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[bookmark: _Toc11607][bookmark: _Toc174019609]Introduction
[bookmark: _Toc493504967]This Statistical Analysis Plan is developed based on the 'Nab-paclitaxel plus S-1 Induction Chemotherapy for Patients with Locally Advanced Pancreatic Cancer: A Prospective, Single-arm, Open-label and Multicenter clinical study' and will provide specific statistical analysis methods or strategies for it. The objective of this study is to evaluate the clinical efficacy and safety of paclitaxel injection (albumin-bound) in combination with S-1 for the treatment of locally advanced pancreatic cancer.
This Statistical Analysis Plan is written based on the study protocol. The final version of this plan will be completed before the database lock and submitted for signature confirmation by each functional department.
[bookmark: _Toc15417][bookmark: _Toc174019610]Study Objectives 
[bookmark: _Toc2071]Primary Objectives
· Evaluate the 6-month progression-free survival rate of paclitaxel injection (albumin-bound) in combination with S-1 for the treatment of locally advanced pancreatic cancer[1,2]。
[bookmark: _Toc15196]Secondary Objectives
· Evaluate the progression-free survival (PFS), overall survival (OS), and objective response rate (ORR) of paclitaxel injection (albumin-bound) in combination with S-1 for the treatment of locally advanced pancreatic cancer.
· Evaluate the safety and tolerability of paclitaxel injection (albumin-bound) in combination with S-1 for the treatment of locally advanced pancreatic cancer.
1. [bookmark: _Toc7071][bookmark: _Toc174019614][bookmark: _Toc493504968]Study Design
[bookmark: _Toc4245]General Design and Plan
This study is a single-arm, multicenter, open-label, prospective design aimed at evaluating the efficacy and safety of paclitaxel injection (albumin-bound) in combination with S-1 for the treatment of locally advanced pancreatic cancer.
Subjects, after being fully informed and signing the informed consent form, will be screened and enrolled to receive treatment.
Study treatment regimen: Paclitaxel injection (albumin-bound) in combination with S-1 (3-week regimen) will be administered for a maximum of 8 cycles. After that, the investigator and the patient will discuss and decide on the next treatment regimen (including but not limited to surgery, the original chemotherapy regimen, or chemoradiotherapy).
Safety visits: Any adverse medical events occurring from the time the subject signs the informed consent form up to 28 days after treatment, regardless of whether they are related to the investigational drug, will be considered adverse events. This includes newly occurring adverse events or those with a severity or frequency greater than baseline, or abnormal diagnostic results, including clinically significant laboratory abnormalities.
Subjects will undergo survival follow-up every 3 months after treatment until the end of the study, death, withdrawal of informed consent, or loss to follow-up (whichever comes first).
[bookmark: _Toc110355936][bookmark: _Toc493504969]All subjects will undergo tumor baseline assessment during the screening phase (within 1 month prior to the first dose). Imaging assessments will be conducted every 42 days (with a window of +7/-3 days) during treatment until radiological progression or recurrence, withdrawal of informed consent, loss to follow-up, or death.
[bookmark: _Toc9380]Sample Size
This study is a single-arm design with the primary endpoint being the 6-month progression-free survival (PFS) rate. The study assumes that the treatment regimen is not less effective than single-agent S-1 or gemcitabine, and that it can be comparable to the GnP or GS regimens. Based on the GEST study (which includes 23.8% locally advanced and 76.2% metastatic pancreatic cancer), the 6-month PFS rates for single-agent S-1 or gemcitabine were 26.9% and 29.8%, respectively3. Therefore, a 30% threshold is used for the null hypothesis of ineffectiveness. Based on the MPACT study (metastatic pancreatic cancer) where the GnP regimen showed a 6-month PFS rate of 44%4, and the GEST study (23.8% locally advanced + 76.2% metastatic pancreatic cancer) where the GS regimen showed a 6-month PFS rate of 47.9%3, the expected efficacy of the study treatment regimen is 48%. Using α=0.05 (two-sided) and 1-β=0.90, the sample size was calculated using the One-Sample Logrank Tests Assuming a Weibull Model (Wu) method in PASS 15.0 software5-9, with the required sample size of N=52 subjects. Considering a 10% dropout rate, a total of 58 subjects will be enrolled.

