GENERAL GRAPHICS
Detailed discussion on graphics requirements
18Jan11
The following discussion offers clarification to the sample graphics within the LFTs section.  These are intended to aid the developer so that an accurate figure, reflecting the changes, can be programmed.  Please note that the figure number corresponds to the slide number within the Power Point presentation.  The beginning section is an ongoing discussion on general thoughts as the graphics are reviewed.
General Comments

· Usually no background color is to be used, however if a gray background is desired, be sure that the background is very light in contrast.
· If a graphic is in color, be sure that line style or colors offer clear representation in grayscale printing.

· Be sure that scales on trellis (multiple panels) figures are the same for each x-axis.  Likewise, the same for each y-axis.

· Be sure that all boxes are actually square (matrix, trellis, shift plots etc.)
COMMENTS BASED UPON 18JAN10 MEETING
NOTE:  Most of these graphics have been reviewed in previous sessions (Baseline and Trending, Associated Lab Variables, LFTs)

Figure #1 (Liver Function Tests over Time) [Robert Gordon – J&J]

· The axis should reflect study day, or time on treatment and not date

· The header should show the subject identifier
Figure #2 (Mean change in creatinine over time)  [Robert Gordon – J&J]

· Confidence intervals should be added to the plot.

· The horizontal reference lines are a nice addition.

· The x-axis would be better if the text was replaced with a numeric scale (i.e. Title the axis Study Week and have baseline = 0, Week 1 = 1 etc.).  Similar to Figure #6.

· Add the placebo/active counts from Figure #6 to this figure.  Note that the titles have changed to ‘Placebo (at risk)’ and ‘Active (at risk)’.  Also note that the ‘N’ can be removed throughout.

Figure #3 (Mean change from baseline over time)  [Robert Gordon – J&J]

· Confidence intervals should be added to the plot.

· The horizontal reference lines are a nice addition.

· Note that the titles on the subject counts should be changed to ‘Placebo (at risk)’ and ‘Active (at risk)’.  Also note that the ‘N’ can be removed throughout.

Figure #4 (Median/Mean hemoglobin (g/dL) over time by treatment)  [Robert Gordon – J&J]

· If median, quantiles should be added.  If mean, confidence intervals should be added.  The discussion on when to use mean versus median is to be approached in the General Principles team.  

· Even though this figure may be included in a CSR and the definition of responders/non-responders may be apparent, it is important to include those definitions here as well.

Figure #5 (Distribution of ASAT by time and treatment)  [Amit, hieberger, Lane ‘Graphical approaches to the analysis of safety data from clinical trials’ 2007]
· Be sure that axis scale is representative of time (as is shown on graph).  
· Option of adding patient qualifiers on outliers would be beneficial.  
· In graph description, would need to specify when to use and when not to use the Max (or other applicable) sections

Figure #6 (Distribution of ASAT by treatment)  [Amit, hieberger, Lane ‘Graphical approaches to the analysis of safety data from clinical trials’ 2007]
· Title should not include time.  
· Option of adding patient qualifiers on outliers would be beneficial.  
· Option to mark outliers meeting Hy’s law criteria if possible.  Would need to add Hy’s law criteria on footnote.  
· Caveat – wouldn’t use this graph is there were different times on treatment for dose/drug groups.
Figure #7 (Change from baseline in WBD over time by treatment)  [Robert Gordon – J&J]
· Note that if the graphic was in color, a legend could be used for dose group and dose group could be removed from the x-axis. 
· Be sure that axis scale is representative of time (as is shown).
Figure #8 (Trellis of shifts of LFTs from baseline to maximum by treatment and timepoint)  [Amit, hieberger, Lane ‘Graphical approaches to the analysis of safety data from clinical trials’ 2007]
· Would be nice if there were additional rows for each time point.  
· For instance a row of boxes for baseline, then one for week 1 etc.  
· Maximum number of rows would depend on clarity.  
· Definite focus on liver, would need additional relevant clinical groupings.
Figure #9 (Matrix display of maximum LFT levels by treatment (if more than one group)) [Michael O’Connell, Insightful Presentation, 2007]
· Need legend to include treatment groups (if more than one group).  
· Additionally, need label for red stars highlighted – perhaps Hys law cases.  Possibly annotate red stars with subject ID.  
· Remove the 10^-(0.5) and replace with 0.
Figure #10 (Lab shift plots)  [Michael O’Connell, Insightful Presentation, 2007]
· Light grid lines would be helpful in reading the values if adding doesn’t make the graph too busy.  
· Scale the ranges to ULN if possible, but can use standard units if clinicians prefer. When programming, perhaps make it possible for program to input either ULN or standard units. 
· Make sure boxes are square.   
· Add legend concerning x values – outliers?
Figure #11 (Post-baseline liver-related blood chemistry measures by  study day)  [Alain Smits – J&J]
· If using the same scale, this is a very nice graphic.  But must use same scale.  
· Color by treatment if possible with legend.
Figure #12 (Frequency plot of the change in the platelet count)  [CHRISTY CHUANG-STEIN et al, DIA Journal 2001]
· Use percent for units instead of count on the y-axis.
· Add units into the title, be sure title is on top of graphic.
· Add vertical reference line at zero, if applicable for clinical test (clinician to verify).
· Make the x-axis tick marks equidistant.

