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1. INTRODUCTION

Thus statistical analysis plan (SAP) describes the planned statistical analyses and data presentations
for study 2020-306-GLOB1. The SAP 1s based on the Protocol Version Amendment 5 (dated 02
Nov 2023) and CRF version 8 (dated 11 Sep 2024).

Study measurements and assessments, planned statistical methods, and derived varables are
summarized in this plan. Planned tables, figures, and listings are specified. All decisions regarding
final analyses, as defined in tlhus SAP document, have been made prior to locking the database.
Any dewviations from these gmdelines will be documented 1n the clinical study report (CSR).

In the protocol, though patients with high-nsk myelodysplastic syndrome (MDS) and angio
mmmunoblastic T cell lymphoma (AITL) were also planned to be enrolled to the study, in reality,

there were no patients with MDS and AITL enrolled into the study. Therefore, the analysis of the
study will be focused only on AML patients from dose escalation part and dose expansion part.

The analyses related to pharmacokinetic (PK) endpoints will be described n a separate analysis
plan.
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2. STUDY DETAILS

2.1

Study Objectives

The objectives and corresponding endpoints are summarized m Table 1.

Table 1 Objectives and Corresponding Endpoints

Tier Objectives Endpoints
Primary Part 1 — Dose Escalation: To evaluate the| « Maximum tolerated dose (MTD)
SﬂfEtY and tD].CTBhLI.'I.tY of HMPL-306 1n and/or recﬂ]n]nended Phase 2
patients with advanced hematological dose (RP2D)
' toxicities (DLTs), treatment-
emergent adverse events (TEAEs),
serious adverse events (SAEs),
deaths, electrocardiograms
(ECGs). and clinical laboratory
abnormalities
Part 2 — Dose Expansion: To o Safety including DLTs, TEAEs,
charactenize safety and tolerability and SAFEs, deaths, ECGs, and clinical
to determine RP2D of HMPL-306 1n laboratory abnormalities
patients with advanced hematological
malignancies that harbor IDH
mutations.
Secondary | To assess preliminary antitumor » Best overall response (BOR),
activity of HMPL-306 in pati_ents w*._ith objective response rate (ORE),
advanced hematological malignancies time to response (TTR), duration of
that harbor IDH mutations. response (DoR), clinical benefit
rate  (CBR). progression-free
survival (PFS), overall survival
(0S), disease free survival (DFS).
event-free survival (EFS), and
post-baseline transfusion
independence

To assess pharmacokinetics (PK) of HMPL- » Observed plasma concentrations

306 in patients with advanced hematological and drug exposure parameters of

malignancies that harbor IDH mutations HMPL-306

To assess pharmacodynamics (PD) of | « Observed plasma concentrations of

HMPL-306 in patients with advanced 2-hydroxyglutanic acid (2-HG)

hematological

malignancies that harbor IDH mutations

Exploratory| To explore relationships between changesin |  Changes from baseline in tumor
frequency of genetic mutations, efficacy. PK, markers, correlation with dmg
PD and safety after HMPL-306 treatment exposure, target engagement and
To explore relationships between HMPL-306 efficacy and safety outcomes
PK dmug exposure, target engagement (TE),
2-HG levels, and percentage inhibition
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To explore the mfluence of genetic
abnormalities (other than IDH mutations) on
safety, efficacy, PD. PK, and clinical
response to HMPL.-306 treatment.

2-HG = 2-hydroxyglutaric acid; CBE=clinical benefit rate; DFS5=disease-free survival; DLT = dose-limiting toxicity;
DoR=duration of response; ECG = electrocardiogram; EFS=event-free survival, IDH = isocitrate dehydrogenase; MTD =
maximum tolerated dose; OFRF=objective response rate; OS=overall survival; PD = pharmacodynamics; PE =
pharmacokinetics; PFS=progression-free survival; PR=partial response; FP2D = recommended phase 2 dose; SAE = serious
adverse event; SD=stable disease; TEAE = treatment emergent adverse event; TTR=time to response.

2.2 Study Design

This 15 a phase 1, open-label, multicenter, single-arm study to evaluate safety, tolerability, PK, PD
and prelinunary efficacy of HMPL-306 adnunistered orally in treatment of patients with advanced
relapsed, refractory, or resistant hematological malignancies that harbor IDH mutations. The study
consists of 2 parts: dose escalation part (Part 1) and dose expansion part (Part 2).

The first part of the study 1s dose escalation, where cohorts of patients will recetrve ascending oral
doses of HMPL-306 to determune MTD and/or the RP2D. The modified toxicity probability
mterval-2 (mTPI-2) (Greenberg 2012, Guo 2017) design will be used to perform dose escalation
and MTD/RP2D determunation. Briefly, the mTPI-2 method uses a Bayesian framework and a
hierarchical model to compute the dose escalation based on the interval between the toxicity rate
of each dose level and target probability (Greenberg 2012, Guo 2017). This study 1s designed
targeting a DLT rate of 20% with an equivalence interval of 15% to 25%.

Seven days prior to mutiating daily admimstration of HMPL-306 from Cycle 1 Day 1 (C1D1),
patients enrolled in each cohort during dose escalation will be admimstered a single oral dose of
HMPL-306 on Day -7 relative to C1D1 (Day 1 of PK week). Serial blood samples will be collected
from Days 1 to 7 of the PK week for analysis of plasma concentrations of HMPL-306 and 2-HG.

A cycle of study treatment 15 defined as 28 days of continuous daily dosing. After the PK week,
dose escalation will start at i mg QD orally (PO) for Cohort 1 and then escalate in the sequence
of il mg QD, [§§ll me QD B me QD 5§l mg QD [§§] me QD ] me QD and [§§] mg QD.

Safety momitorning and evaluation of dose escalation will be carmried out by the Safety Review
Commuttee (SRC), which 1s comprised of the sponsor and investigators.

In the dose-expansion part, 1 cohort of patients will recerve HMPL-306 at MTD and/or RP2D to
evaluate further the safety, tolerability, PK, PD, and preliminary efficacy in approximately 10
patients with advanced relapsed, refractory, or resistant hematological malignancies with IDH
mutations. Patients enrolled in the dose expansion part must not have standard therapeutic options
available (mncluding IDH mhibitors where approved) and must have the following:

* Relapsed AML unsutable for intensive chemotherapy or venetoclax-based regimen or target
agents;

* Primary refractory AML unsuitable for intensive chemotherapy or venetoclax-based regimen
or target agents;

* Relapsed/refractory AML that has progressed on prior IDH treatment

The sponsor, in consultation with SRC, may decide to increase or decrease the number of enrolled

patients in each cohort, depending on preliminary climical response, safety signals, or operational
feasibility. Patients who are not efficacy evaluable in any cohort may be replaced.
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The overall study schema is presented in Figure 1.
Figure 1 Study Schema
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Any patient who discontinues treatment should be encouraged to return to the study site for an End
of Treatment (EOT) Visit and continue with the remaimng study wvisits. Patients must be
discontinued from treatment for disease progression, withdrawal of consent, intolerable toxicity,
repeated non-compliance or poor compliance, commencement of other antitumor treatment during
the study, pregnancy, loss to follow-up, termination of the study by the sponsor, death, or end of
the study.

Patients who discontinue the study drug due to reasons other than disease progression, death, lost
to follow-up, or withdrawal of consent will remain on study for tumor assessments and will be

followed every 12 weeks (£14 days) from the EOT wisit or last assessment. until disease
progression, initiation of new anticancer therapy, withdrawal of consent, lost to follow-up, death,
conditions are met, or the end of the study. whichever comes first. Survival information can be
obtamed via phone and information will be documented in the source documents and relevant case
report forms (CEFs). The end of study 15 defined as the date on which all patients have their last
visit or | year after the last patient has their first visit, whichever comes first.

2.3.  Determination of Sample Size

Approximately 40 to 50 patients are to be enrolled m this study (approximately 24 to 30 evaluable
patients are expected m the dose-escalation part and approximately 10 patients are estimated for
the dose expansion part).

2.3.1. Dose Escalation Part

The maximum sample size in this part will be determined jointly by the sponsor and investigator.
The exact sample size of mTPI-2 design m dose escalation part cannot be pre-specified due to
dynamic nature of Bayesian allocation procedure. Patients not evaluable for DLT may be replaced,
and this may result in the number of patients enrolled being more than expected. An estimated 24
to 30 evaluable patients may be enrolled in this part.

2.3.2. Dose Expansion Part
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To better describe the safety of the recommended single-dose of HMPL-306 for future studies,
approximately 10 AML patients are expected to be treated with HMPL-306 at this part. For a given
adverse event (AE) with a true rate of 10%, 5%, or 1%, the probability of observing at least 1 AE
mn 10 patients 1s 65%, 40%, and 9 6%, respectively.

Assuming that the true complete response (CR.) rate 1s 20%, then the probability that at least 1 case
of CR 15 observed in a cohort of 10 patients 15 89%, the probability that at least 2 cases of CR are
observed 1s 62 4%, and the probability that no CR 1s observed 1s 11%. If further evaluation of
safety and efficacy signals 1s warranted, then more patients may be enrolled in the dose expansion
cohort.
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3. ANALYSIS SETS

3.1. Definition of Analysis Sets

Data analyses will be based on the analysis sets defined below. Unless otherwise specified,
analyses will be conducted on the basis of first dose level of study drug that a patient recerved.

3.1.1. All Subject Set

All patients who signed the informed consent (including pre-screening and screening informed
consent).

3.1.2. Safety Analysis Set

All enrolled patients who received at least 1 dose of study drug (HMPL-306) will be mncluded in
safety analysis population. This 1s the pnimary analysis set for safety analysis.

3.1.3. DLT-Evaluable Analysis Set

The DLT-evaluable analysis set includes all patients provided by HUTCHMED chinical team

based on the decision made with the SRC after SRC meeting for each cohort during the dose
escalation phase.

DLT analysis for the Part 1 dose escalation phase will be performed using the DLT evaluable
analysis set.

3.1.4. Efficacy Analysis Set

All enrolled patients who received at least 1 dose of study drug from C1D1 in continuous cycle
(1.e. excluding single oral dose from the PK week for the dose escalation part) will be included in
efficacy analysis population. This 1s the primary analysis set for efficacy analysis.

3.1.5. Response Evaluable Analysis Set

The response evaluable analysis set will include all patients who are in the efficacy analysis set
and have a baseline tumor assessment, and erther (1) have at least 1 post-dose evaluable tumor
assessment, or (11) do not have post-dose tumor assessment, but have clinical progression as noted
by the investigator or have died due to any cause before their second post-dose tumor assessment.
The response evaluable analysis set will be used for analyses of anti-tumor response.

