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List of Abbreviations

Abbreviation Definition
BCR-ABL A fused gene that results from the Philadelphia chromosome
CCyR Complete Cytogenetic Response
CHR Complete Haematological Response
Cl Confidence Interval
CML-CP Chronic Myelogenous leukemia in Chronic Phase
mCyR Minor Cytogenetic Response
MCyR Major Cytogenetic Response
MMR Major Molecular response
PCyR Partial Cytogenetic Response
Ph+ Philadelphia Chromosome positive
RQ-PCR Real Time Quantitative Polymerase Chain Reaction

Background and Design

This study is an open-label, phase I, multi-centre study designed to establish whether the
treatment of newly diagnosed, previously untreated Philadelphia chromosome-positive CML-
CP patients treated with twice daily doses of 300mg of nilotinib is both safe and effective. It
is anticipated that this study will provide preliminary evidence of possible superiority of
nilotinib to imatinib mesylate, the current standard of care. The primary efficacy endpoint in
this study is the 6-month rate of complete cytogenetic response as detected by metaphase
analysis, with molecular response a secondary endpoint. The rationale for using complete
cytogenetic response as a primary endpoint is described in detail in Section 2.2.2 of the
protocol.

Study Schema
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Newly diagnosed, previously untreated Ph+ CML-
CcP

l

REGISTRATION

l

Treatment with daily dose of 300mg BID Nilotinib
for 2 years

‘

Follow up for 3 years (while

continuing on 300mg BID Nilotinib

Full details of the background to the trial and its design are presented in the protocol.
Analysis Populations

All enrolled Set: all subjects who provide informed consent and provide demographic and/or
baseline screening assessments, regardless of the subject’s treatment status in the study.
There were 62 patients in this set.

Full Analysis Set (or intent-to-treat population): all patients who received at least one dose
of the treatment and had at least one post-baseline efficacy measurement. There were 60
patients in this set (Patient 15 withdrew consent one week after registration; Patient 39 met
all Inclusion/Exclusion criteria but did not meet MG level requirements for treatment at Cycle
1day1).

Safety Population Set: all patients who receive at least one dose of the treatment. This set is
identical to the full analysis set.

Note that the all enrolled set will be used in all the baseline summary tables. Full analysis set
will be used for all the efficacy tables and the safety population set will be used in all the
safety tables.
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Baseline Summaries

Age at registration

Table DEMO_1:
All enrolled set.

Total Subjs MIS Mean SD Median Min Max
62 | 0 [ 516 [145] 53 [ 19 | 77 |

Gender
Table DEMO 2:
All enrolled set.
Gender n %
Male | 34 | 54.8% (34/62)
Female | 28 | 45.2% (28/62)
Ethnicity

All patients were Caucasian with the following distribution of ethnic origin:

Table DEMO_3:
All enrolled set.

Ethnicity n %
Caucasian 4 6.5% (4/62)
English 1 1.6% (1/62)
European 1 1.6% (1/62)
Hispanic/Latino | 5 8.1% (5/62)
Irish/Celtic 31 | 50% (31/62)
Israeli 6 9.7% (6/62)
Mixed Ethnicity | 1 1.6% (1/62)
North European | 7 | 11.3% (7/62)
Northern Irish 4 6.5% (4/62)
Russian 1 1.6% (1/62)
Unknown 1 1.6% (1/62)

Vital Signs (Baseline)

Table VITB_1:

All enrolled set.
Vital Signs (Baseline)
Test Total Subjs MIS  Mean SD Median  Min Max
Weight (kg) 62 2 81.16 | 17.73 79.80 48.0 | 1345
Height (cm) 62 14 167.25 | 9.53 167.50 | 151.1 | 186.0
Heart Rate (beats per minute) 62 2 81.1 14.2 80.5 52 111
Systolic BP (mmHg) 62 2 129.1 15.6 125.0 94 164
Diastolic BP (mmHg) 62 2 73.8 9.9 74.5 51 96
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Vital Signs (Baseline)

Test Total Subjs MIS Mean SD Median  Min Max
| Temperature (°C) | 62 | 5 [ 3655 [ 038 | 3660 [ 355 | 376 |

Extramedullary Involvement

Table XMED 1:

All enrolled set.
Liver/Spleen
extra-medullary involvement? Liver (cm below costal margin) Spleen (cm below costal margin)
Total Subjs | MIS Yes (%) n | MIS | Min | Q1 | Median | Q3 | Max | Min | Q1 | Median | Q3 | Max
62 1 31.1% (19/61) | 19 2 0 0 0 0 12 1 2 7 10 18

Echocardiogram
Table ECHOB _1:
All enrolled set.
Echocardiogram (Baseline)
normal significant clinical abnormality | non significant clinical abnormality
Total Subjs | MIS | n % n % n %
62 2 56 | 93.3% 0 4 6.7%
Electrocardiogram
Table ECGB_1:
All enrolled set.
Electrocardiogram (Baseline)
normal significant clinical abnormality | non significant clinical abnormality
Total Subjs | MIS | n % n % n %
62 2 52 | 86.7% 0 8 13.3%

ECOG Performance status

Table ECOGB_1:
All enrolled set.

ECOG Performance status (Baseline)

0 1 2 3 4 5
Total Subjs | MIS | n % n % n % n| % |n|%|n| %
62 2 43 | 71.7% | 16 | 26.7% | 1 | 1.7% | O 0 0
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Haematology (baseline)

Table HEMB_1:
All enrolled set.

Haematology (Baseline)

Outside normal Clinically
range Significant
Total . .
Test Subjs MIS Mean SD Median Min Max MIS % MIS %
66.7% 3.3%
H lobi dl 62 1 12.01 1.8 11.90 2 16.3 2 2
aemoglobin (g/dl) 7 7 (40/60) (2/60)
68.3% 0%
H tocrit (L/L 62 1 0.533 | 1.286 0.376 0.20 | 10.40 2 2
aematocrit (L/L) 7 (41/60) (0/60)
White Blood Cell 93.4% 6.6%
62 1 66.01 | 68.59 46.65 6. 425.0 1 1
Count (x10°/L) 7 (57/61) (/61)
47.5% 4.9%
Platelets (x10°/L 62 1 478.1 | 3584 372.0 105 1715 1 1
atelets (x107/L) 7 7 7 (29/61) (3/61)
Absolute Neutrophil 84.5% 3.4%
62 5 38.45 | 30.54 31.80 4.1 140.1 4 4
Count (x10°/L) (49/58) (2/58)
25.9% 3.7%
Bands (x10°/L 62 35 4.1 5.08 3.12 0.0 20.0 35 35
ands (x107L) 7 (7/27) (1/27)
57.1% 1.8%
L hocyt 10°/L 62 5 4.2 3.04 3.40 0.0 15.9 6 6
ymphocytes (x10°/L) 7 (32/56) (1/56)
62.3% 0%
M t 10°/L 62 8 1.96 2.26 1.30 0.0 10. 9 9
onocytes (x107/L) 7 (33/53) (0/53)
66% 0%
Eosinophils (x10°/L 62 14 1.629 | 3.166 0.830 0.00 | 18.69 15 15
osinophils (x107/L) (31/47) (0/47)
85.7% 0%
B hils (x10°/L 62 12 1.83 2.4 1.09 0.0 15.2 13 13
asophils (x107L) 7 (42/49) (0/49)
21.99 0°
Promyelocytes (x10°/L) 62 29 2.04 3.31 0.59 0.0 13.9 30 (7/3;; 30 (0/3/02)
54.8% 0%
Myl t 10°/L 62 20 10.21 15.53 4.00 0.0 56.8 20 21
yleocytes (x10°/L) (23/42) (0/41)
Metamyelocytes 71.8% 0%
62 23 4.66 5.62 2.69 0.0 28.3 23 24
(x10°/L) (28/39) (0/38)
32.1% 0%
Blasts (x10°/L 62 33 1.36 4.12 0.16 0.0 22.0 34 34
asts (x10°7L) (9/28) (0/28)
Biochemistry (baseline)
Table CHEB_1:
All enrolled set.
Biochemistry
Outside normal Clinically
range Significant
Total . s
Test Subjs MIS Mean SD Median Min Max MIS % MIS %
6.8% 0%
AST (U/L 62 2 27.1 .6 25.0 15 48 3 3
ST (UL) 7 7 (4/59) (0/59)
15.5% 0%
ALT (U/L 62 3 29.2 13.5 29.0 2 4 4
(UL 7 7 (9/58) (0/58)
Lactate Dehydrogenase 94.1% 0%
62 11 699.8 | 381.2 592.0 203 1951 11 11
(U/L) (48/51) (0/51)
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Biochemistry

Outside normal Clinically
range Significant
Total . .
Test Subjs MIS Mean SD Median Min Max MIS % MIS %
1.7% 0%
Albumin (g/L 62 1 43.9 3.1 44.0 35 50 2 2
Serum Albumin (g/L) (1/60) (0/60)
Alkaline Phosphatase 10% 0%
62 2 78.2 29.4 74.0 1 194 2 2
(U/L) (6/60) (0/60)
1.7% 0%
Total Bilirubi /L 62 1 8.0 3.8 2 1 22 2 2
otal Bilirubin (umol/L) 7 (1/60) (0/60)
Blood Urea Nitrogen 16.7% 1.7%
62 1 22 3.45 6.20 3.6 18.2 2 2
(BUN) or Urea (mmol/L) 7 (10/60) (1/60)
10% 1.7%
lci /L 62 1 2.286 | 0.115 2.300 2.04 | 2.58 2 2
Calcium (mmol/L) (6/60) (1/60)
13.3% 1.7%
tini /L 62 1 80.0 18.2 8.0 49 135 2 2
Creatinine (umol/L) 7 (8/60) (1/60)
. 6.8% 3.4%
M /L 62 3 0.852 | 0.105 0.850 0.45 | 1.05 3 3
agnesium (mmol/L) 4/59) (2/59)
6.7% 1.7%
Potassi /L 62 1 4.14 0.46 4.10 29 52 2 2
otassium (mmol/L) (4/60) (1/60)
3.3% 0%
i /L 62 1 139.5 2.1 140.0 135 144 2 2
Sodium (mmol/L) (2/60) (0/60)
3.6% 0%
Total Protein (g/L 62 3.5 43 3.0 63 82
otal Protein (g/L) 7 7 7 7 2/55) 7 (0/55)
11.7% 0%
Phosphorus (mmol/L) 62 1 1.133 | 0.218 1.110 0.72 | 1.81 2 (7/60) 2 (0/60)
319 3.49
Uric Acid (mmol/L) 62 32 10.07 | 53.16 0.36 0.1 | 291.6 | 33 o 33 o
(9/29) (1/29)
15.8% 0%
1 /L 62 3 5.725 | 1.824 5.300 4.05 | 14.15 5 5
Glucose (mmol/L) 7 (9/57) (0/57)
. 1.9% 0%
Chlorid /L 62 103.0 2.6 103.0 96 108 8 8
oride (mmol/L) 7 (1/54) (0/54)
10.3% 0%
Li /L 62 3 49.1 48.8 35.0 9 28 4 4
ipase (U/L) 7 (6/58) (0/58)
31.6% 0%
GGT (U/L 62 4 49.4 40.5 39.0 16 242 5 5
(UL (18/57) (0/57)
7.1% 0%
Amyl dL 62 5 552 20.9 54.0 20 119 6 6
mylase (U/dL) (4/56) (0/56)

Analysis of Primary Outcome Measure

Cytogenetic response was assessed every 3 months by bone marrow aspiration, with
evaluation of a minimum of 20 metaphases, until achievement of a complete cytogenetic
response (CCyR).

The rate of CCyR at 6 months was the primary endpoint for this study.

Cytogenetic Response (6 month visit)

Cytogenetic response was assessed as the percentage of Ph+ metaphases in the bone marrow
and is defined as the following (a review of a minimum of 20 metaphases was required):
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* Complete (CCyR) — 0% Ph+ metaphases

* Partial (PCyR) - 1 to 35% Ph+ metaphases
* Major (MCyR) - 0 to 35% Ph+ metaphases
*  Minor (mCyR) - 36 to 65% Ph+ metaphases
* Minimal - 66 to 95% Ph+ metaphases

* None - 96 to 100% Ph+ metaphases

Note that a major response (0 to 35% Ph+ metaphases) combines both complete and partial
responses.

The following table summarises CCyR at cycle 6.

Table CYTO_1:
Full analysis set.

Was the patient's bone marrow analysed? | Complete Cytogenetic Response (CCyR)
Total Subjs MIS Yes (%) n MIS CCyR (%)
60 4 75% (42/56) 42 8 94.1% (32/34)

Note that 4 patients (missing in the table) did not have the bone marrow analysed at cycle 6:

- Patient 22 was on holiday.

Patient 24 discontinued study due to grade 3 thrombocytopenia AE.

Patient 49 discontinued treatment due to an eye disorder (dry eye).
- Patient 52 came off trial due to rectal cancer.

Also, note that, out of the 42 patients who had the bone marrow analysed, 8 of them did
not have enough number of metaphases.

As one can see, 32 out of the 34 patients who had the outcome measured at cycle 6, reached
CCyR, i.e. 94.1% (95% CI using Wilson method 80.9% to 98.4%). Note that the estimated
response rate is much higher than the 54% reported for Imatinib and the originally declared
as clinically useful for Nilotinib, 72%. In fact, the estimated response rate is significantly higher
than 72% (95% Cl excludes 72%). This high success rate is consistent with the results of a
previous study were patients were treated with Nilotinib 400mg BID (see Section 2.1.2 of the
protocol).

Although there is a high proportion of subjects for whom either bone marrow was not
analysed (15, note that patient 22 is included here since, even though this field is missing, the
patient was still on study) or not enough metaphases were obtained (8 among those who had
bone marrow analysed) at cycle 6, i.e. 23 out of 60 (38%), a high proportion among those with
missing values had CCyR at cycle 3 and after cycle 6 (9 out of 23, 39%) or CCyR just at cycle 3
(6 out of 23, 26%) (see table below) which would indicate a likely success outcome at cycle 6
had the outcome been measured at that visit, under the reasonable assumption that the
response value would carry forward to the subsequent cycle. Following this assumption (last
value carried forward) another subject (patient 1) would have CCyR at cycle 6, two patients
(32 and 61) would have PCyR and one patient (47) would have “None” response (see table
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below). Patients 27, 35, 36 and 60 either did not have enough number of metaphases or no
response was recorded before cycle 6. Using these “imputed” values, the estimated CCyR rate
would be 84% (48/57) with a 95% Cl using Wilson method of 72.6% to 91.5%.

Due to the small sample size (only 34 patients had the outcome measured) and the high
proportion of complete cytogenetic responses (94.1% of patients had CCyR), logistic models,
to adjust for potential prognostic factors, were deemed not adequate because the estimated

coefficients are likely to be biased.

The following information was recorded for those patients who did not have the outcome
measured at 6 months (last column indicates the outcome at prior and posterior cycles):

Was the
aspirate
Bone specimen
Marrow quality
Patient | Analysed adequate for
ID at Cycle 6? | assessment If no, specify Outcome at other visits
CCyR at C3 and PCyR 18
1| Yes months later (C21)
No CCyR at C3, C15 and C24
5| No CCyR at C3
11 | No CCyR at C3 and C15
Only 3 metaphases could
be analysed, all
metaphases were negative
for Philadelphia
12 | Yes No chromosome CCyR at C3 and C9
20 | No CCyR at C3
22 CCyR at C3, C9 and C21
mCyR at end of study visit
24 5.5 months post-baseline.
25| No CCyR at C3 and C24
Attempts made 3 and 6
months post baseline but
not enough number of
27 | No metaphases
30 | No CCyR at C3 and C15
PCyR at C3 and CCyR at
32 | Yes No Insufficient sample C24
Not enough metaphases at
C3 and no analysis after
35 | No that
36 | Yes No Hypocellular Sample CCyR at C9 and C24
41 | No CCyR at C3 and C24
CCyR at C3, C9, C15, C18
and C24 (at C12 an
impossible value was
42 | Yes No Dry Tap recorded, 46 Ph+ out of 20
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Was the
aspirate
Bone specimen
Marrow quality
Patient | Analysed adequate for
ID at Cycle 6? | assessment If no, specify Outcome at other visits
metaphases. This value
was found after DB lock
and has not been queried)
46 | No CCyR at C3
“None” at C3 and CCyR at
47 | No C12
48 | No CCyR at C3
49 “Minimal” after 4 months
51 | No CCyR at C3
52 No information at all
56 | No CCyR at C3
Bone Marrow sample failed
to produce sufficient
metaphases to perform
60 | Yes No cytogenetic analysis CCyR at C9 and C12
61 | Yes No PCyR at C3 and C9
CCyR at C3, C9, C12 and
62 | Yes Yes C24

Cytogenetic Response (at other cycles)

The following table summarises CCyR at other cycles.

Table CYTO_2:
Full analysis set.

Was the patient's bone marrow analysed? | Complete Cytogenetic Response (CCyR) | 95% CI Wilson method
Visit Total Subjs MIS Yes (%) n MIS CCyR (%) LB UB

Baseline 60 0 100% (60/60) 60 7 0% (0/53) 0% 6.8%
End Cycle 3 60 2 98.3% (57/58) 57 10 74.5% (35/47) 60.5% 84.7%
End Cycle 6 60 4 75% (42/56) 42 8 94.1% (32/34) 80.9% 98.4%
End Cycle 9 60 3 35.1% (20/57) 20 3 100% (17/17) 81.6% 100%
End Cycle 12 60 6 18.5% (10/54) 10 3 85.7% (6/7) 48.7% 97.4%
End Cycle 15 60 10 18% (9/50) 2 100% (7/7) 64.6% 100%
End Cycle 18 60 12 10.4% (5/48) 5 3 100% (2/2) 34.2% 100%
End Cycle 21 60 15 2.2% (1/45) 0 100% (1/1) 20.7% 100%
End Cycle 24 60 4 57.1% (32/56) 32 9 91.3% (21/23) 73.2% 97.6%
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Analysis of Secondary Outcomes

Molecular response

Major molecular response (MMR) is defined as <= 0.1% BCR-ABL/ABL % by international scale

as measured by RQ-PCR.

