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Evaluate the Efficacy and Safety of Human Plasma-derived C1-esterase
Inhibitor as Add-on to Standard of Care for the Treatment of Refractory

Antibody Mediated Rejection in Adult Renal Transplant Recipients
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Protocol Version: Amendment 3

Protocol Date: 31 Jan 2020

Compliance: This study will be conducted in accordance with standards of

Good Clinical Practice (as defined by the International Council
for Harmonisation) and all applicable national and local
regulations.

This clinical study protocol includes information and data that contain trade secrets and privileged or
confidential information that is the property of the sponsor (“CSL”). This information must not be made public
without written permission from CSL. These restrictions on disclosure will apply equally to all future
information supplied to you. This material may be disclosed to and used by your staff and associates as may be
necessary to conduct the clinical study.
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List of Personnel and Organizations Responsible for Conduct of the Study

A list of personnel and organizations responsible for the conduct of the study will be supplied
to study sites as part of the Investigator’s Study File. This list will be updated by CSL (or
delegate) and provided to the study sites as needed.
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Revision History

Date Version

Summary of Significant Changes

01 March 2017 Original

Not applicable

27 June 2017 Country-specific Addition of pregnancy testing monthly during the
[Amendment 1 Treatment Period 1 and Treatment Period 2, and
(United Kingdom) Retreatment Period.
Section 6.1.3.2, clarification of unblinding
procedure.
28 November Substantial Amendment 1 A Non-responder Follow-up Period is added for
2017 subjects who are non-responders after Treatment

Period 1. These subjects will be followed until graft
failure or up to 48 months after enrollment.
Statistical analyses are amended to reflect this
change.

Pregnancy tests are added at monthly intervals.

Additional timepoints are added for C1-esterase
inhibitor activity/antigen and collection of retention
samples in Treatment Period 1.

Administration of [VIg is tailored to current
standard of care practice and may be given when
DSA is > 2000 MFI during Treatment Period 2 and
the Retreatment Period.

A provision is added to enroll up to 136 subjects in
Treatment Period 1.

Exclusion criterion 3 is deleted, ie, subjects with
evidence of chronic changes on biopsy (interstitial
fibrosis [ci], arterial fibrointimal, arterial hyalinosis
[ah], or chronic glomerulopathy [cg] scores of 3),
ongoing dialysis, active infection, coagulopathy
disorder, or hepatobiliary disease are now permitted
to participate in the study.
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Date

Version

Summary of Significant Changes

28 November
2017

Substantial Amendment 1
(continued)

7.

10.
1.

12.

13.

14.

15.
16.
17.

18.
19.
20.

Inclusion criterion 5 is amended to add that
subjects must achieve steady-state eGFR within 60
days post-transplant, and that subjects with slow or
delayed graft function must have a 50% increase in
urine output with a 50% decrease in serum
creatinine 7 days post-transplant.

Exclusion criterion 4a (previously 5a) amended to
include HBV as part of the viral hepatitis criterion.
The criterion now includes instructions for
confirmed HCV or HBV, ie subjects must be
receiving or have received antiviral therapy and
have no history of cirrhosis.

New exclusion criterion 5 includes a history of HIV
as collected in medical history at Screening

Procedures for breaking the blind are clarified.

Dry body weight measured at Screening is changed
to body weight and date of biopsy is added to
medical history.

The criteria used to determine frequency of blood
draws for creatinine measurement is changed from
an increase of 20% to 10% above the previous value
in Treatment Period 2.

Secondary endpoints are clarified to reduce
redundancy.

The statistical plan is revised to address the change
to the study design.

Study durations are changed from years to months
Virus testing is clarified.

Language on Banff criteria for AMR diagnosis is
clarified and made consistent throughout the
protocol.

Baseline eGFR is clarified.

Blood sample collection and recording is clarified.
Banff Scoring System is updated in Appendix 3.

23 January 2019

Substantial Amendment 2

Plasmapheresis is no longer mandatory if DSA is

> 5000 MFI

e  Plasmapheresis should be performed if a
subject has DSA with clinical significance
based on the investigator’s medical judgement

Dosing at Week 13 is clarified

e  The dose administered at the Week 13 visit
will be the first dose of Treatment Period 2 for
responders (ie blinded)

e The 2™ dose at Week 12 is the final open label
dose for Treatment Period 1 for both
responders and non-responders
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Date [Version Summary of Significant Changes
Substantial Amendment 2 3. The first dose of TVIg will occur on Week 4 if the
 continued) subject received high dose IVIg within 4 weeks of
Study Day 1 as standard of care.

4. Mean corpuscular hemoglobin concentration and
mean corpuscular volume are not required safety
assessments but can be collected if available.

5. Week 13 wisit is clarified as the end of Treatment
Period 1 for nonresponders and start of Treatment
Period 2 for responders.

