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Supplemental Methods 1. Justification for data generation parameters.

Below, we provide justification for the parameters used in this study to generate our simulation data.

Parameter/Generation

Justification

We randomly assigned patients to have “more-
severe” or “less-severe” ITP with a probability of
0.5.

This was done to maintain a relatively even
distribution of patients across ITP severity and
subsequently sample size. We randomly
generated this value to preserve as much
randomness as possible.

We generated 200 platelet counts for each
person.

This choice was made arbitrarily. Ultimately, we
wanted to ensure sufficient sample size, as our
primary concern was not performance of the
methods in imbalanced settings, though this
should be explored in other work.

Platelet counts were generated from normal
distributions.

This distribution was used for simplicity and ease
of generation and selection in the simulation.
Ultimately, the underlying distribution will not
impact the results shown in this study, as we're
focused on the median platelet count, and the
summary metric makes no assumptions about its
underlying distribution.

We included patients into the cohort at <30x10°%L
that occurred after =8 platelet count
measurements.

This cut point for inclusion mirrors the prior ITP
study. 8 platelet counts was chosen arbitrarily. We
wanted enough prior counts to understand the
distribution. This reflects ideal settings, but likely
should be explored further in real-world data.

Strongly and weakly differential RTM was
generated using selection probabilities of 0.8/0.2
and 0.6/0.4, respectively.

These probabilities were defined as such to
explore this source of bias in an extreme and non-
extreme scenario. This was unknown in the prior
study, as it was not measured.

Sample size of 200

This mirrored the prior ITP study

Sample size of 10,000

This was sufficiently large that we could run the
analysis on servers and still understand if there
were small sample concerns.

Treatment effect of 50x10°%/L

This mirrors the definition of durable platelet
response (i.e., positive health outcome associated
with therapy) in the original ITP study.




37  Supplemental Methods 2. Propensity score models.
39 For each scenario, we calculated 8 treatment effect estimates. Below, we describe the logistic regression

40 model used to calculate each estimate.

Adjustment Metric for Underlying Logistic Regression Model?

Immune ITP Severity

(1) No Adjustment No logistic regression model calculated.

(2) Platelet count mean prior to cohort Y=Bo+B1 X U

entry u = Mean of the 8 platelet counts prior to cohort entry

(3) Platelet count standard deviation prior Y=B,+B1 X o

to cohort entry o = Standard deviation of 8 platelet counts prior to cohort
entry

(4) Difference between most recent prior Y =80+ B X Arecent

platelet count and cohort entry event A,.cene = Difference between the most recent prior

platelet count and the cohort entry event

(5) Difference between largest prior Y =By + 1 X Diargest
platelet count and cohort entry event Ajargest = Difference between the largest prior platelet

count and the cohort entry event

(6) Platelet count mean and standard Y=B+6iXu+pxo

deviation prior to cohort entry

(7) All summary measures calculated prior Y=Fg+Li X u+ BrX 0+ B3X Arecent
to cohort entry + s X Digrgest
(8) Gold standard Y=Fy+pxn

n = A patients true disease severity value (i.e., more- or

less-severe disease)

41  2Y = Probability of treatment with romiplostim.

42



43
45
46
47

48

49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68

Supplemental Methods 3. Estimator of Median Overall Platelet Count
For each treatment group, we first calculated m(a), the counterfactual median overall platelet count in a

population of patients with treatment A = a. We calculated m(a) by solving the estimating equation below:

n

1=05- 13 il(m <@ 845165 = DIA; = Q)I(M; = 1)
T oon 2344 fifa Pr(M; = 1|4;, W, S; = 1,A;;=1)

i=1

where i indexes the observation under analysis, j indexes the week of follow-up that a patient platelet
count measure was drawn, and n indicates the number of patients in the cohort. Y; ; represents the j"
platelet count for the i individual. W; denotes the history of patient covariates (up to the time of censoring
or event) and W; are baseline covariates. S; is an indicator that patient i does not have any missing
baseline covariate data. A, ; is an indicator that the j*" platelet count for the i individual was not censored.
M; is an indicator of having no missing platelet count data. Further, f; = Pr(S; = 1|W;;) and f, =
Pr(A;; = 1|4; = a, W, S; = 1). The treatment effect was estimated as the difference between the median
overall platelet counts of the two groups: m(1) — m(a).

For the simulation analysis, W; was calculated as a patient’s inverse probability of treatment
weight: 1/PS in the treatment group and 1/(1-PS) in the SOC group. Further, this analysis did not allow for
missing data and was structured such that the only potential source of censoring was administrative.

Thus, we set f; fa Pr(M; = 1|4, W,,S; = 1,A;;=1),4;;,1(S; = 1), and I(M; = 1) all equal to 1. This

J
estimating equation was minimized for a solution using the optimize function within the stats package in

R.

References:
R Core Team (2018). R: A language and environment for statistical computing. R Foundation for

Statistical Computing, Vienna, Austria. URL https://www.R-project.org/.



69
70
71

72
73
74
75
76

77
78

Supplemental Methods 4. Formulas used to calculate performance metrics, as defined by Morris

et al. 2019.
Metric Definition Estimate
Bias® E[6] — 6 1 Nsim
Z 9, -0
Nsim =1
Empirical Standard Error ~ N
Var(6) 1 St
S 0. —0)2
Ngim — 1 Z( ' )
i=1
Mean Squared Error E[(6 - 0)?] Msim

1~
— E (6; —6)
sim i=1

2We calculated confidence intervals for the average bias seen within a scenario as using the
estimated bias (8) and empirical standard error (6). The bounds were calculated as 6 +
(297 5 X 6/4/n), where z,, = represents the 97.5 percentile of a Normal probability
distribution with mean 0 and standard deviation 1 (~1.96) and n represents the number of

simulations (2,000).




Figures Describing the Simulation Set-Up



Supplemental Figure 1. Schematic depicting the platelet counts analyzed for each simulated participant.

Cohort Entry Event® Index®
Time
I I O I | | N I O I I I O A
| T | | -ttt
\ J \ J
| !
8 Platelet Counts 23 Platelet Counts During
Prior to Cohort Weeks 2 Through 24 After
Entry Indexc

2 The cohort entry event was defined as the first platelet count <30x10°%/L with at least 8 prior platelet counts.

b The index platelet count was defined as the first weekly platelet count after the anchor that was excluded from follow-up to allow a treatment
effect.

¢ Additional platelet counts associated with a treatment effect are added to platelet counts from these weeks.



Supplemental Figure 2. Qualitative summary of results and conclusions made for scenarios B1 through B6. Conclusions apply for both null and
non-null treatment effects and sample sizes of n=200 and n=10,000.

