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1) Appendix Supplemental Figures and Figure Legends

Appendix Figure S1
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Appendix Figure S1. Am80 promotes neutrophil differentiation, enhances ROS production, and alters
transcription of RA-target genes in human hematopoietic precursors. (A) Both Am80 and RA, but not
GCSF, inhibited leukemic growths of NB4 cells (section i) while enhancing granulocytic morphologic
differentiation (section ii). Am80 promoted significantly higher ROS production than did RA, whereas GCSF
failed to induce ROS production (section iii). White arrows indicate nuclear segmentations of neutrophils. ROS,
reactive oxygen species. CL, chemiluminescence; RLU, relative light units; AUC, area under the curve.
Leukemia NB4 cells, as described before (Chaudhry et al, 2012; Wang et al, 2006), were tested for
mycoplasma-free by PCR analysis. These NB4 cells from passages 5 to 15 were used for less than five
months. (B) gRT-PCR analyses of differential expression of RA-target genes mediated by RA, Am80, and
GCSF in parallel. RA promoted the highest expression of cell cycle inhibitor p21<"*®_(C) In normal primary
human hematopoietic CD34+ precursors, RA inhibited proliferation (section i) and promoted granulocytic
differentiation (section ii) whereas was much less efficient for inducing ROS production (section iii). On the
other hand, GCSF displayed the least effect on inducing granulocytic morphology differentiation compared RA
or Am80, while Am80 significantly promoted ROS production, compared to GCSF or RA. (D) Compared to RA,
Am80 altered transcription pattern of RA-induced target genes regulating granulocytic differentiation in CD34+
cells. Data are shown as mean = SD and represent at least 2 independent experiments with similar results. RA
(Sigma-Aldrich) was dissolved in 100% ethanol, and 1 uM RA was used for NB4 cells while 0.5 uM RA for

CD34+ cells. *, P < 0.05; **, P < 0.01; ***, P < 0.001. Numbers of P values are provided in Appendix Table S4.
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Appendix Figure S2
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Appendix Figure S2. Am80-GCSF combination significantly promotes granulocytic differentiation, ROS

production, and alters transcription of RA-target genes in NB4 cells. (A-C) Am80-GCSF combination

significantly inhibited cell proliferation (panel A). This inhibition was associated with enhanced granulocytic

differentiation (panel B) and promoted ROS production (panel C) on day 5. GCSF failed to induce granulocytic

differentiation and ROS production in NB4 cells. White arrows indicate nuclear segmentation of neutrophils. (D)

Am80-GCSF induced significantly higher expression of RA-target genes on day 2 compared to Am80, whereas

Am80 induced higher expression of these same RA-target genes on day 5. GCSF did not induce transcription
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of RA-target genes in NB4 cells. Data are shown as mean + SD and represent at least two independent
experiments with similar results. *: P < 0.05; **: P < 0.01; ***; P < 0.001. Numbers of P values are provided in

Appendix Table S4.
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Appendix Figure S3. Neutrophil levels in human cancer chemotherapy-induced neutropenia. Human
cancer chemotherapy-induced neutropenia (CCIN) consists of neutrophil decrease and neutrophil recovery
stages, and the median duration of CCIN is 9-15 days (ANC <1.5 x 10%L), as described by other groups’
studies (Crawford et al, 1991; Trillet-Lenoir et al, 1993). GCSF cannot prevent neutrophil reduction in the
neutrophil decrease stage of human CCIN. During neutrophil recovery stage, although GCSF profoundly
increases the number of neutrophils to reduce the duration of neutropenia, these neutrophils are inadequately
differentiated with impaired microbicidal function that cannot effectively reduce human CCIN-associated
infection and mortality (Bohlius et al, 2008; Gurion et al, 2012; Hartmann et al, 1997; Heath et al, 2003;

Mhaskar et al, 2014; Sung et al, 2007). CT, chemotherapy; ANC, absolute neutrophil count.
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Appendix Figure S4
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Appendix Figure S4. ldentifying PB and BM neutrophils collected from control mice. (A) PB
mononuclear cells and neutrophils from control mice were separated with Ficoll isolation and identified with
granulocytic morphologic analysis. (B) Less- and more-matured BM neutrophils of control mice were identified

in the second and third layers, respectively, with Percoll gradient segregation and granulocytic morphologic

