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APPENDIX 1. SCHEDULE OF ACTIVITIES

Study Day
Procedures

Screening
Treatment2

Follow-up3

Cycle 1 Cycle 2 Cycle 3 and 
Onwards

D-21 to 
D-1

D-7 to 
D-1 D1 D8 

(±1)
D15
(±1)

D22 
(±1)

D1 
(±3)

D15 
(±3) D1 (±3)

Study Completion or 
Early Termination
(30±7 Days After the 
End of Treatment)

Follow-up 
on Day 1 
(±7) 
Quarterly 
After the 
End of 
Treatment

Informed consent1 X
Demographics4 X
Medical history5 X
Height X
Physical examination6 X X X X X X X X X
ECOG performance status X X X X X X X
Vital signs7 X X X X X X X X X
Concomitant 
medication/procedure8 X X X X X X X X X

Hematology9 X X X X X X X X
Urinalysis/dipstick10, 24 X X X X X X
Chemistry panel11, 24 X X X X X X X X

Beta 2-microglobulin24 X X X X

Fasting lipid profile12,24 X X X X
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Study Day
Procedures

Screening
Treatment2

Follow-up3

Cycle 1 Cycle 2 Cycle 3 and 
Onwards

D-21 to 
D-1

D-7 to 
D-1 D1 D8 

(±1)
D15
(±1)

D22 
(±1)

D1 
(±3)

D15 
(±3) D1 (±3)

Study Completion or 
Early Termination
(30±7 Days After the 
End of Treatment)

Follow-up 
on Day 1 
(±7) 
Quarterly 
After the 
End of 
Treatment

Serum amylase and lipase24 X X X X X X X X
Coagulation assay
(INR, aPTT, PT) 24 X X X X

17p del/TP53 mutation13,24 X
Leukocyte 
immunophenotyping14,24 X X X X

HIV, HBV, and HCV 
screening15 X

Pregnancy tests16 X X
Bone marrow examination 
(biopsy and/or aspirate)17 X

Tumor biopsy25 X
Echocardiogram/MUGA X X

12-Lead ECG18 X X X X As clinically 
needed X

Arbor staging, IPI score, and 
Rai and/or Binet staging X
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17 A bone marrow biopsy and/or aspirate is strongly recommended to be done at baseline or up to 3 months before Cycle 1 Day 1 and for confirmatory 
purposes when the patient is considered to be likely CR with CT assessment and laboratory tests results or to confirm suspected PD based solely upon 
declines in the platelet count and/or hemoglobin. If a bone marrow examination (biopsy and/or aspirate) has been performed within 3 months of Cycle 1 
Day 1, a screening bone marrow examination does not need to be performed unless an investigator feels one is clinically warranted as outlined above. For 
those patients with initial bone marrow involvement from lymphoma/leukemia at study entry, a repeat biopsy at the end of therapy is necessary to confirm 
complete clinical response if physical examination and CT scans demonstrate a clinical CR or to confirm suspected PD based solely upon declines in the 
platelet count and/or hemoglobin. The number of additional/unscheduled bone marrow examinations performed during the study will be at the discretion of 
the investigator. 

18 A 12-lead ECG should be performed at screening and/or pre-dose and at 4 hours ± 15 minutes post-dose on Days 1 and 15 in Cycle 1 and at any time on 
Day 1 of each cycle from Cycle 2 onwards. Triplicate ECGs, approximately 2 minutes apart, will be performed for all patients in baseline and Cycle 1. 
Additional ECGs and other cardiac monitoring will be provided as clinically indicated during the study. PR interval, QRS interval, RR interval, QT/QTcF 
interval, and heart rate will be involved in the 12-lead ECG.

19 Quantitative immunoglobulin assessment of IgM, IgA, IgG for all patients with WM/LPL. Quantitative immunoglobin assessment should be repeated at the 
time of the CR confirmation. 

20 Contrast-enhanced CT scans (neck, chest, abdomen, pelvis) should be performed for indolent NHL and/or PET-CT for HL and aggressive NHL.
21 The baseline tumor assessment can be completed within 21 days prior to enrolment. All measurable and evaluable lesions should be assessed and 

documented at this visit, using blood, physical examination and CT scan (neck, chest, abdomen, pelvis, liver/spleen) every 8 weeks (+/-7 days) for the first 
24 weeks and then every 12 (+/-7 days) weeks thereafter. At study termination or early termination (other than disease progression) of the patients, tumor 
assessment will be also conducted. The same imaging procedure and laboratory tests used to define measurable lesions at baseline should be used throughout 
the study for each patient.

22 Blood samples should be collected according to the time-points tables in Appendix 2 and Appendix 3 of protocol Amendment 5. At the sponsor’s discretion, 
some patients in the expansion stage may be required to provide samples for pharmacodynamics analysis. This will be based on certain signals as determined 
by the study team. The time points for these pharmacodynamic samples will be determined at the time of patient selection.

