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Cadazolid for the treatment of Clostridium difficile infection: results of two double-blind, 
double-dummy, non-inferiority, randomised controlled phase 3 trials 
 
Supplementary material 
 

1. List of Investigators /sites and countries  
 

IMPACT 1 
Australia – Geelong Hospital, Geelong, Victoria: Dr. Eugene Athan; Footscray Hospital, Footscray, Victoria: 
Dr. Ian Kronborg; Royal Melbourne Hospital, Parkville, Victoria: Dr. Finlay Macrae; Gold Coast University 
Hospital, Southport, Queensland: Dr. John Gerrard; Monash Medical Centre Clayton Campus, Clayton, 
Victoria: Dr. Rhonda Stuart. Brazil – Hospital de Clínicas de Porto Alegre, Rio Grande do Sul: Dr. Carlos 
Francesconi; Hospital Israelita Albert Einstein, São Paulo: Dr. Flavio Steinwurz; Hospital Heliopolis, São 
Paulo: Dr. Juvencio Furtado; Hospital da Bahia, Salvador, Bahia: Dr. Carlos Brites Alves. Canada – Saint 
Josephs Healthcare System, Hamilton, Ontario: Dr. Christine Lee; University of Calgary , Calgary, Alberta: Dr. 
Thomas Louie; Maisonneuve-rosemont Hospital, Montreal, Quebec: Dr. Karl Weiss; Humber River Hospital, 
Toronto, Ontario: Dr. Marvin Gerson; St-Jérome Medical Research, Inc., Saint Jerome, Quebec: Dr. Yves 
Pesant; Zeidler Ledcor Center, University Of Alberta, Edmonton, Alberta: Dr. Dina Kao. France – Hopital 
Cochin, Paris: Dr. Dominique Salmon-Ceron; CHRU Lille, Lille: Dr. Fanny Vuotto; Hopital de La Source, 
Orléans: Dr. Laurent Hocqueloux; Groupe Hospitalier Bichat Claude Bernard, Paris: Dr. Yazdan Yazdanpanah; 
CHRU Dijon Hopital General, Dijon: Dr. Lionel Piroth; CHU de Grenoble, Grenoble: Dr. Jean-Paul Stahl; CHU 
de Caen, Caen: Dr. Renaud Verdon; Hôpital Broca, Paris: Dr. Dominique Salmon-Ceron. Germany – LMU 
Klinikum der Universität München, München: Dr. Johannes Bogner; Klinikum der Universität Regensburg, 
Regensburg: Dr. Bernd Salzberger; Universitätsklinikum Hamburg Eppendorf, Hamburg: Dr. Stefan Schmiedel; 
Klinik I für Innere Medizin Uniklinik Köln, Köln: Dr. Maria Vehreschild; Klinikum Region Hannover, 
Hannover: Dr. Andrea Riphaus; Medizinische Fakultät der Otto-von-Guericke-Universität, Magdeburg: Dr. 
Peter Malfertheiner; Klinikum der Friedrich Schiller Universität Jena, Jena: Dr. Peter Keller; 
Universitätsklinikum Gießen und Marburg GmbH, Marburg: Dr. Till Wissniowski; St. Vinzenz-Hospital, Köln: 
Dr. Andreas Draube. Italy – ASST di Monza - Azienda Ospedaliera San Gerardo, Monza: Dr. Andrea Gori; 
Istituto Nazionale Malattie Infettive Lazzaro Spallanzani IRCCS, Roma: Dr. Nicola Petrosillo; ASST Papa 
Giovanni XXIII - Azienda Ospedaliera Papa Giovanni XXIII, Bergamo: Dr. Marco Rizzi; ASST di Lecco - 
Presidio Ospedaliero A. Manzoni di Lecco, Lecco: Dr. Paolo Bonfanti; Azienda Policlinico Umberto I, Roma: 
Dr. Gloria Taliani. Netherlands – Isala Klinieken, Zwolle: Dr. Juda Vecht; Gelre Ziekenhuizen, Apeldoorn: Dr. 
Gijs Landman; Ziekenhuis Gelderse Vallei, Ede: Dr. B. Witteman; Albert Schweitzer Ziekenhuis, Dordrecht: 
Dr. Frank Wolfhagen; Ikazia Ziekenhuis, Rotterdam: Dr. Rob Ouwendijk. Peru – Asociación Civil Selva 
Amazónica, Loreto: Dr. Wilfredo Casapia Morales; Hospital Nacional Daniel A Carrion, Callao, El Callao: Dr. 
Maria Castañeda Nuñez; Clinica Peruana Americana, Trujillo: Dr. Alex Castañeda Sabogal; Hospital Dos de 
Mayo, Lima: Dr. Eduardo Ticona Chavez. Poland – ID Clinic, Myslowice: Dr. Ewa Janczewska; SPZOZ 
Wielospecjalistyczny Szpital Miejski im. J. Strusia z Zakladem Opiekunczo-Leczniczym, Poznan: Dr. Iwona 
Mozer-Lisewska; SPCSK SAM W Katowicach, Katowice: Dr. Marek Hartleb; Wojewodzki Szpital 
Obserwacyjno-Zakazny im. Tadeusza Browicza w Bydgoszczy, Bydgoszcz: Dr. Waldemar Halota; W. S. 
Szpital im Dr Wl. Bieganskiego w Lodzi, Lódz: Dr. Maciej Jablkowski; Wojewodzki Szpital im. J 
Gromkowskiego we Wroclawiu, Wroclaw: Dr. Krzysztof Simon; Centrum Medyczne w Lancucie Sp. z o.o., 
Lancut: Dr. Robert Plesniak. Romania – Elias Emergency University Hospital, Bucharest: Dr. Dan Corneci; Dr. 
