Additional File 3
Rationale and Scope of Guideline 
Several factors provide a rationale for the CTFPHC to issue recommendations for CT and NG screening. The Public Health Agency of Canada (PHAC) produces guidance to assist primary care and public health professionals in the diagnosis, treatment, and management of the most common STIs.[1] PHAC’s 2010 Chlamydial Infections chapter lists risk factors for infection (e.g., previous STI or sexual contact with CT-infected person, new sexual partner or more than two partners in the past year, vulnerable populations [e.g., sex trade workers, injection drug users, street youth]), and recommends screening of those at-risk groups, in addition to all sexually active females and males under 25 years of age and pregnant women. While the intent was to screen at-risk groups of any age (personal communication by Dr. Margaret Gale-Rowe of PHAC Professional Guidelines and Public Health Practice Division), it appears that this distinction is not clear. For example, Public Health Ontario has interpreted the recommendation to be limited to males and females <25 years of age. Further, a review of recent studies on CT testing in the province of Ontario revealed that clinicians interpret the recommendations to be exclusive to the under-25 age population without including other older high-risk groups.[2, 3] Further rationale for updated guidance comes from epidemiological changes in reported rates of CT in Canada. The PHAC 24-year age limit is aligned with 2004 Canadian statistics for which the highest reported cases of CT were among those aged 15-24 years. However, the number or reported cases for those aged 25-29 has been increasing ever since and, in 2014, surpassed the rates in 2004/5 for 15-19 year olds.[4]   Furthermore, even with a lack of effectiveness data from screening for CT in males, PHAC advised screening males given that they serve as an often overlooked source for infections and reinfections of their female partners. 

For NG, PHAC guidance describes similar risk factors as for CT but specific attention is additionally given to males who have condomless sex with males. Case finding and partner notification are stated as critical for controlling NG, but specific methods for case finding are not described and could be interpreted as screening (personal communication with previous Chair of the Canadian STI Guidelines, Dr. Tom Wong, clarified that case finding is meant to indicate active seeking of signs and symptoms in at-risk individuals rather than screening asymptomatic individuals). 

Neither PHAC recommendation was based on a systematic review of the evidence on screening. Further, most provincial guidelines focus on diagnostic tests and treatment without providing specific recommendations about screening.[5] An exception is the province of Quebec’s guideline which recommends the annual (or more frequent) evaluation of risk factors and screening based on the clinical judgment of a physician, nurse, or nurse practitioner for the following high risk groups: 1) all sexually active individuals ≤25 years without other risk factors for CT, all females ≤25 years for NG and males ≤25 years living in the James Bay Cree or Nunavik Territories for NG; 2) individuals with identified risk factors (i.e., females with a new sexual partner or more than one concurrent sexual partner for CT and NG, males for CT only; individuals with ‘anonymous’ sexual partners (i.e., met at a bar, club, or on the Internet for the purpose of sexual relations) or more than three sexual partners in the past year, emigration from a region where bacterial STIs are endemic, MSM, sex workers and their clients, individuals who test positive for another STI, sexual partners with risk factors or who test positive for CT or NG). Retesting for infection is recommended after 3 to 6 months, including re-screening for CT in the presence of NG due to high co-infection rates. The guideline provides recommendations for testing methods that may be used (anatomical site, e.g., pharyngeal and/or anus/rectum if indicated), and partner notification. [6] Apart from Quebec’s guidance, other screening recommendation statements are not specific for different screening settings and approaches, screening intervals, or testing methods (e.g., personnel, anatomical site).

