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Change Log

Version No. Effective Date

(dd-mmm-yyyy) Reason for the Change / Revision

Supersedes

2.0 06-May-2019 Added correlation of Month 6 factor IX activity levels and
pre-IMP anti-AAVS antibody titers as an efficacy endpoint.

2.0 16-Jun-2019 Made the distinction between the lead-in safety population
and the post-treatment safety population.

2.0 20-Jun-2019 Defined a separate lead-in baseline and post-treatment
baseline for safety laboratory and vital sign measurements.

2.0 20 Jun 2019 Added the requirement that a bleed must be designated as a
new and “true” bleed by the investigator (or designee) in
order for the bleed to be counted.

2.0 08-Jul-2019 A single-treatment cumulative responder analysis was added
as an additional sensitivity analysis for the primary
endpoint.

2.0 08-Jul-2019 To examine the correlation (and relationship) between factor
IX activity levels and bleeding rates, a GAM analysis to
graph the estimated ABR and its 95% ClI as a function of the
mean FIX activity has been added to the SAP.

2.0 08 Jul 2019 A comparative between-treatments “Cumulative Responder
Analysis comparing the Lead-In Period and after Treatment
with AMT-061 at Week 26 is being provided as a
sensitivity analysis for and as an alternative to the
“Comparison of the percentage of subjects with factor IX
activity < 12% of normal between the lead-in phase and
after treatment with AMT-061 at Week 26”

2.0 21-Jul-2019 Vital Signs has been removed as an endpoint. Vital signs
will still be listed but will not be summarized.

2.0 30 Mar 2020 To correct some typographical errors.

2.0 30 Mar 2020 To make some minor clarifications.

2.0 29 May 2020 Added “Proportion of subjects with zero bleeds in 52-week
post-treatment follow-up” as the fourth-to-last endpoint in
the list of secondary endpoints.

2.0 06 Jun 2020 Added annualized infusion rate of factor IX replacement
therapy as a secondary efficacy endpoint.

2.0 06 Jun 2020 Stipulated that subjects with zero post-AMT-061
uncontaminated central-laboratory factor IX activity values
will have their planned-assessment post-AMT values
imputed with the subject’s baseline factor IX activity value
(based on historical hemophilia B severity).
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Change Log

Version No. Effective Date

(dd-mmm-yyyy) Reason for the Change / Revision

Supersedes

2.0 06 Jun 2020 Added Q1 and Q3 to descriptive statistics.

1.0

2.0 06 Jun 2020 Removed the use of baseline covariates from the multiple-
period analyses, because baseline covariates do not add
information for a within-subject comparison.

1.0

2.0 06 Jun 2020 Moved “Rate of traumatic bleeding events during the 52-
week post-treatment follow-up compared to the lead-in
phase” from the position of third-to last secondary efficacy
endpoint to the position of last secondary efficacy endpoint.

2.0 06 Jun 2020 Operationally defined “return to routine prophylaxis”.

2.0 09 Jun 2020 A schema for the assignment of such unplanned assessments
to scheduled time points for visit-based endpoint analysis is
provided. This schema is called Time Windows for
Statistical Analysis. The reasons are as follows. Scheduling
difficulties due to the COVID-19 pandemic may result in an
increased number of missed, delayed, or unscheduled visits.
Scheduling difficulties may also result in the performance of
assessments at a scheduled visit where performance of the
assessment was not originally planned.

2.0 16 Jul 2020 Added Section 7.6.6, which defines a new secondary
efficacy endpoint: Annualized infusion rate of factor IX
replacement therapy during the 52-week post-treatment
follow-up, excluding replacement for invasive procedures
compared to the lead-in phase.

2.0 17 Jul 2020 Adaptations of analyses -- for which the main data cut for
analysis is at one year -- to the six-month data cut (and
sometimes to the 5-year data cut) are provided.

2.0 17 Jul 2020 Removed statement in Section 7.8.8.1 referring to a separate
SAP document addressing the statistical analysis of the
PROBE questionnaire.

