Appendix
Details of invitation process
Participants were invited through targeted invitation by the GP practice. Practices used executable files to identify eligible participants from the clinical record system. Lists of patients were generated as follows:
Search A: Aged 18+ years plus a serious comorbidity/risk factor for illness (all seasons)
Search B: Aged 65+ years, no comorbidities/‘at risk due to COVID’ (season 1 only)
Search C: Aged 18+ years plus an antibiotic prescription for RTI in the previous year to identify
those most likely to be at risk of recurrent RTIs (all seasons)
Search D: Aged 18–65 years, no comorbidities/risk factors–a wide sample to identify younger
participants who may self-report recurrent illness (season 3 only)
Lists were checked by the practice to ensure suitability to receive an invitation. A random
sample of participants (up to 3000 letters or 6000 texts per practice depending on practice list were sent an invitation pack by either i) a secure mail service (Docmail) containing an invitation letter, participant information sheet, details about how to sign up, and a sign-upcode to facilitate stratification by health status, or ii) a brief text message invitation with links to receive an invitation pack by email.
Interested participants visited the Immune Defence website and signed up using their unique sign-up code. Participants gave their consent online prior to completing the screening questions to check for exclusion criteria not identified by the practice searches (pregnant/breast-feeding; regularly use nasal sprays to prevent illness; allergy to nasal sprays; living in the same household as another participant; previously involved in the development phase of the trial). Ineligible patients were provided with a link to a brief advice page about managing RTIs. Patients who met the screening criteria  completed baseline measures and proceed to randomisation.

Intervention groups
To build motivation and confidence to adhere to the interventions, patients in the three active treatment arms (the two sprays and the brief physical activity/stress- management intervention) began their interventions with webpages explaining RTIs and their transmission and summarising their impact on health, work and social life. The webpages then proceeded to build a rationale for how using sprays or increasing activity and managing stress may help reduce the number, duration and severity of RTIs experienced. These explanations drew on how people with recurrent RTIs and/or risk factors understand and experience  RTI vulnerability and prevention1, participants were then directed to digital intervention components supporting either the use of nasal sprays or to make behaviour changes (increased physical activity and stress management). 
Nasal Sprays
Participants were given instructions on the use of sprays, including a demonstration video. Concerns about sprays identified by qualitative research during development were addressed, and tips provided to help people to remember using the sprays, including the correct technique.  This information was also provided in in a booklet sent to participants together with 2 bottles of nasal spray (and further bottles sent on request). Both online support and the booklet were developed iteratively using the Person Based Approach to intervention development2 3, drawing on Social Cognitive Theory and the Necessity-Concerns framework to build positive outcome expectations and confidence and skill in effective use of the sprays and reduce concerns around spray use?. This involved carrying out qualitative research into views of nasal sprays to inform initial online and booklet content1 and then using further qualitative research to gain feedback from participants on the materials to identify any changes needed to optimise the intervention. 
The two sprays were:
1) ‘Gel-based’ spray: Vicks first defence nasal spray, which has several ingredients, aiming to buffer pH (to provide a hostile environment for viruses) and provide a gel to trap viruses. Ingredients:  Aqua, Hydroxypropyl Methylcellulose (1%), Succinic Acid (1%), Disodium Succinate (0.44%), PCA (0.35%), Phenethyl Alcohol, Zinc EDTA, Zinc Acetate, Polysorbate 80, Menthol, Camphor, Sodium Saccharin, Eucalyptol.
2) Saline nasal spray: Sterinase nasal spray,  an isotonic spray. Ingredients: sodium chloride, aqua, phosphate salts.

One spray for each device delivers approximately 0.1 ml of fluid.

Brief physical activity and stress management intervention
‘Getting Active’ was developed and evaluated previously4 5 and  optimised for the context of RTIs using the Person Based Approach6.  The intervention builds motivation, makes suggestions for physical activity, increases confidence in undertaking activity, supports goal setting and monitoring, and provides automated tailored feedback and support.  It addresses concerns and barriers, using user stories to model achieving physical activity in the context of busy lives, low confidence, lack of money/facilities and chronic health conditions. A step counter was also sent to each participant. 
“Healthy Paths through Stress” (Healthy Paths) was initially developed as a digital intervention for stress/emotional distress for patients in primary care7.  It has also been used to manage distress in cancer survivors4.  Participants can explore a range of evidence-based techniques and read rationales and instructions for trying them. The techniques in the intervention are drawn from behavioural activation (pleasant activity scheduling, sleep hygiene) and/or mindfulness-based approaches (e.g. 3-minute breathing space, self-compassion exercise). Participants can select those they find most helpful.  Participants are advised that the techniques can be helpful at any time, but are particularly useful when experiencing stressful life events. 
Participants were encouraged to try both interventions and had access to them at all times throughout the study.  

Changes due to COVID and response by season.
The incidence of respiratory illness was likely to be much lower given COVID restrictions (hence modifying the sample size calculation). We  also recruited over three seasons (2020/21; 2021/22;2022/23), the last  being  most like a ‘new normal’, so provided estimates by season (see data analysis section), and mentioned this in the discussion. We also included the development of COVID-19 as an outcome (see  outcomes). 
Patient response varied by cohort due to the COVID pandemic: in cohorts 1 (2020-21), 2 (2021-22), and 3 (2022-23)  49,919, 256,551, and 324,704 invitation letters or texts were sent out  respectively, from 48, 138 and 146 GP practices; 3,987 (8%), 9,706 (3.8%) and 5,782 (1.8%) registered on the website and completed screening; and 3,360 (6.7%), 6,654 (2.6%)  and 3,785 (1.2%) were randomised into the study. Participant follow-up also varied by cohort: respectively 91%, 83% and 81%.

Other measures that will be reported separately for the process or economic analysis:
· physical activity using  International Physical Activity questionnaire10 sitting behaviours questionnaire11  and basic step counters (these outcomes will be reported in the process analysis).  
· adherence to nasal sprays, assessed through participant self-report.
· engagement with the trial interventions evaluated through usage data from the trial website
· respiratory infection avoidance behaviours
· participant quality of life using EQ-5d-5L12 (will be reported separately)
· NHS contacts through retrospective notes review
· NHS resource use
· out of pocket spending
· an optional paper-based daily symptom diary to document the pattern of symptom severity and duration13 14 should participants develop an RTI during the study period 



Protocol amendments. Each amendment was discussed and approved by both the HRA and the TSC.

