[bookmark: _Ref127267136]Supplementary Figure 1 PRISMA Flow Chart for Search Conducted Between January 1, 2010, and February 6, 2020 (date of last search). Abbreviations: cTTP, congenital thrombotic thrombocytopenic purpura; iTTP, immune-mediated thrombotic thrombocytopenic purpura; TTP, thrombotic thrombocytopenic purpura.
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Supplementary Table 1 Literature Search Strategies
	Time Period
	MEDLINE
	Embase

	January 1, 2010 to February 6, 2020  
	Step:
	Keywords: 
	n** 
	Step:
	Keywords:
	n**

	
	#1
	Purpura, Thrombotic Thrombocytopenic/
	4499
	#1
	(thrombotic thrombocytopenic purpura or TTP).ab,ti.
	17,335

	
	#2

	Incidence/ or Prevalence/ or Mortality/ or Age Distribution/ or Gender Distribution/ or Comorbidity/ or Disease Progression/ or Natural History/ or Disease Management/ or Drug Therapy/ or Hospitalization/ or (complication* or clinical outcome* or course of disease or burden of illness or health related quality of life or QoL).ab,ti
	1,938,787

	#2

	Incidence/ or Prevalence/ or Mortality/ or Age Distribution/ or Sex ratio/ or Comorbidity/ or Disease Management/ or Drug therapy/ or (natural history or complication* or course of disease or disease progression or burden of illness or health related quality of life or QoL).ab,ti.
	3,896,919

	
	#3
	1 AND 2
	530
	#3
	1 AND 2
	4323

	
	#4

	Limit 3 to (abstracts and human and English language and yr.="2010 - 06 February 2020")
	161

	#4

	limit 3 to (abstracts and human and English language and yr.="2010 - 06 February 2020")
	2868


	
	MEDLINE and Embase combined
No. of duplicates
TOTAL
	3029
405
2624

	January 1, 2020 and February 11, 2022
	Step:
	Keywords: 
	n**
	Step:
	Keywords:
	n**

	
	#1
	Purpura, Thrombotic Thrombocytopenic/
	4843
	#1
	(thrombotic thrombocytopenic purpura or TTP).ab,ti.
	19,396

	
	#2
	Incidence/ or Prevalence/ or Epidemiology/ or Mortality/ or Recurrent disease/ or Relapse/ or Age Distribution/ or Sex ratio/ or Comorbidity/ or Disease Management/ or Drug therapy/ or (incid* or preval* or recur* or relapse or natural history or complication* or course of disease or disease progression or burden of illness or health related quality of life or QoL or ADAMTS13).ab,ti.
	3,769,661
	#2
	Incidence/ or Prevalence/ or Epidemiology/ OR Mortality/ or Recurrent disease/ OR Relapse/ OR Age Distribution/ or Sex ratio/ or Comorbidity/ or Disease Management/ or Drug therapy/ or (incid* or preval* or recur* or relapse or natural history or complication* or course of disease or disease progression or burden of illness or health related quality of life or QoL or ADAMTS13).ab,ti.
	6,641,487

	
	#3
	Exp Cardiovascular Diseases/ or exp Renal Insufficiency/ or exp Mental Health/ or (organ damage or long-term organ damage or neurologic deficiency).ab,ti.
	2,770,841
	#3
	Exp cardiovascular disease/ or exp kidney failure/ or exp mental health/ or (organ damage or long-term organ damage or neurologic deficiency).ab,ti.
	4,853,192

	
	#4

	exp ADAMTS13 Protein/ or von Willebrand factor cleaving proteinase.ab,ti.
	2033
	#4

	Exp von Willebrand factor cleaving proteinase/
	5522

	
	#5
	2 OR 3 OR 4
	5,954,169
	#5
	2 OR 3 OR 4
	9,796,608

	
	#6
	1 AND 5
	836
	#6
	1 AND 5
	13,324

	
	#7
	limit 6 to (abstracts and humans and yr="2020 -Current")
	199
	#7
	limit 6 to (abstracts and humans and yr="2020 -Current")
	1409

	
	MEDLINE and Embase combined
No. of duplicates
TOTAL
	1608
221
1387


Notes: *Truncation of search terms; **Number of records found in search.
Abbreviation: ab,ti: abstract/title.

[bookmark: _Ref127267156]Supplementary Table 2 Websites Searched During Pragmatic Searches
	Sources
	Keywords or Strategies Used

	Learned/clinical societies
	• American Society of Hematology (ASH)
• Bari International Conference (BIC)
• European Association for Haemophilia and Allied Disorders (EAHAD)
• Hemostasis and Thrombosis Research Society (HTRS)
• International Society of Hematology (ISH)
• International Society on Thrombosis and Haemostasis (ISTH)
• Orphanet

	Scientific conferences and annual meetings
	• EAHAD Annual Congress
• HTRS Scientific Symposium
• ISH World Congress
• ISTH Annual Meeting
• Thrombosis and Hemostasis Summit of North America (THSNA)

	Patient associations
	• Answering T.T.P – Thrombotic Thrombocytopenic Purpura Foundation
• Clots Matter
• The American Thrombosis and Hemostasis Network (ATHN)
• National Blood Clot Alliance

	Existing TTP registries
	• The Hereditary Thrombotic Thrombocytopenic Purpura Registry
• United States Thrombotic Microangiopathies Consortium
• The French TMA Reference Center
• Milan TTP Registry
• The United Kingdom TTP Registry
• Spanish Registry of TTP
• St. Michael’s TTP Registry
• The Oklahoma TTP–HUS Registry
• Australian TTP/TMA Registry
• Japanese TTP Registry
• TTP Registry of the Mainz University Medical Center


Abbreviations: ASH, American Society of Hematology; ATHN, The American Thrombosis and Hemostasis Network; BIC, Bari International Conference; EAHAD, European Association for Haemophilia and Allied Disorders; HTRS, Hemostasis and Thrombosis Research Society; HUS, hemolytic uremic syndrome; ISH, International Society of Hematology; ISTH, International Society on Thrombosis and Haemostasis; TMA, thrombotic microangiopathy; TTP, thrombotic thrombocytopenic purpura. 
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[bookmark: _Ref127267227]Supplemental Table 3 Key Characteristics of Publications Reporting Information on TTP (n=221 sources)
	Reference/Study Type (Design)
	Country/ Countries 
	Study Period
	Targeted Age
	No. of Patients with TTP

	Unspecified TTP (113 studies)

	[bookmark: _Hlk152062577]Alcada et al, 2013 1
(retrospective study)
	UK
	Sep 2006–Oct 2012
	No age definition
	57

	Al Hashmi et al, 2018 2 
Single-center (retrospective cohort)
	Oman
	2006–2018
	≥12 years
	38

	Ashida et al, 2018 3
(cross-sectional study)
	Japan
	2012–2015
	No age definition
	258

	Aryal et al, 2017 4
Database (retrospective cohort)
	US
	2009–2014
	≥18 years
	32,609

	Balasubramaniyam et al, 2013 5 (retrospective cohort)
	US
	2001–2010
	≥18 years
	4032