2.0 28 Jul 2020 Applied a simplification of the model specified in Section
7.6.8 (due to limitations of the both the GLMMIX
procedure and the GENMOD procedure in SAS). The
revision specifies a covariance structure using only one
level instead of two.

2.0 16 Aug 2020 Specified that protocol deviations will include those related
to COVID-19 in Section 7.1.
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Version No. Effective Date
(dd-mmm-yyyy) Reason for the Change / Revision Supersedes
2.0 02 Sep 2020 Added Section 7.6.4.5 detailing a fifth sensitivity analysis 1.0
for the primary efficacy endpoint evaluating the impact of
steroid therapy on factor IX activity levels and specifying
the creation of a listing examining subject-specific factor IX
activity levels relative to instances of corticosteroid
exposure.
2.0 02 Sep 2020 Added a sensitivity analysis in Section 0 repeating the main 1.0
analysis while considering only bleeds treated with factor
IX that are assessed to be new and true.
2.0 02 Sep 2020 Added descriptive summaries of bleeding rates in Section 0. 1.0
2.0 02 Sep 2020 Added a descriptive sensitivity analysis in Section 1.1.1 that 1.0
is a cumulative responder analysis based on subject-specific
annualized bleeding rates in the respective treatment
periods.
2.0 03 Sep 2020 Made revisions in Section 7.6.8.1 clarifying that 1.0
comparisons will be made between treatment periods rather
than treatment “groups”.
2.0 10 Sep 2020 Specified contents of a reference listing defining the 1.0
duration of contamination due to corticosteroid exposure in
Section 7.6.4.5.
2.0 10 Sep 2020 Added reference to "Bretz et. al. 2015" in Section 7.7 and 1.0
provided said reference in References section.
2.0 11 Sep 2020 Added clarification in Section 0 specifying that p-values and 1.0
confidence intervals provided for data cuts that are not the
main data cut for a given endpoint will be considered to be
descriptive rather than inferential.
2.0 11 Sep 2020 Added information to Section 4.3 describing the bleed 1.0
reporting and assessment process.
2.0 11 Sep 2020 Removed references to SAP Appendices 5, 6, and 7. 1.0
Appendices 5 — 7 referred to the Mock tables, listings, and
graphs, which will be provided as a single supporting
document rather than a formal SAP Appendix or
Appendices.
2.0 05-Oct-2020 Promoted two secondary efficacy endpoints (endogenous 1.0
Factor IX activity at Week 52 and ABR comparison
between AMT-061 and prophylaxis for non-inferiority) to
primary efficacy endpoints. Made corresponding revisions
in Sections 2.1.1,2.1.2.1,2.2.1.1,2.2.1.2, 7.5, and 0 as a
result.
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Change Log
Version No. Effective Date
(dd-mmm-yyyy) Reason for the Change / Revision Supersedes
2.0 05-Oct-2020 Moved description of Type I error control procedures to 1.0
Section 7.7, a section following the description of primary
and secondary endpoints and their respective analyses.
2.0 05-0ct-2020 | Added a clarification indicating only short form [SSll] data 1.0
will be considered for descriptive and inferential analyses.
2.0 05-Oct-2020 Added clarifications that inflammatory marker data will not 1.0
be available as part of the interim six-month locked data and
therefore these data will not be summarized as part of the
interim CSR.
2.0 05-Oct-2020 Added a clarification to the definitions of steatosis 1.0
subgroups referenced in the subgroup analysis section
(Section 7.8.7). Added references supporting these
clarifications.
2.0 05-Oct-2020 Added a clarification indicating that time to resolution is 1.0
presented relative to the dosing date for target joints in
existence at the time of dosing.
2.0 08-Oct-2020 1.0
2.0 08-Oct-2020 1.0
2.0 08-Oct-2020 1.0
2.0 08-Oct-2020 1.0
2.0 15-Oct-2020 Revised wording and ordering of safety endpoints to match 1.0
Version 5.0 of the study protocol.
2.0 15-Oct-2020 Added text addressing the “Change in abdominal 1.0
ultrasound” safety endpoint.
2.0 15-Oct-2020 Updated the table summarizing protocol recommended 1.0
study time intervals for collection of efficacy and safety
parameters to match Version 5.0 of the study protocol.
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(dd-mmm-yyyy) Reason for the Change / Revision

Supersedes

2.0 15-Oct-2020 Changed p-value threshold for statistical significance from
“<0.025” to “<=0.025" and “< 0.05” to “<=0.05".

