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Supplemental Figure Legends  
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Supplementary Figure 1 (related to Figure 1) 

(A) Q-RT-PCR for SIRT1 expression in whole BM cells from Cre+ve and Cre-ve mice. (B) Genomic 

DNA PCR for SIRT1 excision, checked 2 weeks post pIpC induction. Results of transplantation of 
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BM cells into secondary recipients (n=8). Absolute numbers of BM LTHSC (C), STHSC (D), MPP (E), 

GMP (F) and MEP (G) 20 weeks post-secondary transplant. 
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Nor
m

al 
CM

L 
Cre

-v
e

CM
L 

Cre
+v

e

Nor
m

al 
CM

L 
Cre

-v
e

CM
L 

Cre
+v

e

Nor
m

al 

CM
L 

Cre
-v

e

CM
L 

Cre
+ve

Nor
m

al

CM
L 

Cre
-v

e

CM
L 

Cre
+v

e

C D E

F G

H I J

A B

K L

 

Supplementary Figure 2 (related to Figure 3) 

(A) Neutrophil percentage and (B) Percentage of CD19+B220+ B cells in Cre-ve and Cre+ve CML 

mice. (C-G) Frequencies of splenic stem and progenitor sub-populations (LTHSC, STHSC, MPP, 
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GMP and MEP) 8 weeks after CML induction and SIRT1 deletion. (H-L) Frequencies of BM stem 

and progenitor sub-populations (LTHSC, STHSC, MPP, GMP and MEP) 8 weeks after CML 

induction and SIRT1 deletion. Corresponding stem and progenitor cell populations from normal 

mice are shown for comparison. Error bars represent mean ± SEM. *P <0.05, **P <0.01, ***P 

<0.001, using t-test. 
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Supplementary Figure 3 (related to Figure 3) 

Peripheral blood counts from primary Cre+ and Cre- mice followed for survival as shown in Figure 

3T. (A) Neutrophil percentage, (B) absolute number of neutrophils, (C) Gr!+/Mac-1+ myeloid cell 

percentage, (D) absolute number of Gr1+/Mac-1+ myeloid cells, (E) lymphocyte percentage, (F) 
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absolute number of lymphocytes, (G) CD19+/B220+ B cell percentage, (H) absolute number of 

CD19+/B220+ B cells, are shown. Error bars represent mean ± SEM. *P <0.05, **P <0.01, ***P 

<0.001, using t-tests. 
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WBC NE NE % PLT
1 LEP Cre - 19.18 10.54 54.94 3768
1 REP Cre - 8.38 4.75 56.71 3012
1 NEP1 Cre - 8.7 6.12 70.3 1113
1 NEP2 Cre - 18.54 6.79 36.6 1210
3 LEP Cre+ 11.14 4.47 40.1 237
3 REP Cre+ 10.76 6.33 58.85 3389
3 BEP Cre+ 3.1 1.41 45.49 168
3 NEP Cre+ 7.4 5.09 68.78 1049
4 NEP Cre+ 12.36 5.02 40.59 2368

Blood Counts at 22 weeks CML 
(09/22/2016)
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Supplementary Figure 4 (related to Figure 3) 

(A) Genomic DNA PCR for SIRT1 excision, checked after 22 weeks post pIpC induction and CML 

induction to check SIRT1 deletion. (B) Q-RT-PCR for Sirt1 expression after 20 weeks post CML and 

pIpC induction. Error bars represent mean ± SEM. ***P <0.001, using t-test.   
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Supplementary Figure 5 (related to Figure 4) 

(A) Genomic DNA PCR for SIRT1 excision in the UBC ERT2-Cre/SIRT1fl/fl/BCR-ABL model checked 

2 weeks after Tamoxifen (TAM) administration. (B-C) Neutrophil (NE) percentages and donor 

derived B cells from peripheral blood of BA UBC ERT2-Cre SIRT1fl/fl or Cre-ve controls. (D-H) 
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Splenic stem and progenitor frequencies (LTHSC, STHSC, MPP, GMP and MEP) at 8 weeks post 

SIRT1 deletion and CML induction. Error bars represent mean ± SEM. *P <0.05, **P <0.01, ***P 

<0.001, using t-tests. 
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Supplementary Figure 6 (related to Figure 5) 

(A) Total WBC count, (B) Neutrophil (NE) % and (C) Gr1+/Mac1+ myeloid cells frequencies during 

Nilotinib (NIL) treatment. Error bars represent mean ± SEM. *P <0.05, **P <0.01, ***P <0.001, 

using ordinary one-way analysis of variance, correcting for multiple comparisons by controlling 
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the False Discovery Rate using the two-stage linear step-up procedure of Benjamini, Krieger and 

Yekutieli. 
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Supplementary Figure 7 (related to Figure 8) 

 (A) ECAR measurements from c-Kit cells from CML mice treated with Nilotinib or vehicle (n=7 

each) for 2 weeks (B) Representative flow cytometry plots showing Annexin V and CFSE 
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expression for CML CP committed progenitors (CD34+CD38+) populations. (C) Apoptosis 

measured by Annexin V expression on CD34+CD38 cells. (D) Representative proliferation index 

plots generated using ModFit LT V5.09 after treating CML CD34+CD38+ cells with NIL or TV39OH 

or the combination. (E) Proliferation index measured based on analysis of CFSE plots on CML 

CD34+CD38+ cells. Error bars represent mean ± SEM. *P <0.05, **P <0.01, ***P <0.001, using 

ordinary one-way analysis of variance (C, E), and two-way analysis of variance (A), correcting for 

multiple comparisons by controlling the False Discovery Rate using the two-stage linear step-up 

procedure of Benjamini, Krieger and Yekutieli. 
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Supplementary Figure 8
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Supplementary Figure 8 (related to Figure 9) 

(A) ECAR measurements in c-Kit+ cells from CML mice treated with PGC1a inhibitor (SR18292) or 

vehicle (n=7 each) for 2 weeks. (B-F) Effect of vehicle, Nilotinib, SR18292 or the combination of 

Nilotinib and SR18292 on spleen donor cell engraftment percentage (B) and absolute number of 
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LT-HSC (C), ST-HSC (D), MPP (E), GMP (F) and MEP (G). (H-M) Effect of vehicle, Nilotinib, SR18292 

and combination treatment on bone marrow donor cell engraftment percentage (H) and 

absolute number of LT-HSC (I), ST-HSC (J), MPP (K), GMP (L) and MEP (M). (N) ECAR measurement 

in CP CML CD34+ cells (n=3) treated overnight with SR18292 (40µM) or vehicle. Error bars 

represent mean ± SEM. *P <0.05, **P <0.01, ***P <0.001, using ordinary one-way analysis of 

variance (B-M), and two-way analysis of variance (A, N), correcting for multiple comparisons by 

controlling the False Discovery Rate using the two-stage linear step-up procedure of Benjamini, 

Krieger and Yekutieli. 
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Supplementary Table 1: Major down regulated gene signatures are shown with normalized 

enrichment scores (NES) and FDR q values.  
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Supplementary Table 2: Major upregulated gene signatures in SIRT1 deleted LSK cells. 

Normalized enrichment scores (NES) and FDR q values are shown. 
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Supplementary Table 3: Top 100 GSEA signatures from CML vs normal  LTHSC RNA analysis were 

compared with the corresponding GSEA signatures in SIRT1KO vs controls. Normalized 

enrichment scores (NES) were compared. 
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