6. The order of Visit 13 assessment is changed to align)
with the end of Treatment Period 1 assessments
verses start of Treatment Period 2 assessments and
a header is added to highlight the Treatment Period
1 early withdrawal assessments.

31 Jamuary 2020  |Substantial Amendment 3 1. The responder definition is revised.
. Definition of loss-of-response 15 changed.

3. The prnmary endpoint is changed from time to
loss-of-response to loss-of-response status (binary
ves [ no).

. The secondary endpoints are revised.

5. The mumber of planned subjects and sites are
increased.

6. A schedule of assessments is added for the Non-
responder Follow-up Period.

7. Development of recurrent or persistent AMR is
added as an efficacy assessment.

8. Timing for collecting serum creatinine is amended.

9. Monitoring of kidney function is added during the
Responder Follow-up Period.

10. Potential risks and benefits are updated based on the
most recent periodic reports and Investigator
Brochure updates.

e

12. Study design rationale is revised to support changes
to the primary endpoint.

13. Inclusion criteria 5, 6, and 7 are amended.

14. Exclusion criterion 8 is amended.

15. Dosing of C1-INH and placebo based on body
weight is clarified.

16. Shipping of investigational product to subjects is
added

17. Diagnosis of AMR based on inclusion biopsy is
clarfied.

18. Measuwred eGFR. timing is clarified.

19. Re-screening after screen failure instructions are
amended.
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20. Assessment of biopsy-confirmed AMR is added
during the Responder Follow-up Period.

21. Assessments during the Non-responder Follow-up
Period are amended.

22. The adverse event observation period is amended.

23. Statistical analyses are amended to support changes
implemented by Amendment 3.

24. New literature references are added.
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Protocol Synopsis

Title A Double-blind, Randomized-Withdrawal, Placebo-Controlled Study to Evaluate the
Efficacy and Safety of Human Plasma-derived C1-esterase Inhibitor as Add-on to
Standard of Care for the Treatment of Refractory Antibody Mediated Rejection in
Adult Renal Transplant Recipients

Study Number CSL842 3001

Sponsor CSL Behring LLC (CSL)

Development Phase  Phase 3

Study Product

Cl-esterase Inhibitor, Human (500 IU/mL); throughout the protocol, the study product
will be abbreviated as C1-INH.

Indication

Chronic treatment of refractory antibody-mediated rejection (AMR) in adult kidney
transplant recipients in combination with intravenous immunoglobulin (IVIg)
containing regimens.

Study Summary and
Overview

This is a double-blind, randomized-withdrawal, placebo-controlled study consisting of
2 treatment periods, a Responder Follow-up Period and Retreatment Period(s) (if
needed).

Eligible subjects will enter into the open-label Treatment Period 1 (TP1), during which
all subjects will receive C1-INH. Subjects who respond to treatment with C1-INH by
Week 12 as assessed by pre-defined responder criteria will be randomized into
Treatment Period 2 (TP2) of the study; those subjects who do not respond to treatment
will enter a Non-responder Follow-up Period (up to 48 months). Subjects who are
responders will be randomized to receive either C1-INH or placebo during TP2. All
subjects will receive standard of care throughout TP1 and TP2 (IVIg 2 grams/kg once
every 4 weeks in TP1 and at investigator discretion in TP2; plasmapheresis, as needed
in TP1 and TP2). At the End-of-TP2 at Week 38, subjects will then enter a 39-month
Responder Follow-up Period. Subjects will receive treatment consistent with their local
standard of care during the Responder Follow-up Period, and their allograft status,
kidney function, and survival will be monitored.

During the Responder Follow-up Period, subjects with biopsy proven AMR (recurrent
or persistent disease) may receive retreatment with blinded investigational product (in
combination with standard of care) as a part of the Retreatment Period.

An illustrated overview of the study is presented on the next page.
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Study Overview:

Open-label Double-blind Post-treatment
Treatment Period 1: Treatment Period 2: Follow-up Period:
13 weeks 25 weeks 39 months

| | |

I I I 1

2 |Vigc+C1-INH ¢

IVig 2
+ == Responsef

C1-INH? : A End of

> IVig © + Placebo ¢ : : Study
AMR Re-enter

1 Recurrence 9 Follow-up
1 H Period
! 1° endpoint v H
: Non-response’ assessped V H

Retreatment Period®®

<

Non-responder follow-up until graft failure or up to 48 months

AMR = antibody-mediated rejection; C1-INH = Cl-esterase inhibitor, human; DSA = donor-specific
antibody; eGFR = estimated glomerular filtration rate; IV = intravenous; IVIg = intravenous
immunoglobulin; TP1 = Treatment Period 1; TP2 = Treatment Period 2

Note: Post-treatment Follow-up Period is for responders.

