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ABBREVIATIONS

Abbreviation or Special Term | Explanation

AE Adverse event

Aexy Amount of drug excreted in urine within a collection
interval (x to v hours)

Aeo-24 Total amount of drug excreted in urine over the entire
collection period (0 to 24 hours)

aPTT Activated partial thromboplastin time

ATC Anatomical/ Therapeutic/Chemical

AUC Area under the plasma concentration-time curve

AUCo- Area under the concentration-time curve from zero to
mfinity

AUCq+ Area under the concentration-time curve from zero up to
the last timepoint with a measurable concentration

AUCo, Area under the concentration-time curve over the dosing
interval T at steady-state

BID Twice daily

BL(O Below the lower limit of quantification

BMI Body Mass Index

BP Blood Pressure

Cav Mean steady-state drug concentration

CL Total body clearance of the drug from plasma

CLr Renal clearance

Cmax Maximum observed plasma drug concentration

Cmin Trough plasma concentration

CRA Clinical research associate

CS Clinically significant

CSR Clmical synopsis report

CV Coefficient of variation

DBP Diastolic blood pressure

ECG Electrocardiogram

eCRF Electronic case report form

GM Geometric mean

HBV Hepatitis B virus

hCG Human chorionic gonadotropin

HCV Hepatitis C virus

HIV Human immunodeficiency virns

ICF Informed Consent Form

ICH International Conference on Harmonization

1V [ntravenous

AE Apparent first-order termmnal elimination rate constant

LLO Lower limit of quantification
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Abbreviation or Special Term

Explanation

MedDRA Medical Dictionary for Regulatory Activities

MRT Mean residence tune

il Number of observations

PD Protocol deviation

PK Pharmacokinetic

PT Prothrombin time OR. Preferred term

Race Accumulation ratio

SAE Senous adverse event

SAP Statistical analysis plan

SBP Systolic blood pressure

SD Standard deviation

S0A Schedule of activities

S0C System organ class

112 Elimination half life

TEAE Treatinent-emergent adverse event

TID Three times a day

Tmax Time to maximum observed drug concentration

1t Thrombin time

Vs Apparent volume of distribution during the steady state

Vz Apparent volume of distribution during the terminal
phase

WHO World Health Orgamization
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2. INTRODUCTION

The purpose of this statistical analysis plan (SAP) 1s to prospectively outline in detail the data
derivations, statistical methods, and presentations of data so that valid conclusions can be reached

to address the study objectives outlined in the protocol LT3001-105, dated 17 November 2020,

This SAP is written with due consideration of the recomumendations outlined in the most recent
International Conference on Harmonization (ICH) E9 Guideline entitled Guidance for Industry:
Statistical Principles for Clinical Trials and the most recent ICH E3 Guideline entitled Guidance for
Industry: Structure and Content of Clinical Study Reports (CSR).

The planned analyses identified in this statistical analysis plan (SAP) may be mecluded
regulatory submissions and/or future manuscripts. Exploratory analyses, not identified in this
SAP, may be performed to support the clinical development program. The statistical analysis
methods presented in this document will amend and/or supersede the statistical analysis methods
described in the protocol. Any post-hoc or unplanned analvses that are performed but not identified
m this SAP will be clearly identified in the CSE.

2.1. Responsibilities

Inference, Inc will perform the statistical analyses for all elimical data collected. Inference, Inc 1s
responsible for production and quality control of all datasets, tables, figures, and listings.

2.2. Timing of Analyses

Only one final analysis after all subjects complete the study and subsequent database lock will be
performed.
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3.

3.1.

3.2.

STUDY OBJECTIVES AND ENDPOINTS

Study Objectives

Part A: To determmine the safety, tolerability, and PK of a 3-day TID use of LT3001
drug product, when administered as an IV infusion q3h between each dose within
one day m healthy subjects (with 50% Chinese subjects)

Part B: To determimne the safety and PK of LT3001 when coadmmmstered with
aspirin, clopidogrel, apixaban, or dabigatran.

Endpoints

Part A Endpoints:

Nature and severity of adverse events (AEs) and number of subjects with AEs

Changes from baselme in physical examination, vital signs, electrocardiogram
(EC(G) assessment, oximetry, coagulation, and clinical laboratory tests

¢ Plasma PK parameters of LT3001

¢  Unne PK parameters of LT3001

« Effects of LT3001 dmg product on systolic and diastolic blood pressure
(SBP/DBP), prothrombin time (PT), activated partial thromboplastin time (aPTT),
and thrombin time (TT)

Part B Endpoints:

+ Nature and severity of AEs and number of subjects with AEs

¢ Changes from baseline in physical examination, vital signs, ECG assessment,
bleeding time, coagulation, and climical laboratory tests

¢ Plasma PK parameters of LT3001

¢  Plasma PK parameters of aspirin, clopidogrel, apixaban and dabigatran
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4. STUDY DESIGN

This study is a two-part study. Part A is double-blind. placebo-controlled, and will examine the safety
and PK profiles of multiple doses of LT3001 drug product in healthy subjects. Part B is open-label and
will assess the safety and PK of LT3001 when coadministered with aspirin, clopidogrel, apixaban or
dabigatran.

The statistical analyses for each of the two parts will be done separately.

Part A

Approximately 16 | [c2!thy subjects will be randomized in a 3:1 ratio
to receive either LT3001 drug product | o' prlacebo administered as a 15-mmute

mitravenous (IV) infusion. Each subject will receive three doses, administered 3 hours apart, on
Days 1, 2, and 3. The first 4 subjects will be “sentinel subjects.” with 2 subjects assigned to receive
LT3001 drug product and the other 2 subjects assigned to receive placebo. The Investigator will
review all available safety data from the sentinel subjects. If considered safe to do so, the remaining
subjects will be dosed.