The following table summarises MMR for different months into the treatment period (note
that the CRF form where this outcome was recorded was formatted as an event driven rather
than visit driven form, and only the date of sample was recorded. The number of months are
calculated from the date of registration to the date the sample was collected). Note that
patient 52 never had molecular response assessed and therefore has been excluded from this

table.

Table MOLE _1:
Full analysis set.

MMR 95% CI Wilson method
Visit Total Subjs MIS % LB UB
Month 0 59 15 0% (0/44) 0% 8%
Month 2 45 9 13.9% (5/36) 6.1% 28.7%
Month 3 12 1 45.5% (5/11) 21.3% 72%
Month 4 3 2 0% (0/1) 0% 79.3%
Month 5 46 6 67.5% (27/40) 52% 79.9%
Month 6 10 3 57.1% (4/7) 25% 84.2%
Month 7 3 1 0% (0/2) 0% 65.8%
Month 8 47 6 70.7% (29/41) 55.5% 82.4%
Month 9 11 1 70% (7/10) 39.7% 89.2%
Month 10 10 2 75% (6/8) 40.9% 92.9%
Month 11 37 5 71.9% (23/32) 54.6% 84.4%
Month 12 12 3 88.9% (8/9) 56.5% 98%
Month 13 23 4 78.9% (15/19) 56.7% 91.5%
Month 14 19 3 75% (12/16) 50.5% 89.8%
Month 15 12 5 85.7% (6/7) 48.7% 97.4%
Month 16 28 7 81% (17/21) 60% 92.3%
Month 17 19 5 64.3% (9/14) 38.8% 83.7%
Month 18 7 3 25% (1/4) 4.6% 69.9%
Month 19 29 7 90.9% (20/22) 72.2% 97.5%
Month 20 15 3 83.3% (10/12) 55.2% 95.3%
Month 21 13 4 77.8% (7/9) 45.3% 93.7%
Month 22 26 6 85% (17/20) 64% 94.8%
Month 23 14 6 100% (8/8) 67.6% 100%
Month 24 6 2 75% (3/4) 30.1% 95.4%
Month 25 4 1 100% (3/3) 43.9% 100%
Month 26 5 1 75% (3/4) 30.1% 95.4%
Month 27 1 0 100% (1/1) 20.7% 100%
Month 28 2 0 50% (1/2) 9.5% 90.5%
Month 29 1 0 100% (1/1) 20.7% 100%
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MMR 95% CI Wilson method

Visit Total Subjs MIS % LB UB
Month 30 2 1 100% (1/1) 20.7% 100%
Month 31 1 0 100% (1/1) 20.7% 100%
Month 32 1 0 0% (0/1) 0% 79.3%
Month 34 2 0 50% (1/2) 9.5% 90.5%

Prevalence of BCR-ABL mutations

The following table shows a 2x2 table of the prevalence of BCR-ABL mutations prior to and
during therapy with Nilotinib (each patient is allocated to the corresponding cell depending
of the “prior to” and “during” therapy BCR-ABL mutation status). Note that for some patients
a negative BCR-ABL mutation during therapy could be followed by a positive BCR-ABL
mutation, i.e. the corresponding cells in the table count the number of subjects who had at
least one episode of negative BCR-ABL mutation during therapy.

Table BCRMU_1:
Full analysis set.

BCR-ABL mutations during therapy McNemar's test

BCR-ABL mutations prior to therapy  Positive = Negative =~ MIS  Total p-value
Positive 27 9 0 36 0.004
Negative 0 6 5 11
MIS 1 6 6 13
Total 28 21 11 60

The results of test suggest a significant reduction of the prevalence of BCR-ABL mutations
during therapy.

Overall Survival

This section analyses the time from study entry (date of registration) to the date of death.
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Note that there is only one reported death in the dataset, for patient 5 with cause of death
due to a “Pre-existing neurological condition”.

Event Free Survival

Of additional interest was the analysis of the time from study entry to other events such as
loss of Complete Haematological Response (CHR), loss of Partial Cytogenetic Response (PCyR)
or loss of CCyR (first occurrence of any of those). Note that loss of CHR only applies to patients
who have lost CCyR and/or PCyR.

Two patients were identified as having lost CCyR:

* Patient 1 had CCyR on 04-Mar-2009 (cycle 3) and in an unscheduled visit on 08-Sep-
2010 the subject had PCyR (no other measurements were made in between or after).

* Patient 42 had CCyR at the end of cycle 9 and "none" (no response) at the end of cycle
12. Afterwards, at the end of cycle 15, the patient had CCyR again (however note that
the “none” response comes from a recorded value of 46 Ph+ out of 20 metaphases.
This value was found after DB lock and has not been queried).
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However, none of these losses were confirmed by a second cytogenetic analysis a month after

(in fact, patient 42 had CCyR measured after 3 months) as required in the protocol. No cases

of loss of PCyR were identified in the available dataset either.

Therefore, none of these events have been found in the database.

Safety

Drug Exposure

Table DRUG_1 shows summaries of the number of days of drug treatment per cycle:

Table DRUG_1:

Safety set.
Number of days of drug treatment

Visit Total Subjs MIS Mean SD Median Min Max
Cycle 1 60 0 31.3 13.1 28 7 84
Cycle 2 59 0 29.2 10.5 28 1 82
Cycle 3 58 2 28.4 9.5 28 8 80
Cycle 4 58 2 29.2 7.6 28 17 76
Cycle 5 58 5 27.9 3.7 28 9 35
Cycle 6 57 1 46.6 | 283 28 25 118
Cycle 9 57 1 81.2 15.9 84 30 126
Cycle 12 55 1 842 | 244 84 1 160
Cycle 15 52 0 904 | 19.8 84 63 167
Cycle 18 51 0 84.8 17.4 84 48 175
Cycle 21 51 0 82.9 19.9 84 21 126
Cycle 24 56 17 77.7 | 32.7 85 1 127

Table DRUG_2 shows summaries of the number of days of drug treatment interruption (zero

drug administration) per cycle:

Table DRUG_2:

Safety set.

Number of days of drug treatment interruption

Visit Total Subjs Mean SD Median Min Max
Cycle 1 21 10 6.7 7 1 27
Cycle 2 8 6.8 5.5 5.5 1 16
Cycle 3 9 10.6 6.5 8 5 24
Cycle 4 5 8.2 4.6 8 2 14
Cycle 5 3 15 52 12 12 21
Cycle 6 6 4.7 4.5 4 1 13
Cycle 9 12 14.2 15.1 8.5 1 41
Cycle 12 9 20 25.1 12 1 77
Cycle 15 7 10.9 6.9 13 1 20
Cycle 18 5 18.8 11.6 13 9 35
Cycle 21 5 11.4 7.4 14 1 20
Cycle 24 7 12.1 12.6 14 0 36
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Table DRUG_3 shows summaries of the average drug administered per patient per day (mg)
averaged over the number of drug days, excluding days of drug interruption:

Table DRUG_3:

Safety set.
Average drug administered per patient per day (mg)

Visit Total Subjs MIS Mean SD Median Min Max
Cycle 1 60 0 565.8 74.7 600 250 600
Cycle 2 59 0 550.3 99.1 600 227.9 600
Cycle 3 58 2 578.8 82.8 600 270 865.4
Cycle 4 58 2 575.8 80.7 600 232.7 800
Cycle 5 58 5 594.5 67.5 600 392.6 800
Cycle 6 57 1 588.2 80.9 600 367.3 800
Cycle 9 57 1 621.9 176.8 600 265.1 1600
Cycle 12 55 1 620.6 218.4 600 200 1600
Cycle 15 52 0 624.4 195 600 259.9 1600
Cycle 18 51 0 639.5 192.9 600 300 1600
Cycle 21 51 0 627.8 139.5 600 300 1200
Cycle 24 56 17 613.8 172.8 600 200 1200

Table DRUG_4 shows the frequency (number of events and number of patients) of dose
modifications by cycle and reason:

Table DRUG_4:

Safety set.
Patient Refusal/Non . .
Adverse Event . Scheduling Dosing Error Other
Compliance
# # # # # # # #
Visit Event bj
st Events | Subjs # Events # Subjs Events | Subjs | Events | Subjs | Events | Subjs
Cycle 1 41 22 5 2 1 1 3 2 1 1
Cycle 2 16 8 1 1 3 2 1 1 4 4
Cycle 3 16 10 7 5 1 1 1 1
Cycle 4 6 4 8 3 2 2
Cycle 5 9 4 2 2 1 1
Cycle 6 9 4 16 5 2 2
Cycle 9 17 11 7 4 2 2 6 5
Cycle
12 8 5 4 3
12 7
Cycle
16 6 4 5
Is 7 7
Cycle
5 4 8 5 10 5
18
Cycle 4 3 15 4 1 1 4 4
21
Cycle
6 4 20 4
24
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Electrocardiogram

Summaries of results for those patients who had electrocardiogram performed by cycle.

Table ECG_1:

Safety set.
Electrocardiogram results
Normal Significant Clinical Abnormality | Non-significant Clinical Abnormality
Visit Total Subjs | n % n % n %

Baseline 59 51 | 86.4% (51/59) 0 8 13.6% (8/59)
Cycle 1 D1 57 47 | 82.5% (47/57) 0 10 17.5% (10/57)
Cycle 1 D8 57 48 | 84.2% (48/57) 0 9 15.8% (9/57)

Cycle 3 56 46 | 82.1% (46/56) 0 10 17.9% (10/56)

Cycle 6 52 47 | 90.4% (47/52) 0 5 9.6% (5/52)

Cycle 9 49 43 | 87.8% (43/49) 0 6 12.2% (6/49)

Cycle 12 44 38 | 86.4% (38/44) 0 6 13.6% (6/44)

Cycle 15 12 10 | 83.3% (10/12) 1 8.3% (1/12) 1 8.3% (1/12)

Cycle 18 9 8 88.9% (8/9) 0 1 11.1% (1/9)

Cycle 21 8 6 75% (6/8) 0 2 25% (2/8)

Cycle 24 49 42 | 85.7% (42/49) 1 2% (1/49) 6 12.2% (6/49)

QT Interval

Summaries of QT intervals for those patients who had electrocardiogram performed by cycle.

Table QT _1:
Safety set.
QT interval QTcF (msec)

Visit Total Subjs Mean SD  Median Min Max
Baseline 59 4094 | 16.8 411 380 | 450
Cycle 1 D1 57 408.1 | 17.7 404 378 | 450
Cycle 1 D8 57 417.2 19 416 384 | 458
Cycle 3 56 4149 | 18.1 412 365 | 463
Cycle 6 52 4143 | 182 415 372 | 464
Cycle 9 49 407.5 | 433 408 141 467
Cycle 12 44 412 17.1 412 374 | 465
Cycle 15 12 400 18.8 395.5 362 | 435
Cycle 18 9 406.3 | 13.1 406 378 | 420
Cycle 21 8 3962 | 16.3 396 379 | 426
Cycle 24 49 412.3 | 18.8 412 373 | 462
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Adverse Events

All the 60 patients experienced adverse events. Tables AE_1, AE_2, AE_3, AE_4, AE_5 and
AE_6 below summarise adverse events by descending order of number of patients affected.

Frequent non-haematologic adverse events (more than 5%) by preferred term are shown in
Table AE_1.

Table AE_1:
Safety set.
Preferred Term (Non-hematological)  Total Subjs %

Rash 28 46.7% (28/60)
Fatigue 26 43.3% (26/60)

Nausea 21 35% (21/60)
Back pain 19 31.7% (19/60)
Headache 19 31.7% (19/60)
Lipase increased 17 28.3% (17/60)
Constipation 16 26.7% (16/60)
Pruritus 14 23.3% (14/60)

Alanine aminotransferase increased 13 21.7% (13/60)
Alopecia 13 21.7% (13/60)

Arthralgia 12 20% (12/60)

Abdominal pain 11 18.3% (11/60)

Pain 11 18.3% (11/60)

Upper respiratory tract infection 11 18.3% (11/60)
Cough 10 16.7% (10/60)

Abdomen pain 13.3% (8/60)

Bone pain 13.3% (8/60)

Diarrhoea 13.3% (8/60)

Gamma-glutamyltransferase increased 13.3% (8/60)
13.3% (8/60)

13.3% (8/60)

Hyperbilirubinaemia

Musculoskeletal pain

Myalgia 13.3% (8/60)
Dry skin 11.7% (7/60)
Dyspepsia 11.7% (7/60)

Muscle spasms 11.7% (7/60)

11.7% (7/60)

Night sweats

Pyrexia 11.7% (7/60)

Vomiting 11.7% (7/60)
Abdominal discomfort 10% (6/60)
Anxiety 10% (6/60)
Blood glucose increased 10% (6/60)
Chest discomfort 10% (6/60)

Aspartate aminotransferase increased 8.3% (5/60)
8.3% (5/60)
8.3% (5/60)
8.3% (5/60)
8.3% (5/60)
8.3% (5/60)

8.3% (5/60)

Blood chloride increased

Blood phosphorus decreased

Dizziness

Joint stiffness

Pain in extremity

Nl nh | N[N DN | Q| Q| Q[ Q[ Q]| Q| 0| 0| 00| 0] 0| 0

Pollakiuria
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Preferred Term (Non-hematological)  Total Subjs %

Acne 4 6.7% (4/60)

Depressed mood 4 6.7% (4/60)
Dyspnoea 4 6.7% (4/60)
Hypertension 4 6.7% (4/60)
Influenza like illness 4 6.7% (4/60)

Frequent haematologic adverse events (more than 5%) by preferred term are shown in Table
AE_2.

Table AE_2:
Safety set.
Preferred Term (Hematological) Total Subjs %
Thrombocytopenia 8 13.3% (8/60)
Anaemia 7 11.7% (7/60)

Note that the following applies to all tables below:

- All columns except Number of events are subject specific. In the case of more than
one event of the same AE per patient, the one with maximum grade is chosen.

- Highest Grade is the maximum grade recorded for that AE.
- Related includes Probable and Possible categories.
- Unrelated includes Unlikely and None categories.

- Dose Modification includes Dose Held, Dose Delayed and Reduced, Dose Reduced and
Dose Delayed categories.

- Treatment Interrupted includes Treatment Discontinued and Interrupted categories.

A list of all non-haematologic adverse events regardless of relationship to study drug are
shown in Table AE_3 (%s have been added for those AEs experienced by more than 5% of the
patients).

Table AE_3:
Safety set.
z
£ g g
5} = =
2 & N w § é =
4t — 3 < o b= - o
=) =) k. C) = =] = 3
- - - gl - 2 S v 2
2 2 3 3 2 E = = EE
g £ - - 5 = £ 2 s 5
= = - ™ o= ) = S = =
z z @] @] == ~ =) a ==
System Organ Class Preferred Term Non-Haematologic
. . . 21
Gastrointestinal disorders Nausea 26 21 0 2 15 6 1
(35%)
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£ £
2 & a w = = =
4t 4t 3 < o b= - o
) 1) = - &) = =] s 2
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System Organ Class Preferred Term Non-Haematologic
L 16
Constipation 19 (26.7%) 16 0 2 7 9 0
. . 11
Abdominal pain 13 (18.3%) 9 2 3 4 7 2 0
8
Abd i
omen pain 12 (13.3%) 8 0 2 4 3 3 0
. 8
Diarrhoea 10 (13.3%) 7 1 3 4 4 1 0
. 7
Dyspepsia 7 (11.7%) 7 0 1 5 2 1 0
. 7
Vomiting 8 (11.7%) 6 1 3 3 4 1 0
Abdominal discomfort 9 6 (10%) 6 0 2 2 4 0 0
Abdominal pain upper 4 3 3 0 1 2 1 0 0
Flatulence 3 3 3 0 1 2 1 0 0
Anal fissure 2 2 1 1 3 0 2 0 0
Haemorrhoids 3 2 2 0 2 0 2 0 0
Toothache 3 2 2 0 2 0 2 0 0
Abdominal distension 1 1 1 0 1 0 1 0 0
Anal pruritus 1 1 1 0 1 0 1 0 0
Colitis 1 1 1 0 2 0 1 0 0
Dry mouth 1 1 1 0 1 1 0 0 0
Epigastric discomfort 1 1 1 0 1 1 0 0 0
Gastritis 1 1 1 0 1 1 0 0 0
Gastrointestinal disorder 1 1 1 0 1 1 0 0 0
Gastrointestinal pain 1 1 1 0 2 1 0 0 0
Gingival pain 1 1 1 0 1 0 1 0 0
Hiatus hernia 1 1 1 0 1 0 1 0 0
Mouth ulceration 1 1 1 0 1 1 0 1 0
Pancreatitis 1 1 1 0 1 1 0 1 0
Proctalgia 1 1 1 0 1 1 0 0 0
Rectal fissure 1 1 1 0 2 0 1 0 0
Rectal haemorrhage 1 1 1 0 1 0 1 1 0
1
Lipase increased 45 (28;%) 3 14 4 17 0 11 1
Alanine aminotransferase 13
increased 36 (21.7%) 12 ! 3 12 ! 7 !
Gamma- g
glutamyltr?nsferase 11 (13.3%) 7 1 3 8 0 1 0
increased
Blood glucose increased 8 6 (10%) 6 0 2 5 1 0 0
Investigations Aspartate
aminotransferase 6 5(8.3%) 5 0 1 5 0 1 0
increased
Blood chloride increased 7 5(8.3%) 5 0 1 3 2 0 0
Blood phosph
COGPROSPROIUS 1 »3 | 58305) | 2 3 3 5 0 2 0
decreased
Amylase increased 4 3 2 1 3 2 1 1 0
Blood bilirubin increased 20 3 2 1 3 3 0 2 0
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System Organ Class Preferred Term Non-Haematologic
Blood calcium decreased 4 3 3 0 1 3 0 0 0
Blood lactate 4 3 3 0 ! 3 0 0 0
dehydrogenase decreased
Blood potassmm 4 3 3 0 5 3 0 0 0
increased
Blood uric acid increased 6 3 3 0 1 0 3 0 0
Blooq alkaline 5 ) 5 0 | 5 0 0 0
phosphatase increased
Blood creatinine increased 4 2 2 0 2 0 2 0 0
Blood uric acid decreased 2 2 2 0 1 1 1 0 0
Lipase 6 2 1 1 3 2 0 1 0
Weight decreased 2 2 2 0 1 1 1 0 0
Amylase 1 1 1 0 1 1 0 0 0
Blood albumin increased 1 1 1 0 1 1 0 0 0
Blo?d lactate 3 | | 0 | 0 | 0 0
dehydrogenase increased
Blood magnesium 4 | | 0 | | 0 0 0
decreased
Blood mzhlgnesmm 5 | | 0 | | 0 0 0
increased
Blood sodium decreased 1 1 1 0 1 1 0 0 0
Blood urea increased 1 1 1 1 1 0
Body temperature
. 1 1 1 0 1 1 0 0 0
increased
Gastric pH decreased 1 1 1 0 1 1 0 0 0
Heart rate increased 1 1 1 1 0 1 0
Liver function test 3 | | 0 5 | 0 | 0
abnormal
Neutrophil count | | | 0 | | 0 0 0
decreased
Weight increased 1 1 1 0 1 0 1 0 0
Rash 48 28 28 0 2 20 7 3 0
(46.7%)
Pruritus 16 14 14 0 2 11 3 1 0
(23.3%)
Alopecia 15 13 13 0 1 12 1 0 0
P (21.7%)
7
Dry ski 8 0 1 5 2 0 0
ry sk avw |
. 7
Skin and subcutaneous Night sweats 7 (11.7%) 7 0 2 2 3 0 0
tissue disorders Acne | 6 4670 | 4 [ o | 1 [ 4 ] o] o] o0
Hyperhidrosis 3 3 3 0 2 1 2 1 0
Rash papular 2 2 2 0 1 2 0 0 0
Dermatitis 1 1 1 0 1 0 1 0 0
Erysipelas 2 1 1 0 2 0 1 0 0
Hair growth abnormal 1 1 1 0 1 1 0 0 0
Hyperkeratosis 1 1 1 0 1 1 0 0 0
Hypotrichosis 1 1 1 0 1 1 0 0 0