3.2, Protocol Deviation

Protocol deviations mcluding deviations are recorded as outhined in the latest version of the
Protocol Dewviation and Non-comphiance Management Plan All major and nunor protocol
deviations will be reviewed and confirmed prior to final database lock.
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4. ENDPOINTS

4.1. General Principles for Derived and Transformed Data
4.1.1. Reference Start Date and End Date and Study Day
(1) Reference start date

Dose escalation part:

For efficacy analysis, reference start date (Day 1) 1s defined as the first date when a non-zero dose
of study treatment in continuous dosing cycle (1.e. excluding single oral dose from the PK week)
15 admumistrated.

For safety analysis, reference start date (Day 1) 1s defined as the first date when a non-zero dose
of study treatment (1.e. including single oral dose from the PK week) 1s adnunistrated.

Dose expansion part:

Reference start date (Day 1) 1s defined as the first date when a non-zero dose of study treatment 1s
admunistrated.

(2) Reference end date

Reference end date 1s defined as the last date when a non-zero dose of study treatment 1s
admunistered.

(3) Study day

Study day will be calculated from the reference start date, and it will be used to show start/stop
day of assessments or events relative to the start date of study treatment.

— If the date of the event 1s on or after the reference start date, study day = (date of event —
reference start date) + 1.

— If the date of the event is prior to the reference start date, study day = (date of event — reference
start date).

Note that, the day of the first dose of study drug 1s day 1 and the day before it 1s day — 1, not day
0.

In the situation where the event date 1s partial or nissing, the date will appear partial or missing in
the listings.
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4.1.2. Last known alive date

Last known alive date will be derived for patients not known to have died at the analysis cut-off
date using the latest date (mncluding complete date and partial date with Month and Year
information) among the following data:

= All assessment / scan / sample collection dates (e.g., laboratory, vital signs assessments, ECG,
eastern cooperative oncology group (ECOG), physical exaninations, performance status
assessment, fumor assessment dates, ophthalmologic examination, etc.).

*= Medication dates, including study medication, concomitant medications, anticancer therapies
admimistered after study treatment discontinuation.

* Procedure dates, including conconutant procedures, anticancer radiotherapies / procedures
taken after study treatment discontinuation, blood transfusion.

=  Adverse events start and end date, date when AE became serious, hospitalization start and end
date.

= Date latest contact collected on ‘Survival Follow-up’ or “Efficacy Follow-up’ page where
subject status 1s “Alive’.

4.1.3. Baseline and Change from Baseline

Baseline 1s defined as the last non-nussing assessment on or prior to the first adnunistration of
study treatment, including scheduled and unscheduled wisits, unless otherwise specified. For
quantitative measurements,

— change from baseline (CFB) will be calculated as: CFB = Assessment value at visit X —
Baseline value;

- percentage CFB (% CFB) will be calculated as % CFB = (Assessment value at each visit X —
Baseline value)/Baseline value * 100.

4.1.4. Treatment Period

Unless otherwise specified, the treatment period 1s defined as the duration from the date of the first
study drug administration to 30+7 days (7-day window only replies to parameters collected by
visit) after the date of last adnumistration of study drug or prior to the start of a subsequent anti-
tumor therapy (whichever comes first). For safety data, only the assessments/events collected
during the treatment period will be summanzed.

The worst post baseline 1s defined as the worst assessments/events during the treatment period
mncluding both scheduled and non-scheduled visit. Only the on-treatment safety assessments will

be mcluded in the summary tables.
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4.2. Efficacy Endpoints
4.2.1. Best Overall Response

Assessment of anti-tumor response for patients with AMI will be conducted according to 2017
European Leukemia Net (ELN) criteria (Dohner et al, 2017). Best overall response (BOR) 1s
defined as the best response during the anti-tumor evaluation period, which will be determined
using fime point responses (TPRs) from date of the first dose of study treatment from Cyele 1 in
continuous cycle (1.e. not from the date of single oral dose from the PK week for the dose escalation
part) up until the last evaluable TPR prior to or on the date of (1) disease progression (at least 2
cycles of study drug should be administered to determine PD) / relapse according to the 2017 ELN
critenia, or death; or (11) withdrawal of consent or lost to follow-up; or (111) receiving subsequent
anti-cancer therapy, whichever 1s earlier.

The hierarchical order of these response categories 1s complete response with negative mimimal
residual disease (CRmmp-) > complete response (CR) > complete response with partial
hematological recovery (CRh) > complete response with mcomplete count (CRi) =
morphologically leukemia-free state (MLFS) > partial response (PR) > stable disease (SD) >
progressive disease (PD) > NE (not evaluable), where CRuyrp-, CR and CRi1 are based on
mvestigator assessment of response, and CRh will be derived from relevant data including
mvestigator-collected bone marrow and hematology data by medical team as external file, as CRh
1s not defined in ELN 2017. This order will be used to derive the BOR. For example, a patient who
has 4 anfi-tumor assessments during the anti-tumor evaluation period with response being MLFS,
PR, SD, and PD respectively, then the BOR for this patient will be MLFS._

Of note, for the BOR. being SD, 1t 15 expected that the duration of SD lasts for at least 3 cycles, for
example, if a patient only has one tumor assessment at 2 cycles with response being SD, then, the
BOR for this patient will be NE mstead. For the BOR being PD, at least 2 cycles of study drug
should be administered, for example, if a patient only has one tumor assessment at 1 cycle of study
drug with response being PD, then, the BOR for this patient will be NE instead.

Moreover, subjects who do not have post-dose tumor assessment, but have clinical progression as
noted by the mvestigator or have died due to any cause before their second post-dose tumor
assessment, BOR will be PD.

For patients whose BOR. 1s “NE’, reasons for NE will be summanzed as followings:

e  All post-baseline overall responses are NE / No baseline or post-baseline assessments;
Initiation of subsequent anti-tumor therapy prior to the first post-baseline tumor assessment;
SD lasts less than 3 cycles;

Less than 2 cycles of study drug to determine PD.

4.2.2. Composite Response, Objective Response Rate and Clinical Benefit Rate

Some composite response categories are defined as following based on BOR.

e  Composite complete response (cCR)-1: including the response category of CRuzp-, CR, CRh,
and CRi;

e cCR-2: mcluding the response category of CRurp-, CR and CRh;

¢ cCR-3: mncluding the response category of CRygp- and CR;
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CR rate by 24 weeks 1s defined as the proportion of patients with BOR bemg CR by 24 weeks
during the tumor evaluation period. The protocol allows a 1-week window for disease assessments.
Therefore, a patient will be considered to have achieved “CR by 24 weeks™ 1f the date of first CR
15 within 25 weeks (24 weeks target+lweek window) after the date of first study drug
admimistration: CR by 24 weeks if date of first CR minus (—) date of first study drug admministration
+ 1 <24x7+7. The cCR-1 rate by 24 weeks, cCR-2 rate by 24 weeks, and cCR-3 rate by 24 weeks
will be similarly calculated.

Objective response rate (ORR) is defined as the proportion of patients with BOR being CRuMzrD-,
CR, CRh, CRi, MLFS, or PR_

Clinical benefit rate (CBR) is defined as the proportion of patients with BOR being CRurp-, CR,
CRh, CR1, MLFS, PR, or SD lasting for 3 cycles.

4.2.3. Duration of Response
Some duration (months) of responses are defined as follows:

Duration of CR (DOCR) 1s defined as the time from the first occurrence of CR until disease
progression, relapse, or death due to any cause, whichever comes first. Only patients with CR
will be included m this analysis.

¢ Duration of CRh (DOCRh) is defined as the time from the first occurrence of CRh until
disease progression, relapse, or death due to any cause, whichever comes first. Only patients
with CRh will be included in this analysis.

¢  Duration of cCR-1 (DOcCR1) 1s defined as the time from the first occurrence of cCR-1 until
disease progression, relapse, or death due to any cause, whichever comes first. Only patients
with ¢CR-1 will be included in this analysis.

¢  Duration of cCR-2 (DOcCR2) 1s defined as the time from the first occurrence of cCR-2 until
disease progression, relapse, or death due to any cause, whichever comes first. Only patients
with ¢CR-2 will be included in this analysis.

¢  Duration of cCR-3 (DOcCR3) 1s defined as the time from the first occurrence of ¢cCR-3 until
disease progression, relapse, or death due to any cause, whichever comes first. Only patients
with ¢CR-3 will be included in this analysis.

e  Duration of objective response (DOOR) 1s defined as the time from the first occurrence of
objective response (CRurp-, CR, CRh, CR1, MLFS, or PR) until disease progression, relapse,
or death due to any cause, whichever comes first. Only patients with objective response will
be mcluded in this analysis.

The duration (months) of response 1s generally calculated as (date of death or PD or Relapse or

last assessment — date of first occurrence of interested response category + 1)/30.4375. The rule of

censoning will follow these rules outlined in Table 2.

Table 2 Outcome and Event or Censoring Dates for Duration of Response

Rule | Situation Date of Event or Censoring Ouicome

1 | Relapse (or PD) documented between schedule | Date of first documented relapse (or | Event
tumor assessment visits or after one missing tumor | PD)
assessment visit
2 | Death without relapse (or PD) between scheduled | Date of death Event
assessment visit or death after one missing tumor
assessment visit
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4 | No death or relapse (or PD)) by the fime of data cut- | Date of 1ast adequate tumor assessment | Censored
off for final analysis prior to or on analysis data cutoff date

5 | Early discontimation (lost to follow-up or | Date oflast adequate tumor assessment | Censored
withdrawal of consent) of study without death or

relapse (or PD)
6 | Subsequent anti-tumor therapy started prior to | Date of last adequate assessment prior | Censored
relapse (or PD) or death to or on date of initiation of subsequent

anti-tumor therapy

7 | Death or relapse (or PD) after two or more | Date oflast adequate tumor assessment | Censored
consecutive missed or inadequate tumor assessment | prior to missed visits
visifs

PD is only applicable for the duration of objective response.
Note: An adequate tumor assessment 15 defined as an assessment where the Investigator determined response is CRuyzp-, CE, CEh,
CRi, MLFS, PR, 5D, and PD. If PD and subsequent anti-cancer therapy occur on the same day, will assume that the
progression was documented first, e.g. outcome is progression and the date is the date of the assessment of progression.

(a) Determination of one missing or inadequate assessment

The following provides the rules for determuning whether one tumor assessments 1s missed, of
note, the relative day m the mles refers to the first dose date of study drug from Cycle 1
continuous cycle.