Victor Babes Pneumology and Infectious Diseases, Clinical Hospital, Craiova: Dr. Iulian Gheorghe Diaconescu; 
Clinical Infectious Diseases Hospital, Constanta: Dr. Sorin Rugina; Emergency University Hospital, Bucharest: 
Dr. Costel Savlovschi. Spain – Hospital Universitari Arnau de Vilanova, Lleida: Dr. Fernando Barcenilla Gaite; 
Hospital General Universitario Gregorio Marañon, Madrid: Dr. Emilio Bouza Santiago; Hospital de La Santa 
Creu i Sant Pau, Barcelona: Dr. Joaquin Lopez-Contreras; Hospital Universitario Puerta de Hierro – 
Majadahonda, Majadahonda: Dr. Antonio Ramos Martínez: Hospital Universitario Vall d’Hebron – PPDS, 
Barcelona: Dr. Dolors Rodríguez; Hospital Universitario Germans Trias i Pujol, Badalona: Dr. Lourdes Mateu 
Pruñonosa; Hospital Clinic de Barcelona, Badalona: Dr. Alex Soriano; Hospital Universitario Monteprincipe, 
Boadilla del Monte: Dr. Jose Barberan. United States – Johns Hopkins Bayview Medical Center, Baltimore, 
Maryland: Dr. Michele Bellantoni; Dekalb Medical Specialty Center, Decatur, Georgia: Dr. Adam Bressler; 
Snake River Research, PLLC, Idaho Falls, Idaho: Dr. Martha Buitrago; St. Vincent Hospital and Health Care 
Center, Carmel, Indiana: Dr. Joseph Fraiz; Federal Health Care Center, North Chicago, Illinois: Dr. Walid 
Khayr; Infection Limited PC, Mobile, Alabama: Dr. Patrick Nolan; Triple O Research Institute PA, West Palm 
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Beach, Florida: Dr. Olayemi Osiyemi; University of South Carolina, Columbia, South Carolina: Dr. Ria Edwina 
Gripaldo; New York-Presbyterian-Queens, Columbia University, New York: Dr. Moshe Rubin; Columbia 
University College of Physicians and Surgeons, New York: Dr. Michael Yin; UF Health-Jacksonville, 
Jacksonville, Florida: Dr. James Burns; Tufts Medical Center, Boston, Massachusetts: Dr. Yoav Golan; Reading 
Hospital, West Reading, Pennsylvania: Dr. Robert Jones; Methodist Physicians Clinic, Omaha, Nebraska: Dr. 
Rudolf Kotula; Indiana University Health Arnett Inc, Lafayette, Indiana: Dr. Thomas Meyer; New Jersey 
Medical School, Newark, New Jersey: Dr. David Cennimo; Dallas VA Medical Center, Dallas, Texas: Dr. 
Roger Bedimo; Winchester Medical Center, Winchester, Virginia: Dr. Mark Galbraith; Regional Infectious 
Diseases Infusion Center, Lima Ohio: Dr. Ravi Kamepalli; Miriam Hospital, Providence, Rhode Island: Dr. 
Colleen Kelly; Danbury Clinical Research, LLC, Brooklyn, New York: Dr. Arnold Lentnek; Syracuse VA 
Medical Center, Syracuse, New York: Dr. Uma Murthy; Sanford Research/USD-Fargo, Fargo, North Dakota: 
Dr. Dubert Guerrero; South Shore Hospital, South Weymouth, Massachusetts: Dr. Todd Ellerin; Memorial 
Medical Building East, Chattanooga, Tennessee: Dr. Colleen Schmitt; Dayton VA Medical Center, Dayton, 
Ohio: Dr. Jack Bernstein; Chevy Chase Clinical Research, Chevy Chase, Maryland: Dr. Robert Hardi; Concorde 
Medical Group, New York, New York: Dr. Alex Sherman; University of Louisville, Louisville, Kentucky: Dr. 
Glen Franklin; ESI Medical Research, PLLC, Kinston, North Carolina: Dr. Ikechukwu Ibegbu; Baylor College 
of Medicine, Houston, Texas: Dr. Samir Awad; Pharma Research International Inc, Naples, Florida: Dr. Manuel 
Bustamante; Augusta University, Augusta, Georgia: Dr. Jose Vazquez; University of Colorado Denver, Aurora, 
Colorado: Dr. Michelle Barron; University of California Davis Medical Center, Sacramento, California: Dr. 
Stuart Cohen; Alliance Clinical Research, Oceanside, California: Dr. Javaid Shad; University of Pittsburgh 
Medical Center, Pittsburgh, Pennsylvania: Dr. Eun Jeong Kwak; University of Florida, Gainesville, Florida: Dr. 
Gary Wang; The Christ Hospital, Cincinnati, Ohio: Dr. Dean Kereiakes; East Coast Institute for Research, LLC, 
Jacksonville, Florida: Dr. Sebastian Stanciu; Advanced Clinical Research LLC, Carmichael, California: Dr. 
Nancy Jo Coburn; Ellie JC Goldstein, MD, Inc., Santa Monica, California: Dr. Ellie Goldstein; Emeritas 
Research Group, Lansdowne, Virginia: Dr. Satinder Gill; Advanced Gastroenterology Centers, Port Orange 
County, Florida: Dr. Ammar Hemaidan. 
 