analysis.
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Appendix Figure S5
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Appendix Figure S5. Each of individual tests performed in different survival models of mouse CCIN. (A)
Survival model #1 of mouse CCIN treated with low dose of Am80-GCSF after 4 hrs of CPA injection. (a-i to a-
iii) Three independent experiments were performed with survival model #1 to evaluate the infection-related
mortality of CCIN mice. Kaplan-Meier plots analysis was used to calculate survival rate of CCIN mice. (B)
Survival model #2 of mouse CCIN treated with low dose of Am80-GCSF after 24 hrs of CPA injection. (b-i & b-
i) Two independent experiments were performed with survival model #2 to evaluate the infection-related
mortality of CCIN mice. Kaplan-Meier plots analysis was used to calculate survival rate of CCIN mice. (C)
Survival model #3 of mouse CCIN treated with medium dose of Am80-GCSF after 24 hrs of CPA injection. (c-i
& c-ii) Two independent experiments were performed with survival model #3 to evaluate the infection-related

mortality of CCIN mice. Kaplan-Meier plots analysis was used to calculate survival rate of CCIN mice.
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2) Appendix Supplemental Tables and Table Legends

Appendix Table S1

A AmB80
Human plasma concentration* Cell culture concentration

Oral dose PK Cmax Dose
(mg/m?2) (ngim) __(nM) Cell types (M)
2 18.0 51 CD34+ 2.5

4 449 128 NB4 2.5

6 60.9 171 Normal specimen 10.0
Cmax: Peak plasma concentration AML specimen %gg
100.0

150.0

Am80 molecular weight: 351.44 g/mol
Clinical dose of Am80 for APL: 6 to 9 mg/m2/day

*Investigator's brochure, Tamibarotene (INNO-507)

B GCSF
Human plasma concentration** Cell culture concentration
Subcutaneous PK Cmax Dose
dose (ug/kg) (ng/ml) Celltypes (ng/ml)
3.45 4 CD34+ 25
11.5 49 NB4 25
Primary specimen 25

Clinical dose of GCSF for CCIN:5 to 10 pg/kg/day

**NEUPOGEN® (filgrastim) Prescribing Information
www.NEUPOGEN.COM, 1991-2015, Amgen Inc.

Appendix Table S1. Converting human plasma concentrations of GCSF and Am80 to equivalent cell
culture doses. Am80 and GCSF doses used in cell culture were derived from their corresponding
concentrations in human plasma. A) Am80 doses used in cell cultures were within the pharmacokinetics (PK)
plasma concentrations determined in both healthy subjects and APL patients. B) GCSF dose of 25 ng/ml for in
vitro inducing granulocytic differentiation of hematopoietic precursors has been well-established (Ding et al,

2013; Hao et al, 1998; Lou et al, 2013; Luo et al, 2007). This GCSF dose established for cell culture is in the

medium range of its clinical application.
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Appendix Table S2

Gene name GenBank No. Forward Reverse

PU.1 NM_001080547.1 5-AGCTCAGATGAGGAGGAGGG-3' 5'-AACAGGAACTGGTACAGGCG-3
C/EBPo. NM_004364.4 5-GTCGGTGGACAAGAACAGCA-3' 5-CCTTCTGCTGCGTCTCCACG-3
C/EBPB NM_005194.3 5-AACTCTCTGCTTCTCCCTCTG-3 5'-AAGCCCGTAGGAACATCTTT-3'
C/EBPg NM_001805.3 5-TGGAGAGGCATTCCCAGAAG-3' 5'-GCGACTCCTGGCCTATTCAG-3'
RARp2 NM_016152.3 5-AAGTGAGCTGTTCAGAGGCA-3' 5-AATGCGTTCCGGATCCTACC-3'
CDi18 NM_000211.4 5-TCTGCTTCTGCGGGAAGTG-3' 5-ATGTACTTGCCACAGGGTGA-3'
CD1lb NM_001145808.1 5-GCCAGTACTGAGAGTCAAGG-3' 5'-CAACACTCTGGATCTGTCCT-3'
p21 Cie/Kip NM_000389.4 5-TGCCGAAGTCAGTTCCTTGT-3' 5'-CATTAGCGCATCACAGTCGC-3'
CD66a NM_001024912.2 5-AAAATGGCCTCTCACCTGGG-3' 5-GGGTCATTGGAGTGGTCCTG-3'
CD66b NM_001816.3 5'-GATCCTATGCCTGCCACACC-3' 5-GCTGACAGTGGCTCTAGCTG-3'
CD66¢ NM_002483.6 5-TATCCCTGAGAGGAGGCTCA-3' 5-TCCAGGGGACATGCAATCTG-3
LL-37 NM_004345.4 5'-GACAGTGACCCTCAACCAG-3' 5'-CCTGGGTACAAGATTCCGCA-3'
GAPDH NM_002046.5 5-CATGGCCTCCAAGGAGTAAG-3' 5-AGGGGTCTACATGGCAACTG-3'

Appendix Table S2. Primers of 12 different RA-target genes used in gRT-PCR analyses.