Scenario B1: Weakly differential RTM;
Disparate platelet count distributions

Scenario B2: Strongly differential
RTM,; Disparate platelet count
distributions

Scenario B3: Weakly differential RTM;
Similar platelet count distributions

Scenario B4: Strongly differential
RTM; Similar platelet count
distributions

Scenario B5: Non-differential RTM;
Disparate platelet count distributions

Scenario B6: Non-differential RTM;
Similar platelet count distributions

111111

Residual Bias in Crude Estimate With and Without
Adjustment for Regression-to-the-Mean (RTM) Terms

Some residual bias — higher than B3, less than B4
both with and without adjustment; High variance in
crude estimate, lowered when adjusted for RTM
term

Most residual bias in crude estimate, highest bias
after adjustment; High variance in crude estimate,
lowered when adjusted for RTM term

Some residual bias in crude estimate, generally
lowest bias after adjustment; High variance in crude
estimate, lowered when adjusted for RTM term

Substantial residual bias — less than B2, more than
B1; High variance in crude estimate, lowered when
adjusted for RTM term

Little to no residual bias in crude adjustment; High
variance, lowered when adjusted for RTM term

Little to no residual bias in crude adjustment; High
variance, lowered when adjusted for RTM term

111111

Applicability of Simulation Results to the Considered
Real-World Study

Platelet count distributions are more dramatic than that
seen in the real-world study. Weakly differential RTM
is plausible, though it has less impact on the final effect
estimate. Weakly differential RTM results in less-biased
estimates despite differing distributions.

Difference in platelet count distributions is more
dramatic than that seen in the real-world study. Strongly
differential RTM has a large effect on bias in the
estimates, particularly when platelet counts differ.

Platelet count distributions are representative of the
real-world study. Weakly differential RTM is plausible
but has minimal impact on bias, particularly with
similar platelet count distributions.

Platelet count distributions are representative of the
real-world study. Strongly differential RTM results in
more biased estimates, even if platelet count
distributions are similar.

Represents the setting where RTM is non-differential
between treatments, which is not suspected in the real-
world study. Demonstrates that precision increases
with inclusion of the RTM adjustment term.

Represents the setting where RTM is non-differential
between treatments, which is not suspected in the real-
world study. Demonstrates that precision increases
with inclusion of the RTM adjustment term. Platelet
count distributions are close to those observed.

The strength of differential RTM refers to the probabilities used to select a patient’s treatment based upon their predefined ITP severity strata.
Strongly differential RTM corresponds to 0.8/0.2 treatment selection probabilities, weakly differential RTM to 0.6/0.4, and non-differential to
0.5/0.5. Platelet counts are derived for each patient from normal distributions with a predefined mean (u) and standard deviation (o). Similar
platelet count distributions are defined by u=55, =20 for the less-severe versus u=35, 0=10 for the more-severe ITP strata.




Figures Depicting the Simulation Results



Supplemental Figure 3. Violin plot depicting the adjusted differences in median platelet count between treatment groups for scenario B1, where
RTM is weakly differential (0.6/0.4 probability of treatment/standard-of-care in the severe ITP group), and the platelet distributions differ disparately
by underlying immune thrombocytopenia (ITP) severity (i.e., u=100 and =50 for less-severe ITP versus y=40 and =15 for more-severe ITP).
The true change in median platelet count is null, and the initial sample size is n=200.

Median Difference Estimates for Scenario B1 (N=200, True Null Result)

0] : AN A

Median Difference

404

Mean Standard Most Recent Largest Mean and All Four Gold
Deviation Prior Count Prior Count Standard Dev. Metrics Standard

Propensity Score Adjustment Metric

The star indicates the median of the differences between the two treatment groups” median follow-up platelet counts.
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Supplemental Figure 4. Violin plot depicting the adjusted and unadjusted difference in median platelet count between treatment groups for
scenario B3, where RTM is strongly differential (0.6/0.4 probability of treatment/standard-of-care in the severe ITP group), and the platelet
distributions are relatively similar by underlying immune thrombocytopenia (ITP) severity (i.e., u=55 and 0=20 for less-severe ITP versus p=35 and
0=10 for more-severe ITP). The true change in median platelet count is null, and the initial sample size is n=200.

Median Difference Estimates for Scenario B3 (N=200, True Null Result)

Median Difference
N
(@]

40 -

Mean Standard  Most Recent Largest Mean and All Four Gold
Deviation Prior Count Prior Count Standard Dev. Metrics Standard

Propensity Score Adjustment Metric

The star indicates the median of the differences between the two treatment groups’ median follow-up platelet counts.
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Supplemental Figure 5. Violin plot depicting the adjusted and unadjusted difference in median platelet count between treatment groups for
scenario B4, where RTM is strongly differential (0.8/0.2 probability of treatment/standard-of-care in the severe ITP group), and the platelet
distributions are relatively similar by underlying immune thrombocytopenia (ITP) severity (i.e., u=55 and 0=20 for less-severe ITP versus p=35 and
o0=10 for more-severe ITP). The true change in median platelet count is null, and the initial sample size is n=200.

Median Difference Estimates for Scenario B4 (N=200, True Null Result)

O - 1 -I%:E-

)
(&)
[
g
7]
£ .20-
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he}
]
>

-40 -

Mean Standard  Most Recent Largest Mean and All Four Gold
Deviation Prior Count Prior Count Standard Dev. Metrics Standard

Propensity Score Adjustment Metric

The star indicates the median of the differences between the two treatment groups’ median follow-up platelet counts.
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Supplemental Figure 6. Violin plot depicting the adjusted and unadjusted difference in median platelet count between treatment groups for
scenario B5, where RTM is non-differential (0.5/0.5 probability of treatment/standard-of-care in the severe ITP group), and the platelet distributions
differ disparately by underlying immune thrombocytopenia (ITP) severity (i.e., u1=100 and =50 for less-severe ITP versus y=40 and =15 for
more-severe ITP). The true change in median platelet count is null, and the initial sample size is n=200.

Median Difference Estimates for Scenario B5 (N=200, True Null Result)

0- A A *;’> <<*>> %*% —

-20-

Median Difference

240

T T T T T T T

Mean Standard  Most Recent Largest Mean and All Four Gold
Deviation Prior Count Prior Count Standard Dev. Metrics Standard

Propensity Score Adjustment Metric

The star indicates the median of the differences between the two treatment groups’ median follow-up platelet counts.
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Supplemental Figure 7. Violin plot depicting the adjusted and unadjusted difference in median platelet count between treatment groups for
scenario B6, where RTM is non-differential (0.5/0.5 probability of treatment/standard-of-care in the severe ITP group), and the platelet distributions
are relatively similar by underlying immune thrombocytopenia (ITP) severity (i.e., u=55 and =20 for less-severe ITP versus uy=35 and =10 for
more-severe ITP). The true change in median platelet count is null, and the initial sample size is n=200.

Median Difference Estimates for Scenario B6 (N=200, True Null Result)

04 —F— €= = — —S— —

0

Median Difference

-40 -

T T T T T T T

Mean Standard  Most Recent Largest Mean and All Four Gold
Deviation Prior Count Prior Count Standard Dev. Metrics Standard

Propensity Score Adjustment Metric

The star indicates the median of the differences between the two treatment groups’ median follow-up platelet counts.
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Tables Describing the Simulation Set-Up
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Supplemental Table 1. Name and description of the parameters varied across the six, core regression-to-the-mean (RTM) scenarios for each
true treatment effect (i.e., null and non-null) and sample size (i.e., n=200 and n=10,000) combination for simulated immune-thrombocytopenia
(ITP) patient data. The six core scenarios were applied to data with 2 possible true effects and 2 initial sample sizes, resulting in 24 scenarios in
total.