23 After informed consent, but prior to initiation of study medications, only SAEs caused by a protocol-mandated intervention will be collected (eg, SAEs 
related to invasive procedures such as biopsies, medication washout, or no treatment run-in). After initiation of HMPL-523 treatment, all AEs and SAEs 
regardless of attribution will be collected until 30 days following the last administration of study treatment or study discontinuation/termination, whichever 
is later. After this period, investigators should report only SAEs that are related to prior HMPL-523 treatment.

24 Preferably within 7 days prior to the first dose of the study drug.
25 Fresh or archival tumor tissue consisting of a cell block or 10 unstained slides should be collected for patients in dose expansion cohorts during screening.
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1. LIST OF ABBREVIATIONS 

 
Abbreviation  Definition 
AICC Akaike’s information criterion 
AUC0-t Area under the concentration-time curve from time zero to the last 

quantifiable concentration 
AUCtau Area under the concentration-time curve for the dosing interval 
AUCtau/D Dose-normalized AUCtau 

BLQ Below the limit of quantitation 
BTK Bruton’s tyrosine kinase 
Cavg Average concentration 
CBCL Cutaneous B-cell lymphoma 
CI  Confidence interval 
CLL Chronic lymphocytic leukemia 
Cmax  Maximum plasma concentration 
Cmax/D Dose-normalized Cmax 

CTCAE Common terminology criteria for adverse events  
CV Coefficient of variation 
DLT  Dose limiting toxicity 
eCRF Electronic case report form 
FAS Full analysis set 
FL Follicular lymphoma 
GCV Geometric coefficient of variation 
GeoMean Geometric mean 
HL Hodgkin lymphoma 
LS Least-squares 
MCL Mantle cell lymphoma 
MRAUCtau Metabolite to parent ratio for AUCtau 

MRCmax Metabolite to parent ratio for Cmax 

M/T RAUCtau Metabolite to total drug ratio for AUCtau  
MTD  Maximum tolerated dose 
MZL Marginal zone lymphoma 
MW Molecular weight 
n Number of observations 
N Number of subjects 
PK  Pharmacokinetics  
PKAS  Pharmacokinetics analysis set 
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Abbreviation  Definition 
PTCL Peripheral T-cell lymphoma 
PTR Peak to trough ratio 
QD  Once a day (from the Latin quaque die) 
RA(AUC) Accumulation ratio for AUCtau 
RA(Cmax) Accumulation ratio for Cmax 
RP2D Recommended Phase 2 dose 
SAP Statistical analysis plan 
SD  Standard deviation 
t1/2,eff  Effective half-life  
TEAEs Treatment-emergent adverse events 
TimeHigh Time above the IC90 level 
tmax  Time to reach maximum plasma concentration 
tmin Time to reach minimum plasma concentration 
WM/LPL Waldenström’s macroglobulinemia/lymphoplasmacytic lymphoma 
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period begins at the end of treatment and continues until the patient experiences disease 
progression, starts a new anticancer therapy, or dies, or the sponsor has concluded the study. 

Dose Escalation Stage (Stage 1) 

Dosing will begin at 100 mg once daily (QD). A cycle of study treatment will be defined as 
28 days of continuous dosing. The modified 3+3 design will be applied for dose escalation and 
maximum tolerated dose (MTD) determination to limit the number of patients being exposed to 
potentially ineffective or unsafe doses. The study will enroll 1 patient, and the patient will be 
treated for a 28-day cycle in the initial dose cohort. If there is no dose limiting toxicity (DLT) 
and no more than 2 treatment-emergent adverse events (TEAEs) of Common Terminology 
Criteria for Adverse Events (CTCAE) Grade ≥2 in the first treatment cycle, the study will be 
escalated to the next dose cohort and continue with the standard 3+3 design. Otherwise, the trial 
will revert to a standard 3+3 design from the initial dose cohort. The study will enroll 
approximately 6 to 30 patients in the dose escalation stage. See Table 1 below for the proposed 
dose escalation scheme. 

Table 1: Proposed Dose Escalation Scheme 

Cohort Dose 

1 100 mg QD Orally, with water, after meal 

2 200 mg QD Orally, with water, after meal 

3 400mg QD Orally, with water, after meal 

4 600mg QD Orally, with water, after meal 

5 800mg QD Orally, with water, after meal 

Abbreviation: QD=once daily. 
 
The need for dose escalation to a specific dose beyond 800 mg QD, or de-escalation specifically 
to 700 mg QD, will be evaluated jointly by the investigators and the sponsor based on the 
cumulative clinical safety, PK, and preliminary efficacy data. 
 
Safety monitoring and evaluation of dose escalation will be carried out by the Safety Review 
Committee (SRC), which will comprise the sponsor’s study team members (including the 

                                                   2018-523-00US1

PPD

CCI















 

  
PROTOCOL 2018-523-00US1 

 
Statistical Analysis Plan for Pharmacokinetics  

 

Document: 2018-523-00US1 PK SAP Final V1.0_22Jun2023.docx 

  Version Number: Final 1.0 

 Version Date:  22Jun2023 

  

  

 
 

on Days 1, 15, and 28 will be presented on linear and semilogarithmic scale in the same 
graph. 