	 
	Date of Amendment
	Category of amendment
	Amendment details
	Protocol version
	Date of approval by REC/HRA

	Original application
	 
	 
	 
	v3.0 22-10-2020
	23/10/2020

	HRA Amendment 1 
	06/01/2021
	Non-substantial
	Clarification of SAE reporting; wording changes to PIS/letter; participants for process evaluation; addition of outcome measures (vit D)
	v4.2 01-02-2021
	01/02/2021

	HRA Amendment 2
	25/05/2021
	Substantial
	For season 1 we included participants aged 65+ considered higher risk of COVID-19. From Season 2 onwards we tightened the inclusion criteria to include 65+ who also reported at least  1 RTI in a normal year so that the interventions were salient to participants.
	v5.0 16-06-2021
	25/05/2021

	HRA Amendment 3
	31/08/2021
	Non-substantial
	Minor amendment to include text to participant prior to telephone call for 6 month outcome measures.
	v5.1 02-09-2021
	15/09/2021

	HRA Amendment 4
	14/01/2022
	Substantial
	Amendment to add covering letter to the 12 month (final) questionnaire;  Provision of nasal sprays  after the 12 month period to preserve masking until the end of the study.  
	v6.0 8-2-2022
	16/03/2022

	HRA Amendment 5
	16/05/2022
	Substantial
	For season 3  focussing recruitment on  participants with comorbidity/risk factors, and not recruiting any further participants aged 65+  without any other risk factors for illness; Including text invitations; Clarifying SAE reporting; minor changes to PIS and invitation letter
	v7.1 15-8-2022
	18/08/2022

	HRA Amendment 6
	10/10/2022
	Non-substantial
	Adding a site.  
	No protocol change
	12/10/2022

	HRA Amendment 7
	18/10/2022
	Substantial
	Change to recruitment invitation pack to make more accessible and reduce costs; extend use of text invites; addition of community recruitment
	v8.0 10-10-2022
	31/10/2022

	HRA Amendment 8
	08/11/2022
	Non-substantial
	Minor wording changes to the poster. 
	v8.1 15-11-2022
	17/01/2023

	HRA Amendment 9
	08/12/2022
	Non-substantial
	Minor wording changes to the brief information sheet/invitation letter to reach underserved groups
	No protocol change
	13/01/2023

	HRA Amendment 10
	18/09/2023
	Non-substantial
	Minor changes to the protocol:  early analysis and clarification of primary population for analysis.
	v8.2 18-09-2023
	05/10/2023








Table S1.Outcome measures
	Measures
	Screening
	Baseline
	Illness diaries
	Monthly (1-2 months)
	12 weeks
	Monthly (4-5 months)
	6 months
	Monthly (7-12 months)
	13 months

	Screening 
	x
	
	
	
	
	
	
	
	

	Baseline variables
Gender, age; marital status; years of education; ethnicity; height and weight; smoking status; number of children <16years in the household; number of household members;  
	
	
	
	
	
	
	
	
	

	Respiratory illnesses:
	
	
	
	
	
	
	
	
	

	Number and type of illness
	
	x
	x
	x
	x
	x
	x
	x
	x

	Checklist of symptoms if illness occurred 
	
	
	x
	x
	x
	x
	x
	x
	X

	Days with illness
	
	x
	x
	x
	x
	x
	x
	x
	x

	Days with mod /severe illness
	
	x
	x
	x
	x
	x
	x
	x
	x

	Symptom severity
	
	
	x
	
	
	
	
	
	

	Days off work /normal activities
	
	x
	x
	x
	x
	x
	x
	x
	x

	Appointments with HCP
	
	x
	x
	x
	x
	x
	x
	x
	x

	If tested for COVID and the result
	
	x
	
	x
	x
	x
	x
	x
	x

	Flu vaccine 
	
	X
	
	
	
	
	
	
	

	COVID vaccine
	
	x
	
	
	x
	
	x
	
	x

	Vitamin D
	
	
	
	
	
	
	x
	
	x

	Courses of antibiotics
	
	x
	x
	x
	x
	x
	x
	x
	x

	Severity/other health problems
	
	x
	
	
	
	
	
	
	

	Psychological Process measures 
	
	x
	
	x
	
	
	x
	
	x

	Adherence to treatments/intervention
	
	
	x
	
	
	
	x
	
	x

	Beliefs in antibiotics
	
	x
	
	
	
	
	x
	
	x

	Intention to consult
	
	x
	
	
	
	
	x
	
	x

	IPAQ
	
	x
	
	
	
	
	x
	
	x

	Domain specific sitting
	
	x
	
	
	
	
	x
	
	x

	PHQ-8
	
	x
	
	
	
	
	x
	
	X

	GAD-7
	
	x
	
	
	
	
	x
	
	X

	EQ5D
	
	X
	x
	
	x
	
	x
	
	X

	Out of pocket expenses
	
	
	
	
	x
	
	x
	
	x

	Cold avoidance behaviours
	
	x
	
	
	x
	
	x
	
	x

	Use of nasal sprays
	
	x
	
	
	x
	
	x
	
	x

	Adverse events
	
	
	
	
	x
	
	x
	
	x

	
	
	
	
	
	
	
	
	
	



Table S1b. Distribution of days of symptoms 
	Days of symptoms
	Usual care (n=2983)
	Gel-based (n=2935)
	Saline (n=2967)
	Behavioural website (n=2727)

	     0 days
	1365 (45.8%)
	1355 (46.2%)
	1357 (45.7%)
	1310 (48.0%)

	     1-7 days
	687 (23.0%)
	801 (27.3%)
	822 (27.7%)
	671 (24.6%)

	     8-14 days
	469 (15.7%)
	434 (14.8%)
	446 (15.0%)
	354 (13.0%)

	     15-21 days
	203 (6.8%)
	160 (5.5%)
	158 (5.3%)
	173 (6.3%)

	     22-28 days
	67 (2.2%)
	57 (1.9%)
	64 (2.2%)
	61 (2.2%)

	     29 days or more
	192 (6.4%)
	128 (4.4%)
	120 (4.0%)
	158 (5.8%)





Table S2. Occurrence of illness (imputed analysis)
	
	Usual care
	Gel-based
	 Saline
	Behavioural website

	
	
	
	
	