1 I
I

After all healthy subjects complete study procedures of Part A, the safety review meeting will be
held by the Investigator and the sponsor medical monitor (or designee) to review all available
safety and blood PK data of all subjects and determine whether one or more of the following should
OCCUT:

e  Enrollment of subjects of Part B will proceed

¢+  More subjects should be enrolled. up to a maximum of 16 subjects in LT3001 drug
product group, based on safety and blood PK data
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+« PRefinement of PK sampling times 1s recommended

¢ A protocol amendment 1s recommended.

Part B

Part B 1s open-label without placebo control. Approximately 48 subjects will be sequentially
enrolled mto four cohorts with 12 subjects in each cohort. The first 3 subjects of each cohort will
be “sentinel subjects.” After each sentinel subject completes the first day of combination
treatments, the Investigator will review all available safety data from the sentinel subjects. If
considered safe to do so, each sentinel subject will receive the remaining combination treatments.

Each Cohort of Part B Sentinel Subjects Remaining Subjects
Number of Subjects 3 9

In Cohort 1, each subject will recerve a single 15-minute infusion of LT3001 |l o~ Day
1. Each subject will also receive multiple-dose aspirin as follows: a loading dose of 325 mg aspirin
on the morning of Day 2 followed by a daily maintenance dose of 81 mg aspirin on Days 3 through
8. On the moming of Day 6, the dose of aspirin will be followed by the first dose of the multiple
doses of LT3001 ). Subjects will receive 9
doses of LT3001 on Days 6 throngh 8 (TID g3h). The dosing schema for Cohort 1 15 as follows:

Ehaek inon Da

Chack sut an Cay 8

In Cohort 2, each subject will receive a single 15-minute infusion of LT3001 on Day
1. Each subject will receive multiple-dose clopidogrel as follows: a loading dose of 300 mg
clopidogrel on Day 2 followed by a daily mamtenance dose of 75 mg clopidogrel on Days 3
through 9. On Day 7. the dose of clopidogrel will be followed by the first dose of the multiple
doses of LT300] (- Subjects will receive 9
doses of LT3001 on Days 7 through 9 (TID q3h). The dosing schema for Cohort 2 1s as follows:

Tk i i Dy -1 ek 2 Do DO
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In Cohort 3, each subject will receive a single 15-minute infusion of LT3001 [N o P2y
1. Each subject will receive multiple-dose apixaban as follows: 5 myg apixaban twice daily (BID)
every 12 hours (ql2h) on Days 2 through 7. Given that the half-life of apixaban is 9 to 14 hours,
the 3-day apixaban BID treatment allows for reaching over 5 half-lives and 97% steady state of
apixaban before the coadministration of apixaban and LT3001. On Day 5, the first dose of
apixaban will be followed by the first dose of the multiple doses of LT3001
). Subjects will recerve 9 doses of LT3001 on Days 5to 7
(TID g3h). The dosing schema for Cohort 3 1s as follows:

In Cohort 4, each subject will recerve a smgle 15-minute mfusion of LT3001 on Day
1. Each subject will receive multiple-dose dabigatran as follows: 110 mg dabigatran BID (ql2h)
on Days 2 through 7. Given that the half-life of dabigatran is 12 to 17 hours, the 3-day dabigatran
BID treatment allows for reaching over 4 half-lives and 94% steady state of dabigatran before the
coadministration of apixaban and LT3001. On Day 5, the first dose of dabigatran will be followed
by the first dose of the multiple doses of LT3001
infusion). Subjects will receive 9 doses of LT3001 on Days 5 to 7 (TID q3h).

4.1. Sample Size Justification

Sample sizes were not based on statistical considerations. Sixteen subjects m Part A, and 12
subjects per cohort in Part B are deemed sufficient to aclueve the study objectives.

4.2. Schedule of Assessments (SoA)

The following assessments will be performed in this study:
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Schedule of Activities for Part B, Cohort 2
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12:d=d ECG aasessanent ® X X X X X X b, X X X X
rpla oF clopidogral
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mniies after inflision is iminated) and flow-up Vi on Day 146,
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dosing om Day 7) A $-minwie windoy

E]ul.:l_.el Bawction test and congalatzon test will be measured at pre-dose ou Deay -1 and at 15 ouin apd § bourl 5 min afier ibe kst dose of clopidogrel single ireatment oo
ay

Plarelel fmetion tes and coagularim rest will e measired om the Grst dose ol LT 3001 on Day 7 ar 1% ovin afier infision i inidaned (end of mfisom)

cresning visit ar
w Day 2 and fellew-up

o
01 e Day
be collected on Day 1, on the first dose of LTA00 an Day 7 and the 3 dose of Thay 9 at pre-dose, 3z1, 1

at preedose and 1 hour after takimg clopidogrel on Day 2 to Day &. and afrer 1 honr after the infusion
vizal o Day 16

13zl, 201, 251,

initiored

Plabzlei Banciion best and congulation test will Te measured on the lasi dose of LT3001 on Day 8 at 15 uuin after infusion i intiated (end of infusion)
Coagulation paraneiers will iwelide PT, INE, aPTT sl TT

Hemadclopy tests will inchade Hb, RBC. MOV Hel, MCH WBC. WBL-DC. apd platelets

B, ercatine nsting blood plncose, ALF, ALT. AST, G T, total bilivalin, total profeans, aliomin globl
ol triglvoerides, free inon, and terminn.

iz and meicroscopic examnation

€l Ca,

al chemmis iy rears will ane
QILATE, 1 acid, CK. chalesie

Urmabysis will inchide dipstick uri
When e tring dragcotimmealoohol fesm andd'or clindcal laborarosy teses inchding coagulation, hemasology and clinical chemistry are performead on Day -2 to Day -2,
these tests ne=d not be repeated an Dy =1

y

wmpleie the ET proeeduns, The collesiion of FE blood samples of LT3001 smd'or clopidogrel can be
nal receive he indicatad sdy drg

PeEmiiane (ET), a ralediize] sultrrect wil
iz Tnvestigator™s disenetion if the sulgect di