1.0

2.0 15-Oct-2020 Added text addressing the “Factor IX recovery” safety
endpoint.

2.0 18-Oct-2020 Changed three-month window to two-month window for the
endpoint “return to continuous prophylaxis”.

3.0 20 Feb 2021 A ieriod—sieciﬁc baseline is now being used for -

(for descriptive statistics). The reason is to
allow the most recent information to be used as baseline.
This does not affect inferential analyses, because baseline is
not used as a covariate for inferential analyses.

2.0

3.0 04 Mar 2021 Added clarifying wording about the baseline definition for
vital signs.

2.0

3.0 08 Mar 2021 Added clarifying wording about the baseline definition for
height, weight, and BMI.

2.0

3.0 18 Mar 2021 Added a paragraph about The Use of Lead-In Period Month
6 Visit versus Lead-In Final Visit for Analyses of Factor IX
Activity. When present, the Lead-In Month 6 value will be
used for analysis. When a Lead-In 6-month value is not
available, then the Lead-In Final Visit value (if available)
will be used instead. The rationale is that (1) Lead-In Month
6 is a planned assessment (for factor IX activity) and that in
the presence of a Month 6 assessment, a Lead-In Final value
is not essential for analysis and (2) the planned duration of
the Lead-In period is approximately 6 months. The wording
is to clarify how the choice between these two visits (for
analysis) is being carried out.

2.0

3.0 02 Mar 2021 For certain efficacy endpoints, have provided clarity about
how (and under what circumstances) unscheduled-
assessment values are to be applied to serve as the value for
either the Lead-In Month 6 value or the Lead-In Final value
(depending on the endpoint based on the endpoint’s
schedule of assessments).

2.0
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(dd-mmm-yyyy)

Reason for the Change / Revision

Supersedes

3.0

10 Feb 2021

Have stipulated that for the second primary endpoint
“Endogenous Factor IX activity at 52 Weeks after AMT-
061 dosing” the period of “contamination” from exogenous
factor IX use is to be the time period starting at the time of
the infusion (start time) and ending at the time that is 5 half-
lives after that. The half-life is medication-dependent. This
refinement is being made to improve the accuracy of the
contamination period. This contamination-rule refinement is
also being applied to other, similar or related endpoints.

An analysis using the old 10-day contamination rule (while
now taking into account both date and time) is now
relegated to a sensitivity analysis.

2.0

3.0

23 Mar 2021

Have added the following paragraph:

The primary analysis of the first primary efficacy endpoint
“Endogenous Factor IX activity at 26 Weeks after AMT-
061 dosing” actually took place using the 26-week data cut
and was done according to the existing Statistical Analysis
Plan text (at the time). The refinement to the definition of
the “contamination period” mentioned in this version of the
Statistical Analysis Plan text is stated here (in the 26-week
section) only because the second primary endpoint
“Endogenous Factor IX activity at 52 Weeks after AMT-
061 dosing” makes reference to the analysis methods for the
first primary endpoint, and writing the update in this “26-
week” section preserves the structure of the SAP text, thus
allowing the refinement — pertaining to the definition of the
“contamination period” — that will be applied to the 52-week
second primary efficacy endpoint analysis — to be more
easily and transparently seen in context.

2.0

3.0

08 Mar 2021

To clarify that a conservative penalty that has been
stipulated for the primary (factor IX activity) efficacy
analysis is also to be applied to other key efficacy endpoints
and sensitivity analyses. This conservative penalty is as
follows:

If a subject has zero uncontaminated central-laboratory post-
AMT-061 factor IX activity values, factor IX activity at any
post-AMT planned assessment time point that is to be used
in the analysis) will be imputed based on the historical
hemophilia B severity as documented on the CRF in a
manner identical to that used for baseline factor IX activity.