	Occurrence of RTI (%)
	56.3%
	55.3%
	55.5%
	53.9%

	
	
	
	
	

	Unadjusted RR (95% CI)
	-
	0.98 (0.94, 1.03)
	0.99 (0.94, 1.03)
	0.96 (0.91, 1.00)

	Adjusted† RR (95% CI)
	-
	0.98 (0.94, 1.02)
p=0.32
	0.97 (0.93, 1.02)
p=0.33
	0.95 (0.91, 1.00)
p=0.03

	
	
	
	
	


RR, risk ratio for intervention vs usual care; †Adjusted for baseline number of days of RTI symptoms and stratum; Bold indicates p<0.05 statistically significant at 5% level; CI confidence interval

Table S3 Number of illnesses in last 6 months
	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	N=3451
	N=3448
	N=3450
	N=3450

	Number of RTIs among those who reported RTI(s)

	n
	1618
	1578
	1596
	1412

	Median (Q1-Q3)
	2 (1-2)
	2 (1-2)
	2 (1-2)
	1 (1-2)

	Mean (SD)
	2.00 (1.63)
	1.95 (1.54)
	1.91 (1.38)
	1.93 (1.73)

	
	
	
	
	

	Number of RTIs among all participants

	n
	2975
	2926
	2950
	2717

	Median (Q1-Q3)
	1 (0-2)
	1 (0-2)
	1 (0-2)
	1 (0-1)

	Mean (SD)
	1.09 (1.56)
	1.05 (1.49)
	1.03 (1.39)
	1.00 (1.58)

	
	
	
	
	

	Unadjusted IRR (95% CI)
	-
	0.97 (0.90, 1.03)
	0.95 (0.89, 1.02)
	0.92 (0.84, 1.01)

	Adjusted† IRR (95% CI)
	-
	0.94 (0.89, 1.01)
p=0.09
	0.96 (0.90, 1.02)
p=0.20
	0.93 (0.87, 1.00)
p=0.05


Complete cases analysis;  IRR, incidence rate ratio for intervention vs usual care; †Adjusted for baseline number of days of RTI symptoms and stratum; Bold indicates statistically significant at 5% level; CI confidence interval

Table S4. Analyses by stratum
	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	N=3451
	N=3448
	N=3450
	N=3450

	Stratum 1 - recurrence, no risk factors

	

	Reported RTI, n/N (%)
	162/219 (74.0%)
	150/222 (67.6%)
	144/228 (63.2%)
	144/194 (74.2%)

	Adjusted† RR (95% CI)
	-
	0.91 (0.81, 1.03)
	0.86 (0.76, 0.97)
	1.00 (0.89, 1.12)

	
	
	p=0.15
	p=0.02
	p=0.96

	
	
	
	
	

	Days of symptoms, median (Q1-Q3)
	8 (0, 16)
	5 (0, 12)
	5 (0, 10)
	7 (0, 20)

	Mean (SD)
	13.4 (18.4)
	9.0 (12.6)
	9.1 (14.7)
	14.0 (20.5)

	Adjusted† IRR (95% CI)
	- 
	0.71 (0.59, 0.86)
	0.83 (0.68, 1.01)
	1.04 (0.86, 1.27)

	
	
	p=0.001
	p=0.06
	p=0.67

	
	
	
	
	

	Stratum 2 - risk factors, no recurrence

	

	Reported RTI, n/N (%)
	923/1992 (46.3%)
	907/1920 (47.2%)
	920/1941 (47.4%)
	826/1813 (45.6%)

	Adjusted† RR (95% CI)
	-
	1.01 (0.94, 1.07)
	1.02 (0.96, 1.09)
	0.98 (0.92, 1.05)

	
	
	p=0.88
	p=0.54
	p=0.62

	
	
	
	
	

	Days of symptoms, median (Q1-Q3)
	0 (0, 7)
	0 (0, 6)
	0 (0, 7)
	0 (0, 7)

	Mean (SD)
	5.9 (13.3)
	5.1 (11.7)
	5.0 (10.7)
	5.6 (12.0)

	Adjusted† IRR (95% CI)
	-
	0.86 (0.79, 0.94)
	0.83 (0.76, 0.91)
	0.96 (0.87, 1.05)

	
	
	p=0.001
	p<0.0001
	p=0.40

	
	
	
	
	

	Stratum 3 - risk factors and recurrence

	
	
	
	
	

	Reported RTI, n/N (%)
	552/783 (70.5%)
	534/797 (67.0%)
	551/800 (68.9%)
	454/722 (62.9%)

	Adjusted† RR (95% CI)
	-
	0.96 (0.90, 1.03)
	0.97 (0.91, 1.03)
	0.90 (0.84, 0.96)

	
	
	p=0.23
	p=0.32
	p=0.003

	
	
	
	
	

	Days of symptoms, median (Q1-Q3)
	7 (0, 15)
	5 (0, 12)
	5 (0, 10)
	5 (0, 13)

	Mean (SD)
	12.6 (20.1)
	9.2 (14.6)
	9.1 (14.9)
	10.2 (17.9)

	Adjusted† IRR (95% CI)
	-
	0.80 (0.72, 0.89)
	0.78 (0.70, 0.87)
	0.98 (0.88, 1.10)

	
	
	p<0.0001
	p<0.0001
	p=0.75

	
	
	
	
	


RR, risk ratio; IRR, incidence rate ratio for intervention vs usual care; †Adjusted for baseline number of days of RTI symptoms and stratum; Bold indicates statistically significant at 5% level; CI confidence interval




Table S5. Subgroup analyses – by recruitment season
	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	N=3451
	N=3448
	N=3450
	N=3450

	Cohort 1 – 2020/21

	

	Reported RTI, n/N (%)
	237/781 (30.4%)
	209/764 (27.4%)
	245/765 (32.0%)
	181/728 (24.9%)

	Adjusted† RR (95% CI)
	-
	0.91 (0.78, 1.05)

	1.03 (0.90, 1.18)

	0.83 (0.70, 0.97)


	Days of symptoms, mean (SD)
	3.4 (9.7)
	2.6 (9.0)
	3.5 (12.9)
	3.3 (12.0) 

	Adjusted† IRR (95% CI)
	-
	0.95 (0.78, 1.17)

	1.07 (0.88, 1.31)

	1.21 (0.98, 1.50)


	
	
	
	
	

	Cohort 2 – 2021/22

	