* Intravenous immunoglobulin (IVIg) will be administered every 4 weeks to all subjects at a dose of
2 grams/kg. The dose must be administered over a minimum period of at least 2 days, and may be
administered over a period of up to 5 days. Plasmapheresis may be administered based on local DSA
results and Principal Investigator’s judgement.

® Intravenous C1-INH (60 1U/kg) will be administered to each subject over the first 13 days of TP1 for a
total of 5 doses. Thereafter, subcutaneous C1-INH (60 IU/kg twice weekly) will be administered to each
subject for the remainder of TP1.

¢If DSA >2000 MFI in local lab in TP2 or Retreatment Period, IVIg may be administered to subjects at a
dose of 2 grams/kg every 4 weeks. The dose must be administered over a minimum period of at least 2
days, and may be administered over a period of up to 5 days. Plasmapheresis may be administered
based on local DSA results and Principal Investigator’s judgement.

4 During the TP2, eligible subjects will be randomized 1:1 to receive treatment with investigational product
(C1-INH [60 IU/kg]) or placebo] subcutaneously twice weekly.

¢ Retreatment period(s) are blinded and subjects will receive the same investigational product treatment
assignment as received during TP2.
fResponse is defined as an End-of-TP1 eGFR (mean of Week 11 and Week 12 eGFR) that is

>20 mL/min/1.73 m® and > 90% of the baseline eGFR (mean of Screening and the Day 1 eGFR)
(Section 10.3.1).

¢ AMR Recurrence or persistence in Follow-up Period is proven by biopsy, evidenced by infiltrating

neutrophils and/or monocytes with or without the presence of C4d (g > 0, v > 0, and/or ptc > 0; if C4d is
negative, g + ptc > 2 (Section 8.1.3.3).

Primary Objective The primary objective of the study is to evaluate the efficacy of C1-INH in the
treatment of refractory AMR in renal allograft recipients.

Primary Endpoint Proportion of subjects with loss-of-response at the End-of-TP2. Loss-of-response is
defined as any 1 of the following 3 conditions:

e  End-of-TP2 glomerular filtration rate (¢GFR) (mean of Week 36 and Week 38
eGFR) that is not stable, defined as:

o End-of-TP2 eGFR that is < 90% of the End-of-TP1 eGFR for subjects whose
End-of-TP1 eGFR (mean of Week 11 and Week 12 eGFR) is > 100% of
baseline;

o End-of-TP2 eGFR that is < 90% of baseline for subjects whose End-of-TP1
eGFR is > 90% of baseline and < 100% of baseline
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Allograft failure (defined by allograft nephrectomy, or institution of permanent
dialysis, or return to the transplant waitlist for renal transplant, whichever occurs
first)

Subject death by any cause.

Secondary
Objectives

The secondary objectives of the study are:

1.

To further evaluate the efficacy of C1-INH in the treatment of refractory AMR in
renal allograft recipients.

To evaluate the safety of C1-INH in the treatment of refractory AMR in renal
allograft recipients.

To evaluate the pharmacokinetics of C1-INH during the treatment of refractory
AMR in renal allograft recipients.

Secondary
Endpoints

Proportion of subjects with all-cause allograft failure status through the Responder
Follow-up Period (ie, within 48 months after enrollment). Allograft failure is
defined as 1 of the following:

o Allograft nephrectomy, institution of permanent dialysis, or return to the
transplant waitlist for renal transplant, whichever occurs first, OR

o  Subject death by any cause.
The difference in eGFR from the End-of-TP1 eGFR and baseline eGFR.
The difference between the End-of-TP2 eGFR and the End-of-TP1 eGFR.

The rate of change of eGFR during TP2, ie, the slope of the mean regression line
in TP2.

Time (weeks) to all-cause allograft failure through the Responder Follow-up
Period (within 48 months after enrollment).

Proportion of responders at the End-of-TP1. Response is defined as an End-of-TP1
eGFR that is > 20 mL/min/1.73 m? and > 90% of the baseline eGFR.

Proportion of subjects surviving through the Responder Follow-up Period.

Proportion of subjects with any adverse event assessed as related to investigational
product.

Mean pre-dose Cl-esterase inhibitor functional activity at Day 1, Week 12, and
Week 38.

Cl-esterase inhibitor functional activity Cmax and AUCy for IV and SC
administration.

Number of Subjects

Approximately 120 subjects (and up to 175) are planned to participate in the open-label
TP1 in order to randomize 60 subjects into the double-blind TP2.

