APPENDIX/SUPPLEMENT

Supplementary information on Design and Definitions

Design

Secondary variables collected included patient demographics, the reason for referral to the TB clinic, TST and/or IGRA result, date of LTBI diagnosis, date of first appointment at the TB clinic, reason(s) physician did not offer treatment, reason(s) patient declined treatment, the type of treatment selected, the length of treatment and the reason for not completing treatment, if applicable. Information on treatment completion was obtained from the primary care team by a fax request. If no response was received from the fax the primary care teams were called by phone.

Definitions 

Individuals were determined to have LTBI based on a positive TST or IGRA, as per the Canadian TB Standards(1) . In the province of Ontario, the tuberculin skin test (TST) remains the standard of care for diagnosing LTBI primarily because it is free to patients. The interferon-gamma release assay (IGRA) is available but requires patients to pay $95.00 (CAN) out of pocket and thus is not frequently used. Patients were offered treatment by the physician at the TB clinic as reflected in the electronic medical record. Treatment acceptance was defined as the patient agreeing to take treatment for LTBI as reflected in the electronic medial record. Receiving a prescription for LTBI medication from a TB physician was used as a surrogate indicator of the patient starting LTBI treatment. There are no universally accepted treatment adherence and completion definitions (2). In this study, attendance to monthly follow up appointments at the TB Clinic was used as a surrogate for treatment adherence. Treatment was considered complete if the individual completed 90% of the required total months of treatment; or had a note in the chart stating treatment had been completed. Completion by months on treatment was based on the difference between the appointment date where the individual received a prescription for medication and the final appointment that the individual had at the TB Clinic. Adverse events were considered only for those individuals that stopped treatment as a result.
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Transfer of care from the TB Clinic to Primary Care Teams
In order to shorten wait times, the TB clinic began sending patients back to the referring community primary care team following the initial consultation, where the TB team made recommendations whether or not the patient should initiate LTBI treatment and set up a detailed treatment plan for the primary care team in the form of a letter outlined below. Patients were referred back to the primary care team beginning in 2010 through to 2016.

Information on treatment completion was obtained from the primary care team by a fax request. An initial 2 page fax was sent to the primary care team. The first page explained the study and the information that was being requested. The second page had the name of the patient demographics and a form to complete on the treatment information to be faxed back. If no response was received in 1 week a phone call was made to the primary care clinics and a follow up fax was sent. If no response was received, a second phone call reminder was done the following week. 
































Transfer of care letter sent from the TB Clinic to the Primary Care Team 
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Fax request for treatment information sent to the Primary Care Team
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Fig. 1 Latent tuberculosis cascade of care at the Ottawa Hospital TB Clinic between January 1, 2010 and November 30, 2016 based on treatment type.


Blue = isoniazid, orange = rifampin, green = other (moxifloxacin, isoniazid and rifampin, unknown) 


Table 1 Other reasons for losses within the Ottawa latent tuberculosis cascade of care with comparison between patients followed at the TB Clinic and the Primary Care Team
	Reason treatment not offered 

	
	All Individuals (n= 26)
	TB Clinic
	Primary Care Team

	MDRTB contact1 
	5
	-
	-

	Moved2
	3
	-
	-

	Compliance concerns3 
	2
	-
	-

	Pregnancy4 
	9
	-
	-

	Physician discretion5 
	7
	-
	-

	Reason treatment not accepted 

	
	All Individuals (n= 8)
	TB Clinic (n= 4)
	Primary Care Team (n= 4) 

	Moved2
	2
	2
	

	Decided against recommendation 6
	2
	1
	1

	Accepted but did not start treatment8
	2
	1
	1

	Discordance7
	1
	-
	1

	No information received from primary care team 
	1
	-
	1

	Reason treatment incomplete 

	
	All Individuals (n= 28)
	TB Clinic (n= 13)
	Primary Care Team (n= 15)

	Discordance7
	2
	2
	

	Moved2
	7
	6
	1

	Patient does not want to take medications 
	5
	5
	

	No documentation on treatment completion from primary care team
	6
	-
	6

	Completion with primary care team did not meet 80% completion definition for our study
	8
	-
	8