CTRIAL-IE (ICORG) 08-02

Nilotinib

Final Technical Report

Page 22 of 55

Fg- ep-2017



z
g b £
;J f‘ o w i é =
s s 2 - 3 = = g &
- - Al gl - 2 =] v 2
2 2 3 3 2 E = = EE
£ g k= k= < = L 2 S 5
= = - = o= ) = S = =
z z @) @) == & =) = ==
System Organ Class Preferred Term Non-Haematologic
Miliaria 1 1 1 0 1 1 0 0 0
Pain of skin 1 1 1 0 1 1 0 0 0
Penile blister 1 1 1 0 1 0 1 0 0
Photosensitivity reaction 1 1 1 0 1 1 0 0 0
Rash generalised 1 1 1 0 1 1 0 0 0
Rash maculo-papular 2 1 1 0 1 1 0 0 0
Rash pruritic 1 1 1 0 1 1 0 0 0
Skin sensitisation 1 1 1 0 1 1 0 0 0
Solar keratosis 1 1 1 0 1 0 1 0 0
Swelling face 1 1 1 0 1 1 0 0 0
19
Back pai 26 18 1 3 9 10 1 0
ack pain (31.7%)
Arthralgia 15 12 12 0 2 5 7 0 1
& (20%)
8
Bone pain 8 8 0 2 7 1 0 0
(13.3%)
8
Musculoskeletal pain 10 (13.3%) 8 0 2 4 4 1 0
8
Myalgi 10 8 0 2 6 2 0 0
yalga (13.3%)
7
Muscle spasms 8 (11.7%) 7 0 2 6 1 0 0
Joint stiffness 5 5(8.3%) 5 0 1 5 0 0 0
Pain in extremity 6 5(8.3%) 5 0 2 2 2 0 0
Musculoskeletal and —
L . Sciatica 4 3 3 0 2 0 3 0 0
connective tissue disorders
Joint swelling 2 2 2 0 1 0 2 0 0
Neck Pain 3 2 2 0 2 0 2 1 0
Spinal pain 2 2 2 0 1 0 2 0 0
Arthritis 1 1 1 0 1 0 1 0 0
Bursitis 2 1 1 0 1 0 1 0 0
Foot deformity 1 1 1 0 1 0 1 0 0
Groin pain 1 1 0 1 3 0 1 0 0
Musculoskeletal chest
. 1 1 1 0 1 0 1 0 0
pain
Musculoskeletal stiffness 1 1 1 0 1 1 0 0 0
Periarthritis 2 1 1 2 0 1 0
Spinal osteoarthritis 1 1 0 1 0
. 26
Fatigue 39 25 1 3 19 7 0 1
(43.3%)
Pain 14 1 9 1 3 6 5 0 0
(18.3%)
7
Pyrexia 7 6 1 3 0 6 1 0
General disorders and (11.7%)
administration site Chest discomfort 7 6 (10%) 6 0 2 1 5 0 1
conditions Influenza like illness 6 | 4(67%) | 4 0 2 1 3 0 0
Asthenia 3 3 3 0 2 2 1 1 0
Chest Pain 2 2 2 0 2 1 1 0 0
Oedema peripheral 2 2 2 0 1 2 0 0 0
Swelling 2 2 1 1 3 0 2 0 1

CTRIAL-IE (ICORG) 08-02

Nilotinib

Final Technical Report

Page 23 of 55

Fg- ep-2017



z
g b £
2 & a w = = =
4t 4t 3 < o b= - o
) 1) = - &) = =] s 2
o o et 2 S s 2
2 2 3 3 2 E = = EE
£ g k= k= < = L 2 S 5
= = - = o= ) = S = =
z z @) @) == & =) = = o=
System Organ Class Preferred Term Non-Haematologic
Chills 2 1 1 0 1 0 1 0 0
Feeling cold 1 1 1 0 1 1 0 0 0
Flushing 1 1 1 0 1 0 1 0 0
Hot flush 1 1 1 0 1 1 0 0 0
Injection site pain 1 1 1 0 1 0 1 0 0
Non-cardiac chest pain 1 1 1 0 1 0 1 0 0
Oedema 1 1 1 0 1 1 0 0 0
Polyp 1 1 1 0 1 0 1 0 0
Upper respiratory tract 11
13 11 0 2 1 10 0 0
infection (18.3%)
Ear infection 3 3 3 0 3 0
Influenza 3 3 3 0 0 3 0 0
Lower resplratlory tr‘act 3 3 5 1 3 0 3 0 0
infection
Pneumonia 3 3 1 2 3 0 3 0 0
Nasopharyngitis 2 2 2 0 1 0 2 0 0
Respiratory tract infection 2 2 2 0 2 0 2 0 0
Sinusitis 2 2 2 0 1 0 2 0 0
Urinary tract infection 4 2 1 1 3 0 2 0 0
Atypical Pneumonia 1 1 1 0 2 0 1 0 0
. . . Candida infection 1 1 1 0 1 1 0 0 0
Infections and infestations
Chronic sinusitis 1 1 1 0 1 0 1 0 0
Eye infection 1 1 1 0 1 0 1 0 0
Folliculitis 1 1 1 0 1 0 1 0 0
Gastroenteritis 1 1 0 1 3 0 1 1 0
Gastromtestl‘nal v1‘ra1 | | | 0 | 0 | 0 |
infection
Herpes zoster 1 1 1 0 2 1 0 0 0
Labyrinthitis 1 1 1 0 2 0 1 0 0
Oral herpes 1 1 1 0 1 0 1 0 0
Tooth Infection 1 1 1 0 1 1 0 0 0
Viral Infection 1 1 1 0 1 0 1 0 0
Viral upper re‘splratc‘)ry | | | 0 | 0 | 0 0
tract infection
Headache 26 19 19 0 2 13 5 1 1
(31.7%)
Dizziness 7 5(8.3%) 5 0 2 2 3 0 0
Muscular weakness 2 2 2 0 2 1 1 0 0
Paraesthesia 2 2 2 0 2 0 2 0 0
Burning sensation 1 1 1 0 1 0 1 0 0
Nervous system disorders Deomentia 1 1 0 1 2 0 1 0 0
Dysgeusia 1 1 1 0 1 1 0 0 0
Hypoaesthesia 1 1 1 0 2 0 1 0 0
Incontinence 1 1 1 0 1 0 1 0 0
Lethargy 1 1 1 0 1 0 1 0 0
Neuropathy peripheral 2 1 1 0 2 0 0 0 0
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System Organ Class

Preferred Term

Number of Events

Number of Patients

Grades 1 & 2

Grades 3,4,5

Highest Grade

Related

Non-Haematologic

Dose Modification

Unrelated
Treatment
Interrunted

Peripheral motor
neuropathy

—

0

1

(=}
(=}
(=}

Presyncope

Restless legs syndrome

Seizure

Sensory disturbance

Transient ischaemic attack

1

Tremor

[P N [N S N

1

— ol =] =] ~] —~

(=N Rl Rl Nl K=

—|lw| =l —~]|~

S|lo|lo|o|o|o

— = ===
(=l Nl el N k=l E=]
(=} Nl Holl Neo R E=2 E=]

Respiratory, thoracic and
mediastinal disorders

Cough

10
(16.7%)

(=}

—

o
(=}
(=}

Dyspnoea

4(6.7%)

Dysphonia

2

Nasal congestion

2

Oropharyngeal pain

NN N

2

NN N

S|lo|lo| o

| ===

o|lo| =] —

NN =] W
S|lo|lo| o
S|lo|lo| o

Chronic Obstructive
Pulmonary Disease

Epistaxis

Lower respiratory tract
infection

Pulmonary fibrosis

Throat irritation

1

Wheezing

1

Psychiatric disorders

Anxiety

6 (10%)

Depressed mood

4(6.7%)

Depression

Insomnia

Nightmare

NN W

Agitation

Mood altered

Restlessness

Stress

Suicide Attempt

Tearfulness

Metabolism and nutrition
disorders

Hypocalcaemia

Hypomagnesemia

Decreased appetite

Rl w|l~|~|~[~]|~=|~|o|la|a|lsr|9]|o]|~]|~
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Diabetes mellitus

—
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—

Gout

Hypercalcaemia

Hypercholesterolaemia

Hyperglycaemia

Hypermagnesemia

Hypernatraemia

Hypophosphatemia

Hypothyroidism
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System Organ Class

Preferred Term

Number of Events

Number of Patients

Grades 1 & 2

Grades 3,4,5

Highest Grade

Related

Non-Haematologic

Dose Modification

Unrelated
Treatment
Interrunted

Increased insulin
requirement

—

0

1

(=}
(=}
(=}

Obesity

Eye disorders

Dry eye

Conjunctivitis

Diplopia

Eye swelling

Eyelid skin dryness

—_f = =] =] w| =
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Foreign body sensation in
eyes

—

—

(=}

—

—

(=}
(=}
(=}

Ocular hyperaemia

Periorbital oedema

Photophobia

Uveitis

Vision blurred

Visual acuity reduced

Visual impairment

Cardiac disorders

Atrial Fibrillation

Myocardial infarction

Palpitations
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Atrioventricular block
first degree

—

—
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—
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—_
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Bradycardia

Diastolic dysfunction

Tachyarrhythmia

Tachycardia

Renal and urinary
disorders

Pollakiuria

5(8.3%)

Nocturia

3

Dysuria

1

Pyuria

1

Urinary incontinence
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Hepatobiliary disorders
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System Organ Class Preferred Term Non-Haematologic
Libido decreased 1 1 1 0 1 1 0 0 0
Menometrorrhagia 1 1 1 0 1 1 0 0 0
Testicular pain 1 1 1 0 2 0 1 0 0
Vaginal haemorrhage 4 1 0 1 3 0 1 0 0
Hypertension 6 4 (6.7%) 4 0 1 2 2 0 0
. Epistaxis 2 2 2 0 1 1 1 0 0
Vascular disorders -
Circulatory collapse 1 1 1 0 1 1 0 0 0
Hot flush 2 1 1 0 2 1 0 0 0
Tinnitus 3 3 3 0 1 2 1 0 0
Ear and labyrinth disorders Deatness 1 1 0 1 3 0 1 0 0
Ear pain 2 1 1 0 2 0 1 0 0
Anal dilation procedure 1 1 1 0 1 0 1 0 0
Surgical and medical Anal fissure excision 1 1 1 0 1 0 1 0 0
procedures Cardioversion 1 1 1 0 2 0 1 0 0
Tenoplasty 1 1 1 0 2 0 1 0 0
Hyperthyroidism 1 1 1 0 2 0 1 0 0
Endocrine disorders Hypothyroidism 1 1 1 0 1 0 1 0 0
Thyroiditis subacute 1 1 1 0 1 0 1 1 0
. Hypersensitivity 2 2 2 0 1 0 2 0 0
Immune system disorders - — -
Conjunctivitis allergic 1 1 1 0 2 0 1 0 0
Neoplasms benign, Basal cell carcinoma 1 1 0 0 0 1 0 0
malignant and unspecified Rectal adenocarcinoma 1 1 0 1 3 0 1 0 1
(incl eysts and polyps) Seborrhoeic keratosis 1 1 1 0 1 0 1 0 0
Endocrine disorders,
Metabolism and nutrition Hyperglycaemia 1 1 1 0 2 1 0 0 0
disorders
Helicobacter infection Helicobacter infection 1 1 1 0 1 0 1 0 0

A list of all haematologic adverse events regardless of relationship to study drug are shown in
Table AE_4 (%s have been added for those AEs experienced by more than 5% of the patients):

Table AE_4:

Safety set.
Zz
@» =
2 & N w § é =
4t — 3 < o b= - o
) 1) = - &) = =l = 2
hy hy b 2 =) < 2
2 2 s ¢ & T = = EE
E E T O 8§ = & g £
= = = = 20 = = 2 2 2
z 4 <] <] = & =] = ==
System Organ Class Preferred Term Haematologic
8
Thrombocyt i 23 5 3 4 8 0 5
Blood and lymphatic rombocyfopenia (13.3%)
system disorders A . 15 7 7 0 2 5 2 ! 0
naemia
(11.7%)
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System Organ Class Preferred Term Haematologic
Neutropenia 15 3 1 2 4 3 0 3 0
Iron Deficiency Anaemia 1 1 1 0 1 0 1 0 0
Leucopenia 6 1 0 1 3 1 0 1 0
Lymphocytopenia 1 1 1 0 1 1 0 0 0
Haemoglobin decreased 3 2 0 2 3 1 1 0 0
Platelet count decreased 2 2 2 0 1 2 0 0 0
Investigations Lymphocyte count 1 1 1 0 2 0 1 0 0
decreased
White blood cell count | | | 0 | | 0 0 0
decreased

A list of non-haematologic adverse events leading to interruption or

treatment are presented in Table AE_5:

Table AE_5:

discontinuation of

Safety set.
z
2 =
5 =
2 & N n §
s s 2 <. 5 =
= = 2 I O s
E 5 5z 3 % % 3
£ £ k= k= s = 2
El = = = = ] =
z z @) @) == & =)
System Organ Class Preferred Term Non-Haematologic
Alanine aminotransferase
L . 2 2 2 0 2 0
Investigations increased
Lipase increased 2 2 1 1 3 2 0
Chest discomfort 1 1 1 0 2 0 1
1 disord: d administration sit
General disorders and administra 10P.51 e Fatigue ] ] 0 ] 3 ] 0
conditions
Swelling 1 1 0 1 3 0 1
. Conjunctivitis 1 1 1 0 1 1 0
Eye disorders
Dry eye 1 1 1 0 2 1 0
Cardiac disorders Atrial Fibrillation 1 1 1 0 2 1 0
Gastrointestinal disorders Nausea 1 1 1 0 1 0 1
Hepatobiliary disorders Hyperbilirubinaemia 1 1 1 0 2 1 0
Gastrointestinal viral
Infections and infestations astrotnes %na V1.ra 1 1 1 0 1 0 1
infection
Musculoskeletal and connectiv‘e tissue Arthralgia | | | 0 5 0 |
disorders
Neopl beni li t and
0P zlisms -enlgn, fnatignan an Rectal adenocarcinoma 1 1 0 1 3 0 1
unspecified (incl cysts and polyps)
Nervous system disorders Headache 1 1 1 0 2 1 0
Skin and subcutaneous tissue disorders Rash maculo-papular 1 1 1 0 1 1 0
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A list of haematologic adverse events leading to interruption or discontinuation of treatment
are presented in Table AE_6:

Table AE_6:
Safety set.

Number of Events
Number of Patients

Grades 1 & 2
Grades 34,5
Highest Grade
Related
Unrelated

System Organ Class Preferred Term Haematologic
0 2
1 0 2

)
)
W

) ) Thrombocytopenia
Blood and lymphatic system disorders

a~
—
o

Neutropenia

Serious Adverse Events

A total of 19 subjects experienced at least one serious adverse events. Tables SAE_1, SAE_2,
SAE_3 and SAE_4 below summarise all serious adverse events by descending order of number
of patients affected.

Non-haematologic serious adverse events by preferred term are shown in Table SAE_1.

Table SAE_1:

Safety set.
Preferred Term (Non-hematological) Total Subjs %
Abdominal pain 5% (3/60)
Pyrexia 5% (3/60)

Lipase increased 3.3% (2/60)
3.3% (2/60)
3.3% (2/60)
1.7% (1/60)
1.7% (1/60)
1.7% (1/60)
1.7% (1/60)
1.7% (1/60)
1.7% (1/60)
1.7% (1/60)
1.7% (1/60)

Myocardial infarction

Pneumonia

Agitation

Amylase increased

Anal dilation procedure

Anal fissure

Anal fissure excision

Atrial Fibrillation

Atypical Pneumonia

Chest discomfort

Chest Pain 1.7% (1/60)
Dementia 1.7% (1/60)

Fall 1.7% (1/60)
Gastroenteritis 1.7% (1/60)
Groin pain 1.7% (1/60)
Labyrinthitis 1.7% (1/60)

Lower respiratory tract infection 1.7% (1/60)
1.7% (1/60)
1.7% (1/60)

1.7% (1/60)

Pancreatitis

Rectal adenocarcinoma

— === =] =] =] =] =]~ === =] ==~ =]o]o|0]w]|w

Seizure
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Preferred Term (Non-hematological)

Total Subjs

%

Suicide Attempt 1.7% (1/60)
Swelling 1.7% (1/60)
Tachyarrhythmia 1.7% (1/60)
Tenoplasty 1.7% (1/60)

Transient ischaemic attack

1.7% (1/60)

Urinary tract infection

1.7% (1/60)

Vaginal haemorrhage

—_ = =] =] = =] =

1.7% (1/60)

Haematologic serious adverse events by preferred term are shown in Table SAE_2.