	Balasubramaniyam et al, 2021 6 Database (retrospective cohort)
	US
	Jan 2005–Sep 2015
	≥18 years
	15,054 hospitalizations

	Berg et al, 2013 7 
(retrospective cohort)
	US
	Jan 1990–May 2012
	No age definition
	19

	Bhesania et al, 2020 8 
Database (retrospective cohort)
	US
	2007–2017
	33–60 years
	22,054 hospitalizations

	Blombery et al, 2016 9 
Registry (retrospective cohort)
	Australia
	Jun 2009–Oct 2014
	No age definition
	57

	Bookout et al, 2013 10 (retrospective cohort)
	US
	2005–2012
	No age definition
	29

	Bugarin-Estrada et al, 2018 11 (retrospective cohort)
	Mexico
	Jan 2011–Nov 2017
	≥16 years
	20

	
	
	Jan 2007–Mar 2018
	Adults
	NR

	Bull et al, 2011 12 
(retrospective cohort)
	UK
	2014–2019
	≥18 years
	148

	Castro et al, 2020 13 
(retrospective cohort)
	Brazil
	1995–2016
	No age definition
	34

	Chang et al, 2012 14 
(retrospective cohort)
	China
	1997–2009
	No age definition
	13

	Chaturvedi et al, 2015 15 (prospective cohort)
	US 
	Jan 2000–Mar 2012
	16–79 years
	100

	Chaturvedi et al, 2019 16 (retrospective cohort)
	US
	1995–2018
	No age definition
	137

	Chaturvedi et al, 2013 17 (retrospective cohort)
	US
	Jan 2000–Mar 2012
	No age definition
	100

	Chinthammitr et al, 2017 18 (retrospective cohort)
	Thailand
	1999–2013
	No age definition
	45

	Chu et al, 2019 19
(retrospective cohort)
	US
	1991–2014
	≥18 years
	858

	Cohen et al, 2020 20 
(retrospective cohort)
	Israel
	2008–2018
	Adults
	89

	Cuicui et al, 2015 21
(retrospective study)
	China
	1998 –2014
	No age definition
	58

	Coppo et al, 2021a 22
Orphanet website (N/A)
	Worldwide
	2021
	No age definition
	NR

	Dahlan et al, 2015 23 
(retrospective cohort)
	Canada
	2000–2011
	No age definition
	70

	Davies et al, 2015 24 
(retrospective cohort)
	Canada
	2005–2010
	No age definition
	38

	Davis et al, 2017 25 
Registry (retrospective cohort)
	US
	2017a
	No age definition
	199

	De Marinis et al, 2013 26 
(case series)
	Italy
	Jun 2005–Nov 2012
	No age definition
	Overall population 119 (TTP 88)

	Deford et al 2012 27 
Registry (retrospective cohort)
	US
	1995–2010
	No age definition
	47

	Demir et al, 2010 28 
(retrospective cohort)
	Turkey
	2010a
	Adults
	25

	Deng et al, 2013 29
(retrospective cohort)
	China
	Jan 1998–Oct 2010
	No age definition
	42

	El Husseiny et al, 2011 30 (retrospective cohort)
	Egypt
	2000–2008
	No age definition
	30

	Engelbrecht et al, 2013a 31 
Registry (retrospective cohort)
	Australia
	2009–2012
	No age definition
	70

	Engelbrecht et al, 2013b 32 
Registry (retrospective cohort)
	Australia
	2009–2012
	15–83 years
	86

	Esteban Figuerola et al, 2017 33 (retrospective cohort)
	Spain
	2000–2017
	No age definition
	13

	Falter et al 2015 34 
(cross-sectional study)
	Germany
	2015a
	No age definition
	NR

	Ferrari et al 2015 35
(prospective cohort)
	Italy
	2007–2012
	No age definition
	13

	Fourmont et al, 2018 36 (retrospective cohort)
	France
	2007–2017
	No age definition
	98

	Gandhi et al, 2010 37
Single center (retrospective cohort)
	US
	2010a
	No age definition
	38

	Gao et al, 2016 38
Single-center (retrospective cohort)
	US
	2005–2015
	Adults
	16

	Giri et al, 2014 39
Database (retrospective cohort)
	US
	2009–2011
	No age definition
	6634

	Goel et al, 2016 40
Database (retrospective cohort)
	US
	2007–2012
	No age definition
	8203

	Henry et al, 2021 41
(retrospective cohort)
	France
	2008–2018
	>18 years
	12

	Heizmann et al, 2011 42
Single-center (retrospective cohort)
	Switzerland
	2006–2010
	Adults
	7

	Herold et al, 2017 43
(retrospective cohort)
	Germany
	2017a
	No age definition
	88

	Hofmann et al, 2016 44
Medical chart review (retrospective cohort)
	US
	May 2014–Sep 2015
	No age definition
	66

	Houstoun et al, 2013 45
Database (retrospective cohort)
	US
	2006–2011
	>65 years
	694,419

	Hussein et al, 2017 46
(prospective cohort)
	Egypt
	Jan 2008–Jan 2016
	No age definition
	33

	Hussein et al, 2020 47 
single-center (prospective cohort)
	Egypt
	2008–2019
	14–55 years
	44

	Iqbal et al, 2015 48
Single-center (retrospective cohort)
	Saudi Arabia
	2006–2014
	No age definition
	10

	Iqbal et al, 2016 49
Single-center (retrospective cohort)
	Saudi Arabia
	Oct 2006–Apr2015
	>16 years
	24

	Isbel et al, 2012 50
Registry (retrospective cohort)
	Australia
	2012a
	No age definition
	60

	Jang et al, 2011 51
Registry (retrospective cohort)
	Korea
	2005–2008
	No age definition
	66

	John et al, 2012 52
(cross-sectional)
	Germany
	2012a
	Adults
	76

	Khwaja et al, 2017 53
Single-center (retrospective cohort)
	UK
	2009–2015
	No age definition
	107

	Knott et al, 2020 54 
(retrospective cohort)
	UK
	2017–2019
	No age definition
	38

	Korkmaz et al, 2013 55
Multicenter (retrospective cohort)
	Turkey
	2005–2011
	No age definition
	163

	Lannon et al, 2016 56
Multicenter (retrospective cohort)
	UK
	Feb 2011–Sep 2014
	No age definition
	81

	Lester et al, 2015 57
Database (retrospective cohort)
	UK
	2003–2013
	No age definition
	NR

	Li et al, 2015 58 
Registry (case-control study)
	US
	2015a
	No age definition
	71

	Liu et al, 2013 59
Single-center (retrospective cohort)
	US
	Dec 2003–Dec 2010
	No age definition
	64

	Liu et al, 2017 60
Database (retrospective cohort)
	US
	2005–2014
	No age definition
	2713

	Lotta et al, 2010 61
Registry (retrospective cohort)
	Italy
	1999–2009
	No age definition
	136

	Makroo et al, 2014 62
(retrospective cohort)
	India
	Jul 2008–Jun 2013
	No age definition
	51