— If the tumor assessment date 1s prior to day 1 of week 23 (relative day < (24 - 1) X7+ 1=162),
and the difference between the tumor assessment date and the next adjacent adequate tumor
assessment = 63 days (8 weeks *7 + 7), then the tumor assessment 1s considered as occurring
after one mussing tumor assessment;

— If the tumor assessment date 1s on or after day 1 of week 23 (relative day < (24 - 1) X7+ 1=
162), and the difference between the tumor assessment date and the next adjacent adequate
tumor assessment = 98 days (12 weeks *7 + 14), then the tumor assessment 1s considered as
occurring after one missing tumor assessment.

(b) Determination of two or more consecutive missing or inadequate assessments

The following provides the rules for determuning whether two or more consecutive tumor
assessments are nussed.

— If the tumor assessment date 1s prior to day 1 of week 15 (relative day < (16 - 1)x7 + 1 =106),
and the difference between the tumor assessment date and the next adjacent adequate tumor
assessment > 126 days (=2* (8 weeks *7 + 7)), then the tumor assessment 1s considered as
occurring after two or more consecutive missing tumor assessments;

— If the tumor assessment date 1s between day 1 of week 15 and day 1 of week 23 (relative day
between (16- 1) X7+ 1 =106 and (24 - 1) X 7+ 1 = 162), and the difference between the tumor
assessment date and the next adjacent adequate tumor assessment > 161 days (= (8 weeks * 7
+ 7+ 12 weeks * 7+ 2 weeks * 7)), then the tumor assessment 1s considered as occurning after
two or more consecufive missing fumor assessments;
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— If the tumor assessment date 1s on or after day 1 of week 23 (relative day = (24 - 1) X7+ 1 =

162), and the difference between the tumor assessment date and the next adjacent adequate
tumor assessment = 196 days (= 2* (12 weeks * 7 + 2 weeks * 7)), then the tumor assessment
1s considered as occurring after two or more consecutive missing tumor assessments.

Reasons for censoring are included in Table 3 following the lierarchy.

Table 3 Duration of Response Censoring Reasons and Hierarchy

IElieral'cllj.' Condition Censoring Reason
1 Subsequent anti-tumor therapy started prior to | Subsequent anti-tumor therapy started prior to
relapse (or PD) or death relapse (or PD) or death
Death or relapse (or PD) after two or more . . :
; - ; Missed or inadequate two or more consecutive
2 consecutive missed or inadequate fumor assessment ¢ assessment Visits

visits

Drops out before end of study, no relapse (or PD)) or

3 death, lost to follow-up No death or relapse (or PD)), lost to follow-up

4 Drops out before end of study no relapse (or PD) or | No death or relapse {or PD), withdrawal by
death, withdrawal by subject from the study subject

5 No death or relapse (or PD) by the time of data cut- | No death or relapse (or PD) by the time of data
off for the analysis cut-off for the analysis

PD is only applicable for the duration of objective response.
4.2.4. Time to Response
Some time (months) to responses are defined as follows:

Time to CR (TTCR) 1s defined as the time from the date of first study drug admimistration from
Cycle 1 m continuous cycle (1.e. not from the date of single oral dose from the PK week for
the dose escalation part) to the date of first CR. Only patients with CR will be mncluded in this
analysis.

Timme to CRh (TTCRh) 15 defined as the time from the date of first study drug admimistration
from Cycle 1 in continuous cycle (1.e. not from the date of single oral dose from the PK week
for the dose escalation part) to the date of first CRh. Only patients with CRh will be included
in this analysis.

Time to ¢cCR-1 (TTcCR1) 1s defined as the time from the date of first study drug admimistration
from Cycle 1 in continuous cycle (1.e. not from the date of single oral dose from the PK week
for the dose escalation part) to the date of first cCR-1. Only patients with ¢CR-1 will be
mncluded in this analysis.

Time to ¢cCR-2 (TTcCR2) 1s defined as the time from the date of first study drug admimistration
from Cycle 1 in continuous cycle (1.e. not from the date of single oral dose from the PK week
for the dose escalation part) to the date of first cCR-2. Only patients with ¢CR-2 will be
mncluded in this analysis.

Time to ¢cCR-3 (TTcCR3) 1s defined as the time from the date of first study drug admimistration
from Cycle 1 in continuous cycle (1.e. not from the date of single oral dose from the PK week
for the dose escalation part) to the date of first cCR-3. Only patients with ¢CR-3 will be
mncluded in this analysis.
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e Time to objective response (TTOR) 1s defined as the time from the date of first study drug
admimistration from Cycle 1 in continuous cycle (1.e. not from the date of single oral dose from
the PK week for the dose escalation part) to the date of first objective response (CRurp-, CR,
CRh, CR1, MLFS, or PR). Only patients with objective response will be included m this
analysis.

The time (months) to response i1s generally calculated as (date of first occurrence of interested

response category - date of first study drug adnumistration from Cycle 1 + 1)/30.4375.

4.2.5. Event-free Survival

Event-free survival (EFS) 1s defined as the time from date of first study drug adnumistration from
Cycle 1 m continuous cycle (1.e. not from the date of single oral dose from the PK week for the
dose escalation part) to treatment failure, relapse from CR (including CRygp-, CR, CRh and CRu),
or death due to any cause, whichever occurs first. EFS analysis will take competitor Ivosidemb
Phase ITT EFS defimition and censoring rules as reference (Xu et al, 2020). Treatment failure 1s
defined as failure to achieve CR (including CRurp-, CR, CRh and CR1) by Week 24. Subjects who
do not achieve CR. (including CRurp-, CR, CRh and CR1) by Week 24 will be considered to have
had an event at Day 1 of first study drug admimstration from Cycle 1 (1.e. not from the date of
single oral dose from the PK week for the dose escalation part). For the remaiming CR responders
(including CRyzp-, CR, CRh and CR1), the event time will be the time of either disease relapse or
death due to any cause, whichever occurs first. A response of CR (mncluding CRugrp-, CR, CRh
and CRu1) represents both disease control and establishment of hematopoiesis in subjects with AML
and 1s an important predictor of OS (Dombret et al, 2015). Event-free survival will be censored
upon mitiation of a subsequent anticancer therapy.
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The outcome (event or censor), type of event and the date of event or censoring to be considered

for the EFS are presented in Table 4.

Table 4 Outcome and Event or Censoring Dates for EFS
Rule | Situation Date of Event or Censoring Outcome
CE by 24 weeks then relapse between
1 | scheduled wisit or after one missing | Date of relapse Event (relapse)
fumor assessment visit
CR by 24 weeks® then death (no
relapse) between scheduled wisit or
2 after one missing fumor assessment Date of death Event (death)
visit
3 On treatment =24 weeks without CR | Date of first administration of situdy | Event (TF, on treatment
by 24 weeks? treatment =24 weeks without CR)
4 Treatment disconfinuation prior to 24 | Date of first administration of study gmﬁ;mﬁm n::ior to
i ]
weeks, without CR by 24 weeks' treatment 24 weeks without CR)
On treatment <24 weeks without CR | Date of the last adequate disease
3 A Censored
and active in study assessment
CE by 24 weeks® then start subsequent
6 | anficancer therapy (prior to death or Censored
relapse or no relapse) Date of the last adequate disease
assessment documenting no relapse
CE_ by 24 weeks" then death or relapse ; ;
7 | after missed or inadequate two or more pn] or to M;fmzml aﬁmﬁ Censored
consecutive tumor assessments Y PO
assessments
8 CE by 24 weeks® and neither relapse C 4
nor death
0 No baseline or post-baseline adequate | Date of first administration of study C 4
disease assessment freatment

CE: including CEMRED-, CE, CEh and CEi; EFS = event-free survival; TF = treatment farlure.
2 Based on the protocol schedule of assessments, “+1 week window™ is allowed.

Note: The same algorithm for determination of one and two/more consecutive missing or inadequate assessments can be found in

Section 4.2.3..

Reasons for censoring are included in Table 5 following the lhierarchy.

Table 5 EFS Censoring Reasons and Hierarchy
IE[iEI‘ﬂI'I.‘ll}' Condition Censoring Reason
1 No baseline or post-baseline uate disease No baseline or post-baseline tumor assessments
assessment
2 En?d?mr =24 weeks without CR. and active in On tre <24 weeks, active in study
3 CR by 24 weeks then start subsequent anticancer | CR. by 24 weeks, start subsequent anticancer
therapy therapy
CR by 24 weeks then death or relapse after missed . ;
4 or inadequate two or more cutive . CR by 24! weeks, missed or inadequate two or more
consecutive fumor assessments
assessments
CR by 24 weeks, no relapse or death, lost to
5 follow-up CR by 24 weeks, lost to follow-up
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CR by 24 weeks, no relapse or death withdrawal

by subject from fhe study CR by 24 weeks, withdrawal by subject

7 g}d? 24 wecks, 0o relapse or death, ongoing iy ~p . 04 weeks ongoing without relapse or death

CER: meluding CEMED-, CE, CEh and CRi; EFS = event-free survival.
4.2.6. Ovwerall Survival

Overall Survival (OS) 1s defined as the time (months) from the start of study treatment from Cycle
1 m confinuous cycle (1.e. not from the date of single oral dose from the PK week for the dose
escalation part) until the date of death due to any cause. OS 1s calculated as (date of death or last
known alive — date of first adnumstration of study treatment from Cycle 1 + 1)/30.4375.

In the rare case, if date of death 1s nussing, date of death will be imputed using rules in Section
512

Patients who do not die duning the study will be censored at last known alive date. OS will not be
censored at the date of imtiating subsequent anticancer medication if a patient recerves subsequent
anticancer medication after discontinuation of the study drugs. Reasons for censoring are included
n Table 6 following the lierarchy.

Table 6 OS Censoring Reasons and Hierarchy
IElieral'cllj.' Condition Censoring Reason
1 No event and Withdrawal of consent in any disposition page or survival Withdrawal of
follow-up page
2 No event and lost to follow-up in any disposition page or survival Lost to follow-up
follow-up page
3 No event and none of the conditions in the prior hierarchy are met Alive

OS=overall survival.

4.2.7. Progression-free Survival

Progression-free Survival (PFS) 1s defined as the time (months) from the start of study treatment
from Cycle 1 in continuous cycle (1.e. not from the date of single oral dose from the PK week for
the dose escalation part) to disease progression, or relapse, or death due to any cause, whichever

occurs first. More specifically, PFS will be determined using all the assessment data up until the
last evaluable visit prior to or on the date of

(1) disease progression (at least 2 cycles of study drug should be administered to determune PD)
or relapse as defined by 2017 ELN crniteria for AML patients, or

(1) withdrawal of consent; or lost to follow-up, or
(111) recerving subsequent anti-tumor therapy, whichever 1s earlier.

