	Latin America
	0.072*** (0.010)
	−0.044** (0.021)

	Asia-Pacific
	0.077*** (0.011)
	0.140*** (0.017)

	Other Europe
	−0.029*** (0.010)
	−0.056*** (0.015)

	North America
	−0.005 (0.009)
	−0.094*** (0.013)


Notes Each row reassigns the Post and Transition indicators to the named region and re-estimates the trial × region specifications of Table 2 Panel A. Standard errors clustered by trial in parentheses. * p<0.10, ** p<0.05, *** p<0.01.
Table A5 Event-study coefficients
	Start year
	EU presence
	Log EU member states
	EU country inclusion

	2013
	−0.003 (0.023)
	0.046 (0.040)
	0.007 (0.017)

	2014
	0.017 (0.021)
	0.029 (0.035)
	0.011 (0.012)

	2015
	0.032 (0.020)
	0.024 (0.032)
	0.012 (0.012)

	2016
	0.047 (0.020)
	−0.008 (0.034)
	0.013 (0.008)

	2017
	0.021 (0.018)
	−0.009 (0.031)
	0.003 (0.008)

	2018
	−0.006 (0.018)
	−0.059 (0.030)
	−0.009 (0.006)

	2019
	reference
	reference
	reference

	2020
	−0.054 (0.019)
	−0.041 (0.030)
	−0.018 (0.009)

	2021
	−0.071 (0.018)
	−0.015 (0.028)
	−0.019 (0.006)

	2022
	−0.043 (0.018)
	−0.008 (0.030)
	−0.021 (0.007)

	2023
	−0.083 (0.019)
	−0.061 (0.031)
	−0.037 (0.009)

	2024
	−0.123 (0.019)
	0.090 (0.031)
	−0.034 (0.015)

	2025
	−0.133 (0.019)
	0.033 (0.030)
	−0.032 (0.014)


Notes Coefficients on EU × start year relative to 2019 from the specifications in Table 2. Standard errors in parentheses are clustered by trial for the first two columns and by country for the third.
Table A6 Additional robustness checks
	Check
	EU presence
	Log EU member states

	Joint Wald test of 2013–2018 event-study coefficients (χ², 6 df)
	10.72 (p = 0.097)
	11.58 (p = 0.072)

	Dropping Asia-Pacific
	−0.102*** (0.010)
	0.094*** (0.016)

	EU/EEA versus Asia-Pacific only
	−0.153*** (0.014)
	−0.135*** (0.024)

	Dropping Latin America
	−0.103*** (0.010)
	0.047*** (0.016)

	EU/EEA versus Latin America only
	−0.149*** (0.013)
	0.035 (0.029)

	Dropping other Europe
	−0.130*** (0.011)
	0.039** (0.017)

	EU/EEA versus other Europe only
	−0.069*** (0.012)
	0.061*** (0.020)

	Dropping North America
	−0.124*** (0.011)
	0.003 (0.017)

	EU/EEA versus North America only
	−0.088*** (0.012)
	0.111*** (0.019)

	Trimming bound (baseline presence loss)
	—
	−0.102*** (0.015)

	Trimming bound (trend-adjusted presence loss)
	—
	0.006 (0.016)

	Randomisation-inference p-value across five regions
	0.20
	0.40

	Relative-magnitude breakdown value, reference 2019
	0.66
	—

	Relative-magnitude breakdown value, reference 2022
	0.80
	—


Notes Coefficients on EU × Post from the baseline trial × region specifications of Table 2 Panel A unless stated otherwise. Dropping a region removes it from the comparison group, and the pairwise rows compare the EU/EEA with one region only. Trimming bounds drop from the pre-period the EU trials with the fewest member states, in proportion to the baseline (14.6 per cent) or trend-adjusted (5.0 per cent) presence loss. The randomisation-inference p-value is the rank of the EU/EEA estimate among the five placebo assignments in Appendix Table A4. The relative-magnitude breakdown value is the ratio of post-period year-to-year deviations from parallel trends to the largest 2013–2019 year-to-year change at which the average 2024–2025 presence effect stops being significant (Rambachan and Roth 2023). Standard errors clustered by trial in parentheses. * p<0.10, ** p<0.05, *** p<0.01.