	Reported RTI, n/N (%)
	868/1432 (60.6%)
	850/1389 (61.2%)
	871/1415 (61.6%)
	763/1298 (58.8%)

	Adjusted† RR (95% CI)
	-
	1.00 (0.94, 1.06)

	1.02 (0.96, 1.08)

	0.97 (0.91, 1.03)


	Days of symptoms, mean (SD)
	8.6 (16.3)
	7.4 (14.1)
	7.3 (12.7)
	7.6 (13.8)

	Adjusted† IRR (95% CI)
	
	0.85 (0.78, 0.93)

	0.84 (0.77, 0.92)

	0.92 (0.84, 1.00)


	
	
	
	
	

	Cohort 3 – 2022/23

	
	
	
	
	

	Reported RTI, n/N (%)
	532/781 (68.1%)
	532/786 (67.7%)
	499/789 (63.4%)
	480/703 (68.2%)

	Adjusted† RR (95% CI)
	-
	1.00 (0.93, 1.06)

	0.93 (0.86, 1.00)

	0.99 (0.93, 1.07)


	Days of symptoms, mean (SD)
	12.3 (19.2)
	8.7 (12.6)
	7.6 (11.1)
	11.2 (17.6)

	Adjusted† IRR (95% CI)
	-
	0.74 (0.66, 0.82)

	0.70 (0.62, 0.78)

	0.97 (0.87, 1.08)


	
	
	
	
	

	Cohort 2 vs cohort 1
	
	0.94 (0.77, 1.15)
	0.78 (0.64, 0.95)
	0.77 (0.63, 0.95)

	Adjusted† interaction term, IRR (95% CI)
	
	p=0.55
	p=0.01
	p=0.02

	
	
	
	
	

	Cohort 3 vs Cohort 1
Adjusted† interaction term, IRR (95% CI)
	
	0.82 (0.67, 1.02)
p=0.08
	0.65 (0.53, 0.80)
p<0.0001
	0.83 (0.67, 1.03)
p=0.10


†Adjusted for baseline number of days of RTI symptoms and stratum; Bold indicates statistically significant at p<0.05

Table S6. Subgroup analyses – by flu and covid vaccination status
	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	N=3451
	N=3448
	N=3450
	N=3450

	Flu vaccine - yes

	Reported RTI, n/N (%)
	1376/2588 (53.2%)
	1338/2536 (52.8%)
	1381/2555 (54.1%)
	1217/2364 (51.5%)

	Adjusted† RR (95% CI)
	-
	0.99 (0.94, 1.04)
	1.01 (0.96, 1.06)
	0.97 (0.92, 1.02)

	
	
	
	
	

	Days of symptoms, mean (SD)
	7.8 (15.2)
	6.2 (12.2)
	6.4 (12.6)
	7.0 (13.9)

	Adjusted† IRR (95% CI)
	-
	0.82 (0.76, 0.88)
	0.83 (0.77, 0.89)
	0.95 (0.89, 1.03)

	
	
	
	
	

	Flu vaccine – no

	Reported RTI, n/N (%)
	253/387 (65.4%)
	241/372 (64.8%)
	223/391 (57.0%)
	194/345 (56.2%)

	Adjusted† RR (95% CI)
	-
	1.00 (0.90, 1.10)
	0.89 (0.80, 1.00)
	0.87 (0.78, 0.98)

	
	
	
	
	

	Days of symptoms, mean (SD) 
	11.4 (21.0)
	8.2 (15.3)
	6.8 (11.6)
	9.9 (19.2)

	Adjusted† IRR (95% CI)
	-
	0.79 (0.67, 0.94)
	0.74 (0.62, 0.88)
	1.10 (0.92, 1.31)

	
	
	
	
	

	Flu vaccine – yes vs no
Adjusted† interaction term (95% CI)
	-
	1.03 (0.86, 1.23)
p=0.75
	1.14 (0.95, 1.37)
p=0.17
	0.88 (0.73, 1.06)
p=0.18

	
	
	
	
	

	Covid vaccine – yes

	Reported RTI, n/N (%)
	1484/2665 (55.7%)
	1439/2588 (55.6%)
	1463/2630 (55.6%) 
	1281/2392 (53.6%)

	Adjusted† RR (95% CI)
	
	0.99 (0.95, 1.04)
	1.00 (0.95, 1.04)
	0.96 (0.92, 1.01)

	
	
	
	
	

	Days of symptoms, mean (SD)
	8.4 (16.3)
	6.7 (13.1)
	6.6 (12.2)
	7.4 (13.9)

	Adjusted† IRR (95% CI)
	-
	0.82 (0.77, 0.88)
	0.81 (0.76, 0.87)
	0.93 (0.87, 1.00)

	
	
	
	
	

	Covid vaccine - no
	
	
	
	

	Reported RTI, n/N (%)
	153/329 (46.5%)
	152/351 (43.3%)
	152/339 (44.8%)
	143/337 (42.4%)

	Adjusted† RR (95% CI)
	
	0.93 (0.80, 1.08)
	0.91 (0.79, 1.05)
	0.92 (0.78, 1.07)

	
	
	
	
	

	Days of symptoms, mean (SD)
	6.8 (14.0)
	5.1 (9.9)
	5.1 (13.9)
	7.6 (19.8)

	Adjusted† IRR (95% CI)
	-
	0.85 (0.67, 1.08)
	0.78 (0.62, 1.00)
	1.41 (1.10, 1.79)

	
	
	
	
	

	Covid vaccine - yes vs no 
Adjusted† interaction term (95% CI)
	-
	0.98 (0.79, 1.23)
p=0.87
	1.05 (0.84, 1.31)
p=0.66
	0.67 (0.54, 0.84)
p=0.001


†Adjusted for baseline number of days of RTI symptoms and stratum; Bold indicates statistically significant p<0.05

Table S7. Subgroup analyses – by comorbidity and number of comorbidities
	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	N=3451
	N=3448
	N=3450
	N=3450

	Any comorbidity – yes

	Reported RTI, n/N (%)
	1310/2394 (54.7%)
	1265/2303 (54.9%)
	1270/2318 (54.8%)
	1138/2136 (53.3%)

	
	
	
	
	

	Days of symptoms, mean (SD)
	8.3 (16.1)
	6.9 (13.5)
	6.4 (11.9)
	7.7 (15.1)

