Supplementary Fig. 1

ZONE study  Oral Health Interview Form I, at the time of consent
	
	
	Questions
	Answers (Choose (1) or (2))

	Current Dental Health Status
	1.
	How many natural teeth do you have as of today? 
	(1)________
  (Indicate the number) 
	(2) Don’t know

	
	2.
	How many of your teeth (other than wisdom teeth) have been removed in your lifetime? 
	(1)________
  (Indicate the number)
	(2) Don’t know

	
	3.
	How many of your teeth were removed during the past 12 months? 
	(1)________

  (Indicate the number)
	(2) None

	
	
	If you chose (1) in Question 3:
	
	

	
	4-1.
	How long has it been since you last had a tooth removed? 
	(1) 3 months or less
 [Approx. ___ month(s) ago]
	(2) 3 months or more

	
	4-2.
	Do you usually have a slow and poor recovery following tooth removal? 
	(1) Yes
	(2) No

	Periodontal Disease-Related Problems
	5.
	Do you have constant swelling, bleeding, or pain in your gums? 
	(1) Yes
	(2) No. Or occasionally have bleeding and pain.

	
	6.
	Do you have loose teeth? 
	(1) Yes, and have pain as well.
	(2) No. Or have loose teeth, but no pain. 

	
	
	The following questions are only for persons with dental implants: 
	
	

	
	7-1.
	Do you have constant swelling, bleeding, or pain in the area around your implant? 
	(1) Yes
	(2) No

	
	7-2.
	Is your implant loose? 
	(1) Yes
	(2) No

	Denture-Related  Problems
	8.
	This question is only for persons wearing dentures:
Are your dentures causing you regular pain in a specific area? 
	(1) Yes
	(2) No

	Rare Oral Health Conditions
	9.
	Do you feel numbness around your lower lip or lower jaw? 
	(1) Yes
	(2) No

	
	10.
	Do you have an ongoing dull pain in your jaw? 
	(1) Yes
	(2) No

	
	11.
	Do you have ongoing pus discharge from a hole in your gums? 
	(1) Yes
	(2) No

	
	12.
	Is there an area where your gums have peeled back, exposing the bone?

(Especially, the area inside of your lower back jaw)
	(1) Yes
	(2) No


Entry Criteria
Patients should be excluded from the study if they selected (1) for Questions 4 through 12 in the Oral Health Interview Form.
Detailed instructions for inclusion and exclusion of patients who selected (1)
	Questions
	Details of Eligibility Criteria

	Question 4-1

Tooth extraction performed within the past three months


	· Patients can be included if the extraction socket has healed, and if their pain disappears within three months after tooth removal.
New consent must be obtained when a patient re-enters the trial upon meeting the above requirements. 

	Question 4-2
Slow and poor recovery 
	· Extraction sockets remain open and unhealed for more than one month.
· Pain continues for one month or more. 

	Question 5
Constant swelling, bleeding, or pain in the gums
	· Bleed easily when touched with a finger
· Swelling is visually detectable
· Foul smell when bleeding (Patients can be included even if they bleed briefly from their gums everyday while brushing their teeth.)
Patients are eligible for the trial once the above conditions are resolved.
New consent must be obtained at the time of re-enrollment. 

	Question 7

Pain around implant, loose implant 
	· Patients should be excluded if they have swelling, bleeding, or pain in the area around their implants.
· They are also not eligible for the trial if their implants are loose.

	Question 8

Denture problems


	· Ill-fitting dentures are causing ulcers and bleeding in a specific area of the gums.
Patients are eligible for the trial once these symptoms disappear after fixing their dentures.
New consent must be obtained at the time of re-enrollment.

	Questions 9 - 12

Symptoms of osteomyelitis of the jaw
	· Patients are not eligible for the trial, since they may have osteomyelitis of the jaw.
Please advise them to see a dentist as soon as possible.


ZONE study  Oral Health Interview Form II
One week before treatment & after treatment initiation
	
	
	Questions
	Answers (Choose (1) or (2))

	Dental Health Status during the Past 3 Months
	1.
	Did you see a dentist within the last three months? 
	(1) Yes
	(2) No

	
	
	If you answered “Yes” to Question 1:
	
	

	
	2.
	Did you have any teeth removed? 
	(1) Yes
	(2) No

	Periodontal Disease-Related Problems
	3.
	Do you have constant swelling, bleeding, or pain in your gums?
	(1) Yes
	(2) No. Or occasionally have bleeding and pain. 

	
	4.
	Do you have loose teeth?
	(1) Yes, and have pain as well.
	(2) No. Or have loose teeth, but no pain. 

	
	
	The following questions are only for persons with dental implants:
	
	

	
	5-1.
	Do you have constant swelling, bleeding, or pain in the area around your implant? 
	(1) Yes
	(2) No

	
	5-2.
	Is your implant loose?
	(1) Yes
	(2) No

	Denture-Related Problems
	6.
	This question is only for persons wearing dentures:

Are your dentures causing you regular pain in a specific area?
	(1) Yes
	(2) No

	Rare Oral Health Conditions
	7.
	Do you feel numbness around your lower lip or lower jaw?
	(1) Yes
	(2) No

	
	8.
	Do you have an ongoing dull pain in your jaw?
	(1) Yes
	(2) No

	
	9.
	Do you have ongoing pus discharge from a hole in your gums? 
	(1) Yes
	(2) No

	
	10.
	Is there an area where your gums have peeled back, exposing the bone?

(Especially, the area inside of your lower back jaw)
	(1) Yes
	(2) No


Instructions for responding to oral health survey results obtained one week before treatment and after treatment initiation
Please follow the instructions shown below if your patients selected (1).
One week before treatment
	Questions
	Instructions

	Question 1

Dental attendance
	· Confirm that patients did not undergo invasive dental procedures (such as tooth extractions and implant therapy) that affect the jaw bone.
· Begin treatment on confirmation of the types of procedures they underwent.

	Question 2
	· Delay treatment or exclude patients from the trial. 

	Questions 3 - 10
	· Delay treatment or exclude patients from the trial.
· Follow the instructions shown below under “After treatment initiation.”


After treatment initiation
	Questions
	Instructions

	Questions 1 and 2

Dental attendance
	· Confirm that patients notified their dentists of the trial by showing the clinical trial participation card to their dentists. Also confirm that patients did not undergo tooth extractions or implant therapy.

	Questions 3 - 6
	· Discontinue treatment until they see a dentist and their symptoms disappear.

· Instruct patients to notify their dentists of the trial during their next visit. 

	Questions 7 - 10
	· Contact your monitor or the sponsor as soon as possible. We will refer your patients to a specialist, as they may have osteomyelitis of the jaw. 
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