Study Duration

The duration of the study for an individual subject is expected to be approximately
210 weeks, or 48 months). This estimation is based on:

e A 2-week Screening Period.
e A 13-week Open-label Treatment Period (TP1).
e A 25-week Double-blind Treatment Period (TP2).

e  Follow-up Periods:

Substantial Amendment 3
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o 39-month (170 weeks) Responder Follow-up Period (up to 48 months
following enrollment), or

o 45-month Non-responder Follow-up period (up to 48 months following
enrollment).

The overall study duration (ie, first subject’s Screening Visit to last subject’s final
study visit) is anticipated to be approximately 6 years.

Study Population Adult renal allograft recipients with biopsy confirmed acute antibody-mediated
and Main Criteria rejection as defined by Banff 2015 criteria that is clinically unresponsive to an

for Eligibility IVIg-containing regimen given as standard of care.

Investigational Cl-esterase inhibitor is a lyophilized powder (1500 IU C1-INH per single-use vial)

Product Dose,
Dosing Regimen,
and Administration

reconstituted with 3 mL water for injection. After reconstitution, C1-INH is available
at a concentration of 500 IU/mL.

The comparator product, placebo, which contains the excipients of C1-INH plus
albumin, will be reconstituted with 3 mL water for injection.

The terminology ‘Investigational Product’ is inclusive of both C1-INH and placebo.

Intravenous Subcutaneous
Timeframe Administration Administration
Treatment Period 1: ? 60 IU/kg C1-INH Not applicable

The Day 1 Visit to
the Day 13 Visit

Treatment Period 1: * Not Applicable 60 IU/kg C1-INH
The Day 14 Visit to
the Week 12 2" dose

Not Applicable 60 IU/kg C1-INH
OR
0.12 mL/kg placebo

Treatment Period 2: ®
Week 13 to the Week 38 Visit

Retreatment Period: © Not Applicable 60 IU/kg C1-INH
The Retreatment Day 1 Visit to OR
the Retreatment Week 26 Visit 0.12 mL/kg placebo

2 Treatment Period 1 is open-label and all subjects will receive C1-INH. C1-INH (60 1U/kg)
will be administered IV to each subject over the first 13 days of Treatment Period 1 for a
total of 5 doses. Thereafter, C1-INH (60 IU/kg twice weekly) will be administered SC to
each subject for the remainder of Treatment Period 1.

Treatment Period 2 is blinded and subjects will be randomized 1:1 to treatment with
investigational product (C1-INH [60 IU/kg] or placebo) subcutaneously twice weekly.

Retreatment Period(s) are blinded and subjects will receive the same investigational product
treatment assignment subcutaneously as received during Treatment Period 2.

Note: Week 13 is the final visit of Treatment Period 1 for non-responders and the first visit of
Treatment Period 2 for responders.
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Efficacy
Assessments

Efficacy assessments conducted during the study will include:
* eGFR
* Responder status (ie, response/loss-of-response).
* Biopsy histopathology.
* Splenectomy.
* Donor-specific antibodies (DSA).
-
*  Allograft failure.
*  Subject survival
L ]
e

* Development of recurrent or persistent AME.

Safety Assessments

Safety assessments conducted during the study will inchude:
* Physical examination.

*  Vital signs.

*  Adverse events.

* Hematology.

s  Semum biochemistry, including creatinine.

* Immunogenicity to C1-INH.

*  Virus testing.

s Pregnancy test.

Pharmacokinetics

Blood samples will be taken for the assessment of Cl-esterase inhibitor finctional
activity, Cl-esterase inhibitor antigen concentrations, and immunoglobulin
concentrations.

Other Assessments

The EQ-5D-3L health-related quality of life questionnaire will be administered to
subjects who participate in the study.

Statistical Analyses  Determination of the sample size 15 based on the following assumptions:

s  The proportions of subjects expeniencing loss-of-response at the End-of-TP2 will
be 0.75 with placebo and 0.30 with C1-INH.

*  There will be at least 90% power to detect a statistically significant effect with
two-sided test with alpha = 0.05.

* Logistic regression model with treatment effect will be used for the primary
efficacy analysis. Wald test statistic for treatment effect from Logistic regression
has approximately same distribution as chi-square [Fleiss et al, 2003]. Therefore,
the sample size calculation based on chi-square test is used to ensure similar power
for hypothesis testing
Treatment allocation will be 1:1.

The planned interim analysis for futility will not impact the type 1 error for the
final analysis.

Under these assumptions, a total of 60 subjects (30 randomized to C1-INH and

30 randomized to placebo) will provide approximately 95% power. The study will
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enroll a sufficient number of subjects to ensure that 60 subjects are randomized.

The primary analysis of the primary efficacy endpoint of loss-of-response status at the
End-of-TP2 will be based on the proportion of subjects with loss-of-response between
the randomized treatment groups (C1-INH or placebo) using a logistic regression
model.

