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EU Clinical Trials Register

Clinical trial results:
E2809: Androgen Receptor Modulation
Phase II, Randomized Study of MK-2206 - Bicalutamide Combination in
Patients With Rising PSA at High-Risk of Progression After Primary
Therapy.
Summary

Results information

EudraCT number 2011-003847-22
Trial protocol IE
Global end of trial date

Result version number v1 (current)
This version publication date
First version publication date

Trial information

Sponsor protocol code CTRIAL (ICORG)11-04

ISRCTN number  -
ClinicalTrials.gov id (NCT number) NCT01251861
WHO universal trial number (UTN)  -

Trial identification

Additional study identifiers

Notes:

Sponsors
Sponsor organisation name Cancer Trials Ireland
Sponsor organisation address 121 St Stephens Green, Dublin, Ireland, D02 H903
Public contact Clinical Project Manager, Cancer Trials Ireland (formally

ICORG) , 00353 16677211, info@cancertrials.ie
Scientific contact Clinical Project Manager, Cancer Trials Ireland (formally

ICORG) , 00353 16677211, info@cancertrials.ie
Notes:

Is trial part of an agreed paediatric
investigation plan (PIP)

No

Paediatric regulatory details

Does article 45 of REGULATION (EC) No
1901/2006 apply to this trial?

No

Does article 46 of REGULATION (EC) No
1901/2006 apply to this trial?

No

Notes:
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Results analysis stage
Analysis stage Final
Date of interim/final analysis 05 February 2019
Is this the analysis of the primary
completion data?

Yes

Primary completion date 17 July 2018
Global end of trial reached? No

Notes:

General information about the trial
Main objective of the trial:
This phase II trial studies how well giving bicalutamide with or without Akt inhibitor MK2206 works in
treating patients with previously treated prostate cancer. Androgens can cause the growth of prostate
cancer cells. Antihormone therapy, such as bicalutamide, may lessen the amount of androgens made by
the body. Akt inhibitor MK2206 may stop the growth of tumor cells by blocking some of the enzymes
needed for cell growth. It is not yet known whether bicalutamide is more effective with or without Akt
inhibitor MK2206 in treating prostate cancer.

The main objective of the trial is to compare the two regimens on the proportion of patients with
undetectable prostate-specific antigen (PSA) level (< 0.2 ng/mL) at 44 weeks.

Protection of trial subjects:
This clinical study was conducted in accordance with the EU Directive 2001/20/EC and International
Conference on Harmonization (ICH) Harmonized Tripartite Guidelines for Good Clinical Practice (GCP)
and the appropriate regulatory requirements. The trial was also conducted in accordance with ethical
principles founded in the Declaration of Helsinki.
Background therapy:
N/A

Evidence for comparator:
The primary objective is to compare 2 regimens, Arm A (observation and bicalutamide) versus Arm B
(Akt inhibitor MK2206 and bicalutamide).
Actual start date of recruitment 23 December 2010
Long term follow-up planned Yes
Long term follow-up rationale Scientific research
Long term follow-up duration 10 Years
Independent data monitoring committee
(IDMC) involvement?

Yes

Notes:

Population of trial subjects

Subjects enrolled per country
Country: Number of subjects enrolled Ireland: 2
Country: Number of subjects enrolled United States: 106
Worldwide total number of subjects
EEA total number of subjects

108
2

Notes:

Subjects enrolled per age group
In utero 0

0Preterm newborn - gestational age < 37
wk
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0Newborns (0-27 days)
0Infants and toddlers (28 days-23

months)
Children (2-11 years) 0

0Adolescents (12-17 years)
Adults (18-64 years)
From 65 to 84 years
85 years and over
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Subject disposition

This study was activated on December 23, 2010 and closed to accrual on September 20, 2013 with a
final accrual of 108 patients from 24 participating sites.

Recruitment details:

Recruitment

Pre-assignment
Screening details:
Patients presenting with histologically confirmed diagnosis of prostate cancer that were previously
treated for prostate cancer and display a rise in their prostate specific antigen (PSA) and who fulfill all of
the inclusion criteria and none of the exclusion criteria.