Patients without report of PD or death due to any cause at the time of analysis are censored as
described m Table 7 below.

Table 7 Outcome and Event or Censoring Dates for PFS

| Rule | Situation | Date of Progression or Censoring | Outcome |
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PDv/relapse documented between schedule tumor .
1 | assessment wisit or after one missing fumor Date uf_‘ onfﬁ::I :gcummted disease Event
assessment visit PTOETESSI P

Death without PD/relapse between schedule tamor
assessment visit or death on or before the second

2 | scheduled visit or death afler one missing tumor | Do °f death Event
assessment visit

3 No baseline or post-baseline tumor assessments | Date of first administration of study Censored
available and subject dose not die treatment

4 No death or PDyrelapse by the time of data cut-off | Date of last adequate tumor assessment Censored
for final analysis prior to or on analysis data cutoff date

Early discontinuation (lost to follow-up or
5 | withdrawal of consent) of study without death or | Date of last adequate tumor assessment | Censored
PDvrelapse

Date of last adequate assessment prior

Subsequent anti- py st PRIOT 10 | 45 or on date of initiation of subsequent | Censored

PDv/relapse or death I  visit
Date of 1ast adequate tumor assessment
7 PDvrelapse or death after missed or madequate two | prior to missed wisits or date of first Censored
Of more consecutive fumor assessment visits administration of sudy treatment (if no
post-baseline fumor assessment)

Note: An adequate tumor assessment 15 defined as an assessment where the Investigator determined response is CRyzp-, CE, CEh,
CRi, MLFS, PE,, 5D, and PD/relapse. If PI)/relapse and subsequent anti-cancer therapy occur on the same day, will assume
that the progression/relapse was documented first, e.g. outcome is progression/relapse and the date is the date of the
assessment of progression/telapse.

Note: The same algorithm for determination of one and two/more consecutive missing or inadequate assessments can be found in
Section 4.2.3.

PFS (months) 1s calculated as (date of event or censoring as per rules in Table 7 — date of first
administration of study treatment from Cycle 1 + 1)/30.4375. Reasons for censoring are included
in Table & following the lierarchy.

Table 8 PFS Censoring Reasons and Hierarchy
IHieral'cllj.' Condition Censoring Reason
1 Mo baseline or post-baseline tumor assessments | No baseline or post-baseline tumor
available and subject dose not die assessments
’ Subsequent anti-tumor therapy started prior to | Subsequent anti-tumor therapy started
PD/relapse or death prior to PD/relapse or death
4 PD/relapse or death after missed or mmadequate | Missed or inadequate two or more
two of more consecutive tumor assessment visits | consecutive tumor assessment visits
5 Drops out before end of study. no progression No death or PD/relapse, lost to follow-up

/relapse or death, lost to follow-up

Drops out before end of study, no .

6 progression/relapse or death, withdrawal by ?ut:)jit:ath or PD/relapse. withdrawal by
subject from the study

Mo death or PD/relapse by the time of data cut- | No death or PD/relapse by the time of data
off for the analysis cut-off for the analysis
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4.2.8. Transfusion Dependence

Baseline transfusion dependence (TD) 1s defined as receipt of any transfusions of red blood cells
(RBCs) or platelets within 28 days prior to the first dose of stud drug adnimistration. The baseline
TD for RBCs 1s defined as receipt of any transfusions of RBCs within 28 days prior to the first
dose of stud drug admunistration, and baseline TD for platelets 1s defined as receipt of any
transfusions of platelets within 28 days prior to the first dose of stud drug adnumistration.

Post-baseline fransfusion independence (TI) is defined as the absence of RBC and platelet
transfusions for a prespecified time during treatment period which 1s defined from the first dose of
study drug administration from Cycle 1 in continuous cycle to 30 days after the last dose date or
prior to the start of a subsequent anti-tumor therapy (whichever comes first). Two post-baseline TI
overall and for its components will be derived based on the pre-specified time.

» Post-baseline TI4 is defined to have no RBC or platelet transfusion for at least =4 weeks duning
treatment period.
» Post-baseline TI-8 is defined to have no RBC or platelet transfusion for at least =8 weeks during
treatment period.
» Post-baseline TI-4 for RBC is defined to have no RBC transfusion for at least =4 weeks duning
treatment period.
» Post-baseline TI-8 for RBC is defined to have no RBC transfusion for at least =8 weeks during
treatment period.
» Post-baseline TI-4 for platelet 1s defined to have no platelet transfusion for at least =4 weeks
during treatment peniod.
» Post-baseline TI-8 for platelet 1s defined to have no platelet transfusion for at least =8 weeks
during treatment peniod.
4.3. Exposure Endpoints
Duration of Exposure

Patients will receive dosing of HMPL-306 PO, QD, in each 28-day cycle. In dose escalation, dose
will begin at g mg QD of HMPL-306 in a 28-day continuous dosing treatment cycle. The dose
will escalate successively according to the sequence of ] mg QD, [§ij] mg QD, [Bij mg QD.EEl
mg QD, Bl mg QD, [jij] mg QD and i mg QD.

In dose expansion, HMPL-306 will be admimstered PO, QD, in a 28-day continuous dosing
treatment cycle at MTD and/or RP2D.

The duration of exposure (months) = [Last non-zero dose date of study drug — first dose non-zero
date of study drug (1.e. mcluding single dose during the PK week) + 1] / 30.4375.

The actual duration of exposure (months) = [Cumulative days with non-zero study drug
admimistered, and this includes the single dose during the PK week] / 30.4375.

Dose Intensity and Cumulative Dose

Algonthms for calculating parameters relevant to the dose exposure and intensity are included in
Table 9.

Table 9 Algorithms for Calculating Parameters Relevant to the Dose Exposure and
Intensity
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Parameter HMPL 306 g mng *

Dosing schedule per protocol PO, QD, each day in a 28-day treatment cycle

Cumulative dose (mg) Sum of the doses admimstered to a patient in the duration of
gxXposure

Dose intensity (mg'day) Cumulative dose (mg) / (duration of exposure*30.4375)

Relative dose intensity (RDI) (%) 100 * [Dose intensity (mg/day) / (g ) (mg/day)]

Percentage intended dose (PID) (%) | 100 * [(actual duration of exposure) / (duration of exposure}]

¥ Different doses (c g [ me PO OD. ] me PO QD, cte.) of HMPL-306 may be evaluated. The calculation of relevant parsmeters
will be adjusted accordingly based on the example presented in this table.

PO = Per os (oral administration); QD = Quague die {onee daily)

In addition, the BDI (%0)will be categorized to the groups: < 50%:; 50 - < 70%; 70 - < 90%; 90 - <

110%; = 110%.

Dose Interruptions, and Dose Reductions

—  Dose interruption and dose reductions are all based on the dose administration data, the
associated reasons for each of them include categories: (1) Adverse event, (2) DLT, and (3)
Other.

— Dose modifications of study drug include dose interruption and dose reduction.
4.4. Safety Endpoints

The safety analysis set 15 used to evaluate the safety vanables mecluding AEs, elimeal laboratory
data, vital signs, single 12-lead ECG parameters, echocardiogram (ECHO) multiple-gated
acquisition (MUGA) parameters, physical examinations, ECOG performance status, and death.
The safety data during the treatment period will be summarized, and the treatment period 1s defined
as the duration from the date of the first study drg admmmistration until 30+7 days (7-day window
only applied to parameters collected by visit) after last dose or prior to the start of a subsequent
anti-tumor therapy (whichever comes first).

4.4.1. Dose Limiting Toxicities (DLTSs)

AFs will be assessed per the DLT criteria during the 28-day DLT assessment window in Cycle 1
for study Part 1, which starts with the first day of administration of study drug.

4.4.2. Adverse Events (AEs)

All AEs will be coded from verbatim text to preferred term (PTs) and grouped by system organ
class (SOC) using the Medical Dictionary for Regulatory Activities (MedDRA) version 27.1 or
higher. AEs will be collected from the time of signature of informed consent throughout the
treatment penod. AEs will be graded by investigator according to National Cancer Institute (NCT)
Comumnon Terminology Criteria for Adverse Events (CTCAE) v5.0. Missing severity grade will
not be imputed, and will be summanzed as *Missing Grade’ category n the by-grade analysis.

An AE 1s considered a TEAE:
(1) If one of the criteria is met:

1) If the onset date i1s on or atter the start of study treatment until 30 days after the last dose
or prior to the start of a subsequent anti-tumor therapy (whichever comes first), or if the
onset date is missing; or

2) If the AE has an onset date before the start of study treatment, but worsened in severity
after the study drug administration (1.e. SAE start date 1s on or after the start of study
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treatment until 30 days after the last dose or prior to the start of a subsequent anti-tumor
therapy (whichever comes first));

(1) Beyond 30 days after the last dose or after the start of a subsequent anti-tumor therapy
(whichever comes first), treatment-related SAEs will also be considered as TEAEs.

Investigator assessed AEs causality to study drug will be classified as "Related" and "Not Related".
An AE with a missing causality will be classified as "Related” to study drug.

Other AE vanables mclude treatment-related AEs, AFs of special mterest (AEST), COVID-19
related AEs, AEs leading to study drug modifications (1.e. dose mterruption, dose reduction, or

study drmg withdrawal), AEs leading to death, and SAEs. The AESI information will be identified
programmingly by SMQ/PT.

For AEs which are not on-going, duration of AE (days) 1s defined as AE end date — AFE start date
+1: for on-going AEs, the end date will be hsted as ‘Ongomg’.

4.4.3. Laboratory

Blood and unne samples for the determmation of clinical chemistry, hematology. and urmalysis
laboratory variables described in Table 10 will be measured.

Table 10 Laboratory Assessment

Lab Category Lab tests

Hematology hemoglobin, hematocrit, red blood cell count (RBC), white blood cell
count (WBC). platelet counts. Absolute Reticulocyte Count.
Reticulocyte %. Absolute Neutrophil Count. Neutrophils 2. Absolute

Lymphocyte Count, Lymphocytes %, Absolute Monocyte Count,
Monocytes %. Absolute Basophil Count, Basophils %, Absolute
Eosinophil Count, Eosinophils®s

Chemistry albumin, Alkaline Phosphatase (ALP). total bilirubin, direct bilirubin,
indirect bilirubin. calcium, magnesium, chloride, creatinine, creatinine
clearance rate, creatine phosphokinase. glucose, morganic phosphorus.

potassium, total protein, urine acid, glomerular filtration rate, Alanine
Aminotransferase (ALT), Aspartate Aminotransferase (AST), Lactate
Dehvdrozenase (LDH). sodinm. and Blood Urea Nitrogen (BUN)

Blood amvylase and lipase | amvlase. lipase

Fasting lipid pangl Total Cholesterol. High-density Lipoprotein. Low-density Lipoprotein,
Triglvcerides

Coagulation Activated Partial thromboplastin time (aPTT), Prothrombin time (PT).
International normalized ratio (INE.)