Mean and standard deviation
pair (Wi, oi) for platelet count

distributions by ITP severity Selection probabilities for
Scenario strata (i=1, 2)*P treatment/standard-of- care®

B1: Weakly differential RTM with platelet counts distributions that differ - 0.6/0.4
disparately by ITP severity H1, 01 .6/0.
B2: Strongly differential RTM with platelet count distributions that differ o 0802
disparately by ITP severity H1, O1 .8/0.
B3: Weakly differential RTM with platelet count distributions that are - 0.6/0.4
relatively similar by ITP severity H2, 02 .6/0.
B4: Strongly differential RTM with platelet count distributions that are - 0.8/0.2
relatively similar by ITP severity M2, 02 .8/0.
B5: Non-differential RTM with platelet count distributions that differ - 0.5/0.5
disparately by ITP severity H1, 01 .5/0.
B6: Non-differential RTM with platelet count distributions that are

M2, O2 0.5/0.5

relatively similar by ITP severity

a1, o1 represents the mean and standard deviation pair for two platelet count distributions that differ disparately for the less-severe (=100, 0=50)
versus more-severe (u=40, 0=15) ITP strata.

b 12, o2 represents the mean and standard deviation pair for two platelet count distributions that are relatively similar for the less-severe (u=55,
0=20) versus more-severe (u=35, 0=10) ITP strata.

¢ These selection probabilities define the degree of differential RTM. 0.8/0.2 corresponds to strongly differential RTM, 0.6/0.4 to weakly differential,
and 0.5/0.5 to non-differential.

16



Tables Showing Descriptive Statistics of the Simulated Data
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Supplemental Table 2. Descriptive summary of the patients simulated for the initial sample size of n=200 and a null true result. Counts are
stratified by immune thrombocytopenia (ITP) severity (more- vs. less-severe) and treatment (treatment vs. standard-of-care [SOC]). Summary
statistics are calculated over the 2,000 simulations generated for each scenario.

More-Severe ITP Less-Severe ITP
Treatment SOC Total Treatment SOC Total
Median Median Median Median Median Median
Scenario (IQR) (IQR) (IQR) (IQR) (IQR) (IQR)
B1: Weakly differential RTM,
Disparate platelet count 60 40 100 40 60 100
distributions (56, 64) (36,44) (95, 104) (36,44) (56,64) (96,105)
B2: Strongly differential RTM
with platelet count 80 20 100 20 80 100
distributions that differ (75,85) (17,23) (96,105) (17, 23) (75, 84) (95,104)
disparately ITP severity.
B3: Weakly differential RTM,
Similar platelet count 60 40 100 40 60 100
distributions (56, 64) (36, 44) (95, 105) (36, 44) (55, 64) (95, 105)
B4: Strongly differential RTM, 80 20 100 20 80 100
ii';?r'i'gl:tﬁ’(')?]tse'et count (75, 85) (17, 23) (95, 105) (17, 23) (75, 85) (95, 105)
B5: Non-differential RTM,
Disparate platelet count 50 50 100 50 50 100
distributions (46, 54) (46, 54) (95, 105) (46, 54) (46, 54) (95, 105)
B6: Non-differential RTM
. ' 50 100 50 50 100
Similar platelet count 50 (46, 54
Smar plate (46, 54) (46, 54) (95, 105) (46, 54) (46, 54) (95, 105)

Proportions were comparable for n=10,000.

18



Supplemental Table 3. Descriptive summary of the simulated immune thrombocytopenia (ITP) patient platelet count data with a true null result
and initial sample size of n=200, comparing the treatment and standard-of-care (SOC) groups across six regression-to-the-mean (RTM) scenarios.
Platelet count means and standard deviations (SDs) were calculated for each patient and were summarized by the median of that summary
measure across participants within a scenario. These data were generated over 2,000 simulations.

SD of Platelet Counts
Prior to Cohort

Platelet Count Mean

Prior to Cohort Platelet Count Mean SD of Platelet Counts

Entrycd Entrycd After Cohort Entrycd After Cohort Entry®¢
Treatment Median Median Median Median
Scenario®®? Group (Q1, Q3) (Q1, Q3) (Q1, Q3) (Q1, Q3)
. . 67.76 43.64 64.25 44.43
B1: Weakly differential RTM, Treatment (65.46, 69.94) (42.22, 44.91) (62.18, 66.36) (43.16, 45.60)
D_|sp_ara'§e platelet count 80.37 47.62 76.35 49.02
distributions SOC (78.08, 82.72) (46.75, 48.46) (74.23, 78.44) (48.30, 49.67)
. . 54.88 34.78 52.04 35.25
B2: Strongly differential RTM, Treatment (53.02, 56.56) (32.80, 36.59) (50.41, 53.75) (33.39, 36.85)
D_|sp_ara'ge platelet count 9293 4809 88 43 50.46
distributions SOC (90.97, 94.99) (47.34, 48.88) (86.61, 90.02) (50.03, 50.90)
. | Treatment 44.85 17.11 43.01 17.74
B3: Weakly differential RTM, (44.08, 45.60) (16.67, 17.61) (42.30, 43.71) (17.35, 18.15)
Similar platelet count distributions soC 49.09 18.45 47.01 19.34
(48.26, 49.88) (18.11, 18.79) (46.31, 47.73) (19.09, 19.60)
_ _ Treatment 40.58 14.50 39.00 14.91
B4: Strongly differential RTM, (39.96, 41.25) (13.92, 15.07) (38.41, 39.59) (14.39, 15.47)
Similar platelet count distributions soc 53.30 18.79 51.01 20.05
(52.58, 53.99) (18.45, 19.09) (50.43, 51.60) (19.84, 20.23)
. . 73.77 46.04 70.16 47.10
gi' Non-differential RTM, Treatment (71.63, 76.09) (45.04, 47.09) (68.13, 72.15) (46.24, 48.01)
isparate platelet count 73.84 46.03 70.18 47.12
distributions SOC (71.69, 76.17) (44.98, 47.07) (68.02, 72.27) (46.17, 48.03)
_ _ N Treatment 46.89 17.93 44.98 18.68
B6: Non-differential RTM, Similar (46.13, 47.71) (17.52, 18.32) (44.28, 45.75) (18.34, 18.99)
platelet count distributions. sSoC 46.99 17.94 45.03 18.69

(46.19, 47.76)

(17.52, 18.37)

(44.35, 45.74)

(18.36, 18.99)

aThe strength of differential RTM refers to the probabilities used to select a patient’s treatment based upon their predefined ITP severity strata.
Strongly differential RTM corresponds to 0.8/0.2 treatment selection probabilities, weakly differential RTM to 0.6/0.4, and non-differential to

0.5/0.5.

b Platelet counts are derived for each patient from normal distributions with a predefined mean (u) and standard deviation (o). Platelet count
distributions that differ disparately are defined by p=100, 6=50 for the less-severe versus u=40, =15 for the more-severe ITP strata. Platelet
count distributions that are relatively similar are defined by u=55, 0=20 for the less-severe versus p=35, =10 for the more-severe ITP strata.