For conservative purposes, a two-sided test was used in the sample size calculation, but the final statistical test will be one-sided, i.e., to test whether the study treatment regimen is superior to the historical control regimen. The success decision rule is: if the lower bound of the 95% confidence interval for the 6-month survival rate of the study treatment (using the log(-log) method) is higher than the historical control PFS rate (30%), then the study treatment's efficacy will be considered superior to the historical control. If the point estimate is also close to or higher than 48%, it will not only prove that the treatment is superior to the historical control, but also indicate a clinically meaningful improvement (comparable to the GnP or GS regimens3-4).

[bookmark: _Toc13074][bookmark: _Toc174019617][bookmark: _Toc493504971]Study Endpoints
[bookmark: _Toc493504972][bookmark: _Toc32171][bookmark: _Toc174019618]Efficacy Endpoints
[bookmark: _Toc174019619][bookmark: _Toc31525]Primary Endpoints
[bookmark: _Hlk72855923]6-Month Progression-Free Survival Rate (6mo-PFS rate)
The 6-month progression-free survival rate is defined as the proportion of subjects who, from the start of the study treatment until the first occurrence of radiological progression (according to RECIST 1.1) or death from any cause (whichever comes first), remain progression-free for 6 months.
[bookmark: _Toc28178][bookmark: _Toc174019620]Secondary Endpoints
Progression-Free Survival (PFS)
From the start of the study treatment to the first occurrence of radiological progression (according to RECIST 1.1) or death from any cause (whichever occurs first).
Overall Survival (OS)
It refers to the time from the start of the study treatment to the time of death of the subject from any cause
Objective Response Rate (ORR)
It refers to the proportion of subjects who are assessed as having a complete response (CR) or partial response (PR) according to the RECIST 1.1 criteria.
[bookmark: _Toc493504973][bookmark: _Toc174019621][bookmark: _Toc2475]Safety Endpoints
Drug treatment safety: The incidence and severity of adverse events (AE) are assessed according to the NCI-CTCAE v5.0 criteria.
[bookmark: _Toc30322][bookmark: _Toc174019624]Analysis Sets
[bookmark: _Toc23384][bookmark: _Toc174019625]Intent-to-Treat (ITT) 
According to the ITT principle, it includes all subjects who were successfully screened, enrolled, and received at least one dose of the study treatment. The ITT population is the primary analysis population for efficacy in this study.
[bookmark: _Toc11559]Per-Protocol Set (PPS)
A subset of the ITT population, excluding subjects who have no evaluable data for the primary efficacy endpoint or who have major protocol deviations that are judged to have a material impact on the study results. The list of subjects to be included or excluded must be reviewed and finalized by the investigators prior to database lock.
[bookmark: _Toc28587][bookmark: _Toc174019627]Safety Set (SS)
All subjects who are successfully screened, enrolled, and have received at least one administration of the study treatment will constitute the Safety Set (SS) for this study. The SS will be used for safety analyses.
[bookmark: _Toc5115][bookmark: _Toc174019629][bookmark: _Toc493504986]Statistical Analysis
[bookmark: _Toc26724][bookmark: _Toc174019630]General Considerations
[bookmark: _Toc174019631][bookmark: _Toc22602]General Analysis Rule
[bookmark: _Toc174019632][bookmark: _Toc493504989]Baseline
Unless otherwise specified, "baseline" in this study is defined as the last non-missing measurement prior to the first administration of the study drug, including measurements performed on the day of first dosing but before the first dose.
If multiple measurements are taken on the same day:
If both a scheduled visit and an unscheduled visit are available, the scheduled visit will be considered the last measurement.
If no scheduled visit is available but there are multiple unscheduled visits, the value from the last valid pre-dose measurement at an unscheduled visit will be used.
Study Day
For safety analyses, the study start date is the day of the first administration of study treatment; for efficacy analyses, the study start date is the date of the first administration of study treatment. Study day for an assessment or event will be calculated relative to the study start date using the following formulas:
If the assessment/event date is before the study start date, then Study Day = Assessment/Event Date − Study Start Date;
If the assessment/event date is on or after the study start date, then Study Day = Assessment/Event Date − Study Start Date + 1.
General Analyses
Unless otherwise specified, descriptive statistics will be summarized according to variable type as follows:
Continuous data: mean, standard deviation, median, maximum, and minimum.
Categorical data: frequency and percentage.
Decimal Places
Unless otherwise specified, the number of decimal places in the analysis report will follow these rules:
Mean, median, standard deviation, quartiles, minimum, and maximum will be reported to 1 decimal place.
Percentages will be reported to 1 decimal place.
Median progression-free survival (PFS) or overall survival (OS) (months) will be reported to 1 decimal place.
95% confidence intervals (CIs) will be reported to 1 decimal place, consistent with the corresponding point estimate.
Statistical Software
All statistical analyses will be performed using IBM SPSS Statistics version 25.0 or later.
Laboratory Test Results
Laboratory test results are generally continuous numeric variables or character variables. If a continuous numeric value recorded in the eCRF includes special characters (e.g., "<xx", ">xx"), it will be handled as follows:
For "<xx", half of xx will be used for analysis.
For ">xx" or "≥xx", xx will be used for analysis.
[bookmark: _Toc28070]Analysis Window
For post-baseline visits, summaries will be based on the protocol visits as recorded in the eCRF, without regard to whether assessments fall outside the protocol-defined visit time windows.
For table summaries analyzed by visit, statistical analyses will be performed according to the planned protocol visit time points; therefore, unscheduled visit time points will not be presented. For listings, all visits will be listed.
[bookmark: _Toc174019633][bookmark: _Toc14613][bookmark: _Ref72851641][bookmark: _Toc493504990]Missing Data
Missing Data for Adverse Events/Concomitant Medications (AE/CM)
Handling of missing start dates:
If the start date is completely missing, no imputation will be performed.
If the day is missing and the year/month of the start date is the same as the year/month of the first study treatment, impute with the date of first study treatment; if the year/month of the start date is earlier than the year/month of the first study treatment, impute with the last day of that month; if the year/month of the start date is later than the year/month of the first study treatment, impute with the first day of that month.
If both month and day are missing, but the year of the start date is the same as the year of the first study treatment, impute with the date of first study treatment; if the year of the start date is earlier than the year of the first study treatment, impute with the last day of that year; if the year of the start date is later than the year of the first study treatment, impute with the first day of that year.
The imputed start date must not be earlier than the date of birth and must not be later than the corresponding end date or the subject's study end date.