Appendix Table S3

Control and test groups used
in six different mouse CCIN models
Group | Control Vehicle GCSF Am80 A+G

CPA - + + + +
Infection - + + + +

Appendix Table S3. Control and vehicle groups were in parallel used in different mouse CCIN models for both

monitoring and evaluating in vivo tests.
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Appendix Table S4

The numbers of P values derived from statistical tests

Figure 1 | Section P-value test performed
1A section i GCSF vs. Am80 0.000507961 | *** t-test
Am80 vs. A+G 0.000361862 | *** | t-test
section ii GCSF vs. AM80 0.049410586 | * t-test
A+G vs. Am80 0.019511666 | * t-test
A+G vs. GCSF 0.002320299 | ** t-test
sectioniii | A+G vs. GCSF 8.75834E-06 **x | t-test
A+G vs. Am80 0.000116081 | *** | t-test
GCSF vs. Am80 0.041188173 | * t-test
section iv
fMLP A+G vs. Am80 2.05126E-08 ok t-test
A+G vs. GCSF 6.21184E-09 il t-test
GCSF vs. AM80 0.000212119 | *** | t-test
PMA A+G vs. GCSF 6.89633E-05 ok t-test
A+G vs. AM80 5.45779E-05 | *** | t-test
AMS80 vs. CONTROL 0.003398608 | ** t-test
GCSF vs. CONTROL 0.000603203 | *** | t-test
1B RARB2
day-1 CONTROL vs. GCSF 0.002081323 | ** t-test
CONTROL vs. AM80 0.002911097 | ** t-test
GCSF vs. AM80 0.041328424 | * t-test
GCSF vs. A+G 0.007199199 | ** t-test
AMB8O0 vs. A+G 0.001283229 | ** t-test
day-2 RARB2
CONTROL vs. GCSF 0.011796117 * t-test
GCSF vs. AM80 0.000214155 | *** | t-test
GCSF vs. A+G 0.039904907 | * t-test
AMB8O0 vs. A+G 0.005037947 | ** t-test
day-6 RARB2
CONTROL vs. GCSF 0.001021988 | ** t-test
CONTROL vs. A+G 0.015849947 | * t-test
GCSF vs. AM80 3.58724E-05 | *** | t-test
AMB80 vs. A+G 0.00152979 *x t-test
day-1 C/EBPE
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CONTROL vs. GCSF 0.000233461 | *** | t-test
CONTROL vs. AM80 0.000744687 | *** | t-test
GCSF vs. A+G 0.001129485 | ** t-test
AMB8O0 vs. A+G 0.002317695 | ** t-test
day-2 C/EBPE
CONTROL vs. GCSF 0.012851219 | * t-test
GCSF vs. AM80 0.002227852 | ** t-test
GCSF vs. A+G 0.003629911 | ** t-test
AMB8O0 vs. A+G 0.011847646 | * t-test
day-6 C/EBPE
CONTROL vs. GCSF 0.020892577 | * t-test
CONTROL vs. A+G 0.006056347 | ** t-test
GCSF vs. AM80 0.012460429 | * t-test
AMB8O0 vs. A+G 0.003750998 | ** t-test
day-1 CD66C
CONTROL vs. GCSF 0.002202712 | ** t-test
CONTROL vs. AM80 0.002403684 | ** t-test
GCSF vs. A+G 0.01196121 * t-test
AMB8O0 vs. A+G 0.002873151 | ** t-test
day-2 CD66C
GCSF vs. AM80 0.000156977 | *** | t-test
GCSF vs. A+G 0.001040212 | ** t-test
AMB8O0 vs. A+G 0.000699928 | *** | t-test
day-6 CD66C
CONTROL vs. GCSF 0.000810754 | *** | t-test
CONTROL vs. AM80 5.04839E-05 k| t-test
CONTROL vs. A+G 0.039969056 | * t-test
GCSF vs. AM80 2.76114E-06 k| t-test
GCSF vs. A+G 0.015221519 | * t-test