	Adjusted† IRR (95% CI)
	-
	0.85 (0.79, 0.92)
	0.81 (0.75, 0.87)
	1.00 (0.92, 1.07)

	
	
	
	
	

	Any comorbidity – no

	Reported RTI, n/N (%)
	327/600 (54.5%)
	326/636 (51.3%)
	345/651 (53.0%)
	286/593 (48.2%)

	
	
	
	
	

	Days of symptoms, mean (SD)
	7.7 (16.1)
	5.3 (9.7)
	6.3 (14.2)
	6.3 (13.1)

	Adjusted† IRR (95% CI)
	-
	0.69 (0.60, 0.80)
	0.80 (0.69, 0.92)
	0.87 (0.75, 1.01)

	
	
	
	
	

	Any comorbidity – yes vs no 
Adjusted† interaction term (95% CI)
	-
	1.25 (1.06, 1.47)
p=0.01
	1.02 (0.87, 1.20)
p=0.79
	1.15 (0.97. 1.36)
p=0.10

	
	
	
	
	

	Comorbidities – 2 or more

	Reported RTI, n/N (%)
	811/1471 (55.1%)
	773/1428 (54.1%)
	763/1370 (55.7%)
	677/1281 (52.9%)

	
	
	
	
	

	Days of symptoms, mean (SD)
	8.7 (16.3)
	7.0 (14.7)
	6.8 (12.8)
	8.3 (16.9)

	Adjusted† IRR (95% CI)
	-
	0.85 (0.78, 0.94)
	0.80 (0.72, 0.88)
	1.04 (0.95, 1.15)

	
	
	
	
	

	Comorbidities 1 or fewer
	
	
	
	

	Reported RTI, n/N (%)
	826/1523 (54.2%)
	818/1511 (54.1%)
	852/1599 (53.3%)
	747/1448 (51.6%)

	
	
	
	
	

	Days of symptoms, mean (SD)
	7.8 (15.8)
	6.0 (10.6)
	6.1 (12.1)
	6.5 (12.5)

	Adjusted† IRR (95% CI)
	-
	0.79 (0.72, 0.86)
	0.83 (0.76, 0.90)
	0.91 (0.83, 1.00)

	
	
	
	
	

	Comorbidities – more vs less 
Adjusted† interaction term (95% CI)
	-
	1.09 (0.96, 1.24)
p=0.20
	0.98 (0.86, 1.12)
p=0.77
	1.15 (1.01, 1.32)
p=0.04


†Adjusted for baseline number of days of RTI symptoms and stratum; Bold indicates statistically significant p<0.05
Table S8. Subgroup analyses (post-hoc) – by education and ethnicity
	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	N=3451
	N=3448
	N=3450
	N=3450

	Education – degree or higher 

	Reported RTI, n/N (%)
	757/1326 (57.1%)
	725/1325 (54.7%)
	748/1324 (56.5%)
	667/1198 (55.7%)

	
	
	
	
	

	Days of symptoms, mean (SD) 
	8.6 (16.0)
	6.4 (12.4)
	6.4 (12.4)
	7.2 (12.4)

	Adjusted† IRR (95% CI)
	-
	0.80 (0.73, 0.88)
	0.78 (0.71, 0.85)
	0.91 (0.83, 1.00)

	
	
	
	
	

	Education – no degree

	Reported RTI, n/N (%)
	877/1662 (52.8%)
	858/1604 (53.5%)
	861/1636 (52.6%)
	757/1528 (49.5%)

	
	
	
	
	

	Days of symptoms, mean (SD)
	7.9 (16.2)
	6.6 (13.1)
	6.4 (12.5)
	7.5 (16.3)

	Adjusted† IRR (95% CI)
	-
	0.84 (0.77, 0.93)
	0.84 (0.77, 0.92)
	1.03 (0.94, 1.13)

	
	
	
	
	

	Education higher vs lower - Adjusted† interaction term (95% CI)
	-
	0.94 (0.82, 1.07)
p=0.33
	0.92 (0.81, 1.05)
p=0.23
	0.88 (0.77, 1.01)
p=0.07

	
	
	
	
	

	Ethnicity – minority

	Reported RTI, n/N (%)
	51/81 (63.0%)
	56/85 (65.9%)
	44/75 (58.7%)
	43/77 (55.8%)

	
	
	
	
	

	Days of symptoms, mean (SD)
	7.7 (8.9)
	5.0 (6.3)
	7.3 (9.3)
	7.3 (9.4)

	Adjusted† IRR (95% CI)
	-
	0.62 (0.47, 0.81)
	1.02 (0.77, 1.35)
	1.01 (0.77, 1.34)

	
	
	
	
	

	Ethnicity - white
	
	
	
	

	Reported RTI, n/N (%)
	1578/2894 (54.5%)
	1527/2840 (53.8%)
	1567/2881 (54.4%)
	1375/2637 (52.1%)

	
	
	
	
	

	Days of symptoms, mean (SD)
	8.2 (15.8)
	6.5 (12.8)
	6.4 (12.4)
	7.4 (14.7)

	Adjusted† IRR (95% CI)
	-
	0.83 (0.78, 0.89)
	0.81 (0.76, 0.87)
	0.98 (0.91, 1.04)

	
	
	
	
	

	Ethnicity: minority vs white - Adjusted† interaction term (95% CI)
	-
	0.71 (0.53, 0.95)
p=0.02
	1.18 (0.87, 1.60)
p=0.29
	1.03 (0.76, 1.41)
p=0.84


†Adjusted for baseline number of days of RTI symptoms and stratum; Bold indicates statistically significant p<0.05

Table S9. Adverse events of special interest
	
	Usual Care 

(N=3451)
	Gel-based (N=3448)
	Saline 

(N=3450)
	Behavioural website (N=3450)


	
	
	
	
	

	Headache/sinus pain, n
	2556
	2498
	2547
	2231

	     Yes
	123 (4.8%)
	199 (7.8%)
	101 (4.0%)
	101 (4.5%)

	     No
	2391 (93.5%)
	2228 (89.2%)
	2377 (93.3%)
	2091 (93.7%)

	     Not sure
	42 (1.6%)
	71 (2.8%)
	69 (2.7%)
	39 (1.7%)

	Adjusted† RR (95% CI)
	-
	1.61 (1.30, 1.99)
p<0.0001
	0.81 (0.63, 1.05)
p=0.11
	0.95 (0.74, 1.22)
p=0.69