The key secondary efficacy endpoint of all-cause allograft failure at the end of
48 months after enrollment will be analyzed between the randomized treatment groups
(C1-INH or placebo) using a logistic regression model.

All efficacy analyses will be conducted based on the Modified Intent-to-Treat analysis
set. Sensitivity analyses for efficacy endpoints will be based on the Intent-to-Treat
analysis set.

Safety will be analyzed for all subjects who receive at least 1 dose of the
investigational product. The extent of exposure to open-label C1-INH, and to
double-blind C1-INH or placebo will be summarized using descriptive statistics.
Treatment-emergent adverse events will be summarized by Medical Dictionary for
Regulatory Activities (MedDRA) System Organ Class and Preferred Term. Clinical
laboratory parameters will be summarized using descriptive statistics, or frequency
counts and percentages.
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Table 1 Schedule of Assessments: Screening and Open-label Treatment Period 1
Study Period | Screening Treatment Period 1 (Open-label)
Study Visit | Screenin EoTP1®
Study Week | -2to 1 2 3 4 5 fi 7 8 9 10 | 11 | 12 13
Study Day | -14tel | 1% | 4 T 10|13 ] 14| 21 ot 35 | 42| 49 | 56 | 63 ™ | 77| 84 91
Window in Days =] [ £1 |1 |1 ]| £1 | £1 | £2 | £2 | £2| £2 | 2| £2 | £2 [ £2| £2 +1
Informed Consent/TRT Begistration X
Inchision/Exclusion Criteria X
Demographics/Medical History X
Phyzical Examination ¢ X X X X X X X
Vital Signs ¢ X X X X X X X
Pregnancy Test X X X X X
HBV [HCV X
Eetention Sample & X X
Creatinine [CL] ® X X X X X X X X X X X X X ] X®
£| Serum Biochemistry Panel X X X X X X X X X X X X X ] X®
&| Hematology X X X X X=
= and DSA ! X X X X*
E C1-esterase Inhibitor Activity/Antigen XX | X | X X X X X X=
Immunoglobulin Concentration X X X X®
P Sampling Subset i X X
Antibodies to Cl-esterase Inhibitor X
Intravenous C1-INH * X|X[X|X|X |
Subcutaneous C1-INH ! < >
Intravenous Immunoglobulin = X X X X
Eesponder Status/Randomization ° X
EQ-5D-3L Questionnaire X X
Dispense C1-INH P X X X X X X X X X X X X
Subjects Return Used C1-INH 8 X X X X X X X X X X X
Adverse Events < >
Prior/Concomitant Therapies < =

C1-INH = C1-esterase Inhibitor, Human (500 [L/mL); [CL] = central laboratory; DSA = donor-specific antibodies; eCEF = electronic case report form; EoTP1 =End of
Treatment Period 1; eCEF = electronic case report form; GFE. = glomerular filtration rate; HBV = hepatitis B virus; HCV = hepatitis C virus; IRT = interactive response
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technology; IVIg = intravenous immunoglobuling MFI = mean fluorescence i.utensity:__:_ PK = pharmacokinetic; TP1 = Treatment Period 1; TP2 =
Treatment Period 2.

Note: All procedures should be completed before the administration of C1-INH, except for the administration of IVIg, unless otherwise noted.

Footnotes to the Schedule of Assessments (Screening and Treatment Period 1):

* If a subject is withdrawn/discontinued from the study for any reason during Treatment Period 1, then the investigator should make every effort to perform the assessments
scheduled for the Week 13 Visit, in addition to selected blood draws (see Section £.5.3.14). In addition, investigators should also contact these subjects by telephone
approximately 30 days after the End-of-TP1 Visit to collect follow-up safety mformation. Screening and Day 1 assessments can occur on the same day. Note: Week 13 is the
End-of-TP1 for non-responders and the start of TP2 for responders.

¥ All procedures scheduled for the Day 1 Visit should be completed before the first doses of C1-INH and IVIg are administered.

¢ Medical history will melude documentation of date of biopsy, creatinine at time of mclusion biopsy, thrombotic microangiopathy and the Banff category scores (Appendix 3)
from the pre-enrollment kidney biopsy that was used to qualify for participation.

4 A physical examination will be conducted per the investigator’s standard procedure, and will also include assessment of unilateral pain and/or swelling of the lower extremities
for the purpose of screening for deep vein thrombosis.

* Wital signs assessments will include blood pressure, pulse rate, body temperature, and body weight (used to determine the volume of C1-INH to be administered). Height will
also be measured at Screening (only).

f A pregnancy test will be conducted for women of childbearing potential, only. Serum pregnancy test will be conducted at Screening and Week 12. Urine or senmm pregnancy
tests will be conducted at all other imepoints. If the screening pregnancy test is conducted within 24 hours of Day 1, then an additional pregnancy test is not needed on Day 1.