Handling of missing end dates:
If the end date is completely missing, no imputation will be performed.
If only the day is missing, impute to the last day of that month.
If both month and day are missing, impute to the last day of that year.
The imputed end date must not be later than the date of death.
Incomplete Dates for Subsequent Anti-Tumor Therapy (Anti-Tumor Therapy)
Unless there is clear evidence that subsequent anti-tumor therapy was initiated during study treatment or prior to disease progression, missing start dates for subsequent anti-tumor therapy will be handled as follows:
If only the day is missing and the year/month is the same as the year/month of max(treatment end date, earliest PD date), impute the start date as max(treatment end date, earliest PD date) + 1. If the year/month of this imputed date is later than that of max(treatment end date, earliest PD date), then impute to the last day of the month of the partially missing date. If the year/month is earlier than that of max(treatment end date, earliest PD date), impute to the last day of that month; if the year/month is later, impute to the first day of that month.
If both month and day are missing and the year is the same as the year of max(treatment end date, earliest PD date), impute the start date as max(treatment end date, earliest PD date) + 1. If max(treatment end date, earliest PD date) is the last day of that year, then impute to the last day of that year. If the year is earlier than the year of max(treatment end date, earliest PD date), impute to the last day of that year; if the year is later, impute to the first day of that year.
If year, month, and day are all missing, no imputation will be performed.
Incomplete Dates for Drug Exposure (EX)
Every effort should be made to obtain the actual start and end dates of dosing. If this is not feasible, imputation will be performed according to the rules below.
Handling of missing or incomplete first dosing date:
If only the day is missing, impute as the 1st day of the month; if the imputed start date is earlier than the randomization date, then use the randomization date for imputation.
If both day and month are missing, impute as January 1; if the imputed start date is earlier than the randomization date, then use the randomization date for imputation.
If year, month, and day are all missing, impute using the randomization date.