I il % e o
exemyied bas

A singls dose of LTA00I dres prodheet will he gnven on Daw 1

A Saminete window is allowad for non-FE procsdurss,
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Schedule of Activities for Part B, Cohort 3

Fallow-
Sereening Prriod Trealment Period up

Day -3 io-2  Day-1 [Day 1 |Day 2| Day 3 | Day 4 Day & Day & Day 7 Day B pav 14 | ET
Hour™ 1 |I5(37|4%| 61 73|85 987|100 103 | 109 | 121 |L24|127| 133 |145 148 151 | 168 &= 1

Procedures

Informed consent X

Trine dnag conmine alcohol nest . X X | | | | : | | | | |
Virology best X |

Demographic L x x 1 |
hfedical and w1 . X

Check In - 4 | | | : | | | | |
SETI [rEEnancy fesl X |

pixaba XX XX X X X X | X X | X

Fhy
lead ECG asses unwent © * X X |X X X X X X X X

B _

Coagularion * X x Xt X - X

Hemaulogy e X X X

Clanscal chenuistry lest ¥ X % X | X X |
— | = = | | = i  — | | A . I .
Ihscharge : [ X :

k’l:u: and concomutant inedication X | X X
l-l'l'-':'w event X | X X
ECG = lestrosardicglam, ET = ey temmnanen; Ph
L Viralagy testz will inclade HIV annbady, HBzAL
! Demographic: will incluwds age. gender. beight. body weight. BMI and rass. Un Day -1, oaly b wedght will b =i

& Seriam P2 2y fest will be performed dn female smbjects of childhearmz porental st hames prior o the firsr dmg treatmiznt en Dy L.

! UBw firei dose of apaban on Day 5. Day O and Day 7 will be folewed mmmedintely by G025 mg'kg LISOV] adinpustersd a5 a 13-mnwiz 1YV mdusion

rrnsseckmetic
haparin: C virms alibady, and COVID- 19 antibody.

3081 ERMINNAMC 1 perfosmed reening wisir, pre-dose on Day 1, the end of apixaban shnede treatment on Day 4. the end of combination reatment on Day
2 wica ] examimation wall be performed o seraening wi=ir, pre-dose on Tay 1, te end of aptRaban zimgele treatment on Day 4. e end of combmanon TH2nr an D
follow -up visit on Doy 14
L il il by dem e, Mool pressure, resparatory mig, and heart rae. Mensureinsnes will De made alier the sulpect has resied m o sipnes posin
will be asiesoed i seared and supise posiiion a1 predose aixd S0 memnes atter dosing dntucion, cly mpine po
ening visit. Day 1 1o 4 (pra-dose), Day 5 to Day 7 (ench LT2001 dosing period # pre-desa, 20
om Day 14
€ canvsd a1 sergening visde and at pre=dose and | howar afeer wking Apdsaban on Day 2 te Day 4, and aftsr | hour after the infnslon

is imitiovbed of te first dose of LT ou Day 5 o Day 7 and follew-up vis
& PE binad

0l anid

1= 1
& PK blood sumples of LT3001 will be o

infizsion is initiab=d (end of s
apisEhan v
4 el Day 7 willl

aprixabem on Day 2 8 s o

srxalban on Dax 4

Platelet Inpclzon test and coagulation best wil veared ak pre-dose on Day -1 acd at 15 uuin amad 6 bow 15 oun

Platelet fimsctioa Test and coagulation nest menzared om (e frsd dose of LT2000 a 12 mdn afier infusion is m) oa Day %

wd on tbe last dose of LT3001 at 15 man after minsion 15 imifisted (end of infusion) oo Day

B Platelet fosction test and congulation best will be mes T
= Coagilation paramelers will in PT. INE, aPTT and TT

L Hewmatology tests will inclode Hb, EBC, MOV, Het, MCH. WBC, WEC-DC. and platelels.

E i i, ALP,ALT, AST, GaGT. total baliruban, otal proteins. altnmiisn’glalalin mtio, 2a, K, CL Ca
free n. and ferritin
" Lrzalyses wall meluds dipanack urnsaly d macroscopic SXAMINAILODL.
£ Wwhen the nirine dmg/cotinine/nloohol fests mador clinical abomtory teses including congnlation. hematalozy and clinical chemismy are performed om Dy -4 1o Day -2
theese tests need not be repeared on Diay -1
lpaized subject will complete the ET procedwres. The collection of PE blood samples of LT3001 and'or apixaban can be
crarion §f te svbsject Aid aor receive the indicarsd gnsdy drug
E A oae of LTH001 dneg product will be given om Day 1
Lt

A dD-mimutes wisdew i allowsd fon won-PR procedues.
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Schedule of Activi