AMB8O0 vs. A+G 0.000339287 | *** | t-test
day-1 CcD66B
CONTROL vs. A+G 0.029790985 | * t-test
GCSF vs. A+G 0.009658543 | ** t-test
AMB8O0 vs. A+G 0.033069002 | * t-test
day-2 CD11B
CONTROL vs. AM80 0.005083568 | ** t-test
GCSF vs. AM80 0.01498158 * t-test
GCSF vs. A+G 0.029502637 | * t-test
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day-6 CD18
CONTROL vs. GCSF 0.000131892 | *** t-test
CONTROL vs. AM80 0.030181164 | * t-test
CONTROL vs. A+G 0.004741731 | ** t-test
GCSF vs. AM80 0.00264742 *k t-test
GCSF vs. A+G 0.000283134 | *** t-test
AMBO0 vs. A+G 0.001843599 ** t-test
1C section ii CONTROL vs. GCSF 0.000708599 | *** t-test
CONTROL vs. AM80 0.000332137 | *** t-test
CONTROL vs. A+G 0.000181248 | *** t-test
GCSF vs. AM80 0.000537741 | *** t-test
GCSF vs. A+G 0.000227347 | *** t-test
AMS80 vs. A+G 0.000523553 | *** t-test
1D section i neutrophil vs. (-) 1.96E-15 ¥k t-test
section ii AMS80 vs. CONTROL 1.22969E-07 ko t-test
A+G vs. CONTROL 5.68111E-06 el t-test
A+G VS. GCSF 8.35227E-06 rxk t-test
section iii A+G vs. GCSF 9.298E-07 ok t-test
A+G vs. AM80 9.62803E-06 ok t-test
AMS80 vs. CONTROL 0.025814088 | * t-test
1E CONTROL vs. CD18 Ab 2.22866E-06 Fokk t-test
CONTROL vs. CD11b Ab 4.56436E-06 Fokk t-test
CONTROL vs. COMB 6.13816E-05 el t-test
1F section i GCSF vs. AM80 0.000686193 | *** t-test
GCSF vs. A+G 4.05964E-07 ok t-test
AMS80 vs. A+G 0.00786187 *x t-test
section ii GCSF vs. AM80 6.16266E-06 ok t-test
GCSF vs. A+G 1.09423E-05 ok t-test
AMS80 vs. AM80+CD18 0.012608771 | * t-test
A+G vs. A+G+CD18 2.51628E-05 Fokk t-test
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Figure 2 | Section P-value test performed
2A section i
FMLP A+G vs. GCSF 5.1836E-06 x| t-test
A+G vs. AM80 2.18769E-05 **x | t-test
AMS80 vs. CONTROL 0.030218647 * t-test
PMA A+G vs. GCSF 0.003720838 ** t-test
A+G vs. AM80 1.51091E-07 x| t-test
GCSF vs. AM80 2.23123E-07 x| t-test
2B section i
Day-2 RARB2
GCSF vs. A+G 0.000215334 x| t-test
GCSF vs. AM80 0.000147551 x| t-test
AMS80 vs. A+G 0.010643082 * t-test
Day-3 RARB2
AMBO0 vs. A+G 0.04581776 * t-test
GCSF vs. A+G 1.81038E-06 k| t-test
GCSF vs. AM80 0.001573663 *x t-test
Day-6 RARB2
CONTROL vs. A+G 0.006137164 *x t-test
AMB8O0 vs. A+G 0.001765861 *x t-test
GCSF vs. A+G 0.000412182 x| t-test
Day-2 C/EBPE
CONTROL vs. AM80 3.79162E-05 x| t-test
AMBO0 vs. A+G 0.00547171 *x t-test
GCSF vs. A+G 0.000163628 k| t-test
GCSF vs. AM80 0.000653074 x| t-test
Day-3 C/EBPE
AMBO vs. A+G 0.009298449 *x t-test
GCSF vs. A+G 0.045894711 * t-test
Day-6 C/EBPE
CONTROL vs. A+G 0.000622879 x| t-test
AMS80 vs. A+G 0.000360051 **x | t-test
GCSF vs. A+G 7.99109E-05 x| t-test
Day-2 CD11B
CONTROL vs. AM80 0.000114921 x| t-test
GCSF vs. A+G 0.000597698 x| t-test