	Mancio et al, 2015 63
Single-center (retrospective cohort)
	Philippines
	Jan 2009–Mar 2013
	No age definition
	8

	Mariotte et al, 2013 64
Single-center (retrospective cohort)
	France
	Jan 1997–Jan 2011
	Adults
	86

	Mariotte et al, 2016 65
Registry (cross-sectional)
	France
	1999–2013
	Adults
	772

	Mariotte et al, 2017 66
Single-center (retrospective cohort)
	France
	2006–2015
	No age definition
	81

	McCleskey et al, 2013 67
Single center (retrospective cohort)
	US
	2003–2012
	No age definition
	52

	Merlen et al, 2021 68
Single-center (retrospective cohort)
	Canada
	Apr 2012–Dec 2019
	No age definition
	NR

	Mirouse et al, 2020 69 
Single-center (prospective cohort)
	France
	1997–2019
	Adults
	108

	Mirouse et al, 2021 70
Single-center (prospective cohort)
	France
	1997–2019
	30–52 years
	108

	Nichols et al, 2015 71 
(retrospective cohort)
	US
	Jan 1990–Apr 2012
	No age definition
	18

	O'Brien et al, 2013 72
(retrospective cohort)
	US
	2004–2011
	No age definition
	21

	Obeidat et al, 2020 73 
Single-center (retrospective cohort)
	Jordan
	Jun 2018–Jul 2019
	Adults and elderly
	21

	Oh et al, 2015 74
(retrospective cohort)
	Korea
	Jan 2005–Jun 2014
	No age definition
	169

	Oh et al, 2019 75
Registry (retrospective cohort)
	Korea
	Feb 2012–Dec 2015
	No age definition
	98

	Ongoren Aydin et al, 2014 76
(retrospective cohort)
	Turkey
	Oct 1991–Jan 2014
	No age definition
	54

	Pathak et al, 2014 77
Database (retrospective cohort)
	US
	2009–2011
	≥18 years
	4367

	Pishko et al, 2014 78
Single-center (retrospective cohort)
	US
	Jan 2007–Jun 2013
	No age definition
	44

	Ramachandran et al, 2021 79 (retrospective cohort)
	US
	2014–2020
	22–79
	11

	Raval et al, 2021 80 
Registry (retrospective cohort)
	US
	2021a
	No age definition
	43

	Reese et al, 2012 81
Registry (retrospective cohort)
	US
	1995–2010
	No age definition
	55

	Reese et al, 2013 82
Registry (retrospective cohort)
	US

	1996–2012
	No age definition
	333

	
	
	1996–2012
	<18 years
	55

	
	
	2002–2011
	<18 years
	23

	Roriz et al, 2015 83
Registry (retrospective cohort)
	France
	Oct 2000–May 2009
	No age definition
	261

	Sanci et al, 2015 84
Single-center (retrospective cohort)
	Canada
	Jan 2002–Apr 2015
	No age definition
	19

	Saracevic et al, 2013 85
Registry (ambispective cohort)
	Serbia
	Aug 2004–Dec 2012
	No age definition
	51

	Sawler et al, 2019 86
Multicenter (retrospective cohort)
	Canada
	2008–2017
	≥18 years
	51

	Scott et al, 2013 87
Single-center (retrospective cohort)
	US
	Jan 2003–Sep 2012
	No age definition
	54

	Scully et al, 2008 88
Registry (retrospective cohort)
	UK
	Apr 2002–Dec 2006
	No age definition
	178

	Selvakumar et al, 2021 89
Survey (cross-sectional study)
	US
	2021a
	38–58 years
	26

	Shah et al, 2011 90
Single-center (retrospective cohort)
	US
	Jan 2006–Oct 2010
	No age definition
	26

	Shah et al, 2013 91
Single-center (retrospective cohort)
	US
	2006–2012
	No age definition
	30

	Sharma et al, 2019 92
Database (retrospective cohort)
	US
	2009–2016
	No age definition
	14,000

	Shin et al, 2019 93
Registry (retrospective cohort)
	UK
	2009–2018
	No age definition
	475

	Sousa et al, 2020 94 Database (retrospective cohort)
	Portugal
	2014–2018
	No age definition
	71

	Subramanian et al, 2013 95
Database (retrospective cohort)
	US
	2001–2010
	≥18 years
	4032

	Swart et al, 2019 96
Single-center (retrospective cohort)
	South Africa
	2012–2016
	≥18 years
	41

	Taha et al, 2013 97
Single-center (retrospective cohort)
	Qatar
	2008–2012
	No age definition
	8

	Terrell et al, 2019 98
(cross-sectional study)
	US
	May 2018–Oct 2018
	>18 years
	25

	Thomas et al, 2016 99
Single-center (retrospective cohort)
	UK
	2010–2015
	No age definition
	14

	Tse et al, 2019 100
Single-center (retrospective cohort)
	Canada
	2008–2018
	No age definition
	77

	Ugur Bilgin et al, 2012 101
Single-center (retrospective cohort)
	Turkey
	2000–2011
	No age definition
	18

	Umapathi et al, 2020 102
Database (retrospective cohort)
	US
	2003–2014
	No age definition
	1568 hospitalizations

	Van de Louw et al, 2021 103
Database (retrospective cohort)
	US
	2005–2014
	>18 to <65 years
	1096

	Vesely et al, 2015 104
Registry (retrospective cohort)
	US
	1995–2006
	No age definition
	57

	Volker et al, 2020 105
(retrospective cohort)
	Germany
	Jun 2018 - Dec 2019
	No age definition
	60

	Wahl et al, 2012 106
Database (retrospective cohort)
	US
	Jan 2001–May 2008
	No age definition
	151

	Wong et al, 2015 107
Multicenter (retrospective cohort)
	UK
	Jan 2012–Oct 2013
	No age definition
	19

	Wu et al, 2013 108
Single-center (retrospective cohort)
	US
	2004–2012
	No age definition
	14

	Xiyan et al, 2020 109 
(retrospective cohort)
	China
	1998–2019
	10–68 years
	83

	Zafrani et al, 2015 110
Single-center (retrospective cohort)
	France
	Jan 2001–Mar 2013
	Adults
	92

	Zhan et al, 2010 111
Single-center (retrospective cohort)
	US
	Jan 1992–Apr 2008
	No age definition
	72

	Zhang et al, 2016 112
Multicenter (retrospective cohort)
	China
	Aug 2009–Sep 2015
	No age definition
	65

	Zhang et al, 2022 113
Single-center (retrospective cohort)
	China
	Feb 2009–Dec 2018
	No age definition
	45

	iTTP (88 studies)

	Abou-Ismail et al, 2019 114
Single-center (retrospective cohort)
	US
	2009–2019
	No age definition
	42

	Abou-Ismail et al, 2020 115
Single-center (retrospective cohort)
	US
	2010–2019
	No age definition
	38

	Adeyemi et al, 2021 116
Database (retrospective cohort)
	US
	Oct 2015–Dec 2019
	No age definition
	666