2.0
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Change Log

Version No. Effective Date

(dd-mmm-yyyy) Reason for the Change / Revision

Supersedes

3.0 04 Feb 2021 To stipulate that event-rate-based, consumption-rate-based,
and proportion-based endpoints — for the purpose of
statistical inference — are to pertain to a time interval time
that ends one year after the subject’s dosing (with AMT-
061). This stipulation is being made to be true to the name
of each endpoint, which contains the words “52-week” as a
part of the endpoint’s name.

2.0

3.0 21 Feb 2021

2.0

3.0 22 Feb 2021 For the endpoint “Annualized infusion rate of factor IX
replacement therapy during the 52-week post-treatment
(AMT-061) follow-up, excluding replacement for invasive
procedures, compared to the lead-in phase”, it is now
stipulated that the analysis should count the number of
infusions rather than the number of days with infusion. This
is to account for the possibility that a subject may have more
than one factor IX infusion on the same day.

2.0

3.0 24 Feb 2021 For the endpoint “Comparison of the percentage of subjects
with factor IX activity < 12% of normal between the lead-in
phase and after treatment with AMT-061 at Week 527, it is
now specified that “a contrast will be employed to compare
the average across the scheduled visits from the Month 6 to
the Month 12 post-treatment visits” to the lead-in period.
This is to provide a broader time-period base for the post-
treatment period than just the 12-month time point alone
would have afforded.

2.0

3.0 24 Feb 2021 For the endpoint “Comparison of the percentage of subjects
with factor IX activity < 12% of normal between the lead-in
phase and after treatment with AMT-061 at Week 527, now
more alternatives to the analysis are offered in the case of
non-convergence of the statistical model.

2.0
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(dd-mmm-yyyy) Reason for the Change / Revision

Supersedes

3.0 02 Mar 2021 For the sensitivity analysis “Sensitivity Analysis 1:
Cumulative Responder Analysis Comparing the Lead-In
Period and after Treatment with AMT-061 at Week 52 —
which is a sensitivity analysis for the endpoint “Comparison
of the percentage of subjects with factor IX activity < 12%
of normal between the lead-in phase and after treatment
with AMT-061 at Week 52” —, it is now specified that the
average of the scheduled post-treatment time points between
Month 6 and Month 12 is to be used for the comparison.
This is to provide time-period alignment between the
sensitivity analysis and the “<12%” endpoint analysis.

2.0

3.0 19 Feb 2021 Have added an additional sensitivity analysis “Sensitivity
Analysis 2: Excluding Contaminated Values Using a 10-day
Contamination Rule” for the endpoint “Comparison of the
percentage of subjects with factor IX activity < 12% of
normal between the lead-in phase and after treatment with
AMT-061 at Week 52”. The reason is to provide alternative
results using the old 10-day contamination rule (while now
taking into account both date and time) as an alternative to
the more refined 5-half-life contamination rule.

2.0

3.0 21 Mar 2021 For the endpoint “Estimated ABR over the 52-weeks post-
treatment follow-up as a Function of Mean Factor IX
Activity (“Correlation” Analysis)” it is now stated “Factor
IX activity assessments and ABR counts beginning at Day
21 (of the post-treatment period) will be used in the
analysis.” This is for consistency with the portion of the
post-treatment time period being used for the primary ABR
analysis.

2.0

4.0 08 Apr 2021 Are making the full analysis set the primary population for
the ABR non-inferiority analysis, and relegating the per-
protocol population to a sensitivity analysis. The reason is
that the FDA statistical team requested this change.

3.0

4.0 08 Apr 2021 The main ABR analysis is hereby to be excluding (from the
person-time “at risk”) any time intervals (during the post-
treatment period) for which there was "contamination" (by
the 5 half-life rule) due to exogenous factor IX
infusions/use. The ABR analysis that keeps such time
intervals (in the time “at risk”) is hereby relegated to a
sensitivity analysis. The purpose of this change is to
increase accuracy.