£ A blood sample will be retained for potential future serology assessments.

5 Creatinine will be measured by the central laboratory ([CL]) and as a part of the serum biochemistry panel by the local laboratory. The complete list of assessments inchaded as a
part of the biochemistry panel is presented m Table 13.

i Donor-specific antibodies will be measured in both the central and local laboratories. Central laboratory results will be used for analyses. Local laboratory results will be used by
the imvestigator to make treatment decisions, including the imitiation of plasmapheresis. Donor-specific antibodies should be tested in the local laboratory within between 24 and
72 hours after completing plasmapheresis.

i Sequential PK. sampling from a subset of subjects will occur on the Day 10 and Week 11 Visits. See Table 6 for additional details.

E Intravenous C1-INH will be administered at a dose of 60 IU/kg at the study site. Intravenous C1-INH should be administered with a minimum of 48 hours between each dose.

! Subcutaneous C1-INH will be administered at a dose of 60 IU/kg every 3 or 4 days (ie, twice weekly) at the study site, at home by a medical professional, or at home by the
subject under the supervision of a medical professional. The first dose of subcutanecus C1-INH should be administered between 24 and 48 hours after the last dose of
infravenous C1-INH.

® Intravenous immunoglobulin will be administered at a dose of 2 grams'kg. Administration of the dose will begin at the visit. The dose must be administered over a mininmum
peried of at least 2 days, and may be administered over a period of up to 5 days (see Section 5.4.1 for details).

® Pesponders will be randomized to treatment with blinded investigational product during Treatment Period 2. The defimition of response is provided in Section 10.3.1.
Non-responders will enter a 45-month Non-responder Follow-up Period.
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P If investigational product will be administered off-site after the completion of the visit, then it will be dispensed to the subject. Only subjects who are randomized may receive
blinded investigational product at the Week 13 Visit.

9 Throughout Treatment Period 1, subjects will return any used or partially used vials of C1-INH. Subjects should then return all vials (ie, used, partially used, and unused) of
CI1-INH at the Week 13 Visit.
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Table 2 Schedule of Assessments: Blinded Treatment Period 2
Study Period Treatment Period 2 (Blinded)
Study Week 14 15 16 20 4 18 32 38
Study Day 112 140 168 196 4 166
Window in Days +7 +7 =7 =7 +7 +7
Phyzical Examination * X X
Vital Signs ¢ X X
Creatinine [CL] ¢ < =>
Serum Biochemistry ¢ X X X
Hematology X X X
¢ | BEIN --iDs- ¢ X X X X X X
£ [ Pregnancy Test= X X X X X X
= | Retention Sample & X
% Cl-esterase Inhibitor Activity/Antigen X X X
Immunoglobulin Concentration X
‘ Antibodies to Cl-esterase Inhibitor | | | | X
Subcutaneous Investigational Product ! < =
Intravenous Immunoglobulin (TVIg) i X X X X X
Kidney Allograft Biopsy X
EQ-5D-3L Questionnaire X
Dispense Investigational Product ! X X X X X
Subjects Eeturn Used Investigational Product = X X X X X X
Adverse Events L "
Concomitant Therapies < >

C1-INH = C1-esterase Inhibitor, Human (500 [L/mL}); [CL] = central laboratory; DSA = donor-specific antibodies; eCEF = electronic case report form: EoTP2 =End of
Treatment Period 2; GFR. = glomerular filtration rate; IVIg = intravenons immunoglobuling MFI = mean fluorescence intensity; ; PK = pharmacokinetic.

Note 1: All procedures should be completed before the administration of C1-INH, except for the admimistration of IVIg, unless otherwise noted.

Note 2: Between the Week 13 Visit and the Week 16 Visit, each subject who is eligible to participate in Treatment Period 2 will administer investizational product (C1-INH or
] =2 P p tig P
placebo) as per the randomization schedule (Footnote I, below) and will have blood drawn for creatinine measurement (Footnote D, below).
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Footnotes to the Schedule of Assessments (Treatment Period 2):

* If a subject is withdrawn from the stody for any reason during Treatment Period 2, then the investigator should make every effort to perform the assessments scheduled for the
Week 38 Visit. In addition, investigators should contact these subjects by telephone approximately 30 days after the Week 38 Visit (ie, the End of Treatment Period 2 Visif) to
collect follow-up safety nformation.

¥ A physical examination will be conducted per the investigator’s standard procedure, and will also include assessment of unilateral pain and/or swelling of the lower extremities
for the purpose of screening for deep vein thrombosis.

¢ Vital signs assessments will include blood pressure, pulse rate, body temperature, and body weight.

4 Beginning during Treatment Period 2, a blood sample for creatinine measurement at the central laboratory [CL] will be drawn once every 14 days (= 7 days) at the study site or
at home by a medical professional. Blood draws for creatinine measurements may occur more frequently at the mvestigator’s discretion.