Table SAE_2:
Safety set.

Preferred Term (Hematological)

Total Subjs

%

Haemoglobin decreased

1

1.7% (1/60)

Thrombocytopenia

1

1.7% (1/60)

A list of all non-haematologic serious adverse events regardless of relationship to study drug

are shown in Table SAE_3:

Table SAE_3:
Safety set.
z
R £
At @ E
2 & a w = = =
4t 4t 3 < o b= - o
) ) = - &) = =] s 2
hy hy b 2 =) < 2
2 2 3 3 2 E = = EE
£ £ k= = 5 0= 2 2 S 5
= = - > o= ) = S - ‘E
z z @) @) == & =) =] ==
System Organ Class Preferred Term Non-Haematologic
Pneumonia 2 2 0 2 3 0 2 0 0
Atypical Pneumonia 1 1 1 0 2 0 1 0 0
Gastroenteritis 1 1 0 1 3 0 1 1 0
Infections and infestations Labyrinthitis 1 1 1 0 2 0 1 0 0
Lower respiratory
. . 1 1 0 1 3 0 1 0 0
tract infection
Urinary tract infection 1 1 0 1 3 0 1 0 0
Pyrexia 3 3 2 1 3 0 3 0 0
General disorders and Chest discomfort 1 1 1 0 2 0 1 0 1
administration site conditions Chest Pain 1 1 1 0 1 1 0 0 0
Swelling 1 1 0 1 3 0 1 0 1
Abdominal pain 3 3 1 2 3 1 2 1 0
Gastrointestinal disorders Anal fissure 1 1 0 1 3 0 1 0 0
Pancreatitis 1 1 1 0 1 1 0 1 0
Myocardial infarction 2 2 1 0 1 1 1 0 0
Cardiac disorders Atrial Fibrillation 1 1 1 0 2 0 1 0 0
Tachyarrhythmia 1 1 1 0 2 0 1 0 0
o Lipase increased 2 2 0 2 4 2 0 2 0
Investigations -
Amylase increased 1 1 0 1 3 1 0 1 0
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System Organ Class Preferred Term Non-Haematologic
Dementia 1 1 0 1 4 0
Sei 1 1 1 0 2 0 1 1 0
Nervous system disorders eraure
Transient i -
ransient ischaemic ! ! 0 ! 3 0 ! 0 0
attack
Anal dilati
nar Gration - 1 1 0 1 0 1 0o | o
procedure
ical and medical di
Surgical and medical procedures Anal fissure excision 1 1 1 0 1 0 1 0 0
Tenoplasty 1 1 1 0 2 0 1 0 0
o Agitation 1 1 0 1 3 0 1 0 0
Psychiatric disorders —
Suicide Attempt 1 1 0 1 4 0 1 0 0
Injury, poisoning and pro.ced.ural Fall | | | 0 5 0 | 0 0
complications
Musculoskeletal e}nd cognective Groin pain | | 0 | 3 0 | 0 0
tissue disorders
Neopliasms [?enign, malignant and Bectal | | 0 | 3 0 | 0 |
unspecified (incl cysts and polyps) adenocarcinoma
Reproducti t d breast
eproductive system an. reas Vaginal haemorrhage 1 1 0 1 3 0 1 0 0
disorders

A list of all haematologic serious adverse events regardless of relationship to study drug are

shown in Table SAE_4:

Table SAE_4:

Safety set.
Zz
@» =
2 & a w § é =
4t 4t 3 < o b= - o
) ) = - &) = ° s 2
hy hy b 2 =) o a2
2 2 3 3 2 E = = EE
E E ¥ % 4§ = 2 g 55
= = = = 20 = = 2 g e
z z @) <] = ~ =] =] = o=
System Organ Class Preferred Term Haematologic
Blood and lymphati t .
eodandymp alc‘ Systetil Thrombocytopenia 1 1 0 1 4 0 1 0
disorders
Lo H lobi
Investigations aciiog ol 1 1 0 1 3 0 1 0 0
decreased
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Vital Signs

Weight, Height, Heart Rate, Blood Pressure and Temperature by Cycle.

Table VIT_1:
Safety set.
Vital Signs
Test Visit Total Subjs MIS  Mean SD Median  Min Max
Baseline 60 1 81.14 | 17.88 79.60 48.0 | 1345
Cycle 1 60 4 80.90 | 18.03 79.70 48.0 | 133.5
Cycle 2 60 5 80.97 | 17.97 80.30 47.0 | 132.8
Cycle 3 60 8 82.12 | 18.38 79.70 47.0 | 1375
Cycle 6 60 11 82.65 | 18.99 79.50 49.0 | 142.0
Weight (kg) Cycle 9 60 9 84.25 | 19.13 82.20 51.0 | 142.0
Cycle 12 60 10 84.06 | 18.85 82.20 50.0 | 144.6
Cycle 15 60 13 83.00 | 18.56 81.00 475 | 144.0
Cycle 18 60 11 82.81 | 18.04 83.00 48.5 | 143.1
Cycle 21 60 14 83.70 | 18.38 83.40 50.5 | 143.0
Cycle 24 60 8 82.36 | 18.04 81.30 50.5 | 138.0
Height (cm) Baseline 60 13 167.55 | 9.40 168.00 | 151.1 | 186.0
Baseline 60 1 80.6 13.8 80.0 52 111
Cycle 1 60 2 76.0 13.6 75.0 48 106
Cycle 2 60 4 74.4 12.3 72.5 46 102
Cycle 3 60 6 73.4 11.9 73.0 46 102
Cycle 6 60 6 73.9 11.2 74.0 46 97
Heart Rate (beats per minute) Cycle 9 60 6 75.4 11.0 75.0 51 101
Cycle 12 60 9 73.6 12.5 74.0 52 106
Cycle 15 60 13 73.7 13.0 72.0 42 112
Cycle 18 60 9 73.8 13.6 72.0 48 113
Cycle 21 60 9 74.3 13.1 72.0 53 110
Cycle 24 60 4 73.0 11.9 72.5 44 101
Baseline 60 1 128.8 15.6 125.0 94 164
Cycle 1 60 1 127.1 17.3 124.0 90 168
Cycle 2 60 3 126.7 15.1 124.0 97 165
Cycle 3 60 6 130.6 17.7 131.5 95 199
Cycle 6 60 6 130.9 16.1 129.0 100 167
Systolic BP (mmHg) Cycle 9 60 7 132.9 15.7 130.0 100 170
Cycle 12 60 9 132.4 153 133.0 106 160
Cycle 15 60 12 132.8 16.4 134.0 103 161
Cycle 18 60 9 131.5 15.4 133.0 93 157
Cycle 21 60 9 1353 16.1 133.0 103 173
Cycle 24 60 4 130.5 15.5 130.0 100 163
Baseline 60 1 73.6 9.8 74.0 51 96
Cycle 1 60 1 70.3 11.3 72.0 40 93
Cycle 2 60 3 71.8 9.3 72.0 47 91
Cycle 3 60 6 73.3 10.3 73.0 47 100
Cycle 6 60 6 74.0 10.8 75.5 46 100
Diastolic BP (mmHg) Cycle 9 60 7 75.0 9.4 74.0 59 96
Cycle 12 60 9 74.6 10.2 76.0 53 100
Cycle 15 60 12 76.5 10.7 75.5 57 100
Cycle 18 60 9 75.7 8.5 76.0 54 92
Cycle 21 60 9 75.4 9.2 75.0 48 98
Cycle 24 60 4 74.1 9.7 75.5 53 95
Baseline 60 4 36.56 0.37 36.60 355 37.6
Cycle 1 60 2 36.41 0.36 36.50 353 37.2
Temperature (°C) Cycle 2 60 5 36.44 0.35 36.50 35.6 37.2
Cycle 3 60 6 36.48 0.44 36.50 352 37.8
Cycle 6 60 7 36.36 0.38 36.40 353 37.0
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Vital Signs

Test Visit Total Subjs MIS Mean SD Median  Min Max
Cycle 9 60 9 36.40 0.45 36.40 353 37.4
Cycle 12 60 10 36.44 0.44 36.50 353 37.6
Cycle 15 60 12 36.45 0.38 36.50 353 37.6
Cycle 18 60 11 36.44 0.29 36.40 355 37.1
Cycle 21 60 15 36.52 0.27 36.50 35.8 37.1
Cycle 24 60 8 36.38 0.50 36.50 335 36.9

Haematology and Biochemistry

Lab Results - Summaries by Cycle - Haematology

Table HEM_1:
Safety set.
Haematology
Outside normal Clinically
range Significant
. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
66.7% 33%
Baseli 60 0 | 1201 | 1.89 | 11.95 21163 ] 0 0
aseine 7 (40/60) (2/60)
Cycle 1 65% 33%
60 0 | 1208 | 1.86 | 12.00 71174 ] o 0
D1 T (39/60) (2/60)
Cycle 1 74.6% 1.7%
60 1| 1168 | 156 | 11.70 8| 152 ] 1 1
D8 7 7 (44/59) (1/59)
Cycle 1 80% 0%
60 0 | 1161 | 154 | 1145 | 90 | 161 | 0 0
D15 (48/60) (0/60)
Cycle 1 75.9% 0%
60 1| 1190 | 140 | 1210 | 87 | 160 | 2 2
D28 7 (44/58) (0/58)
43.9% 0%
€2 | 60 2 | 1290 | 143 | 1280 | 92 | 163 | 3 4
Cycle (25/57) (0/56)
21.1% 0%
le3 | 60 3| 1356 | 149 | 1370 | 9.4 | 17. 3 3
Cycle 7 77 (12/57) (0/57)
19.3% 0%
Cycle4 | 60 3 | 1356 | 149 | 1360 | 99 | 167 | 3 4
Haemoglobin Y (11/57) (0/56)
(g/dl) 18.5% 0%
le5 | 60 6 | 13.60 | 150 | 1395 | 103 | 166 | 6
Cycle (10/54) T (os3)
26.8% 0%
le6 | 60 4 | 1341 | 141 | 1360 | 103 | 171 | 4 5
Cycle 7 (15/56) (0/55)
15.1% 1.9%
€9 | 60 4 | 1381 | 15 13.9 9.1 | 173
Cycle 7 7 7 7 (8/53) 71 (s3)
17.3% 0%
le12 | 60 6 | 1356 | 1.68 | 13.5 83 | 16. 8 8
Cycle 7 7 (9/52) (0/52)
20% 0%
le15 | 60 10 | 1385 | 155 | 13.65 | 108 | 180 | 15 17
Cyele (9/45) (0/43)
14.3% 0%
le18 | 60 9 | 1394 | 142 | 1380 | 112 | 183 | 18 20
Cycle (6/42) (0/40)
14.3% 0%
le21 | 60 9 | 1396 | 142 | 1400 | 107 | 171 | 18 19
Cyele Ty (6/42) (0/41)
16.3% 0%
le24 | 60 3 | 1385 | 163 | 1380 | 98 | 176 | 11 15
Cycle 7 (8/49) (0/45)
68.3° 09
Haematocrit (L/L) Baseline 60 0 0.536 | 1.297 0.378 0.20 | 10.40 0 (41/6;)’ 0 (0/20)
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Haematology

Outside normal Clinically
range Significant
. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
Cycle 1 68.3% 0%
60 0 | 0372 0052| 0379 | 024 | 052 | o 0
D1 7 7 (41/60) (0/60)
Cycle 1 77.6% 0%
60 2 | 0362 | 0.046 | 0361 | 023 | 046 | 2 2
D8 (45/58) (0/58)
Cycle 1 80% 0%
60 0 | 0360 | 0.045 | 0359 | 028 | 049 | 0 0
D15 (48/60) (0/60)
Cycle 1 79.3% 0%
60 1 | 0366 | 0.041 | 0370 | 027 | 050 | 2 2
D28 7 7 (46/58) (0/58)
39.3% 0%
€2 | 60 2 | 0395 | 0.041 | 0400 | 028 | 050 | 4 4
Cycle (22/56) (0/56)
24.6% 0%
le3 | 60 3 | 0412 | 0041 | 0410 | 030 | 054 | 3 3
Cycle (14/57) (0/57)
22.8% 0%
led4 | 60 3 | 0409 | 0.041 | 0410 | 029 | 049 | 3 4
Cycle (13/57) (0/56)
27.8% 0%
le5 | 60 6 | 0409 | 0.042 | 0415 |029| 050 | 6
Cycle (15/54) T (os3)
28.6% 0%
le6 | 60 4 | 0404 | 0036 | 0402 | 034 | 050 | 4 6
Cycle (16/56) (0/54)
18.5% 0%
€9 | 60 4 | 0412 | 0044 | 0411 |026| 052 | 6
Cycle (10/54) T (os3)
28.8% 0%
le12 | 60 6 | 0405 | 0.046 | 0401 | 026 | 052 | 8 8
Cycle (15/52) (0/52)
28.9 09
Cycle 15 | 60 10 | 0414 | 0.045 | 0406 | 033 | 053 | 15 R %
(13/45) (0/43)
20.9% 0%
le18 | 60 9 | 1157 | 5228 | 0413 | 036 | 3776 | 1 20
Cycle 7 77 7 (9/43) (0/40)
18.2% 0%
le21 | 60 9 | 0416 | 0037 | 0413 | 033 | 051 | 16 19
Cycle 7 (8/44) (0/41)
20.4% 0%
€24 | 60 3| 0413 | 0046 | 0410 | 029 | 050 | 11 15
Cycle (10/49) (0/45)
93.3% 5%
Baseli 60 0 | 6612 | 69.16 | 4638 | 67 |4250 | 0 0
aseime 7 (56/60) (3/60)
Cycle 1 88.3% 33%
60 0 | 5675 | 59.10 | 4415 | 44 [2978 | 0 0
D1 7 7 (53/60) (2/60)
Cycle 1 79.7% 1.7%
60 1| 3830 | 44.14 | 2500 | 3.1 [2148 | 1 1
D8 (47/59) (1/59)
0, 0,
Cyelel 1 ¢ 0 | 1724 | 2035 | 1018 | 23 | 1010 | o© 50% o | 7%
D15 (30/60) (1/60)
Cycle 1 25.9% 1.7%
60 1 06 | 52 550 | 28 | 345 | 2 2
D28 7 7 (15/58) (1/58)
White Blood Cell 21.4% 0%
€2 | 60 2 | 602 | 205 572 |29 | 115 4 4
Count (x10°) | <¥ele 7 (12/56) (0/56)
10.5% 0%
le3 | 60 3 | 686 | 210 | 640 | 39 | 123 | 3 3
Cycle (6/57) (0/57)
10.7% 0%
led4 | 60 3 29 | 21 10 | 31 | 130 | 4 4
Cycle 7 T (6/56) (0/56)
7.5% 0%
le5 | 60 6 44 | 201 10 | 43 | 146
Cycle 7 7 7 (4/53) 71 ors3)
16.4% 0%
le6 | 60 4 56 | 2.14 10 | 3. 141 | s 5
Cycle 7 7 7 (9/55) (0/55)
22.2% 1.9%
€9 | 60 4 57 | 238 20 | 22 | 136 6
Cycle 757 7 (12/54) T as3)
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Haematology

Outside normal Clinically
range Significant
. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
13.5% 0%
Cycle 12 | 60 6 | 761 | 222 730 | 39 | 137 8 i) L
15.6% 0%
le15 | 60 10 44 | 212 | 68 | 39 | 134 15 17
Cycle 7 (7/45) (0/43)
16.3% 0%
le18 | 60 9 58 | 225 | 691 | 39 | 131 | 1 20
Cycle 7 7 (7/43) (0/40)
20.9% 0%
le21 | 60 9 64 | 225 40 | 31 | 129 | 1 19
Cycle 7 7 7 (9/43) (0/41)
16.3% 0%
€24 | 60 3 75 | 301 30 | 33 | 194 | 11 15
Cyele 77 7 (8/49) (0/45)
46.7% 3.3%
Baseli 60 0 | 4754 | 3608 | 3695 | 105 | 1715 | 0 0
aseime 7 7 (28/60) (2/60)
Cycle 1 45% 0%
60 0 | 4674 | 3215 | 3760 | 121 | 1719 | 0 0
D1 7 7 7 (27/60) (0/60)
Cycle 1 39% 0%
60 1 | 4364 | 3166 | 3500 | 125 | 1891 | 1 1
D8 (23/59) (0/59)
Cycle 1 26.7% 0%
60 0 | 3208|2059 | 273.0 | 95 | 1352 | 0 0
D15 7 (16/60) (0/60)
Cycle 1 24.1% 3.4%
60 1| 2141 | 892 | 2070 | 41 | 510 | 2 2
D28 7 (14/58) (2/58)
17.9% 1.8%
€2 | 60 2 | 2249 | 836 | 2205 | 64 | 424 | 4 4
Cycle (10/56) (1/56)
8.8° 09
Cycle3 | 60 3 | 2224 | 704 | 2150 | 90 | 415 | 3 o 3 %
(5/57) (0/57)
8.9% 1.8%
led4 | 60 3 | 2190 | 69.1 | 2180 | 39 | 388 | 4 4
, Cycle (5/56) (1/56)
Platelets (x10°/L) 9.4% o
i 0 . 0
le5 | 60 6 | 2205 | 701 | 2210 | 33 | 431 | 7
Cycle 7 (5/53) T as3)
9.1% 0%
le6 | 60 4 | 229. 09 | 2245 | 107 | 451 | 5 5
Cycle T 7 (5/55) (0/55)
14.8% 1.9%
€9 | 60 4 | 2275 | 823 | 2210 4| 2| 6
Cycle 7 7 (8/54) T as3)
7.5% 0%
le12 | 60 6 | 2302 8| 2090 | 112 | 503 8
Cycle 77 7 (4/53) (0/52)
6.8% 0%
le15 | 60 10 | 225. 58 | 2115 | 91 | 509 | 16 17
Cycle T (3/44) (0/43)
11.99 09
Cycle 18 | 60 9 | 2088 | 8.1 | 2130 | 110 | 516 | 18 % g o
(5/42) (0/40)
14% 2.4%
le21 | 60 9 | 2263 | 827 | 2040 | 109 | 519 | 1 18
Cycle 7 7 (6/43) (1/42)
10.4% 22%
€24 | 60 3| 2248 7| 2100 | 33 | 446 | 12 15
Cycle 777 (5/48) (1/45)
84.2% 1.8%
Baseli 60 4 | 3851 | 3081 | 3175 | 41 | 1401 | 3 3
aseine 7 (48/57) (1/57)
Cycle 1 85.7% 3.6%
60 4 | 3298 | 2940 | 2850 | 33 | 1443 | 4 4
D1 (48/56) (2/56)
Absolute
le 1 5.9° 1.99
Neutrophil Count Cygge 60 6 | 2486 | 2524 | 1747 | 28 | 1095 | 6 (Z Us j; 6| /54/10)
(x10°/L)
Cycle 1 49.1% 1.8%
60 3| 1346 | 15.86 39 | 13| 752 | 3 3
D15 7 7 (28/57) (1/57)
Cycle 1 14% 1.8%
60 2 | 4 364 | 373 | 13 | 219 | 3 3
D28 7 7 (8/57) (1/57)
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Haematology