3.0
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Reason for the Change / Revision

Supersedes

4.0

18 Apr 2021

Have clarified which data cut to be doing sensitivity
analyses on (Section 7.6.4). Have clarified that for factor IX
activity (statistical analysis), the sensitivity analyses to be
included in the CSR can all be performed using the 52-week
data cut, and such sensitivity analyses do not need to be
carried out for the 26-week data cut. That is because the 26-
week (visit) time point is one of the time points included in
the 52-week-data-cut analysis. This provision allows
parsimony of sensitivity analyses.

3.0

4.0

23 April 2021

Added text to show how to employ existing uncontaminated
factor IX assessments in any factor IX activity analysis that
focuses on a restricted set (or interval) of time points, when
there are no available uncontaminated values in that
restricted set (or interval). This stipulation does not affect
the repeated measures analyses, which already use a wide
range of time points as a basis for the model-estimated
statistics and inference.

3.0

4.0

05 Jun 2021

ABR has now become the sole primary endpoint. The
reason is that the FDA (Food and Drug Administration)
statistical and clinical teams requested this.

3.0

4.0

05 Jun 2021

Have changed the data cut for the main CSR to be 52 weeks
after stable FIX expression (18 months post-treatment). The
reason is that the FDA asked for the main efficacy analysis
to pertain to the year after a stable factor IX activity level is
reached in the last patient.

3.0

4.0

05 Jun 2021

Have changed the main ABR analysis to count all (unique)
bleeds which occur (after the start point for counting bleeds
toward ABR) in the total, irrespective of the investigator’s
designation of newness and trueness. This will be done for
all ABR analyses except for a small number of sensitivity
analyses. The reason is that the FDA (Food and Drug
Administration) clinical team requested this.

3.0

4.0

05 Jun 2021

Have added a sensitivity ABR analysis that excludes
person-time during or within 5 half-lives after systemic
corticosteroid use. The reason is that the FDA (Food and
Drug Administration) clinical team requested this.

3.0

4.0

05 Jun 2021

Have added the following new endpoint:

Estimated ABR — during the 52 weeks following stable FIX
expression (6-18 months) post-treatment follow-up — as a
function of pre-IMP anti-AAVS5 antibody titers using the
luciferase based NAB assay (as a “correlation” analysis)

3.0
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(dd-mmm-yyyy) Reason for the Change / Revision

Supersedes

4.0 05 Jun 2021 Have moved the endpoint

“Correlation of factor IX activity levels during the 52 weeks
following stable FIX expression (6-18 months) post-
treatment follow-up with pre-IMP anti-AAVS5 antibody
titers using the luciferase based NAB assay (this endpoint
will not have hypothesis testing and therefore is not
included in the Type I error control)”

to be higher in the list of secondary endpoints than the
following endpoint

“Occurrence of (and resolution of) new target joints during
the 52 weeks following stable FIX expression (6-18 months)
following AMT-061 dosing and resolution of pre-existing
target joints following AMT-061 dosing”.

The reason is that the FDA (Food and Drug Administration)
clinical team requested that this endpoint be raised higher in
importance.

3.0

4.0 05 Jun 2021 Have added the following new endpoint

“Estimated ABR — during the 52 weeks following stable
FIX expression (6-18 months) post-treatment follow-up — as
a function of pre-IMP anti-AAVS antibody titers using the
luciferase based NAB assay (as a “correlation” analysis)”

and have place this endpoint to be higher in the list of
secondary endpoints than the following endpoint:

“Correlation of factor IX activity levels during the 52 weeks
following stable FIX expression (6-18 months) post-
treatment follow-up with pre-IMP anti-AAVS5 antibody
titers using the luciferase based NAB assay (this endpoint
will not have hypothesis testing and therefore is not
included in the Type I error control)”.

The reason is that the FDA (Food and Drug Administration)
clinical team requested this.