Urinalysis evaluation of glucose, protein, RBC. WBC, Ketone body, Urobilinogen

Virology HIV. HBV (HBsAg. HBsAb, HBeAg. HBeAb, and HBcAb). HCV (HCV
antibody), cytomegalovirus (CMV) (CMV antibody), CMV DNA, HBV
DNA, HCWV RNA
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Lab Category Lab tests
Other tests HbALC, pregnancy test. and other non-protocol specified tests (if any)

Change from baseline in laboratory test results to each assessment will be calculated for selected
parameters. Data recorded by the laboratory will be converted to the International System of Units
(5I) and all presentations will use SI units. Quantitative laboratory measurements reported as “<
X", 1.e. below the lower lumt of quantification (LLQ), or “= X", 1.e. above the upper hmit of
quantification (ULQ), will be converted to X for the purpose of quantitative summaries, but will
be presented as recorded, 1.e. as “< X" or *= X" in the Listings.

Climcal laboratory results will be graded for selected parameters according to NCI CTCAE critena,
Version 5.0. Any assessment for which CTCAE toxicity grades are not available, will not be
mcluded mn any analyses for which toxicity grades are required. Grade 0 13 assigned to all
laboratory values except missing values and not already assigned another grade. Missing values
are considered missing,.

Analysis of Abnormal Hepatic Laboratory Values

The following categonies of abnormal hepatic laboratory wvalues will be evaluated for any
occwrrence among all post baseline assessments.

—  Aspartate aminotransferase (AST) > 35,810, and 20x ULN

—  Alanine aminotransferase (ALT) = 3,5.8,10, and 20x ULN

—  AST and/or ALT = 3.5.8.10, and 20x ULN

—  Total bilirubin elevations = 1.5x, ==2x ULN

— ALP=>1.5%,2 = ULN

—  AST and/or ALT = 3x ULN and (total bilirubin = 1.5+, ==2x ULN) [defined as at least one
total bilirubin > 1.5 == 2x ULN within 14 days after ALT or AST = 3x ULN]

—  Hy's Law eriteria: AST and/or ALT = 3x ULN and total bilimubin 2 2x ULN and ALP < 2x
ULN [defined as at least one total bilirubin == 2x ULN and all ALP increase <2x ULN within
14 days after ALT or AST > 3x ULN]

Additionally, the minimum, and maxmmum values for each patient over the entire treatment penod
for each hematology, chemistry and coagulation laboratory parameter will also be derived. The

change from baseline will also be calculated using these minimum and maximum values.

All laboratory results m SI units are presented mn data listings.
444. ECG

Electrocardiogram (ECG) parameters include heart rate, RR interval, PR mterval, QT interval,
QRS interval, QTcF intervals. Change from baseline to each post-baseline visit will be caleulated.
For the ECG triplicate assessments at a timepoint, the average of the triplicate assesament will be
derived to represent the assessment at the imepoint. An overall ECG interpretation includes the
following categories: Abnormal, clinically significant; Abnormal, not clinically significant;
Normal; Unknown. For the ECG triplicate assessments at a timepoint, the worst interpretation will
be applied for the summary.

Potentially clinically significant ECG findings will be identified using the criteria which are
included in Table 11.
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Additionally, the minimum, and maximum values for each patient over the entire treatment period
for each ECG parameter will also be derived. The change from baseline will also be calculated
using these minimum and maximum values.

Table 11 Potentially Clinically Significant Criteria for ECG

ECG Parameter (unit) Criterion value

Heart Rate (bpm) =120

<50

PR Interval {ms) =210

BER Interval (ms) > 1200

< 500

QE.S Interval (ms) =120

< 50

QT Interval (ms) =500

<300

QTcF (ms) ~ 450

= 480

= 500

= 300

Increase from baseling = 30

Increase from baseling = 60

= 450 and increase from baseline > 30
= 450 and increase from baseline > 60

= 480 and increase from baseline = 30
> 480 and increase from bascline > 60
= 500 and increase from baseline > 30
= 500 and increase from baseling = 60

4.4.5. Vital Signs

Vital signs melude systolic blood pressure, diastolic blood pressure, respiratory rate, body
temperature, heart rate, weight, Body Mass Index (BMI) will be computed as weight (kg)/[height
(m)]>.

For vital signs, change from baseline to each post-baseline visit and time-point will be caleulated.

The potentially climeally significant findings of vital signs will also be defined based on cnitena

defined in Table 12.

Additionally, the minimum and maximum values for each patient over the entire treatment period
for each vital sign parameter will also be derived. The change from baseline will also be calculated

using these minimum and maximum values.

Table 12 Potentially Clinically Significant Criteria for Vital Signs
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Vital Sign Parameter Criterion value
=160
Systolic blood pressure =180
(SBP) (mmHg) <90
=180 and an increase =20 from baseline
. . =105
Diastolic blood pressure B
(DBP) (mmHg) =30
=105 and an increase =15 from baseline
. =38.5
Temperature (°C) <355
Pulse rate (beats/min) Eliﬂ

Vital signs are listed by patient and visit.
4.4.6. Performance Status

ECOG performance status is to be summarized descriptively using counts and percentages by visit.
In addition to the collected ECOG score during a Cyele, the maximum post-baseline value for a
patient will be derived: both scheduled and unscheduled assessments will be used to 1dentify the
maxiumum post-baseline values.

ECOG performance status is listed by patient and visit.

4.4.7. Echocardiogram (ECHO)

ECHOs are performed at Sereening Period, on Day 1 of every treatment cycle for the first 3 cycles,

every other cycle thereafter, and at EOT wisit. Assessment parameters mclude left ventricular
ejection fraction and overall interpretation of cardiac function. MUGAs are permitted if ECHOs

cannot be performed.
4.4.8. Physical Examination

A comprehensive physical exanunation at Screening mcludes patient general appearance, eves,
ears. nose and throat, head and neck, respiratory, cardiovascular, abdomen (gastromtestinal), skin,
mucous membranes, genitourinary system. lvmph nodes., musculoskeletal, neurological, renal
assessments.

Limited physical examination at scheduled visits i1s a subset of the comprehensive physical
examination as deemed appropriate by the investigator.

Results of physical examination are listed by patient and visit.
4.4.9. Ophthalmologic Assessments

Ophthalmologic assessments, mecluding eve appearance. sht lamp examination, best cormrected
visual acuity, visual field, eye movement, pupil reflex, optical coherence tomography, and
mtraocular pressure, will be performed during the study according to the study schedule of
assessments. If the subject has undergone the relevant examinations 60 days before the start of IP
treatment (C1D1). they need not be repeated. Other ophthalmic examinations are to be performed
when clinically indicated. If the subject develops an ophthalmic AFE related to HMPL-306, the
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frequency of the examination should be increased to once every cycle until the AE 1s relieved or
stable.

CONFIDENTIAL Page 32 of 51 Date: 06 FEB 2025



HUTCHMED Limited
Study Protocol: 2020-306-GLOB1 SAP Version 1.0

5. ANALYSIS METHODS

5.1.  General Principles
5.1.1. General Methodology

In general, all efficacy, safety and PK vanables will be summarized using descriptive statistics and
graphs as appropriate. Continuous variables will be summarized by descriptive statistics (observed
number (n), mean, standard deviation, minimum, 25% percentile (Q1), median, 75% percentile
(Q3). and maximum). Categorical variables will be summanized m frequency tables (frequencies
and percentages).

Time to event vanable will be analyvzed using Kaplan-Meier method and summarized with median,
25% and 75% percentiles with their corresponding 95% confidence intervals (CT) which are
calculated from a log-log transformation based on the method by Brookmever and Crowley (1982).
Individual data will be presented in patient listings.

Analyses will be implemented using SAS Enterprise® Version 8.3 or higher (SAS Institute, Cary,
North Carclina, USA). The International Conference on Harmomzation (ICH) numbering
convention, 1.e. ICH-E3, will be used for all tables and histings.

Unless otherwise specified, analyses will be summarized:

s Efficacy analysis: by dose level for escalation stage (part 1) and by disease type for dose
expansion (part 2).

+  Analysis besides efficacy: by dose level and total for escalation stage (part 1) and by disease
type and total for dose expansion (part 2).

In addition, main efficacy analysis will be repeated by IDH naive/treated status (as defined in
Section 5.2.4) and dose level for escalation stage (part 1) and by disease type for dose expansion

(part 2).

Analysis will be conducted on the basis of first dose of study drug that a patient received. Hence,
all summary tables, listings, and figures (TLFs) will be presented by treatment groups as defined
in Table 13.

Table 13 Group Display in TLFs

Part of the stndy Treatment Group Treatment Description in Data Display
Cohort 1- Blmg

Cohort 2-
Cohort 3-
Cohort 4-
Cohort 5-
Cohort 6-
Cohort 7-
Cohort 8-
Cohort A: AML

Part 1 - Dose Escalation

ng
2
g
g
£
2
z

= G | =0 | O e | | B | =

Part 2 - Dose Expansion at
HMPL-306 XX mg*
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*As only one patient at HMPL-306 [jilimg was enrolled in Part 2 Dose expansion Cohort A, this
patient will be combined mto Part 1 Dose escalation Cohort 8 [iJmg in all the summary tables
and figures.

For confinuous data, unless otherwise specified, the mean, median Q1, and Q3 will be presented
with 1 more significant digit than the onginal values, and standard deviation and standard error
(SE) will be reported with 2 more significant digits than the onginal values. The mimimum and
maxmmum should report the same significant digits as the oniginal values. The derived vanables
will be presented with 1 decimal place. Percentages will be reported with 1 decimal point; if the
count 15 0, no percentage will be presented. Value of percentage less than 1% will be presented as
“<1%." Value of percentage less than 100% but = 99 5% will be presented as “>99%.” Any
roundmg will be done after all calculations are made.

5.1.2. Handling Missing Data

In general, the observed case (OC) data for a visit will consist of the actual observations recorded
for the visit. If mussing, the OC data will remam nussing — no nussing imputation will be
performed. Safety analyses will be conducted on the OC data only.