If the imputed first dosing date is later than the last dosing date, the first dosing date will be imputed as the last dosing date.
Handling of missing or incomplete last dosing date:
If only the day is missing:
If the year and month indicate that the last dosing date is earlier than the treatment end date, impute to the last day of that month. The dosing cycle length constraint should also be considered.
If the year and month are the same as those of the treatment end date, impute to min(treatment end date, date of death). The dosing cycle length constraint should also be considered.
If both day and month are missing:
If the year indicates that the last dosing date is earlier than the treatment end date, impute to December 31 of that year.
If the year is the same as the year of the treatment end date, impute to min(treatment end date, date of death).
In all other cases, impute to min(treatment end date, date of death).
Missing Date of Death
Imputation for missing date of death:
If only the day is missing:
Compare the year/month of the date of death with the year/month of the latest confirmed survival date. If they are the same, impute as (latest confirmed survival date + 1 day).
If the year/month of the date of death is later than the year/month of the latest confirmed survival date, impute as the first day of that month.
If both month and day are missing:
If the year of death is later than the year of the latest known alive date, impute as January 1 of that year.
If the year of death is the same as the year of the latest known alive date, impute as (latest known alive date + 1 day).
If the date is completely missing: impute as (latest known alive date + 1 day).
No imputation will be performed for missing assessment data such as laboratory tests, ECGs, vital signs, etc.
[bookmark: _Toc17455][bookmark: _Toc174019634][bookmark: _Toc493504991]Study Subjects
Unless otherwise specified, analyses of subject disposition will be based on the ITT set.
Disposition of Subjects
Analyses of subjects entering screening and reasons for screening failure will be based on all screened subjects. All other subject disposition analyses will be based on the ITT set. The following numbers and percentages of subjects will be summarized and presented:
· Entered screening
· Screen failures and reasons
· Received at least one dose of study drug during the treatment period
· Completed planned treatment: completed 8 cycles of treatment and underwent surgery early
· Underwent surgery
· Did not undergo surgery and reasons
· Subsequent treatment after surgery
· Still in survival follow-up
· Discontinued from the study and reasons
· Included in the Intent-to-Treat (ITT) set
· Included in the Per-Protocol Set (PPS)
· Included in the Safety Set (SS)
[bookmark: _Toc493504993][bookmark: _Toc174019636][bookmark: _Toc27358]Demographics and Baseline Characteristics
The following continuous variables will be summarized descriptively:
· Age (years)
· Albumin (g/L)
· CEA (ng/mL)
· CA125 (U/mL)
· CA19-9 (U/mL)
· Sum of longest diameters of pancreatic tumors (cm)
· Age will be calculated as the integer part of: (informed consent signature date − date of birth + 1) / 365.25.
The numbers and percentages of subjects will be summarized for the following categorical variables:
· Sex (male, female)
· ECOG performance status (0, 1)
· Age group (<65 years, ≥65 years)
· Neutrophil-to-lymphocyte ratio (≤5, >5, unknown)
· CEA (normal, abnormal, unknown)
· CA125 (normal, abnormal, unknown)
· CA19-9 (normal, abnormal, unknown)
[bookmark: _Toc11851][bookmark: _Toc493504995]History of Tumor Diagnosis
Tumor diagnosis history information is recorded on the eCRF "Tumor Diagnosis" page. Based on the ITT set, the following information will be summarized and presented as the number and percentage of subjects:
· Primary tumor location (pancreatic head, pancreatic body or pancreatic tail)
· Lymph node status (negative, positive, unknown)
· Vascular involvement (celiac trunk, superior mesenteric artery, common hepatic artery, proper hepatic artery, portal vein, superior mesenteric vein)
[bookmark: _Toc174019642][bookmark: _Toc20296][bookmark: _Toc493504996]Anti-Tumor Therapy
This study recommends the following subsequent anti-tumor therapies: continuation of the original regimen, concurrent chemoradiotherapy, and surgery; however, these are not mandatory. In addition, based on the investigator's/patient's preference, other options such as systemic therapy and radiotherapy may also be selected. The information is recorded on the following eCRF pages: "Subsequent Anti-Tumor Therapy_Continuation of Original Regimen", "Subsequent Anti-Tumor Therapy_Concurrent Chemoradiotherapy", "Subsequent Anti-Tumor Therapy_Surgery", "Subsequent Anti-Tumor Therapy_Systemic Therapy", and "Subsequent Anti-Tumor Therapy_Radiotherapy".
Based on the ITT analysis set, the numbers and percentages of subjects will be summarized for the following items:
Received systemic therapy (yes, no)
Continued the original regimen (yes, no)
Received radiotherapy (yes, no)
Received concurrent chemoradiotherapy (yes, no)
Underwent surgery (yes, no)
In addition, detailed information on subsequent anti-tumor therapy will be provided in listings.
[bookmark: _Toc174019643][bookmark: _Toc13680]Protocol Deviations
The numbers and percentages of subjects with protocol deviations will be summarized by deviation severity and category.
Prior to database lock, relevant members of the investigators will review and discuss all protocol deviations to determine major protocol deviations that will result in exclusion of subjects from the PPS.
[bookmark: _Toc493504998][bookmark: _Toc18126][bookmark: _Toc174019644]Efficacy Analysis
Unless otherwise specified, efficacy analyses will be conducted based on both the ITT set and the PPS, with the ITT set serving as the primary efficacy analysis population.
[bookmark: _Toc174019645][bookmark: _Toc10658][bookmark: _Toc493505001]Primary Efficacy Analysis
The primary efficacy endpoint of the study is the 6-month progression-free survival rate.
[bookmark: _7.3.1.1._主要病理缓解率（MPR）主要分析][bookmark: _Ref111741583]6mo-PFS rate
The 6-month progression-free survival (PFS) rate is defined as the proportion of subjects whose time from the date of initiation of study treatment to the first occurrence of radiographic progression (per RECIST 1.1) or death from any cause (whichever occurs first) is at least 6 months.
The censoring rules for the 6-month PFS rate are the same as those for PFS time (PFS); see Section 6.3.2.1 Progression-Free Survival (PFS). The 6-month PFS rate will be estimated using the Kaplan–Meier method, and the 95% confidence interval (CI) for the survival rate will be calculated using the log(-log) method.
[bookmark: _Toc21771][bookmark: _Toc174019646]Secondary Efficacy Endpoint Analysis
[bookmark: _Ref220241384]PFS
PFS is defined as the time from the date of initiation of study treatment to the first occurrence of radiographic progression (per RECIST 1.1) or death from any cause, whichever occurs first. PFS will be analyzed based on the ITT analysis set. The censoring rules for PFS are as follows:
	Scenario
	Event/Censoring Status
	Event/Censoring Time Point