3.0
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4.0 05 Jun 2021 Have re-defined the efficacy endpoint “return to continuous 3.0

routine prophylaxis” as having at least 80% of the time
being “contaminated” by exogenous factor IX (by the 5
half-life rule) during some contiguous three-month period

The reason is that the FDA (Food and Drug Administration)
clinical team requested that the definition of “return to
continuous routine prophylaxis” be independent of the
purpose-for-use category assigned in the CRF to instances
of exogenous factor IX infusion.
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GLOSSARY OF ABBREVIATIONS

Abbreviation Term
AAV adeno-associated viral
AAVS adeno-associated viral vector serotype 5

AAVS5-hFIXco

AAVS5-hFIXco-

recombinant adeno-associated viral vector serotype 5 containing the wild
type human FIX gene, codon-optimized for optimal expression in humans,
under control of a liver-specific promoter (AMT-060)

recombinant adeno-associated viral vector serotype 5 containing a codon-

Padua optimized Padua derivative of human coagulation FIX cDNA (AMT-061)
ABR annualized bleeding rate
AE adverse event
AFP Alpha-fetoprotein
ALP alkaline phosphatase
ALT alanine aminotransferase
aPTT activated partial thromboplastin time
AR autoregressive
AST aspartate aminotransferase
ATMP advanced therapy medicinal product
= .
cDNA complementary deoxyribonucleic acid
CI confidence interval
COVID-19 Coronavirus Disease (discovered in) 2019
CRP c-reactive protein
CSR Clinical Study Report
DMC Data Monitoring Committee
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DNA
eCRF

ELISA

FAS
FDA
FIX
GAM
GGT
GEE

GTWP

HBeAg
HBsAg
HBV DNA

HCV RNA

hFIX

y—
5!
Z

<

deoxyribonucleic acid
electronic case report form

enzyme-linked immunosorbent assay

Full Analysis Set

Food and Drug Administration
coagulation factor IX

Generalized Additive Model
gamma-glutamyl transpeptidase
Generalized Estimating Equations

Gene Therapy Working Party

hepatitis B extracellular antigen
hepatitis B surface antigen
hepatitis B virus deoxyribonucleic acid

hepatitis C virus ribonucleic acid

human coagulation factor IX

interferon gamma

IgG immunoglobulin G
IgM immunoglobulin M
IL-1B interleukin-1beta
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IL-2 interleukin-2
IL-6 interleukin-6
IMP investigational medicinal product
INR International normalized ratio
CCl | cc__________________|
g international unit
JADE Joint Tissue Activity and Damage Exam
LOD Limit of detection
MET Metabolic equivalent of task
MCP-1 monocyte chemotactic protein-1
MedDRA Medical Dictionary for Regulatory Activities
MRE Magnetic resonance elastography
NAB Neutralizing antibody
PCS potentially clinically significant
PP Per-protocol
= cc
PROBE Patient Reported Outcomes, Burdens, and Experiences
Q1 First quartile
Q3 Third quartile
=l ccl
rAAVS recombinant adeno-associated viral vector serotype 5
SAE serious adverse event
SAP Statistical Analysis Plan
SDTM Study Data Tabulation Model
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SOC System Organ Class

SOP Standard Operating Procedure

SWE Shear wave elastography

TEAE treatment emergent adverse event

uUsS United States

VAS visual analogue scale

WFH World Federation of Haemophilia

WHO World Health Organization

Trademark Information
SAS

nQuery Advisor
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This Phase III trial is to demonstrate the efficacy of AMTO061 in terms of endogenous factor IX
activity and annualized bleed rate (ABR), and to further describe its safety profile. The strong
efficacy (protein expression) and safety results obtained during the Phase I/1I trial with AMT-
060 demonstrate 2 x 10 gc/kg to be the selected dose for use in future trials. In addition, non-
clinical data support the implementation of the prospectively defined product enhancement of
AMT-060 (i.e. incorporation of the Padua mutation to form the new construct AMT-061) at a
dose of 2 x 10'3 gc/kg for this pivotal Phase III trial. The interim data analysis from the dose
confirmation trial (CT-AMT-061-01) is now available and the dose for AMT-061 of 2 x 10'3
gc/kg has been confirmed for the treatment phase of this Phase III trial.