However, imputation of missing AE and concomitant medication onset and stop dates will be used
to deternune the status of each AE and the prior/concomitant status of each medication. Other
imputations are applied for calculations, if needed. However, the imputed dates should not be
shown 1n listings.

For demographic and baseline characteristics, each variable will be analyzed and/or summarized

using the available data. Unless otherwise specified, patients with missing data will be excluded
only from analyses for which data are not available.

5.1.2.1. Adverse Events Start/End Date
AFEs with onset/end dates that are partially/completely missing will be imputed as follows.
(1) AE start date:

— If the AE onset date 1s completely missing, the AE start date will be imputed as the reference
start date;

— If the AE onset date 1s partial nussing, then

— If both the year and the month are available and the year and the month are the
corresponding year and month of the reference start date, then the AE start date will be
imputed as the reference start date;

— If both the year and the month are available and the year and the month are not equal to the
corresponding year and month of the reference start date, then the AE start date will be
imputed as the 1% day of the month;

— If only the year 1s available and the available year 1s the corresponding year of the reference
start date, then the AE start date will be imputed as the reference start date;

— If only the year 1s available, and the available year 1s not equal to the corresponding year
of the reference start date, then the AE start date will be imputed as the January 1* of the

year
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(11) AE end date will be imputed as below for the partial date only, the imputation rules only apply
when the AE 1s not ongoing:

— If both the year and the month are available, AE end date will be imputed as the last day of the
month;

¥

— If only the year 1s available, AE end date will be imputed as the December 31st of the year.

If the imputed AE end date 1s after the death date for patients 1s know to be dead at end of study
or cut off date, the date of the death will be used for AE end date. If the imputed AE end date 1s
after the last known alive date for patients alive at the end of study or cut off date, the date of last
known alive date will be use for AE end date.

For AE continung at the cut-off date, the end date will not be imputed and mstead will be reported
as “ongoimng”.

5.1.2.2. Concomitant Medication/Procedure/Surgery Start/End Date

Concomitant Medication/Procedure/Surgery with onset/end dates that are partially/completely
missing will be imputed as follows.

(1) start date:
— 1* day of the month will be used to impute the start date if only the day 1s missing
— January 1 will be used to impute the start date if both the day and month are missing

— If the date 1s completely missing, then the day before the reference start date will be imputed
as the start date.

(11) end date:

— Last day of the month will be used to impute the end date if only the day 1s missing

— December 317 of the year will be used to impute the end date if both the day and month are
missing

— If the date 1s completely missing, assign ‘contimung’ status to the end date

If the imputed end date 1s after the death date or last known alive date, the date of the death or last
known alive date will be imputed as the Concomitant medication/procedure/surgery end date.

5.1.2.3. Last Known Alive Date
When a partial last known alive date 1s reported, below rules will be used:

— If only the day of the month 1s missing, then last known alive date will be imputed as 1st of
the month;

— If both the day and the month are nussing, then last known alive date will be imputed as 1st
January of the year.

5.1.2.4. Date of Death
When a partial death date 1s reported, below rules will be used:
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— If only the day of the month 1s missing, then date of death will be imputed as 1st of the month.
If the imputed date of death 1s earlier than last known alive date, then date of death will be
replaced by last known alive date + 1 day.

If year 1s missing or both year and month are missing, then no imputation will be applied.

5.1.2.5. The Last Dose Date of Study Drug

When a partial last dose date of study drug 1s reported, below rules will be used:

— If only the day of the month 1s missing, then 1t will be imputed as the last day of the month;

— If both the day and the month are missing, then it will be imputed as the December 31st of the

year.

If the imputed last dose date of study drug 1s later than date of death (if the subject died) / last
known alive date (if the subject 1s not known to die) / EOT date / EOS date, then 1t will be replaced
by the earliest of the above.

If the last dose date of study drug 1s complete missing, then 1t will be imputed by the earliest of
the above.

5.1.2.6. Imitial Diagnosis Date

When a partial imtial diagnosis date 1s reported, below rules will be used:

— If the date 1s completely missing, do not impute;

— If both the day and the month are missing, then 1t will be imputed as July 1st of the year;
— If only the day of the month 1s missing, then it will be imputed as 15th of the month.

If the imputed mitial diagnosis date 1s later than the first dose date of study drug, 1t will be replaced
by the first dose date of study drug.

5.1.2.7. Subsequent Anti-cancer Therapy Date
When a partial subsequent anti-tumor therapy start date 1s reported, every effort will be made to

1dentify the precedence relationship of starting date of subsequent anti-tumor therapy relative to
the reference end date. Below rules will be used:

— If the date 1s completely missing, subsequent anti-tumor therapy date will be imputed as
reference end date + 1;

— If only the day is missing, 15® day will be imputed as the subsequent anti-tumor therapy date;

— If both the day and the month are missing, then July 1 will be imputed as the subsequent anti-
tumor therapy;

If the imputed date 1s earlier than reference end date, then it will be replaced with reference end
date + 1, 1f the imputed date 1s later than the date of death or last known alive date, it will be
replaced with the date of death or last known alive date.
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5.2.  Analysis Methods
5.2.1. Patient Disposition

Summary of study disposition will be summanzed by dose level and overall for Part 1 as well as
by disease cohort and overall for Part 2:

Based on all subject set, the following will be summarized:

— Number of patients who signed the pre-screening mnformed consent
— Number of pre-screen failures and reason for pre-screen failures
— Number of patients who signed the informed consent
— Number of screen failures and reason for screen failure
— Number of patients enrolled
— Number of patients who do not receive study treatment
— Number of patients who received study treatment
Based on safety analysis set, the followimg will be summarized:
— Patients still on treatment
— Number and percentage of patients who discontinue the study drug
— Reason for study drug discontinuation (for study drug)
— Number of patients still on study
— Number and percentage of patients who discontinue the study
— Reasons for discontinuation of the study

A separate table will be presented to show the patients mcluded in each analysis set and proper
reasons for exclusion from an analysis set.

Patient’s discontinuation and follow-up status and inclusion in analysis sets will be also listed.
5.2.2. Protocol Deviations

Protocol deviations will be summarized descriptively (frequency and percentage) for patients with
any major protocol deviation, and by major protocol deviation categonies. A patient with multiple
protocol deviations under the same category will be counted once per dewviation category. The
protocol deviation summary 1s based on the safety analysis set.

In addition, all protocol deviations will be presented i a by-patient listing_
5.2.3. Demographic and Other Baseline Characteristics

For the safety analysis set, demographic and other baseline charactenistics, such as age (years) at
informed consent date, age groups (<65 years, >=65 years), gender, child beaning potential (if
female), race, ethnicity, baseline height (cm), baseline weight (kg), baseline BMI (kg/m?*)
calculated as baseline weight (kg)/ [baseline height (m)]*, BMI category <18.5 kg/m~2, >18.5 and
<24 kg/m"2, =24 kg/m*2), and baseline ECOG status, will be summanzed and listed.

5.2.4. Disease Characteristics
Oncology history will be summarnized descriptively on the safety analysis set for the following:

e Time since First Diagnosis of disease (months) = (date of first study treatment
admimistration — date of first diagnosis of disease + 1)/30.4375
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« IDH Mutation Status (local). It 15 denived based on the IDH mutation status collected on
the CRF. That 1s, 1f the status of a patient contains “TDH1”, “Arg132”, “c.394C", the status
for the patient will be assigned “IDH1™; if the status of a patient contains “IDH2”,
“Argl72”, “Argl40”, “c.419G”, “c.515G", the status for the patient will be assigned
“IDH2"; 1f the status of a patient contains any item for defining IDH1 and any item for
defining IDH2, the status for the patient will be assigned “IDH1 and IDH2” indicating a
dual mutation for the patient.

e IDH anti-cancer medication history (IDH pre-treated vs naive): the status of recerving prior
IDH anti-cancer medication 1s derived from the prior anti-cancer medications. That 15, if a
patient took any medication with the PT (upper case) or drug verbatim name (upper case)
containing any of the terms “ENASIDENIB”, “IVOSIDENIB”, “OLUTASIDENIB™ or
“LY 3410738”, the patient will be classified as “Pre-treated”, otherwise, the category of
“Naive” will be assigned

¢ Oncology classification (AML, HR MDS, AITL)

o IfAML:

o AML type: if secondary AML, the related therapy
o Time since mitial AML diagnosis (months) = (date of first study treatment
admimistration —mitial date of AML diagnosis+ 1)/30.4375
o AML Subtype by WHO 2016, and classification under each subtype (if applicable)
o AML genetic risk stratification
e IfMDS:
o MDS type
o Time since mitial MDS diagnosis (months) = (date of first study treatment

admimistration —nmitial date of MDS diagnosis+ 1)/30.4375

MDS Subtype by WHO 2016

IPSS-R Score Value and IPSS-R prognostic risk category

Cytogenetics Score

BM Blast %, Hemoglobin, Platelets, ANC

o IfAITL:

AITL Subtype by WHO 2016

Tmme since imtial ATTL diagnosis (months) = (date of first study treatment

admimistration —initial date of ATTL diagnosis+ 1)/30.4375

Ann Arbor Staging at screening

B-symptoms present or not at screening

IPI Risk group

Have FDG-PET avid disease or not

o Bone marrow involvement or not
« Anatomical location of Primary tumor

In addition, all disease characteristics and oncology history data will be presented in a by-patient

histing.

o o o0 o o

o

oo o o
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5.2.5. Medical History

The conditions/diseases from medical listory are those conditions/diseases that stopped prior to
the study entry. Medical history will be coded to SOC and PT using MedDRA Version 27.1 or

higher.
The number and percentage of patients with any past medical/surgical lustory within each SOC

and PT will be provided on the safety analysis set. The analysis will be repeated for patients with
on-gomg medical history.

A patient will only be counted once within a particular SOC (PT) even if he/she has multiple
conditions/diseases in the same SOC (PT).

Each summary will be ordered by descending order of incidence of SOC according to total column
and PT within each SOC. If the frequencies tie, an alphabetic order will be apphied.

In addition, medical history data will be presented in a by- patient listing.
5.2.6. Prior and Subsequent Anti-cancer Therapy

Prior and subsequent anfi-cancer therapy, including mediation, radiotherapy, and procedure or
surgery, will be summarnized descriptively separately for the safety analysis set.