Period 1 title Overall Study (overall period)
YesIs this the baseline period?
Randomised - controlledAllocation method

Blinding used Not blinded

Period 1

Arms
Are arms mutually exclusive? Yes

Arm AArm title

Active Comparator: Arm A (observation and bicalutamide)
Patients undergo observation on weeks 1-12. Patients then receive bicalutamide PO QD on weeks 13-44.
Patients with a PSA decline of >= 50% may continue on bicalutamide until week 72 in the absence of
disease progression or unacceptable toxicity.

Arm description:

Active comparatorArm type
BicalutamideInvestigational medicinal product name

Investigational medicinal product code
Other name Casodex

TabletPharmaceutical forms
Routes of administration Oral use
Dosage and administration details:
50 mg/daily orally beginning Cycle 4 (week 13), continuously to the end of study. The tablet should be
taken at approximately the same time every day.
No dose modifications allowed.

Arm BArm title

Experimental: Arm B (Akt inhibitor MK2206 and bicalutamide)
Patients receive Akt inhibitor MK2206 PO once per week on weeks 1-44 and bicalutamide PO QD on
weeks 13-44. Patients with a PSA decline of >= 50% may continue on Akt inhibitor MK2206 and
bicalutamide until week 72 in the absence of disease progression or unacceptable toxicity.
Patients randomized to Arm B will be treated with MK-2206 for 12 weeks followed by a 32-week
combination therapy with bicalutamide and MK-2206.

Arm description:

ExperimentalArm type
Akt Inhibitor MK2206Investigational medicinal product name

Investigational medicinal product code
Other name MK 2206, MK-2206 FREE BASE

TabletPharmaceutical forms
Routes of administration Oral use
Dosage and administration details:
 1 Cycle = 28 days = 4 weeks. Treatment will be administered on an outpatient basis.
Cycles 1-3 (Weeks 1-12): MK-2206 200 mg once per week, orally.
Should be taken at approximately the same time each week 2 hours before or two hours after a meal.
ECG monitoring prior to and during MK2206 administration
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On day 1 of cycle 1, the patient will take the medication in the clinic.
· Prior to drug administration obtain ONE ECG
Cycles 4-11 (Weeks 13-44): Continue MK-2206 200 mg once per
week, orally. Start bicalutamide (Casodex) 50 mg/daily, orally, on a
continuous basis.
NOTE: Patients on MK2206 alone that reach a PSA < 0.2 ng/mL by week 12 will NOT receive
bicalutamide until the PSA rises to ≥ 0.2 ng/mL and is confirmed on a second determination 2 weeks
later. Only after confirmation is obtained will bicalutamide be added to the patient’s treatment regimen
to be continued through the end of Cycle11 (Week 44).

Number of subjects in period 1 Arm BArm A

Started 54 54
Arm A 54 54

Arm B 54 54

2636Completed
Not completed 2818

Other complicating disease  - 1

Consent withdrawn by subject 2 2

Physician decision 1  -

Adverse event, non-fatal 2 17

Disease-progression 6  -

Unknown 1  -

Never started therapy 4 1

Alternative therapy 1  -

Continued cycle beyond 18 cycles 1  -

Disease Progression  - 6

Potential interaction of drugs  - 1
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Baseline characteristics

Reporting groups
Reporting group title Arm A

Active Comparator: Arm A (observation and bicalutamide)
Patients undergo observation on weeks 1-12. Patients then receive bicalutamide PO QD on weeks 13-44.
Patients with a PSA decline of >= 50% may continue on bicalutamide until week 72 in the absence of
disease progression or unacceptable toxicity.

Reporting group description:

Reporting group title Arm B

Experimental: Arm B (Akt inhibitor MK2206 and bicalutamide)
Patients receive Akt inhibitor MK2206 PO once per week on weeks 1-44 and bicalutamide PO QD on
weeks 13-44. Patients with a PSA decline of >= 50% may continue on Akt inhibitor MK2206 and
bicalutamide until week 72 in the absence of disease progression or unacceptable toxicity.
Patients randomized to Arm B will be treated with MK-2206 for 12 weeks followed by a 32-week
combination therapy with bicalutamide and MK-2206.

