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REVISION HISTORY

Version Issue Date Summary of Changes
1.0 Original Version
2.0 22APR2022 e Section 7: Tolerability Analysis

Definitions of tolerability analysis clarified.

e Section 8.1 Adverse Events:

Text added to define local versus systemic
adverse events;
definition of subject-years updated.

e Section 9: Pharmacokinetic Analysis
Clarification on required tables and figures;
clarification of handling of baseline-corrected
concentrations <0; another PK parameter
(AUCo.ps) added.
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ADA
AE
ALP
ALT
aPTT
AR
AST
AUC

AUC.pg
AUCO—last

AUCp
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BUN
CBC
CIDP
Crnax
CL/F
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ET
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Hb

Hct
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HCV

terminal disposition elimination rate constant
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adverse event
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alanine aminotransferase

activated partial thromboplastin time

adverse reaction

aspartate aminotransferase

area under the concentration-time curve

area under the concentration-time curve from time zero to Day 8

area under the concentration-time curve from time zero to the last
quantifiable concentration

area under the concentration-time curve from time zero extrapolated to
infinity

body mass index

blood urea nitrogen

complete blood count;

chronic inflammatory demyehnating polyradiculoneuropathy
maximum observed conc¢entration

apparent total clearance after extravascular administration
clinical researchrumit

dose level

Data monitoring committee

electronic case report form

electrocardiogram

end of study

early termination

follicle stimulating hormone

hemoglobin

hematocrit

hepatitis B surface antigen

hepatitis B surface Antibody

hepatitis B core Antibody

hepatitis B virus

hepatitis C virus
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HIV human immunodeficiencyvirus
HR heart rate
IegG Immunoglobulin G
IGI Immune Globulin Infusion
INR International normalized ratio
1P investigational product
LDH lactate dehydrogenase
LLOQ lower limit of quantification
MCH Mean Corpuscular Hemoglobin
MCHC Mean Corpuscular Hemoglobin Concentration
MCV Mean Corpuscular Volume
MedDRA Medical Dictionary for Regulatory Activities
N number of subjects
nADA neutralizinganti-drug antibody
PCI potentially clinically important
PK pharmacokinetic(s)
p.p percentage points
PT preferred term
RBC red blood cells
RDW Red Cell Distribution'Width
rHuPH20 recombinanthuman hyaluronidase PH20
SAE Serious adverse event
SAP Statisticalf’Analysis Plan
SAS Statistical Analysis System
SD standard deviation
SOC system organ class
TEAE treatment-emergent adverse event
t2 terminal disposition phase half-life
TDL target (full) dose level
TEAE treatment-emergentadverse event
tmax time of maximum observed concentration
ULN upper limit of normal
UPCR urine protein to creatinine ratio
apparent volume of distribution during the terminal disposition phase
V,/F after extravascular administration

WBC

white blood cells
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1. INTRODUCTION

Dose ramp up has been considered necessary for HY QVIA in the Phase 3 Study (Study 161403)
because the majority of chronic inflammatory demyelinating polyradiculoneuropathy (CIDP)
patient population are naive to subcutaneous (SC) infusions, or inexperienced with SC infusions
at large volumes (>60 mL per infusion site; infusion volume maximum per day: up to 600 mL (1
site) or 1200 mL (2 sites)). As aresult, a dose ramp-up schedule was included in Study 161403
which involves a stepwise gradual increase until the subject’s full dose is reached to improve
tolerability. Dose ramp-up is currently in the approved prescribing information for primary
immune deficiency. Despite the current use of ramp up dosing in primary immunodeficiency
disease and CIDP patients, the tolerability and safety of HY QVIA without ramp-up hasnot been
evaluated in clinical settings. This Phase 1 study is planned to assess the tolerability, safety and
immunogenicity profile of HY QVIA with and without ramp-up dosing in healthy adult subjects
and to characterize the pharmacokinetics (PK) of total Immunoglobulin G (IgG) and IgG
subclasses in serum after SC administration of HY QVIA in healthy’adult subjects.

This statistical analysis plan (SAP) provides a technical and detailed elaboration of the statistical
analyses of safety and tolerability data as well as PK analyses, as described in the amended

protocol (amendment 1) dated 30 Jun 2020. Specifications for tables, figures, and listings are
contained in a separate document.

2. OBJECTIVES AND ENDPOINTS

2.1  Objectives
2.1.1 Primary Objective
To assess the tolerability of HYQVIA with and without ramp-up dosing in healthy adult subjects.

2.1.2  Secondary Objectives

e To assess the safety and immunogenicity of HYQVIA with and without ramp-up dosing
in healthy adult subjects.

e To characterize the PK of total IgG and IgG subclasses in serum after SC administration
of HYQVIA in healthy adult subjects.
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2.2  Endpoints
2.21  Primary Endpoints

The primary endpoint corresponding to the primary objective of the study is the occurrence of
tolerability events related to the infusion of HYQVIA.
Note: For definitions related to tolerability of infusions refer to section 7.1.

2.2.2  Safety and Immunogenicity Endpoints

e Occurrence of treatment-emergent adverse events (TEAEs), including but not limited to:
HYQVIA-related and non-related, serious, nonserious, severe, local and systemic TEAEs,
TEAE:s leading to premature discontinuation from study, and infusion-associated TEAEs,
as well as number and percentage of subjects and infusions with suspected adverse
reactions (AR) plus AR of interest.

e C(linical laboratory parameters

e Vital signs

e Immunogenicity: occurrence of binding and neutralizing antibodies (anti-drug antibodies
[ADA]) to recombinanthuman hyaluronidase PH20 (rHuPH20)

Note that clinically significant treatment-emergent changes in clinical laboratory measurements
and vital signs will be recorded in the studydatabase as TEAEs.

2.23 PK Endpoints

PK parameters for serum total IgGand IgG subclasses after a single dose of HYQVIA (i.e. after
Week 1 dosing), including but aot limited to maximum observed concentration (Cpa), time of
maximum observed concentration (ty.), the area under the concentration-time curve, from time
zero to the last quantifiable concentration, as calculated by the linear-log trapezoidal method
(AUC,,), area under the concentration-time curve from time zero extrapolated to infinity
(AUC.,), terminal disposition phase half-life (t,,), apparent total clearance after extravascular
administration (CL/F, only for total IgG) and apparent volume of distribution during the terminal
disposition phase after extravascular administration (V,/F, only for total IgG).