1Patient was in contact with a case of multi-drug resistant tuberculosis. 2Moved from Ottawa. 3Concerns about patient compliance to treatment regimen based on the discretion of the physician. 4 Female participants that were pregnant or planning to become pregnant. 5 Risk of taking treatment outweighed the benefit based on physician discretion. 6 The patient and a physician outside of the TB Clinic decided against treatment recommendations. 7 Negative IGRA after a positive TST. 8Individuals who initially accepted treatment but never received a prescription and subsequently declined treatment or were lost to follow up   

Table 2. Latent tuberculosis treatment completion rates based on reason for consultation at the TB clinic, gender and TB treatment selected for individuals followed at the TB Clinic for total treatment course (n= 1935) 
	
	Attended LTBI Consult (n= 1935)
	Started Treatment
(n= 955)
	Completed Treatment
(n= 683)
	% completed that started treatment

	Reason for referral 
	
	
	
	

	Employment and Health Science School Screen 
	634 (32.8%)
	261
	187
	71.6%

	Rule out active TB 
	516 (26.4%)
	213
	153
	71.8%

	Contact 
	388 (26.7%)
	228
	151
	66.2%

	Immunosuppressive therapy 
	255 (13.2%)
	173
	131
	75.7%

	Immigration Surveillance 
	142 (7.3%)
	80
	61
	76.2%

	Gender
	
	
	
	

	Male
	826
	462
	342
	74.0%

	Female 
	1109
	493
	341
	69.1%

	LTBI Treatment	
	
	
	
	

	Isoniazid
	-
	485
	319
	65.8%

	Rifampin  
	-
	464
	360
	77.6%

	Moxifloxacin 
	-
	5
	3
	60.0%

	Isoniazid and rifampin 
	-
	1
	1
	100%






Table 3. Latent tuberculosis treatment completion rates based on reason for consultation at the TB clinic, gender and TB treatment selected for individuals offered treatment at the TB Clinic and followed for treatment with the primary care team (n= 248) 
	
	Attended LTBI Consult
	Started Treatment
	Completed Treatment
	% completed that started treatment

	Reason for referral
	
	
	
	

	Employment and Health Science School Screen 
	101 (37.1%)
	90
	37
	41.1%

	Rule out active TB
	60 (22.1%)
	53
	23
	43.4%

	Contact 
	53 (19.5%)
	49
	27
	55.1%

	Immunosuppressive therapy 
	55 (20.2%)
	54
	25
	44.4%

	Immigration Surveillance 
	3 (1.1%)
	2
	0
	0.0%

	Gender
	
	
	
	

	Male
	125
	114
	53
	46.5%

	Female 
	147
	134
	59
	44.0%

	LTBI Treatment
	
	
	
	

	Isoniazid
	-
	200
	88
	44.0%

	Rifampin  
	-
	47
	24
	51.1%

	Unknown  
	-
	1
	0
	100%
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The Ottawa | L'Haopital
Hospital d’Ottawa

FAX

To: From:
Fax: Pages:
Phone: Date:
Re: Information Request

As previously discussed by phone earlier, we are requesting information about your
patient regarding their treatment for latent tuberculosis infection.

Please fill in the attached fax form and fax to 613-739-6807 or contact a member of the
research team at 613-737-8899x72981.

Please see attached letter for more information about why we are collecting this
information or contact us with any questions. Thank you for your time.

Sincerely,
TAIMA TB research team

Inspired by research. ~  Inspiré par la recherche.
Driven by compassion.  Guidé par la compassion.
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.
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TAIMA TB research team
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Re: Patient with Latent Tuberculosis Infection

Dear Dr.

Your patient has been diagnosed with latent tuberculosis infection and has chosen to initiate a
course of therapy to reduce the risk of developing active tuberculosis. As the number of patients
with this diagnosis is large the patient is being returned to your care for the administration and
monitoring of this medication as we are unable to do this at Module G; however we would like to
provide you with the following information.

Treatment Recommendation

The preferred choice of therapy for your patient is isoniazid ____ mg p.o. daily for 9 months.
Vitamin B6 25 mg p.o. daily is routinely given as a supplement to prevent peripheral
neuropathy.

Your patient has received a prescription for __ months of isoniazid and vitamin B6 from our
clinic and been instructed to make an appointment to see you in four weeks for follow-up.