14
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GCSF vs. AM80 0.000112611 x| t-test
Day-3 CD11B
CONTROL vs. A+G 0.023759931 * t-test
AMS80 vs. A+G 0.035363674 * t-test
GCSF vs. AM80 0.002787172 *x t-test
Day-6 CD11B
AMBO0 vs. A+G 0.037309836 * t-test
GCSF vs. A+G 0.021684306 * t-test
section ii CONTROL vs. GCSF 0.005948397 o t-test
CONTROL vs. A+G 0.007461105 i t-test
section iii
FMLP AMS80 vs. A+G 0.010685223 * t-test
PMA AMS80 vs. A+G 0.015180143 * t-test
Figure 3 Section P-value test performed
3A section i CONTROL vs. GCSF 0.015405547 * t-test
GCSF vs. Am80 0.008523155 ** | t-test
GCSF vs. A+G 0.001211221 ** | t-test
Am80 vs. A+G 0.009552252 ** | t-test
section i GCSF vs. A20 0.000433008 **x | t-test
3B section i CONTROL vs. GCSF 0.004445595 | ** | t-test
GCSF vs. A20 7.70145E-05 | *** | t-test
GCSF vs. A20+G 0.043395245 | * t-test
GCSF vs. A100+G 0.008254467 | ** | t-test
GCSF vs. A150+G 9.57225E-05 | *** | t-test
A20 vs. A100 0.000199269 | *** | t-test
section i CONTROL vs. GCSF 0.000151011 | *** | t-test
GCSF vs. A20 1.30013E-05 | *** | t-test
GCSF vs. A20+G 3.97667E-06 | *** | t-test
GCSF vs. A100+G 9.57445E-07 | *** | t-test
GCSF vs. A150+G 4.9421E-07 | *** | t-test
A20 vs. A20+G 0.001826261 | ** | t-test

15
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section iii CONTROL vs. GCSF 0.003480947 ** | t-test
GCSF vs. A20 0.001089883 ** | t-test
GCSF vs. A20+G 0.017912804 * t-test
GCSF vs. A100+G 0.006184543 ** | t-test
GCSF vs. A150+G 0.010636628 * t-test
A100 vs. A20+G 3.57879E-05 *x | t-test
section iv CONTROL vs. GCSF 0.000184087 k| t-test
GCSF vs. A20 3.41902E-05 **x | t-test
GCSF vs. A100+G 2.06111E-05 **x | t-test
GCSF vs. A150+G 1.38125E-05 x| t-test
A20 vs. A20+G 1.9079E-05 **x | t-test

3C section i
proliferation CONTROL vs. GCSF 0.00014365 k| t-test
GCSF vs. A150 0.004845773 ** | t-test
GCSF vs. A150+G 0.001760537 ** | t-test
A150 vs. A150+G 0.049190089 * t-test
killing A+G vs. CONTROL 9.80927E-09 **x | t-test
A+G vs. GCSF 5.59929E-08 x| t-test
A+G vs. AM80 4.93609E-06 x| t-test
GCSF vs. CONTROL 0.00149551 ** | t-test
AMS80 vs. CONTROL 0.000168509 **x | t-test

section i
proliferation CONTROL vs. A150 4.89309E-06 k| t-test
CONTROL vs. A150+G 3.43708E-06 **x | t-test
GCSF vs. A150 3.28472E-06 *xx | t-test
GCSF vs. A150+G 2.1476E-06 *rx | t-test
killing A+G vs. CONTROL 3.55759E-07 **x | t-test
A+G vs. GCSF 1.02233E-06 *xx | t-test
A+G vs. AM80 1.95726E-09 x| t-test
AMS80 vs. CONTROL 0.021403248 * t-test
3D section i CONTROL vs. GCSF 0.000142006 **x | t-test
CONTROL vs. A150 0.000435875 *xx | t-test
CONTROL vs. A150+G 0.000341065 **x | t-test
GCSF vs. A150 2.94998E-05 *x | t-test
GCSF vs. A150+G 2.08592E-05 *rx | t-test
A150 vs. A150+G 0.026997302 * t-test
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section i CONTROL vs. GCSF 0.000118898 **x | t-test
CONTROL vs. A150 1.76779E-06 *xx | t-test
GCSF vs. A150 1.24454E-06 x| t-test
GCSF vs. A150+G 9.79659E-05 **x | t-test
A150 vs. A150+G 2.23732E-07 **k | t-test
section iii A+G vs. GCSF 1.38666E-05 **x | t-test
A+G vs. AM80 0.000132157 *xx | t-test
GCSF vs. CONTROL 0.00586509 ** | t-test
AMS80 vs. CONTROL 0.003781889 ** | t-test
section iv CONTROL vs. A150 0.000679624 **x | t-test
CONTROL vs. A150+G 1.16316E-05 *xx | t-test
GCSF vs. A150 0.00084841 **x | t-test
GCSF vs. A150+G 1.36003E-05 **x | t-test
A150 vs. A150+G 0.00466378 ** | t-test
section v RARDb2
A150 vs. CONTROL 0.000785505 **x | t-test
A150 vs. GCSF 0.001965128 ** | t-test
A150+G vs. A150 3.84172E-05 **k | t-test
CEBPe
GCSF vs. CONTROL 0.007041532 ** | t-test
A150 vs. GCSF 6.2234E-07 *xx | t-test
A150+G vs. A150 0.000405437 **x | t-test
CD66c¢c
GCSF vs. CONTROL 0.000288632 *xk | t-test
A150 vs. GCSF 0.002612316 ** | t-test
A150+G vs. A150 0.001023201 ** | t-test
Figure 4 Section P-value test performed
4E section i GCSF vs. AM80 0.000101111 x| t-test
section i GCSF vs. AM80 0.000371622 x| t-test
4 F section i CONTROL vs. VEHICLE 0.039311426 * t-test
VEHICLE vs. GCSF 0.029330023 * t-test
VEHICLE vs. AM80 0.008443809 ** | t-test
GCSF vs. AM80 0.027010983 * t-test
GCSF vs. A+G 0.001746488 *x t-test
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AMS8O0 vs. A+G 0.000107685 **x | t-test