Reporting group description:

Arm BArm AReporting group values Total

108Number of subjects 5454
Age categorical
Units: Subjects

Age continuous
Units: years

median 6766
-47 to 81 48 to 85full range (min-max)

Gender categorical
Units: Subjects

Male 54 54 108

Ethnic Origin
Units: Subjects

Black or African American 4 5 9
Asian 0 1 1
White 50 48 98
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End points

End points reporting groups
Reporting group title Arm A

Active Comparator: Arm A (observation and bicalutamide)
Patients undergo observation on weeks 1-12. Patients then receive bicalutamide PO QD on weeks 13-44.
Patients with a PSA decline of >= 50% may continue on bicalutamide until week 72 in the absence of
disease progression or unacceptable toxicity.

Reporting group description:

Reporting group title Arm B

Experimental: Arm B (Akt inhibitor MK2206 and bicalutamide)
Patients receive Akt inhibitor MK2206 PO once per week on weeks 1-44 and bicalutamide PO QD on
weeks 13-44. Patients with a PSA decline of >= 50% may continue on Akt inhibitor MK2206 and
bicalutamide until week 72 in the absence of disease progression or unacceptable toxicity.
Patients randomized to Arm B will be treated with MK-2206 for 12 weeks followed by a 32-week
combination therapy with bicalutamide and MK-2206.

Reporting group description:

Primary: The proportion of patients with undetectable PSA level (< 0.2 ng/mL) at
44 weeks
End point title The proportion of patients with undetectable PSA level (< 0.2

ng/mL) at 44 weeks

Results for Primary and Secondary Endpoints can be found in the summary attachment (download of
results posted on ClinicalTrials.gov).

End point description:

PrimaryEnd point type

44 weeks
End point timeframe:

Statistical analyses
No statistical analyses for this end point
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Adverse events

Adverse events information

Adverse events are reported in a routine manner at scheduled times during a trial. Assessed every 4
weeks while on treatment and for 30 days after the end of treatment (up to about 76 weeks).

Timeframe for reporting adverse events:

SystematicAssessment type

4.0Dictionary version
Dictionary name CTCAE

Dictionary used

Reporting groups
Reporting group title ArmA

Patients undergo observation on weeks 1-12. Patients then receive bicalutamide PO QD on weeks 13-44.
Patients with a PSA decline of >= 50% may continue on bicalutamide until week 72 in the absence of
disease progression or unacceptable toxicity.

Reporting group description:

Reporting group title ArmB

Patients receive Akt inhibitor MK2206 PO once per week on weeks 1-44 and bicalutamide PO QD on
weeks 13-44. Patients with a PSA decline of >= 50% may continue on Akt inhibitor MK2206 and
bicalutamide until week 72 in the absence of disease progression or unacceptable toxicity.

Reporting group description:

Serious adverse events ArmA ArmB

Total subjects affected by serious
adverse events

1 / 50 (2.00%) 33 / 53 (62.26%)subjects affected / exposed
number of deaths (all causes)
number of deaths resulting from
adverse events

Investigations
Alanine aminotransferase increased

subjects affected / exposed 0 / 53 (0.00%)1 / 50 (2.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Aspartate aminotransferase
increased

subjects affected / exposed 0 / 53 (0.00%)1 / 50 (2.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Lymphocyte count decreased
subjects affected / exposed 5 / 53 (9.43%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /
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Neutrophil count decreased
subjects affected / exposed 1 / 53 (1.89%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

White blood cell count decreased
subjects affected / exposed 1 / 53 (1.89%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Vascular disorders
Hypertension

subjects affected / exposed 3 / 53 (5.66%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Thromboembolic event
subjects affected / exposed 1 / 53 (1.89%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Nervous system disorders
Peripheral sensory neuropathy

subjects affected / exposed 1 / 53 (1.89%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Blood and lymphatic system disorders
Anaemia

subjects affected / exposed 1 / 53 (1.89%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Other
subjects affected / exposed 1 / 53 (1.89%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