s for Part B, Cohort 4

Screening Perivd Trentimenl Period s "'I';II":“
TOE S [ 30 to|Day 1 | Day 1 | Day 2| Day 3| Dav d Dy & Day & Dy 7 Day® |Day 14| "
! How®| 1 [23[37 40| e [78] 8% [ 07 [u00] 10 [100] 221 [eag] a2t [aas [ aas [as[asn | 1g0 | v 1
Informed comsent X
Uhrme drnugeonindme kool e X X"
Viralogy 1est * X
Dreviographic: " X X
kledical and surgical history X
Clieck In |
Semum pregmancy test © X
Diabigatran ® | XXX[X[X/X|Xx X| X X|x
LT300 1 cimg prodnet X XX X X |X| X X | X | X
Pl sieal examinnticn » 4 x = X X =
Vital #ign* X | x x| =] [x] [x[=x[x] [x[|x[x x| x [ x [ X
12=lgsdl ECG assssment # 4 [ k.4 X ..\' [ [ & ."i [ X [ [ X X [ [ X k9
LT3001 PE beod
Dabigatran FE blood sample
Flatelel function test X" X*|x X X X
e . X X1 NE|xt X X
Hematology fest X | X' L1 | | X | I | X | X X
Clinical chenzistry test P X X' X X X X
Urmnalysis ? X X' % X X X
Drschargs [ X
Prion amd concomitant medicalion X | X X
Adbverse svent o
ECG = glectrocnidiograns; ET = eorly temnmnntien; PR = phomacokingtic
" v Tests will include HIV anribody, HEAE, hepaties © vims anil
L Demographics will inchele age. zender. height, body weigld, BMI and race. Om Day =1, only body weight will be measansd
£ Seriun pregnamdy fest will be perfoamed in fenale subjecrs of childbearmg potential within 24 hours prioe o the Greal dog irestsent on Day 1.
B The first dose Dy 3, Deay 0 amed Diay 7 by 00023 mp/keg LT 301 administersd as a 1 $=mimpie TV infosion
= Plysical exe erfommed al sereeming vkl pre-dose on Dy 1, ihe end of dsbdgatmn sngle weatnel oo Day 4. e el of combination mzatnent o0 Da
T and follow-ug v
t Wil signe wall el peraruge, bloed presiure. res o0y rate. and b2t rare. Medswmements will be made after the subgect Lo vastad 10 A sipine posinon
for il Least 3 muimes B]-.'-.-J pressure will be msessed o seated and aupine posthon o predose and 60 minutes after dosing indfusion. cnly sapioe position at 10 munuwles
fier dosingi ms will be assewsed at ser visit, Dy 110 4 (pre-doss), Day 4 1o Day T (each LT2001 dosing period #1 pre-dose, 10 mimwies amd 60
miimries afteT i ey and follow=np visit on Day 14
E nelL I1.-. ill be performed at scrzeming visit an 1 at pre=dose and | honr after taking dabigatran on Day 2 o Doy 4. and after | honr after the infusion
T3000 on Dhany and followr-np visit o Day 14.
L
er mfision is
i
k Al 1% o aned & F ] J
o ctinn r=st anrd coagnlation test will be measursd on the first dose of LT3001 21 1% min after infusion is initiated fend of infision) on Cay 4
= Platglet fanetion tes and congulation tes will e mea=uaed on e last doss of LTA00D a1 15 muin afver uafvsion s inddarsd (el of infusion) on Day 7
: mchede PT. INE. aFTT and T'T
* RBC. MCV. Hel, MCH, WBC, WBC-DC. and platelers
F tood glucose, ALP, ALT. AST, GOIT, total bilimbin, total protems, alnoin’zlobulin mitio, Na, K. O Ca.
1 femmtin
b Urmafysis will inchide dipstick urinalysis and microscopic examination.
I W lban ths onne d.l.l.la. coliagsaleohol teats andod clinssal Labeaatory teats :|.|;~"|I.Il:-c|'_'|+ eoagnlation, bmatelopy and dlincal clnustry are perfommeed on Dy -1 1o Lay -2,
tiese festz need not be repeated on Day -1,
i In the event of early t=rmination (ET). a medomized smbject will com T procechmes. The collection of PR hlood samples of LT3001 andor |11'1ig.1'rn|' can b=
excmpred based on the Iomesnzaton s & gl 1T e sulject did nor dicated smody drg
; A ol LTA0N] dmag product will 1 om Dhay 1
o A 30=mdnnse window is allowed for non-PE procedares

CONFIDENTIAL Page 17 of 33



H LUMOSA THEEAPEUTICS CO., LTD.
inference

Protocol LT3001-105

5. ANALYSIS SETS

Individuals who do not meet the eritenia for participation n this study (screen failure) may not be
rescreened.

Analysis Population Description

Enrolled All subjects who sign the ICF

Safetv Analvsis Set All subjects assigned to study treatment and who took at least 1 dose
S ﬂi‘ﬂ - of study treatment. Subjects will be analyzed according to the

treatment they actually received.
Pi kinet; All subjects assigned to study treatment, who took at least 1 dose of
lIarmacokinetic . .

Analysis Set (PKAS) study treatment, and provided at least 1 PK sample. Subjects may be
excluded from the PKAS on an individual basis, upon review of all

records that have the potential to affect the PK data (e.z., dosing

records, AFs, blooding sampling records, concomitant medications

other than aspirin/clopidogrel/apixaban/dabigatran, protocol

deviations of diet restriction).
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6. GENERAL ASPECTS OF THE STATISTICAL ANALYSIS

6.1. Key Definitions
The Study Day 1s the day relative to the first day of study dmg admimstration (Day 1).

Unless otherwise specified, Baseline is the last non-missing observation before the administration
of any study treatment.

6.2. Visit Windows and Time Points

There are no plans to derive visit windows, and visits will be used m the analyses as reported on

the eCRF.

6.3. Multiplicity Issues

For this early phase study, no multiplicity adjustment will be necessary as no hypothesis testing 1s
bemng done.

6.4. Subgroup Analyses

Although no subgroup analyses are planned, Part A results will be presented by treatment (LT3001
and placebo) and population (Chinese and Non-Asian) and Part B results will be presented by
cohort.

6.5. Missing Data

For prior and concommtant medication summaries, if the medication start date 1s completely
missing then the medication will be considered both prior and concomitant unless it can be
determined that the medication end date occurred prior to any study dimg adoumstration.  If the
medication start date 1s partially missing and the partial date 1s not sufficient to determine if the
medication was taken after study dmg administration then the medication will be considered both
prior and concomitant for the study unless the partial date is clearly after the date of first study
drug admimistration (in which case 1t will be considered conecomitant only) or the medication end
date 15 prior to any study drug admimistration (in which case 1t 1s prior only).

Completely missing or partially nussing adverse event onset dates will be imputed as follows m
case due diligence to obtain accurate adverse event information fails:

¢ If the adverse event start date is completely missing then the adverse event will be
considered treatment-emergent unless 1t can be determined that the adverse event end date
occwrred prior to administration of any study drug. If this 1s the case, the adverse event
will not be considered freatment-emergent.

¢ If the adverse event start date is partially missing and the partial date is not sufficient to
determune 1f the event occurred after the admimistration of any study drug, then the adverse
event will be considered treatment-emergent unless it can be determined that the adverse
event end date occurred prior to the start of the study.

