SUPPLEMENTAL MATERIAL

Supplemental Table 1: Grade 3—4 toxicities within 90 days prior to initiation of
metronomic therapy in descending order of frequency.

24 105 129
27 79 106
84 12 96
58 5 63
29 1 30
29 1 30
25 3 28
15 3 18
12 1 13
9 3 12
12 0 12
5 5 10
9 1 10
9 0 9
7 1 8
5 1 6
4 1 5
5 0 5
5 0 5
2 2 4
4 0 4
3 0 3
1 2 3
3 0 3
3 0 3







=
o
=

RPlRr| R Rr|R|PR
o ol o|l o o] o
RPlRr| R Rr|R|R

=
o
=

PlRr|(RPr|Rr| RPR|[O|R|R|R
olo|o|o|lo|r|o|o]| o
L e I T e S = I S S S Y

"*grade 3—4 toxicities occurring within 90 days prior to initiation of metronomic therapy

~ Grading and terminology according to CTCAE v3.0

Supplemental Table 2: Grade 3-5 toxicities within 60 days of initiation of metronomic
therapy in descending order of frequency.
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*grade 3—4 toxicities occurring within 60 days of initiation of metronomic therapy

~ Grading and terminology according to CTCAE v3.0



Supplemental Table 3: Distribution of hematological toxicity of metronomic therapy

according to the level of cytopenias prior to therapy.

Platelets *:
Within 60 days after start of metronomic therapy
No-Mild Moderate Severe Total
thrombocytopenia | thrombocytopenia | thrombocytopenia
Within 90 No-Mild 3 (1.7%) 12 (6.6%) 19 (10.4%) 34
days prior to thrombocytopenia (18.7%)
start of Moderate 3(1.7%) 6 (3.3%) 35 (19.2%) 44
metronomic thrombocytopenia (24.2%)
therapy Severe 3(1.7%) 3(1.7%) 98 (53.9%) 104
thrombocytopenia (57.1%)
Total 9 (5.0%) 21 (11.5%) 152 (83.5%) 182
(100.0%)

White blood cells *;

Within 60 days after start of metronomic therapy
No-Mild Moderate Severe Total
leukopenia leukopenia leukopenia
Within 90 days prior No-Mild leukopenia 5 (2.8%) 10 (5.5%) 16 (8.8%) 31 (17.0%)
to start of Moderate leukopenia 3 (1.7%) 30 (16.5%) 40 (22.0%) 73 (40.1%)
metronomic therapy | Severe leukopenia 3 (1.7%) 16 (8.8%) 59 (32.4%) 78 (42.9%)
Total 11 (6.0%) 56 (30.8%) 115 (63.2%) | 182 (100.0%)

Hemoglobin *:

Within 60 days after start of metronomic therapy

No-Mild Moderate Severe Total
anemia anemia anemia
Within 90 days prior No-Mild anemia 7 (3.9%) 27 (14.8%) 0 (0.0%) 34 (18.7%)
to start of Moderate anemia 1 (0.6%) 133 (73.1%) | 7 (3.9%) 141 (77.5%)
metronomic therapy Severe anemia 0 (0.0%) 6 (3.3%) 1 (0.6%) 7 (3.9%)
Total 8 (4.4%) 166 (91.2%) 8 (4.4%) 182 (100.0%)

*No-Mild: Grade 0-1 cytopenia, Moderate: Grade 2-3 cytopenia, Severe: Grade 4 cytopenia. Grading according
to the CTCAE v3 criteria.

Anote: Of the 186 patients that received metronomic therapy, 4 did not have lab measurements within 60
days after the start of metronomic therapy; these tables compare results for the 182 patients with both pre
and post MT lab measurements.



Supplemental Figure 1
Dynamics of Thrombocytopenia before and after metronomic therapy.

O None-Mild Thrombocytopenia Before Treatment,. Moderate Thrombocytopenia Before Treatment, B severe

Thrombocytopenia Before Treatment, . None-Mild Thrombocytopenia After Treatment, 0 Moderate Thrombocytopenia After
Treatment, 0 severe Thrombocytopenia After Treatment. Circularly arranged segments represent respective groups. Angular
value of the segment, proportional to the size of the respective group. Ribbons with the respective color of the group before
treatment ending (without touching) to the group after treatment proportionally to the percentage. Outer circularly arranged
stacked bars representing the relative contribution of each group (before or after treatment) to the formation of another group
(after or before treatment respectively).




Supplemental Figure 2
Dynamics of Leukopenia before and after metronomic therapy.

O None-Mild Leukopenia Before Treatment,. Moderate Leukopenia Before Treatment, B severe Leukopenia Before
Treatment, ' None-Mild Leukopenia After Treatment, O Moderate Leukopenia After Treatment, O severe Leukopenia After
Treatment. Circularly arranged segments represent respective groups. Angular value of the segment proportional to the size of
the respective group. Ribbons with the respective color of the group before treatment ending (without touching) to the group
after treatment proportionally to the percentage. Outer circularly arranged stacked bars representing the relative contribution
of each group (before or after treatment) to the formation of another group (after or before treatment respectively).




Supplemental Figure 3
Dynamics of Anemia before and after metronomic therapy.

O None-Mild Anemia Before Treatment,. Moderate Anemia Before Treatment, @ severe Anemia Before Treatment, ' None-
Mild Anemia After Treatment, 0 Moderate Anemia After Treatment, 0 severe Anemia After Treatment.Circularly arranged
segments represent respective groups. Angular value of the segment proportional to the actual size of the respective group.
Ribbons with the respective color of the group before treatment ending (without touching) to the group after treatment
proportionally to the percentage of contribution. Outer circularly arranged stacked bars representing the relative contribution
of each group (before or after treatment) to the formation of another group (after or before treatment respectively).