3. STUDY DESIGN

3.1 General Description

This study is a Phase 1, open-label, randomized, single-center study to evaluate the tolerability,
safety and immunogenicity of HY QVIA with and without ramp-up dosing and to characterize the
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PK of total IgG and IgG subclasses in serum after SC administration of HY QVIA in healthy
adult subjects.

The investigational product is subcutaneous Immune Globulin Infusion 10% (Human) (IGI 10%)

with Recombinant Human Hyaluronidase (rHuPH20) (also referred to as IGI 10% with
rHuPH20, or HYQVIA); infusion of IGI 10% will be followed by an infusion of rHuPH20.

This study is comprised of two parts, Study Parts 1 & 2. The IGI 10% target dose level (TDL) of
either 0.4 g/kg (Part 1) or 1.0 g/kg (Part 2) will be achieved through dose ramp-up or no ramp up

(i.e., immediate administration of the TDL). Each study part consists of three Treatment Arms
(Part 1: Treatment Arms 1-3 and Part 2: Treatment Arms 4-6):

e Treatment Arms 1 and 4 will follow ramp up Schedule-A (Sch-A), in which subjects will
receive HYQVIA from % of the TDL at Week 1 to the fulLTDL at Week 8.

e Treatments Arms 2 and 5 will follow ramp up SchedulesB (Sch-B), in which subjects will
receive HYQVIA from %2 of the TDL at Week 1 to the full TDL at Week 5.

e Treatment Arms 3 and 6 will follow ramp up Sehedule-C (Sch-C), in which subjects will
directly receive the full TDL at Week 1 without ramp-up dosing.

Treatment arms will be initiated in parallel in-¢ach study part. Each subject will participate in
only one treatment arm.

Subjects meeting all eligibility criteria’ will be assigned to one of the 3 treatment arms in a Study
Part at a randomization ratio ofh1:1, and a minimum of 3 subjects in each of the body mass
index (BMI) groups (18 to <25 kg/m?2, >25 to 30 kg/m?) in each treatment arm, achievable using
stratified randomization (BMI as the stratification factor).

After all subjects in Treatment Arms 1-3 have completed Week 9 treatment in Study Part 1, their
tolerability, safety and immunogenicity data through Week 9 will be reviewed by a safety review
team consisting of the Investigator, the Sponsor’s Medical Monitor, and the Sponsor’s Global

Drug Safety Physician. Proceeding to Study Part 2 dosing may only occur following this review.

The planned dose levels including ramp-up dose levels of IGI 10% to be evaluated are outlined
in Table 1.
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Table 1 Planned Dose Levels IGI 10%
DL Fraction of TDL Part 1 (g/kg) Part 2 (g/kg)
DL1 1/4 of TDL 0.1 0.25
DL2 1/2 of TDL 0.2 0.50
DL3 3/4 of TDL 0.3 0.75
DL4 TDL 0.4 1.0

Each study part consists of 3 periods:

Screening period: up to 21 days prior to first dosing.
Study treatment period: 8 weeks for Treatment Arms 1 and 4; 9 weeks for Treatment

Arms 2,3, 5, and 6.

Follow up period: 16 (£ 1) weeks after receiving the last infusion of HY QVIA with the
end of study or early termination (EOS/ET) being in Weeks'24 (+ 1) (Treatment arms 1
and 4) or 25 (£ 1) (Treatment arms 2, 3, 5, and 6).

All subjects who received at least one dose of HYQVIA‘(including subjects who terminate the
study early) will return to the Clinical Research Unit(€RU) 16 (+ 1) weeks after the last infusion
of HYQVIA for follow-up procedures.
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3.2 Randomization

Prior to receiving the first infusion of HYQVIA, screened subjects who are qualified to enroll in
this study are to be randomized to a treatment arm as depicted in the Study Schematic.

This study comprises of two parts, Study Parts 1 & 2. Each study part consists of 3 treatment
arms, and each subject will participate in only one treatment arm:

e Part 1 (TDL 0.4 g/kg): Treatment Arms 1-3
e Part2 (TDL 1.0 g/kg): Treatment Arms 4-6

A total of 48 subjects will be randomized to 6 parallel treatment arms (8 subjects per treatment
arm, equal randomization ratio): 24 subjects in total to Part 1 and 24 subjects in total to Part 2.
Randomization will be stratified by BMI group (18 to <25 kg/m? and >25 to 30 kg/m?) in order
to ensure a minimum of 3 subjects are randomized to each of th€ 2 BMI groups in each treatment
arm in each part (BMI as the stratification factor).

3.3 Blinding
Blinding is not applicable for this open-label study:

3.4  Sample Size and Power Considerations

Assessment of tolerability is the primaty objective of this study. This study was not designed for

statistical hypothesis testing, and therefore the sample size was not based on statistical
considerations.

The planned total sample size for this study is 48 randomized subjects (8 subjects per treatment
arm and 6 treatments arms, equal randomization ratio).

Of the 48 subjects to be randomized and enrolled, a minimum of 36 subjects are expected to
complete the study, assuming a conservative dropout rate of 25% in this healthy subject study
(overall dropout rates assumed for HY QVIA patient studies are generally 10%-15%). The
number of subjects expected complete the study (36) is considered also adequate for providing
reliable estimates of tolerability, safety, and PK for those using ramp up and no ramp up dosing.
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4. STATISTICAL ANALYSIS SETS

4.1 Enrolled Set

All screened subjects for whom a randomization number has been assigned. Background

summaries (e.g., subject disposition) will be based on the Enrolled Set, unless otherwise
specified in this SAP.

4.2

All enrolled subjects who received at least one dose of HYQVIA will be included in the safety
evaluations. Analysis of tolerability, safety, and immunogenicity data will be based on the Safety
Set.

Safety Set

4.3 PharmacoKkinetic Set

All enrolled subjects who received at least one dose of HY QVIAuand have at least one evaluable
post-dose serum concentration for total IgG or IgG subclasses.-Analysis of PK data will be based
on the PK Set.

The protocol deviation log will be reviewed on a case-by-case basis. Exclusion of any subject
from the PK Set will be determined at the discr€tion of the Sponsor’s Pharmacokineticist.

S. STUDY SUBJECTS

5.1  Disposition of Subjects

Subject disposition summarié€s and listings will be based on the Enrolled Set, and the summaries
will be presented by dosing group (Ramp-Up , No Ramp-Up, and Overall) and treatment arms
within dosing group, following the format in Table 2 below.