19



¢ The cohort entry event was defined as the first platelet count <30x10%L with at least 8 prior platelet counts.
d Statistics calculated prior to cohort entry included the 8 platelet counts measured prior to the cohort-qualifying low platelet count. Statistics
estimated after cohort entry used the 23 platelet counts measured during weeks 2 through 24 after the index.
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Supplemental Table 4. Descriptive summary of the simulated immune thrombocytopenia (ITP) patient platelet count data with a true non-null
result and initial sample size of n=200, comparing the treatment and standard-of-care (SOC) groups across six regression-to-the-mean (RTM)
scenarios. Platelet count means and standard deviations (SDs) were calculated for each patient and were summarized by the median of that

summary measure across participants within a scenario. These data were generated over 2,000 simulations.

Platelet Count Mean
Prior to Cohort Entry®d

SD of Platelet Counts
Prior to Cohort Entry®d

Platelet Count Mean
After Cohort Entry®d

SD of Platelet Counts
After Cohort Entry®d

Treatmen Median Median Median Median
Scenario®® t Group (Q1, Q3) (Q1, Q3) (Q1, Q3) (Q1, Q3)
) ) Treatmen 67.76 43.64 114.25 44.43
B1: Weakly differential t (65.46, 69.94) (42.22, 44.91) (112.18, 116.36) (43.16, 45.60)
regression-to-the-mean,
Disparate platelet count 80.37 47.62 76.35 49.02
distributions SOC (78.08, 82.72) (46.75, 48.46) (74.23, 78.44) (48.30, 49.67)
) ) Treatmen 54.74 34.69 101.94 35.13
B_2: Strongly dlfferen_tlal_ RT_M t (53.04, 56.65) (32.78, 36.60) (100.36, 103.71) (33.36, 36.88)
with platelet count distributions
that differ disparately ITP 93.22 48.07 88.49 50.43
severity. SOC (91.32, 95.27) (47.35, 48.83) (86.77, 90.22) (49.99, 50.88)
] ] Treatmen 44.83 17.13 93.04 17.76
B3: Weakly differential RTM t (44.12, 45.64) (16.67, 17.60) (92.33, 93.72) (17.35, 18.15)
with platelet count distributions
that are relatively similar by 49.06 18.48 47.04 19.36
ITP severity. Soc (48.30, 49.89) (18.13, 18.80) (46.30, 47.75) (19.08, 19.63)
Treatmen 40.54 14.47 88.95 14.92
B4: Strongly differential t (39.96, 41.22) (13.92, 15.05) (88.43, 89.56) (14.38, 15.46)
regression-to-the-mean,
Similar platelet count soc 53.37 18.78 51.05 20.04
distributions (52.65, 54.07) (18.46, 19.08) (50.45, 51.65) (19.87, 20.25)
_ . _ Treatmen 74.06 46.11 120.32 47.21
B5: Non-differential regression- t (71.73, 76.33) (45.04, 47.14) (118.22, 122.38) (46.20, 48.05)
to-the-mean, Disparate platelet
count distributions SOC 74.08 46.11 70.33 47.17
(71.71, 76.33) (45.04, 47.13) (68.12, 72.31) (46.13, 48.07)
Treatmen 46.96 17.93 95.04 18.69

t

(46.13, 47.77)
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(17.54, 18.31)

(94.32, 95.73)

(18.34, 19.01)



B6: Non-differential regression-
to-the-mean, Similar platelet SOC
count distributions

46.97 17.94 45.04 18.70
(46.14, 47.77) (17.56, 18.35) (44.31, 45.73) (18.33, 19.02)

aThe strength of differential RTM refers to the probabilities used to select a patient’s treatment based upon their predefined ITP severity strata.
Strongly differential RTM corresponds to 0.8/0.2 treatment selection probabilities, weakly differential RTM to 0.6/0.4, and non-differential to
0.5/0.5.

b Platelet counts are derived for each patient from normal distributions with a predefined mean (u) and standard deviation (o). Platelet count
distributions that differ disparately are defined by u=100, 6=50 for the less-severe versus u=40, =15 for the more-severe ITP strata. Platelet
count distributions that are relatively similar are defined by u=55, 0=20 for the less-severe versus p=35, =10 for the more-severe ITP strata.

¢ The cohort entry event was defined as the first platelet count <30x10%L with at least 8 prior platelet counts.

d Statistics calculated prior to cohort entry included the 8 platelet counts measured prior to the cohort-qualifying low platelet count. Statistics
estimated after cohort entry used the 23 platelet counts measured during weeks 2 through 24 after the index.
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Supplemental Table 5. Descriptive summary of the simulated immune thrombocytopenia (ITP) patient platelet count data with a true null result
and initial sample size of n=10,000, comparing the treatment and standard-of-care (SOC) groups across six regression-to-the-mean (RTM)
scenarios. Platelet count means and standard deviations (SDs) were calculated for each patient and were summarized by the median of that
summary measure across participants within a scenario. These data were generated over 2,000 simulations.

Prior to Cohort

Platelet Count Mean

SD of Platelet
Counts Prior to

Platelet Count Mean

SD of Platelet

Counts After Cohort

Entrycd Cohort Entry®d After Cohort Entry®¢ Entrycd
Treatment Median Median Median Median
Scenario®® Group (Q1, Q3) (Q1, Q3) (Q1, Q3) (Q1, Q3)

. . _ 67.68 43.70 64.21 44.40
iﬂh‘g{ﬁggnd'ggs;:;'efsa ession- Treatment (66.65, 68.62) (43.00, 44.26) (63.31, 65.12) (43.87, 44.94)
count distributions soc 80.37 47.71 76.24 49.04

(79.34, 81.37) (47.30, 48.08) (75.37, 77.22) (48.74, 49.33)
. _ _ 54.95 34.87 52.10 35.25
B2: Strongly differential RTM with ~ Treatment (54.07, 55.73) (34.03, 35.70) (51.37, 52.87) (34.45, 36.07)
platelet count distributions that differ
disparately ITP severity. soc 93.12 48.14 88.36 50.47
(92.20, 94.01) (47.79, 48.48) (87.60, 89.18) (50.28, 50.66)

_ , , 44.84 17.16 43.02 17.76
glitg’l\fe?i'gﬁ rﬂ'féfsrﬁ{ghi:oi'\t"h‘;"t“;‘re Treatment (44.50, 45.17) (16.96, 17.36) (42.71, 43.33) (17.59, 17.94)
relatively similar by ITP severity. sSOC 49.09 18.48 47.00 19.36

(48.72, 49.45) (18.32, 18.64) (46.71, 47.34) (19.24, 19.48)
. . . 40.61 14.51 39.01 14.96
E)‘_‘t:hset_rr‘:]gg'z O'S'fl‘;‘:lr;?tsl‘;{glgerte:jm Treatment (40.31, 40.89) (14.27, 14.78) (38.75, 39.27) (14.73, 15.19)
distributions. soc 53.34 18.79 51.02 20.06
(53.02, 53.65) (18.65, 18.93) (50.75, 51.29) (19.97, 20.15)
, , _ 74.05 46.18 70.25 47.19
tE:]5ei_r':gg-nd'f[f)?srggt;:t'erep?;f;zfgc;hor;t Treatment 25 97 75.04) (45.71, 46.66) (69.29, 71.21) (46.75, 47.59)
distributions soc 73.97 46.18 70.19 47.13
(72.97, 75.00) (45.69, 46.64) (69.31, 71.15) (46.72, 47.55)
. _ _ 46.96 17.96 45.01 18.70
5]21_r’:gg;]d'g?éﬁg;aélzg{:fifu”&to‘ Treatment 46 60, 47.34) (17.78, 18.14) (44.69, 45.34) (18.54, 18.84)
distributions soC 46.95 17.96 45.01 18.67

(46.61, 47.32)

(17.77, 18.14)

(44.70, 45.32)

(18.53, 18.82)
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aThe strength of differential RTM refers to the probabilities used to select a patient’s treatment based upon their predefined ITP severity strata.
Strongly differential RTM corresponds to 0.8/0.2 treatment selection probabilities, weakly differential RTM to 0.6/0.4, and non-differential to
0.5/0.5.

b Platelet counts are derived for each patient from normal distributions with a predefined mean (u) and standard deviation (o). Platelet count
distributions that differ disparately are defined by u=100, 6=50 for the less-severe versus u=40, =15 for the more-severe ITP strata. Platelet
count distributions that are relatively similar are defined by u=55, 0=20 for the less-severe versus =35, =10 for the more-severe ITP strata.

¢ The cohort entry event was defined as the first platelet count <30x10%L with at least 8 prior platelet counts.

d Statistics calculated prior to cohort entry included the 8 platelet counts measured prior to the cohort-qualifying low platelet count. Statistics
estimated after cohort entry used the 23 platelet counts measured during weeks 2 through 24 after the index.
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Supplemental Table 6. Descriptive summary of the simulated immune thrombocytopenia (ITP) patient platelet count data with a true non-null

result and initial sample size of n=10,000, comparing the treatment and standard-of-care (SOC) groups across six regression-to-the-mean (RTM)

scenarios. Platelet count means and standard deviations (SDs) were calculated for each patient and were summarized by the median of that
summary measure across participants within a scenario. These data were generated over 2,000 simulations.

Platelet Count Mean

Prior to Cohort

SD of Platelet Counts

Prior to Cohort

Platelet Count Mean

SD of Platelet Counts

Entrycd Entrycd After Cohort Entry®®  After Cohort Entry®d
Treatment Median Median Median Median
Scenario®? Group (Q1, Q3) (Q1, Q3) (Q1, Q3) (Q1, Q3)
67.68 43.70 114.21 44.40
Bl:hWeakly dIIfo_erentlal regression- Treatment 46 65, 68.62) (43.09, 44.26) (113.31, 115.12) (43.87, 44.94)
to-the-mean, |sparate p atelet
count distributions soc 80.37 47.71 76.24 49.04
(79.34, 81.37) (47.30, 48.08) (75.37, 77.22) (48.74, 49.33)
54.95 34.87 102.10 35.25
Elza:t jgtogggl tdg;‘;rr?&tjlt?(l)ssTt'\éla\;vIth Treatment (54.07, 55.73) (34.03, 35.70) (101.37, 102.87) (34.45, 36.07)
differ disparately ITP severity. SOC 93.12 48.14 88.36 20.47
(92.20, 94.01) (47.79, 48.48) (87.60, 89.18) (50.28, 50.66)
44.84 17.16 93.02 17.76
gl’é;te\zfl\'/;ilgﬁ rﬂlféfsrﬁirm:oﬂl\t/'h\;vtﬂgre Treatment (44.50, 45.17) (16.96, 17.36) (92.71, 93.33) (17.59, 17.94)
relatively similar by ITP severity. SOC 49.09 18.48 47.00 19.36
(48.72, 49.45) (18.32, 18.64) (46.71, 47.34) (19.24, 19.48)
40.61 14.51 89.01 14.96
rBe‘grS;rst?gglilodt'Lfgf;rgﬁ Similar Treatment (40.31, 40.89) (14.27, 14.78) (88.75, 89.27) (14.73, 15.19)
platelet count distributio’ns SOC 53.34 18.79 °1.02 20.06
(53.02, 53.65) (18.65, 18.93) (50.75, 51.29) (19.97, 20.15)
74.05 46.18 120.25 47.19
Br»]5: Non-dlf[f)t?rentlal re?feSlSIOH-tO- Treatment (72.97, 75.04) (45.71, 46.66) (119.29, 121.21) (46.75, 47.59)
the-mean, |Sparate P atelet
count distributions soc 73.97 46.18 70.19 47.13
(72.97, 75.00) (45.69, 46.64) (69.31, 71.15) (46.72, 47.55)
46.96 17.96 95.01 18.70
5}21 mggndlfgﬁlr;ﬂral regression-to- Treatment 46 60, 47.34) (17.78, 18.14) (94.69, 95.34) (18.54, 18.84)
distributions P soc 46.95 17.96 45.01 18.67

(46.61, 47.32)

(17.77, 18.14)

(44.70, 45.32)

(18.53, 18.82)
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aThe strength of differential RTM refers to the probabilities used to select a patient’s treatment based upon their predefined ITP severity strata.
Strongly differential RTM corresponds to 0.8/0.2 treatment selection probabilities, weakly differential RTM to 0.6/0.4, and non-differential to
0.5/0.5.

b Platelet counts are derived for each patient from normal distributions with a predefined mean (u) and standard deviation (o). Platelet count
distributions that differ disparately are defined by u=100, 6=50 for the less-severe versus u=40, =15 for the more-severe ITP strata. Platelet
count distributions that are relatively similar are defined by u=55, 0=20 for the less-severe versus =35, =10 for the more-severe ITP strata.

¢ The cohort entry event was defined as the first platelet count <30x10%L with at least 8 prior platelet counts.

d Statistics calculated prior to cohort entry included the 8 platelet counts measured prior to the cohort-qualifying low platelet count. Statistics
estimated after cohort entry used the 23 platelet counts measured during weeks 2 through 24 after the index.
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Tables Displaying Simulation Performance Measures
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Supplemental Table 7. Simulation performance measures for the difference in median platelet count over the two treatment groups across all the

scenarios with n=200 and a true non-null treatment effect. Measures were calculated over 2,000 simulated cohorts for each scenario.

Percent
Bias Change in Empirical Mean
(95% confidence  Absolute Bias Standard Square
Scenario®? Adjustment Metric for Underlying ITP Severity interval) (%) Error Error
(1) No Adjustment (10 e %) REF 7097  5089.83
(2) Platelet count mean prior to cohort entry -1.64 700
(-1.73. -1.55) 78% 2.16 7.36
(3) Platelet count standard deviation prior to cohort entry -3.05 _EQO
B1: Weakly (-3.17, -2.93) 59% 2.73 16.76
differential (4) Difference between most recent prior platelet count and -5.75 o
regression-to- cohort entry event (-5.91, -5.59) ~23% 3.76 4r.18
the-mean, . .
Disparate platelet (5) Difference between largest prior platelet count and cohort -1.75 7% 291 793
count entry event (-1.85, -1.65)
distributions (6) Platelet count mean and standard deviation prior to -1.29 _aa0
cohort entry (-1.38, -1.20) 83% 201 571
(7) All summary measures calculated prior to cohort entry -1.20 Q0
(-1.28. -1.12) 84% 1.91 5.10
(8) Gold standard 0 1000
(-0.08, 0.08) 100% 1.83 3.35
(1) No Adjustment (36 0 69) REF 7661  6959.15
(2) Platelet count mean prior to cohort entry " 9872 50) -80% 4.50 65.16
iati i -12.98
B2: Strongly (3) Platelet count standard deviation prior to cohort entry (13.26, -12.70) 61% 6.44 210.03
differential . .
. (4) Difference between most recent prior platelet count and -23.60 500,
regression-to- cohort entry event (-23.92, -23.28) 29% 7.22 608.97
the-mean,
Disparate platelet (5) Difference between largest prior platelet count and cohort -7.25 -78% 4.85 76.05
count entry event (-7.46, -7.04) 0 ' '
distributions (6) Platelet count mean and standard deviation prior to -5.51
- - 0,
cohort entry (-5.68, -5.34) 83% 3.90 45.54
(7) All summary measures calculated prior to cohort entry 5 3?12 o) -84% 4.15 44.14
(8) Gold standard -0.02 -100% 1.94 3.75
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Percent

Bias Change in Empirical Mean
(95% confidence  Absolute Bias Standard Square
Scenario®? Adjustment Metric for Underlying ITP Severity interval) (%) Error Error
(-0.11, 0.07)
(1) No Adjustment 4 5333 o7 REF 2813  801.93
(2) Platelet count mean prior to cohort entry -0.87 -749
(-0.91, -0.83) 74% 0.95 1.65
(3) Platelet count standard deviation prior to cohort entry -1.99 A0
B3: Weakly (-2.05, -1.93) 40% 1.26 5.56
diff i ; . ]
| eren.tlal (4) Difference between most recent prior platelet count and 2.66 19% 134 8.87
regression-to- cohort entry event (-2.72, -2.60)
the-mean, . .
Similar platelet (5) Difference between largest prior platelet count and cohort -1.18 -64% 103 2 46
count entry event (-1.23, -1.13)
distributions (6) Platelet count mean and standard deviation prior to -0.75 270
cohort entry (-0.79, -0.71) 7% 0.96 1.48
(7) All summary measures calculated prior to cohort entry -0.71 20
(-0.75. -0.67) 78% 0.92 1.34
(8) Gold standard -0.02 000
(-0.05, 0.01) 99% 0.61 0.37
(1) No Adjustment (14 N 80) REF 2047 1039.26
(2) Platelet count mean prior to cohort entry " 2§lg 05) 76% 1.99 13.81
(3) Platelet count standard deviation prior to cohort entry -7.02 _ARO
B4: Strongly (-7.12, -6.92) 46% 2.20 54.1
differential (4) Difference between most recent prior platelet count and -8.79 .
regression-to- cohort entry event (-8.87, -8.71) ~33% 1.85 80.63
the-mean, . .
Similar platelet (5) Difference between largest prior platelet count and cohort -4.54 -65% 291 25 45
distributions (6) Platelet count mean and standard deviation prior to -2.85 200
cohort entry (-2.93. -2.77) 78% 1.93 11.86
(7) All summary measures calculated prior to cohort entry 2 8(2)7; 62) 79% 201 11.39
(8) Gold standard -0.03 1000
(-0.07, 0.01) 100% 0.84 0.71
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Percent

Bias Change in Empirical Mean
(95% confidence  Absolute Bias Standard Square
Scenario®? Adjustment Metric for Underlying ITP Severity interval) (%) Error Error
(1) No Adjustment . é%-321 . REF 69.57  4837.68
(2) Platelet count mean prior to cohort entry o 008-03 2 -94% 294 501
(3) Platelet count standard deviation prior to cohort entry 0.04 Q70
B5: Non- (-0.08, 0.16) 87% 2.68 7.19
differential (4) Difference between most recent prior platelet count and 0.05 o
regression-to- cohort entry event (-0.09, 0.19) -84% 3.30 10.91
the-mean, . .
Disparate platelet (5) Difference between largest prior platelet count and cohort 0.03 -90% 234 548
count entry event (-0.07, 0.13)
distributions (6) Platelet count mean and standard deviation prior to 0.03 _ano.
cohort entry (-0.06, 0.12) 90% 2.06 4.23
(7) All summary measures calculated prior to cohort entry 0 00408 14) -84% 1.95 3.82
(8) Gold standard o 00?;03 %) -90% 134 178
(1) No Adjustment 1 é%‘of 17 REF 27.98  782.46
(2) Platelet count mean prior to cohort entry o O%O(? 02) 67% 0.97 0.93
(3) Platelet count standard deviation prior to cohort entry 0.00 1000
B6: Non. (:0.05, 0.05) 100% 1.22 1.49
differential (4) Difference between most recent prior platelet count and 0.00 o
regression-to- cohort entry event (-0.06, 0.06) -100% 141 2.00
the-mean, . .
Similar platelet (5) Difference between largest prior platelet count and cohort 0.00 -100% 1.04 1.08
count entry event (-0.05, 0.05)
distributions (6) Platelet count mean and standard deviation prior to -0.01 _aa0,
cohort entry (-0.05, 0.03) 83% 0.91 0.83
(7) All summary measures calculated prior to cohort entry o 00?;0(1) 05) -83% 0.88 0.77
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aThe strength of differential RTM refers to the probabilities used to select a patient’s treatment based upon their predefined ITP severity strata.
Strongly differential RTM corresponds to 0.8/0.2 treatment selection probabilities, weakly differential RTM to 0.6/0.4, and non-differential to
0.5/0.5.

b Platelet counts are derived for each patient from normal distributions with a predefined mean (u) and standard deviation (o). Platelet count
distributions that differ disparately are defined by u=100, 6=50 for the less-severe versus u=40, =15 for the more-severe ITP strata. Platelet
count distributions that are relatively similar are defined by u=55, 0=20 for the less-severe versus =35, =10 for the more-severe ITP strata.
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Supplemental Table 8. Simulation performance measures for the difference in median platelet count over the two treatment groups across all the
scenarios with n=10,000 and a true null treatment effect. Measures were calculated over 2,000 simulated cohorts for each scenario.

Percent
Bias Change in Empirical Mean
(95% confidence  Absolute Bias Standard Square
Scenario®P Adjustment Metric for Underlying ITP Severity interval) (%) Error Error
(1) No Adjustment (12 683'8?5 69) REF 7226  5296.94
(2) Platelet count mean prior to cohort entry -1.47 _aa0
(-1.52, -1.42) 83% 111 3.37
(3) Platelet count standard deviation prior to cohort entry -2.95 _A70
B1: Weakly (-3.01, -2.89) 67% 1.33 10.48
differential (4) Difference between most recent prior platelet count and -5.59 0
regression-to- cohort entry event (-5.66, -5.52) ~37% 1.54 33.62
the-mean, . .
Disparate (5) Difference between largest prior platelet count and cohort -1.65 -81% 115 4.05
platelet count entry event (-1.7,-1.60)
distributions (6) Platelet count mean and standard deviation prior to cohort -1.20 -86% 0.90 2 25
entry (-1.24, -1.16)
(7) All summary measures calculated prior to cohort entry -1.19 87% 1.15 273
(-1.24,-1.14) ' '
(8) Gold standard 0.01 1000
(-0.02, 0.04) 100% 0.71 0.51
(1) No Adjustment -26.59
(-29.98, -23.2) REF 77.24 6669.52
(2) Platelet count mean prior to cohort entry -6.24 270
(-6.32, -6.16) 7% 1.87 42.49
3) Platelet count standard deviation prior to cohort ent -12.55
Sff: Stronglgly @) P Ty (12.67, 12.43) -53% 2.71 164.97
ifferentia . .
. (4) Difference between most recent prior platelet count and -23.53 190
:ﬁg_r;s;;cr)]n—to— cohort entry event (-23.67, -23.39) 12% 3.24 564.14
Disparate’ (5) Difference between largest prior platelet count and cohort -6.74 75% 1.88 48.93
platelet count entry event (-6.82, -6.66) 0 : -
distributions At i )
(6) Platelet count mean and standard deviation prior to cohort 5.21 -80% 161 29.73
entry (-5.28, -5.14)
(7) All summary measures calculated prior to cohort entry -5.05 -810
(-5.13, -4.97) 81% 1.73 28.49
(8) Gold standard 0.02 -100% 0.91 0.83
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Percent

Bias Change in Empirical Mean
(95% confidence  Absolute Bias  Standard Square
Scenario®? Adjustment Metric for Underlying ITP Severity interval) (%) Error Error
(-0.02, 0.06)
(1) No Adjustment -3.31
(-4.56, -2.06) REF 28.59 828.01
(2) Platelet count mean prior to cohort entry -0.83 [
(-0.85, -0.81) 75% 0.55 0.99
(3) Platelet count standard deviation prior to cohort entry -1.96 110
B3: Weakly (-1.99, -1.93) 41% 0.61 4.21
differential (4) Difference between most recent prior platelet count and -2.63 1% 0.68 735
regression-to- cohort entry event (-2.66, -2.60) 0 : :
the-mean, . .
Similar platelet (5) Difference between largest prior platelet count and cohort -1.18 -64% 0.62 176
count entry event (-1.21, -1.15)
distributions (6) Platelet count mean and standard deviation prior to cohort -0.73 78% 0.68 1.00
entry (-0.76, -0.70) . :
(7) All summary measures calculated prior to cohort entry -0.72 790
(-0.74, 0.70) 78% 0.57 0.84
(8) Gold standard 0.00 1000
(-0.03, 0.03) 100% 0.59 0.35
(1) No Adjustment -10.75
(-12.11, -9.39) REF 31.05 1079.24
(2) Platelet count mean prior to cohort entry -3.01 200
(-3.05, -2.97) 2% 0.89 9.84
(3) Platelet count standard deviation prior to cohort entry -7.01 -35% 7 7
B4: Strongly (-7.05, -6.97) 35% 0.9 50.0
differential (4) Difference between most recent prior platelet count and -8.72 .
regression-to- cohort entry event (-8.76, -8.68) -19% 0.81 76.71
the-mean, . .
Similar platelet (5) Difference between largest prior platelet count and cohort -4.44 59% 0.96 20.64
distributions (6) Platelet count mean and standard deviation prior to cohort -2.76 74% 0.88 8.40
entry (-2.80, -2.72) 0 : :
(7) All summary measures calculated prior to cohort entry -2.72 7E0
(-2.76, -2.68) 75% 0.84 8.08
(8) Gold standard 0.00 1000
(-0.02, 0.02) 100% 0.36 0.13
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Percent

Bias Change in Empirical Mean
(95% confidence  Absolute Bias  Standard Square
Scenario®? Adjustment Metric for Underlying ITP Severity interval) (%) Error Error
(1) No Adjustment s a8 20 REF 7253 5264.39
(2) Platelet count mean prior to cohort entry 0 00403 06) -100% 1.20 144
(3) Platelet count standard deviation prior to cohort entry -0.03 _qao
55 Non. (0.09, 0.02) 99% 1.28 1.64
differential (4) Difference between most recent prior platelet count and 0.03 _09% 154 237
regression-to- cohort entry event (-0.04, 0.10) ° ' '
the-mean, . .
Disparate ((35n)t::)|f;‘3(r;r:ce between largest prior platelet count and cohort o 00508 05) -100% 103 1.06
platelet count y e
distributions (6) Platelet count mean and standard deviation prior to cohort 0.00 -100% 101 103
entry (-0.04, 0.04) ' ’
(7) All summary measures calculated prior to cohort entry 0.00 1000
(0,08, 0.05) 100% 1.18 1.39
(8) Gold standard -0.03 000
(:0.06, 0.00) 99% 0.74 0.55
(1) No Adjustment -0.97
(-2.24, 0.30) REF 28.87 834.04
(2) Platelet count mean prior to cohort entry o 001-03 03) -99% 0.50 0.25
(3) Platelet count standard deviation prior to cohort entry -0.01 000
B6: Non- (0.03, 0.01) 99% 0.55 0.30
differential (4) Difference between most recent prior platelet count and 0.01 -09% 0.61 0.37
regression-to- cohort entry event (-0.02, 0.04) : :
the-mean, . .
Similar platelet (5) Difference between largest prior platelet count and cohort 0.00 -100% 0.50 0.25
count entry event (-0.02, 0.02)
distributions (6) Platelet count mean and standard deviation prior to cohort 0.03 -97% 0.66 0.44
entry (0.00, 0.06)
(7) All summary measures calculated prior to cohort entry 0.01 000
(-0.01, 0.03) 99% 0.49 0.24
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aThe strength of differential RTM refers to the probabilities used to select a patient’s treatment based upon their predefined ITP severity strata.
Strongly differential RTM corresponds to 0.8/0.2 treatment selection probabilities, weakly differential RTM to 0.6/0.4, and non-differential to
0.5/0.5.

b Platelet counts are derived for each patient from normal distributions with a predefined mean (u) and standard deviation (o). Platelet count
distributions that differ disparately are defined by u=100, 6=50 for the less-severe versus u=40, =15 for the more-severe ITP strata. Platelet
count distributions that are relatively similar are defined by u=55, 0=20 for the less-severe versus =35, =10 for the more-severe ITP strata.

35



Supplemental Table 9. Simulation performance measures for the difference in median platelet count over the two treatment groups across all the

scenarios with n=10,000 and a true non-null treatment effect. Measures were calculated over 2,000 simulated cohorts for each scenario.

Percent
Bias Change in Empirical Mean
(95% confidence Absolute Bias Standard Square
Scenario®P Adjustment Metric for Underlying ITP Severity interval) (%) Error Error
(1) No Adjustment -8.53
(-11.70, -5.36) REF 72.41 5313.43
(2) Platelet count mean prior to cohort entry -1.47 _aa0
(-1.52, -1.42) 83% 1.20 3.59
(3) Platelet count standard deviation prior to cohort entry -2.90 6RO
differential (4) Difference between most recent prior platelet count and -5.60 0
regression-to- cohort entry event (-5.67, -5.53) ~34% 1.53 33.70
the-mean, : .
Disparate (5) Difference between largest prior platelet count and cohort -1.62 -81% 1.4 466
platelet count entry event (-1.68, -1.56)
distributions (6) Platelet count mean and standard deviation prior to cohort -1.20 -86% 0.89 2922
entry (-1.24, -1.16)
(7) All summary measures calculated prior to cohort entry -1.19 _aae
(-1.24, -1.14) 86% 1.22 291
(8) Gold standard 0.03 1000
(-0.02, 0.08) 100% 1.16 1.34
(1) No Adjustment -26.84
(-30.22, -23.46) REF 77.18 6673.86
(2) Platelet count mean prior to cohort entry -6.21 J—
(-6.30, -6.12) 77% 2.11 43.03
3) Platelet count standard deviation prior to cohort entr -12.48
Sff: Stronglgly @) P y (12,62, 12.34) -54% 3.11 165.47
ifferentia . .
. (4) Difference between most recent prior platelet count and -23.47 120
:ﬁg_r;s;;cr)]n—to— cohort entry event (-23.62, -23.32) 13% 342 562.64
Disparate’ (5) Difference between largest prior platelet count and cohort -6.72 75% 203 49.32
platelet count entry event (-6.81, -6.63) 0 . :
distributions ot ; }
(6) Platelet count mean and standard deviation prior to cohort 5.19 -81% 183 30.25
entry (-5.27, -5.11)
(7) All summary measures calculated prior to cohort entry -5.04 -819
(-5.13, -4.95) 81% 2.02 29.43
(8) Gold standard 0.04 -100% 1.24 1.53
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Percent

Bias Change in Empirical Mean
(95% confidence Absolute Bias Standard Square
Scenario®? Adjustment Metric for Underlying ITP Severity interval) (%) Error Error
(-0.01, 0.09)
(1) No Adjustment -3.20
(-4.49, -1.91) REF 29.34 870.48
(2) Platelet count mean prior to cohort entry -0.86 920,
(-0.88, -0.84) 73% 0.55 1.04
(3) Platelet count standard deviation prior to cohort entry -1.98 200
B3: Weakly (-2.01, -1.95) 38% 0.63 4.31
differential (4) Difference between most recent prior platelet count and -2.65 179 0.64 746
regression-to- cohort entry event (-2.68, -2.62) ? . :
the-mean, . .
Similar platelet (5) Difference between largest prior platelet count and cohort -1.17 -63% 0.44 156
count entry event (-1.19, -1.15)
distributions (6) Platelet count mean and standard deviation prior to cohort -0.73 77% 0.51 0.80
entry (-0.75, -0.71)
(7) All summary measures calculated prior to cohort entry -0.72 790
(-0.74, -0.70) 78% 0.47 0.74
(8) Gold standard -0.01 1000,
(-0.03, 0.01) 100% 0.39 0.15
(1) No Adjustment -13.05
(-14.36, -11.74) REF 30.00 1069.88
(2) Platelet count mean prior to cohort entry -3.05 70,
(-3.13. -2.97) 77% 1.90 12.91
(3) Platelet count standard deviation prior to cohort entry -6.84 -48% 21 1
B4: Strongly (-6.93, -6.75) 8% 15 51.35
differential (4) Difference between most recent prior platelet count and -8.68 .
regression-to- cohort entry event (-8.76, -8.60) ~33% 1.87 78.90
the-mean, . .
Similar platelet (5) Difference between largest prior platelet count and cohort -4.39 -66% 219 24.06
count entry event (-4.49, -4.29)
distributions (6) Platelet count mean and standard deviation prior to cohort -2.76 -79% 1.83 10.95
entry (-2.84, -2.68) 0 : :
(7) All summary measures calculated prior to cohort entry -2.59 2no
(-2.67, -2.51) 80% 1.93 10.42
(8) Gold standard -0.02 1000
(-0.06, 0.02) 100% 0.87 0.76
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Percent

Bias Change in Empirical Mean
(95% confidence Absolute Bias Standard Square
Scenario®? Adjustment Metric for Underlying ITP Severity interval) (%) Error Error
(1) No Adjustment -2.38
(-5.57, 0.81) REF 72.68 5285.40
(2) Platelet count mean prior to cohort entry o 00403 10 -99% 168 281
(3) Platelet count standard deviation prior to cohort entry -0.04 .00
B5: Non- (-0.09, 0.01) 98% 1.22 1.50
differential ' i
r(l. u . (4) Difference between most recent prior platelet count and 0.03 -99% 1.70 288
gression-to cohort entry event (-0.04, 0.10)
the-mean . .
. ' (5) Difference between largest prior platelet count and cohort -0.02 000,
Disparate entry event (-0.06, 0.02) 99% 0.90 0.81
platelet count o _
distributions (86n)trlzllatelet count mean and standard deviation prior to cohort . OOE;Oé on -100% 132 174
(7) All summary measures calculated prior to cohort entry o 0205 03) -99% 121 1.46
(8) Gold standard (_O 00508 05) -100% 1.17 1.38
(1) No Adjustment 2 é%-gg " REF 28.94  837.99
(2) Platelet count mean prior to cohort entry o 6%0301) -99% 0.39 0.15
(3) Platelet count standard deviation prior to cohort entry -0.02 QR0
B6: Non- (_0_047 000) 98% 0.56 0.31
differential (4) Difference between most recent prior platelet count and 0.00 0
regression-to- cohort entry event (-0.03, 0.03) -100% 0.62 0.38
the-mean : .
. ' (5) Difference between largest prior platelet count and cohort -0.01 000,
?(;T:]I?r platelet entry event (-0.03, 0.01) 99% 0.46 0.21
distributions (6) Platelet count mean and standard deviation prior to cohort -0.01 -99% 0.41 017
entry (-0.03, 0.01) 0 : :
(7) All summary measures calculated prior to cohort entry o (')%-0301) -99% 0.37 0.14
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aThe strength of differential RTM refers to the probabilities used to select a patient’s treatment based upon their predefined ITP severity strata.
Strongly differential RTM corresponds to 0.8/0.2 treatment selection probabilities, weakly differential RTM to 0.6/0.4, and non-differential to
0.5/0.5.

b Platelet counts are derived for each patient from normal distributions with a predefined mean (u) and standard deviation (o). Platelet count
distributions that differ disparately are defined by u=100, 6=50 for the less-severe versus u=40, =15 for the more-severe ITP strata. Platelet
count distributions that are relatively similar are defined by u=55, 0=20 for the less-severe versus =35, =10 for the more-severe ITP strata.
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