 
IMPACT 2 
Argentina – Hospital Nuestra Señora de La Misericordia, Córdoba: Dr. Angel Ramon Minguez; Hospital San 
Roque, Córdoba: Dr. German Ambasch; Instituto Medico Platense, Buenos Aires: Dr. Gustavo Chaparro; 
Hospital Rawson, Córdoba: Dr. Daniel David; Hospital Zonal General de Agudos Dr Carlos Bocalandro, 
Buenos Aires: Dr. Oscar Laudanno. Belgium – Institute Jules Bordet, Brussels: Dr. Mickaël Aoun; AZ Maria 
Middelares, Gent: Dr. Christophe Van Steenkiste; UZ Gasthuisberg, Leuven: Dr. Willy Peetermans; Cliniques 
Universitaires Saint-Luc, Brussels: Dr. Michel Delmée. Brazil – Santa Casa de Misericordia de Belo Horizonte, 
Minas Gerais: Dr. Antonio Tarcisio Freire; Hospital Ernesto Dornelles, Porto Alegre, Rio Grande do Sul: Dr. 
Felipe Mazzoleni; Hospital Universitário Clementino Fraga Filho (UFRJ), Rio De Janeiro: Dr. Cyrla Zaltman. 
Canada – Centre Intégré Universitaire de Santé et de Services Sociaux du Saguenay-Lac-Saint-Jean, 
Chicoutimi, Quebec: Dr. Doria Grimard; University Health Network, Toronto, Ontario: Dr. Susy Hota; Centre 
de santé et de services sociaux de Trois-Rivières, Center Hospitalier Régional De 3-rivières, Trois-rivieres, 
Quebec: Dr. Andre Poirier; Winnipeg Regional Health Authority, Winnepeg, Manitoba: Dr. Ethan Rubinstein; 
Saint John Regional Hospital, St. John, New Brunswick: Dr. Duncan Webster; Moncton Hospital, Moncton, 
New Brunswick: Dr. Duncan Webster; Moncton Hospital, Moncton, New Brunswick: Dr. Daniel Smyth; Surrey 
Memorial Hospital, Surrey, British Columbia: Dr. Yazdan Mirzanejad; Vancouver Coastal Health, Vancouver, 
British Columbia: Dr. Theodore Steiner; London Health Sciences Centre, London, Ontario: Dr. Seyed Hosseini; 
Centre Hospitalier Universitaire de Sherbrooke CHUS, Sherbrooke, Quebec: Dr. Louis Valiquette. Chile – 
Clínica Dávila Y Servicios Médicos SA, Santiago: Dr. Rosana Benitez Gomez; Biomedica Research Group, 
Santiago: Dr. Maria Campos Barker; Hospital de La Fuerza Aérea de Chile, Santiago: Dr. Patricio Avendaño 
Parra. Croatia – University Hospital for Infection Diseases "Dr. Fran Mihaljevic", Zagreb, Grand Zagreb: Dr. 
Bosko Desnica; University Hospital for Infection Diseases "Dr. Fran Mihaljevic", Zagreb, Grand Zagreb: Dr. 
Ilija Kuzman; General Hospital Dr Josip Bencevic, Slavonski Brod, Brodsko-posavska županija: Dr. Nenad 
Pandak; University Hospital for Infection Diseases "Dr. Fran Mihaljevic", Zagreb, Grand Zagreb: Dr. Ivan 
Puljiz; University Hospital for Infection Diseases "Dr. Fran Mihaljevic", Zagreb, Grand Zagreb: Dr. Visnja 
Skerk; Clinical Hospital Sveti duh, Zagreb, Grad Zagreb: Dr. Dubravka Trajbar Trajbar Kentric; County 
Hospital Cakovec, Cakovec, Medimurska županija: Dr. Tanja Potocnik Hunjadi; General County Hospital 
Pozega, Pozega: Dr. Zdravko Andric. Czech Republic – Slezska nemocnice v Opave, p. o., Opava, 
Moravskoslezský kra: Dr. Petr Kumpel; Fakultni nemocnice Ostrava, Ostrava: Dr. Alena Zjevikova; Institut 
klinicke a experimentalni mediciny, Prague: Dr. Frantisek Saudek; Fakultni nemocnice v Motole, Prague: Dr. 
Martin Tulach; Fakultni nemocnice Brno, Brno: Dr. Petr Husa. Greece – General Hospital of Piraeus Tzanneio, 
Attiki: Dr. Georgios Chrysos; Athens General Hospital 'G Gennimatas', Athens: Dr. Panagiotis Gargalianos-
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Kakolyris; University Hospital of Alexandroupolis, Alexandroupoli: Dr. Efstratios Maltezos; Attikon University 
General Hospital, Athens: Dr. Sotirios Tsiodras; Evangelismos General Hospital of Athens, Athens: Dr. 