Table 2 General Display of Subject Disposition and Subject Characteristics Summary Data

Ramp-Up No Ramp-Up
(N=32) (N=16)
Schedule A Schedule B Schedule C
LowTDL | High TDL Low TDL High TDL | Total| LowTDL High TDL | Total
Treatment1 | Treatment4 | Treatment2 | Treatment5 All Treatment3 | Treatment6 All Of]:tr: 111
(n=8) (n=8) (n=8) (n=8)  |(n=32) (n=8) (n=8) (0=16) | (n=48)

Low=0.4 g/kg, High=1.0 g/kg.

Note: Sample sizes (n) shows planned sample size; n for Ramp-Up Total (n=32) results from pooling of Treatment
Arms1,2,4,and 5, with 8 subjects each; n for No Ramp-Up Total (n=16) results from pooling Treatment Arms 3
and 6, with 8 subjects each; n for Overall Total (n=48) results from pooling across Ramp-Up and No Ramp-Up.
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Subject disposition will be summarized once for the whole population and additionally once by
BMI group.

The number and percentage of subjects included in each analysis set (Enrolled, Safety and PK)
will be summarized. The reasons for exclusion from the PK set will be included in the same
summary.

The number and percentage of subjects who completed the study or prematurely discontinued
will be presented, along with primary reasons for discontinuation, as recorded on the study
completion page of the eCRF.

All enrolled subjects who prematurely discontinued the study will be listed in the subject
disposition listing along with reasons for discontinuation.

5.2  Demographic and Other Baseline Characteristics

The following demographic characteristics will be summarized in the following order in the

tables: age (years), sex, ethnicity, race. Other baseline eharacteristics include weight (kg), height
(cm), BMI (kg/m?), and BMI group (18 to <25 kg/m?and >25 to 30 kg/m?).

Age will be calculated as the integer part of {date of informed consent is signed — date of birth +
1)/365.25. BMI from the screening visit eCRF will be used; if BMI from screening visit is
missing, height and weight from the s¢reening visit will be used to calculate BMI as: weight (kg)

/ (height [m])2.

Continuous variables, such as age, weight, height, and BMI will be summarized using descriptive
statistics including n, mean, standard deviation (SD), median, minimum, and maximum.
Categorical variables such as sex, ethnicity, and race will be summarized by reporting the
number and percentage of subjects in each category.

All demographic and other baseline characteristics variables that will be summarized will be
taken from the Screening Visit (or the last value measured prior to the first administration of
investigational product). Summaries will be based on the Safety Set and PK Set, as appropriate.
Demographics and other baseline characteristics data will be listed, and the listing will be based
on the Enrolled Set.
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5.3  Medical History

At screening, the subject’s medical history will be described for the following body systems
including severity or surgery and start and end dates, if known: eyes, ears, nose, and throat;
respiratory; cardiovascular; gastrointestinal; musculoskeletal; neurological; endocrine;
hematopoietic/lymphatic; dermatological; and genitourinary.

All other medications taken and non-drug therapies received from enrollment until

completion/termination will be recorded on the concomitant medications and non-drug therapies
CRFs

Medical history will be coded using Medical Dictionary for Regulatory Activities (MedDRA)
version 24.0.

Medical history will be listed and summarized by system organ ¢lass (SOC) and preferred term
(PT) for each dosing group (Ramp-Up, No Ramp-Up) and treatment arms within dosing group
for the Safety Set. The summary will include number and petfcentage of subjects who
experienced the event, and number of events experienced. System organ class will be sorted
alphabetically, and PT will be sorted within each SOC in descending overall frequency of no-

ramp-up group.

5.4  Prior Therapies, Procedures, and Medication

Prior treatments, medications, or procedures are defined as any treatment, medication, or
procedure received within 60 days prior to the date of first dose of HYQVIA.

Prior medications will be coded using the World Health Organization (WHO) Drug Dictionary
version Global B3 March 2020. Prior therapies and procedures will not be coded.

The number and proportion of subjects receiving each prior medication will be summarized by
therapeutic class and preferred name for each dosing group (Ramp-Up, No Ramp-Up) and
treatment arms within dosing schedule for the Safety Set. Therapeutic class will be sorted
alphabetically, and preferred name within each therapeutic class will be sorted in descending
overall frequency of the no-ramp up group. Multiple medication usage by a subject in the same
category will be counted only once.

No summaries will be provided for prior therapies and prior procedures.

All prior therapies, procedures, and medications will be listed.
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5.5 Concomitant Therapies, Procedures, and Medications

Concomitant therapies, medications, or procedures are defined as any therapy, medication, or
procedure with start date on or after first date of HY QVIA administration, or with start date prior
to HYQVIA administration but continuing at or after HY QVIA administration. Any therapy,
medication, or procedure with a start date after the end of the follow-up period (Weeks 24 (£ 1)
(Treatment Arms 1 and 4) or 25 (% 1) (Treatment Arms 2, 3, 5, and 6)) will be considered post-

treatment and not concomitant.

Concomitant medications will be coded using the WHO Drug Dictionary version Global B3
March 2020. Concomitant therapies and procedures will not be coded.

The number and proportion of subjects receiving each concomitant medication will be
summarized by therapeutic class and preferred name for each dosing group (Ramp-Up, No
Ramp-Up) and treatment arms within dosing schedule for the Safety Set. Therapeutic class will
be sorted alphabetically, preferred name within each therapeutic class will be sorted by
descending overall frequency of the no ramp-up group. Multiple medication usage by a subject in
the same category will be counted only once.

No summaries will be provided for concomitant therapies and concomitant procedures.
All concomitant therapies, procedures, and medication will be listed.

5.6  Exposure to Investigational Product

An exposure data listing, bas€d on the Safety Set, will be provided and include start and end date
and time of dose administration, and other exposure data, e.g. planned dose/volume.

5.7  Measurements of Treatment Compliance

Treatment compliance will be summarized by means of number of infusions completed, number
of infusions with change of infusion rate (flow), number of infusions interrupted, number of
infusions stopped (discontinued), and the percentage of total volume administrated relative to the
planned volume; all based on the number of initiated infusions. All compliance-related data will
be included in the exposure data listing.

To determine whether the infusion rate is changed, the Study Drug Administration CRF form
will be used. If “Was the infusion rate reduced?” =“Yes” or “Infusion Rate Changed” is
checked, then the infusion rate will be considered to have been changed.
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5.8 Protocol Deviations

Protocol deviations will be recorded separately from the clinical database using a Protocol
Deviation tracker. Protocol deviations will be classified as major or minor per the agreed
protocol deviation management plan and will be documented in the Protocol Deviation tracker.
The Sponsor study team will review the protocol deviations and their classification throughout
the study and before database lock.