	Agosti et al, 2020 117
Registry (retrospective cohort)
	Italy
	Jan 2002–Mar 2018
	No age definition
	143

	Alwan et al, 2017a 118 Registry (prospective cohort)
	UK
	2009–2016
	11–88 years
	292

	Artoni et al, 2017 119 Registry (retrospective cohort)
	Italy
	2011–2015
	No age definition
	92

	Béranger et al, 2019 120
Registry (retrospective cohort)
	France
	2006–2010
	No age definition
	114

	Bertomoro et al, 2020 121
Single-center (retrospective cohort)
	Italy
	2014–2019
	No age definition
	39

	Bettoni et al, 2012 122
Multicenter (retrospective cohort)
	Europe
	1994–2010
	No age definition
	115

	Bichard et al, 2021 123
Registry (retrospective cohort)
	Italy
	May 2003–Oct 2020
	No age definition
	43

	Boothby et al, 2021 124
Registry (retrospective cohort)
	US
	1985–2019
	No age definition
	1068

	Brodsky et al, 2021 125
Registry (retrospective cohort)
	US
	1995–2020
	No age definition
	181

	Cataland et al, 2013 126
Single-center (retrospective cohort)
	US
	May 2002–August 2010
	No age definition
	32

	Chauvel et al, 2020 127
Single-center (retrospective cohort)
	France
	Jan 2009–Oct 2018
	>18 years
	9

	Colling et al, 2020 128
Multicenter (retrospective cohort)
	US
	Jan 2004–Apr 2017
	≥18 years
	124

	Coppo et al, 2021b 129
Registry (retrospective cohort)
	France
	2021
	No age definition
	90

	Del Rio-Garma et al, 2019 130
Registry (retrospective cohort)
	Spain
	2004–2018
	No age definition
	103

	Del Río-Garma et al, 2022 131
Registry (retrospective cohort)
	Spain
	2004–2018
	>16 years
	102

	Domingo-González et al, 2021 132
Single-center (retrospective cohort)
	Spain
	2008–2020
	Adults
	20

	Dutt et al, 2021 133
Registry (retrospective cohort)
	UK
	May 2018–Jan 2020
	No age definition
	85

	El-Ashwah et al, 2021 134
Single-center (retrospective cohort)
	Egypt
	2016–2019
	No age definition
	21

	Faisal et al, 2021 135
Registry (retrospective cohort)
	US
	2021a
	No age definition
	136

	Falter et al, 2018 136
Single-center (retrospective cohort)
	Germany
	Jan 2003–Nov 2014
	No age definition
	70

	Fianchi et al, 2016 137
Single-center (retrospective cohort)
	Italy
	2005–2015
	No age definition
	48

	Garcia-Garcia et al, 2020 138
Registry (retrospective cohort)
	Spain
	2018–2020
	No age definition
	30

	Goguillot et al, 2018 139
Database (retrospective cohort)
	France
	2012–2014
	No age definition
	348

	Graciaa et al, 2020 140
Single-center (retrospective cohort)
	US
	2001–2019
	≤19 years
	15

	Güzel Mastanzade et al, 2019 141
Single-center (retrospective cohort)
	Turkey
	Feb 2006–Jul 2019
	No age definition
	130

	Han et al, 2015 142
Registry (retrospective cohort)
	US
	1995–2013
	No age definition
	52

	Hie et al, 2013 143
Registry (retrospective cohort)
	France
	2013a
	No age definition
	48

	Hofmann et al, 2019 144
Single-center (retrospective cohort)
	US
	Jul 2013–Dec 2018
	No age definition
	182

	Holmes et al, 2021 145
Online survey (cross-sectional)
	UK
	Jul 2019–Nov 2019
	≥18 years
	50

	Hong et al, 2019 146
Multicenter (retrospective cohort)
	Korea 
	2019a
	No age definition
	20 

	Hrachovinova et al, 2019 147
Single-center (retrospective cohort)
	Czechia
	1993–2019
	No age definition
	35

	Hsu et al, 2011 148
Single-center (retrospective cohort)
	US
	2004–2010
	No age definition
	40

	Huang et al, 2021 149
Single-center (retrospective cohort)
	China
	2013–2017
	Adults
	55

	Jestin et al, 2018 150
Registry (ambispective cohort)
	France
	Jan 2012–Feb 2017
	No age definition
	115

	Jimenez et al, 2020 151
Single-center (retrospective cohort)
	Spain 
	2014–2020
	No age definition
	18 

	Joly et al, 2016 152
Registry (retrospective cohort)
	France
	2000–2015
	No age definition
	45

	Kayashima et al, 2021 153
Registry (retrospective cohort)
	Japan
	2006–2020
	No age definition
	240

	Kubo et al, 2020 154
Registry (retrospective cohort)
	Japan
	2006–2018
	≥12 years
	156

	Li et al, 2021 155
Single-center (retrospective cohort)
	China
	Jul 2014–Feb 2020
	No age definition
	19

	Little et al, 2017 156
Registry (retrospective cohort) 
	US
	Nov 1995–Dec 2015
	No age definition
	78

	Liu et al, 2019 157
Registry (retrospective cohort)
	US
	2019a
	No age definition
	734

	Logothetis et al, 2021 158
Single-center (retrospective cohort)
	US
	Jan 2019–Feb 2021
	No age definition
	10

	Mancini et al, 2019 159
Registry (retrospective cohort)
	Italy 
	Jan 2002–Nov 2015
	No age definition
	302

	Mancini et al, 2020 160
Registry (case-control/cohort study)
	Italy
	Jan 2002–Mar 2018
	No age definition
	Case-control study: n=161
Cohort study: n=153

	Marshall et al, 2019 161 Registry (retrospective cohort)
	US
	2019a
	No age definition
	775

	Masias et al, 2020 162
Registry (retrospective cohort)
	US
	2003–2014
	No age definition
	41

	Matsumoto et al, 2012 163
Registry (retrospective cohort)
	Japan
	1998–2008
	No age definition
	186

	Miesbach et al, 2019 164
Multicenter (modeling)
	Germany
	2013–2017
	No age definition
	NR

	Morgand et al, 2014 165
Registry (retrospective cohort)
	France
	Oct 2000–Jun 2009
	No age definition
	280

	Owattanapanich et al, 2019 166
Meta-analysis (NA)
	NA
	2018
	No age definition
	570

	Page et al, 2017 167
Registry (retrospective cohort)
	US
	Nov 1995–Dec 2015
	No age definition
	78

	Pascual-Izquierdo et al, 2019 168
Multicenter (retrospective cohort)
	Spain
	2015–2017
	>16 years
	203

	Pascual-Izquierdo et al, 2021 169
Multicenter (cross-sectional)
	Spain
	2015–2017
	≥16 years
	329

	Pham et al, 2016 170
Single-center (retrospective cohort)
	US
	2006–2015
	No age definition
	52

	Pollissard et al, 2021 171
Database (retrospective cohort)
	US
	2010–2018
	≥18 years
	2279

	Ramachandran et al, 2020 172
Single-center (retrospective cohort)
	US
	2010–2018
	22–79 years 
	2276

