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To: JoVE Editor
Re: Response to Editor


Dear Editor,

My colleagues and I are pleased to learn that you are interested in reviewing a revised version of our manuscript. Thank you for allowing a resubmission of our manuscript, with an opportunity to address the editor and reviewers’ comments. We found the editor’s comments are reasonable and insightful. We have addressed concerns of the editor and reviewers as detailed in the “response to editor” section attached at the end of the letter. We have also made careful revisions according to the editor and editor’s suggestions.
We are uploading (a) our point-by-point response to the comments (below) (response to editor and reviewers) and (b) an updated manuscript with red color indicating changes. We hope the revised manuscript satisfactorily meets the expectations for publication by the Journal. However, not fully answer situation may occur due to comprehension gap between us and editor or reviewers. Limited experienced in protocol draft, we apologized for any inconvenience caused by us. We promised to revise this protocol until suitable for film. We also attached AJE English Editing certificate for reference. We would greatly appreciate any further changes for manuscript presentation if you require again. We look forward to your positive feedback.

Best regards,

Dr. I-Shiang Tzeng
Taipei Tzu-Chi Hospital, Taiwan







Editor, Concern #1. Please revise for clarity. 
Editor, Highlight: “From the perspective of the etiologies of alcohol and viral, it is closely related to liver cirrhosis.”
Author response: We have revised accordingly.
Revised action: HCC is associated with liver cirrhosis with alcohol and viral etiologies

Editor, Concern #2. Please revise for clarity.
Editor, Highlight: “Since separating the residuals from the median polishing stage, to return these residuals to evaluate their impact on the cohort category is the final stage (cohort is an indicator variable), and the proportion of HCC deaths in each cohort is the same as its influence.”
Author response: We have revised accordingly.
Revised texts: The HCC deaths were determined for each cohort with its weighted influence.

Editor, Concern #3. Please provide the terminal commands or the button clicks in the software to perform the actions in the protocol. We need these details in order to film.
Editor, Highlight: “The software SPSS version 24.0 used to execute protocols for this study.”
Author response: We thanks for editor’s suggestions and comments. We have added accordingly.

Editor, Concern #4. How are the identifications and classifications done?
Editor, Highlight: “we identify and group classification of cause of death into specific disease categories using the International Classification of Disease (ICD) Code. HCC mortality was classified according to ICD 150.”
Author response: We thanks for editor’s suggestions and comments. We examined the physician identified patients’ clinical symptom, lab test and medical image to give diagnosis identifications according to International Classification of Disease (ICD) Code.
Revised texts: Have the HCC physician classify the patients’ clinical symptoms, laboratory tests and medical imaging results to give a diagnosis code according to the International Classification of Disease (ICD) Code, ICD 150.

Editor, Concern #5. What is done on this website? What data is downloaded specifically?
Editor, Highlight: “Go to https://dep.mohw.gov.tw/DeptList.html. We gained this data from individual health records of the Ministry of Health and Welfare (MOHW), Taiwan.”
Author response: We thanks for editor’s suggestions and comments. We examined we download HCC death number among 0, 1, 2, 3, 4, 5-9, .., 85+ age groups annually (1976-2015) on this website. We also download mid-year population number on this website. For consideration, we focused on protocol tutorial after researcher prepared a data file contained Year (i.e., Period), Age, Cohort, Death number, Mid-year population number, and mortality as columns. (i.e., Death number divided by Mid-year population number as HCC mortality). 

Editor, Concern #6. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: “Construct contingency table data crossed by age-period groups. In general, we defined row variable as age and column variable as period. If the data featured as single period year (or single age year) data, it is needed to integrate as period group (or age group). The mortality data were useful for 10 five-year age groups (40-44, 45-49, 50-54, 55-59, 60-64, 65-69, 70-74, 75-79, 80-84, and 85+), 8 five-year time periods (1976-1980, 1981-1985, 1986-1990, 1991-1995, 1996-2000, 2001-2005, 2006-2010 and 2011-2015).”
Author response: We thanks for editor’s suggestions and comments. We examined that researcher determined risk age ranges and covered period based on previous empirical studies. To our knowledge, HCC mortality highly associated with age so that collected data among 45-49 to 85+ age groups and covered period from 1976 to 2015. 