Protocol deviations will be summarized by category (major/minor) for each dosing group (Ramp-

Up, No Ramp-Up) and treatment arms within dosing group, based on the Safety Set. All protocol
deviations will be listed based on the Safety Set.

6. EFFICACY ANALYSES

There is no efficacy endpoint in this study; therefore, no efficacy analyses are planned for this
study.

7. TOLERABILITY ANALYSIS

For the purpose of the tolerability analysis, the term “telerability” refers to tolerability of the
infusion (“infusion tolerability”). An infusion is considered tolerable if the infusion rate was not
reduced and the infusion was neither interrupted nor stopped due to a HY QVIA-related AE with
onset during the infusion. This definition is afi-interpretation/clarification of the original
definition written in the protocol.

7.1 Definitions

An infusion is considered not.foferated (intolerable), if the infusion rate was reduced or the
infusion was interrupted or stopped, due to a HY QVIA-related AE with onset during the
infusion. Otherwise, the infusion is considered tolerable.

The complete HY QVIA infusion will be considered not tolerated (intolerable) if either of the
component infusions (rHuPH20 or IGI 10%) was not tolerated.

A component infusion (rHuPH20 or IGI 10%) will be considered not tolerated (intolerable) if
both of the following are true:

1. The infusion rate was reduced, the infusion was interrupted, or the infusion was stopped
prior to completion.

2. Thereason fortherate reduction, interruption, or stoppage wasa HY QVIA-related AE with
onset during the infusion.
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The following algorithm will be used to connect the above logic to the eCRF and thus determine
if a component infusion was not tolerated.

1. Did a HYQVIA-related AE occur during the infusion?
a. “HYQVIA related” means that at least one of the following two items is true
i. On the AE form: “Relationship to investigational product” = “Possibly
related” or “Probably related”
il. On the AE form: “Relationship to I[P administration process” = “Possibly
related” or “Probably related”
b. “occur during infusion” means that start time of the AE (from the AE form) was
between start and end time of the infusion (from the infusion form).
c. If the answer to this question is no, stop here: the infusion will be considered
tolerated.
d. If the answer to this question is yes, proceed to the next question.
2. Are any of the following true? If yes, the infusion was nof tolerated; otherwise, it was
tolerated.
a. Dose was reduced and interrupted, which is detefmined by either of the following:
i. On the AE form, “Action taken with“study procedure” = “Procedure
interrupted” or “Procedure stopped”
ii. Onthe AE form, “Action taken with'study drug” =“Dose reduced” or “Drug
interrupted” or “Drug withdrawn”
iii.  On the infusion form, “Was the infusion rate reduced” =“Yes”
b. Dose was not completed, whicliis determined by either of the following:
i. On the infusion form{“Was the drug administration complete” =*“No”
ii. On the infusion fofm, “Total Volume Administered” <“Planned Volume”

7.2 Summaries of Infusion‘Tolerability

All tolerability summaries will be presented by dosing group (Ramp-Up, No Ramp-Up),
treatment arm within dosing group, and stratified by BMI group. For subjects who dropped out
early (before the last infusion as per protocol), planned infusions for the treatment arm that were
not initiated for the subject are not considered for those summaries.

All tolerability summaries will also be performed for the complete HY QVIA infusion, and
broken down by the two component infusions, rtHuPH20 and IGI 10%.

The number and percentage of subjects who tolerated all actual, defined as infusions that were
initiated, infusions will be summarized for the complete HY QVIA infusion, and broken down by
the two component infusions, THuPH20 and IGI 10%. A similar summary will be provided for
the IGI 10% infusions broken down by dose level (*4 TDL, /2 TDL, 3/4TDL, TDL, as
applicable).
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Further summary tables (for HYQVIA overall and for each component rHuPH20 and IGI 10%)
will be done showing the number of planned infusions for each subject and descriptive statistics
(n, mean, standard deviation (SD), median, minimum, and maximum) for the number actual
(initiated) infusions, the number of tolerated infusions and the percentage of tolerated infusions
(relative to the number of initiated infusions).

Finally, the number and percentage of tolerated infusions (HY QVIA overall, rtHuPH20, IGI 10%)
across all subjects within a treatment arm will be summarized. The percentage will be calculated

as total number of tolerated infusions of all subjects within the treatment arm divided by total
number of infusions initiated for all subjects within the treatment arm.

Infusion tolerability data, including the percentage of tolerated infusions for each subject, will be
presented in a data listing.

8. SAFETY ANALYSIS

The safety analysis will be performed using the Safety Set-Details for reporting AEs are described
in section 8.1; details reporting of laboratory data and vital signs are described in section 8.2 and
8.3, respectively; ECG data will be provided in the subject data listing(s) only (see section 8.4);
for details on reporting immunogenicity refer to'section 8.5.1.

For each safety variable, unless otherwise specified, the last non-missing value before the
administration of IP will be used as baseline for all analyses of that safety endpoint.

All safety data, including derived data, will be presented in subject data listings, and all listings
will include subject’s sex, age, and race. Immunogenicity data will be listed accordingly.

8.1  Adverse Events
Adverse events will be coded using MedDRA version 24.0.

8.1.1 Definitions

Treatment-emergent AEs (TEAEs) are defined as any events not present prior to the initiation
of the treatments or any event already present that worsens in either intensity or frequency
following exposure to the treatments.

HYQVIA-related AEs:
To determine whether an AE is related to HYQVIA, two items on the AE CRF form will be

used: “Relationship to investigational product” and “Relationship to IP administration process”.
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If either of these items is marked as “Possibly related” or “Probably related”, then the AE is
related to HYQVIA. Otherwise, the AE is not related.

Local vs systemic TEAEs will be classified using the AE term. If the reported term includes
“infusion site” or “injection site”, it will be classified as a local AE; all other AEs will be
classified as a systemic TEAE. In the case of the following terms: “EDEMA”, “PRURITUS”,
“ERYTHEMA” without also including “at infusion/injection site”, these will be queried to
determine local or systemic TEAE. In addition, prior to final analysis the medical director will
review all AEs reported terms to verify if local or systemic TEAE. Following all queries and
medical director review, the reported terms will be updated as appropriate to include “infusion
site”” or “injection site”.

Infusion-associated TEAEs will be defined as any TEAE that begins during the infusion or
within 24 hours following.

Temporally-associated TEAEs will be defined as TAEs which begin during the infusion or
within 72 hours following the end of IP infusion.