Monitoring Recommendations

We recommend that your patient be monitored on a monthly basis to promote adherence and
monitor for side effects from isoniazid, in particular hepatotoxicity.

Although the presence of hepatotoxicity symptoms is a definite indication for liver function tests,
some clinicians prefer to do LFTs on a monthly basis while the patient is being treated.

It is important to remind the patient of the potential signs and symptoms of hepatotoxicity
(jaundice of the eyes or skin, itchy skin, nausea, fatigue, flue-like symptoms, abdominal pain or
swelling) at each appointment so that they may contact you for guidance and blood work.

In those cases where a patient develops symptoms suggestive of hepatoxicity we recommend
that if they are unable to reach their physician after 4 symptomatic days that medication should
be discontinued until they are able to reach you. In the unlikely event of overt jaundice we have
advised your patient to discontinue the medication and present themselves to the nearest
emergency department.

Laboratory tests

Elevation of the transaminases (ALT and AST) can be expected while the patient is on INH but it
should be no more than 3 times the upper limit of normal. In these cases it is recommended
that the patient be referred back to us for reassessment and possible change in medication.

Elevation of transaminases within the 2 - 3 times the upper limit of normal does not necessarily
indicate a need to discontinue the INH, but close follow up for symptoms of hepatotoxicity is
required.

If there is concern regarding potential toxicity please contact the TB clinic at Module G at the
following number 613-798-5555 ext. 71485 to speak with a clinic nurse.
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Dear Doctor,

We are contacting you as part of the Ottawa 3HP Study in the hope that you could
provide some information on one of your patients. This study will examine latent
tuberculosis infection (L.TBI) treatment completion. Part of this study involves collecting 7
years of retrospective data on patients referred to the TB Clinic at The Ottawa Hospital for
LTBI to determine whether they started treatment and whether they completed it.

One of your patients was started on LTBI freatment at the TB clinic and was then referred
back to you for treatment completion. We were hoping you would be able to provide us
with information about your patient’s treatment course. A list of the data that we are
requesting is provided below. Provision of this information is completely voluntary and
will be kept confidential if provided. No patient information or identifiers will be included in
the study. Unfortunately, we are unable to provide compensation for the time you take to
find this information. However, we hope that the results of this study will provide
information that will be used to improve the care of future patients with LTBL.

We are requesting the following information about your patient:
« Did they complete a full course of treatment for LTBI (80% of presctibed doses)?
« [fthey did not complete treatment; why not?
»  Which treatment regimen was the patient prescribed: isoniazid for 8 months,
rifampin for 4 months or another regimen?

A member of the research team will be contacting your office by phone within the next 5
business days to ask you whether you are able to provide us with this information and
would be happy to answer any additional question you may have. Thank you for your
time and consideration. '

Singerely,

Gonzalo Alvarez MD, MPH, FRCPC

Inspired by research. ~ Inspiré par larecherche.
Driven by compassion. Guidé par la compassion.
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The Ottawa | LUHopital
V‘ Hospital d’Ottawa

FAX

To: From:
Fax: Pages:
Phone: Date:
RE: Information Request
Patient Name: Date of Birth:

Date of consult at The Ottawa Hospital - TB Clinic:

Regimen prescribed by family physician:

1 9 months of isoniazid (INH)

o Treatment Complete (at least 8/9 months)

Y or N

o Treatment Start Date:

o Treatment End Date:

71 4 months of rifampin (Rif)

o Treatment Complete (4/4 months): Y or N

o Treatment Start Date:

o Treatment End Date:

71 Other (specify):

o Treatment Complete: Y or N

o Treatment Start Date:

o Treatment End Date:

If the patient did not complete treatment, why not?:

Inspired by research. ~  Inspiré par larecherche.
Driven by compassion.  Guideé par la compassion.
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Regimen prescribed by family physician: 

�

  9 months of isoniazid (INH) 

o

  Treatment Complete (at least 8/9 months): ___ Y or ___ N 

o

  Treatment Start Date: ______________ 

o
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o
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If the patient did not complete treatment, why not?:___________________________ 

 

_________________________________________________________________________________ 

 

Patient Name:   Date of Birth:  

 

Date of consult at The Ottawa Hospital - TB Clinic:  

 