section i CONTROL vs. VEHICLE 0.019103662 * t-test
CONTROL vs. GCSF 0.000997507 *xx | t-test

VEHICLE vs. AM80 0.027123892 * t-test

GCSF vs. AM80 0.006343464 ** | t-test

GCSF vs. A+G 0.01559614 * t-test

AMS80 vs. A+G 0.026967131 * t-test

section iii CONTROL vs. VEHICLE 0.011121655 * t-test
VEHICLE vs. AM80 0.03022058 * t-test

GCSF vs. AM80 0.015407895 * t-test

AMS8O0 vs. A+G 0.005188128 ** | t-test

4] section i CONTROL vs. GCSF 0.000379795 *xx | t-test
VEHICLE vs. GCSF 2.34434E-05 *xx | t-test

GCSF vs. AM80 0.002684044 ** | t-test

GCSF vs. A+G 0.000403473 **x | t-test

section i CONTROL vs. GCSF 1.38267E-07 **x | t-test
VEHICLE vs. GCSF 0.001066013 ** | t-test

GCSF vs. AM80 7.65501E-05 **k | t-test

GCSF vs. A+G 0.036176375 * t-test

4] section i CONTROL vs. VEHICLE 2.88423E-06 x| t-test
CONTROL vs. A+G 0.018249442 * t-test

VEHICLE vs. AM80 2.36543E-05 **x | t-test

VEHICLE vs. A+G 0.00130131 ** | t-test

GCSF vs. AM80 0.017353396 * t-test

section i CONTROL vs. VEHICLE 0.049542753 * t-test
CONTROL vs. GCSF 0.009862624 ** | t-test

VEHICLE vs. GCSF 0.025986032 * t-test

VEHICLE vs. AM80 0.031824836 * t-test

GCSF vs. AM80 0.009180151 ** | t-test

section iii CONTROL vs. AM80 0.017553084 * t-test
VEHICLE vs. GCSF 0.015309031 * t-test