No other missing data will be imputed.
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7. DEMOGRAPHIC AND BASELINE CHARACTERISTICS
7.1. Subject Disposition and Populations

Summary tables for sulbject disposition will be presented for all enrolled subjects by Part and
cohort. For Part A the disposition will be presented by treatment (LT3001 and placebo) and
population (RGN - 21d for Part B the disposition will be presented by
cohort. The subject disposition summary will contain the numbers of subjects who signed informed
consent, failed screeming, were randomized (Part A) or enrolled (Part B), completed that Part, and
discontinued the study.

The primary reasons for premature discontinuation durmg the treatment periods will be
summarized by Part and cohort for the SAS (Safety Analysis Set).

The number of subjects included in each analysis population will also be displayed.

Listings will also be presented on subject disposition and protocol viclations.

7.2. Demographic and Baseline Characteristics

All subjects in the SAS will be used to summarize the demographic and baseline characteristics

with respect to key vanables such as age, sex, height, body weight, BMI, ethnicity and race.
Summaries for other variables may be provided if needed.

Continuons variables will be summarized with descriptive statistics: n, mean, standard deviation,
median, minimum, and maximum value., Categorical variables will be summarized with the
number and percentages.

Other baseline characteristics such as COVID-19 screening, serum heG pregnancy test, urine drug
screen and alcohol breath test, and serology (HIV, HBV, HCV) screening will be listed for each
subject.

A subject listing for demographic information will be provided by study part, cohort, and
treatment (LT3001 or placebo).

7.3. Medical History

Medical history including existing diseases will be coded according to the latest version of the

MedDRA dictionary. Frequency tables of the number and percentage of subjects by SOC (System
Organ Class) and PT (Preferred Term) will be provided for the SAS.

Medical history will also be listed by subject.

7.4. Prior and Concomitant Medication

Medications will be separated mto prior and concomitant medications. Prior medications are those
with start and stop date before the first date of any study drug administration. Concomitant
medications are those with either start date prior to the date of first study drug admimstration and
were ongoing while for the duration of the study or those with start date after the date of first study
drug administration. A medication can be considered both prior and concomitant.

CONFIDENTIAL Page 20 of 33



H LUMOSA THEEAPEUTICS CO., LTD.
inference

Protocol LT3001-105

All medications will be coded according to the latest version of the WHO Drug Dictionary and
listed by subject. Prior and concomutant medications will be flagged accordingly. Concomitant
medication will be summarized using the anatomical/therapeutic/chemical (ATC) code
classification of drugs based on the WHO dictionary.

All medications will be listed. Prior and concomitant medications will be flagged accordingly.

The concomitant medications taken during Part B as part of the study design (aspinn, clopidogrel,
apixaban or dabigatran) will not be included in these analyses.

7.5. Protocol Deviations

Protocol deviations and major protocol deviations are defined in the Climieal Monitoring Plan
according to the ICH E3(R1) gmdelines.

Protocol deviations are identified and recorded in the paper Protocol Deviation Log (PD Log) by
the site staff. The clinical research assoeiate (CRA) should review and ensure the deviations are
accurately and completely recorded in the PD Log and signed by the investigator. Appropriate
deviation category (i.e., major or minor) should be assigned as the table below.

Protocol Deviation Category Major | Minor
Inclusion/Exclusion Criteria X

Informed Consent X
Enrollment: Enrolled but dosed incorrectly per cohort X
Randomization: Not randomized X
Investigation Product Dosing: Incorrect IP given to subject X
Investigation Product Dosing: IP dosing X

Out of Time Window Procedures X
Study Procedure: Compliance X
Study Procedure: Site Staff Authorization, Delegation, Training X

Blindness Failure X

All protocol deviations will be transferred from the completed PD log and finalized before the
database lock.

Protocol deviations will be listed by subject.
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8. PHARMACOKINETIC ANALYSIS

For PK analysis of LT3001 and concomitant medications (aspirn, clopidogrel, apixaban or
dabigatran) blood samples will be collected throughout the treatment periods according to the PK

sampling schedule in the Schedule of Activities (S0A) of the protocol and this SAP. All PK
analysis will be based on the PKAS.

8.1. Handling of BLQ Values

To compute summary statistics for plasma concentration the BLQ plasma concentrations will be
set to 0 for except for calculating geometric means and geometric CV%. For these two summary
statistics 1t 1s set to LLOQ/2.

The BLQ values will be set to 0 in concentration-by-time linear plots and will be set to LLOQ/2
m concentration-by-time semi-logarithmic plots for mean and individual plots.

For calculation of the PK parameters, BLQ wvalue(s) that occur at the beginning or at the end of
serial sampling (before the first or after the last quantifiable concentration value, respectively) will
be treated as zero. A BLQ) value that is embedded between two quantifiable points will be treated
as missing data. If consecutive BLQ concentrations are followed by quantifiable concentrations in
the termunal portion of the concentration curve, these quantifiable values may be excluded from
the pharmacokinetic analysis by assigming them a value of missing unless otherwise warranted by
the concentration-time profile.

8.2. Plasma PK: Part A

Plasma PK Concentration

Plasma concentrations of LT3001 will be summanized by population (Chinese vs. Non-Asian) with
descriptive statistics: n, mean, SD, CV%, geomelric mean, geometric CV%, median, minimum,
and maximum,.

Plots of mean (SD) plasma concentration by time will be presented for LT3001 in linear and semi-
logarithmic scales as well.