 Mean (±SD) trough concentrations on Cycle 1 Day 2, Day 15 (±1), Day 16 (±1), and Day 28 
(±3) and Cycle 2 Day 1 (±3) (ie, Day 29 relative to Cycle 1) will be presented for HMPL-523 
(and metabolites if applicable) on a linear scale as scatter plots versus time in days from start 
of treatment (numeric scale) for each cohort/dose level.  Attainment of steady state for 
HMPL-523 will be evaluated graphically by evaluating these trough concentrations over this 
period. 

Stage 2 (Dose Expansion Stage): 

 Mean (±SD) concentration-time data for HMPL-523 (and metabolites if applicable) at RP2D 
by Day (all disease groups with n≥3 in one plot) following QD administration will be 
presented on linear and semilogarithmic scale. 

 By-subject plots with concentration profiles for HMPL-523 (and metabolites if applicable) 
by Day will be presented on linear and semilogarithmic scale in the same graph. 

 Mean (± SD) trough concentrations on Cycle 1 Day 2 and Day 28 (±3), Cycle 2 Day 1 (±3), 
Cycle 3 Day 1 (±3), Cycle 5 Day 1 (±3) and every other cycle thereafter will be presented for 
HMPL-523 (and metabolites if applicable) at RP2D on a linear scale as scatter plots versus 
time in days from start of treatment (numeric scale) for each disease group. 

10.1.2. PHARMACOKINETIC PARAMETERS 

Subjects with partial data will be evaluated on a case-by-case basis to determine if sufficient data 
are available for reliable estimation of PK parameters. Pharmacokinetic parameters following 
database lock will be calculated for HMPL-523 (and its metabolites, including but not limited to 
M1 and M44) by noncompartmental methods, using actual elapsed time from dosing.  
 
For PK parameter calculations following single dose (Day 1 of Cycle 1), predose samples that 
are BLQ or missing will be assigned a numerical value of zero. Any anomalous concentration 
values observed at predose on Day 1 of Cycle 1 will be identified in the study report and used for 
the computation of PK parameters. If the anomalous concentration is greater than 5% of Cmax, the 
PK parameters for the given subject will be calculated and reported in the listing and considered 
on a case-by-case basis for exclusion from statistical summaries and analyses. Any other BLQ 
concentrations will be assigned a value of zero if they precede quantifiable samples in the initial 
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exploratory analysis using the power model approach, using the following model: 
 ln( ௜ܻ) = ଴ߚ + ଵߚ ln(ܦ௜) +  ௜ߝ
where Yi is the PK parameter for subject i, Di is the dose, εi is the random error and β0 and β1 are 
the intercept and the slope of the model, respectively. The intercept β0 and the slope β1 will be 
estimated with 90% confidence interval (CI) for each PK parameter. Parameters will be 
estimated using ordinary LS approach or equivalent. Dose proportionality will be declared if 
90% CI for slope parameter lies entirely within the critical interval [1+loge(0.8)/loge(r), 
1+loge(1.25)/loge(r)], where r=highest dose level/lowest dose level, ie, the ratio of the highest 
dose level to the lowest dose level administered in the study [1]. For an example, if the highest 
dose level administered in the study is 800 mg QD as planned in the protocol, then r=800/100=8 
(ie, 8-fold increase in dose) and dose proportionality will be declared if 90% CI for slope 
parameter lies entirely within the critical interval [0.89, 1.11]. The actual critical region to be 
used for declaring dose proportionality will depend on the highest dose administered in this 
study.  
 
For the dose escalation stage (Stage 1), time to steady state HMPL-523 will be evaluated 
graphically. In addition to the graphical assessment of the steady state for HMPL-523 and where 
data are available, a statistical evaluation of the steady state will also be made using the trough 
(predose) plasma concentrations collected on Days 2 (C1D2), 15 (C1D15), 16 (C1D16), 28 
(C1D28), and 29 (C2D1). For each dose level separately, all valid concentrations on the 
natural-log scale will be analyzed using a repeated-measures linear mixed effect model with PK 
day (i.e., protocol nominal day) as a fixed-repeated effect. From this model, orthogonal contrasts 
with 90% CI will be formed between the adjusted mean concentration at each protocol nominal 
day (earlier day) and the mean concentrations for all the following protocol nominal days (latter 
days) using Helmert contrasts. Precisely, Day 2 will be compared to Days 15 through 29 and so 
on. Prior to estimating the fixed effects and the contrasts, an appropriate treatment-specific 
covariance structure will be selected using corrected Akaike’s information criterion (AICC). 
These contrasts will be statistically compared to zero at the 5% significance level, with the 
one-sided alternative that the latter day mean is higher than the early day mean. Assessment of 
the time to reach steady state from the statistical analysis will be based on the earliest day at 
which a contrast is determined to be not statistically significant at 5% level of significance. For 
reporting of steady-state comparisons, the contrasts will be back-transformed to the original 
scale, to yield the ratio of latter day mean concentration to earlier day mean concentration. 
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