
Supplemental Figure 1. Average mouse weights +/- standard deviation for (A) LX47 and (B) 

LX48 while on study treated with ABT-737, etoposide or the combination of ABT-737 and 

etoposide. Dashed lines indicate treatment period duration (21 days). Two of six mice in the 

combination arm that had lost weight in excess of 20% of starting body weight were euthanized 

at days 15 and 18 per protocol. 

 

Supplemental Figure 2. (A) Normalized responses in 10 SCLC cell lines exposed to rapamycin 

for 72 h as measured by viability (black) or proliferation (red); n=6 per data point with error bars 

showing standard deviation from the mean. Rapamycin concentrations were between ~150 

picomolar and 10 micromolar. Synergy matrix outputs of proliferation measures in (B) NCI-H82 

and (C) NCI-H146 exposed to dose combinations for 72 h. Top panels y-axes (left-to-right):  

AZD8055, BEZ235 and everolimus. Bottom panels y-axes (left-to-right):  LY294002 and 

wortmannin. ABT-737 dilution series in NCI-H82 began at 10 uM (1 uM for NCI-H146) and was 

diluted 2.5-fold, covering a ~243-fold concentration range. All compounds tested in combination 

with ABT-737 began at 10 uM and were diluted 5-fold, covering a ~15,000-fold concentration 

range. Matrices of the paired 49 dose-combinations are scaled according to percent response, 

with a color gradient legend provided on the far right.  

 

Supplemental Figure 3. (A) Western blots for protein expression of several components of the 

mTOR signaling pathway in cell lines or PDX models used in this study or previous studies. 

Protein samples from untreated mice were described in Figure 1. Mouse weights monitored 

while on single agent and combination treatment for PDX models (B) LX47, LX48 and LX33 as 

shown in Figure 3. Mice were weighed every 3 days before receiving treatment or more 

frequently if there were signs of distress. Treatment duration is indicated with a dashed line as 

in Figure 3; n=5-6 mice per arm. Effect of treatment arms on hematologic measures (C) in C.B-

17 scid mice with LX47 hind flank tumors and treated for one week with indicated arms; n=5-6 



per arm. The following abbreviations were used:  white blood cells (WBC), red blood cells (RBC), 

hemoglobin (HB), neutrophils (NE), lymphocytes (LY), monocytes (MO), eosinophils (EO), and 

basophils (BA). Measure-specific units are indicated in parentheses along x-axes. 

 

Supplemental Figure 4. (A) Relative tumor volume fold increase by treatment arm after one 

week of treatment in LX33. Fold changes are shown because starting tumor volumes were 

variable (150-600 mm3); however, variability was represented in each group. Doses are 

indicated on the x-axis with n=3-5 per dose grouping; dashed line at y=1 provides a reference 

for tumor growth (+) or reduction (-) from starting volume. (B) Change in cleaved PARP and 

MCL-1 protein levels as a function of rapamycin treatment dose and with combination of ABT-

737 in LX33 after one week of treatment; β-actin shown as a loading control. (C) Change in HIF-

1α and its cytosolic chaperone HIF-1β/ARNT as a function of ABT-737 treatment dose in LX33. 

  



Supplemental Methods: 

Antibodies and Western Blot 

The following primary antibodies were purchased from Cell Signaling Technology, Inc. 

(Danvers, MA) and used at a 1:1000 dilution according to manufacturer’s instructions:  Bcl-2 

(#4223), Bcl-xL (#2764), Bcl-w (#2724), Mcl-1 (#4572), Bim (#2933), Bad (#9239), Bid (#2006), 

β-actin (#4967), mTOR (#2972), p-mTOR S2448 (#2971), rictor (#2114), raptor (#2280), Akt 

(#4691), p-Akt S743 (#4060), p-Akt T308 (#9275), Puma (#12450), VEGF-B (#2463), S6 

(#2217), p-S6 S235/6 (#4858), BAK (#6947), BAX (#2774), GβL (#3274), cytochrome c (#4272), 

VDAC (#4661), SDHA (#5839) cleaved-Parp (#9541), 4E-BP1 (#9452), p-4E-BP1 T37/46 

(#9459), and eIF4E (#2067). Primary antibodies to NOXA (Imgenex; IMG-349A), VEGF-A 

(Abcam; ab51745), CXCR4 (ab58176), GAPDH (Santa Cruz; sc-25778) and FKBP8 (sc-

166607) were used at a 1:500 dilution. Anti-mouse or anti-rabbit HRP-conjugated secondary 

antibodies (GE Healthcare) were used at a 1:5000 dilution. Blots were stripped and re-probed 

using standard techniques. All western blot film images were cropped to show adequate 

bandwidth above and below relevant bands; where western panels are shown, loading control 

bands were confirmed to be similar across multiple blots. 