Plasma concentrations of LT3001 (Part A) at each nominal timepoint will be listed by subject.
Plasma PK Parameters
The following plasma PK parameters will be calculated for Part A for LT3001:

¢ Cumas: Maximum (peak) plasma drug concentration during a dosing interval
¢ Cmin: Trough plasma concentration
® Cau: Mean steady-state drug concentration

¢ tmax: Time to reach the observed maximum (peak) plasma concentration
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® ). Apparent first-order terminal elimination rate constant, calculated by linear least-
squares regression analysis on the terminal log-linear phase of the plasma concentration
vs time curves using at least 3 timepoints

¢ AUCop=: Area under the plasma concentration-time curve from time zero to infimity,
calculated as AUCo+ + C: / bz, where C; is the last measurable concentration

e AUCo« Area under the plasma concentration-time curve from tiume zero to the time of
last quantifiable concentration, calculated by the linear trapezoidal linear interpolation
method

e AUCo 12 Area under the plasma concentration-time curve over the dosing interval t at
steady-state

® Race: Accumulation ratio calculated as AUC:r. 15t dose/AUC, . last dose for the multi-day
LT3001 regimens

* MRTow: Mean residence time, calculated as [AUM Co— + T{AUCo—w— AUCo—|/AUCo—+
— (71/2) where AUMCo- 1s the area under the moment curve over dosing interval T and
T1 represents infusion duration

® t12 3 - Elimination half-life_ calculated as 0.693 / i
e CL: Total body clearance of the drug from plasma, calculated as Dose / AUCp«

* V2 Apparent volume of distribution during the terminal phase, calculated as (Dose /

* Vi Apparent volume of distribution during steady state, calculated as CL x MRT

All calculations for plasma PK parameters will be based on actual dosing and sampling tunes
recorded during the study. Plasma and urine pharmacokinetic parameters will be summanzed (n,
arithmetic mean, SD, CV%, minimmim, median, and maximum) and listed by subject. Geometric
mean (GM) and geometric CV% will also be presented for all AUC, Cuax, Cav, and Cuuin.

Accumulation Ratio

To mvestigate whether the dose of LT3001 drug product 1s accumulated in the 3-day TID regimen,
the potential dose accumulation effect will be assessed by comparing PK parameters of the first
dose and the last dose m the multi-day TID regimen of LT3001 drug product.

Using a linear mixed-effects model with Race, Day (Day 1, first dose and Day 3, last dose), and
Race-by-Day interaction as fixed effects, and subject as a random effect on log-transformed data,
the geometric means and corresponding 95% Cls for AUCo:, AUCor, and Cmax will be presented
for Chinese and Non-Asian subjects by exponentiating the model-based least-squared means. The
geometric mean ratios (last dose/first dose) and the corresponding 90% Cls will also be calculated
overall and for each race based on this model to assess accumulation.
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8.3. Plasma PK: Part B

Plasma PK Concentration

Plasma concentrations of LT3001, aspinn (and metabolite salicylic acid), clopidogrel (and
metabolite clopidogrel acid). apixaban. and dabigatran will be summarized by cohort with
descriptive statistics: n, mean, SD, CV%, geometric mean, geomeiric CV%, median, minimum,
and maximuin.

Plots of mean (SD) plasma concentration by time will be presented for LT3001 and concomitant
medications by cohort in linear and semi-logarithmic scales as well.

Plasma concentrations of LT3001, concomitant medications, and metabolites for concomitant
medications (Part B, Cohorts 1 and 2) at each nominal timepoint will be listed by subject.

Plasma PK Parameters

The following plasma PK parameters will be calculated for Part B for LT3001, concomitant
medications, and metabolites for concomitant medications (Part B, Cohorts 1 and 2):

¢ Cpae: Maximum (peak) plasma drug concentration during a dosing interval
¢ Cmin: Trough plasma concentration

¢ Cav: Mean steady-state drug concentration

® tmax: T1me to reach the observed maximum (peak) plasma concentration

¢ ho: Apparent first-order terminal elimination rate constant, calculated by linear least-
squares regression analysis on the terminal log-linear phase of the plasma concentration
vs tne curves using at least 3 time points

¢ AUCop+: Area under the plasma concentration-time curve from time zero to the time of

last quantifiable concentration, calenlated by the linear trapezoidal linear interpolation
method

o AUCo +: Area under the plasma concentration-time curve over the dosmg mterval T at
steady-state

¢ Ry Accumulation ratio caleulated as AUC,«, 15t dose/! AUC, 1. last dose for the multi-day
LT3001 regimens

¢ MRTo.: Mean residence time, calculated as [AUM Co— + T(AUCo—o— AUCo—| AU Co—
— (T1/2) where AUMCo -+ 15 the area under the moment curve over dosing interval T and
1T represents infusion duration

e 1125 Elimination half-life. calculated as 0.693 / A;

¢ CL: Total body clearance of the drug from plasma, calculated as Dose / AUCo.«
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* V2 Apparent volume of distribution during the terminal phase, calculated as (Dose /
AUCy ;[ he

All calculations for PK parameters will be based on actual dosing and sampling times recorded
during the study. Plasma and urine pharmacokinetic parameters will be summarized (n, arithmetie
mean, SD. CV%_ minimum, median, and maximum) and listed by subject. Geometric mean (GM)
and geometric CV% will also be presented for all AUC, Cmax. Cav. and Cumin.

Accumulation Ratio

To investigate whether the dose of LT3001 dmg product 13 accumulated in the multiday regimen,
the potential dose accumulation effect will be assessed by comparing PK parameters of the first
dose and the last dose in the multi-day TID regimen of LT3001 drug product. The comparisons
will be conducted for occasions when LT3001 is alone or is coadmimstrated with aspirin,
clopidogrel, apixaban. or dabigatran.

For each cohort based on a linear mixed-effects model with Day (Day of first dose and Day of last
dose) as a fixed effect, and subject as a random effect on log-transformed data, the geometnic
means and corresponding 95% CIs for AUCo+, AUCq 5, Cuax. and Cuougn Will be presented by
exponentiating the model-based least-squared means. The geometric mean ratios (last dose/first
dose) and the corresponding 90% Cls will also be calculated for each cohort based on this model
to assess accumulation.