Outside normal Clinically
range Significant
. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
11.1% 0%
€2 | 60 3 | 381 | 158] 360 | 1.0 | 80| 6 6
Cycle (6/54) (0/54)
7% 0%
le3 | 60 3 | 437 | 174 | 400 | 12| 92| 3 3
Cycle 7 7 (4/57) (0/57)
9.1% 0%
led4 | 60 4 | 470 | 180 | 458 | 16| 86| 5 5
Cycle 7 (5/55) (0/55)
5.7% 0%
le5 | 60 6 | 478 | 172 450 | 1.7 | 102
Cycle 7 7 7 7 (3/53) 7 (0/53)
10.9% 0%
le6 | 60 4 | 489 | 181 | 440 | 1. 9. 5 5
Cycle 7 7 (6/55) (0/55)
13.2% 1.9%
€9 | 60 4 | 48 | 193 | 462 | 03 | 94
Cycle 7 (7/53) T as3)
11.5% 0%
le12 | 60 6 | 491 | 179 | 450 | L 9. 8 8
Cycle 7 7 7 (6/52) (0/52)
9.3% 0%
le15 | 60 11| 481 | 172 | 460 | 21 | 93 | 1 18
Cycle 7 7 (4/43) (0/42)
11.9% 0%
le18 | 60 9 | 473 | 18 450 | 00 | 86 | 18 20
Cycle 7 7 (5/42) (0/40)
9.8% 0%
le21 | 60 10 | 503 | 174 | 500 | 21 | 90 | 19 20
Cycle 7 (4/41) (0/40)
12.8% 0%
€24 | 60 4 | 498 | 259 | 428 | 13 | 166 | 13 15
Cycle (6/47) (0/45)
0, 0,
Baseline | 60 | 34 | 408 | 516 | 261 | 00 | 200 | 34 2% g, 0%
(6/26) (0/26)
Cycle 1 33.3% 0%
60 | 36 | 680 | 1448 | 244 | 00 | 672 | 36 36
D1 7 (8/24) (0/24)
Cycle 1 18.2% 0%
60 | 39 | 475 | 853 | 106 | 00 | 328 | 38 38
D8 7 (4/22) (0/22)
Cycle 1 21.4% 0%
60 | 46 | 327 | 649 | 036 | 00 | 222 | 46 46
D15 7 (3/14) (0/14)
Cycle 1 9.1% 0%
60 | 49 | 01 030 | 000 | 00 | 1.0 | 49 49
D28 7 (1/11) (0/11)
0% 0%
€2 | 60 50 | 004 | 005 | 002 |00 | 01 | 48 48
Cycle (0/12) (0/12)
0% 0%
le3 | 60 51 | 033 | 06 011 | 00 | 21 | 50 50
Cycle 7 (0/10) (0/10)
00 00
Bands (x10L) | Cycle4 | 60 50 | 012 | 014 | 009 | 00 | 05 | 49 P 49 o
(0/11) (0/11)
0% 0%
le5 | 60 51 | 016 | 028 | 009 | 00 | 09 | 51 51
Cycle (0/9) (0/9)
10% 0%
le6 | 60 52 ] 020 | 022 ] o011 |00 | 07 | 50 50
Cycle 7 (1/10) (0/10)
0% 0%
€9 | 60 54 | 005 | 008 | 000 | 00 | 02 | 54 54
Cycle (0/6) (0/6)
0% 0%
le12 | 60 | 49 | 013 | 016 | 008 | 00 | 04 | 49 49
Cyele (0/11) (0/11)
16.7% 0%
le15 | 60 52 | 026 | 033 ] 016 | 00 | 11 | 54 54
Cycle (1/6) (0/6)
25% 0%
le18 | 60 53 | 038 | 044 | 012 | 00 | 10 | 56 56
Cycle (1/4) (0/4)
0% 0%
le21 | 60 52 | 004 | 005 | 002 | 00| 01 | 55 55
Cycle (0/5) (0/5)
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Haematology

Outside normal Clinically
range Significant
Test Visit ;‘l’;’;‘: MIS Mean SD  Median Min Max MIS % MIS %
Cycle24 | 60 51 | 009 | 014 | 004 | 00 | 04 | 53 (0(;07/‘)’ 53 (3;/;)
Baseline | 60 4 | 430 | 305 | 350 | 00 | 159 | 4 (Z/;:)’ 4 (11.;35“?)
Cylglle 6o 4 | 395 | 308 | 345 | 07 | 173 | 4 (gffs‘;/; 4 (00/‘?6)
Cyglge 6o 5 | 294 | 229 | 240 | 06 | 121 | 5 é;g;’ 5 (00/‘?5)
Cly)cllz 6o 4 | 193 | 130 | 160 | 05 | 91 | 4 (3421)2;/; 4 (00/(?6)
Cly;zl; 6o 2 | 131 | 055 | 125 | 04 | 35 | 2 (;}:Z; 3 (00/(?7)
Cycle2 | 60 2 | 153 | 054 | 150 | 05| 30 | 4 (?;2:)’ 4 (00/0:)6)
Cycle3 | 60 3 | 174 [ 055 | 174 | 08 | 29 | 3 (?g/;;)’ 3 (00/‘?7)
Lymphocytes Cycle4 | 60 3 | 185 | 053 | 174 | 09 | 33 | 4 (13)2;/; 4 (00/0;’6)
(xI0°L) Cycle 5 60 6 191 | 0.59 1.89 0.7 3.5 7 (91/?;/; ! (00/05/;)
Cycle6 | 60 4 | 189 | 053 | 18 |09 | 31 | 4 tg/;:)’ 6 (00/05/1)
Cycle9 | 60 4| 185 {060 | 180 |04 | 33 s | 12/(5);/; 7 (00/05/;)
Cycle 12 | 60 6 | 191 | 060 | 196 | 08 | 36 | 8 13/2;)’ 9 (00/‘?1)
Cycle15 | 60 12 | 181 | 052 | 18 | 08 | 31 | 17 tg/j:)’ 18 (00/‘:02)
Cycle 18 | 60 10 | 192 | 056 | 19 | 07 | 34 | 17 13/431;)’ 20 (00/?0)
Cycle21 | 60 10 | 193 | 055 | 18 | 09 | 34 | 20 g/i(f)’ 21 (00/0;’9)
Cycle24 | 60 4 | 192 | 065 | 190 | 06 | 35 | 14 tg/j:)’ 15 (00/?5)
Baseline | 60 7 | 194 | 227 | 130 | 00 | 107 | 7 (?i/ig 7 (00/05/;)
Cycle 1 60 5 | 229 | 246 | 184 | 00 | 141 | 5 63.6% 5 0%
DI (35/55) (0/55)
Cylglge ! 60 7 | 157 | 141 111 | o2 | 59 | 7 (;‘;?;’ 7 (00/2)
Cly)cllz ! 60 4 | 073 | 063 | 054 |01 | 30 | 4 (f;g;/; 4 (00/‘?6)
M‘zz(l’g{zj Cly;zl; "1 6o 2 | 043 | 033 ] 036 | 01| 19 | 3 13/207/‘)’ 3l 00/‘?’7)
Cycle2 | 60 2 | 046 | 021 | 040 | 01 | 12 | 4 (2/2:)’ 4 (00/‘?6)
Cycle3 | 60 3 | 051 [ 019 | 050 | 01 | 11 3 @ /Z;’ 3 (00/0;’7)
Cycle 4 60 3 0.53 | 023 0.50 0.0 1.5 4 (L;Z; 4 (00/‘?6)
Cycle5 | 60 6 | 053 | 025 | 050 |00 | 15 | 7 tég:)’ 7 (00/05/;)
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Haematology

Outside normal Clinically
range Significant
Test Visit ;‘l’;’;‘: MIS Mean SD  Median Min Max MIS % MIS %
Cycle6 | 60 4 | 054 | 024 | 050 | 02| 13| 5 (z/;s/; 5 (00/‘?;)
Cycle9 | 60 4 | 055 | 024 | 050 |01 | 15| 6 (2/24/; 7 (00/05/;)
Cycle 12 | 60 6 | 055 | 021 | o051 | 02| 13 8 (471/;2/; 8 (00/05/02)
Cycle 15 | 60 12 | 054 | 020 | 050 | 02 | 13 | 16 (;i/; 18 (00/32)
Cycle 18 | 60 10 | 056 | 024 | 050 | 02 | 14 | 18 (;iz/; 20 (00/‘?0)
Cycle2l | 60 10 | 057 | 023 | 056 | 02 | 14 | 18 t ;/Z;)’ 20 (00/‘?0)
Cycle24 | 60 4 | 053 | 026 | 050 | 00| 16 | 13 12/2;)’ 15 (00/?5)
Baseline | 60 13| 1638 | 3200 | 0800 | 000 | 1869 | 13 | 16/207/‘)’ 13 (00/?7)
Cyglle ! 60 10 | 1.191 | 1.649 | 0.650 | 0.00 | 972 | 10 (285/22/‘)’ 10 (00/(?0)
Cyglge ! 60 7 | 1082 | 2584 | 0491 | 000 | 1762 | 7 (2(7)/2(;’ 7 (032)
Cly)cllz ! 60 5 | 0408 | 0.400 | 0300 | 000 | 227 | s (f;?;’ 5 (00/(?5)
Cyele 1 60 2 | 0189 | 0.163 | 0130 | 000 | 081 | 3 7% 3 18%
D28 (4/57) (1/57)
Cycle2 | 60 2 | 0140 | 0.108 | 0.100 | 000 | 041 | 4 (3/26/; 4 (o()/‘?s)
Cycle3 | 60 3 | 0186 | 0.144 | 0134 | 000 | 062 | 3 (3/27/; 3 (00/‘?’7)
Eosinophils Cycled | 60 3 o177 |o0117 | 0170 | 000 | 050 | 4 (3/26/; 4 (00/‘?6)
(c10°L) Cycle5 | 60 6 | o164 |o0.106 | 0.145 | 000 | 050 | 7 (1/23/; 7 (00/05/;)
Cycle6 | 60 4 | 0185 | 0103 | 0200 |002]| 050 | 5 (1/25/; 5 (00/‘?;)
Cycle9 | 60 4 | 0173 | 0120 | 0135 | 000 | 060 | 7 (3/23/; 7 (00/05/;)
Cycle 12 | 60 6 | 0176 | 0.125 | 0132 | 000 | 050 | 8 (3/22/; 8 (00/05/"2)
Cycle 15 | 60 12 | 0188 | 0117 | 0.170 | 0.04 | 0.50 | 18 éﬁ;/; 18 (00/‘2)
Cycle 18 | 60 10 | 0206 | 0.128 | 0200 | 0.02 | 0.60 | 18 (;‘f‘;/; 20 (00/‘?0)
Cycle2l | 60 10 | 0222 | 0132 | 0200 | 000 | 053 | 19 (;‘)Z;/; 20 (00/‘?0)
Cycle24 | 60 4 | 0218 | 0170 | 0200 | 0.00 | 085 | 12 (i)i;/; 15 (OO/Zf;)
Baseline | 60 11| 184 | 249 | 108 | 00 | 152 | 11 (E;ZZ‘)’ 11 (00/?9)
B:‘;Tgf}i? Cylglle ! 60 5 1.94 | 3.83 096 | 00 | 257 | 5 (E/?;’ 5 (00/(?5)
Cyglge "o 9 | 081 [ 130 | 050 |00 | 88 | 9 (??/2?)’ 9 (00/(?1)
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Haematology

Outside normal Clinically

range Significant

Test Visit ;‘l’;’;‘: MIS Mean SD  Median Min Max MIS % MIS %
Cly)cllz F 60 6 | 039 | 081 | 015 |00 | 45 | 6 (jé/zjf)’ 6 (00/05/‘;)
Cly;zl; F 60 3 | 008 | 013 | 003 | 00| 08 | 3 (igg;/‘)’ “ 03‘?’6)
Cycle2 | 60 2 | 003 | 003 | 002 |00 01 | 4 (;‘5‘06/; 4 (00/‘?’6)
Cycle3 | 60 4 | 002 | 003 | o001 |00 01 | 4 o /(5)06/‘)’ 4 (00/‘?’6)
Cycle4 | 60 3 ] 003 | 003 | 001 |00 | 01 | 4 (;26/; 4 (00/‘?’6)
Cycle5 | 60 6 | 003 | 003 | 002 |00 | 01 | 7 o /(5)?)’ 7 00/05/‘;)
Cycle6 | 60 4 | 004 | 004 | 002 |00 | 01 | s (:/25/; 5 (00/‘?;)
Cycle9 | 60 4 | 003 | 003 | 003 |00 01 | 7 (i /2;)’ 51 00/05/"2)
Cycle 12 | 60 6 | 004 | 004 | 002 | 00| 02 | 8 (3/22/; 8 (00/‘;/"2)
Cycle 15 | 60 12 | 003 | 004 | 002 | 00 | 01 | 18 (;‘ﬁ;/; 18 (0()/‘:"2)
Cycle 18 | 60 10 | 003 | 004 | 002 | 00| 01 | 19 (fﬁ;/; 20 (00/‘?0)
Cycle21 | 60 10 | 004 | 005 | 003 | 00 | 02 | 20 (;45100/; 20 (00/‘?0)
Cycle24 | 60 5 003 | 004 | 002 | 00| 01 |15 (2/4715/; 16 (OO/Z)
Baseline | 60 | 28 | 208 | 335 | 073 | 00 | 139 | 28 2(;/22/; 28 (00/03/"2)
Cyglle F 60 30 | 208 | 401 | 042 | 00 | 191 | 30 ( 62/(3);/; 0| 00/?0)
Cyglge F 60 43 | 168 | 351 | 000 | 00 | 107 | 42 t;?;’ 2 | OO/OIA)S)
Cly)cllz F 60 49 | 007 | 023 | 000 | 00 | 08 | 49 (?/i;/; 49 (00/014’1)
Cly;zl; B 60 51 | 011 | 033 | 000 | 00 | 10 | 51 “(11/09/‘)’ 51 (3‘/)/;)
Cycle2 | 60 50 | 000 | 000 | 000 | 00 | 00 | 50 (0/(1)00/; 50 (00/‘;4)0)
Promyfi(fg{/tzj Cycle3 | 60 50 | 000 | 000 | 000 | 00 | 00 | 49 o /(1)?)’ 49 (00/014’1)
Cycle4 | 60 | 49 | 000 | 000 | 000 | 00 | 00 | 48 o /(1)02/‘)’ 48 (00/01/"2)
Cycle5 | 60 52 | 000 | 000 | 000 | 00 | 00 | 51 (0(;;/‘)’ 51 (3‘/)/;)
Cycle6 | 60 52 | 000 | 000 | 000 | 00 | 00 | 52 (0(;(;’ 52 (g‘g’)
Cycle9 | 60 54 | 000 | 000 | 000 | 00 | 00 | 54 (0(;;/‘)’ 54 (3‘/)/2)
Cycle 12 | 60 50 | 000 | 000 | 000 | 00 | 00 | 51 (0(;;/‘)’ 51 (3‘/)/;)
Cycle 15 | 60 53 | 000 | 000 | 000 | 00 | 00 | 55 (0(;(;’ 55 (3‘/)/5")
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Haematology