Apart from the abovementioned rationale for CTFPHC guidance, there is the potential need to consider impacts on infection prevalence and/or screening implementation in relation to changes in guidance for cervical cancer screening. Two recent observational studies in Ontario have found reductions in STI and CT screening after recommendations to delay cervical cancer screening until age 21 (Cancer Care Ontario in May 2012) or age 25 (CTFPHC in January 2013).[2, 3] A retrospective before-after study of 200 women aged 19-25 years found a 50% reduction (from 40% [before May 2012] to 20% [after November 2012]; odds ratio [OR] 0.38, 95% confidence interval [CI] 0.19 to 0.74) of STI screening in family practice units in Toronto.[2] Another study using an interrupted time series design (4 quarters before and after May 2012) with population-based physician billing claims and public health surveillance data in Ontario found reductions in CT testing for females in all ages 15-29, but the largest decrease for those aged 15-19 (25.5% relative reduction [RR], 95% CI  -32.7 to -18.2).[3] Testing for CT in males aged 20-29 years increased to a small extent (ages 20-24: RR 7.1%, 95% CI 1.2 to 12.9 ; ages 25-29: RR 10.5%, 95% CI 4.1 to 16.9), which may be due to increased availability of urine tests. Confounding factors, such as possible changes in sexually activity or other risk factors, cannot be completely accounted for in these studies, and the effects on population prevalence over the longer term are difficult to predict.  

The guideline that this evidence review will support will not focus on screening for CT or NG during pregnancy, nor will it focus on screening for other STIs, or primary prevention of STIs. CT and NG will be the focus of this guideline as they represent the first and second most prevalent STIs in Canada. Furthermore, co-infection with CT is fairly common in people with NG and clinicians may screen for these infections simultaneously. This practice is facilitated by the availability of laboratory tests that can evaluate both organisms from a single sample and test, and because first-line treatment for NG can in most uncomplicated cases also treat CT, even though the effectiveness of screening for both in all cases has not been evaluated. Systematic reviews are available related to prevention of STIs, including behavioural counselling or other primary care interventions to encourage risk reduction.[7-14] Screening during pregnancy will not be included, owing to available resources and associated scope of work (e.g., different outcomes and testing and treatment considerations for mothers and newborns), as well as awareness of upcoming national guidance based on systematic reviews, for which the CTFPHC could adapt or appraise in the future. For CT, the scope of this guideline includes screening for serovars (strains) D-K, but not for serovars L1-3 which cause lymphogranuloma venereum (LGV). LGV is primarily an infection of the lymphatics and lymph nodes, and although it is increasing in some populations (i.e., men who have sex with men [MSM]) it is still rare in Canada (104 confirmed cases between 2004 and 2012).[15] It should be recognized, though, that most tests for CT will identify but not distinguish non-LGV and LGV serovars;[16] additional testing is required to differentiate between these serovars.

[bookmark: _GoBack]The most directly relevant screening approaches for this CTFPHC guideline are those delivered by primary health care providers, where participants are identified for screening via attendance at a clinic, more systematic means (e.g., mailed invitation via health register) or some other form of invitation, from locations considered a first point of contact with the health system such as clinician offices (e.g., family physician, pediatrician, nurse practitioner) and community health settings (e.g., school health clinics, emergency departments, sexually transmitted infection [STI] clinics, out-patient clinics, pharmacies, prisons, substance use clinics, family planning/fertility/abortion clinics, public health clinics). Evidence from screening undertaken in specialist settings (e.g., inpatient units, obstetrics/gynecology offices, infectious disease clinics), via outreach programming (e.g., sex venues, sports facilities, online), or using regional population register-based approaches (e.g., postal kits delivered to homes, not directly related to primary health care) will be included in this review but viewed as less direct evidence. This is primarily because health care providers of screening are the target audience of CTFPHC recommendations; there may also be differences in feasible approaches and in the prevalence of infections in [higher risk] populations targeted by outreach approaches,[17]) both of which would influence interpretations of the effects of screening in primary health care. This aligns with Health Canada’s functional definition of primary health care: (i) to provide first-contact services; and (ii) to coordinate care to ensure continuity and ease of movement across the system, so that care remains integrated (http://healthycanadians.gc.ca/health-system-systeme-sante/services/primary-primaires/about-apropos-eng.php).  
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