* The biochemistry panel includes assessment of creatinine; the complete list of assessments mecluded as a part of the biochemistry panel is presented in Table 13.

f Donor-specific antibodies will be measured in both the central and local laboratories. Central laboratory results will be used for analyses. Local laboratory results will be used by
the investigator to make treatment decisions, including the nitiation of IVIg and plasmapheresis. Additional blood draws for assessment of DSA will occur after plasmapheresis,
as described in Section 5.4.2.

£ A pregnancy test will be conducted for women of childbearing potential, only. Serum pregnancy test will be conducted at Week 16 and EoTP2. Unne or serum pregnancy tests
will be conducted at all other imepoints.

5 A blood sample will be retained for potential future serology assessments.

i Throughout Treatment Period 2, subcutaneous investigational product (C1-INH or placebo) will be administered as per the randomization schedule every 3 or 4 days (ie, twice
weekly) at the study site, at home by a medical professional, or by the subject under the supervision of a medical professional. The first dose of randomized investigational
product will be administered at the week 13 visit.

i IfDSA = 2000 MFL, infravenous immmoglobulin may be administered at a dose of 2 grams/kg. Administration of the dose will begin at the visit. The dose must be
administered over a minimum period of at least 2 days, and may be administered over a period of up to 5 days.

! |
! If investigational product will be administered off-site after the completion of the visit, then it will be dispensed to the subject.

= Throughout Treatment Period 2, subjects should return any used or partially used vials of investigational product. Subjects should then return all vials (ie, used, partially used,
and unused) of investigational product at the Week 38 Visit.
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Table 3 Schedule of Assessments: Responder Follow-up Period
Study Period Responder Follow-up Period
Study Month 12 18 4 30 36 42 48
Study Week 52 78 104 130 156 182 208
Window in Days | +28 +18 +18 +18 +18 +18 =18
2 Creatinine [CL] X X X X X X X
E Antibodies to Cl-esterase Inhibitor
T | Cl-esterase Inhibitor Activity/Antigen X
-
Biopsy-confirmed AME. (yes/no)® X X X X X X X
EQ-5D-3L Questionnaire X X X X
Allograft Failure ¢ X X X X X X X
Subject Survival X X X X X X X

AME. = antibody-mediated rejection; [CL] = central laboratory; eCEF = electronic case report form; EoS = End of Study;

Note: Assessment of DSA and/or allograft biopsy will be conducted as per local standard of care.

Footnotes to the Schedule of Assessments (Responder Follow-up Period):

* If a subject is withdrawn from the stody for any reason during the Follow-up Period, then the investigator should make
every effort to perform the assessments scheduled for the Month 48 Visit.

* Creatinine will be measured by the central laboratory.

¢ Occurrence of biopsy-confirmed AME. (Section 2.1.3.3) since the last visit, based on documentation in the subject’s
medical record. Responses will be recorded in the eCEF.

4 The definition of allograft failure is presented in Section 8.1.3.7.
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Table 4 Schedule of Assessments: Non-responder Follow-up Period
Study Period Non-responder Follow-up Period
Study Month 6 12 18 24 30 36 42 48
Window in Days | +28 +28 +28 +28 +28 +28 +28 +28
Creatinine [CL] ® X X X X X X X X
Biopsy-confirmed AMR (yes/no)® X X X X X X X X
EQ-5D-3L Questionnaire X X X X
Allograft Failure ¢ X X X X X X X X
Subject Survival X X X X X X X X

AMR = antibody-mediated rejection; [CL] = central laboratory; DSA = donor-specific antibodies; eCRF = electronic case
report form; EoS = End of Study.

Note 1: Assessment of DSA and/or allograft biopsy will be conducted as per local standard of care.

Note 2: Data for subjects entering the Non-responder Follow-up period prior to Amendment 3 can be collected from medical
history within 60 days of study entry. Data for subjects who enter after Amendment 3 will be collected prospectively.

Footnotes to the Schedule of Assessments (Non-responder Follow-up Period):

2 If a subject is withdrawn from the study for any reason during the Non-responder Follow-up Period, then the investigator
should make every effort to perform the assessments scheduled for the Month 48 Visit.

Creatinine will be measured by the central laboratory for prospectively collected samples from subjects who enter the
Non-responder Follow-up Period after Amendment 3. Creatinine values may be obtained retrospectively from medical
records if samples cannot be drawn prospectively.

¢ Occurrence of biopsy-confirmed AMR (Section 8.1.3.3) since the last visit, based on documentation in the subject’s
medical record. Responses will be recorded in the eCRF.