Outside normal Clinically
range Significant
. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
0% 0%
le18 | 60 54 | 000 | 000 | 000 | 00| 00 |5 57
Cycle 7 (0/3) (0/3)
0% 0%
le21 | 60 53 | 000 | 000 | 000 | 00 | 00 | 56 56
Cycle (0/4) (0/4)
0% 0%
Cycle24 | 60 51 | 000 | 000 | 000 | 00 | 00 | 53 53
yele (0/7) 0/7)
53.7% 0%
Baseli 60 19 | 1027 [ 1572 | 390 | 00 | 568 | 19 19
aseine 7 7 (22/41) (0/41)
Cycle 1 58.5% 0%
60 19 | 62 02| 500 | 00 | 403 | 19 19
D1 T (24/41) (0/41)
Cycle 1 57.1% 0%
60 33 | 415 | 718 | 145 | 00 | 344 | 32 32
D8 7 (16/28) (0/28)
Cycle 1 56.2% 0%
60 | 44 | 08 | 172 | 015 | 00 | 68 | 44 44
D15 7 (9/16) (0/16)
Cycle 1 22.2% 0%
60 51 | 074 | 220 | 000 | 00 | 66 | 51 51
D28 7 (2/9) (0/9)
10% 0%
€2 | 60 50 | 000 | 001 | 000 | 00| 00 | 50 50
Cycle (1/10) (0/10)
0% 0%
le3 | 60 50 | 000 | 000 | 000 | 00 | 00 | 49 49
Cycle (0/11) (0/11)
8.3% 0%
Cycle4 | 60 | 49 | 001 | 003 | 000 | 00 | 01 | 48 48
Myleocytes Y (1/12) (0/12)
x10°/L 11.19 0Y
( ) Cycle5 | 60 52 | 001 | 002 ] 000 | 00 | 01 | 51 % st o
(1/9) (0/9)
37.5% 0%
le6 | 60 52 | 003 | 005 | 000 | 00| 01 |52 52
Cycle (3/8) (0/8)
50% 0%
€9 | 60 54 | 007 | 009 | 004 | 00 | 02 | 54 54
Cycle 7 (3/6) (0/6)
22.2% 0%
le12 | 60 50 | 002 | 005 | 000 | 00 | 01 | 51 51
Cycle (2/9) (0/9)
40% 0%
le15 | 60 53 | 004 | 008 | 000 | 00| 02 |55 55
Cycle (2/5) (0/5)
33.3% 0%
le18 | 60 54 | 002 | 004 | 000 |00 ]| 01 |5 57
Cycle 7 (173) (0/3)
0% 0%
le21 | 60 53 | 000 | 000 | 000 | 00 | 00 | 56 56
Cycle (0/4) (0/4)
09 09
Cycle24 | 60 51 | 000 | 000 | 000 | 00 | 00 | 53 % s3 o
(0/7) 0/7)
71.1% 0%
Baseli 60 2 | 458 | 56 260 | 00 | 283 | 22 2
aseine 7 (27/38) (0/38)
Cycle 1 57.5% 0%
60 20 | 434 | 506 | 238 | 00 | 224 | 20 20
D1 (23/40) (0/40)
Cycle 1 64.3% 0%
60 33 | 460 | 856 | 090 | 00 | 408 | 32 32
D8 (18/28) (0/28)
Metamyelocytes Cycle 1 53.3% 0%
60 | 45 | 136 | 215 | 020 | 00 | 6.1 | 45 45
(x10°/L) D15 (8/15) (0/15)
Cycle 1 10% 0%
60 50 | 017 | 054 | 000 | 00 | 17 | 50 50
D28 7 7 (1/10) (0/10)
0% 0%
€2 | 60 50 | 000 | 000 | 000 | 00 | 00 | 50 50
Cycle (0/10) (0/10)
18.2% 0%
le3 | 60 50 | 002 | 003 | 000 | 00 | 01 | 49 49
Cycle @/11) (0/11)
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Haematology

Outside normal Clinically
range Significant
. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
0% 0%
le4 | 60 | 49 | 000 | 000 | 000 | 00 | 00 | 48 48
Cycle (0/12) (0/12)
11.1% 0%
le5 | 60 52 | 001 | 003 | 000 | 00 | 01 | 51 51
Cycle (1/9) (0/9)
0% 0%
le6 | 60 52 | 000 | 000 | 000 | 00 | 00 | 52 52
Cycle (0/8) (0/8)
0% 0%
€9 | 60 54 | 000 | 000 | 000 | 00 | 00 | 54 54
Cycle (0/6) (0/6)
11.1% 0%
le12 | 60 50 | 001 | 003 | 000 | 00 | 01 | 51 51
Cycle (1/9) (0/9)
0% 0%
le15 | 60 53 | 000 | 000 | 000 | 00| 00 | 55 55
Cycle (0/5) (0/5)
0% 0%
le18 | 60 54 | 000 | 000 | 000 | 00 | 00 | 57 57
Cycle (0/3) (0/3)
0% 0%
le21 | 60 53 | 000 | 000 | 000 | 00 | 00 | 56 56
Cycle (0/4) (0/4)
14.3% 0%
Cycle24 | 60 51 | 003 | 007 | 000 | 00 | 02 | 53 53
vele (1/7) 0/7)
32.1% 0%
Baseli 60 | 32 | 141 | 419 | 028 | 00 | 220 | 32 32
aseime (9/28) (0/28)
Cycle 1 20.8% 0%
60 | 36 | 258 | 760 | 008 | 00 | 367 | 36 36
D1 7 7 (5/24) (0/24)
0, 0,
Cylel | 45 43 | 106 | 208 | 000 | 00 | 77 | 42 2.2% -y, | 0%
D8 (4/18) (0/18)
Cycle 1 8.3% 0%
60 | 48 | 010 | 029 | 000 | 00 | 1.0 | 48 48
D15 (1/12) (0/12)
Cycle 1 0% 0%
60 51 | 000 | 000 | 000 | 00 | 00 | 51 51
D28 (0/9) (0/9)
0% 0%
€2 | 60 50 | 000 | 000 | 000 | 00 | 00 | 50 50
Cycle (0/10) (0/10)
0% 0%
le3 | 60 50 | 000 | 000 | 000 | 00 | 00 | 49 49
Cycle (0/11) (0/11)
0% 0%
le4 | 60 | 49 | 000 | 000 | 000 | 00 | 00 | 48 48
\ Cycle (0/12) (0/12)
Blasts (x10°/L)
Cycle5 | 60 52 | 000 | 000 | 000 | 00 | 00 | 51 0% 15 | 0%
4 : : : : : (0/9) (0/9)
12.5° 09
Cycle6 | 60 52 | 001 | 002 | 000 | 00| 01 |52 P s o
(1/8) (0/8)
0% 0%
€9 | 60 54 | 000 | 000 | 000 | 00 | 00 | 54 54
Cycle (0/6) (0/6)
0% 0%
le12 | 60 50 | 000 | 000 | 000 | 00 | 00 | 51 51
Cycle (0/9) (0/9)
0% 0%
le15 | 60 53 | 000 | 000 | 000 | 00| 00 | 55 55
Cycle (0/5) (0/5)
0% 0%
le18 | 60 54 | 005 | 013 | 000 | 00| 03 |5 57
Cycle 7 (0/3) (0/3)
0% 0%
le21 | 60 53 | 000 | 000 | 000 | 00 | 00 | 56 56
Cycle (0/4) (0/4)
0% 0%
Cycle24 | 60 51 | 000 | 000 | 000 | 00 | 00 | 53 53
vele (0/7) 0/7)
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Lab Results - Summaries by Cycle - Biochemistry

Table CHE_1:
Safety set.
Biochemistry
Outside normal Clinically
range Significant
. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
6.8% 0%
Baseli 60 1| 273 5 25.0 15 | 48 1 1
aseline 7 7 (4/59) (0/59)
Cycle 1 10.3% 0%
60 1| 272 9.3 25.0 12 0 2 2
D1 7 7 (6/58) (0/58)
Cycle 1 10.5% 0%
60 3| 232 9.6 21.0 5 3 3
D8 7 7 (6/57) (0/57)
Cycle 1 10.5% 0%
60 3 | 218 | 106 20.0 65 3 3
D15 7 (6/57) (0/57)
Cycle 1 7% 0%
60 1| 212 . 20.0 8 44 3 4
D28 77 (4/57) (0/56)
7.1% 0%
le2 | 60 2 | 246 9. 23.0 13| 6 4 4
Cyele 7 (4/56) (0/56)
7.4% 1.9%
e3 | 60 6 | 252 . 25.0 14 | 45 6 6
Cycle 77 (4/54) (1/54)
11.5% 0%
led | 60 4 | 266 | 114 22.0 16 1 8 8
Cyele 7 (6/52) (0/52)
AST (U/L)
Cycle5 | 60 9 | 269 | 103 25.0 13 73 | 10 8% 11 0%
Y : : : (4/50) (0/49)
18.9% 1.9%
6 | 60 6 | 290 | 141 25.0 13 | 101 8
Cyele T oy (1/52)
7.8% 0%
€9 | 60 4 | 270 | 114 24.0 14 2 9 13
Cyele 7 7 4/51) (0/47)
Cycle 10.6% 0%
60 6 | 270 | 100 25.0 16 0 | 13 14
12 7 7 (5/47) (0/46)
Cycle 17.5% 0%
60 10 | 272 9.4 245 15 | 49 | 20 21
15 7 (7/40) (0/39)
Cycle 20.5% 2.8%
60 10 | 278 | 13. 25.0 12 | 84 | 21 24
18 7 7 (8/39) (1/36)
Cycle 18.4% 0%
60 10 | 258 | 114 225 13 83 | 22 26
21 (7/38) (0/34)
Cycle 24.4% 0%
60 4 | 2903 | 151 25.0 14 | 86 | 15 20
24 (11/45) (0/40)
15.5% 0%
Baseli 60 2 | 292 | 13. 29.0 2 2 2
aseline 7 7 7 (9/58) (0/58)
Cycle 1 21.1% 0%
60 2 | 300 | 166 28.0 92 3 3
D1 7 (12/57) (0/57)
Cycle 1 24.6% 0%
60 3 | 324 | 213 28.0 11 9 3 3
D8 7 (14/57) (0/57)
0, 0,
Cyelel 1 3 | 346 | 278 29.0 7 ] 15 | 3 26.3% 3 | 1%
D15 (15/57) (1/57)
ALTUL) = 19.3% 0%
yele 3% 0
60 2 | 304 | 16 26.0 8 88 3 4
D28 7 (11/57) (0/56)
24.6% 1.8%
le2 | 60 3 | 356 | 218 29.0 12 | 135 | 3 4
Cycle (14/57) (1/56)
31.5% 0%
3 | 60 6 | 372 | 182 32.0 13| 9 6 6
Cycle 7 7 (17/54) (0/54)
35.2% 1.9%
led | 60 5| 399 | 261 32.0 12 | 142 | 6 8
Cyele (19/54) (1/52)
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Biochemistry

