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Notice Regarding Research

1. Research Topic
The Effect of Combined Antibiotic and Anticoagulant Therapy in Lemierre's Syndrome: A
Systematic Review and Meta-Analysis Using Individual Patient Data

2. Introduction

Our research group, after undergoing ethical review by the Ethics Committee of Kyoto Min-
Iren Asukai Hospital and receiving permission from the head of the research institution, will
conduct the research described below in collaboration with other research facilities. If you do
not wish to participate in this research, please contact the inquiry point below. Even if you
opt out, rest assured that you will not suffer any disadvantages. For minors or those who find
it difficult to decide on their own whether to participate in the research, we will also respond

to requests for non-participation in the research or inquiries from family members or relatives.

3. Research Purpose & Method

Lemierre's syndrome is a lethal infection characterized by septic thrombophlebitis of the
internal jugular vein and bacteremia caused by *Fusobacterium **necrophorum®. It is known
to occasionally occur in healthy children and young adults from tonsillitis or peritonsillar
abscess. The main complication of Lemierre's syndrome is septic pulmonary embolism due to
hematogenous spread of septic thrombus in the internal jugular vein. Furthermore, septic
thrombus can extend to intracranial veins (such as the cavernous sinus), potentially causing
long-term sequelae such as cranial nerve paralysis.

Early and appropriate antibiotic administration is the most established treatment for
Lemierre's syndrome, but experts are divided on whether to combine anticoagulants with
antibiotics. Recent meta-analyses and cohort studies of Lemierre's syndrome have not reached
a consistent conclusion on the effectiveness of anticoagulants. One reason for this is the
variability in the timing of diagnosis of Lemierre's syndrome and the initiation of antibiotics
and anticoagulants. Considering these factors, it is thought necessary to further evaluate the
effect of anticoagulant therapy in Lemierre's syndrome on the range of septic thrombus,
prevention of septic pulmonary embolism, and improvement in survival rate.

Therefore, in this study, we plan to conduct a meta-analysis using individual patient data from
patients with Lemierre's syndrome to evaluate the impact of combined antibiotic and
anticoagulant therapy on the prevention of new and spreading jugular venous septic

thrombosis and septic pulmonary embolism, as well as on mortality.

4. Research Period



From the date of approval by the institution of review board to March 31, 2025.

5. Subjects of the Research & Anticipated Risks and Economic Burden for the Subjects

Individuals diagnosed with Lemierre's syndrome between January 1, 2000, and August 31,
2023, and reported in case reports or cohort studies. We will use the information from these
individuals, as we will be using existing information. Since we will be using information
already used in medical treatment, there is no risk or benefit to the subjects. There is no
economic burden on the subjects. There is also no compensation for participating in this

research.

6. Content of Your Cooperation

From case reports or cohort studies reported during the above-mentioned period, and
inquiries to authors, we will use the following information, completely removing identifiable
information such as names and medical institutions for research. When using it, we will strictly
protect personal information in accordance with the ethical guidelines set by the Ministry of
Education, Culture, Sports, Science and Technology and the Ministry of Health, Labour and
Welfare, and when announcing research results, we will do so in a form that does not identify

individuals.

1. Demographic characteristics: Age, gender, nationality, race

2. Baseline clinical characteristics: Complications including coagulation disorders classified
using ICD-10, history of Lemierre's syndrome, primary infection site, history of antibiotic use,
severity at the start of treatment (description of septic shock or ICU admission), diagnosis of
disseminated intravascular coagulation (DIC), significant bleeding before the start of
treatment (e.g., hemorrhagic infarction due to septic embolism from internal carotid artery
thrombus)

3. Baseline laboratory and imaging data: Results of bacterial culture, initial head and neck
thrombosis (internal jugular vein, intracranial vein, subclavian vein, brachiocephalic vein,
neck/head artery), septic embolism and dissemination (multiple pneumonia, septic
pulmonary embolism, empyema, lung abscess, septic cerebral embolism, brain abscess,
epidural abscess, septic arthritis, septic vertebral osteomyelitis, psoas abscess, and
intramuscular abscess [e.g., psoas abscess])

4. Interventions: Start and duration of antibiotics and anticoagulants, use of anticoagulants,
and surgical procedures

5. Outcomes: Expansion or new appearance of jugular vein thrombosis within 30 days after
diagnosis of Lemierre's syndrome, new appearance of septic pulmonary embolism, major

bleeding events until discharge, survival rate and cause of death within 30 days after diagnosis



of Lemierre's syndrome, new disseminated septicemia complications other than septic

pulmonary embolism, and neurological, orthopedic, and functional complications at discharge.

7. About Participation in the Research
If you do not wish to participate in the research, your information will not be used for analysis
in the research. Whether you participate in the research or not, information that can identify

you as an individual will not be leaked externally.

8. Secondary Use of Samples/Information, Provision of Samples/Information to External
Parties

The samples and information collected in this research may be used for unspecified future
research at the time of obtaining consent. When used for secondary purposes in other research,
it will be done after approval by the Ethics Review Committee for the new research plan. We
will also disclose information about the implementation of the research, including the purpose
of the research, on our website, and ensure that research subjects have the opportunity to
refuse. The provision of research data will be done in a state where people other than specific
stakeholders cannot access it. The anonymization correspondence table will be stored and
managed by the research leader who treated the relevant patient. The research data may be
shared with national evaluation agencies such as the Ministry of Health, Labour and Welfare
and the Pharmaceuticals and Medical Devices Agency. In that case, it will be shared in a state
where individuals cannot be identified. The materials will be stored for a period until the later
of the date 5 years after the date of reporting the end of the research or the date 3 years after
the date of reporting the final publication of the research results, and will be discarded after

the storage period has passed.

9. Person in Charge of Managing Samples/Information

Yuki Kataoka, Department of Internal Medicine, Kyoto Min-iren Asukai Hospital

10. Research Organization
Lead Research Institution:

Yuki Kataoka, Department of Internal Medicine, Kyoto Min-iren Asukai Hospital



Collaborating Research Institutions: Department of Clinical, Graduate School of Medicine,
Kyoto University
Department of Rehabilitation, Shimane University Hospital

Department of Rehabilitation, Department, Kurashiki Adult Disease Center

Department of Epidemiology, Graduate School of Medicine, Dentistry and Pharmaceutical

Sciences, Okayama University

Department of Rehabilitation Medicine, Fujita Health University School of Medicine

Scientific Research Works Peer Support Group (SRWS-PSG)

11. Conflict of Interest

This research is self-funded.

12. How to Obtain/View Research Plan Documents, Procedures, etc.

Upon your request, within the range that does not hinder the protection of personal
information of those who have participated in this research and the originality of this research,
you can view the research plan and materials related to the research method. If you wish to

view them, please check the information on the website to be announced later.

13. Procedure for Disclosure of Personal Information
You can also view the information about yourself that we have collected in this research in
accordance with the regulations of each medical institution. If you wish, please contact the

medical institution where you received treatment for Lemierre's syndrome.

14. Research Leader of Our Hospital & Overall Research Representative for This Research

Yuki Kataoka, Department of Internal Medicine, Kyoto Min-iren Asukai Hospital

15. Contact Information

Yuki Kataoka, Department of Internal Medicine, Kyoto Min-iren Asukai Hospital
(Tel) 075-701-6111

(E-mail) youkiti@gmail.com