Adverse reaction (AR) plus suspected adversereaction is any AE that meets any of the

following criteria:
e the AE is considered a local (infusien site) AE;
e the AE is considered by eitherthe investigator and/or the sponsor to be HY QVIA related;
e the AE is a temporally associated TEAE;
e the AE’s causality assessment is missing or indeterminate.

8.1.2 AE Data Summaries

All TEAE summaries will be provided by dosing group (Ramp-Up, No Ramp Up, and Overall)
and treatment arms within dosing schedule, similarly as shown in Table 2 in section 5.1.

An overall TEAE summary will be presented, showing the number and percent of subjects (and
number of events) with/of any TEAEs, severe TEAEs, serious and nonserious TEAEs,
HYQVIA-related and non-related TEAEs, HY QVIA-related SAEs, local and systemic TEAE:s,
TEAEs leading to premature discontinuation from the study, infusion-associated TEAEs,
temporally associated TEAEs, and AR plus suspected AR of interest.
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Further summaries will be provided for

Number and percentage of subjects with TEAESs, as well as the number of TEAES,
summarized by SOC and PT

Number and percentage of subjects with TEAESs, as well as the number of TEAE: ,
summarized by PT (descending frequency in no-ramp up group)

TEAE rates (per infusion, per subject, annual rate) by SOC and PT

Number and percentage of subjects with TEAEs (and number of TEAEs) by PT and
severity

Percent of subjects with AR and suspected AR of interest by dosing schedule (ramp-up,
no ramp-up, overall) and dose level (high vs low dose, and difference high-dose) by PT;
see further details below

Number and percentage of subjects with TEAESs, as well as the number of TEAES,
leading to discontinuation summarized by SOC and PT

Number and percentage of subjects with serious TEAES}) as well as the number of TEAEs,
leading to discontinuation summarized by SOC and-PT

Number and percentage of subjects with HY QVAIA-related TEAEs, as well as the number
of TEAEs, summarized by SOC and PT

Number and percentage of subjects with HHY QVIA-related TEAEs (and number of
TEAEs) by PT and severity

Number and percentage of subjects with serious HY QVIA-related TEAEs, as well as the
number of TEAESs, leading to_discontinuation summarized by SOC and PT

Number and percentage of subjects (and number of events) of local versus systemic AEs
by PT and relationship

Number and percentage of subjects with TEAESs, as well as the number of TEAES,
leading to death summarized by SOC and PT

For the above summaries the following rules shall be applied. If more than 1 AE occurs with the

same PT for the same subject, then the subject will be counted only once for that PT using the

most severe and most related occurrence for the summarization by severity and by relationship to
HYQVIA. For example, if a subject experienced a mild headache notrelated to HYQVIA, and a
moderate headacherelated to HY QVIA, then the subject will be counted once for headache using
the moderate headache related to HYQVIA. Presentation by SOC and PT will present SOC
sorted alphabetically and PT within SOC sorted by descending overall frequency of no ramp-up
group. The TEAEs, and TEAEs related to HYQVIA, will be summarized by PT, sorted by
descending frequency of no-ramp up group.
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For the summary of subjects with AR and suspected AR of interest it is planned to display only

AEs with an absolute difference of > 5 percentage points (p.p.) in the incidence rate between the

high and low dose arm overall, as illustrated below in an example, using dummy (not real) data;

“XX” represents data.

AE Ramp-Up No Ramp-Up Overall

Preferred |Low Dose | High Dose| Difference |[Low Dose [High Dosd Difference | Low Dose [High Dosg Difference
Term (N=16) (N=16) | (absolute) (N=8) (N=8) (absolute) | (N=24) (N=24) | (absolute)
Term 1 XX (xx%) | XX (xx%) XX pp. XX (xx%) | XX (xx%) XX pp. xX (20%) | xx (15%) 5pp.
Term 2 XX (xx%) | XX (xx%) XX pp. XX (xx%) | XX (xx%) XX pp. xx (12%) | xx (6%) 6pp.
Term 3 XX (xx%) | XX (xx%) XX p.p. XX (xx%) | XX (xx%) XX p.p. xX (3%) | xx (11%) 8pp.

The rate of each TEAE, HYQVIA-related and HYQVIA-unrelated TEAESs, local/systemic

TEAESs, expressed as number of events per infusion, per subject;'and per subject-year will be

derived as described below:

e The number of events per infusion will be calculated as total number of AEs divided by

total number of infusion performed for eachtreatment arm.

e The number of events per subject will becalculated as total number of AEs divided by

total number of subjects for each treatment arm.

e The number of events per subject-year will be calculated as total number of AEs divided

by total subject-year by treatment arm. Total subject-years for a treatment arm will be

calculated as the sum of the'individual subject-years, which will be calculated as the time

(in years) from first treatment initiation until 72 hours after the last treatment, and will be

calculated as following:

Subject — Years =

(Date of Last Treatment + 72) — (Date of First Treatment) + 1

365.25

All AEs (TEAEs and non-TEAEs) will be provided in the AE subject listings.

8.2  Clinical Laboratory Data

Descriptive statistics for clinical laboratory values and changes from baseline at each assessment

time point as well shift tables from baseline to each visit for quantitative variables (based on the

respective normal ranges) will be presented by dosing group (Ramp-Up, No Ramp-Up) and
treatment arms within dosing schedule, for the following clinical laboratory variables:
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Biochemistry  Blood urea nitrogen (BUN), bilirubin (total and direct), ALP, AST,
triglycerides, cholesterol, ALT, lactate dehydrogenase (LDH), urine acid,
albumin, sodium, potassium, chloride, glucose, creatinine (At screening,
creatinine clearance will be calculated using the Cockcroft-Gault formula),
low-density lipoprotein, high-density lipoprotein, magnesium, calcium

Hematology Hemoglobin, red cell distribution width (RDW), mean corpuscular volume
(MCV), mean corpuscularhemoglobin (MCH), mean corpuscular hemoglobin
concentration (MCHC), hematocrit, white blood cells (WBC) with absolute
differential counts of neutrophils, lymphocytes, monocytes, eosinophils, and
basophils, red blood cell count, platelet count

Hemolytic Panel Hgb, LDH, serum haptoglobin, plasma-free (unbound) Hgb, serum direct
anti-globulin (direct Coombs) test (antibody elution to be performed if direct
Coombs test is positive), reticulocyte count, Gsine hemosiderin.

Urinalysis pH, specific gravity, protein, glucose¢; ketones, color, bilirubin, blood, nitrites,
urobilinogen, leukocyte esterase. Ifurinalysis is positive for protein, blood,
nitrite and/or leukocyte esterasey’a microscopic examination (for red blood
cells, white blood cells, baeteria, casts, and epithelial cells) will be performed.

