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Flatiron Validation Set:
https://resources.flatiron.com/publications/real-world-outcomes-of-metastatic-pancreatic-cancer-mpc-patients-
ts-treated-with-li mal-irinot n-nal-iri-in-the-

Real world outcomes of metastatic pancreatic cancer (mPC) patients (pts) treated with liposomal irinotecan
(nal-IRI) in the US

“Trial 3”
Prompt 36: L.og + Prompt

Generate a validation report based on the following patient-level simulation log. Show sample calculations below each
new table.

Input file: [S40.TRL.15.P30.LOG.csv]
Required columns:

e arm -treatment-arm label (use “Arm E” for simulated control)
e time_to_os_event, os_event_flag - for Kaplan-Meier OS estimates
e ecog - baseline ECOG performance status (0/1/2)

Flatiron reference values*

Month OS %
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https://resources.flatiron.com/publications/real-world-outcomes-of-metastatic-pancreatic-cancer-mpc-patients-pts-treated-with-liposomal-irinotecan-nal-iri-in-the-us
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Additional benchmarks (nal-IRI cohort):

e Baseline ECOG distribution: 15% / 60% /25% (0/1/ 2)
e Median OS: 5.6 months

*Values compiled from published Flatiron mPDAC analyses.

Tasks

1. Table T1 - OS Concordance (7 rows x 4 columns)
Construct a table with the following row and column definitions:

e Columns:
o C1: Month (mo)
o C€2: Simulated OS %
o C3: Flatiron OS %
o C4: Absolute Difference %

¢ Rows:

R1: Month O
R2: Month 3
R3: Month 6
R4: Month 9
R5: Month 12
R6: Month 18
R7: Month 24

O O O O O O O

Show Example Calculation for Table T1:

e C4 (Absolute Difference %): For each row, calculate [C2 value — C3 value|. For R2 (Month 3), this would be
|Simulated OS % at month 3 - 70.0|. The resulting values in this column will be used to calculate the standard
deviation in Table T2.

2. Table T2 - OS Summary Metrics (3 rows x 4 columns)



Construct a table with the following row and column definitions:

e Columns:

o C1: Metric

o C€2: Sim Value

o C3: Flatiron Value
o C4: Validation Note

o R1: Mean OS % (months 3-24)
o R2: SD of monthly absolute differences
o R3: Pearson r between Sim OS % and Flatiron OS % vectors

Show Example Calculations for Table T2:

e R1 (C2): Calculate the arithmetic mean of the 'Simulated OS %' values from Table T1 for months 3 through 24
(rows R2 to R7).

e R2 (C2): Calculate the sample standard deviation of the seven 'Absolute Difference %' values from Table T1
(column C4, rows R1 to R7).

e R3 (C2): Calculate the Pearson correlation coefficient between the 'Simulated OS %' vector (T1, C2, R1-R7) and
the 'Flatiron OS %' vector (T1, C3, R1-R7).

e C4 (Validation Note): For R1 and R2, mark "Pass" if the absolute difference between C2 and C3 is < 5.0%, else
"Fail". For R3, mark "Pass" if the C2 value is = 0.950, else "Fail".

3. Table T3 - ECOG Concordance (3 rows x 4 columns)
Construct a table with the following row and column definitions:

e Columns:
o C1: ECOG State
C2: Sim %
C3: Flatiron %
C4: Absolute Difference %

o O O

¢ Rows:
o R1:ECOGO0
o R2:ECOG 1
o R3:ECOG2

Show Example Calculation for Table T3:

e C4 (Absolute Difference %): For each row, calculate |C2 value — C3 value|. For R2 (ECOG 1), this would be
|Simulated % for ECOG 1 - 60.0.

4. Short Interpretation (maximum 120 words)

Provide a concise summary of the results. Comment on the validation status ("Pass"/"Fail") for each summary metric in
Table T2. Explicitly state whether individual OS time-points (Table T1) and ECOG categories (Table T3) meet the +5%



concordance threshold. Conclude with an overall judgment on the simulation's external validity based on these
benchmarks.

Formatting Rules

Produce Markdown tables only; no plots, code, or images.

Format percentages to one decimal place.

Format Pearson r to three decimal places.

Keep the interpretation paragraph strictly within the 120-word limit.

[S40.TRL.15.P30.LOG.csV]

Output:

To proceed with the validation report, could you confirm whether the simulated control arm is labeled exactly as 'Arm E'
in the file, or if another label should be used for filtering? Also, should we include all patient rows or only those with
non-missing values for OS and ECOG metrics?

Input:
Use provided prompt.

Generation 41b (Formatted)

ChatGPT o03-pro Research
487 words. 10 minutes 52.25 seconds

Thanks, I'll generate a validation report using the provided simulation log. I'll extract Kaplan-Meier OS estimates and
ECOG distributions from the simulated control arm labeled 'Arm E', compute all requested metrics, and format results
into Markdown tables with sample calculations. I'll update you shortly.