1.2 Interim Safety Results for CT-AMT-061-01

Enrollment and dosing in an ongoing dose confirmation Phase IIb trial with AMT-061 (CT-
AMT-061-01) has been completed and three subjects have been dosed with 2 x 103 gc/kg of
AMT-061. An interim analysis was performed after all subjects had completed 6 weeks of post-
treatment follow-up and the interim analysis data set includes a combined 24 weeks of
observation. The interim analysis results from CT-AMT-061-01 were reviewed by the Data
Monitoring Committee (DMC) who recommended that a single dose of 2 x 10'* gc/kg of
AMT-061 be used in the treatment phase of this Phase III trial.

There have been no deaths, serious adverse events (SAEs), or treatment emergent adverse events
(TEAES) resulting in early discontinuation from CT-AMT-061-01 at the time of the interim
analysis. Overall, there have been 13 TEAEs reported in 2 of 3 subjects, including 2 treatment-
related TEAESs reported in a single subject (C-reactive protein (CRP) increased and headache).
All TEAEs were mild in severity and the majority (11/13 events) were assessed as not related to
study treatment. According to the system organ class (SOC), the most reported events were
Nervous System Disorders (4 events) and the most common TEAE was headache, reported in 2
subjects, though one subject experienced 6 separate events of pain. One subject had a mild,
asymptomatic, and transient increase in liver enzyme levels (specifically, elevated aspartate
aminotransferase (AST) levels) which resolved without any additional treatment and was not
reported as a TEAE. No T-cell response has been observed in any of the 3 subjects. None of the
subjects had developed inhibitory antibodies to factor [X.

1.3 Efficacy Results for CT-AMT-061-01

All 3 subjects had been diagnosed with severe hemophilia B with corresponding circulating
factor IX activity levels <1% of normal. A single dose of 2 x 10'® gc/kg of AMT061 was
demonstrated to result in mean + SD factor IX activity of 30.6 + 6.97% (range: 23.9-37.8%) at
Week 6 and 40.8 + 9.45% (range: 31.3-50.2%) at Week 52 (factor IX activity was measured
using the activated partial thromboplastin time (aPTT) assay performed at a central laboratory).
Factor IX activity at 52 weeks after administration was 50.2% of normal in the first subject,
40.8% of normal in the second subject, and 31.3% of normal in the third subject. The second and
third subjects had previously screen-failed another gene therapy study due to pre-existing
neutralizing antibodies to a different adeno-associated viral (AAV) vector. All 3 subjects tested
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e Annualized infusion rate of factor IX replacement therapy
e Discontinuation of previous continuous routine prophylaxis
e Trough factor IX activity

e Prevention of bleedings (comparison for superiority)

e Prevention of spontaneous bleeding

e Prevention of joint bleeding

e Estimated ABR — during the 52 weeks following stable FIX expression (6-18 months) —
as a function of pre-investigational-medical-product (IMP) anti-AA VS5 antibody titers
using the luciferase based NAB assay (as a “correlation” analysis)

e Correlation of pre-investigational medicinal product (IMP) anti-AAVS antibody titers
using the luciferase based neutralizing antibody (NAB) assay on factor X activity levels
after AMT-061 dosing

e Occurrence and resolution of target joints

e Proportion of subjects with zero bleeds 6- during the 52 weeks following stable FIX
expression (6-18 months) after AMT-061 dosing
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2.1.3

Safety Objectives

The safety objectives include evaluating the following:

Adverse Events (AE)
Changes in abdominal ultrasound

Formation of anti-AAVS5 antibodies (total immunoglobulin M and immunoglobulin G
[IgM and IgG], neutralizing antibodies)

AAVS capsid-specific T cell response
Formation of anti-FIX antibodies
Formation of factor IX inhibitors and recovery

Hematology and serum chemistry parameters
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AST and alanine aminotransferase (ALT) level increases and use of corticosteroids
Shedding of vector deoxyribonucleic acid (DNA) in blood and semen

Inflammatory markers: interleukin-1beta (IL-1p), interleukin-2 (IL-2), interleukin-6 (IL-
6), interferon gamma (IFNy), and monocyte chemotactic protein-1 (MCP-1)