	Radiographic progression (RECIST 1.1)
Disease progression (PD) determined per RECIST 1.1, using the tumor assessment during the screening period as the baseline.
	Event
	The earliest imaging assessment date on which tumor evaluation indicates disease progression (PD).期

	Death
Death occurs, and there are not two consecutive missed scheduled tumor assessment visits prior to death1.
	Event
	Death date

	Receipt of non-protocol-specified therapy
Receipt of any treatment other than those prespecified in the protocol, regardless of whether radiographic progression or death occurs subsequently.
	Censoring 
	The latest imaging assessment date from the last valid tumor assessment 2visit prior to the start of non-protocol-specified therapy.

	Consecutive missed tumor assessments
Radiographic progression or death occurring after two or more consecutive missed scheduled tumor assessment visits.
	Censoring 
	The latest imaging assessment date from the last valid tumor assessment visit prior to consecutive missed tumor assessments.

	Lost to follow-up
The subject cannot be contacted on two consecutive attempts, and no disease progression has been observed prior to loss to follow-up.
	Censoring 
	The latest imaging assessment date from the last valid tumor assessment visit prior to loss to follow-up.

	No radiographic progression or death observed at data cut-off or upon early study discontinuation.
	Censoring 
	The latest imaging assessment date from the last valid tumor assessment visit prior to the data cut-off.


1. Scheduled tumor assessment visits refer to tumor assessments performed every 42 days during induction therapy (allowed window: +7/−3 days) and every 56 days during sequential therapy (allowed window: +7/−3 days).