Outside normal Clinically
range Significant
Test Visit :::)ji MIS Mean SD  Median Min Max MIS % MIS %
39.2% 0%
Cycle5 | 60 9 | 399 | 209 38.0 12 | 107 9 | aosh) 101 050,
32.7% 1.9%
Cycle6 | 60 6 | 439 | 344 34.0 13 | 227 S asiss) 7| s
28.3% 4.3%
Cycle9 | 60 6 | 416 | 256 33.0 12 | 131 7| 153 4] e
Cycle 25% 4.4%
60 386 | 236 32.0 12 | 150 | 12 15
12 7 (12/48) (2/45)
Cycle 33.3% 0%
60 12 | 372 | 180 32.0 1 5| 18 2
15 7 7 7 (14/42) (0/38)
Cycle 40.9% 2.7%
60 10 | 424 | 293 34.0 n | 17| e 23
18 7 (18/44) (1/37)
Cycle 32.5% 0%
60 12 | 370 | 204 33.5 13 | 112 | 20 2
21 7 (13/40) T o33
Cycle 40.4% 2.6%
60 40. 279 36.0 1| 158 | 13 21
24 7 7 7 (19/47) (1/39)
94.1% 0%
Baseli 60 9 | 699.8 | 3812 | 5920 | 203 | 1951 | 9 9
aseime (48/51) (0/51)
Cycle 1 84.9% 0%
60 6509 | 3812 | 547.0 | 167 | 2143 8
DI 7 7 7 Tl @sis3 (0/52)
Cycle 1 55.1% 0%
60 11 | 4166 | 2450 | 3500 | 146 | 1305 | 11 1
DS (27/49) (0/49)
le 1 17.6° 0°
Cyele 60 9 | 2679 | 1192 | 2450 | 134 | 676 | 9 7.6% 9 %
DI5 (9/51) (0/51)
Cycle 1 17.6% 0%
60 2225 | 981 | 2100 | 101 05 | 9 10
D28 7 7 (9/51) (0/50)
14% 0%
. . . 10
Cycle2 | 60 9 | 2216 | 812 | 2180 | 103 | 417 (7150, 101 050,
4.1% 0%
Cycle3 | 60 1 | 2415 | 779 | 2450 | 117 | 409 | 11 (2149, ] a0,
8.79 0°
Lactate | Cycle4 | 60 12 | 2371 | 793 | 2190 | 114 | 411 | 14 (4/12; 15 (0/:05)
Dehydrogenase 65% P
U/L le5 | 60 14 | 2406 | 916 | 2045 | 123 | 450 | 14 =27 15 °
(UL) | Cycle (3/46) (0/45)
8.5% 0%
le6 | 60 12 | 2430 | 810 | 2305 | 123 | 382 | 13 13
Cyele (4/47) (0/47)
6.49 0°
Cycle9 | 60 10 | 2498 | 822 | 2455 | 122 | 422 | 13 % 17 %
(3/47) (0/43)
Cycle 6.7% 0%
60 9 | 237.6 92 | 2130 | 128 | 393 | 15 16
12 7 7 (3/45) (0/44)
Cycle 13.2% 0%
60 12 | 2393 92 | 2125 | 130 | 391 | 22 23
15 7 (5/38) (0/37)
Cycle 7.9% 0%
60 11 | 2382 | 840 | 1970 | 133 | 417 | 22 25
18 7 7 (3/38) (0/35)
Cycle 10.8% 0%
60 12 | 233.1 4 | 2080 | 131 | 376 | 23 28
21 77 7 (4/37) (0/32)
Cycle 15.6% 0%
60 6 | 2438 | 1016 | 2160 | 133 | 682 | 15 2
24 (7/45) (0/38)
1.7% 0%
Baseline | 60 0 | 440 | 3.1 44.0 35 | 50 0 0
Serum Albumin (1/60) (0/60)
(g/L) Cycle 1 1.7% 0%
60 1| 443 29 44.0 36 | 51 2 2
DI (1/58) (0/58)
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Outside normal Clinically
range Significant
Test Visit :":,'l MIS Mean SD  Median Min Max MIS % MIS %
u ]S
Cycle 1 0% 0%
2
s 60 2 43.5 32 43.0 35 49 2 058) (058)
Cycle 1 1.7% 0%
. 1 1
DLs 60 1 43.1 3.3 43.0 35 52 (159) 0159)
Cycle 1 1.8% 0%
. ) . 3 52 3 4
D2s 60 1 433 3.2 43.0 7 wsT 0/56)
5.4% 0%
Cycle 2 60 2 443 3.2 440 37 54 4 3 6‘)‘ 4 y 5"6)
5.6% 0%
Cycle 3 60 6 44.6 3.1 45.0 38 52 6 G /54‘; 6 © /5‘;)
3.8% 0%
Cycle 4 60 4 44.1 3.3 44.0 38 51 8 252) 8 052)
5.8% 0%
Cycle 5 60 6 443 3.6 45.0 38 52 8 3152) 8 052)
3.6% 0%
Cycle 6 60 4 44.1 3.3 44.0 38 50 5 @is5) 6 0is4)
2% 0%
Cycle 9 60 4 44.0 3.5 440 36 50 9 a /51‘; 13 © /4"7)
Cycle 2.1% 0%
. 3 14
" 60 6 43.0 6.5 43.0 4 53 1 ) (046)
Cycle 7.5% 0%
21
s 60 10 | 438 3.5 44.0 38 53 | 20 (3740) 0539)
Cycle 7.5% 0%
. ) . 36 51 20 23
s 60 9 43.8 3.3 43.0 (3140) 03
Cycle 2.6% 0%
25
o 60 9 436 3.4 43.0 35 5 | 21 139) (055)
Cycle 6.5% 0%
14 20
2 60 3 439 35 44.0 37 53 (3146) (0/40)
li 60 0 782 | 294 74.0 1 194 0 10% 0 0%
Baseline : : : (6/60) (0/60)
Cycle 1 12.1% 0%
2
b1 60 1 81.6 | 284 76.0 45 | 212 2 i58) 0/58)
Cycle 1 12.1% 0%
2
b8 60 2 845 | 292 77.5 34 | 186 2 is8) 0/58)
Cycle 1 18.6% 0%
. 1 1
DIS 60 1 89.3 | 419 78.0 36 | 281 (11/59) /59
Cycle 1 12.1% 1.8%
. 31.6 82.0 44 | 207 2 4
D28 60 ! 898 (7/58) (1/56)
10.7% 0%
i 4
. Allgaime Cycle 2 60 2 88.7 | 27.8 88.0 41 | 161 4 (6/56) (0/36)
OSp atase
13% 0%
U/L 6 6
(UL) | Cycle3 60 6 84.1 | 242 80.5 40 | 136 s 0is4)
le 4 60 4 82.1 | 275 76.5 37 | 174 8 9-6% 8 0%
Cyele : : : (5/52) (0/52)
les 60 6 759 | 244 72.0 0 147 8 9-6% 8 0%
Cycle : : : (5/52) (0/52)
le 6 60 4 738 | 205 72.0 33 | 129 6 1.9% 6 0%
Cyele : : : (1/54) (0/54)
5.8% 0%
13
Cycle 9 60 4 72.7 | 204 72.0 35 | 136 8 3is2) 047
Cycle 4.3% 0%
13 14
0 60 6 71.0 | 200 70.0 37 | 132 ) (0/46)
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Outside normal Clinically
range Significant
Test Visit :::)ji MIS Mean SD  Median Min Max MIS % MIS %
Cﬁle 60 10 | 688 | 211 68.5 1| 123 | 19 (;‘Z?)‘ 2| (?/(?’9)
Cﬁle 60 9 | 748 | 277 680 | 39 | 179 | 18 2/3?; 5| (?/;/"7)
Cﬁle 60 9 | 760 | 292 710 | 39 | 193 | 20 g/i?; 5| (?/(?;_)
ngle 60 3 | 775 | 319 740 | 37 | 232 | 13 tgf‘?; 9ol (?/?1)
Baseline | 60 0 8.1 3.8 7.4 1 2 0 ( i )Z:f; 0o | (?/(?0)
Cylglle P eo 1 8.9 5.8 7.0 3 42 2 (;‘5‘;‘ 2 (?/05/‘;3)
Cylglge P eo 3| 168 | 113 13.0 3 55 3 (?3/23; 3 ((?/05/"7)
Cly)cllz P eo 30| 141 9.4 10.8 4 | 45 3 (? ;/;;A)‘ 3l (?/05/"7)
Cly)czlg P eo 1 152 | 100 13.7 5 58 3 (i?/g; 4 (11'202))
Cycle2 | 60 2 | 152 | 110 12.0 4 | 50 3 (ﬁ/g; 4 (32'/6502))
Cycle3 | 60 6 | 151 | 116 11.0 2 | s3 6 (ﬁg:f; 6 ((?/05/‘;)
ol Bl | et |60 4 | 153 | 93 12.0 2 | 55 7 (‘:’ 3/;;; 8 ((?/(;/"2)
(omoliL) Cycle5 | 60 7 | 181 | 109 14.7 4 | s8 9 (‘;’ é/:f; " | (?/(?1)
Cycle6 | 60 5 | 175 | 134 13.0 4 | 67 7 (fgég/; 7 (?/05/‘;)
Cycle9 | 60 4 | 168 | 127 13.0 1 81 9 (‘;’;gf; 13 (21' /140?)
Cﬁle 60 6 | 155 9.7 12.6 3 48 | 12 (g/i(g 14 (21'202))
Cﬁle 60 10 | 164 | 105 14.5 2 54 | 17 (‘;’Z/i?; 21 (21'/6303))
Cﬁle 60 9 | 172 | 115 13.7 4 56 | 16 (‘:’32?; 23 (21'/730?)
Cﬁle 60 10 | 166 | 125 12.5 1 65 | 19 (‘:’ :K)‘ 26 ((?/03/‘;)
ngle 60 3| 166 | 131 12.0 4 6 |0 | 53/2;/‘)‘ 9ol (?/?1)
Baseline | 60 0 | 726 | 347 | 625 |36 | 182 | 0 (igg;/‘; 0 (11'/7603))
Cylglle P eo 1| 700 | 322 607 | 29 | 203 | 1 (ﬁgg;/‘; 2 (11'/750?)
Nitmz;’l"(dB%r;"; Cylglge P eo 2 | 670 | 270 | 603 | 25 | 164 | 2 (?(2)/?:; 2 (11'/750?)
(m(;;gi‘; Cly)cllz P eo 1| 673 | 2.69 630 | 29 | 157 | 1 égg;/‘; 2 (?/05/‘;3)
Cly)cég P eo 1| 624 | 261 570 | 32 | 182 | 3 ( 81/:0;)‘ 4 (11'202))
Cycle2 | 60 2 | 627 | 273 | 550 | 28 | 164 | 4 tg/;:; 4 ((3?’6)
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Outside normal Clinically
range Significant
Total
Test Visit S:b?s MIS Mean SD  Median Min Max MIS % MIS %
18.5% 1.9%
le3 | 60 6 | 630 | 2.90 568 | 22 | 171 | 6 6
Cyele 7 (10/54) (1/54)
17.3% 0%
le4 | 60 4 | 608 | 266 576 | 22 | 171 ] 8 8
Cycle 7 7 (9/52) (0/52)
15.4% 0%
le5 | 60 6 | 615 | 268 565 | 22 | 161 | 8 8
Cycle (8/52) (0/52)
18.5% 0%
le6 | 60 4 | 623 | 3.1 533 | 25 | 175 | 6 6
Cyele 7 7 (10/54) (0/54)
13.5% 0%
9 | 60 4 | 622 | 28 560 | 29 | 182 | 8 13
Cyele 7 (7/52) (0/47)
Cycle 12.8% 0%
60 6 | 578 | 273 519 | 17 | 161 | 13 14
12 7 7 7 (6/47) (0/46)
Cycle 17.5% 0%
. . . . 8 | 20
s 60 10 | 643 | 273 576 | 14 | 168 aaoy | 2| o9
Cycle 14.3% 0%
s 60 9 | 601 | 283 540 | 25 | 157 | 18 6 | 2| o
Cycle 7.7% 0%
o 60 9 | 632 | 3.59 510 | 27 | 220 | 21 ey | 2| 039
Cycle 10.9% 0%
60 3 | 620 | 274 532 | 27 | 158 | 14 19
24 7 7 (5/46) (0/41)
10° 1.79
Baseline | 60 0 | 2284 | 0114 | 2295 | 204 | 258 | 0 © 6:; 0o | 1/763)
le 1 8.69 0°
Cycle 60 1| 2297 | 0119 | 2280 | 206 | 258 | 2 % 2 %
DI (5/58) (0/58)
Cycle 1 17.9% 0%
60 4 | 2241 | 0102 | 2230 | 203 | 245 | 4 4
D8 (10/56) (0/56)
Cycle 1 18.6% 0%
60 1| 2225 | 0106 | 2220 | 202 252 | 1 1
DI5 (11/59) (0/59)
Cycle 1 24.6% 0%
60 1| 2209 | 010 2200 | 197 | 245 | 3 4
D28 7 7 (14/57) (0/56)
26.8% 0%
2 | 60 2 | 2232 ] 0123 | 2225 | 197 | 248 | 4 4
Cyele 7 (15/56) (0/56)
22.2% 0%
le3 | 60 6 | 2252 | 0115 | 2250 | 196 | 248 | 6 6
Cyele (12/54) (0/54)
18.9% 0%
Cycled | 60 4 | 2267 | 0129 | 2265 | 197 | 267 | 7 8
Calcium Y (10/53) (0/52)
mmol/L 179 0°
( ) Cycle5 | 60 6 | 2263 | 0109 | 2250 | 200 | 250 | 7 % 8 %
(9/53) (0/52)
14.8% 0%
le6 | 60 4 | 2263 | 011 2260 | 202 ] 258 | 6 6
Cycle 7 (8/54) (0/54)
13.7% 0°
Cycle9 | 60 4 | 2280 | 0117 | 2275 | 204 | 255 | 9 p /51; B3| /:"7 :
Cycle 14.9% 0%
60 6 | 2267 | 0113 | 2268 | 205 | 255 | 13 14
12 7 (7/47) (0/46)
Cycle 15% 0%
60 10 | 2283 | 0106 | 2280 | 208 | 2.54 | 20 21
15 (6/40) (0/39)
Cycle 12.5% 0%
60 9 | 2292 | o111 | 2300 | 198 | 255 | 20 23
18 (5/40) (0/37)
Cycle 5.1% 0%
60 9 | 2324 | 0106 | 2310 | 208 | 260 | 21 25
21 (2/39) (0/35)
Cycle 2.2% 0%
60 3 | 2448 | 0913 | 2325 | 215 | 918 | 14 19
24 (1/46) (0/41)
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Test Visit :::)ji MIS Mean SD  Median Min Max MIS % MIS %
Baseline | 60 0 | 804 | 180 | 790 | 49 | 135 | o tg/z(f; 0 (11'/7603))
Cylglle P eo 1| 799 | 169 796 | 51 | 133 | 2 tg/gg 2 (11'/750?)
Cylglge P eo 2 | 811 | 198 796 | 44 | 150 | 2 (1(7)/?:; 2 (11'/750?)
Cly)cllz P eo 1| 771 | 170 750 | 43 | 133 1 tg}if;/; 1 (11'/7503))
Cly)cég P eo 1| 761 | 151 750 | 42 | 121 | 2 (Zg;f)‘ 4 (11'202))
Cycle2 | 60 2 | 756 | 167 | 736 | 40 | 122 | 4 (2/2:; 4 (11'202))
Cycle3 | 60 6 | 776 | 177 | 783 | 45 | 141 | 6 té/;f; 6 (11'/950‘/;))
Creatinine | CYeled |60 4 | 766 | 146 | 765 | 49 | 112 | 8 (;g;)‘ 51 (?/05/"2)
(umol/L) Cycle5 | 60 6 | 764 | 151 780 | 46 | 111 | 8 (;g;)‘ 51 (?/05/"2)
Cycle6 | 60 4 | 793 | 256 | 770 | 46 | 227 | 6 (Zgjf)‘ 6 | (?/05/‘;)
Cycle9 | 60 4 | 781 | 184 | 760 | 44 | 135 | 7 Ség 13| (?Z‘;)
Cycle 60 6 | 761 | 156 760 | 44 | 126 | 13 106% 1y | 0%
12 (5/47) (0/46)
szle 60 10 | 785 | 189 785 | 32 | 137 | 19 tgﬁ?; 2| (?/(?’9)
Cﬁle 60 9 | 775 | 168 790 | 41 | 132 | 20 (41/200/‘)’ 23 ((?/;/"7)
Cﬁle 60 9 | 780 | 171 787 | 47 | 147 | 20 ( 41/200/‘)‘ 5| (?/(?;_)
ngle 60 3| 782 | 184 750 | 47 | 167 | 15 (iﬁ‘;‘ L (?/ZZ)
Baseline | 60 2 | 0859 | 0092 | 0855 | o062 1.05 | 2 (;ég 2 (11'/750?)
Cylglle P eo 3 | 0852 | 0079 | 0863 | 070 | 1.04 | 4 (;:;A)‘ o (?/(?’6)
Cyelel 15 3 | 0895 | 0104 | 0880 |070 | 132 | 3 7% 3 0%
D8 (4/57) (0/57)
Cly)cllz P eo 1 | 0861 | 0075 | 0860 | 070 | 1.05 | 1 (i/z‘;‘ . (?/(?’9)
Magnesium Cly)cég P eo 2 | 0834 | 0074 | 0822 |069| 1.03 | 3 (;/:;A)’ 4 ((?/(?’6)
(mmol/L) Cycle2 | 60 3 | 0838 | 0076 | 0840 | 065| 1.03 | 4 (;:Z)‘ o (?/(?’6)
Cycle3 | 60 7 | 0835 | 0084 | 0822 |067| 107 | 7 (Zg;)‘ 7 (11'/95?)
Cycle4 | 60 7 | 0831 | 0068 | 0822 | 067 | 1.00 | 10 a /200/‘)‘ 0| (?/(?’0)
Cycle5 | 60 9 | 0825 | 0072 | 0822 |062| 097 | 10 “ /200/‘)‘ 0| (?/(?’0)
Cycle6 | 60 5 10832 | 0060 | 0830 |067] 097 | 6 (1/2:)‘ 6 ((?/05/‘;)
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. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
8.3% 0%
le 9 60 8 0.826 0.06 0.822 0.69 1.03 12 15
Cycle 7 (4/48) (0/45)
Cycle 17.4% 0%
60 8 0.81 0.076 0.815 0.66 0.99 14 1
12 7 7 (8/46) 7 (0/43)
Cycle 12.5% 0%
60 11 0.846 0.215 0.810 0.66 | 2.20 20 22
15 (5/40) (0/38)
Cycle 20% 0%
60 12 0.809 0.072 0.795 0.69 0.95 20 25
18 7 7 (8/40) (0/35)
Cycle 15% 0%
60 9 0.811 0.070 0.820 0.66 1.02 20 26
21 7 (6/40) (0/34)
Cycle 0% 0%
60 6 0.82 0.061 0.822 0.72 0.96 18 21
24 7 7 (0/42) (0/39)
6.7% 1.7%
Baseli 60 0 4.14 0.46 4.10 2.9 5.2 0 0
aseime (4/60) (1/60)
Cycle 1 1.7% 0%
60 1 4.20 0.3 4.10 3.6 54 2 2
D1 7 (1/58) (0/58)
Cycle 1 0% 0%
60 2 4.20 0.38 4.15 3.5 5.0 2 2
D8 (0/58) (0/58)
Cycle 1 0% 0%
60 2 4.34 0.39 4.30 3. 53 2 2
DI5 7 (0/58) (0/58)
Cycle 1 3.5% 0%
60 1 4.22 0.38 4.20 33 53 3 4
D28 2/57) (0/56)
1.89 09
Cycle 2 60 2 4.12 0.37 4.15 34 5.0 4 % 4 %
(1/56) (0/56)
3.7% 0%
le 3 60 6 4.0 0.3 4.10 32 5.1 6 6
Cyele 7 7 (2/54) (0/54)
3.8% 1.9%
Cycle 4 60 4 4.16 0.44 4.10 34 5.8 8 8
Potassium Y (2/52) (1/52)
(mmol/L) Cycle 5 60 7 4.17 0.35 4.20 33 5.2 9 3:9% 9 0%
Y : : : : : @/51) (0/51)
3.8% 0%
le 6 60 5 4.08 0.35 4.10 33 5.1
Cyele 7 (2/53) T ors3)
6% 0%
le 9 60 5 4.11 0.42 4.10 3.1 53 10 14
Cycle (3/50) (0/46)
Cycle 2.1% 0%
60 6 4.09 0.3 4.05 34 53 13 14
12 7 (1/47) (0/46)
0, 0,
Cycle 60 10 | 403 | 039 400 | 32| 52 | 20 23% ) 0%
15 (1/40) (0/39)
Cycle 5% 0%
60 9 4.03 0.36 4.00 3.0 4.8 20 23
18 (2/40) (0/37)
Cycle 5.3% 0%
60 10 4.0 0.35 4.10 33 4.8 22 26
21 7 (2/38) (0/34)
Cycle 4.3% 0%
60 3 4.18 0.39 4.20 34 5.6 14 20
24 (2/46) (0/40)
3.3% 0%
Baseli 60 0 139.6 2.1 140.0 135 144 0 0
aseline (2/60) (0/60)
Cycle 1 3.4% 0%
60 1 139.9 2.4 140.0 135 145 2 2
Sodium D1 (2/58) (0/58)
(mmol/L) Cycle 1 10.3% 0%
60 2 139.0 2.3 139.0 134 146 2 2
D8 (6/58) (0/58)
Cycle 1 0% 0%
60 1 139.3 2.3 139.0 135 145 1 1
DI5 (0/59) (0/59)
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Test Visit :::)ji MIS Mean SD  Median Min Max MIS % MIS %
CIY)°21§ Y60 1| 1397 | 26 | 1390 | 134 | 148 | 3 (4/?;; N ((?/?6)
Cycle2 | 60 2 | 1395 | 20 | 1395 | 135 | 144 | 4 (i/gg 4 ((?/?6)
Cycle3 | 60 6 | 1396 | 24 | 1390 | 135 | 147 | 6 é/;f; 6 ((?/05/1)
Cycle4 | 60 4 | 1399 | 23 | 1400 | 136 | 146 | 8 (1/2;; 8 ((?/05/02)
Cycle5 | 60 6 | 1397 | 19 | 1395 | 136 | 144 | 8 © /20;)‘ 8 ((?/05/02)
Cycle6 | 60 4 | 1397 | 25 | 1400 | 133 | 146 | 6 (2/2:)] 6 ((?/05/1)
Cycle9 | 60 4 | 1398 | 20 | 1400 | 135 | 145 | 10 (0/200/; 13 ((?/?’7)
Cﬁle 60 6 | 1398 | 22 | 1400 | 134 | 144 | 13 (;i?; 14 ((3?6)
Cﬁle 60 10 | 1367 | 197 | 139.0 1| 147 | 20 (2/45100/; 2l ((?/?9)
Cﬁle 60 9 139.2 24 139.0 | 131 | 146 | 20 (f)ioo/; 23 ((?/03/07)
Cgile 60 9 | 1394 | 22 | 1400 | 134 | 143 | 21 (;;9/) 2 ((?/;A;)
Cycle 60 3 | 1398 | 24 1400 | 134 | 145 | 13 B gy | 0%
24 (2/47) (0/40)
Baseline | 60 6 | 734 | 43 730 | 63 | 82 5 (;g; 5 ((?/05/05)
Cylglle ! 60 9 | 733 4.6 72.0 65 | 84 | 10 (4/200/; 10 ((?/?0)
CYSIS" Y60 8 | 734 | 41 730 | 62 | 82 8 (i/gozA)) 5 ((?/05/02)
Cly)cllz "o 9 | 727 | 41 730 | 64 | 81 ? (;/2?; ’ ((?/?1)
Cly)cég 6o 9 | 723 | 40 73.0 | 61 | 81 | 11 a /iff; 12 ((%3)
Cycle2 | 60 8 | 733 | 43 730 | 64 | 82 | 10 e /:00/; 10 ((?/?0)
ol Proe | I3 | 60|12 [ 730 4 740 | 64 | 84 | 12 (;ig 12 ((?Z;)
@D cyea | 60 | 10 | 22 | 10 74.0 g8 | 82 | 14 © /ZZ)‘ 14 ((3?6)
Cycle 5 60 11 | 735 4.2 74.0 65 84 | 13 (f/ioj; 13 ((?Z(;)
Cycle6 | 60 | 11 | 730 | 41 740 | 64 | 79 | 13 (f/i%‘ 13 ((?/?’7)
Cycle9 | 60 | 12 | 739 | 42 740 | 62 | 82 | 16 © /gjf)‘ 20 ((?/?0)
Cﬁle 60 | 12 | 728 | 36 | 730 | 64 | 8 | 19 (fﬁoﬁ 20 ((?/?0)
Cﬁle 60 14 | 730 4.6 73.0 61 86 | 24 (0 /2?; 25 ((?/(?;.)
Cﬁle 60 | 14 | 735 | 45 740 | 63 | 84 | 25 (;;0; 28 ((?/03/02)