· Color if possible, keeping the dashed for gray scale printing.

Figure #13 (The cumulative hazard of developing abnormally low platelet counts)  [CHRISTY CHUANG-STEIN et al, DIA Journal 2001]

· Be sure that subjects at risk is below each time point.

· Time in days should be explained better, i.e. ‘Time in days from study start’.

· Definition of what substantially low represents.

· The % symbol should be replaced with the word ‘Percent’.

· Why do past day 24, seems as though the last day may be cut off.

· The numbers on the x-axis don’t align well with tick marks.

· Maybe start at 100% for high event rates, for low rates, this graph is appropriate.
Figure #14 (Scatter Plot of peak ALT versus peak Total Bilirubin, by treatment)  [Watkins et al, Hepatology 2008]

· The labels are a nice addition and are recommended on the final plot (which combines the three eDish type plots #14, 15, 16).
· ULRR seems to represent upper limit of reference range.
Figure #15 (Scatter Plot of peak ALT versus peak Total Bilirubin)  [Robert Gordon – J&J] 

· The x-axis scale (including the minor tick separation) is recommended on the final plot (which combines the three eDish type plots #14, 15, 16).
Figure #16 (Scatter Plot of maximum AST versus maximum Total Bilirubin) [Qi Jiang – Amgen] 

· This is the recommended eDish type plot, combining plots #14, 15 and 16.  

· The x-axis scale (including the minor tick separation) from the previous plot #10 is recommended here.  Although the x-axis is AST, ALT could be substituted to arrive at a Hy’s Law plot and inclusion of the labels (as in plot #10) would be recommended.  

· Green reference lines should be removed or explained if needed. 

Figure #17 (Patient timeline summary)  [Christy Chuang-Stein et al, DIA Journal 2001]
· Although this plot is not recommended, it is the basis for additional plots to be reviewed.  
· Units would be needed (along y-axis).  
· Addition of ULN values (perhaps in parentheses after the lab value) would be helpful.  
Figure #18 (Median and inter-quartile range plot for lab change from baseline)  [Qi Jiang - Amgen]
· Add subjects at risk across x-axis if possible, unless the population is already ‘completers’ then add to title.  
· Very light grid in background in possible, if not then add either tick marks on both sides of y-axis on each plot or numbers.    
· Remove brackets (< >).  
Figure #19 (Waterfall plot of lab percent change from baseline at Week XX)  [Qi Jiang - Amgen] 
· If only one or few outliers, perhaps remove from plot and add footnote.  
· Y-axis should say percent change.  
· Can’t do more than 100% negative, so stop the axis at that point.  
· Keep in mind gray scale printing, but graphic is meant to be colored. 

Figure #20 (Cumulative distribution of lab change from baseline by visit) [Qi Jiang – Amgen]

· If only one or few outliers, perhaps remove from plot and add footnote.

· X-axis label should be change not percent change

· Usually for informational purposes, not necessarily in study report  