2.A valid tumor assessment visit is defined as a visit with an overall tumor assessment result that is not "Not Evaluable (NE)" and is not missing.
The numbers and percentages of subjects with PFS events and those censored will be summarized, with further breakdowns by event type and reason for censoring. Median PFS and the 6-, 12-, and 24-month PFS rates will be estimated using the Kaplan–Meier method, and Kaplan–Meier survival curves will be plotted. The 95% confidence interval (CI) for survival time will be calculated using the Brookmeyer–Crowley method, and the 95% CI for survival rates will be calculated using the log(-log) method.
Overall Survival (OS)
OS is defined as the time from the start of study treatment to death of the subject from any cause. The censoring rules for OS are as follows:
	Scenarios
	Event/Censoring Status
	Event/Censoring time

	Death
	Event
	Death date

	Lost to follow-up
	Censoring
	Last Known Alive Date

	Alive at the data cut-off date
	Censoring
	Last Known Alive Date



When the date of death is incomplete, it will be imputed in accordance with Section 6.1.3 (Missing Data) and then used for the calculation. The date of last known alive is defined as the latest date collected from all eCRF pages, excluding the Visit Date page, Tumor Response Assessment Date, Study Summary page, and Survival Assessment page where the subject status is marked as "lost to follow-up" or "death."
The primary analysis method for OS is the same as that for PFS.
Objective Response Rate (ORR)
ORR is defined as the proportion of subjects whose response is assessed as complete response (CR) or partial response (PR) according to RECIST 1.1. Subjects without tumor assessment will be treated as not achieving ORR and will be included in the denominator for the calculation.
The number and percentage of subjects whose best overall tumor response during induction therapy achieves ORR will be summarized, and the 95% confidence interval will be calculated using the Clopper–Pearson method.
[bookmark: _Toc220912221][bookmark: _Toc174019649][bookmark: _Toc19729][bookmark: _Toc493505004]Safety Analysis
Unless otherwise specified, safety analyses will be based on the Safety Set (SS). In addition to summary analyses, subject listings with detailed information will also be provided.
[bookmark: _Toc493505005][bookmark: _Toc174019650][bookmark: _Toc21609]Extent of Exposure
Study treatment dosing information and treatment completion information are recorded in the eCRF "Study Drug Administration Record" and "Treatment Completion Summary" pages, respectively.
For subjects in the Safety Set (SS), the following exposure parameters for nab-paclitaxel (paclitaxel for injection [albumin-bound]) and S-1 will be calculated:
· Number of exposure cycles: total exposure duration (days) / 21
· Number of actual exposure cycles: number of cycles during this period in which the actual administered dose is non-zero
· Total cumulative dose (mg): sum of the actual administered doses across all cycles during this period
· Mean unit dose (mg/m²): average of the per-cycle unit doses during this period
[bookmark: _Toc5522][bookmark: _Toc493505007]Surgical Situation
Surgery Rate
The analysis of the surgery rate will be based on the ITT analysis set. The number and percentage of subjects who underwent surgery and those who did not will be described, and the reasons for not undergoing surgery will be summarized by category.
Surgical Resection Status
The analysis of surgical resection status will be based on the population who underwent surgery. The number and percentage of subjects will be described for the type of surgical resection, whether portal vein/superior mesenteric vein resection was performed, and whether arterial resection was performed.
Postoperative Pathology
The analysis of postoperative pathology will be based on the population who underwent surgery. The number and percentage of subjects will be described for postoperative histologic differentiation, postoperative pathologic T stage, postoperative pathologic N stage, postoperative pathologic response (Evans classification), and whether an R0 or R1 resection was achieved.
Postoperative Complications
The analysis of postoperative complications will be based on the population who underwent surgery. The number and percentage of subjects who experienced postoperative complications, as well as the grading of each complication (according to the Clavien–Dindo classification), will be described.
[bookmark: _Toc110355990][bookmark: _Toc110355991][bookmark: _Toc110355989][bookmark: _Toc110355986][bookmark: _Toc110355987][bookmark: _Toc110355988][bookmark: _Toc174019651][bookmark: _Toc7223][bookmark: _Toc493505006]Adverse Events
Adverse events (AEs) are recorded in the eCRF "Adverse Events" page, and their severity is graded according to NCI CTCAE v5.0. Treatment-related adverse events (TRAEs) in this study are defined as AEs occurring from the first administration of study drug to 28 days after the last dose that are assessed as definitely related, possibly related, or relatedness unknown to the study drug, as well as AEs with missing relatedness. This includes any AE that newly occurs after initiation of study treatment or any AE that worsens compared with baseline (pre-study treatment).