	Raval et al, 2020 173
Registry (retrospective cohort)
	US
	2020a
	36–68
	50

	Renaud et al, 2021 174
Single-center (retrospective cohort)
	France 
	2005–2020
	No age definition
	38

	Riva et al, 2020 175
Single-center (cross-sectional)
	Italy
	Dec 2015–Oct 2016
	No age definition
	35

	Salaj et al, 2017 176
Single-center (retrospective cohort)
	Czechia
	1993–2016
	No age definition
	34

	Schieppati et al, 2018 177
Multicenter (prospective cohort)
	Italy
	2002–2018
	No age definition
	74

	Schieppati et al, 2020 178
Multicenter (prospective cohort)
	Italy
	2002–2018
	No age definition
	74

	Schneidewend et al, 2018 179
Registry
	Japan
	2018a
	No age definition
	NR

	Sinkovits et al, 2018 180
Registry (retrospective cohort)
	Hungary
	Aug 2007–Mar 2017
	No age definition
	81

	Sridharan et al, 2017 181 Registry (retrospective cohort)
	US
	2017 (year of publication)
	No age definition
	138

	Staley et al, 2019 182
Registry (retrospective cohort)
	US
	Apr 2006–Dec 2017
	No age definition
	73

	Sukumar et al, 2022 183
Registry (retrospective cohort)
	US
	2003–2020
	No age definition
	222

	Sun et al, 2019 184
Multicenter (retrospective cohort)
	US
	Jan 2004–Mar 2017
	≥18 years
	124

	Sun et al, 2021 185
Single-center (retrospective cohort)
	China
	2012–2017
	No age definition
	55

	Tekgündüz et al, 2018 186
Multicenter (retrospective cohort)
	Turkey
	2011–2015
	No age definition
	67

	Terrell et al, 2021 187
Database (cross-sectional)
	US
	Aug 2018 - Oct 2021
	>18 years
	94

	Tiscia et al, 2020 188
Multicenter (retrospective cohort)
	Italy
	Jan 2012–Sep 2019
	No age definition
	54

	Tiscia et al, 2021 189
Multicenter (prospective cohort)
	Italy
	Aug 2013–May 2021
	No age definition
	89

	Toussaint-Hacquard et al, 2015 190
Registry (retrospective cohort)
	France
	Jan 2005–Jun 2010
	≥18 years
	108

	Upreti et al, 2019 191
Registry (ambispective)
	US
	1995–2018
	No age definition
	170

	Vataire et al, 2022a 192
Registry (retrospective cohort)
	France
	2015–2019
	No age definition
	306

	Vataire et al, 2022b 193 (retrospective cohort)
	France
	2015–2019
	No age definition
	267

	von Auer et al, 2019 194
Registry (prospective cohort)
	Germany
	2016–2018
	No age definition
	78

	Von Auer-Wegener et al, 2017 195
Registry (prospective cohort)
	Germany 
	Jul 2016–May 2017
	No age definition
	54

	von Auer-Wegener et al, 2020 196
Registry (prospective cohort)
	Germany
	Jul 2016–Dec 2019
	No age definition
	103

	Vuclić et al, 2013 197
Multicenter (retrospective cohort)
	Serbia
	Aug 2004–Feb 2010
	No age definition
	28 
(iTTP, n=22; HUS, n=6)b

	Wai et al, 2017 198
Multicenter (retrospective cohort)
	Singapore
	Jan 2008–Jan 2017
	No age definition
	41

	Wu et al, 2015 199
Multicenter (retrospective cohort)
	US
	2007–2010
	No age definition
	19

	Yamada et al, 2019 200
Database (retrospective cohort)
	Japan
	Jul 2010–Mar 2017
	≥18 years
	1638

	Zhou et al, 2016 201
Single-center (retrospective cohort)
	China 
	Mar 2005–Aug 2015
	No age definition
	60

	cTTP (15 studies)

	Alwan et al, 2017b 202
Registry (retrospective cohort)
	UK
	2017a
	No age definition
	69

	Alwan et al, 2019 203
Registry (retrospective cohort)
	UK
	2003–2018
	No age definition
	73

	Borogovac et al, 2022 204
Literature review (NA)
	NA
	2001–2020
	No age definition
	226

	Hassenpflug et al, 2014 205
Multicenter (retrospective cohort)
	Australia, Croatia, Denmark, Germany, Poland, Spain, Sweden, Turkey
	2014a
	No age definition
	30

	Joly et al, 2018 206
Registry (cross-sectional)
	France
	Jan 2000–Jun 2017
	No age definition
	8421

	Kremer Hoivinga et al, 2017 207
Registry (ambispective cohort)
	Germany
	2012–2016
	No age definition
	194
(Confirmed patients, n=108; suspected patients, n=32)

	Mansouri et al, 2015 208
Registry (ambispective cohort)
	Austria, Czechia, Germany, Japan, Norway, Switzerland, US
	2015a
	No age definition
	83

	Oladapo et al, 2019 209
Patient interviews (prospective cohort)
	US
	2016
	≥18 years
	11

	Rurali et al, 2015 210
Registry (retrospective cohort)
	Italy
	1996–2013
	No age definition
	18

	Sakai et al, 2021 211
Registry (retrospective cohort)
	Japan
	Apr 2020–Sep 2020
	No age definition
	55

	Tarasco et al, 2021a 212
Registry (prospective cohort)
	Austria, Czech Republic, Germany, Japan, Norway, Switzerland, US
	Aug 2018–Dec 2019
	No age definition
	87

	Tarasco et al, 2021b 213
Registry (prospective cohort)
	Austria, Czech Republic, Germany, Japan, Norway, Switzerland, US
	2021a
	≤18 years
	47

	Van Dorland et al, 2019 214
Registry (ambispective cohort)
	Austria, Czech Republic, Germany, Japan, Norway, Switzerland, US
	2006–2017
	No age definition
	123

	von Krogh et al, 2012 215
(cross-sectional)
	Norway
	1998–2007
	No age definition
	11

	von Krogh et al, 2016 216
Multicenter (retrospective cohort)
	Norway (and Central Norway region)
	1998–2007
	No age definition
	12

	iTTP and cTTP (5 studies)

	Alwan et al, 2020 217
Registry (retrospective cohort)
	UK
	2005–2019
	13–93 years
	131

	Fujimura et al, 2010 218
Registry (cross-sectional)
	Japan
	1998–2008
	No age definition
	325
(cTTP, n=41; iTTP, n=284)

	Joly et al, 2017 219
Registry (retrospective cohort)
	France
	Jan 1999–Mar 2017
	< 18 years
	88
(cTTP, n=35; iTTP, n=45)

	Keren-Politansky et al, 2017 220
Single-center (retrospective cohort)
	Israel 
	2005–2013
	No age definition
	136
(cTTP, n=19; iTTP, n=117)

	Satija et al, 2021 221
Database (retrospective cohort)
	US
	2009–2019
	No age definition
	cTTP: 39
iTTP: 805