VEHICLE vs. A+G 0.028345175 * t-test

GCSF vs. AM80 9.61344E-05 **x | t-test

AMS80 vs. A+G 0.000409851 **x | t-test
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Figure 5 Section P-value test performed
5C section i CONTROL vs. GCSF 6.89177E-05 *x | t-test
VEHICLE vs. GCSF 0.010551546 * t-test
VEHICLE vs. AM80 0.002569943 ** | t-test
VEHICLE vs. A+G 0.000702996 *rx | t-test
GCSF vs. A+G 0.003262141 ** | t-test
section i CONTROL vs. VEHICLE | 0.001081923 ** | t-test
VEHICLE vs. GCSF 0.002335775 ** | t-test
VEHICLE vs. AM80 0.001832213 ** | t-test
GCSF vs. A+G 0.00022431 *x | t-test
AM80 vs. A+G 9.30121E-05 x| t-test
5D Second layer GCSF vs. AM80 0.001670886 ** | t-test
AM80 VS. A+G 7.64088E-07 *** | t-test
Third layer GCSF VS. AM80 0.00033732 *** | t-test
AMS8O0 vs. A+G 0.008661791 ** | t-test
5E mononuclear layer CONTROL vs. A+G 0.000172534 **k | t-test
VEHICLE vs. A+G 0.000543776 *rx | t-test
GCSF vs. A+G 0.000832008 *k | t-test
AM80 vs. A+G 1.01936E-05 x| t-test
neutrophil layer CONTROL vs. VEHICLE | 0.000258254 x| t-test
CONTROL vs. GCSF 0.000335171 *** | t-test
CONTROL vs. AM80 7.26645E-05 *** | t-test
CONTROL vs. A+G 0.000119618 ** | t-test
GCSF vs. AM80 0.00027174 *** | t-test
AMS8O0 vs. A+G 0.00018292 **x | t-test
Figure 6 | Section P-value test performed
6 B section i Am80 + GCSF vs. GCSF 0.002 ** | Log Rank (Mantel-Cox) test
6 E section i Am80 + GCSF vs. GCSF 0.001 ** | Log Rank (Mantel-Cox) test
6 G section i Am80 + GCSF vs. GCSF 0.128 Log Rank (Mantel-Cox) test
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Figure 7 Section P-value test performed
7A second layer CONTROL vs. GCSF | 0.002069261 | ** t-test
CONTROL vs. A+G | 0.01912119 | * t-test
third layer CONTROL vs. A+G | 1.47116E-07 | *** t-test
GCSF vs. A+G 3.60129E-05 | *** t-test
7B mononuclear layer | CONTROL vs. GCSF | 0.000211413 | *** t-test
CONTROL vs. A+G 0.003623241 | ** t-test
neutrophil layer CONTROL vs. GCSF | 0.000937776 | *** t-test
CONTROL vs. A+G | 0.000358809 | *** t-test

7C section i

mononuclear layer | CONTROL vs. A+G | 0.004621978 | ** t-test
section iv CONTROL vs. GCSF | 0.037916073 | * t-test
CONTROL vs. A+G | 0.013570868 | * t-test
7D CONTROL vs. GCSF | 0.029995596 | * t-test
7E section ii CONTROL vs. GCSF | 0.007958731 | ** t-test
GCSF vs. A+G 0.008884621 | ** t-test
section iii CONTROL vs. GCSF | 0.006175169 | ** t-test
GCSF vs. A+G 0.006175169 | ** t-test

Appendix Fig. S1 | Section P-value test performed
S1A sectionii | GCSF vs. RA 6.43244E-05 | *** | t-test
GCSF vs. AM80 0.00047447 | *** | t-test
section iii | AM80+FMLP vs. CONTROL+FMLP | 3.05061E-05 | *** | t-test
AM80+FMLP vs. GCSF+FMLP 3.05274E-05 | *** | t-test
AM80+FMLP vs. RA+FMLP 0.000271653 | *** | t-test
RA+FMLP vs. CONTROL+FMLP 1.03733E-05 | *** | t-test
RA+FMLP vs. GCSF+FMLP 1.04376E-05 | *** | t-test
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S1B DAY-3 P21

GCSF vs. RA 0.000170952 | *** | t-test

GCSF vs. AM80 0.006106507 | ** | t-test

RA vs. AM80 0.001591935 | ** | t-test
DAY-3 CEBPE

GCSF vs. RA 0.003006197 | ** | t-test

GCSF vs. AM80 0.008455783 | ** | t-test
DAY-3 CD18

GCSF vs. RA 0.002474417 | ** | t-test

GCSF vs. AM80 0.00964762 | ** | t-test
DAY-3 LL37

GCSF vs. RA 0.004623589 | ** | t-test

GCSF vs. AM80 0.000146811 | *** | t-test
DAY-5 P21

GCSF vs. RA 7.4474E-05 | *** | t-test

GCSF vs. AM80 0.011420255 | * | t-test

RA vs. AM80 0.005706583 | ** | t-test
DAY-5 CEBPE

GCSF vs. RA 3.43255E-05 | *** | t-test

GCSF vs. AM80 9.83852E-05 | *** | t-test
DAY-5 CD18

GCSF vs. RA 0.000249872 | *** | t-test

GCSF vs. AM80 1.91469E-05 | *** | t-test
DAY-5 LL37

GCSF vs. RA 6.112E-08 **x | t-test

GCSF vs. AM80 0.001109431 | ** | t-test

RA vs. AM80 0.000948947 | *** | t-test

S1C section i GCSF vs. AM80 0.009589075 | ** | t-test

GCSF vs. RA 0.003031728 | ** | t-test

RA vs. AM80 0.018691415 | * | t-test
sectionii | AM80 vs. GCSF 1.4525E-06 | *** | t-test
section iii | AM80+FMLP vs. CONTROL+FMLP | 0.013141707 | * | t-test