All AE summary tables will be based on TRAEs in subjects in the Safety Set (SS) and will be described separately for hematologic and non-hematologic toxicities. For incidence calculations, the severity grade for any AE will be the highest (worst) grade experienced by each subject during the study period. Other AEs will be provided in listings only. Summary analyses will be provided for the following categories of TRAEs:
TRAEs leading to dose reduction of any study drug
TRAEs leading to dose delay of any study drug
TRAEs leading to discontinuation (end) of study treatment
SAE
A dose reduction of any study drug is defined as a decrease of ≥20% in unit dose compared with the previous cycle; a dose delay of any study drug is defined as a delay of >14 days relative to the planned dosing date.
In addition, TRAEs will be summarized by hematologic versus non-hematologic toxicity and further stratified by CTCAE grade. If the same AE occurs multiple times in a subject during the study, it will be counted only once using the highest severity grade.
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[bookmark: _Toc21617]Amendment To The Original Analysis Plan
To further explore disease control, postoperative R0/R1 resection outcomes, and post-treatment biomarker (CA19-9) changes in subjects with locally advanced pancreatic cancer treated with nab-paclitaxel (paclitaxel for injection [albumin-bound]) in combination with S-1, the following additional statistical analyses will be performed:
Disease Control Rate (DCR)
R0/R1 Resection Rate
Best percent change from baseline in post-treatment CA19-9 (for subjects with abnormal baseline)
Proportion with≥50% decrease from baseline in post-treatment CA19-9 (for subjects with abnormal baseline)
Proportion with≥70% decrease from baseline in post-treatment CA19-9 (for subjects with abnormal baseline)
Proportion with CA19-9 normalization after treatment (for subjects with abnormal baseline)
Disease Control Rate (DCR) is defined as the proportion of subjects whose response is assessed as complete response (CR), partial response (PR), or stable disease (SD) according to RECIST 1.1. Subjects without tumor assessment will be treated as not achieving DCR and will be included in the denominator for the calculation. The number and percentage of subjects whose best overall tumor response during induction therapy achieves DCR will be summarized, and the 95% confidence interval will be calculated using the Clopper–Pearson method.
R0/R1 Resection Rate is defined as the proportion of subjects with a postoperative resection assessment of R0 or R1. R0 resection is defined as macroscopically complete tumor resection with no tumor cell infiltration within 1 mm of the resection margin; R1 resection is defined as macroscopically complete tumor resection with tumor cell infiltration identified within 1 mm of the surgical margin. Only subjects who underwent surgery will be included in the denominator. The number and percentage of subjects achieving R0/R1 resection will be summarized, and the 95% confidence interval will be calculated using the Clopper–Pearson method.
Best percent change from baseline in CA19-9 after treatment will be calculated in the population of subjects who have at least one CA19-9 assessment both before and after treatment and have an abnormal baseline CA19-9 value. Best percent change is defined as the percent change of the lowest post-treatment CA19-9 value relative to baseline. A waterfall plot is planned to display the change for each subject.
Proportion with ≥50% decrease from baseline in CA19-9 after treatment will be calculated in the population of subjects who have at least one CA19-9 assessment both before and after treatment and have an abnormal baseline CA19-9 value. This endpoint is defined as the percentage of subjects whose lowest post-treatment CA19-9 value shows a decrease of ≥50% from baseline. The number and percentage will be summarized.
Proportion with ≥70% decrease from baseline in CA19-9 after treatment will be calculated in the population of subjects who have at least one CA19-9 assessment both before and after treatment and have an abnormal baseline CA19-9 value. This endpoint is defined as the percentage of subjects whose lowest post-treatment CA19-9 value shows a decrease of ≥70% from baseline. The number and percentage will be summarized.
Proportion with CA19-9 normalization after treatment will be calculated in the population of subjects who have at least one CA19-9 assessment both before and after treatment and have an abnormal baseline CA19-9 value. This endpoint is defined as the percentage of subjects whose lowest post-treatment CA19-9 value falls within the normal range. The number and percentage will be summarized.