Athanasios Skoutelis; Erythros Stavros Hospital, Athens: Dr. Marios Lazanas; University General Hospital of 
Heraklion, Herakleion: Dr. Diamantis Kofteridis. Hungary – Egyesitett Szent Istvan es Szent Laszlo Korhaz – 
Rendelointezet, Budapest: Dr. Tamas Masszi; Debreceni Egyetem Kenezy Gyula Egyetemi Korhaz, Debrecen: 
Dr. Istvan Varkonyi; Tolna Megyei Balassa János Kórház, Szekszárd: Dr. Ágnes Salamon; Semmelweis 
Egyetem, Budapest: Dr. Zsolt Tulassay. Israel – Rabin Medical Center – PPDS, Petach Tikva: Dr. Dany Alon 
Ellenbogen; Hadasit Medical Research Services and Development Ltd., Jerusalem: Dr. Yoseph Caraco; Meir 
Medical Center, HaMerkaz: Dr. Michal Chowers; Hillel Yaffe Medical Center, Hadera: Dr. Ronit Rachmilevitz; 
Chaim Sheba Medical Center, Ramat Gan: Dr. Galia Rahav; Tel Aviv Sourasky Medical Center, Tel-Aviv: Dr. 
David Zeltser; ZIV Medical Center, Safed: Dr. Osamah Hussein; Rambam Health Corporation, Haifa: Dr. Mical 
Paul; HaEmek Medical Center, Afula: Dr. Bibiana Chazan; Edith Wolfson Medical Center, Holon: Dr. Reuven 
Zimlichman. Republic of Korea – Korea University Anam Hospital, Seoul: Dr. Min-Ja Kim; Asan Medical 
Center – PPDS, Seoul: Dr. Jeong-Sik Byeon; Gachon University Gil Hospital, Incheon: Dr. Yong Kyun Cho; 
Ewha Womans University Mokdong Hospital, Seoul: Dr. Sung-Ae Jung; Severance Hospital at Yonsei 
University Health System – PPDS, Seoul: Dr. Soo Jung Park; Kyungpook National University Hospital, Daegu: 
Dr. Sung Kook Kim. Romania – "Prof. Dr. Matei Bals" Institute of Infectious Diseases, Bucharest: Dr. Otilia 
Benea; Sf. Pantelimon Emergency Clinical Hospital, Bucharest: Dr. Vlad Constantin; "Prof. Dr. Matei Bals" 
Institute of Infectious Diseases, Bucharest: Dr. Liliana Preotescu; Spitalul Clinic de Boli Infectioase, Cluj-
Napoca: Dr. Mihaela Lups; Spitalul Clinic de Boli Infectioase “Sfanta Parascheva” Iasi, Iasi: Dr. Egidia 
Gabriela Miftode; Sf.Cuv. Parascheva Infectious Diseases Clinical Hospital, Galati: Dr. Manuela Arbune. 
Slovakia – Interna klinika FN Nitra, Nitra: Dr. Viera Kissova; Univerzitna nemocnica Bratislava, Bratislava: 
Dr. Igor Stankovic. United Kingdom – St James University Hospital, Leeds: Dr. Elizabeth Jane Minton; 
Salford Royal Hospital, Manchester: Dr. Paul Chadwick; Bradford Royal Infirmary, Bradford: Dr. Philip 
Stanley; Manchester Royal Infirmary, Manchester: Dr. Robert Willert; Western General Hospital – PPDS, 
Edinburgh: Dr. Clifford Leen. United States – Detroit Medical Center, Detroit, Michigan: Dr. Teena Chopra; 
East Carolina Gastroenterology, Jacksonville, North Carolina: Dr. Peter Eweje; Marshfield Clinic, Marshfield, 
Wisconsin: Dr. Matthew Hall; University of Texas Southwestern Medical Center, Dallas, Texas: Dr. Mamta 
Jain; ID Clinical Research Ltd, Toledo, Ohio: Dr. Luis Jauregui-Peredo; Mercury Street Medical Group, Butte, 
Montana: Dr. John Pullman; Montefiore Medical Center, Bronx, New York: Dr. Paul Riska; Gastrointestinal 
Specialists of Georgia PC, Marietta, Georgia: Dr. Aasim Sheikh; Erie County Medical Center, Buffalo, New 
York: Dr. Alyssa Shon; Virginia Commonwealth University, Richmond, Virginia: Dr. Jeffrey Tessier; 
University of Nebraska Medical Center, Omaha, Nebraska: Dr. Trevor Van Schooneveld; University of 
Cincinnati Medical Center, Cincinnati, Ohio: Dr. Bruce Yacyshyn; Kinston Medical Specialists, Kinston, North 
Carolina: Dr. Kenneth Johnson; Beth Israel Medical Center, New York, New York: Dr. Donna Mildvan; 