Interaction with Aspirin

To assess the effect of aspirin on LT3001, a linear mixed-effects model with Day (Day | and Day
6) as a fixed effect, and subject as a random effect on log PK-parameters will be used to calculate
90% confidence infervals (CIs) for the geometric mean ratios (GMREs) of AUCp:, AUCh +, Crax,
and Cuongh by exponentiating the Least Square Mean Differences. The critena of 90% CI within
50-200% of weak-effect boundaries will be used first for assessment. Only when the first critenia

are satisfied, the second criteria of 90% C1 within 80%-125% of no-effect boundaries will be used
for fiwther assessment.

The effect of LT3001 on the PK of aspirin will be assessed by comparing PK parameters of aspirin
with and without L'T3001 using a linear model sinular to above with Day (Day 5 and Day 8) as
fixed effect. PK parameters for comparison include AUC @y and Cuax.

Interaction with Clopidogrel

To assess the effect of clopidogrel on LT3001, a hinear mixed-effects model with Day (Day 1 and
Day 7) as a fixed effect, and subject as a random effect on log PK-parameters will be used to
calculate 90% confidence intervals (Cls) for the geometric mean ratios (GMRs) of AUCp+, AUCo-
7. Cmax, and Ciough by exponentiating the Least Square Mean Differences. The eriteria of 90% CI
within 50-200% of weak-effect boundaries will be used first for assessment. Only when the first
criferia are satisfied, the second critena of 90% CT within 80%4-125% of no-effect boundaries will
be used for further assessment.

The effect of LT3001 on the PK of clopidogrel will be assessed by comparing PK parameters of
clopidogrel with and without LT3001 using a linear model simmlar to above with Day (Day 6 and
Day 9) as fixed effect. PK parameters for comparison include AUCp.y and Cuax.
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Interaction with Apixaban

To assess the effect of apixaban on LT3001, a linear mixed-effects model with Day (Day 1 and
Day 5) as a fixed effect, and subject as a random effect on log PK-parameters will be used to
calculate 90% confidence mtervals (Cls) for the geometric mean ratios (GMRs) of AUCo+, AUCo-
7, Cmax and Cirough by exponentiating the Least Square Mean Differences. The criteria of 90% CI
within 50-200% of weak-effect boundaries will be used first for assessment. Only when the first
criteria are satisfied, the second critenia of 90% CT within 80%-125% of no-effect boundaries will
be used for further assessment.

The effect of LT3001 on the PK of apixaban will be assessed by comparing PK parameters of
apixaban with and without LT3001 using a linear model similar to above with Day (Day 4 and
Day 7) as fixed effect. PK parameters for comparison include AUCp.y and Cuax.

Interaction with Dabigatran

To assess the effect of dabigatran on L.T3001. a linear mixed-effects model with Day (Day 1 and
Day 5) as a fixed effect, and subject as a random effect on log PK-parameters will be used to
calculate 90% confidence mntervals (Cls) for the geometric mean ratios (GMRs) of AUCo., AUCo
7, Cmax, and Crough by exponentiating the Least Square Mean Differences. The eritenia of 90% CI
within 50-200% of weak-effect boundanes will be used first for assessment. Only when the first
criteria are satisfied, the second criteria of 90% CT within 80%-125% of no-effect boundaries will

be used for further assessment.

The effect of LT3001 on the PK of dabigatran will be assessed by comparing PK parameters of
dabigatran with and withont LT3001 using a linear model similar to above with Day (Day 4 and

Day 7) as fixed effect. PK parameters for comparison include AUC oy and Cumax.

8.4. Urine PK: Part A only

Urine PK Concentration

Urine concentrations of LT3001 and concomitant medications will be summarized with descriptive
statistics (n, anthmetic mean, SD, CV%, mimmum, median, and maximmum) by treatment in Part
and cohort and listed by subject.

Urine PK Parameters
The following urine PK parameters will be calculated for Part A:
* Aexy: Amount of drug excreted m urine within a collection mterval (x to y hours), where

the values of xto vare O to 12 and 12 to 24

¢ Aeg24: Total amount of drug excreted m unne over the entire collection period (0 to 24
hours)

# Feo2a: Fraction excreted m urine from O to 24 hours after dosing, calculated as Aepo2s /
Dose =« 100

o CLg: Renal clearance, calculated as Aeos /f AUCo
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Urine PK parameters of LT3001 will be summarized with descriptive statistics (n, anthmetic mean,
SD, CV%, mimimum, median, and maximum) by treatment and listed by subject.
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9. SAFETY ANALYSIS

Safety analyses will be performed on the SAS. Part A and Part B safety results will be presented
separately. Part A data will be summarized by treatment and Part B data will be summarized by

cohort.

9.1. Adverse Events

Adverse Events will be coded according to the latest version of the MedDRA dictionary. For this
study, surveillance of adverse events (AE) will begin from Day | of the treatiment period until the

end of the follow-up or early termination.

Adverse events shall be recorded starting at signing of ICF. AEs will be defined as treatment-
emergent adverse events (TEAE), if they occurred after administration of any study treatment or
if they started prior to study drug admmistration but worsened after dosing, given that worsening
started within the treatment period.

Only TEAESs shall be summarized in the clinical study report. An overall summary with number
and percentage of subjects with all different TEAE categories, like treatment-related, serious,
leading to withdrawal, and fatal will be provided. Incidence and severity of TEAEs will be
summarized within System Organ Class (SOC), and within Preferred Term (PT).

TEAEs will be summarized by relationship per SOC and PT. Relationships will be categorized
mto related (includes “Related”, “Possibly Related” and “Probably Related™) and unrelated
(includes “Not Related” and “Unlikely Related™).

TEAESs will also be summarized by maximal severity per SOC and PT. To count the number of
subjects with any TEAEs, if a subject has multiple TEAEs coded to the same PT within the same
SOC, the subject will be counted once under the maximal severity.

All AEs will be listed by subject. Serious AEs (SAEs), TEAEs, and AEs leading to withdrawal
will be flagged accordingly.