Editor, Concern #7. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: “The number of cohort group is decided by minus one from the total number of age-period groups. 10 (five-year age groups) +8 (five-year time periods) -1 = 17 birth cohorts, those birth cohort groups denoted by mid-cohort years as 1891, 1896, 1901, 1906, 1911, 1916, 1921, 1926, 1931, 1936,1941, 1946, 1951, 1956, 1961, 1966, and 1971.”
Author response: We thanks for editor’s suggestions and comments. Note that we actually have two timescales: Time since birth (i.e. since entry into the study) and Calendar time (i.e., dead). These can be shown simultaneously in a Lexis diagram. That’s why we had 10+8-1=17 birth cohorts.
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Illustration of lexis diagram 
(For example, 4 age groups and 4 period groups, then 4+4-1=7 cohort groups)
Cite: https://www.researchgate.net/publication/335976100_Forecasting_Fertility_with_Parametric_Mixture_Models/figures?lo=1&utm_source=google&utm_medium=organic

Editor, Concern #8.1 How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: “APC model estimates patterns in cancer mortality rates from population-based Count (numerator) and Population (denominator) data. Often the data come from a Cause of Death Statistics in the form of a table showing the numbers of cancer deaths (counts) and corresponding person-years at risk (population) for particular age groups and calendar time periods (i.e., annual period). In cancer research, the Age-Period-Cohort (APC) framework is a fundamental model to analyze these data. The APC Model includes parameters that describe the mathematical relationships between the mortality rate of cancer and corresponded age, calendar period (year of diagnosis), and birth cohort (year of birth). The cancer mortality rate is expressed as the number of cancers per 100,000 persons at risk, which is calculated from the data using the formula: (Count/Population) x 100,000.”
Author response: We thanks for editor’s suggestions and comments. The frame work of APC model setting referred to our previous study [ref#5: Tzeng IS, Lee WC. Forecasting hepatocellular carcinoma mortality in Taiwan using an age-period-cohort model. Asia Pac J Public Health. 2015; 27:NP65-73.]. The cancer mortality rate is expressed as the number of cancers per 100,000 persons at risk. Let cancer deaths (Count) dived by population number and then multiple 100,000 (i.e., calculated from the data using the formula: (Count/Population) x 100,000. For consideration, we focused on protocol tutorial after researcher prepared a data file contained Year, Age, Death number, Mid-year population number, and mortality.

Editor, Concern #8.2 How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: “Adopt the multi-stage method to evaluate cohort effect
The multi-stage method was put forward to evaluate the cohort effect 8. According to the multi-stage method, there are three stages to evaluate the cohort effect under the assumption of minimum data in the contingency table.”
Author response: We thanks for editor’s suggestions and comments. We examined the multi-stage method was proposed by Keys and Li 8 with graphical investigation; next, a median polish analysis to eliminate the cumulative effects of age and period; final, regress these residuals from the median polish phase on the cohort category in the linear regression model and evaluate cohort effects using data in the contingency table. We revised accordingly.

Editor, Concern #8.3 How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: “Graphical representation as first phase
Birth cohorts across age groups or birth cohorts, even birth cohorts across ages or cycles were drawn in charts. For instance, we carried out charts of ages in various periods. There were period effects in the contingency table data if the specific age ratios of different age groups varied in parallel among different periods. If the age characteristics rates of different age groups influence each other in different periods, then cohort effects existed.”
Author response: We thanks for editor’s suggestions and comments. We examined conduct line plot of age groups and period groups through Excel. To inspect birth cohorts across age groups or birth cohorts, even birth cohorts across ages or cycles were drawn in line charts. We revised accordingly.

Editor, Concern #9. What data is entered? How is the excel spreadsheet set up?
Editor, Highlight: “Enter the data in Excel. Also, the data can be imported into Excel from other applications.”
Author response: We thanks for editor’s suggestions and comments. We examined import a CSV file with a contingency table mortality data (refer to 2.1.1.2) by opening it in Excel. We revised accordingly.

Editor, Concern #10. Specify the data that is used.
Editor, Highlight: “Select the data that will be used to create a graph. Don’t forget to include the labels (i.e., overall age and period groups) as well.”
Author response: We thanks for editor’s suggestions and comments. We examined import a CSV file with a contingency table mortality data (refer to 2.1.1.2) by opening it in Excel. We revised accordingly.

Editor, Concern #11. What data is selected? We need this level of details throughout: Click Insert | Charts | Line Graph
Editor, Highlight: “When the required data have been selected, click Insert => Charts=>Line Graph”
Author response: We thanks for editor’s suggestions and comments. We examined import a CSV file with a contingency table mortality data (refer to 2.1.1.2) by opening it in Excel. We revised accordingly.

Editor, Concern: #12.1. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: ”Median polish analysis as second phase
Without depending on a specific distribution, it is the benefit of median polish. Median polishing was widely applied to various types of data, such as ratios, log ratios, ratios and counts. Iteratively subtract the median from each row and each column to eliminate the cumulative effect of age and period.”
Author response: We thanks for editor’s suggestions and comments. We revised accordingly. We examined iteratively subtract the median from each row and each column to eliminate the cumulative effect of age and period. After median polish phase, the residuals kept for the regression procedure to evaluate cohort effects.