Notes: aYear of publication; bResults reported for patients with iTTP (n=22).
Abbreviations: cTTP: congenital thrombotic thrombocytopenic purpura; HUS: Hemolytic uremic syndrome; iTTP: immune thrombotic thrombocytopenic purpura; N/A: not applicable; NR: not reported; TTP: thrombotic thrombocytopenic purpura.
[bookmark: _Ref127267440]


Supplementary Table 4 Key Characteristics of Studies Reporting on Prevalence / Incidence of iTTP and cTTP
	Region
	Country
	Study Design (Study Period) and Data Source
	Criteria Used for TTP Definition
	Reference Population

	Unspecified TTP

	[bookmark: _Hlk152062656]Europe 
	France
	Cross-sectional (1999–2013)
Registry of the French reference center for thrombotic microangiopathies 65
	≥1 TMA episode, ADAMTS13 level <10%
	Size of reference population not reported


	
	UK
	Retrospective cohort (2011–2014)
Multicenter medical chart review study 56
	ADAMTS13 testing
	Population of North East England (2.9 million)

	
	
	Retrospective cohort (2003–2013)
HES database 57
	ICD-10 code M31.1
	Size of reference population not reported

	North America
	US
	Retrospective cohort (2001–2007)
HealthCore Integrated Research Database™ 106
	ICD-9 code 446.6
	Size of reference population not reported

	
	
	Retrospective cohort (2005–2014) 
IBM MarketScan® Research Databases 103
	Diagnosis code of TMA and PEX procedure code
	245 million insured individuals

	
	
	Retrospective cohort (1996–2012)
Oklahoma TTP-HUS Registry 82
	Not reported
	Size of reference population not reported (US census population data was used [year 2000 for patients diagnosed in 1994–2004 and 2010 for patients diagnosed in 2005–2012])

	
	Canada
	Retrospective cohort (2012–2019; reference population from 2019) 
Single-center review of electronic medical/health records 68
	ADAMTS13 activity level <10% (severe deficiency) and anti-ADAMTS13 inhibitor levels
	8.485 million individuals 

	cTTP

	Global 
	NA
	Online resource (Assessment period not specified) 22
	Not reported
	Size of reference population not reported

	Europe 
	France
	Retrospective cohort (2000–2017)
Registry of the French reference center for thrombotic microangiopathies 206
	<10–20% ADAMTS13 levels, absence of functional ADAMTS13 inhibitor and timing of TMA episode ≥age 18 for adult onset cTTP
	Reference population of 8,421

	
	Norway 
(and 
Central Norway region)
	Retrospective cohort (1998–2007)
Multicenter review of medical records 216
	Confirmed or suspected cTTPb
	Population in Norway at January 2015 (5.17 x 106) 
Population in Central Norway on 1 January 2008 (659,621)

	Middle East
	Israel
	Retrospective cohort (2005–2013)
Single-center medical chart review 220
	ADAMTS13 activity <10% without the presence of antibodies
	Israeli population as reference (size not specified) 

	iTTP

	Global 
	NA
	Online resource (Assessment period not specified) 22
	Not reported
	Size of reference population not reported

	Europe
	France
	Retrospective cohort (2000–2015)
Registry of the French reference center for thrombotic microangiopathies 152
	ADAMTS13 level <10%, presence of ADAMTS13 inhibitors/antibodies or activity at remission
	Size of reference population not reported  

	
	
	Online resource 22
	Not reported
	Size of reference population not reported

	
	Spain
	Cross-sectional (2015–2017)
Multicenter questionnaire 168
	Not reported
	18,286,291 individuals

	
	
	Cross-sectional (2018)
Multicenter survey/questionnaire 169
	Presence of microangiopathies hemolytic anemia plus moderate/severe thrombocytopenia-associated organ dysfunction in absence of other causes, ADAMTS13 activity level <10%, presence of ADAMTS13 inhibitory activity
	17,205,515 (for incidence) or 15,360,484 (point prevalence)

	
	Germany
	Systematic review and multicenter review (2014–2014) Hospital-level data 164
	≥1 episode/relapse, ICD-10 code M31.1 (TMA) and D59.3 (HUS)a
	German reference population (2016, 82.5 million; 2015; 82.2 million; 2014, 81.2 million) 

	
	Norway 
(and 
Central Norway region)
	Retrospective cohort (1998–2007)
Multicenter review of medical records 216
	Confirmed or suspected iTTPb
	Population in Norway at January 2015 (5.17 x 106) 
Population in Central Norway on 1 January 2008 (659,621 persons)

	North America 
	US
	Retrospective cohort (1995–2015)
Oklahoma TTP-HUS Registry 167
	Patients with an initial episode of iTTP
	Size of reference population not reported

	
	
	Retrospective cohort (2015–2019) 
Optum-Humedica database 116
	ICD-9/ICD-10 codes
	Size of reference population not reported 

	Middle East 
	Israel
	Retrospective cohort (2005–2013)
Single-center medical chart review 220
	Presence of anti-ADAMTS13 antibodies and low activity during an acute episode
	Israeli population as reference (size not specified) 

	Asia
	Japan
	Registry analysis (2018) Nara Medical University Registry 179
	Not reported
	Size of the reference population not reported


[bookmark: _Hlk127459927]Notes: aIn Germany, both iTTP and HUS are grouped in the same diagnosis related group. iTTP could be coded as TMA or HUS; bAssessment based on ≥1 TTP-like episode with thrombocytopenia and microangiopathic hemolytic anemia, ADAMTS13 activity of <10%, homozygous or compound heterozygous ADAMTS13 mutation(s), or plasma infusion trial with full-recovery and a plasma half-life of infused ADAMTS13 of 2–4 days, patient history was associated with homozygous or compound heterozygous ADAMTS13 mutation(s) previously reported in hereditary TTP cases, ICD-9 code 446.6, ICD-10 code M31.1.
[bookmark: _Hlk152327989]Abbreviations: ADAMTS13, A Disintegrin And Metalloproteinase with Thrombospondin type-1 and motifs-13; cTTP, congenital thrombotic thrombocytopenic purpura; HES, Hospital episode statistics; HUS, Hemolytic uremic syndrome; ICD-9, International Classification of Diseases: 9th revision; ICD-10, International Classification of Diseases, 10th revision; iTTP, immune-mediated thrombotic thrombocytopenic purpura; NA, not applicable; PEX, plasma exchange; TMA, thrombotic microangiopathy; TTP, thrombotic thrombocytopenic purpura; TTP-HUS, thrombotic thrombocytopenic purpura-hemolytic uremic syndrome; UK, United Kingdom; US, United States. 