General disorders and administration
site conditions

Fatigue
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subjects affected / exposed 3 / 53 (5.66%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Gastrointestinal disorders
Haemorrhoids

subjects affected / exposed 1 / 53 (1.89%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Mucositis oral
subjects affected / exposed 2 / 53 (3.77%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Skin and subcutaneous tissue disorders
Pruritus

subjects affected / exposed 1 / 53 (1.89%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Rash maculo-papular
subjects affected / exposed 20 / 53 (37.74%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Musculoskeletal and connective tissue
disorders

Pain in extremity
subjects affected / exposed 1 / 53 (1.89%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Metabolism and nutrition disorders
Hyperglycaemia

subjects affected / exposed 6 / 53 (11.32%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Hyponatraemia
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subjects affected / exposed 2 / 53 (3.77%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Hypophosphataemia
subjects affected / exposed 2 / 53 (3.77%)0 / 50 (0.00%)

 /occurrences causally related to
treatment / all

 /

deaths causally related to
treatment / all  / /

Frequency threshold for reporting non-serious adverse events: 5 %

ArmBArmANon-serious adverse events
Total subjects affected by non-serious
adverse events

39 / 50 (78.00%) 52 / 53 (98.11%)subjects affected / exposed
Vascular disorders

Hot flashes
subjects affected / exposed 8 / 53 (15.09%)11 / 50 (22.00%)

occurrences (all)

Hypertension
subjects affected / exposed 4 / 53 (7.55%)3 / 50 (6.00%)

occurrences (all)

General disorders and administration
site conditions

Chills
subjects affected / exposed 3 / 53 (5.66%)1 / 50 (2.00%)

occurrences (all)

Edema limbs
subjects affected / exposed 4 / 53 (7.55%)1 / 50 (2.00%)

occurrences (all)

Fatigue
subjects affected / exposed 33 / 53 (62.26%)16 / 50 (32.00%)

occurrences (all)

Fever
subjects affected / exposed 4 / 53 (7.55%)0 / 50 (0.00%)

occurrences (all)

Reproductive system and breast
disorders
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Breast pain
subjects affected / exposed 14 / 53 (26.42%)26 / 50 (52.00%)

occurrences (all)

Gynaecomastia
subjects affected / exposed 11 / 53 (20.75%)21 / 50 (42.00%)

occurrences (all)

Reproductive system and breast-
other

subjects affected / exposed 3 / 53 (5.66%)2 / 50 (4.00%)

occurrences (all)

Respiratory, thoracic and mediastinal
disorders

Dyspnoea
subjects affected / exposed 3 / 53 (5.66%)0 / 50 (0.00%)

occurrences (all)

Nasal congestion
subjects affected / exposed 1 / 53 (1.89%)3 / 50 (6.00%)

occurrences (all)

Psychiatric disorders
Insomnia

subjects affected / exposed 3 / 53 (5.66%)2 / 50 (4.00%)

occurrences (all)

Investigations
Alanine aminotransferase increased

subjects affected / exposed 3 / 53 (5.66%)2 / 50 (4.00%)

occurrences (all)

Aspartate aminotransferase
increased

subjects affected / exposed 6 / 53 (11.32%)3 / 50 (6.00%)

occurrences (all)

Creatinine increased
subjects affected / exposed 10 / 53 (18.87%)2 / 50 (4.00%)

occurrences (all)

Lymphocyte count decreased
subjects affected / exposed 12 / 53 (22.64%)5 / 50 (10.00%)

occurrences (all)

Neutrophil count decreased
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subjects affected / exposed 3 / 53 (5.66%)0 / 50 (0.00%)

occurrences (all)

Platelet count decreased
subjects affected / exposed 8 / 53 (15.09%)2 / 50 (4.00%)

occurrences (all)

Weight loss
subjects affected / exposed 4 / 53 (7.55%)0 / 50 (0.00%)

occurrences (all)

White blood cell decreased
subjects affected / exposed 9 / 53 (16.98%)4 / 50 (8.00%)

occurrences (all)

Nervous system disorders
Dizziness

subjects affected / exposed 4 / 53 (7.55%)1 / 50 (2.00%)

occurrences (all)

Dysgeusia
subjects affected / exposed 6 / 53 (11.32%)0 / 50 (0.00%)

occurrences (all)

Headache
subjects affected / exposed 6 / 53 (11.32%)3 / 50 (6.00%)

occurrences (all)