	
	
	
	
	

	Heavy nosebleed, n
	2556
	2495
	2548
	2227

	     Yes
	59 (2.3%)
	55 (2.2%)
	64 (2.5%)
	45 (2.0%)

	     No
	2494 (97.6%)
	2430 (97.4%)
	2473 (97.1%)
	2170 (97.4%)

	     Not sure
	3 (0.1%)
	10 (0.4%)
	11 (0.4%)
	12 (0.5%)

	Adjusted† RR (95% CI)
	-
	0.95 (0.66, 1.37)
p=0.80
	1.09 (0.77, 1.54)
p=0.64
	0.88 (0.60, 1.29)
p=0.51

	
	
	
	
	

	Nasal dryness/irritation, n
	2556
	2498
	2547
	2229

	     Yes
	640 (25.0%)
	591 (23.7%)
	518 (20.3%)
	496 (22.3%)

	     No
	1826 (71.4%)
	1801 (72.1%)
	1948 (76.5%)
	1686 (75.6%)

	     Not sure
	90 (3.5%)
	106 (4.2%)
	81 (3.2%)
	47 (2.1%)

	Adjusted† RR (95% CI)
	-
	0.93 (0.84, 1.02)
p=0.11
	0.80 (0.72, 0.88)
p<0.0001
	0.88 (0.80, 0.98)
p=0.03

	
	
	
	
	

	Slight nosebleed, n
	2555
	2497
	2546
	2228

	     Yes
	281 (11.0%)
	288 (11.5%)
	299 (11.7%)
	242 (10.9%)

	     No
	2242 (87.7%)
	2179 (87.3%)
	2217 (87.1%)
	1971 (88.5%)

	     Not sure
	32 (1.3%)
	30 (1.2%)
	30 (1.2%)
	15 (0.7%)

	Adjusted† RR (95% CI)
	-
	1.04 (0.89, 1.22)
p=0.61
	1.06 (0.91, 1.24)
p=0.45
	0.99 (0.84, 1.17)
p=0.92

	
	
	
	
	

	Trips/falls, n
	2557
	2496
	2548
	2231

	     Yes
	481 (18.8%)
	344 (13.8%)
	326 (12.8%)
	416 (18.6%)

	     No
	2045 (80.0%)
	2128 (85.3%)
	2199 (86.3%)
	1791 (80.3%)

	     Not sure
	31 (1.2%)
	24 (1.0%)
	23 (0.9%)
	24 (1.1%)

	Adjusted† RR (95% CI)
	-
	0.73 (0.64, 0.83)
p<0.0001
	0.68 (0.60, 0.77)
p<0.0001
	0.99 (0.88, 1.12)
p=0.88

	
	
	
	
	


RR risk ratio assuming ‘not sure’ categorised as ‘no’; †Adjusted for baseline days of symptoms and stratum; CI confidence interval; Bold indicates statistically significant p<0.05. Denominators vary due to missing data.



Table S10. Baseline characteristics of the randomised population
	
	Randomised Group

	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	N=3451
	N=3448
	N=3450
	N=3450

	Gender, n (%)
	
	
	
	

	     Male
	1548 (44.9%)
	1536 (44.6%)
	1488 (43.2%)
	1526 (44.3%)

	     Female
	1890 (54.8%)
	1900 (55.2%)
	1953 (56.7%)
	1904 (55.3%)

	     Other
	5 (0.1%)
	4 (0.1%)
	2 (0.1%)
	10 (0.3%)

	     Prefer not to say
	3 (0.1%)
	5 (0.1%)
	4 (0.1%)
	4 (0.1%)

	     Missing
	5
	3 
	3
	6 

	
	
	
	
	

	Age, median (Q1-Q3)
	64 (51-71) 
	65(50-71) 
	64 (50-71) 
	64 (51-71) 

	Missing
	2
	1
	1
	5

	
	
	
	
	

	Ethnicity, n (%)
	
	
	
	

	     White
	3328 (97.1%)
	3324 (97.0%)
	3334 (97.1%)
	3319 (96.8%)

	     Mixed
	25 (0.7%)
	35 (1.0%)
	28 (0.8%)
	38 (1.1%)

	     Asian
	51 (1.5%)
	49 (1.4%)
	46 (1.3%)
	54 (1.6%)

	     Black
	16 (0.5%)
	11 (0.3%)
	12 (0.3%)
	6 (0.2%)

	     Other
	9 (0.3%)
	9 (0.3%)
	14 (0.4%)
	11 (0.3%)

	     Missing
	22
	20
	16
	22

	
	
	
	
	

	Marital status, n (%)
	
	
	
	

	     Single
	402 (11.7%)
	398 (11.6%)
	424 (12.3%)
	428 (12.5%)

	     Married
	2474 (71.9%)
	2439 (71.0%)
	2423 (70.5%)
	2408 (70.1%)

	     Widowed
	216 (6.3%)
	225 (6.5%)
	229 (6.7%)
	222 (6.5%)

	     Divorced
	292 (8.5%)
	320 (9.3%)
	303 (8.8%)
	308 (9.0%)

	     Separated
	55 (1.6%)
	54 (1.6%)
	59 (1.7%)
	71 (2.1%)

	     Missing
	12
	12
	12
	13

	
	
	
	
	

	Education, n (%)
	
	
	
	

	     No qualifications
	196 (5.7%)
	188 (5.5%)
	212 (6.2%)
	216 (6.3%)

	     GCSE
	711 (20.7%)
	749 (21.8%)
	730 (21.2%)
	694 (20.2%)

	     A-level
	588 (17.1%)
	572 (16.6%)
	568 (16.5%)
	587 (17.1%)

	     HNC/HND
	288 (8.4%)
	289 (8.4%)
	283 (8.2%)
	325 (9.4%)

	     Degree
	898 (26.1%)
	891 (25.9%)
	893 (26.0%)
	872 (25.3%)

	     Higher degree
	204 (5.9%)
	247 (7.2%)
	216 (6.3%)
	239 (6.9%)

	     Postgraduate
	409 (11.9%)
	380 (11.1%)
	401 (11.7%)
	392 (11.4%)

	     Other
	146 (4.2%)
	121 (3.5%)
	137 (4.0%)
	117 (3.4%)

	     Missing
	11
	11
	10
	8

	
	