Karmanos Cancer Institute, Detroit, Michigan: Dr. Sanjay Revankar; Suncoast Clinical Research, New Port 
Richey, Florida: Dr. Joseph Staffetti; University of Chicago Medical Center, Chicago, Illinois: Dr. Kathleen 
Mullane; MetroWest Medical Center, Framingham, Massachusetts: Dr. Thomas Treadwell; Gastrointestinal 
Associates PA, Flowood, Mississippi: Dr. Jason McNeese; Pensacola Research Consultants Inc., Pensacola, 
Florida: Dr. Issa Ephtimios; Forbes Family Medicine, Monroeville, Pennsylvania: Dr. Steven Wolfe; Henry 
Ford Health System, Detroit, Michigan: Dr. George Alangaden; Baystate Medical Center, Springfield, 
Massachusetts: Dr. Patrick Lee; Gastro Health PL, Miami, Florida: Dr. Stephen Rothman; Advanced Medical 
Concepts PSC, Cidra, Puerto Rico: Dr. Amaury Roman Miranda; Louisiana Research Center LLC, Shreveport, 
Louisiana: Dr. Lawrence Johnson; Anne Arundel Medical Center, Annapolis, Maryland: Dr. James Welker; 
Hospital of The University of Pennsylvania, Philadelphia, Pennsylvania: Dr. Emily Blumberg; Confluence 
Health, Wenatchee, Washington: Dr. Jason Lake; Center For Digestive Health, Troy, Mississippi: Dr. Anezi 
Bakken; University of California San Diego Medical Center, San Diego, California: Dr. Mario Chojkier; New 
York-Presbyterian Brooklyn Methodist Hospital, Brooklyn, New York: Dr. Amisha Parekh; Kelsey Seybold 
Clinic, Houston, Texas: Dr. Ned Snyder III; Facey Medical Foundation, Mission Hills, California: Dr. Magued 
Beshay; Martin Health System, Port Saint Lucie, Florida: Dr. Moti Ramgopal; Omega Medical Research, 
Warwick, Rhode Island: Dr. Eric Newton; University of Alabama, Birmingham, Alabama: Dr. Martin 
Rodriguez; Edward Hines Jr VA Hospital, Hines, Illinois: Dr. Rabeeya Sabzwari; Graves Gilbert Clinic, 
Bowling Green, Kentucky: Dr. Robert Emslie; Cumberland Research Associates, Fayetteville, North Carolina: 
Dr. Vallisitaram Kodali; Inquest Clinical Research, Cypress, Texas: Dr. Haider Afzal; Maine Research 
Associates, Auburn, Maine: Dr. Robert Weiss; Great Lakes Gastroenterology Research, LLC, Mentor, Ohio: Dr. 
Keith Friedenberg; Alliance Research LLC, Laguna Hills, California: Dr. Kenneth Deck; Baylor College of 
Medicine, Houston, Texas: Dr. Samual Todd; Ochsner Clinic Foundation, New Orleans, Louisiana: Dr. Julia 
Garcia-Diaz; Cleveland Clinic Florida, Weston, Florida: Dr. Alison Schneider; Martin Health System, Stuart, 
Florida: Dr. Berjan Collin; Inland Empire Liver Foundation, Rialto, California: Dr. Zeid Kayali; Combined 
Research Orlando Phase I–IV LLC, Orlando, Florida: Dr. Niaz Ausaf; Advanced Clinical Research, West 
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Jordan, Utah: Dr. Kent Smith; Center For Digestive Health, Orlando, Florida: Dr. William Ruderman; Digestive 
Disease Center of South Texas, San Antonio, Texas: Dr. Ravi Ganeshappa; Regions Hospital – HealthPartners, 
Saint Paul, Minnesota: Dr. Jerome Siy; Loyola University Chicago, Maywood, Illinois: Dr. Gail Hecht; AMB 
Research Center Inc., Miami, Florida: Dr. Angela Giron; Clinical Alliance For Research and Education 
Infectious Diseases, Annandale, Virginia: Dr. Donald Poretz; Weill Cornell Medical College, New York, New 
York: Dr. Carl Crawford; Morristown Medical Center; Morristown, New Jersey: Dr. Razvan Arsenescu; 
Jedidiah Clinical Research LLC, Tampa, Florida: Dr. Juan Martinez; Midway Immunology and Research 
Center, Fort Pierce, Florida: Dr. Moti Ramgopal; Malcom Randall VA Medical Center, Gainesville, Florida: Dr. 
Gary Wang. 
 