9.2. Clinical Laboratory Assessments

Clinical laboratory assessments including coagulation, platelet finction test, hematology, clinical
chemustry, and uninalyses will be summanzed for each visit. In addition, changes from the baseline
visit will be calculated for each visit if baseline and post-baseline measurements are available.

Shift tables will also be used to display the change from before treatment to after treatment
measurement with respect to reference ranges “missing”, “low”, “normal”, “high”, and “total”.

To investigate whether platelet function test 15 prolonged when coadmmstrated with LT3001 drug
product, platelet function test observed under single treatment of aspirin, clopidogrel, apixaban or
dabigatran will be summarized along with coadmimistration with LT3001 dmg product. The
number of subjects with Prolonged and Normal results will be summarnized for COL/EPI and
COL/ADP.

All laboratory evaluations, mcluding those that are unscheduled, will be histed by subject. Out of
range and clinically significant (CS) values will be flagged.
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9.3. Vital Signs

Vital signs., ncluding the assessments of systolic and diastolic blood pressure, heart rate,
respiratory rate, and body temperature, will be summarized for each visit. In addition, changes
from the baseline visit will be calculated for each visit.

All assessments, including those that are chnically significant (CS) or unscheduled, will be histed
by subject.

9.4. ECG

ECG parameters, mcluding heart rate, PR interval, QRS mterval, QT mterval, and QTc¢ nterval,
will be summanized for each ECG parameter and visit. In addition, changes from the baseline visit
will be calculated for each visit.

All assessments will be listed by subject, and abnormal or clinically significant (CS) findings
will be flagged.

9.5. Pulse Oximetry

For Part A, pulse oximetry measurements will be sumimarized with descriptive statistics and listed
by subject.

9.6. Physical Examination

For each body system. the number and percentage of subjects with normal and abnormal results will
be presented. Additionally, changes in the subjects’ findings from baseline to final visit (no change,
normal to abnormal, or abnormal to normal) will be tabulated.

All physical examination findings, mcluding those that are unscheduled, will be histed by subject
and clinically significant (CS) findings will be flagged.
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10. ANALYSIS CONVENTIONS

This section details general conventions to be used for the statistical analyses and presentation of
results.

10.1. Analysis Convention:

¢ Summary statistics for continmous vanables will include of sample size (n) mean, median,
standard deviation (SD), miniminn, and maximum values.

¢ Summary statistics for categorical variables will consist of the number and percentage of
responses m each level

¢ All study days. when displayed, are deterimined relative to the day of exposure to the
treatment.

¢ Change from baseline will be calculated as follows:
Change = Post-baseline value — baseline value.

e If there 1s unputation for missing data, the imputed or derived data are flagged in the

mdividual subject data listings. Imputed data will not be incorporated mnto any raw or
primary datasets (e.g., SDTM). The imputed data will be retained in the derived/analysis

datasets (e.g., ADaM).

e SAS® Version 9.4 or higher will be the statistical software package used for all data
analyses.

10.2. Display Convention:

¢ In post-text tables, figures and histings information and explanatory notes to be provided
the “footer” or bottom of each output will include the following information:

1. Date and tume of output generation

2. SAS® program name
3. Any other output specific details that require further elaboration.

¢ All summary tables will include the sample size for the Analysis Population as N in the
column header.

+ Supportive individual subject data listings will be sorted and presented by treatment/cohort,
subject munber, parameter and visit date/timepoint, if applicable.

¢« In general, tables will be formatted with a column displaving findings for all subjects.
Missing statistics m the data summaries will be left blank (or a dash may be used as
appropriate). Unknown (“NA™). not calculated (“*NC”). or not reported (“NR™) data are
distingmished from missing data.

¢ In general, all mean and median values will be formatted to one more decimal place than
the measured value. Standard deviation values will be formatted to two more decimal
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places than the measured value. Minimum and maximum values will be presented with
the same number of decimal places as the measured value. However, the precision may
depend on specific measurements.

+« PK concentrations will be displaved with the same precision as concentration data recerved
from the bicanalytical lab. In descriptive statistics, calculations derived from PK
concentrations (mean, SD, geometric mean, median, min, max) will follow the same
precision. Coefficient of vanations (CV%) will only be displayed with one decimal digit.

« For calculation of PK parameters, actual sampling times will be used with 3 decimal places.
In general, 4 significant digits will be displayed for parameters such as AUC and Cmax,
while tmax and t1,2 will be displayed typically with 2 significant digits if the unit is expressed
m hours, or if the unit 1s expressed n days sufficient sigmficant digits to be able to convert
back and identify the original sampling time. In descriptive statistics, (mean, min, max,
median, SD ete.) will follow the same precision as the value of the parameter, coefficient
of vanations (CV%) will only be displayed with one decimal digit. Exceptions to the above
can be made depending on sponsor feedback.

¢ The number and percentage of responses will be presented in the form X3 (3O .X).
Generally, only one decimal place will be used for the percentage. The % sign will be
displayed on the column header. For 0 (0.0), only 0 will be displayed without the
percentage.

¢ Row entries i tables are made only if data exists for at least one subject (1.e., unless
requested, a row with all zeros will not appear). Exception to this rule applies to tables
where all categories need to be shown (e g., reasons for not completing the study). In this
case, zeros will appear for study termination reasons that no subject satisfied.

¢ For adverse event, the rows will be sorted to show the most frequent incidences showing
first.

¢ Date and time wvariables will be formatted in ISO format (yyyy-mm-ddThh:mm) for
presentation.

¢ In general, the study treatment, and subject number will be included in all data listings. All
Listings will be sorted by dose/cohort, subject number, parameter, visit, visit date, baseline
severity, etc. as applicable.
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1. SAS Institute Inc., SAS® Version 9.4 software, Cary, NC.
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CONFIDENTIAL Page 32 of 33



H LUMOSA THEEAPEUTICS CO., LTD.
inference

Protocol LT3001-105

12. TABLES, LISTINGS, AND FIGURES

Tables, histings and figures will be histed in a separate Data Displays Document.

The outputs for Part A and Part B will be presented separately.
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