Editor, Concern: #12.2. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: “Compute overall median and residual table.”
[bookmark: _GoBack]Author response: We thanks for editor’s suggestions and comments. We examined import a CSV file with a contingency table mortality data by opening it in Excel (refer to 2.1.1.2). Take LN for each cell of contingency table mortality data. We revised accordingly.

Editor, Concern: #12.3. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: ”Compute the row medians (i.e., medians of each age group).”
Author response: We thanks for editor’s suggestions and comments. We examine in addition to computing the row median values for the response age group. We revised accordingly.

Editor, Concern: #12.4. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: “Create a new residual table after subtracting from the row medians.”
Author response: We thanks for editor’s suggestions and comments. We examined a new set of residual values is created from the row medians where each cell takes on the value of the subtraction of the row median from each response variable in that row. We revised accordingly.

Editor, Concern: #12.5. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: “Compute the column medians (i.e., medians of each period group).”
Author response: We thanks for editor’s suggestions and comments. We examined in addition to computing the column median values for the response period group. We revised accordingly.

Editor, Concern: #12.6. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: ”Create a new residual table after subtracting from the column medians.”
Author response: We thanks for editor’s suggestions and comments. We examined a new set of residual values is created from the column medians where each cell takes on the value of the subtraction of the column median from each response variable in that column. We revised accordingly.

Editor, Concern: #12.7. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: ”Repeated Step 2 to 5 until the row and column medians approximate zero.”
Author response: We thanks for editor’s suggestions and comments. We revised accordingly.

Editor, Concern: #12.8. How is this specifically done? You have specified what to do but we need to know how to do it.
Editor, Highlight: “Regression procedure with weight as third phase
In the wake of the median polishing, the residuals include cohort effect and random error. The summary data were the count data in contingency table format, which we regress these residuals on the cohort category in the linear weight regression model. We supposed weight as the number of deaths from HCC in each cohort. Let represent the weight th cohort category.


The regression equation applied each of these weights. A weight equal to the number of HCC deaths in each cohort performed the weighted average of the cohort effect.
We conduct dependent variable as residuals for each cohort and design matrix with death number as weight for each cohort. Next, we run the linear regression to calculate cohort effects.”
Author response: We thanks for editor’s suggestions and comments. We examined conduct dependent variable as residuals for each cohort with death number as weight. For consideration, we focused on protocol tutorial for researcher prepared a data file contained Year (i.e. Period), Age, Death number, Mid-year population number, mortality, and residuals.

Editor, Concern #13. We need this level of details throughout: Click Insert | Charts | Line Graph
Editor, Highlight: ”Fit the regression model by unweights least squares and analyzes the residuals. Click Analyze=> Regression => Linear”
Author response: We thanks for editor’s suggestions and comments. We revised accordingly.

Editor, Concern #14. We need this level of details throughout: Click Insert | Charts | Line Graph
Editor, Highlight: “Transfer the independent variable, cohort category (i.e., 17 birth cohorts), into the Independent(s): box and the dependent variable, Residuals, into the Dependent: box. Click on the OK button. This will generate the results of unweight cohort effects.”
Author response: We thanks for editor’s suggestions and comments. We examined residuals insert in initial Excel data file (refer to 1.2) look up to residual list format data (refer to 2.1.3.1) for next step. Fit the regression model by unweights least squares and analyzes the residuals. We revised accordingly.

Editor, Concern #15. How is this done?
Editor, Highlight: “Estimate the regression coefficients as weighted average of the cohort effect using setting weights”
Author response: We thanks for editor’s suggestions and comments. We revised accordingly.

Editor, Concern #16. We need this level of details throughout: Click Insert | Charts | Line Graph
Editor, Highlight: “Transfer the number of HCC deaths, in to the WLS Weight: box. Click on the OK button. This will generate the results of weighted average of the cohort effect.”
Author response: We thanks for editor’s suggestions and comments. Ensure residuals insert in initial Excel data file (refer to 1.2) look up to residual list format data (refer to 2.1.3.1) for next step. Fit the regression model by unweights least squares and analyzes the residuals. We revised accordingly.
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Editing Certificate

This document certifies that the manuscript

Forecasting Hepatocellular Carcinoma Mortality Using a Weighted Regression Model
to Estimate Cohort Effects in Taiwan

prepared by the authors
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was edited for proper English language, grammar, punctuation, spelling, and overal style
by one or more of the highly qualified native English speaking editors at AJE.

This certificate was issued on June 14, 2021 and may be verified
onthe using the verification code DE4O-DBCD-CFA44-414C-DACS .
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