 
2. List of full inclusion and exclusion criteria  
Inclusion criteria: 
Eligible patients were required to have fulfilled all of the following inclusion criteria: 
1. Signed informed consent prior to any study-mandated procedure. 
2. Male or female1,2 ≥18 years of age at the screening visit. 
3. A diagnosis of mild–moderate or severe CDI (first occurrence or first recurrence within 3 months of 
randomisation) with: 

 Diarrhoea, defined as a change in bowel habits with >3 UBMs, in the 24 h prior to randomisation AND 
 Positive C. difficile Glutamate dehydrogenase (GDH) and toxin A and/or B stool test, on the same 

sample collected no more than 72 h prior to randomisation using an enzyme immunoassay (EIA) test 
approved by the sponsor (Quik Chek Complete; additional EIAs were approved by the sponsor if used 
as standard of care, full list in table). 

 
C. Diff  GDH Antigen EIA Test Name Manufacturer 
C. DIFF QUIK CHEK® TechLab 
C. DIFF CHEK®-60 TechLab 
BD CulturetteTM CDTTM Becton Dickinson 
ImmunoCard® C. difficile EIA Meridian 
VIDAS C. difficile GDH Biomerieux 
Premier® C. difficile GDH Meridian 

 
Exclusion criteria 
Eligible patients were required to have had none of the following exclusion criteria: 
1. More than one previous episode of CDAD in the 3-month period prior to randomisation. 
2. Fulminant or life-threatening CDAD. If in the judgment of the investigator there was a suspicion of fulminant 
or life-threatening CDAD, the presence of any of the following criteria during the 72 h period prior to 
randomisation and related to the fulminant or life-threatening CDAD episode excluded the potential patient 
from the study: 

 Septic shock – a systolic blood pressure (SBP) < 90 mmHg or a mean arterial pressure < 70 mmHg in 
the absence of other causes of hypotension and that persisted despite adequate fluid resuscitation 

 Peritonitis 
 Ileus 
 Toxic megacolon 
 Significant dehydration based on investigator judgment 

                                                           
1 Non-pregnant women of childbearing potential: 

A woman was considered to be of childbearing potential unless she met at least one of the following criteria: 

 Previous bilateral salpingo-oophorectomy or hysterectomy; 

 Premature ovarian failure confirmed by a health care professional; 

 XY genotype, Turner syndrome, uterine agenesis; 

 Postmenopausal, defined as 12 consecutive months with no menses without an alternative medical cause (ICH M3 definition). 
2 A non-pregnant woman of childbearing potential was eligible only if: 

 The absence of pregnancy was confirmed by a negative urine (or plasma/serum) pregnancy test at Visit 1. 

 She agreed to use one of the following methods of contraception from Visit 1 until 7 days after study treatment discontinuation: 

Condoms, diaphragm or contraceptive sponge if used in combination with a spermicide; Intra-uterine devices; Injectable 

contraceptive agents, levonorgestrel implants, or transdermal contraceptive hormone patches. If a hormonal contraceptive was 

chosen, it was required to be taken for at least 1 month prior to randomisation. Alternatively a sterilization method (tubal ligation or 

ƉĂƌƚŶĞƌ͛Ɛ ǀĂƐĞĐƚŽŵǇͿ ǁĂƐ ĐŽŶƐŝĚĞƌĞĚ ĂĐĐĞƉƚĂďůĞ͕ Žƌ ƐŚĞ ǁĂƐ ŝŶ Ă ƐŝƚƵĂƚŝŽŶ ŽĨ ĂďƐƚŝŶĞŶĐĞ ĨƌŽŵ ŝŶƚĞƌĐŽƵƌƐĞ ǁŝƚŚ Ă ŵĂůĞ ƉĂƌƚŶĞƌ͕ when 

this was in line with the preferred lifestyle of the patient (e.g., homosexual women or women in a religious order ʹ e.g., nuns). In 

case of oral contraception, an additional method was to be employed, as diarrhoea could affect the effectiveness of the oral 

contraceptive pill. Rhythm methods or the use of a condom by a male partner alone were not considered as acceptable methods of 

contraception. 
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 White blood cells (WBC) count > 30.0 × 109/L  
 Core body temperature >40 °C 

3. Concurrent immediately life-threatening disease or condition (likelihood of death within 72 h). 
4. History of inflammatory colitis (e.g., ulcerative colitis or Crohn’s disease, microscopic colitis, collagenous 
colitis) or chronic abdominal pain or chronic diarrhoea of any aetiology, or known positive diagnostic test for 
enteropathogens (this criterion was clarified in Protocol Amendment 1 [Table 9-12]). 
5. Vomiting or other condition that interfered with the ability to take oral medication or patients with feeding 
tubes (i.e., when study treatment would have to be given by the feeding tube). 
6. Antimicrobial treatment (AMT) active against CDAD administered for >24 h except for metronidazole 
treatment failures. 
 