Prior anti-cancer therapv overview

e Medication

Patients with at least one prior anti-cancer medication
Highest line of therapy (descriptive statistics)

Intent

Reason for treatment discontinuation

Best response for AML, MDS, AITL

Had disease progression or not

o o o o o o

e Radiotherapy
o Patients with at least one prior anti-cancer radiotherapy
o Anatonucal Site
o Purpose
e Procedures / Surgeries
o Patients with at least one prior anti-cancer procedures/surgeries

o If this procedure 15 stem cell transplant, type of stem cell transplant

Subsequent anti-cancer therapyv overview
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e Medication: patients with at least one subsequent anti-cancer medication
e Radiotherapy: patients with at least one subsequent anti-cancer radiotherapy
e  Procedures / Surgeries:

o Patients with at least one subsequent anti-cancer procedures/surgeries

o If this procedure 15 stem cell transplant, type of stem cell transplant

5.2.6.1. Anti-cancer Medication

Prior anti-cancer medications are defined as those taken by the patient prior to the admmnistration
of study drug. Subsequent anti-cancer medications are defined as those taken by the patient after
the discontinuation of the study drug.

In addition to the overview summary, prior and subsequent anti-cancer medications are coded to
Anatomical Therapeutic Classification (ATC) therapeutic group (1.e. ATC Level 2) and PT using
the World Health Orgamization Drug Dictionary (WHO-DD) Version September 2024 or higher.
The prior anti-cancer medications will be summanzed by presenting the number and percentage
of patients by ATC and PT. Patients taking the same medication multiple times will only be
counted once for that PT or ATC. Each summary will be ordered by descending order of mncidence
of ATC and PT within each ATC. If the frequencies tie, an alphabetic order will be applied.

Sinularly, the subsequent anti-cancer medications will be summanized by ATC and PT.
All prior and subsequent anti-cancer medications will be presented 1n a by-patient listing.
5.2.6.2. Anti-cancer Radiotherapy

Prior anti-cancer radiotherapy 1s defined as those taken by the patient prior to the admimistration
of study drug.

Subsequent anti-cancer radiotherapy i1s defined as those taken by the patient after the
discontinuation of the study drug.

In addition to the overview summary, all prior and subsequent anti-cancer radiotherapy will be
presented in a by-patient listing.

5.2.6.3. Anti-cancer Procedure or Surgery

Prior anfi-cancer procedure or surgery are defined as those taken by the patient prior to the
admimistration of study drug. Subsequent anti-cancer procedure or surgery are defined as those
taken by the patient after the discontinuation of the study drug.

In addition to the overview summary, prior and subsequent anti-cancer procedure or surgery will
be coded to SOC and PT using MedDRA 27.1 or higher.

The prior anti-cancer procedure or surgery will be summarized by presenting the number and
percentage of patients by SOC and PT. Patients taking the same medication multiple times will
only be counted once for that PT or SOC. Each summary will be ordered by descending order of
mncidence of SOC to total column and PT within each SOC. If the frequencies tie, an alphabetic
order will be applied.

Sinularly, the subsequent anti-cancer procedure or surgery will be summanzed by SOC and PT.
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All prior and subsequent anti-cancer procedure or surgery will be presented in a by-patient listing.
5.2.7. Prior and Concomitant Medications

Prior and conconutant medications (CMs) are coded to Anatomical Therapeutic Classification
(ATC) therapeutic group (1.e., ATC Level 2) and PT using the WHO-DD Version September 2024
or higher.

Medications taken and stopped prior to the first dose of study treatment are denoted “Prior”.
Medications taken prior to the first dose of study treatment and continuing beyond the first dose
of study treatment, or those medications started on or after the first dose of study treatment but no
later than 30 days after the last dose or the start of a subsequent anti-tumor therapy (whichever
comes first) are denoted “Concomitant” Medication with start date/time being partially or
completely missing will be assumed to be concomutant if 1t cannot be shown that the medication
did not occur during the treatment period.

The prior medications will be summarized by presenfing the number and percentage of patients by
PT and ATC on safety analysis set. Patients taking the same medication multiple times will only
be counted once for that PT or ATC. Each summary will be ordered by descending order of

mcidence of ATC and PT within each ATC. If the frequencies tie, an alphabetic order will be
applied.

Sinularly, the concomitant medications will be summanzed.
All prior and conconutant medications will be presented 1n a by-patient listing.
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5.2.8. Prior and Concomitant Procedures

Procedures or surgeries that occurs prior to the first dose of study treatment are denoted “Prior™.
Procedures or surgeries that occurs on or after first dose date but no later than 30 days after the
last dose or the start of a subsequent anti-tumor therapy (whichever comes first) are denoted
“Concomitant™.

Prior and concomitant procedures or surgeries will be classified using the MedDRA version 27.1
or higher.

The prior and concomitant procedures or surgeries will be summanized by presenting the number
and percentage of patients by PT and SOC on safety analysis set. Patients having the same
procedure or surgeries multiple times will only be counted once for that PT or SOC. Each summary
will be ordered by descending order of incidence of SOC according to total column and PT within
each SOC. If the frequencies tie, an alphabetic order will be applied.

All concomitant procedures or surgeries will be presented in listing.
5.2.9. Efficacy Analyses

All efficacy analyses will be based on the efficacy analysis set. The response evaluable analysis set
will be used to conduct sensitivity analysis for fumor response.

No formal comparison or hypothesis testing 1s planned for this study. Two-sided 95% confidence
intervals (CIs) will be calculated in the applicable summary, unless otherwise specified.

Main efficacy analysis will be repeated by IDH naive and treated status based on efficacy analysis set.
All efficacy data will be listed.
5.2.9.1. BOR, Composite CRs, ORR, CER

The relevant response endpoints are defined in Section 4.2.2. The number and percentage of
patients in each category of derived BOR. (CR, CRurp-, CR1, CRh, MLFS, PR, SD, PD and NE,
with reasons being NE) will be summanzed. The CR rate by 24 weeks, cCR-1 rate by 24 weeks,
c¢CR-2 rate by 24 weeks, and cCR-3 rate by 24 weeks, ORR, and CBR. will be summarized with
the two-sided 95% exact confidence mtervals (CIs) calculated using the Clopper-Pearson exact
method.

The response evaluable analysis set will be used to conduct sensitivity analysis for the above tumor
response endpoints.

Swimmer plot will be presented for the treatment duration and tumor responses, including length
of treatment duration, timepoint response, death.

All tumor evaluation related data will be presented in listings.
5.29.2. DoCR/DoOR, EFS, PFS, and OS

For the time to event endpoints, such as various DoCRs/DoOR. defined in Section 4.2 3, EFS and
EFS for patients with CR by 24 weeks (if data allowed) defined in Section 4.2.5, OS defined in
Section 4.2 6, and PFS defined in Section 4.2.7, the 25%, 50% (median), and 75% percentile of
time-to-event will be estimated using Kaplan-Meier method with their corresponding 95% CI
which are calculated from a log-log transformation based on the method by Brookmeyer and
Crowley (1982). For PFS and OS, additionally, estimates will be provided for the survival
probability along with their 95% CIs which are calculated using linear transformation based on the
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method by Brookmeyer and Crowley (1982) at selected landmarks, for example, at 3, 6,9, 12, and
18 months. The Kaplan-Meier plots will be produced for PFS and OS.

The duration of follow-up for PFS will be summarized by reversed Kaplan-Meier method (1.e.
using different censormg rule which reverses censoring indicator of PFS, 1e. patients who
progressed or died in PFS analysis will be censored at the date of progression or death, patients
who are censored in PFS analysis will be assigned indicator of “event™ with the same duration for
PFS)) to calculate median, first and third quartiles and 95% CIs. The duration of follow-up for
DoCR/DoOR, EFS, OS will be summarized sumlarly.

5.2.9.3. Time to response
For the various TTCRs/TTOR defined in Section 4.2 4, descriptive statistics will be provided.
5.2.9.4. Baseline Transfusion Dependence and Post-baseline Transfusion Independence

For the baseline TD and post-baseline TI defined i Section 4.2.8, the number and percentage of
patients m each endpoint will be summarized descriptively. Clopper-Pearson exact method will be
used to construct the two-sided 95% exact Cls.

In addition, shift tables between the baseline TD and post-baseline TT will be provided.
5.2.10. Exposure of Study Treatment

Exposure of study treatment described in Section 4.3 (duration of exposure, actual duration of

exposure, cumulative dose, dose intensity, relative dose intensity, relative dose intensity category,

and percentage intended dose for study drug) will be summarized on safety analysis set.

The following summary for dose modification will also be summanzed.

— Number of patients with any dose modification (including both drug interruption and dose
reduction)

— Number of patients with any drug interrupted (number of patients expenenced drug
interruption and reasons for drug interruption)

— Number of patients with any dose reduced (number of patients with any dose reduction and
reasons for dose reduction)

5.2.11. Safety Analyses

Unless otherwise specified, the safety data based on safety analysis set during the treatment period
will be summanzed, and the treatment period 1s defined as the duration from the date of the first
study drug administration until 30+7 days (7-day window only applies to parameters collected by
visit) or prior to the start of a subsequent anti-tumor therapy (whichever comes first) after last dose.

5.2.11.1. Dose-Limiting Toxicity (DLT)
DLT analysis will be performed for the Part 1 based on the DLT evaluable analysis set.

In addition to summanzing number and percentage of patients with DLTs, DLTs will also be
summarnzed by SOC, PT, and highest CTCAE grade based on the DLT evaluable analysis set.

DLTs will be listed.
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5.2.11.2. Adverse Events
TEAFE overview

An overall summary of TEAEs will include the mumber of patients with:

Any TEAE

Any TEAEs by maximum CTCAE grade

Any TEAE of CTCAE Grade 3 or higher

Any TEAE Leading to Dose Modification

Any TEAE Leading to Dose Feduction

Any TEAE Leading to Drug Interruption

Any TEAE Leading to Drug Discontinuation

Any TEAE Leading to Death

Any Treatment Related TEAE

Any Treatment Related TEAE of CTCAE Grade 3 or higher
Any Treatment Related TEAE Leading to Dose Modification
Any Treatment Related TEAE Leading to Dose Reduction
Any Treatment Related TEAE Leading to Drug Intermuption
Any Treatment Related TEAE Leading to Drug Discontinuation
Any Treatment Related TEAE Leading to Death

Any Serious TEAE

Any Treatment Related Serious TEAE

Any Special Interest TEAE (AESI)

Any Treatment Related AEST

@ & & & & & & & & & & & & & » & & & @

TEAE Summary

The following categories will be summarized (the number and percent of patients) by SOC, PT
and maximum CTCAE grade (All Grade, Grade =3, Grade 1/2, Missing Grade).
Summary scope
— Any TEAE
— TEAEs with CTCAE grade 3 or higher (maximum CTCAE grade by
Grade 5, Grade 4, Grade 3, Missing Grade)
— TEAESs leading to dose modification
0 TEAEs leading to dose inferruption
o TEAFEs leading to dose reduction
— TEAESs leading to discontinuation of study drug
— TEAE:s leading to death (by SOC and PT only)
— Any treatment-related TEAE
— Treatment-related TEAEs with CTCAE grade 3 or higher (maximmun
Treatment-related CTCAE grade by Grade 5, Grade 4, Grade 3, Missing Grade)
TEAE — Treatment-related TEAEs leading to dose modification
o Treatment-related TEAEs leading to dose interruption
o Treatment-related TEAEs leading to dose reduction

TEAE
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Summary scope

Treatment-related TEAEs leading to discontinnation of stndy drg
Treatment-related TEAEs leading to death (by SOC and PT only)
All serious TEAE

Treatment-related serious TEAEs

Serious TEAE

In addition, all TEAE and treatment-related TEAE will also be summanized (the number and
percent of patients) by PT and maximum CTCAE grade (All Grade, Grade =3, Grade 1/2, Missing

Grade).