[bookmark: _Ref127267566][bookmark: _Ref127267360]Supplementary Table 5 Incidence of Acute Episodes
	Type of TTP
	Incidence estimates

	Unspecified TTP
	National Inpatient Sample database: 14.9 per 100,000 adult hospitalizations per year (2009–2014) 4

	iTTP
	Oklahoma TTP-HUS Registry-based study
Annual incidence of episodes: 3.10 per million persons per year (1995–2015) 167

Optum-Humedica database-based study:
Mean annual incidence of ≥1 episode was 1.81 per million persons (2016–2019) 116

Multicenter studies
Hospital-level database validation study in 30 hospitals: annual incidence of episodes was 2.10 (95% CI: 1.60–2.58) per million persons (2014–2016) 164
Cross-sectional study of 35 Spanish health centers: annual incidence of episodes was 3.93 (95% CI 3.00–4.87) per million persons per year (aged ≥16 years) 169

	cTTP
	International hTTP registry-based studies
Incidence rate/person-years: 0.19 (95% CI, 0.16–0.24) (2012–2016) 207
Annual incidence/person-year (patients aged ≤18 years; study period NRa: 0.77 (95% CI, 0.63–0.93) 213
By sex: 
Males, 0.45 (0.30–0.64)
Females, 1.04 (0.82–1.29)
By age: 
0–6 years, 1.11 (0.89–1.36)
>6–12 years, 0.35 (0.19–0.59)
>12–18 years, 0.29 (0.12–0.60)
By treatment: 
Plasma prophylaxis, 0.59 (0.44–0.76)
No plasma prophylaxis, 1.14 (0.85–1.49)
Annual incidence/person-year (patients of all agesb; 2018–2019; median follow-up 4.2 years): 0.35 (95% CI, 0.29–0.42) 212
By sex: 
Males, 0.22 (0.16–0.30)
Females, 0.50 (0.40–0.61)
By age: 
<10 years, 1.18 (0.88–1.55)
10–20 years, 0.35 (0.23–0.50)
20–30 years, 0.28 (0.17–0.43)
30–40 years, 0.26 (0.15–0.42)
>40 years, 0.14 (0.08–0.23) 
By treatment: 
Plasma prophylaxis, 0.36 (0.29–0.44)
No plasma prophylaxis, 0.41 (0.30–0.56)


Notes:  aStudy period NR; published in 2021; bMedian at study entry (range): 26 (1.2–75).
Abbreviations: CI, confidence intervals; cTTP, congenital thrombotic thrombocytopenic purpura; iTTP, immune thrombotic thrombocytopenic purpura; NR, not reported.



Supplementary Table 6 Key Characteristics of Studies Reporting on the Incidence of Acute cTTP Episodes (All Based on Patients with a Confirmed cTTP Diagnosis, Enrolled in the International hTTP Registry)
	Reference
(Study Period)
	No. cTTP Patients
	Follow-up Duration
	Incidence of Acute cTTP Episodes
(First and Relapses Combined)
	Incidence of Relapsed cTTP Episodes

	[bookmark: _Hlk152062736]Kremer Hovinga, 2017 207
(2012–2016)
	194
Targeted age NR
	Mean: 2.8 years
(IQR: 1.6–4.9)
	Incidence rate: 0.19/person-year (95% CI: 0.16–0.24)
	0.4 episode/year (IQR: 0.10–1.05)

	Van Dorland, 2019 214
(2006–2017)
	123
Targeted age NR
	NR
	Median: 0.10 episode/year (range: 0.02–8.91)
	NR

	Tarasco, 2021b 213
(study period N/R)
	47
Age ≤18 years
	NR
	Annual incidence/person-year (95% CI): 0.77 (0.63–0.93)
	NR

	
	
	
	Males: 0.45 (0.30–0.64)
Females: 1.04 (0.82–1.29)
	0-6 years: 1.11 (0.89–1.36)
>6-12 years: 0.35 (0.19–0.59)
>12–18 years: 0.29 (0.12–0.60)
	Plasma prophylaxis: 0.59 (0.44–0.76)
No plasma prophylaxis: 1.14 (0.85–1.49)
	

	Tarasco, 2021a 212
(2018–2019)
	87
All ages
	Median: 4.2 years
(range: 0.01–15)
	Annual incidence/person-year (95% CI): 0.35 (0.29–0.42)
	NR

	
	
	
	Males: 0.22 (0.16–0.30)
Females: 0.50 (0.40–0.61)
	<10 years: 1.18 (0.88–1.55)
10-20 years: 0.35 (0.23–0.50)
20-30 years: 0.28 (0.17–0.43)
30-40 years: 0.26 (0.15–0.42)
>40 years: 0.14 (0.08–0.23)
	Plasma prophylaxis: 0.36 (0.29–0.44)
No plasma prophylaxis: 0.41 (0.30–0.56)
	


Notes: The International hTTP Registry covers Austria, Czech Republic, Germany, Japan, Norway, Switzerland and the United States.
[bookmark: _Ref127267409]Abbreviations: CI, Confidence interval; cTTP, congenital thrombotic thrombocytopenic purpura; hTTP, hereditary thrombotic thrombocytopenic purpura IQR, interquartile range; NR, not reported.


Supplementary Table 7 Key Characteristics of Studies Reporting on Long-term Complications of cTTP
	Reference 
(Study Period)
	No. cTTP Patients
	Follow-up/Timing of Occurrence
	Treatment
	Long-term Complications

	Japan 

	Sakai, 2021 211
(Apr-Sep 2020)
	55
Targeted age NR
	Timing of occurrence NR
	Fresh frozen plasma:
Prophylactic: 74.5% (n=41)
On-demand: 25.5% (n=14)
	Any persistent organ damage:
Prophylactic FFP: 39.0% (n=16)
On-demand FFP: 0%
p-value=0.014

Types of organ damage in patients treated with prophylactic FFP (n=41):
Renal impairment (serum creatinine sustained at > 1.0 mg/dL): 31.7% (n=13)
Cerebral infarction: 14.6% (n=6)
Cardiac hypofunction: 2.4% (n=1)

	UK

	Alwan, 2020 217
(2005–2019)
	12 
Targeted age NR
	Median time from acute TTP episode to neuropsychology assessment: 33 months (range: 2–130)
	Plasma infusion
	Persistent cognitive symptomsa during remission at time of neuropsychology assessment: 33.3% (n=4)
Neurocognitive compromise found in those tested: 75% (n=3)

	International hTTP Registryb

	Tarasco, 2021a 212
(2018–2019)
	87
Patients of all ages were included
	Median: 4.2 years 
(range: 0.01–15)

	At baseline:
Plasma infusion prophylaxis: 57% (n=47)
Anti-aggregation or anticoagulation: 27% (n=21)
Antihypertensives: 32% (n=25)

	Comorbiditiesc at enrollment:
Neonatal hyperbilirubinemia: 43% (n=36)
Arterial thrombotic disease: 36% (n=30)
Transient ischemic attack: 16% (n=13)
Stroke: 27% (n=22)
Myocardial infarction: 4.8% (n=4)
Renal insufficiency: 31% (n=26)
Pathologic renal parameters: 20% (n=17)
On dialysis: 9.1% (n=8)
Kidney transplantation: 2.4% (n=2) 
Neurologic disorders: 22% (n=18)
Epileptic seizure: 7.2% (n=6) 
Headache: 3.6% (n=3) 
Other neurologic disease: 14% (n=12) 
Venous thrombotic disease: 3.6% (n=3)