Blood and lymphatic system disorders
Anaemia

subjects affected / exposed 11 / 53 (20.75%)3 / 50 (6.00%)

occurrences (all)

Eye disorders
Vision blurred

subjects affected / exposed 3 / 53 (5.66%)0 / 50 (0.00%)

occurrences (all)

Gastrointestinal disorders
Abdominal pain

subjects affected / exposed 3 / 53 (5.66%)4 / 50 (8.00%)

occurrences (all)

Constipation
subjects affected / exposed 8 / 53 (15.09%)1 / 50 (2.00%)

occurrences (all)

Diarrhoea
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subjects affected / exposed 26 / 53 (49.06%)1 / 50 (2.00%)

occurrences (all)

Dry mouth
subjects affected / exposed 6 / 53 (11.32%)0 / 50 (0.00%)

occurrences (all)

Dyspepsia
subjects affected / exposed 6 / 53 (11.32%)2 / 50 (4.00%)

occurrences (all)

Flatulence
subjects affected / exposed 5 / 53 (9.43%)0 / 50 (0.00%)

occurrences (all)

Mucositis oral
subjects affected / exposed 10 / 53 (18.87%)0 / 50 (0.00%)

occurrences (all)

Nausea
subjects affected / exposed 10 / 53 (18.87%)3 / 50 (6.00%)

occurrences (all)

Skin and subcutaneous tissue disorders
Dry skin

subjects affected / exposed 17 / 53 (32.08%)2 / 50 (4.00%)

occurrences (all)

Photosensitivity
subjects affected / exposed 3 / 53 (5.66%)0 / 50 (0.00%)

occurrences (all)

Pruritus
subjects affected / exposed 24 / 53 (45.28%)2 / 50 (4.00%)

occurrences (all)

Rash maculo-papular
subjects affected / exposed 29 / 53 (54.72%)1 / 50 (2.00%)

occurrences (all)

Skin and subcutaneous tissue
disorders - Other

subjects affected / exposed 5 / 53 (9.43%)1 / 50 (2.00%)

occurrences (all)

Musculoskeletal and connective tissue
disorders
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Arthralgia
subjects affected / exposed 2 / 53 (3.77%)3 / 50 (6.00%)

occurrences (all)

Metabolism and nutrition disorders
Anorexia

subjects affected / exposed 10 / 53 (18.87%)0 / 50 (0.00%)

occurrences (all)

Hyperglycaemia
subjects affected / exposed 23 / 53 (43.40%)7 / 50 (14.00%)

occurrences (all)

Hypophosphataemia
subjects affected / exposed 5 / 53 (9.43%)0 / 50 (0.00%)

occurrences (all)

Hypocalcaemia
subjects affected / exposed 3 / 53 (5.66%)0 / 50 (0.00%)

occurrences (all)
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More information

Substantial protocol amendments (globally)

Were there any global substantial amendments to the protocol?  Yes

Date Amendment

03 April 2012 Amendment 1 - Protocol Version date 28-Feb-2012
Updates included:
-Update to Biochemical failure and progression guidelines
-Update to PSA calculation guidelines
-Update to Eligibility criteria
-Update to Treatment Arm B
-Update to ECG monitoring instructions
-Update to radiologic evaluation requirements for follow up
-Administrative changes

04 May 2012 Amendment 2
Updates included:
-  update to reflect the use of a SPEER (Special Protocol Exceptions to Expedited
Reporting).
- CAEPR (Comprehensive Adverse Events and Potential Risks List) for MK-2206
updated to version 2.0. The ASAEL (Agent Specific Adverse Event List) column has
been replaced with a Specific Protocol Exceptions to Expedited Reporting (SPEER)
column.
- MK-2206 risk list replaced with updated version
- Administrative changes

21 June 2012 Amendment 3
Updates included:
-  New eligibility criterion added regarding prior treatment with targeted agent(s)
and timing of discontinuation.
- Revised language for reporting pregnancies.
-  Clarification on ECG requirements before first treatment.
- Update to study table.
- Administrative changes.