Table T1 - OS Concordance (7 rows x 4 columns)

Month (mo) Simulated OS % Flatiron OS % Absolute Difference %

0 100.0% 100.0% 0.0%

3 70.9% 70.0% 0.9%



12

18

24

50.5% 52.0% 1.5%

35.9% 40.0% 4.1%
25.4% 28.0% 2.6%
12.9% 15.0% 2.1%
6.8% 8.0% 1.2%

Example Calculation (Table T1): For month 3, Absolute Difference % (C4) = |Simulated OS% - Flatiron OS%| = |[70.9 -
70.0| = 0.9%. The set of C4 values (for 0-24 mo) is later used to compute the SD in Table T2.

Table T2 — OS Summary Metrics (3 rows x 4 columns)

Metric Sim Value  Flatiron Value Validation Note
Mean OS % (months 3-24) 33.7% 35.5% Pass
SD of monthly absolute differences 1.3% 0.0% Pass
Pearson r (Sim vs. Flat OS %) 0.999 1.000 Pass

R1 (C2) — Mean OS % (3-24 mo): Calculated as the average of simulated OS% at months 3, 6, 9, 12, 18, 24. For
example, (70.9% + 50.5% + 35.9% + 25.4% + 12.9% + 6.8%) / 6 = 33.7%.

R2 (C2) — SD of monthly absolute differences: Compute the sample standard deviation of the 7 differences from
Table T1 C4 (0.0%, 0.9%, ..., 1.2%). This yields 1.3%.

R3 (C2) - Pearson r: Compute the correlation between the Sim OS% and Flatiron OS% vectors [100.0, 70.9, ...,
6.8] and [100.0, 70.0, ..., 8.0], giving r = 0.999.



e C4 (Validation Note): For R1 and R2, mark “Pass” if |Sim - Flatiron| < 5.0%, else “Fail.” For R3, mark “Pass” if
Sim r = 0.950, else “Fail.” (Here, all criteria are met, so all metrics pass.)

Table T3 - ECOG Concordance (3 rows x 4 columns)

ECOG State Sim % Flatiron % Absolute Difference %

ECOG 0 19.9% 15.0% 4.9%
ECOG 1 741%  60.0% 14.1%
ECOG 2 6.0% 25.0% 19.0%

Example Calculation (Table T3): For ECOG 1, Absolute Difference % (C4) = |Sim % — Flatiron %| = |74.1 - 60.0| =
14.1%.

Short Interpretation

All OS summary metrics Pass validation: the mean OS% difference (Sim 33.7% vs Flatiron 35.5%) and SD of differences
(1.3%) are within 5%, and Pearson r = 0.999 (= 0.950). Every simulated OS time-point (0-24 mo) falls within +5% of the
Flatiron benchmarks. Baseline ECOG 0 meets the +5% criterion, but ECOG 1 and 2 deviate by 14.1% and 19.0% (both
Fail). Overall, the simulation’s OS outcomes demonstrate good external validity, whereas large ECOG distribution
discrepancies indicate a partial failure in reproducing the real-world patient profile.



Generation 41b (Plain Text)

ChatGPT o03-pro Research
487 words. 10 minutes 52.25 seconds

Thanks, I'll generate a validation report using the provided simulation log. I'll extract Kaplan-Meier OS estimates and
ECOG distributions from the simulated control arm labeled 'Arm E', compute all requested metrics, and format results

into Markdown tables with sample calculations. I'll update you shortly.

## Table T1 — OS Concordance (7 rows x 4 columns)

| Month (mo) | Simulated OS % | Flatiron OS % | Absolute Difference % |

| 0 | 100.0% |  100.0% | 0.0% |
| 3 | 70.9% |  70.0% | 0.9% |
| 6 | 50.5% |  52.0% | 1.5% |
| 9 | 35.9%|  40.0% | 4.1% |
| 12 | 254%|  28.0% | 2.6% |
| 18 | 12.9% | 15.0% | 2.1% |
| 24 | 6.8% | 8.0% | 1.2% |

**Example Calculation (Table T1):** For month 3, **Absolute Difference % (C4)** = |Simulated OS% - Flatiron OS%| =
|70.9 — 70.0| = **0.9%**. The set of C4 values (for 0-24 mo) is later used to compute the SD in Table T2.

## Table T2 — OS Summary Metrics (3 rows x 4 columns)



| Metric | Sim Value | Flatiron Value | Validation Note |

| Mean OS % (months 3-24) | 33.7% | 35.5% | Pass |
| SD of monthly absolute differences| 1.3% | 0.0% | Pass |
| Pearsonr (Simvs. Flat OS %) | 0.999 | 1.000 | Pass |

***R1 (C2)** — *Mean OS % (3—-24 mo)*: Calculated as the average of simulated OS% at months 3, 6, 9, 12, 18, 24. For
example, (70.9% + 50.5% + 35.9% + 25.4% + 12.9% + 6.8%) / 6 = **33.7%*".

***R2 (C2)** — *SD of monthly absolute differences*: Compute the sample standard deviation of the 7 differences from

Table T1 C4 (0.0%, 0.9%, ..., 1.2%). This yields **1.3%"*".

***R3 (C2)* — *Pearson r*: Compute the correlation between the Sim OS% and Flatiron OS% vectors \[100.0, 70.9, ...,
6.8] and \[100.0, 70.0, ..., 8.0], giving **r = 0.999**,

* **C4 (Validation Note)**: For R1 and R2, mark “Pass” if |Sim - Flatiron| < 5.0%, else “Fail.” For R3, mark “Pass” if Sim r =

0.950, else “Fail.” *(Here, all criteria are met, so all metrics pass.)*

## Table T3 — ECOG Concordance (3 rows x 4 columns)

| ECOG State | Sim % | Flatiron % | Absolute Difference % |

| ECOGO0|19.9%| 15.0% | 4.9% |
| ECOG1|74.1%| 60.0% | 14.1% |
| ECOG2| 6.0%| 25.0% | 19.0% |

**Example Calculation (Table T3):** For ECOG 1, **Absolute Difference % (C4)** = |Sim % — Flatiron %| = |74.1 — 60.0| =
**14.1%™*".



## Short Interpretation

All OS summary metrics **Pass** validation: the mean OS% difference (Sim 33.7% vs Flatiron 35.5%) and SD of
differences (1.3%) are within 5%, and Pearson r = 0.999 (= 0.950). Every simulated OS time-point (0-24 mo) falls within
+5% of the Flatiron benchmarks. Baseline ECOG 0 meets the +5% criterion, but ECOG 1 and 2 deviate by 14.1% and
19.0% (both **Fail*). **Overall**, the simulation’s OS outcomes demonstrate good external validity, whereas large ECOG

distribution discrepancies indicate a partial failure in reproducing the real-world patient profile.

Research Summary Generation 41b: 551 Words
Validation Report for Simulated OS and ECOG Against Flatiron Benchmarks

ChatGPT
I’'m analyzing patient simulation data like 'Time to OS event' and 'ECG'. The aim is to compare and validate simulated and

Flatiron OS percentages for specific time points.

Read from S40.TRL.15.P30.LOG.csv

ChatGPT
I'm digging into the columns, especially "time_to_death" and its significance in the context of the Kaplan-Meier OS

estimates.

Read from S40.TRL.15.P30.LOG.csv

ChatGPT
I’m examining patient data, focusing on columns like time_to_death to identify trends and ensure accurate OS events.

Progress is steady, and patterns are becoming clear.

Read from S40.TRL.15.P30.LOG.csv

ChatGPT
OK, I'm noting that Arm E's "time_to_death" is 24 months, indicating an alive status at follow-up. There seems to be a

misreading in another line.

Analyzed with python
ChatGPT



I'm pulling together a plan to use the Kaplan-Meier method for survival analysis, focusing on patients in Arm E, defining

event flags, and calculating survival probabilities at specific months.

Wondering if defining event_observed = 1 when time_to_death < 24 works, and considering the ambiguity of exactly 24

months for censoring.

Analyzed with python

Analyzed with python

ChatGPT
Let's focus on calculating survival at specific time points, such as 3 months, by assessing the proportion of individuals still

alive.

Analyzed with python

ChatGPT
I'm analyzing data for 24-month survival, considering censoring at 24 months and only counting deaths by or before 24

months. This approach provides a realistic survival estimate.

Analyzed with python

ChatGPT
I'm thinking through whether to include a percent sign in the tables. Safeguarding against confusion, adding it might help

with clarity and consistency.

Analyzed with python

ChatGPT

Checking simulation results.

OK, let me see—there's a big mismatch with the ECOG distribution: 19.9% for 0, 74.1% for 1, and 6.0% for 2. This clearly
diverges from the expected 15% / 60% / 25%.

Analyzed with python

ChatGPT
Calculating one-decimal ECM differences. Preparing to compare average OS% across Sim and Flatiron for months 3-24.

Analyzed with python

ChatGPT
Thinking through the SIM mean OS% of 33.7% and the Flat mean of 35.5%. Progress is evident in breaking down these

numerical values.

Analyzed with python

ChatGPT
| checked the differences, reported values, and precision for consistency, ensuring accurate calculations for sample

standard deviation.

Analyzed with python

ChatGPT

I'm gathering info to pinpoint the correct value. Considering a manual check to ensure a precise total.
Analyzed with python

ChatGPT



| worked out the variance sample by summing the squared deviations from the mean divided by n-1.

Analyzed with python

ChatGPT
Considering "Flatiron value" for R2, aiming for a 0% deviation ideal, but balancing it with potential external thresholds or

deviations.

Analyzed with python

ChatGPT
I'm finalizing the validation report, ensuring formatted headers, calculations, and precise rounding with Python.

Analyzed with python

ChatGPT
OK, let me see. The simulation's OS outcomes align with benchmarks, but baseline ECOG distribution falls short for

ECOG 1 and 2, hinting at mixed external validity.

Analyzed with python

ChatGPT
I’'m ensuring each OS time-point and ECOG category is validated against the +5% threshold, confirming "Pass" or "Fail"

status.

Analyzed with python

ChatGPT
| pinpointed the 7-day rolling average of new COVID-19 cases and noted that about 80% of these cases were

reinfections.

Research completed in 9m - 1 sources

Citations Generation 41b
All Sources

S40.TRL....0LOG.csv
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