Coagulation Activated partial thromboplastin time (aPTT), and international normalized
ratio (INR).

Clinical significance of abnormal laboratory values was to be assessed by the investigator; this
assessment of clinical significance is not captured in the study database. Clinically significant

laboratory values were to be reported as AE and therefore are summarized in context with the AE
data summaries described in section AE Data Summaries.

Selected clinical laboratory parameters will be graded as the toxicity grading criteria listed in
Appendix 17.2, Table 7. When the units in this table are specified as “ULN”, the grades will be
derived by using the ULN values given in each grade column, i.e. for ALP, Grade 1 =ULN to
2.5*ULN. Else, they will be derived by comparing the laboratory values to the ones in the tables.
If a lab parameter doesn’t show a value for a particular grade, that grade won’t be assessed. For
example, Bilirubin will not have a grade 1; consequently, bilirubin will have a Grade 0 and
Grade 2 will be calculated as ULN — ULN*1.4.
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For each parameter for that toxicity grading is applied, the number and percentage of subjects by
toxicity grade will be summarized for baseline and for the maximum post-baseline toxicity grade
(by dosing schedule and treatment arm). The percentages will be calculated relative to the

number of subjects with available baseline values and at least 1 post-baseline assessment. The
numerator is the total number of subjects with at least 1 post-baseline grade value.

All laboratory data will be listed, all abnormal laboratory data will be identified.

8.3  Vital Signs

Descriptive statistics for vital signs (e.g. weight, heart rate, respiratory rate, systolic and diastolic

blood pressure) and their changes from baseline at each post-baseline visit will be presented by
dosing group (Ramp-Up, No Ramp-Up) and treatment arms within dosing schedule.

Vital sign values will be considered potentially clinically important(PCI) if they meet both the
observed value criteria and the change from baseline criteria listed in Table 3 below.

The number and percentage of subjects with PCI post-baseline values will be tabulated by
treatment arm. The percentages will be calculated r¢lative to the number of subjects with baseline
and at least 1 post-baseline assessment. The numetator is the total number of subjects with at
least 1 PCI post-baseline vital sign value. Asupportive listing of subjects with post-baseline PCI
values will be provided including the subject number, baseline, and post-baseline PCI values.

Table 3 Criteria for Potentially Clinically Important (PCI) Vital Signs

Parameter Classification Criteria

Systolic blood HIGH and INCREASE > 140 andincrease of >20 from baseline value
pressure (mm Hg)

LOW and DECREASE <90 and decrease of>20 from baseline value

Diastolic blood HIGH and INCREASE >90 and increase of > 15 from baseline value
pressure (mm Hg)

LOW and DECREASE <50 and decrease of> 15 frombaseline value

HIGH and INCREASE > 100 andincrease of > 15 from baseline value
Heartrate (bpm)
LOW and DECREASE <45 and decrease of> 15 from baseline value
. HIGH Increase of> 5% frombaseline value
Weight

LOW Decrease of> 5% from baseline value
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All vital signs data (including height and weight) will be listed.

8.4  Electrocardiogram

Electrocardiogram (ECG) data will be provided in the subject data listing(s) only.

8.5  Other Safety Data
8.5.1 Immunogenicity Testing for Anti-Drug Antibodies

The number and percentage of subjects who have developed binding and neutralizing antibodies
to rHuPH20, along with the number and percentage of subjects who have binding titers = 160,
will be summarized by visit/time and by treatment arm.. The ADA results will also be included

in a listing.

8.52 COVID-19
All COVID-19 data collected in the eCRF will be presented in.a data listing.

8.53  Physical Examination

All physical examination data will be presented in‘a-data listing.

8.54  Pregnancy

All pregnancy data will be presented ina data listing.

9. PHARMACOKINETIEANALYSIS
All summaries and analyses of the PK data will be based on the PK Set defined in Section 4.3.

9.1  Drug Concentration

Blood samples will be drawn from each subject during this study for the determination of serum
concentrations of total IgG and IgG subclasses (IgG1, IgG2, 1gG3, and IgG4). Serial blood
samples will be collected on Day 1 (pre-dose), and Days 2, 4, 6, 8, (all Treatment Arms 1 to 6),
15 (Treatment Arms 2, 3, 5, and 6 only), and 29 (Treatment Arms 3 and 6 only) after
administration of the investigational product. The Day 1 pre-dose concentration will be
considered as baseline. Serum concentrations of total IgG and IgG subclasses will be measured
using validated analytical methods.

Individual total IgG and IgG subclasses serum concentrations (uncorrected and baseline-
corrected) will be listed by treatment arm, subject, and time (showing scheduled and actual time).
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Individual total IgG and IgG subclasses serum concentrations (uncorrected and baseline-
corrected) will be summarized by treatment arm and scheduled time by means of descriptive
statistics (including number of subjects (N), number of observations (n), arithmetic mean, SD,
percent coefficient of variation (%CV), median, minimum, maximum, and geometric mean,
geometric mean %CV and 95% confidence interval of geometric mean).

Individual and mean total IgG and IgG subclasses serum concentrations (uncorrected and
baseline-corrected) will be presented in figures listed below on both linear and semi-logarithmic
scales:

e Individual uncorrected concentration-time profiles by treatment arm
(all subjects of a treatment arm within 1 figure, using actual time)

e Individual baseline-corrected concentration-time profiles by treatment arm
(all subjects of a treatment arm within 1 figure, using actual time)

e Mean uncorrected concentration -time profile
(all treatment arms within 1 figure, using scheduled time)

e Mean baseline-corrected concentration -time profile
(all treatment arms within 1 figure, using scheduled time)

9.2 Handling Below Limit of Quantitation Values

The following procedures will be used fortotal [gG and IgG subclasses serum PK concentrations
below the lower limit of quantification (LLOQ):

e Samples that are below litnit of quantification (BLQ) will be reported as <LLOQ in the
data listings, where LlOQ is replaced by the actual value for LLOQ for the specific PK
assay. Baseline-corrected concentrations <0, will be reported as 0 (in listings those
values will be specially marked as setto 0).

e Samples that are BLQ are treated as zero in the calculation of summary statistics (e.g.
mean, SD, etc.) for the serum PK concentrations at individual time points; similarly,
baseline-corrected concentrations <0 will be set to zero for calculation of the summary
statistics. Geometric mean will be set to missing where zero values exist.

e Mean concentrations (uncorrected and baseline-corrected) are reported as zero if all
values are BLQ or zero, and no other descriptive statistics are reported. If the calculated
mean (£SD) concentration is less than the LLOQ, the value will be reported as calculated.
The mean values derived using these concentrations will be used to create the mean
serum concentration versus time plots.

e For calculation of areaunder the serum concentration curve (AUC), BLQ values are set
equal to zero in the dataset loaded into Phoenix® WinNonlin® (Certara USA, Inc,
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Princeton, NJ) for PK analysis. WinNonlin® uses the zero values that occur before the
first time point with a concentration greater than LLOQ. Values that are BLQ after the

first measurable concentration will be set to “missing” in the dataset loaded into
WinNonlin®.

e Missing values will not be imputed.