	
	
	

	Number in household, median (Q1-Q3)
	2 (2-3)
	2 (2-3)
	2 (2-3)
	2 (2-3)

	     Missing
	23 
	29
	13
	38

	
	
	
	
	

	Children under 16 in household, n (%)
	545 (16.0%)
	514 (15.1%)
	531 (15.6%)
	483 (14.2%)

	     Missing
	43 
	52
	41
	46

	
	
	
	
	

	BMI, mean (sd)
	28.6 (6.9)
	28.5 (8.1)
	28.5 (6.9)
	28.4 (6.9)

	     Missing
	80
	82
	56
	71

	
	
	
	
	

	Current smoker, n (%)
	178 (5.2%)
	192 (5.6%)
	177 (5.2%)
	157 (4.6%)

	     Missing
	49
	34
	40
	36

	
	
	
	
	

	Any comorbidity, n (%)
	2724 (79.0%)
	2706 (78.5%)
	2699 (78.3%)
	2687 (78.0%)

	Missing
	2
	1
	1
	5

	Number comorbidities, median (Q1-Q3)
	1 (1-2)
	1 (1-2)
	1 (1-2)
	1 (1-2)

	
	
	
	
	

	Flu vaccination in last 12 months, n (%)
	2912 (85.0%)
	2888 (84.6%)
	2882 (84.2%)
	2907 (85.0%)

	     Missing
	26
	36
	27
	31

	
	
	
	
	

	Covid vaccination in last 12 months, n (%)
	3045 (88.3%)
	3019 (87.6%)
	3040 (88.1%)
	3000 (87.1%)

	Missing
	2
	1
	1
	5

	
	
	
	
	

	Covid illness in last 12 months, n (%)
	
	
	
	

	     Yes
	1068 (31.2%)
	1070 (31.2%)
	1034 (30.1%)
	1038 (30.2%)

	     No
	2253 (65.8%)
	2236 (65.2%)
	2290 (66.6%)
	2277 (66.3%)

	     Not sure
	103 (3.0%)
	123 (3.6%)
	116 (3.4%)
	117 (3.4%)

	     Missing
	27
	19
	10
	18

	
	
	
	
	

	Days of Covid symptoms, n median (Q1-Q3)
	1032
8 (5-14)
	971
8 (5-14)
	1017
7 (5-12)
	997
8 (5-14)

	
	
	
	
	

	Previous use nasal spray, n (%)
	2826 (85.3%)
	2800 (84.5%)
	2811 (84.8%)
	2846 (85.9%)

	     Missing
	138 
	135
	137
	138 

	
	
	
	
	

	Had RTI in a normal year, n (%)
	3093 (89.7%)
	3106 (90.1%)
	3065 (88.9%)
	3114 (90.4%)

	Missing
	2
	1
	1
	5

	
	
	
	
	

	Number RTIs in a normal year, n median (Q1-Q3)
	3054
2 (1-3)
	3073
2 (1-3)
	3039
2 (1-3)
	3076
2 (1-3)

	
	
	
	
	


RTI respiratory tract illness



Table S11. Baseline outcomes for the randomised population
	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	N=3451
	N=3448
	N=3450
	N=3450

	RTI in last 12 months
	2614 (75.8%)
	2644 (76.7%)
	2610 (75.7%)
	2637 (76.5%)

	Missing
	2
	1
	1
	5

	
	
	
	
	

	Number of RTIs last 12 months, mean (SD) median (Q1-Q3)
	1.9 (1.9) 
2 (1-3)
	1.8 (1.9) 
1 (1-3)
	1.8 (1.8) 
1 (1-3)
	1.8 (1.7) 
1 (1-3)

	
	
	
	
	

	
	
	
	
	

	Days with RTI symptoms, mean (SD) median (Q1-Q3)
	14.0 (18.8) 
8 (2-19)
	13.7 (17.9) 
8 (3-20)
	13.5 (18.2) 
8 (2-18)
	13.8 (18.4) 
8 (2-20)

	
	
	
	
	

	
	
	
	
	

	Days moderately bad symptoms, mean (SD)  median (Q1-Q3)
	6.2 (10.7) 
3 (0-7)
	6.0 (10.5) 
3 (0-7)
	5.9 (10.3) 
3 (0-7)
	6.1 (10.9) 
3 (0-7)

	
	
	
	
	

	
	
	
	
	

	Days of work lost, mean (SD)  median (Q1-Q3)
	3.8 (9.3) 
0 (0-4)
	3.6 (8.8) 
0 (0-4)
	3.5 (8.6) 
0 (0-4)
	3.5 (8.1) 
0 (0-4)

	
	
	
	
	

	
	
	
	
	

	Number times saw doctor, mean (SD)  median (Q1-Q3)
	0.6 (1.4) 
0 (0-1)
	0.5 (1.2) 
0 (0-1)
	0.6 (1.3) 
0 (0-1)
	0.6 (1.4) 
0 (0-1)

	
	
	
	
	

	
	
	
	
	

	Number courses antibiotics,  mean (SD) median (Q1-Q3)
	0.5 (1.2) 
0 (0-0)
	0.4 (1.0) 
0 (0-0)
	0.4 (1.0) 
0 (0-0)
	0.4 (1.0) 
0 (0-0)

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	PHQ-8 score5, mean (SD)  median (Q1-Q3)
	4.5 (4.8) 
3 (1-7)
	4.4 (4.7) 
3 (1-6)
	4.4 (4.7) 
3 (1-6)
	4.4 (4.7) 
3 (1-6)

	
	
	
	
	

	     Missing
	247 
	209 
	217 
	223 

	
	
	
	
	

	GAD-7 score6, mean (SD)  median (Q1-Q3)
	3.6 (4.2) 
2 (0-5)
	3.5 (4.2) 
2 (0-5)
	3.5 (4.2) 
2 (0-5)
	3.5 (4.3) 
2 (0-5)

	
	
	
	
	

	     Missing
	192 
	186 
	186 
	207 


RTI respiratory tract illness
5 PHQ-8 score measures depression on a scale of 0 to 24, with 10 considered major depression                                   
6 GAD-7 score measures anxiety on a scale of 0 to 21, with 10 considered generalized anxiety disorder





