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Supplemental Methods: 

Mice:  

Mice (up to 5/cage) were maintained in sterile microisolator cages (Micro Vent System 

75 JAG, Allentown, NJ) and housed on ventilated racks in a temperature- and humidity- 

controlled room, a 12-hour light/dark cycle and with free access to food and water. Food 

was withheld prior to measurement of fasting serum triglycerides: serum triglycerides 

were measured after a 12-16 hour fast (food was withheld; mice had free access to 

water).  

 

Evaluation of osteonecrosis and arteriopathy: 

Evaluation of osteonecrosis and arteriopathy have been extensively described 

previously (1-5). Briefly, both femurs were collected, fixed in 10% formalin, decalcified in 

10% formic acid, paraffin-embedded, sagittally sectioned beginning at the medial knee, 

and stained with hematoxylin and eosin. Osteonecrosis was evaluated by a board-

certified veterinary pathologist (L.J.J.) for presence of empty lacunae, ghost or pyknotic 

nuclei in osteocytes in the bone trabeculae, and necrosis of the adjacent marrow and 

stromal elements (1-4); and scored from 0 (negative for osteonecrosis) to 200 

(equivalent to 100% necrosis in both hind limbs) as described (5). Arteriopathy lesions 

were evaluated in arteriolar branches of the medial genicular artery on the surface of 

the distal femoral condyles (3) and scored from 0 (negative for arteriopathy) to 8 

(thrombotic arteriopathy in both limbs) (5).  

 

White adipose tissue: 
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White adipose tissue (WAT) was evaluated at sacrifice: perigonadal (representative of 

visceral fat) and inguinal (representative of posterior subcutaneous fat) fat pads were 

dissected and weighed at time of necropsy (6, 7). 

 

Quantification of dexamethasone: 

Plasma dexamethasone were measured at the end of treatment using HPLC-MS with a 

linear reportable range of (5.1–1275 nM), as previously described (8).  

 

Quantification of fenofibrate/fenofibric acid: 

Quantitation of fenofibrate and analytes was carried out with a Waters ACQUITY 

separation system (Milford, MA) and Xevo TQ triple-quadrupole system (Beverly, MA). 

Separation was achieved on a Waters ACQUITY BEHC18 column (1.7 µm, 50 x 2.1 mm) 

using a column heater operating at 40°C with a Waters ACQUITY in-line filter. 

Autosampler temperature was maintained at 15° ± 5°C. The gradient mobile phase was 

composed of 0.1% formic acid of acetonitrile (B) and 0.1 % formic acid water (A). The 

flow rate was 0.6 ml/min, and the separation was completed within 5 min. The instrument 

was equipped with an electrospray interface, and was controlled by Masslynx 4.1 

software (Waters, MA).  The analysis was performed in MRM mode: m/z 361 > 232 for 

fenofibrate; m/z 318 > 232 for fenofibric acid; m/z 367> 234 for fenofibrate_d6; m/z 

324>138 for fenofibric acid_d6. The MS/MS conditions were as follows: capillary voltage: 

2.5kV; source temperature: 150°C; desolvation temperature: 500°C; cone gas flow: 0 l/h; 

desolvation gas flow: 1000 l/h. Note that no fenofibrate was detectable in our experimental 

samples. 
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Frozen samples were thawed at room temperature. A 10 µL aliquot of standard, QC or 

mouse sample was spiked into a polypropylene microcentrifuge tube and 30 µL of internal 

standard solution (5 ng/ml of fenofibrate and 25 ng/mL fenofibric acid in MeOH) was 

added. The tube was vortex-mixed for 20 sec, followed by centrifugation at 15,000 rpm 

for 8 min at 4°C. The supernatant was transferred to sample vial and 1µL was injected for 

analysis. 

 

BCR-ABL model: 
 

The BCR-ABL (p185+, Arf-/-) luciferase-positive cell line (BCR-ABL+) was generated (8-

11) . Female 8-week-old matched syngeneic mice (C57Bl/6J, Arf-wildtype; Jackson 

Laboratory, ME) received intravenous injections of 2000 BCR-ABL+ cells. 

Bioluminescent imaging was performed weekly (8), to monitor leukemic burden. At day 

3, mice were stratified by luminescent signal and body weight to treatment 

(n=10/treatment group). Fasting serum triglycerides were measured at day 24. 

Treatment ended at day 28: mice were maintained on base-diet/base-water until 

humane endpoint or the end of study at day 63. Mice were observed daily and sacrificed 

when luminescence was nearing saturation (pre-determined ventral-luminescence 

threshold of 1x1010) or they displayed clinical signs (hind limb paralysis, ruffled fur, 

respiratory distress, poor mobility) or at the end of study at day 63. Peripheral white 

blood cell count (WBC) and spleen weight were measured at sacrifice. In both the 

control and dexamethasone-only treatment groups, one mouse was censored from 

analysis due to early death not related to leukemia.  
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Supplemental Figures: 

 

Supplemental Figure 1: In dexamethasone + fenofibrate mice, week 3 triglycerides 

differed by osteonecrosis status. Fasting serum triglycerides were measured at week 

3 (A) and 6 (B). Graph plots serum triglycerides by osteonecrosis status in 

dexamethasone + fenofibrate mice. P-value was calculated using the two-tailed Mann-

Whitney test. The graph show values from individual mice and the group median with 

95% CI. At week 3, n= 20 (negative); n= 6 (positive). At week 6, n= 23 (negative); n= 10 

(positive). 
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Supplemental Figure 2: Fenofibrate supplementation did not affect plasma 

dexamethasone. At end of treatment at week 6, dexamethasone (A) and fenofibric acid 

(B) were measured by HPLC-MS. P-value was calculated using the two-tailed Mann-

Whitney test. The graph show values from individual mice and the group median with 

95% CI. N=22 (DEX Only); n= 32 (DEX + fenofibrate).  
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Supplemental Figure 3: Fenofibrate does not affect efficacy of dexamethasone in 

BCR-ABL model. At time of humane sacrifice or end experiment at day 63, spleen 

weight (A) and WBC count (B) were measured. N=7-10/group. Kruskal-Wallis test was 

used to compare groups: only p-values between relevant groups: control vs. fenofibrate-

only; control vs. DEX-Only; fenofibrate-only vs. DEX+ fenofibrate; DEX-Only vs. DEX + 

fenofibrate. Graph show values from individual mice and the group median with 95% CI. 
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