CTRIAL-IE (ICORG) 08-02

Nilotinib F
Final Technical Report Page 49 of 55 29-Sep-2017



Biochemistry

Outside normal Clinically
range Significant
Test Visit :::)ji MIS Mean SD  Median Min Max MIS % MIS %
Cﬁle 60 12 | 729 5.0 720 | 62 | 89 | 24 (ggg‘ 2 (?/;/"2)
ngle 60 4 | 731 5.2 730 | 62 | 8 | 15 (;Z;A)‘ 20 | (?/?0)
Baseline | 60 0 | 1130 | 0218 | 1110 | 072 | 181 | 0 1;/25; 0 ((?/‘:’0)
Cylglle P eo 2 | 1157 | 0231 | 1190 | 074 | 174 | 3 (81/‘5‘?)‘ 3 ((?/05/"7)
Cylglge P eo 4 | 2391 | 10.154 | 1.000 | 0.61 | 77.00 | 4 (ﬁf;g o (?/(?’6)
Cly)cllz P eo 1| 2127 | 8594 | 1.001 | 062 |67.00 | 1 (?ggff; Lol (?/(?’9)
Cly)cég P eo 1| 0948 | 0204 | 0970 | 040 | 149 | 3 (?;/;;A; 4 ((?/(?’6)
Cycle2 | 60 3 | 0964 | 0242 | 0950 | 043 | 158 | 3 (?2/;;; 4 ((?/‘?’6)
Cycle3 | 60 6 | 0943 | 0206 | 0935 |056| 158 | 6 (?;gg 6 (11'/950‘/;))
Phosphorus Cycle4 | 60 6 | 0943 | 0195 | 0940 |o050| 132 | 8 (?zg; 9 ((?/‘?’1)
(mmol/L) Cycle5 | 60 9 | 0920 | 0214 | 0900 | 037 | 162 | 10 | | 02/200/‘; 0| (?/(?’0)
Cycle6 | 60 5 0899 | 0174 | 0904 | 060 | 142 | 5 (; 8;5‘0;; 7 ((?/05/‘;’)
Cycle9 | 60 7 | 0899 | 0204 | 0930 | o048 | 155 | 10 (163;;/‘; 16 ((?Z‘;)
Cﬁle 60 6 | 0891 | 0216 | 0850 | 048 | 1.48 | 10 (183/22/‘; 14 (21'202))
szle 60 10 | 0.863 | 0.169 | 0.855 | 058 | 141 | 17 (Téfl;/; 21 (21'/6303))
Cﬁle 60 9 | 0892 | 0.194 | 0890 | 051 | 149 | 17 (‘:’iﬁ;/‘; 5| (?/;/"7)
Cﬁle 60 9 | 0900 | 0204 | 0900 | 053] 130 | 16 (‘;’ 2;%‘ 25 (21'2?)
ngle 60 300912 | 0196 | 0900 | 038 | 142 | 10 | 32/22/‘)‘ 9ol (?/?1)
Baseline | 60 | 31 | 1040 | 5407 | 035 | 0.1 |291.6 | 31 (93/;9/‘)‘ 31 (31 ';‘;g))
Cylglle Ploeo | 33 | 035 | o011 | 037 | 01| o6 | 32 (ng(g 32 (31'/620?)
Cylglge Pleo | 33 | 980 | 4907 | 037 | 01 | 2558 | 32 (‘:’(5)/;(:; 32 (31 '/620?)
Usie Acid Cly)cllz P60 | 34 | 990 | 4895 | 030 | 02 | 2499 | 34 ?;;;A; 34 (31'202))
(mmol/L) Cly)cég D60 | 34 | 2563 | 9431 | 031 | 01 | 4370 | 34 g;‘g 34 (31'202))
Cycle2 | 60 | 29 | 1121 | 60.86 | 027 | 0.0 |339.1 | 31 iggf)/‘)‘ 31 (31';‘2?)
Cycle3 | 60 | 35 | 1217 | 5944 | 029 | 01 |297.5 | 34 (;;;)‘ M| (?/(?’6)
Cycle4 | 60 | 34 | 10.80 | 53.64 | 030 | 0.1 |2738 | 35 o 2;‘ 35 ((?/02/"5)
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Biochemistry

Outside normal Clinically
range Significant
Total
Test Visit S:b?s MIS Mean SD  Median Min Max MIS % MIS %
3.7% 0%
5 | 60 32 | 1114 | 5731 | 032 | o1 | 3036 | 33 33
Cyele 7 (1/27) (0/27)
7.4% 0%
le6 | 60 33 | 1739 | 6509 | 033 | 02 | 3095 | 33 33
Cyele 7 (2/27) (0/27)
0° 0°
Cycle9 | 60 36 | 2009 | 7037 | 031 0.0 | 309.5 | 38 02 ;; 0 /;’0)
Cycle 4.2% 0%
> 60 33 12077 | 7662 | 033 | 00 |3512] 36 aney | 3| o)
Cycle 10% 0%
s 60 33 | 2255 | 8016 | 035 | 01 | 3095 | 40 e | 4| ono)
Cycle 13.6% 0%
s 60 31 13577 | 9212 | 033 | 01 | 3155 38 a2 | P | om0
Cycle 20.8% 0%
60 29 | 3826 | 10474 | 030 | 0.1 | 3868 | 36 38
21 7 (5/24) (0/22)
Cycle 20.7% 0%
60 27 | 4283 | 10473 | 032 | 01 | 3808 | 31 34
24 7 7 (6/29) (0/26)
15.8% 0%
Baseli 60 2 | 5655 | 1759 | 5250 | 405 | 1415 3 3
aseime 7 (9/57) (0/57)
Cycle 1 26.3% 0%
o 60 2| 781 | 1978 | 5350 | 305 | 1620 | 3| (oo 31 s
Cycle 1 26.3% 0%
o8 60 30| 6326 | 2938 | 5273 383 ass2 | 3| (oo 31 s
le 1 25.99 0°
Cyele 60 2 | 6257 | 2877 | 5447 | 316 | 1970 | 2 % 2 %
D15 (15/58) (0/58)
Cycle 1 41.8% 0%
60 3 | 6275 | 2248 | 5500 |3.60 | 1382 | 5 6
D28 7 (23/55) (0/54)
32.1% 0°
Cycle2 | 60 3 6137 | 2117 | 5500 | 383 | 1376 | 4 (18/56‘; 5 (0/5/"5)
35.3% 0%
Cycle3 | 60 9 | 6323 | 2509 | 5300 | 380 | 1420 | 9 | (oo | s
36.7% 0%
Cycled | 60 7 | 6565 | 2.886 | 5800 | 3.94 | 2048 | 11 11
Glucose Y (18/49) (0/49)
(mmol/L) 36% 2%
Cycle5 | 60 § | 6109 | 1562 | 5603 | 444 | 1250 | 10| oo 101 150y
4429 0°
Cycle6 | 60 7| 6419 | 1820 | 5828 | 438 1520 | 8 | ;; " | o /:’1)
349 0°
Cycle9 | 60 S| 6ITH | 2342 | 5400 | 420 | 1748 | 10| o (f; 4| /f’@
Cycle 44.7% 0%
60 5992 | 1.734 | 5661 |3.70 | 11.60 | 13 15
12 7 7 7 (21/47) (0/45)
Cycle 54.8% 0%
60 13 | 6530 | 2.682 | 5900 | 321 | 1840 | 18 23
15 (23/42) (0/37)
Cycle 46.3% 0%
60 13 | 6600 | 2.593 | 5606 | 3.80 | 1650 | 19 26
18 (19/41) (0/34)
Cycle 51.2% 0%
60 9 | 6262 | 1.845 | 5770 | 3.94 | 1240 | 1 25
21 77 T om3 (0/35)
Cycle 29.8% 0%
60 5 | 5956 | 2576 | 5.400 | 057 | 1571 | 13 21
24 7 7 7 (14/47) (0/39)
1.9% 0%
Baseline | 60 6 | 1030 | 26 103.0 | 96 | 108 6 6
Chloride (1/54) (0/54)
(mmol/L) Cycle 1 7.8% 0%
60 1033 | 26 1030 | 96 | 109 9 9
DI 7 (4/51) (0/51)
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Biochemistry

Outside normal Clinically
range Significant
. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
Cycle 1 17.3% 0%
60 8 | 1039 | 32 1040 | 9 10 | 8 8
D8 7 (9/52) (0/52)
Cycle 1 8.9% 0%
60 4 | 1044 | 24 1050 | 98 | 109 | 4 4
D15 (5/56) (0/56)
Cycle 1 14.8% 0%
60 4 | 1046 | 26 1045 | 99 | 111 6
D28 (8/54) T ors3)
13.2% 0%
e2 | 60 6 | 1042 | 24 1040 | 100 | 111 8
Cyele 7 (7/53) (0/52)
7.7% 0%
3 | 60 1040 | 2.6 1040 | 98 | 109 | 8 8
Cycle 7 (4/52) (0/52)
14.3% 0%
le4 | 60 1038 | 2. 1040 | 99 | 111 | 11 1
Cyele 7 7 (7/49) (0/49)
10% 0%
les | 60 8 | 1041 | 22 1040 | 100 | 109 | 10 10
Cyele (5/50) (0/50)
9.3% 0%
6 | 60 4 1022 ] 129 | 1040 9 | 111 6 6
Cyele (5/54) (0/54)
8% 0%
€9 | 60 6 | 1040 | 26 1040 | 99 | 110 | 10 14
Cyele (4/50) (0/46)
Cycle 4.3% 0%
60 9 | 1042 | 20 1040 | 100 | 109 | 14 16
12 (2/46) (0/44)
Cycle 9.8% 0%
60 1| 1038 | 25 1040 | 99 | 110 | 19 2
15 (4/41) (0/38)
0, 0,
Cycle 60 1 | 1037 | 23 1040 | 98 | 108 | 19 98% oy | 0%
18 (4/41) (0/36)
Cycle 2.6% 0%
60 1| 1033 | 23 103.0 | 98 | 108 | 21 2
21 (1/39) T o33
Cycle 7.3% 0%
60 8 | 1038 | 23 103.0 | 99 | 109 | 19 2
24 (3/41) (0/38)
10.3% 0%
Baseli 60 2 | 493 | 492 | 350 9 | 28 2 2
aseime 7 (6/58) (0/58)
Cycle 1 12.2% 2%
60 11| 593 | 649 | 340 1n | 315 | 11 1
DI (6/49) (1/49)
Cycle 1 42.9% 12.2%
60 12 | 1485 | 2183 | 655 1| 1073 | 11 1
D8 7 (21/49) (6/49)
Cycle 1 20% 6%
60 10 1. 944 | 385 8 | 48 | 10 10
D15 L7 (10/50) (3/50)
0 0,
Cyeled 1 ¢ 9 593 | 704 | 340 7| 379 | 10 16% o | 0%
D28 (8/50) (0/50)
15.1% 3.8%
€2 | 60 6 | 515 | 522 | 325 10 | 249
_ Cycle 7 (8/53) T sy
Lipase (U/L)
Cycle3 | 60 11 | 8.0 | 1613 | 370 12 | 1020 | 11 12.2% 1 0%
Y : : : (6/49) (0/49)
11.6% 0%
le4 | 60 16 | 596 | 600 | 400 1| 25 | 1 18
Cyele 7 (5/43) (0/42)
10.9% 0%
les | 60 13 | 574 | 558 | 430 1| 249 | 14 15
Cycle 7 (5/46) (0/45)
16% 2%
6 | 60 9 | 63.0 2 | 340 9 | 384 | 10 1
Cycle 7 (8/50) (1/49)
13.6% 2.5%
€9 | 60 13 19 | 1733 | 350 12 | 1201 | 16 20
Cycle 7 7 (6/44) (1/40)
Cycle 6.4% 2.2%
60 8 | 525 | 656 | 335 9 | 330 | 13 14
12 (3/47) (1/46)
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Biochemistry

Outside normal Clinically
range Significant
. Total . .
Test Visit Subjs MIS Mean SD Median Min Max MIS % MIS %
Cycle 10% 0%
60 14 | 439 | 383 | 315 9 | 184 | 20 23
15 (4/40) (0/37)
Cycle 11.8% 0%
60 1 478 | 438 | 380 8 | 203 | 26 29
18 7 7 (4/34) (0/31)
Cycle 12.5% 0%
60 | 20 | 511 | 548 | 375 6 | 329 | 28 33
21 7 (4/32) (0/27)
Cycle 12.5% 5.4%
60 15 | 651 | 893 | 320 9 | 484 | 20 23
24 (5/40) 2/37)
31.6% 0%
Baseli 60 3 | 500 | 4o. 39.0 16 | 242 | 3 3
aseine 7 (18/57) (0/57)
Cycle 1 26.8% 0%
60 3| 491 | 394 | 380 12 | 242 | 4 4
D1 (15/56) (0/56)
Cycle 1 30.4% 1.8%
60 4 | 518 | 432 | 400 1| 214 | 4 4
D8 (17/56) (1/56)
Cycle 1 29.8% 0%
60 3 | 580 | 632 | 370 13 | 34 3 4
D15 7 7 (17/57) (0/56)
Cycle 1 21.4% 0%
60 3| 451 | 435 | 350 10 | 264 | 4 6
D28 (12/56) (0/54)
16.4% 0%
le2 | 60 4 | 461 | 513 | 355 10 | 300 | s 5
Cyele (9/55) (0/55)
26.4% 0%
3 | 60 521 | 590 | 380 9 | 34
Cyele 7 T T sy T ors3)
31.4% 0%
Cycled | 60 6 | 639 | 1090 | 425 10| 717 | 9 9
vee (16/51) (0/51)
GGT (U/L) Y -
les 60 10 | 572 69.6 42.0 11 | 380 | 11 = 11 ‘
Cyele 7 (12/49) (0/49)
32.1% 0%
6 | 60 6 | 529 | 60. 425 12 | 441 7
Cycle 7 (17/53) T os3)
30.6% 0%
9 | 60 516 | 430 | 410 12 | 265 | 11 15
Cyele 7 (15/49) (0/45)
Cycle 40.8% 0%
60 6 | 569 | 578 | 440 1| 399 | 11 15
12 7 (20/49) (0/45)
Cycle 30% 0%
60 11| 533 | 568 | 380 1| 375 | 20 2
15 7 (12/40) (0/38)
Cycle 38.1% 2.9%
60 10 | 695 | 107.1 | 43.0 12 08 | 18 25
18 7 7 (16/42) (1/35)
0, 0,
Cycle 60 9 | 673 | 957 | 430 11| 582 | 17 39% o5 | 0%
21 (15/43) (0/35)
Cycle 39.6% 4.8%
60 3 | 642 | 874 | 430 12 | 48 12 18
24 7 7 (19/48) (2/42)
7.1% 0%
Baseli 60 4 | 553 | 211 550 | 20 | 119 | 4 4
aseime (4/56) (0/56)
Cycle 1 10.9% 0%
60 6 | 576 | 230 57.0 18 | 126 | s 5
D1 7 7 (6/55) (0/55)
Cycle 1 19.2% 3.8%
60 8 29 | 340 660 | 26 | 16 8 8
D8 7 7 (10/52) (2/52)
Amylase (U/dL) Crvale 1 5 8% o
yele 8% 0
60 8 | 594 | 214 555 | 20 | 118 | 8 8
D15 (3/52) (0/52)
Cycle 1 5.6% 0%
60 6 | 555 | 214 515 19 | 115 | 6 8
D28 (3/54) (0/52)
3.8% 0%
le2 | 60 6 | s61 | 206 540 | 20 | 122 | 7
Cyele (2/53) T ors3)
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Biochemistry

Outside normal Clinically
range Significant
Test Visit g:;ji MIS Mean SD  Median Min Max MIS % MIS %
5.9% 0%
le3 | 60 9 | 598 | 220 590 | 20 | 12 9 9
Cycle 7 (/51 (0/51)
8.2% 0%
le4 | 60 9 | 604 | 230 61.0 6 | 116 | 11 12
Cycle (4/49) (0/48)
7% 0%
Cycle5 | 60 16 | 588 | 217 56.0 19 | 101 | 17 /43) 7] a3
7.8% 0%
le6 | 60 8 | 586 | 212 580 | 21 | 116 | 9 9
Cyele 4/51) (0/51)
43% 0%
9 | 60 1 | 580 | 214 57.0 1 104 | 14 19
Cycle 7 7 (2/46) (0/41)
Cycle 11.6% 0%
60 1 | 563 | 192 580 | 22 | 101 | 1 18
12 7 (5/43) (0/42)
Cycle 7.9% 0%
60 14 | 606 | 208 610 | 22 | 124 | 22 24
15 (3/38) (0/36)
Cycle 15.8% 0%
60 13 | 618 | 208 600 | 25 | 118 | 22 2
18 (6/38) T o33
Cycle 10.8% 0%
60 13 | 613 | 258 590 | 22 | 163 | 23 28
21 (4/37) (0/32)
Cycle 15.8% 0%
60 1n | 64 28. 620 | 21 | 184 | 22 25
24 7 7 (6/38) (0/35)

Summary and Conclusions

This was a phase Il study of Nilotinib at a 300 mg dose twice daily in adult patients with newly
diagnosed Philadelphia chromosome positive (Ph+) chronic myelogenous leukemia in chronic
phase (CML-CP). Sixty two patients were enrolled in this study but 2 of them withdrew before
receiving any treatment (one withdrew consent and the other one did not meet MG level
requirements for treatment at day 1 on cycle 1, even though s/he met all inclusion/exclusion
criteria).

Thirty-four participants had the primary outcome measured at cycle 6 and 32 achieved CCyR
which was the primary outcome of this study. Therefore, the success rate was 94.1% (95% ClI
80.9% to 98.4%) which is significantly higher than the 54% reported for Imatinib in the
protocol and the rate originally declared as clinically useful for Nilotinib, 72%. After imputing
missing values using “last value carried forward” criteria, the estimated response rate was
still significantly higher than 72% (estimated % after imputing 84%, 95% Cl 72.6% to 91.5%).
Note that this high success response rate is consistent with results previously reported in the
literature (see Section 2.1.2 of the protocol).

All the patients who took at least one dose of the study drug experienced one or more adverse
events and 19 of them had at least one serious adverse event. Adverse events and patient
refusal/non-compliance were the most frequent reasons for dose modifications.
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The most frequent non-haematologic adverse events were Rash (46.7%), Fatigue (43.3%),
Nausea (35%), Headache (31.7%), Back pain (31.7%), Lipase increased (28.3%), Constipation
(26.7%), Pruritus (23.3%), Alanine aminotransferase increased (21.7%), Alopecia (21.7%) and
Arthralgia (20%). Most of these events were mild or moderate (grades 1 and 2, respectively)
except “Lipase increased” where 14 out of 17 patients experienced grades 3 or 4.
Furthermore, the most frequent haematologic AEs were Thrombocytopenia (13.3%) and
Anaemia (11.7%). All the Anaemia cases were mild or moderate whereas 3 out of 8 patients
had grades 3 or higher of Thrombocytopenia.

The most frequent non-haematologic serious adverse events were Abdominal pain (5% of
patients), Pyrexia (5%), Lipase increased (3.3%), Myocardial infarction (3.3%) and Pneumonia
(3.3%). In addition to this, 2 participants had a heamatologic serious adverse event,
Hemoglobin decreased (grade 3) and Thrombocytopenia (grade 4).

There was only one reported death of a 76-year-old male Caucasian patient after 1 year after
registration. This patient completed 9 cycles of the study drug. The cause of death was a pre-
existing neurological condition.

Note that based on the data collected for this study, the analysis presented in this report
supports the hypothesis that nilotinib has significant efficacy in newly diagnosed chronic
phase CML patients (in terms of Cytogenetic responses) which is consistent with other
preclinical studies. Moreover, the most frequently reported AEs (non-haematologic and
haematologic) were also reported in previous studies (see Section 2.2.5.3 of the protocol).
However, one should take into consideration that this is not a randomised trial, and in the
absence of an active comparator, the observed effect cannot be attributed solely to the
treatment, as this could be the work of observed or unobserved confounders.
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