Alpha-fetoprotein (AFP)

2.2 Study Endpoints
2.2.1 Efficacy Endpoints
2.2.1.1 Primary Efficacy Endpoint
e ABR comparison between AMT-061 and prophylaxis for non-inferiority between the
lead-in phase and the 52 weeks following stable FIX expression (6-18 months) post-
treatment (AMT-061) follow-up
2.2.1.2 Secondary Efficacy Endpoints
e Endogenous factor IX activity at 6 months after AMT-061 dosing
e Endogenous factor [X activity at 12 months after AMT-061 dosing
e Endogenous factor IX activity at 18 months after AMT-061 dosing
e Annualized consumption of factor IX replacement therapy during the 52 weeks following
stable FIX expression (6-18 months) post-treatment follow-up, excluding factor IX
replacement for invasive procedures, compared to the lead-in phase
e Annualized infusion rate of factor IX replacement therapy during the 52 weeks following
stable FIX expression (6-18 months) post-treatment follow-up, excluding factor IX
replacement for invasive procedures, compared to the lead-in phase
e Proportion of subjects remaining free of previous continuous routine prophylaxis during
the 52 weeks following stable FIX expression (6-18 months) post-treatment follow-up
e Comparison of the percentage of subjects with trough factor IX activity <12% of normal
between the lead-in phase and after treatment with AMT-061 over the 52 weeks
following stable FIX expression (6-18 months)
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e ABR comparison between AMT-061 and prophylaxis for superiority between the lead-in
and the 52 weeks following stable FIX expression (6-18 months) post-treatment (AMT-
061) follow-up

e Rate of spontaneous bleeding events during the 52 weeks following stable FIX
expression (6-18 months) post-treatment follow-up compared to lead-in phase

e Rate of joint bleeding events during the 52 weeks following stable FIX expression (6-18
months) post-treatment follow-up compared to the lead-in phase

e Estimated ABR — during the 52 weeks following stable FIX expression (6-18 months)
post-treatment follow-up — as a function of pre-IMP anti-AAVS5 antibody titers using the
luciferase based NAB assay (as a “correlation” analysis)

e Correlation of factor IX activity levels during the 6-18 months post-treatment follow-up
with pre-IMP anti-AAVS antibody titers using the luciferase based NAB assay

e Occurrence of (and resolution of) new target joints during the 52 weeks following stable
FIX expression (6-18 months) following AMT-061 dosing and resolution of pre-existing
target joints following AMT-061 dosing

e Proportion of subjects with zero bleeds during the 52 weeks following stable FIX
expression (6-18 months) post-treatment follow-up

I uring the 12 months following AMT-061 dosing compared with the lead-
in phase

during
the 12 months following AMT-061 dosing compared with the lead-in phase
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2.2.14 Sub-study Endpoints

X Patient Reported Outcomes, Burdens, and Experiences (PROBE) summary scores and
individual item responses

X Musculoskeletal Ultrasound Sub-Study Endpoints
R Joint Tissue Activity and Damage Exam (JADE) scores
2.2.2 Safety Endpoints

All adverse event (AE) data will be collected from signing of the informed consent form until the
end of the five-year follow-up. An AE, adverse drug reaction (ADR), and SAE are defined
according to the ICH Guidelines E2A.

Safety analyses will be based on the safety population and described as descriptive analyses. Safety
set is defined as any study subjects receiving at least some amount of study treatment even when
the full dose was not administered (including partial dose).

Safety data will be analysed per study phase i.e., lead in phase, treatment emergent adverse events
(TEAES) during 26 and 52 weeks after study treatment start and during the follow up phase. The
overall safety profile of AMT-061 will be assessed given the below safety and tolerability criteria.
Secondary safety endpoints include the following:

X AEs

X Changes in abdominal ultrasound

X Anti-AAVS5 antibodies (total [[gM and IgG], neutralizing antibodies)

X AAVS5 capsid-specific T cells

X Anti-FIX antibodies

X Factor IX inhibitors and recovery
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