	International

	Borogovac, 2022 204
(2001–2020)
	226
Patients of all ages were included
	Median: 10 years (range:1–47)d
	· Prophylaxis in symptomatic patients who survived infancy: 53.1% (n=110/207)
· Prophylaxis in patients who survived initial major morbidity and continued to be observed: 72.2% (n=39/54)
	Initial morbidities among 217 patients who survived infancy: 33.6% (n=73)
Stroke/Transient ischemic attack: 28.6% (n=62)
Kidney injury: 10.6% (n=10)
Cardiac injury: 3.7% (n=8)

Frequency of initial morbidities in patients with continued follow-up according to age group:
0-9 (n=212): 6% (n=12)
10-19 (n=170): 12% (n=21)
20-29 (n=129): 13% (n=17)
30-39 (n=79): 14% (n=11)
40-49 (n=39): 18% (n=7)
50-59 (n=22): 18% (n=4)
60-69 (n=11): 0
70-79 (n=4): 25% (n=1)

Subsequent morbidities during follow-up in patients who survived initial morbidity (n=54): 68.5% (n=37)
Stroke/Transient ischemic attack: 38.9% (n=21)
End-stage kidney disease: 25.9% (n=14)
Other neurological abnormalities (hemiparesis, cognitive impairment): 11.1% (n=6)
Acute kidney injury: 3.7% (n=2)
Cardiac injury: 3.7% (n=2)


Notes: aEvaluated using the following cognitive domains: premorbid optimal level of functioning [National Adult Reading Test (NART)], current general intellectual functioning (WAIS-III Verbal or Performance Scale IQ), verbal and non-verbal memory, naming, perception, frontal executive function and speed of information processing; bRegistry covers Austria, Czech Republic, Germany, Japan, Norway, Switzerland and the United States; cComorbidities include potential cTTP-related complications resulting from previous episodes; dIn 54 patients who survived an initial major morbidity associated with TTP.
Abbreviations: cTTP, congenital thrombotic thrombocytopenic purpura; FFP, fresh-frozen plasma; hTTP, hereditary thrombotic thrombocytopenic purpura; NR, not reported; TTP, thrombotic thrombocytopenic purpura. 

[bookmark: _Ref127267645]Supplementary Table 8 Mortality Data Reported by Studies with No Reported Follow-up/Study Duration 
	Mortality Cause
	Registry-Based Studies
	Database-Based Studies
	Single-Center and Multicenter Studies

	cTTP

	All-cause mortality
	International hTTP registry: No deaths in pediatric patients aged ≤18 years (N=47)213
International Registry of HUS and TTP and the Milan TTP Registry: 5.6% (1996–2013; N=18)210
Registry study based on surveys in Japan: 13.4% (2020; N=67)211
	N/A
	Multicenter study (Central Norway): 8.3% (1998–2007; N=12)216

	TTP-related mortality
	N/A
	N/A
	International multicenter study: 6.7% (2014; N=30)205

	iTTP

	Among patients with initial or relapse episodes

	All-cause mortality
	N/A
	Optum-Humedica database: 25.1% (2015–2019)116
	Multicenter study: 7.3% in Spain (2015–2017)168 and 9.1% in Serbia (2004–2010)197
Single-center studies (8 studies):
· Adults: 7.4% (US, 2013–2018)144, 11.8% (Czech Republic, 1993–2016)176, and 14.8% (US, 2002–2010)126.
· Higher estimates in China: 21.1% (2014–2020)155, 30.0% (2005–2015)201, 34.6% (2013–2017)149, and 40.0% (2012–2017)185
Pediatric patients: No deaths in the US (2001–2019)140

	TTP-related mortality
	Spanish TTP registry: 3.3% (2018–2020)138
	N/A
	Multicenter study (Spain): 7.4% (2015–2017)169; 
Single-center study: 10.0% in the US (2004–2010)148 and 19.0% in Egypt (2016–2019)134

	Among patients with initial episodes

	All-cause mortality
	Registry of the French reference center for thrombotic microangiopathies reported mortality among 108 adult patients treated with PEX for an initial episode of iTTP (2005–2010)190:
Before platelet count recovery: 9.3%
Received solvent/detergent plasma: 8.6%
Received quarantine fresh-frozen plasma: 11.1%
Spanish TTP registry: 7.8% (2004–2018)130
Oklahoma TTP-HUS registry: 12.8% (1995–2015)156
USTMA iTTP registry: 8.9% (Whites), 5.5% (African Americans) (2019)157
	Japanese Diagnosis Procedure Combination inpatient database: 32.3% (in-hospital mortality) (2010–2017)200 
PMSI (national hospital discharge database): 15.2% (2012–2014)139
	Single-center study (France): 5.3% (2005–2020)174

	Among patients with relapsed episodes

	All-cause mortality
	N/A
	N/A
	Single-center study (Turkey): 11.8% (2009–2019)141

	TTP-related mortality
	N/A
	N/A
	Single-center study (Czech Republic): 5.9% (1993–2016)176


Abbreviations: cTTP, congenital thrombotic thrombocytopenic purpura; iTTP, immune thrombotic thrombocytopenic purpura; N/A, not applicable; PEX, plasma exchange; PMSI, Programme de médicalisation des systèmes d’information; TTP, thrombotic thrombocytopenic purpura; USTMA, United States Thrombotic Microangiopathy registry.

[bookmark: _Ref127267704]Supplementary Box 1 Burden of Illness - LOS
	Hospital LOS

	iTTP

	Registry-based studies
Registry of the French reference center for thrombotic microangiopathies, UK TTP Registry and Oklahoma TTP-HUS registry: median 12 (IQR: 8–24)  days - 19 days (range: 4–109) 129,133,167 
Database-based studies
French PMSI (national hospital discharge database) and Japanese Diagnosis Procedure Combination inpatient database: median 20.0 days (IQR: 12–32) – 45 days (IQR: 25–78) 139,200
Claims-based database (US): mean 14.5 days (SD: 10.9) 171
Single-center and multicenter studies
Single-center and multicenter studies in Spain, Italy and France: median 9 days (relapsed episodes; range: 1–18) – 28 days (IQR: 22–35) 132,168,174,189
Single-center and multicenter studies in Spain, Italy, France and US: mean 12 days (IQR: 8–20) – 20 days (SD: 20) 169,172,184,188

	ICU LOS

	iTTP

	Registry-based studies
French PMSI (national hospital discharge database): median 8 days (IQR: 5–14) 139
Database-based studies
Claims-based database (US): mean 8.3 days (SD: 8.2) 171
Single-center and multicenter studies
Single-center study in France and multicenter study in Spain: median 4 (IQR 3–7) – 7 days (IQR: 3–13) 168,174
Multicenter study in Spain: mean 5.5 days 169 
Single-center study in Spain: 0–2.8 days (for initial iTTP episode) 132


Abbreviations: cTTP, congenital thrombotic thrombocytopenic purpura; ICU, intensive care unit; iTTP, immune thrombotic thrombocytopenic purpura; IQR, interquartile range; LOS, length of stay; NR, not reported; SD, standard deviation.
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