Figure S1. Subgroups – Gel-based spray vs Usual care	Comment by Paul Little: Taeko might be based to say Gel-based spray since that is how we refer to it in the main text	Comment by Taeko Becque: Updated
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Figure S2. Subgroups – Saline spray vs usual care
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Figure S3. Subgroups – Behavioural website vs usual care
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Table S12. Sensitivity analyses for missing data
	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	(N=3451)
	(N=3448)
	(N=3450)
	(N=3450)

	
	
	
	
	

	Assuming all missing had 0 days symptoms (5th percentile)

	Reported RTI
	1626/3449 (47.1%)
	1587/3447 (46.0%)
	1613/3449 (46.8%)
	1422/3445 (41.3%)

	Adjusted† RR (95% CI)
	-
	0.98 (0.93, 1.03)
	0.99 (0.94, 1.04)
	0.87 (0.83, 0.92)

	Days of symptoms, mean (SD)
	7.1 (15.2)
	5.5 (12.0)
	5.5 (11.8)
	5.8 (13.4)

	Adjusted† IRR (99% CI)
	-
	0.82 (0.77, 0.88)
p<0.0001
	0.81 (0.76, 0.87)
p<0.0001
	0.98 (0.91, 1.04)
p=0.48

	
	
	
	
	

	Assuming all missing had 30, 28, 27, 30 days symptoms (95th percentile) respectively

	Reported RTI
	2092/3449 (60.7%)
	2099/3447 (60.9%)
	2095/3449 (60.7%)
	2140/3445 (62.1%)

	Adjusted† RR (95% CI)
	-
	0.99 (0.95, 1.02)
	0.99 (0.95, 1.02)
	1.01 (0.98, 1.04)

	Days of symptoms, mean (SD)
	11.2 (16.7)
	9.7 (14.0)
	9.3 (13.6)
	12.1 (16.0)

	Adjusted† IRR (99% CI)
	-
	0.89 (0.83, 0.95)
p<0.0001
	0.85 (0.80, 0.91)
p<0.0001
	1.09 (1.02, 1.17)
p=0.001

	
	
	
	
	


†Adjusted for baseline number of days of RTI symptoms and stratum; Bold indicates statistically significant p<0.05


Table S13. Subgroup analyses (post-hoc) – by smoking status
	
	Usual care
	Gel-based
	Saline
	Behavioural website

	
	N=3451
	N=3448
	N=3450
	N=3450

	Current smoker – yes

	Reported RTI, n/N (%)
	81/128 (63.3%)
	71/130 (54.6%)
	85/129 (65.9%)
	60/109 (55.1%)

	
	
	
	
	

	Days of symptoms, mean (SD) 
	10.1 (19.1)
	7.7 (14.0)
	9.3 (13.7)
	10.5 (23.8)

	Adjusted† IRR (95% CI)
	-
	0.96 (0.70, 1.31)
	1.00 (0.74, 1.35)
	1.41 (1.01, 1.95)

	
	
	
	
	

	Current smoker – no 

	Reported RTI, n/N (%)
	1537/2826 (54.4%)
	1506/2782 (54.1%)
	1513/2806 (53.9%)
	1352/2596 (52.1%)

	
	
	
	
	

	Days of symptoms, mean (SD)
	8.1 (15.5)
	6.5 (12.7)
	6.3 (12.4)
	7.3 (14.2)

	Adjusted† IRR (95% CI)
	-
	0.82 (0.77, 0.88)
	0.81 (0.76, 0.87)
	0.97 (0.90, 1.04)

	
	
	
	
	

	Smoker: yes vs no - Adjusted† interaction term (95% CI)
	-
	1.12 (0.82, 1.52)
p=0.47
	1.21 (0.90, 1.62)
p=0.21
	1.40 (1.02, 1.93)
p=0.04


†Adjusted for baseline number of days of RTI symptoms and stratum; Bold indicates statistically significant at p<0.05














	
	Usual care
	Gel-based spray
	Saline spray
	Behavioural website

	Belief in effectiveness of antibiotics1, n mean (SD)
	2527 
3.6 (1.5)
	2473 
3.5 (1.5)
	2511
3.5 (1.5)
	2209
3.6 (1.6)

	Adjusted* OR (95% CI)
	-
	0.90 (0.82, 0.99)
	0.89 (0.81, 0.99)
	1.00 (0.91, 1.11)

	
	
	
	
	

	Intention to consult2, n mean (SD)
	2543
2.94 (1.40)
	2489
2.88 (1.35)
	2529
2.86 (1.37)
	2225
2.93 (1.40)

	Adjusted* mean difference (95% CI)
	-
	-0.10 (-0.18, -0.02)
	-0.11 (-0.19, -0.03)
	-0.001 (-0.08, 0.08)


Table S14. Beliefs in antibiotics and intention to consult
1 Belief in effectiveness of antibiotics on a scale 1 (not at all effective) to 6 (extremely effective)
2 Likelihood of seeing doctor on a scale 1 (not at all likely) to 6 (extremely likely)


Table S15. CACE analysis of nasal spray usage at the first sign of infection
	
	Usual care
	Vicks First Defence
	Nasal saline
	

	
	(N=3449)
	(N=3447)
	(N=3449)
	

	
	
	
	
	

	Nasal spray – used at first signs of infection
	1440/2471 (58.3%)
	1512/2520 (60.0%)
	

	Nasal spray - not used at first signs
	359/2471 (14.5%)
	355/2520 (14.1%)
	

	Nasal spray - N/A did not have infection
	672/2471 (27.2%)
	653/2520 (25.9%)
	

	Days used at first signs among all participants, median (IQR)
	3 (0, 5)
	3 (0, 5)
	

	Times used per day at first signs among all participants, median (IQR)
	2 (0, 3)
	2 (0, 4)
	

	Days used among those using at first signs, median (IQR)
	4 (2, 6)
	4 (2, 7)
	

	Times per day among those using first signs, median (IQR)
	3 (2, 4)
	3 (2, 4)
	

	

	Reported a RTI among those who used at first signs, n (%)
	1102/1438 (76.6%)
	1148/1512 (75.9%)
	

	
	
	
	
	

	Days of symptoms among those who used at first signs, mean(sd)
	11.5 (13.6)
	10.9 (11.7)
	

	median (IQR)
	
	7 (4, 14)
	7 (4, 14)
	

	
	
	
	
	

	CACE - adjusted IRR (95% CI) 
	0.78 (0.70, 0.86)
	0.75 (0.68, 0.83)
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