 
3. Results of the treatment re-extension period 
IMPACT 1 
A total of 49 subjects were screened for enrolment into the re-treatment extension, of which 47 (16 previously 
randomised to cadazolid and 31 previously randomised to vancomycin) were enrolled and received open-label 
cadazolid. In the re-treatment extension with cadazolid, the re-treatment clinical cure rate was 89.4% (42/47 
subjects). Of the re-treatment clinically cured subjects, nine (21.4%) had a recurrence. The re-treatment 
sustained cure rate was 63.8% (30/47 subjects). The median duration of study treatment in the re-treatment 
period was 10 days. The nature of adverse events was similar to that seen in the main study. 
IMPACT 2 
A total of 40 subjects were screened for enrolment into the re-treatment extension, of which, 36 (16 previously 
randomised to cadazolid and 20 previously randomised to vancomycin) were enrolled and received open-label 
cadazolid. In the re-treatment extension with cadazolid, the re-treatment clinical cure rate was 97.2% (35/36 
subjects). Of the re-treatment clinically cured subjects, five (14.3%) had a recurrence. The re-treatment 
sustained cure rate was 75.0% (27/36 subjects). The median duration of study treatment in the re-treatment 
period was 10 days. The nature of adverse events was similar to that seen in the main study. 
 
 
4. List of Data and Safety Monitoring Committee Members  

Helen Boucher (Chair) Tufts University; Boston, MA, US 
Robin Patel Mayo Clinic, Rochester, MN, US 
Tim Planche St. George's University, London, UK 
David DeMets University of Minnesota, MN, US 

 
 
5. List of investigator-assessed cure and failure criteria  
Cure was qualified by any of the following criteria (or more than one criterion): 

 Patient required no additional CDAD therapy or faecal microbial therapy between first dose of study 
treatment up to and including 2 days after EOT. 

 Patient had ≤3 UBMs for 2 consecutive days on therapy and maintained for 2 days after EOT. 
 Patient had a marked reduction in the number of UBMs (in the opinion of the investigator). 
 Patient had stable and improved CDAD signs and symptoms (other than diarrhoea – e.g., abdominal 

pain, fever), or other criteria (e.g., WBC elevation [not due to a clear alternative aetiology]). 
Failure was qualified by any of the following criteria (or more than one criterion): 

 Patient required additional CDAD therapy or FMT between first dose of study treatment up to and 
including 2 days after EOT. 

 Patient did not have ≤3 UBMs for 2 consecutive days on therapy and maintained for 2 days after EOT. 
 Patient did not have a marked reduction in the number of unformed stools (in the opinion of the 

investigator). 
Patient had worsened CDAD signs and symptoms (other than diarrhoea – e.g., abdominal pain, fever), or other 
criteria (e.g., WBC elevation [not due to a clear alternative aetiology]). 
 
 
6. Statistical methods for the meta-analysis of epidemic strains 
A meta-analysis was conducted on all patients confirmed at baseline to have CDI with epidemic strains of 
C. difficile identified in baseline stool samples by PCR ribotyping with the objective to demonstrate superiority 
of cadazolid versus vancomycin on the sustained cure rate. Data from IMPACT 1 and IMPACT 2 were pooled 
using a fixed effects meta-analysis to examine the treatment effect of cadazolid versus vancomycin on the 
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difference in proportions for sustained cure. A Cochran’s Q test was used to examine the between-studies 
heterogeneity with a two-sided p-value.  
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8. Supplementary tables and figures 
 
Supplementary tables 
 

Table S1: Stratified sensitivity analysis of clinical cure by episode type and geographical region 

 
 Cadazolid 

N, n (%) 
Vancomycin 

N, n (%) 
% difference cadazolid – 

vancomycin (95% CI) 

IMPACT 1 mITT 

CDI episode type   -1.5 (-7.2, 4.2) 
First occurrence 238, 198 (83.2) 253, 213 (84.2)  
First recurrence 64, 55 (85.9) 65, 58 (89.2)  

Geographical region   -1.4 (-7.0, 4.2) 
USA 101, 80 (79.2) 108, 83 (76.9)  
Canada  83, 73 (88.0) 88, 77 (87.5)  
Europe 111, 95 (85.6) 117, 107 (91.5)  
Rest of the world 7, 5 (71.4) 5, 4 (80.0)  

IMPACT 1 PP 

CDI episode type   -4.1 (-9.1, 0.9) 
First occurrence 220, 192 (87.3) 227, 208 (91.6)  
First recurrence 62, 55 (88.7) 61, 56 (91.6)  

Geographical region   -4.0 (-8.9, 0.9) 
USA 90, 77 (85.6) 95, 80 (84.2)  
Canada  83, 73 (88.0) 82, 77 (92.9)  
Europe 102, 92 (90.2) 106, 103 (97.2)  
Rest of the world 7, 5 (71.4) 5, 4 (80.0)  

IMPACT 2 mITT 

CDI episode type   -4.7 (-10.7, 1.3) 
First occurrence 235, 191 (81.3) 246, 209 (85.0)  
First recurrence 55, 44 (80.0) 55, 49 (89.1)  

Geographical region   -4.7 (-10.6, 1.2) 
USA 102, 72 (70.6) 107, 89 (83.2)  
Canada  15, 12 (80.0) 16, 16 (100.0)  
Europe 121, 106 (87.6) 124, 111 (89.5)  
Rest of the world 52, 45 (86.5) 54, 42 (77.8)  