29 November 2012 Amendment 4
Changes included:
-  Update made to PSA1 definition from “any PSA value that shows an increase
over the threshold PSA” to “any PSA value that is equal or greater than the
threshold PSA.”
-  Updated ECG Monitoring parameters with revised guidelines.
- Updated pregnancy clause with revised pregnancy reporting requirements.
- Replaced list of risks for MK-2206 following CAEPR table with updated list.
- Administrative changes
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11 April 2013 Amendment 5
Changes included:
-  Update to clarify timing of PSA evaluations.
- Updated to clarify prior and concurrent malignancy exclusion requirement as well
as exceptions.
- Updated Dose modification section with revised timing requirement from “within
2 weeks” to “within 42 days.” Additionally, revised wording of “leading to
treatment delay of >2 weeks” to “leading to treatment delay of >42 days.”
-  Updated instructions for grade 1 and 2 toxicities.
-  Toxicity table revised
-  Update to dose modification subsection titled “Drug induced maculo-papular
rash treatment guide'
-  Revised Time to PSA progression to reflect consistent requirements throughout
protocol.
-  Revised Drug formulation section with updated language provided by the NCI.
- Table of CYP3A4 Inhibitors replaced with updated list.
- Table of CYP3A4 Inducers replaced with updated list.
- Administrative changes

03 September 2013 Amendment 6 and Amendment 7
Changes include:
- Update to eligibility criterion regarding glucose monitoring.
- Update to ECOG and Protocol Specific expedited reporting requirements
- Replaced MK-2206 CAEPR with a new version.
- Revision to anti-pruritic medication to add specifics for acceptable
corticosteroids.
- Update to glucose monitoring for patients with diabetes.
- Clarification of MK-2206 tablet supply policy.
- Administrative changes

20 October 2014 Amendment 8
Changes include:
- Update to AdEERS system to the CTEP-AERS system.
- Update to pregnancy reporting requirements
- Update to tablet supply
- Update to Biological Material Submission section
- Administrative changes

20 October 2014 Amendment 9
Changes include:
- Update to more clearly define undetectable PSA.

Notes:

Were there any global interruptions to the trial?  No

Interruptions (globally)

Limitations and caveats

Limitations of the trial such as small numbers of subjects analysed or technical problems leading to
unreliable data.
Not specified.

Notes:

Page 17Clinical trial results 2011-003847-22 version 1 EU-CTR publication date:  of 17



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) ����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) ����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) ����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) 7���



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) ����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) ����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) ����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) ����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) ����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �
���



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �7���



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



� ���

����������	
���
� �������������������������������� !���!"����#��$�%&�#��$%���'(��)*$�+��%&��,������*��&�!��*-�
!���*���#��$�
&�.�%������&�!����
&%��!����!* �&������*� !��&�!��/-%.

$��0�
�� ��*� !��&�!��/-%.������������������1��&"23����4&!*(2�4�!+2&������5"%&�6�*7%&"!��%* ���	�



�������������	
���
� �������������������������������� !���!"����#��$�%&�#��$%���'(��)*$�+��%&��,������*��&�!��*-�
!���*���#��$�
&�.�%������&�!����
&%��!����!* �&������*� !��&�!��/-%.

$��0�
�� ��*� !��&�!��/-%.������������������1��&"23����4&!*(2�4�!+2&������5"%&�6�*7%&"!��%* ���	�



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



� ����

����������	
���
� �������������������������������� !���!"����#��$�%&�#��$%���'(��)*$�+��%&��,������*��&�!��*-�
!���*���#��$�
&�.�%������&�!����
&%��!����!* �&������*� !��&�!��/-%.

$��0�
�� ��*� !��&�!��/-%.������������������1��&"23����4&!*(2�4�!+2&������5"%&�6�*7%&"!��%* ���	�



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �7���



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �
���



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����



�����������	
���
 �������������������
������������� ��� !����"��#�$%�"��#$���&'��()#�*��$%�
+��
���)��%� ��),�� ���)���"��#��%�-�$������%� �����%$�� ���� )��%������)�� ��%� ��.,$-

#��/�	�����)�� ��%� ��.,$-����������
�������0��%!12��
�3% )'1�3� *1%������4!$%�5�)6$%! ��$) �����


