Guide to using the calculations spreadsheet
Navigating the spreadsheet tabs
Accompanying this article, we provide an updated spreadsheet that can be downloaded and used to perform all the calculations described (see Additional File 3).  Furthermore, it allows users to log all the relevant information pertaining to estimation of a trial HR in one place. To ensure familiarity and continuity for users of the previous version (1), we have kept changes to a minimum. 
The Cover sheet (Figure AF3.1a) provides references for users to cite when they use the spreadsheet, the contents, a summary of how it works and a list of those who contributed to spreadsheet development. 
In the Trial details sheet (Figure AF3.1b) users can enter descriptions of the trial or study (which then populates subsequent sheets), details of the researcher entering the information, the source(s) of the extracted data and any additional comments. Some general instructions for entering data on this and subsequent sheets are provided.
The Summary data sheet (Figure AF3.2) allows users to enter all the available information and summary statistics. 
In the Curve data sheet, the number of participants randomised or analysed (i.e. event-free at the start), the selected time points and the associated event-free probabilities for the research and control arms should be entered, together with the actual or estimated minimum and maximum follow-up (Figure AF3.3a). The time intervals will be generated automatically from the timepoints, and the inputted data will be displayed on the accompanying curve copy sheet (Figure AF3.3b).  Alternatively, similar data from a KM and the available numbers at risk can be input in the Curve data with n(risk) sheet. 
Numbers should be entered into the spreadsheet in accordance with country-specific Excel settings. For example, in the UK and United States, a decimal point is represented by a full stop or period (e.g., “24.55”), whereas in many others it is represented by a comma (e.g. “24,55”).
Once all the summary statistics and/or curve data are entered, all possible estimates of the HR, CI, log HR, standard error of log HR, V and O-E will be displayed in the Output Information sheet (Figure 4), with other cells left blank. The included key clarifies which data and methods are used for each set of estimates. To accommodate additional scenarios, 13 methods are included rather than the 11 described previously (1), and these are slightly re-ordered as per Additional File 1.



Figure AF3.1: Calculations spreadsheet: (a) Cover sheet, (b) Trial details sheet
(a)
[image: A screenshot of a computer

Description automatically generated]


(b)
[image: A screenshot of a computer

Description automatically generated]



Figure AF3.2: Calculations spreadsheet: Summary data sheet
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Figure AF3.3: Calculations spreadsheet: (a) Curve data sheet, (b) Curve copy sheet
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Figure AF3.4: Calculations Spreadsheet: Output information
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Key to methods
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Trial (or Study) name:[MRC BAOG/EORTC 30894 ] Data source:
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Data entered by: [22yne Tiemey. MRCCTU@UCL ]

Date: [31/10/2023 Comments:

Lancet 1999, 354: 63340

[Min = 14 months; Max = 62 months
(Estimated from accrual period of 69 months:- 11/1989 to 07/1995
[and median follow up of 48 months)

General instructions:
- The tral or study) name/ID entered on this sheet will appear on other sheets

- ffrelevant, we recommend including methods for estimating minimax follow-up
inthe "Comments” box, for future reference
(N.B. If pasting muliple lines into the “Data source" or “Comments” boxes, you may need
to paste into the Excel Formula Bar)

- Enter information exracted from the tral (or study) reportin the shaded boxes on sheet (2a)
- Enter data extracted from a KM curve in worksheet (2a), o worksheet (3a), if numbers
atrisk are available

- All possible estimates of the HR and related statistics are shown on worksheet (4)

- Use Tabto move between white boxes
- Enabling macros will allow easy clearing of data, and printing

References:

This spreadshestis disseminated alongside the following reference:

Tierney JF, Burdelt 5, Fisher D). Practical methods for incorporating

sumrmary time-to-event data into meta-analysis: updated guidance.
Sstsonstic Foviews 2023 (Subrmitied)

Estimations of hazard rafios and related stafistics are based on the
methods described in
Parmer MK, Torri V & Stewert. Extracting summary satistios to perform
meta-analyses of the published literature for survival endpoints.
Stistivs o Meliine 1898, 17: 286534

Tierney JF, Stewart L, Gersi D, Burdelt S, Sydes MR, Practical methods|
for incarporaling summary time-to-event data into meta-analysis.
Tl 2007:8:

Licence and Disclaimer:

This work i licensed under a Creative Commons Attribution-NonCommercial 4.0 International License. @08
“This tool is made available free of charge and may e freely distributed. The authors accept no respansiailty for errors (although we do welcome feedback!) -
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Summary data from trial (or study) report
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Notes:
Enter any information that can be extracted from the paper in the shaded boxes
Itis important to enter a Randomisation ratio i applicable,

s certain calculations cannot be done if it is missing

Calculations based on HR<1 being an advantage to R and HR>1 being an advantage to C

“Expected events” are logrank expected events
“Variance” is the logrank variance of the number of control-arm events
The Data Checks box below will highlight errors or missing information
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