IMPACT 2 PP 

CDI episode type   -4.9 (-10.3, 0.6) 
First occurrence 200, 173 (86.5) 209, 192 (91.9)  
First recurrence 47, 41 (87.2) 50, 45 (90.0)  

Geographical region   -5.2 (-10.5, 0.1) 
USA 83, 65 (78.3) 92, 83 (90.2)  
Canada  15, 12 (80.0) 15, 15 (100.0)  
Europe 110, 100 (90.9) 105, 101 (96.2)  
Rest of the world 39, 37 (94.9) 47, 38 (80.9)  

CI, confidence interval; N, total number of patients within subgroup level in the treatment group; n, total 
number of responders, mITT, modified intent-to-treat analysis; PP, per-protocol analysis 
Confidence intervals calculated using Wald method 
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Table S2: CDI DaySyms™ PRO 

Domains  

IMPACT 1 IMPACT 2 
N 

(Cad, 
Van) 

Treatment difference  
(change from baseline) 

Mean (95% CI) 
p-value 

N 
(Cad, 
Van) 

Treatment difference  
(change from baseline) 

Mean (95% CI) 
p-value 

Diarrhoea symptoms 
228, 
234 

0.002 (-0.20; 0.20) 0.9814 
209, 
223 

-0.044 (-0.26; 0.17) 0.6871 

Abdominal symptoms 
227, 
234 

0.087 (-0.07; 0.25) 0.2879 
209, 
223 

0.025 (-0.15; 0.20) 0.7833 

Systemic/other 
symptoms 

227, 
234 

0.050 (-0.09; 0.19) 0.4880 
209, 
223 

0.061 (-0.09; 0.21) 0.4145 

Cad, cadazolid; CI, confidence limits, Van, vancomycin. 
 
Table S3: Recurrence rates (mITT) 

 IMPACT 1 IMPACT 2 
Cadazolid 

(n=302) 
Vancomycin 

 (n=318) 
Cadazolid 

(n=290) 
Vancomycin 

(n=301) 
Clinical cure (n) 253 271 235 258 
Recurrence (n) 38 58 37 46 

Recurrence rate, % (95% CI) 15.0 (11.1; 19.9) 21.4 (16.9; 26.7) 15.7 (11.6; 20.9) 17.8 (13.6; 23.0) 

CI, confidence limits; mITT, modified intent-to-treat analysis set. 
 
Table S4: Demographic characteristics of patients in the hypervirulent meta-analysis 

 IMPACT 1 and IMPACT 2 (pooled data) 
Cadazolid 

N=133 
Vancomycin 

N=170 
Total 

N=303 

Demographic characteristics,  
n (%) 

Female 82 (61.7) 98 (57.6) 180 (59.4) 
Age 18–64 years 65 (48.9) 95 (55.9) 160 (52.8) 
Age 65–74 years 29 (21.8) 27 (15.9) 56 (18.5) 
Age ≥75 years 39 (29.3) 48 (28.2) 87 (28.7) 
White 130 (97.7) 158 (92.9) 288 (95.0) 

Geographical regions,  
n (%) 

USA 31 (23.3) 49 (28.8) 80 (26.4) 
Canada 13 (9.8) 21 (12.4) 34 (11.2) 
Europe 85 (63.9) 95 (55.9) 180 (59.4) 
Rest of world 4 (3.0) 5 (2.9) 9 (3.0) 

CDI episode type, n (%) 
First occurrence 100 (75.2) 130 (76.5) 230 (75.9) 
First recurrence 33 (24.8) 40 (23.5) 73 (24.1) 

Hypervirulent ribotype at 
baseline, n (%) 

027 119 (89.5) 144 (84.7) 263 (86.8) 
078 12 (9.0) 24 (14.1) 36 (11.9) 
244 2 (1.5) 2 (1.2) 4 (1.3) 

CDI severity, n (%) 
Severe 28 (21.1) 35 (20.6) 63 (20.8) 
Mild-moderate 94 (70.7) 124 (72.9) 218 (71.9) 
Unable to determine 11 (8.3) 11 (6.5) 22 (7.3) 

MTF at baseline, n (%) Yes 9 (6.8) 15 (8.8) 24 (7.9) 

CDI, Clostridium difficile infection; MTF, metronidazole treatment failure. 
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Supplementary figures 
Figure S1: Clinical cure rate by subgroup (mITT) in the IMPACT 1 and IMPACT 2 trials 
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Rest of world: For IMPACT 1: Australia, Brazil, Peru. For IMPACT 2: Argentina, Brazil, Chile, Israel, 
Republic of Korea. 
The solid vertical line references the overall treatment effect and the dotted vertical line represents the non-
inferiority margin of -10%. 
AMT, Antimicrobial treatment active against CDI; CI, confidence limits; MTF, faecal microbiota transplant; 
mITT, modified intent-to-treat analysis set, UBM, unformed bowel movements. 
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Figure S2: VRE carriage (mITT) 

 
VRE, vancomycin-resistant enterococci. 