AM80+FMLP vs. GCSF+FMLP 0.030642709 | * | t-test

AM80+FMLP vs. RA+FMLP 0.004618911 | ** | t-test
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RA+FMLP vs. CONTROL+FMLP 0.000932011 | *** | t-test
RA+FMLP vs. GCSF+FMLP 0.001899765 | ** | t-test
S1D RA vs. AM80
CEBPE 0.003856126 | ** | t-test
CEBPB 0.000769532 | *** | t-test
CD66C 0.017367763 | * | t-test
CD18 0.048213791 | * | t-test
P21 0.002174544 | ** | t-test
CEBPA 0.011533013 | * | t-test
CDG66A 1.6E-05 *** | t-test
CD66B 0.000503848 | *** | t-test
Appendix Fig. S2 | Section P-value test performed
S2A CONTROL vs. GCSF | 0.001193974 | ** t-test
GCSF vs. A2.5 3.29739E-06 ek t-test
GCSF vs. A+G 5.02668E-07 e t-test
S2B GCSF vs. AM80 1.24757E-06 ok t-test
A+G vs. GCSF 9.33657E-08 rx t-test
S2C FMLP GCSF vs. AM80 5.91073E-05 ork t-test
GCSF vs. A+G 0.004395386 ** t-test
PMA GCSF vs. AM80 4.1466E-05 ol t-test
GCSF vs. A+G 3.08968E-05 ek t-test
S2D DAY-2 CEBPB
GCSF vs. AM80 0.004153184 | ** t-test
AMB8O0 vs. A+G 0.003568121 ** t-test
DAY-5 CEBPB
CONTROL vs. GCSF | 0.01175814 * t-test
GCSF vs. AM80 7.13811E-08 ol t-test
GCSF vs. A+G 2.86989E-05 ool t-test
AMS80 vs. A+G 0.000454155 Frx t-test
DAY-2 CD66A
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GCSF vs. AM80 0.000101633 ek t-test

AMBS8O0 vs. A+G 0.001362961 ** t-test
DAY-5 CD66A

GCSF vs. AM80 4.692E-05 ok t-test

GCSF vs. A+G 0.000474794 el t-test

AMBO0 vs. A+G 0.004581575 *x t-test
DAY-2 CD66B

GCSF vs. AM80 0.000105465 ok t-test

AMS80 vs. A+G 0.00278499 *x t-test
DAY-5 CD66B

GCSF vs. AM80 4.94895E-07 ok t-test

GCSF vs. A+G 2.99389E-10 ok t-test

AMBS8O0 vs. A+G 0.000279078 Frx t-test
DAY-2 CD18

GCSF vs. AM80 0.000673476 el t-test

GCSF vs. A+G 2.00585E-05 ool t-test

AMS80 vs. A+G 0.045320536 | * t-test
DAY-5 CD18

CONTROL vs. GCSF | 5.19123E-05 ok t-test

GCSF vs. AM80 5.28823E-05 ok t-test

GCSF vs. A+G 2.21314E-05 ok t-test

AMB8O0 vs. A+G 0.023360398 * t-test
DAY-2 CD11B

CONTROL vs. GCSF | 0.025392284 * t-test

GCSF vs. AM80 3.0468E-05 ol t-test

GCSF vs. A+G 1.72488E-05 el t-test

AMS80 vs. A+G 0.003173738 | ** t-test
DAY-5 CD11B

CONTROL vs. GCSF | 0.044605425 * t-test

GCSF vs. AM80 5.93115E-05 ok t-test

GCSF vs. A+G 2.84708E-05 ok t-test

AMB8O0 vs. A+G 1.83442E-05 ek t-test
DAY-2 P21

CONTROL vs. AM80 | 0.000962673 ok t-test

GCSF vs. AM80 1.85666E-05 ol t-test

AMBO0 vs. A+G 0.004574848 *x t-test
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DAY-5 P21

CONTROL vs. GCSF | 0.023031408 * t-test

GCSF vs. AM80 0.00297427 *x t-test

GCSF vs. A+G 0.005083563 ** t-test
DAY-2 PU.1

GCSF vs. AM80 2.86118E-05 ol t-test

GCSF vs. A+G 9.41616E-05 ol t-test

AMS80 vs. A+G 0.004926082 | ** t-test
DAY-5 PU.1

CONTROL vs. GCSF | 0.026610557 * t-test

GCSF vs. AM80 0.000495189 ok t-test

GCSF vs. A+G 2.64418E-05 ok t-test

AMB8O0 vs. A+G 0.029140581 * t-test
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