4 The definition of allograft failure is presented in Section 8.1.3.7.
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Table 5 Schedule of Assessments: Blinded Retreatment Period
Study Period Retreatment Period (Blinded)
Retreatment Week 1 4 8 12 16 22 26
Retreatment Day | 1 7 28 56 84 112 154 182
WindowinDaysi:ﬁ:Z +7 +7 +7 +7 +7 +7
Physical Examination ° X X X
Vital Signs X X X
3 2 Pregnancy Test® X X X X X X X
S &| Retention Sample ¢ X X
" 81" Creatinine [CL] ® X | X X X X X X X
Subcutaneous Investigational Product
Intravenous Immunoglobulin (IVIg) & X X X X X X
Dispense Investigational Product " X | X X X X X X
Subjects Return Used Investigational Product X X X X X X X
Adverse Events
Concomitant Therapies

AMR = antibody-mediated rejection; C1-INH = C1-esterase Inhibitor, Human (500 IU/mL); [CL] = central laboratory;
DSA = donor-specific antibodies; EORP = End of Retreatment Period; GFR = glomerular filtration rate; IVIg = intravenous
immunoglobulin; MFI = mean fluorescence intensity.

Note 1: Subjects may undergo retreatment during the Responder Follow-up Period with the blinded investigational product
in Treatment Period 2. Retreatment may occur following a diagnosis of recurrent or persistent AMR by biopsy,
evidenced by infiltrating neutrophils and/or monocytes with or without the presence of C4d (g > 0, v > 0, and/or
ptc > 0; if C4d is negative, g + ptc > 2 ). Retreatment may start at any time during the Responder Follow-up
Period, and will last for 25 weeks or until the Month 48 Visit, whichever occurs first. The Retreatment Period may
also be shorter than 25 weeks at the investigator’s discretion. Following blinded retreatment, subjects will enter the
Responder Follow-up Period.

Note 2: All procedures conducted during a Retreatment Period should be completed before the administration of C1-INH,
except for the administration of [VIg, unless otherwise noted.

Note 3: Assessment of DSA will be conducted as per local standard of care.

Footnotes to the Schedule of Assessments (Retreatment Period):

@ If a subject is withdrawn from the study for any reason during a Retreatment Period, then the investigator should make
every effort to perform the assessments scheduled for the Retreatment Week 26 Visit. In addition, investigators should
contact these subjects by telephone approximately 30 days after the Retreatment Week 26 Visit (the End of Retreatment
Period Visit) to collect follow-up safety information.

b A physical examination will be conducted per the investigator’s standard procedure, and will also include assessment of
unilateral pain and/or swelling of the lower extremities for the purpose of screening for deep vein thrombosis.

¢ Serum pregnancy tests will be conducted at Retreatment Day 1 and Week 26 (EoRP). Urine or serum pregnancy tests
should be conducted at all other timepoints.

4 A blood sample will be retained for potential future serology assessments.
¢ Creatinine will be measured by the central laboratory.

Subcutaneous investigational product (C1-INH or placebo) will be administered as per the randomization schedule every
3 or 4 days (ie, twice weekly) at the study site, at home by a medical professional, or by the subject under the supervision
of a medical professional.

¢ If DSA > 2000 MFI, intravenous immunoglobulin may be administered at a dose of 2 grams/kg. Administration of the
dose will begin at the visit. The dose must be administered over a minimum period of at least 2 days, and may be
administered over a period of up to 5 days.

If investigational product will be administered off-site after the completion of the visit, then it will be dispensed to the
subject.
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i Throughout a Retreatment Period, subjects should return any used or partially used vials of investigational product.
Subjects should then return all vials (ie, used, partially used, and unused) of investigational product at the Week 26
Retreatment Visit.
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Table 6 Schedule of Assessments: Sequential Pharmacokinetic /
Sampling Conducted in a Subset of Subjects
Activity | Timepoint | Timepoint Window
Day 10 Visit (Day 10 £ 1 Day)
Blood Draw - 30 minutes = 30 minutes
Intravenous Administration of C1-INH 60 IU/kg 0 minutes NA
Blood Draw 15 mmutes + 5 minutes
Blood Draw 3 hours = 30 minutes
Blood Draw 8 hours = | hour
Blood Draw 24 hours % 6 hours
Blood Draw 48 hours % 6 hours
Blood Draw 72 hours % 6 hours
Week 11 Visit (Day 77 = 2 Days)
Blood Draw - 30 minutes = 30 minutes
Subcutaneous Administration of C1-INH 60 IU/kg 0 minutes NA
Blood Draw 24 hours % 6 hours
Blood Draw 48 hours % 6 hours
Blood Draw 72 hours % 6 hours

C1-INH = C1-esterase Inhabitor, Human (500 IU/mL).
Note 1:  All blood draws will be imed relative to the start of C1-INH admimistration.

=
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