All TEAE and TEAE with CTCAE grade 3 or higher will also be summanized by SOC and PT.

It a subject expenenced the same adverse event (as identified by MedDRA preferred term) more
than once during the study, the worst occurrence (e.g. worst grade) will be counted. Similarly, if a
subject experienced more than one occurrence of the same SOC/PT, the worst occwrrence (e.g.
waorst grade) will be counted within a particular SOC/PT. When summarnizing AE by CTCAE grade
if a subject expenenced more than one occurrence of the same SOC/PT, the worst seventy grade
will be counted. Each summary will be ordered by descending order of incidence of SOC and PT
within each SOC. If the frequencies of SOC/PT tie, an alphabetic order of SOC/PT will be applied.

2

AESI Summary

AFs of special interest (AESI) are listed in the below table, and will be identified by MedDRA
Query (SMQ)/PT:

AESI Search Strategy
Drug related hepatic disorders - comprehensive search (SMQ Code
20000006 Narrow search)

Differentiation syndrome Differentiation syndrome (PT Code 10080638
Abbreviations: AEST = adverse event of special interest; PT = preferred term; SMQ = standard MedDRA
query.

Abnormal hepatic function

All AESTs will be summarized in frequency and percentage by AESI category, PT and maximum
CTCAE grade (All Grade, Grade =3, Grade 1/2, Missing Grade). The followings overall safety
summary will also be summarized for each AESI category:

AESI

Treatment Related AESI

AESI of CTCAE Grade 3 or higher
AFESI meeting SAE criteria

AESI leading to dose modification
AFESI leading to dose reduction

& & & & & @
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e  AESI leading to dose interruption
e  AESI leading to dose discontinuation
e AESI leading to death

Moreover, time to AESI onset (days), AESI duration (days) and AESI outcome (the number and
percent of patients) will be summanzed descriptively.

Time to AESI onset 1s defined as the time interval from the date of first dose of study drug to the
earliest onset date among all AESIs. That 1s, 1f a subject has multiple AESI occurrences, the earliest
AESI onset date will be used as the onset date to calculate time to onset of AESL

AESI duration (days) will only be calculated for ended AESI as (AE end date-AFE start date+1).

Concomitant medication taken for hepatic function abnormal will be summanzed by ATC and PT,
and listed.

COVID-19 AE

COVID-19 AE will be identified by the following MedDRA Query (SMQ), and will be
summarized (the number and percent of patients) by PT and maximum CTCAE grade (All Grade,
Grade =3, Grade 1/2, Missing Grade).

COVID-19 Search Sirateg\'
COVID-19 COVID-19 (SMQ Code 20000237 Nammow search)
AE Listing

All AE will be hsted. All AE information including AE term, start date, end date, severity, whether
the AE 1s DLT, CTCAE grade, whether the AE 1s SAE, classification of SAE (if SAE), whether
the AE 1s AESI relationship to study drug, action taken, outcome, whether this event 1s considered
as part of Differentiation Syndrome will be presented in subject data listings. If the AE 1s ongoing
at the data cut-off date, 1t will be reported as ‘Ongoing’ in the listing.

In addition, separate listings of (1) all TEAEs of CTCAE Grade 3 or lugher, (2) all treatment
related AEs, (3) all SAEs, (4) all AEs leading to discontinuation of study drug, (5) all AEs leading
to dose modification, (6) all AEs leading to death, (7) all AESIs, (8) COVID-19 AEs will be
provided.

5.2.11.3. Death

Number of deaths and primary cause of death will be summanzed descriptively. Similarly, the
on-treatment deaths (1.e. deaths happening from first study drug admimistration to 30 days after the
date of last adnumstration of study drug or prior to the start of a subsequent anti-tumor therapy
(whichever comes first)) and death duning the follow-up period (1.e. deaths happening after 30 days
after the date of last admimistration of study drug or prior to the start of a subsequent anti-tumor
therapy (whichever comes first)) will also be tabulated.
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All death information will be provided as patient list in which the on-treatment death will be
flagged.

5.2.11.4. Laboratory Evaluations

For hematology, chemistry and coagulation labs, the observed values and change from baseline
will be summarized by scheduled visit usmng descriptive statistics. For selected qualitative
laboratory test (if any), number and percentage of patients with categorical results will be
summanzed for each scheduled visit.

Toxicities for clinical labs will be characterized according to NCI CTCAE, v5.0, and shift in grade
from baseline to the worst post-baseline value will be summarized. Both the scheduled and
unscheduled assessments will be used to identify the worst post-baseline values.

Shift table from baseline to worst post-baseline value according to abnormality (Normal /
Abnormal, Not Chinically Significant / Abnormal, Chinically Significant) assessed by investigator
will be provided.

The number and percentage of patients satisfying abnormal hepatic laboratory values categornies
defined 1 Section 4.4.3 will be summanzed.

Listings of all laboratory data with normal reference ranges, and CTCAE grades (when possible)
will be provided.

5.2.11.5. ECG

Descriptive statistics will be presented for each ECG parameter for the observed values and change
from baseline to post baseline by scheduled wisits.

The criteria for potentially climically sigmificant findings are defined in Table 11. The frequency
and percentage of patients with any potentially chinically significant findings during the treatment
period will be presented. The supportive data will be provided in patient data listings.

Moreover, the mimmum, and maximum, and their corresponding change from baseline ECG
parameter values will be summarized descriptively overall treatment period.

Shift table from baseline to worst post-baseline value according to abnormality (Normal /
Abnormal, Not Chinically Significant / Abnormal, Climically Significant) assessed by investigator
will be provided.

A listing of all ECG data will be prowvided.

5.2.11.6. Vital Signs

For wvital sign parameters (Systolic Blood Pressure, Diastolic Blood Pressure, Pulse Rate,
Temperature, and Weight) the observed values and change from baseline will be summarized by
scheduled visits using descriptive statistics during the treatment period.

Additionally, the frequency and percentage of patients with any potentially climcally significant
findings (defined in Table 12) during the overall treatment period will be presented.

Moreover, the mmmimum, and maximum, and their corresponding change from baseline vital sign
values will be summarized descriptively overall treatment period.

A listing of all vital sign data will be provided.
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5.2.11.7. Performance Status

The frequency and percentage of patients for each ECOG score level will be summarized by
scheduled wisit and by maximum post-baseline score during the treatment period. Shift in grade
from baseline to the maximum post-baseline score will be summarized.

A listing of ECOG score for all patients will be provided.

5.2.11.8. Echocardiogram

A by-patients histing of ECHO/MUGA values at each time point will be listed.
5.2.11.9. Differentiation Syndrome

Besides DS analysis as an AESI category described in Section 5.2.11.1, the following analysis will
also be provided.

The number and percent of patients experiencing differentiation syndrome (DS) will be
summarized. The number and percent of patients with following DS symptoms will be summanzed:

Dyspnea
Unexplained fever

Weight gain

Unexplained Hypotension

Acute renal failure

Interstitial lung infiltration or pericardial effusion

In addition, the number and percent of patients with the Montesinos grading will also be
summarized, the grading includes two grade level as moderate (2-3 symptoms) and severe (4 or
more symptoms).

DS will be summarized by symptoms, Montesinos grade, and CTCAE grade.

Concomuitant medication taken for DS will be summarized by ATC and PT, and listed.

A by-patients listing of differentiation syndrome will be listed.

5.2.11.10. Physical Examination, Ophthalmologic Examination

A lhisting of physical exanunation data, ophthalmologic examination data for all patients will be
provided (where available).

5.3. Subgroup Analyses

Not applicable.
5.4. Other Analyses
5.4.1. Gene Mutational Analysis

The number and percent of patients with gene mutation and rearrangement for AML patients will
be summarized, a patient with multiple gene mutation and rearrangement will be counted 1n each
category. A listing of gene mutational data for all patients will be provided.
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6. PLANNED ANALYSIS

6.1. Interim Analysis

No formal interim analysis 1s planned for the study. However, the accrued data from any cohort
may be analyzed for internal decision-making purposes, for example, to provide information for a
potential phase 3 study design.

6.2. Final Analysis

The final analysis will be conducted after final Database Lock (DBL) for this study.
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7. CHANGE FROM THE PROTOCOL

Here 1s a list of changes in this analysis plan compared with the protocol
e  Added All Subject Set for pre-screening and screening summaries.
e  Added Efficacy Analysis Set as primary analysis set for efficacy analysis and clanfied

defimtion of Response Evaluable Analysis Set as single dose from the PK week mught not
be an effective treatment. Safety Analysis Set was the primary set for safety analysis.

e  The DLT- evaluable analysis set definition in the protocol 1s to include all patients enrolled
mto dose escalation part of the study who (1) either recerved at least 75% of the assigned
doses of the HMPL-306 during the DLT assessment window (1.e. Cycle 1 Day 1 [C1D1]
through C1D28) or (11) expenienced a DLT in Cycle 1. However, since these criteria have
been incorporated in the SRC review, the DLT-evaluable analysis set will be based on the
decision from the SRC review.

e  Removed DLT-equivalent analysis as mvestigator’s evaluation of each AE satisfying DLT
criteria or not was not well documented in EDC.

e  Patients enrolled were summarized based on all subject set instead of safety analysis set.

. Removed Rate of CR+CRh, duration of CR+CRh and time to CR+CRh endpoints, since
cCR-2 (rate of CRMRD-+CR+CRh) and cCR-3 (rate of CRMRD-+CR) are more meamngful.

¢ Removed Time to Hematologic Recurrence endpoint as i1t has the similar rationale for
DOcCR1.

. Removed Disease Free Survival (DFS) endpomt as it has the same rationale for DOcCR1.
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