9.3 PharmacoKkinetic Parameters

The PK analysis will be conducted using Phoenix® WinNonlin® (Certara USA, Inc, Princeton,
NJ) Version 8.0 or higher. Pharmacokinetic parameters will be determined from the IgG (total
and subclasses) uncorrected and baseline-corrected serum concentration-time data using non-
compartmental analysis based on actual sampling times. No PK parameters will be calculated for
subjects with 2 or fewer consecutive time points with measurable concentrations.

The PK parameters for IgG (total and subclasses) will include, but may not be limited to:

Cax Maximum observed concentration
tmax Time of maximum observed concentration
AUC 56 Area under the concentration-time curve from time zero to the last quantifiable

concentration, calculated using the linear-up/log-down trapezoidal rule.

In this method, the linear trapezoidal method of calculation is used for each
incremental trapezoid and the'log trapezoidal rule for each decremental

trapezoid
AUCy. Area under the congentration-time curve from time zero extrapolated to infinity
AUCpsg Area under the‘concentration-time curve from time zero (Day 1) to Day 8.
A, Terminal disposition elimination rate constant
ty, Terminal disposition phase half-life
CL/F Apparent total clearance after extravascular administration (only for total IgG)
V,/F Apparent volume of distribution during the terminal disposition phase after

extravascular administration (only for total IgG)

9.4  Statistical Analysis of Pharmacokinetic Data

Descriptive statistical analysis of PK parameters will be based on the PK Set. The uncorrected
and baseline-corrected serum PK parameters of total IgG and IgG subclasses (listed in section
9.3) will be summarized by treatment arm. Summaries will include; N, n, arithmetic mean, SD,
%CV, median, minimum, maximum, geometric mean, %CV of geometric mean and 95%
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confidence intervals (Cls) for geometric mean. For t;,x summaries will include only N, n,
median, minimum, and maximum.

Uncorrected and baseline-corrected serum PK parameters AUC 5, AUCq., AUCpgand Cpax of
total IgG and IgG subclasses will be illustrated graphically (by treatment arm) as listed below

Scatter plot of individual with mean uncorrected PK parameter
Scatter plot of Individual with mean baseline-corrected PK parameter
Boxplot of uncorrected PK parameters

Boxplot of baseline-corrected PK parameters

Individual uncorrected and baseline-corrected serum PK parameters of total [gG and IgG
subclasses will be listed.

10. PHARMACODYNAMIC ANALYSIS
Not applicable.

11. OTHER ANALYSES
Notapplicable.

12. INTERIM ANALYSIS/ DATA MONITORING (REVIEW) COMMITTEE

No planned interim analysis, or data monitoring committee are planned for this study.

13. DATA HANDLING CONVENTIONS

13.1 General Data Reporting Conventions

Continuous variables will be summarized using the following descriptive statistics: number of
subjects (n), mean, median, SD, minimum, maximum. Unless specified otherwise, summary
statistics will be presented to 1 more significant digit than the raw data. The minimum and
maximum values will be presented to the same number of decimal places as the raw data; the
mean and median will be presented to 1 more decimal place than the raw data; and the SD and
standard error will be presented to 2 more decimal places than the raw data. BMI, averaged
laboratory results e.g. diastolic/systolic blood pressure and pulse (when taken in triplicate), and
derived questionnaire scores will be rounded to 1 decimal place for reporting.

Categorical and count variables will be summarized by the number of subjects and the percent of
subjects in each category, as appropriate. Percentages will be presented as whole numbers.
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13.2 Repeated or Unscheduled Assessments of Safety Parameters

If a subject has repeated or unscheduled assessments before the start of IP, then the results from
the most recent assessment made prior to the start of IP will be used as baseline.

If post-baseline assessments are repeated, these will be captured as unscheduled visits, and the
value recorded at the scheduled visit will be used for generating descriptive statistics.

All assessments, including unscheduled and repeated assessments, will be presented in the data
listings.

133 Handling of Missing, Unused, and Spurious Data

133.1 Missing Date Information for Prior or Concomitant Medications
(Therapies/Procedures)

For prior or concomitant medications, incomplete (i.e., partially,missing) start date and/or stop
date will be imputed. When the start date and the stop date ‘are both incomplete for a subject,
impute the start date first.

13.3.1.1 Incomplete Start Date

The following rules will be applied to impute.the missing start dates. If the stop date is complete

and the imputed start date is after the stop date, then the start date will be imputed using the stop
date.

133.1.1.1 Missing Day and-Month

o If the year of the incomplete start date is the same as the year of the dose date of IP, then the
day and month of the dose date of IP will be assigned to the missing fields

. If the year of the incomplete start date is before the year ofthe dose date of IP, then December
31 will be assigned to the missing fields

. If the year of the incomplete start date is after the year of the dose date of IP, then 01 January
will be assigned to the missing fields.

133.1.1.2 Missing Month Only

. The day will be treated as missing and both month and day will be replaced according to the
above procedure.
13.3.1.1.3 Missing Day Only

o If the month and year of the incomplete start date are the same as the month and year of the
dose date of IP, then the day of the dose date of IP will be assigned to the missing day
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. If either the year is before the year of the dose date of IP or if both years are the same, but
the month is before the month of the dose date of IP, then the last day of the month will be
assigned to the missing day

. If either the year is after the year of the dose date of IP or if both years are the same, but the
month is after the month of the dose date of IP, then the first day of the month will be
assigned to the missing day.

133.1.2 Incomplete Stop Date

The following rules will be applied to impute the missing stop dates. If the imputed stop date is
before the start date (imputed or non-imputed start date), then the imputed stop date will be equal
to the start date.

13.3.1.2.1 Missing Day and Month

o If the year of the incomplete stop date is the same as the year as of the date of the last dose
of IP, then the day and month of the date of the last dose of AR will be assigned to the missing
fields

o If the year of the incomplete stop date is before the’year of the dose date of IP, then 31
December will be assigned to the missing fields

o If the year of the incomplete stop date is aftef the year of the dose date of IP, then 01 January
will be assigned to the missing fields.

13.3.1.2.2 Missing Month Only

o The day will be treated as missingand both month and day will be replaced according to the
above procedure.

133.1.23 Missing Day Only

o If the month and year of the incomplete stop date are the same as the month and year of the
dose date of IP, then the day of the dose date of IP will be assigned to the missing day

. If either the year is before the year of the dose date of IP or if both years are the same, but
the month is before the month of the dose date of IP, then the last day of the month will be
assigned to the missing day

o If either the year is after the year of the dose date of IP or if both years are the same, but the
month is after the month of the dose date of IP, then the first day of the month will be
assigned to the missing day.

13.3.2 Missing Date Information for Adverse Events

For AEs with partial start dates, non-missing date parts will be used to determine if the AE is
treatment-emergent or not. If a determination cannot be made using the non-missing date parts
as to when the AE occurred relative to study drug administration, e.g. AE start year and month
are the same as the year and month of the dose date of IP, then the AE will be classified as
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treatment-emergent.

To facilitate categorization of AEs as treatment emergent, imputation of dates can be used. For
AEs, incomplete (i.e., partially missing) start dates start dates will be imputed and will follow the
same rules as in Section 13.3.1.1. Incomplete stop dates will not be imputed.

133.2.1 Incomplete Start Date

Follow the same rules as in Section 13.3.1.1.

133.2.2 Incomplete Stop Date

Incomplete stop dates will not be imputed.

13.3.3 Missing Severity Assessment for Adverse Events

If severity is missing for an AE starting prior to the dose date £ IP, then a severity of “Mild” will
be assigned. If the severity is missing for an AE starting on-or after the dose date of IP, then a
severity of “Severe” will be assigned. The imputed values for severity assessment will be used
for incidence summaries, while both the actual andthe imputed values will be used in data
listings.

13.3.4 Missing Relationship to IP for-Adverse Events

If the relationship to IP is missing fot an AE starting on or after the dose date of IP, a causality of
“Related” will be assigned. Thedmputed values for relationship to double-blind IP will be used
for incidence summaries, while both the actual and the imputed values will be presented in data
listings.

13.3.5 Character Values of Clinical Laboratory Variables

The actual values of clinical laboratory variables as reported in the database will be presented in

data listings. No coded values (e.g., when a character string is reported for a numerical variable)
are necessary.

14. ANALYSIS SOFTWARE

Statistical analyses will be performed using Version 9.4 (or newer) of SAS® on a suitably

qualified environment.

PK analyses will be performed using Phoenix WinNonlin (Certara USA, Inc., Princeton, NJ)
Version 8.0 or higher.



Shire CONFIDENTIAL Page 33 of45

Statistical Analysis Plan v2.0
Protocol Number: TAK-771-1001 22 April 2022

15. CHANGES TO ANALYSIS SPECIFIED IN PROTOCOL
Not applicable.
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17. APPENDICES

17.1 Schedule of Activities

The below tables are from the amended protocol (amendment 1) dated 30 Jun 2020. Sections referenced in the footnotes are
protocol sections.
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Table 4 Schedule of Study Procedures: Treatment Arms 1 and 4
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Table 5 Schedule of Study Procedures: Treatment Arms 2 and 5
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Table 6 Schedule of Study Procedures: Treatment Arms 3 and 6
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17.2 Grading of Laboratory Parameters

Table 7 Grading of Laboratory Parameters

o ) No Grade 0° Grade 1° Grade2? Grade3? Grade4*
Analyte Direction WNL is Gradel | Units . . . . _ Source
Grade 0 Low [High | Low |High [ Low |[High | Low |High |Low | High

ALP Increase YES NO ULN 25 | 2.6 5.0 5.1 20 |20.1 ECOG
ALT Increase YES NO ULN 25 | 2.6 5.0 5.1 20 |20.1 ECOG
AST Increase YES NO ULN 25| 2.6 5.0 5.1 20 |20.1 ECOG
LDH Increase YES NO ULN 25v1 2.6 5.0 5.1 20 |20.1 N/A
BUN Increase NO NO ULN 0.0 14 | 1525 | 26 | 50 | 5.1 10 |10.1 ECOG
Hemoglobin Decrease YES NO g/dL 100 | 80 [ 99 | 65 | 79 |1 0.0 | 64 | ECOG
Lymphocytes Decrease NO NO x10"3/ulL | 2.0 1.5 19 | 1.0 14 105 1]09 (00| 04 [ECOG
Neutrophils Decrease NO NO x10"3/uL | 2.0 1.5 19 | 1.0 14 105 ]09 (00| 04 [ECOG
Platelet Count Decrease YES NO x1073/ul 75.0 | 50.0 [ 749 | 25 |499 | 0.0 | 24.9 | ECOG
Potassium Decrease NO NO mmol/L 3.5 30 [ 34 |25 |29 |20 |24 |00 | 19 [ WHO
Potassium Increase NO NO mmol/L 0.0 5556 | 60 | 6.1 6.5 6.6 [ 70 | 71 WHO
Serum Creatinine Increase YES NO ULN 14 [ 1.5 3.0 [ 3.1 6.0 | 6.1 ECOG
Sodium Decrease NO NO mmol/L | 136 130 | 135 | 123 | 129 | 116 | 122 | 0.0 | 115 | WHO
Sodium Increase NO NO mmol/L 0.0 145 | 146 | 150 | 151 | 157 | 158 | 165 [ 166 WHO
Serum Total Bilirubin | Increase YES YES ULN 1.4 1.5 3.0 | 3.1 ECOG
WBC Decrease NO NO x10”"3/ulL | 4.0 30 [ 39 | 20 | 29 1.0 1.9 [ 0.0 [ 09 | ECOG

Abbreviations: ALP=alkalinephosphatase; ALT =alanine aminotransferase; AST =aspartate aminotransferase; LDH =lactate dehydrogenase; BUN=

blood urea nitrogen; ULN =upper limit of normal; ECOG=Eastern Cooperative Oncology Group; WHO = World Health Organization; WNL =within

normal limits.

2 Thetoxicity scale isdefinedas: 0 =none, 1 =mild, 2 = moderate, 3 =severe, 4 =life-threatening (Food and Drug Administration, 2008).
Gradingscale criteria taken from ECOG (Eastern Cooperative Oncology Group,2006) and WHO (World Health Organization, 2003) guidelines,
with the exception of LDH that usethe same thresholds as defined for ALT and AST.






