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In  Europe,  azacitidine  is  the  only  hypomethylating  agent  approved  for the  treatment  of patients  with
int-2-/high-risk  myelodysplastic  syndromes,  offering  significantly  improved  survival  compared  with
conventional  care. However,  not  all patients  treated  with  azacitidine  respond  to treatment,  and  the  vast
majority  of  responders  subsequently  relapse.  Currently,  no  standard  care  regimens  have  been  established
for patients  after failure  of azacitidine.  Here,  we  discuss  treatment  options  after  loss  of  response  or  pro-
gression  on  azacitidine.  In  addition,  we  briefly  consider  optimization  of  first-line  treatment  along  with
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potential  biomarkers  for identifying  and  monitoring  response  during  treatment  with  azacitidine.
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. Introduction

Myelodysplastic syndromes (MDS) are clonal hematopoietic
isorders characterized by ineffective hematopoiesis, cytologi-
al dysplasia, cytopenias and an increased risk of progression to
cute myeloid leukemia (AML) [1]. MDS  usually affect the elderly
nd are often associated with diminished quality of life (QoL)
nd poor prognosis, especially in higher-risk cases [2]. Progno-
is among patients with MDS  is estimated using the International
rognostic Scoring System (IPSS) [3], which was recently revised
IPSS-R), and now considers bone marrow (BM) blast percentage,
he number and severity of cytopenias and additional cytogenetic
isk categories [4,5]. Without disease-modifying therapy patients
ith IPSS high-risk MDS  generally have a life expectancy of <6
onths following diagnosis [3]. Until some years ago, active treat-
ent options for patients with high-risk MDS  were limited to

ematopoietic stem cell transplantation (HSCT) and chemother-
py. While HSCT remains the only potentially curative treatment
n eligible candidates, it is rarely applicable to the majority (mainly
ue to advanced age and/or comorbidities) [6], and chemother-
py has shown limited efficacy [7,8] and should be reserved
or patients with a normal karyotype. However, alternative non-
ggressive treatment options that can improve outcomes in a
roader range of patients are now available or are under devel-
pment.

In recent years, new therapeutic strategies have been devel-
ped with the hypomethylating agents (HMAs), decitabine and
zacitidine. These nucleoside analogs are both approved by the US
ood and Drug Administration (FDA) for the treatment of MDS. In
he confirmatory AZA-001 trial, azacitidine was shown to signifi-
antly prolong overall survival (OS) compared with conventional
are regimens (CCR; 24.5 months vs. 15.0 months, respectively;

 = 0.0001) in patients with intermediate (int)-2-/high-risk MDS  or
ML  with 20–30% BM blasts (World Health Organization-defined
ML  [WHO-AML]) who achieved any kind of response, includ-

ng hematologic improvement (HI) [2,9]. These results led to its
pproval by the European Medicines Agency in these patient
ubsets and in patients with chronic myelomonocytic leukemia
CMML) with >10% BM blasts [10]. As decitabine was not able to
emonstrate significant survival benefits in MDS  patients in Phase

 trials, and for that reason has not received European authoriza-
ion for use in MDS, azacitidine is the only approved therapy for
PSS int-2-/high-risk MDS  in Europe.

Despite the efficacy and reported activity of HMAs in large
umbers of patients, these agents are not curative; principal clin-

cal studies and emerging patient registry data indicate that as
any as 40% of patients do not respond to treatment or subse-

uently relapse (Table 1). In the AZA-001 trial which assessed
atients with IPSS higher-risk MDS, 29% of patients treated with

zacitidine (75 mg/m2/day for 7 continuous days during every 28-
ay cycle) failed to achieve a response (complete response [CR],
artial response [PR] or stable disease [SD]) and most patients
ho responded experienced disease progression within 2 years
 . . . .  . . . . . .  . . . . . . .  .  . .  . . .  . .  . . . . . . . . . . .  . . .  . . . .  . . . .  .  . . . . .  .  . .  . .  .  . . . . . . . . .  .  .  . 1389

[2]. Similarly, in the CALGB-8421 and -9221 studies which also
assessed azacitidine (at the same dose and schedule as in AZA-
001), 40–56% of patients failed to achieve a response (CR or PR
or HI) [11,12]. Recently published data from the Groupe Fran-
cophone des Myélodysplasies (GFM) MDS  patient registry have
indicated that 40% of patients treated with azacitidine in a ‘real-
world’ setting failed to respond (22% of patients achieved SD
without HI; 18% progressed) [13]. Mechanisms of resistance to
azacitidine have not been fully elucidated but may be due to intrin-
sic biological characteristics of the disease such as presence of
specific gene mutations, e.g. TP53, upregulation of BCL2 family pro-
teins, e.g. BCL2L10 [14], DNA methylation density, and differential
expression of the enzyme UCK1 involved in nucleoside metabolism
[15].

Once patients lose their response or progress on azacitidine,
their prognosis is poor [17,18]. In a recent analysis of 435 patients
with high-risk MDS  and primary (no response) or secondary (loss of
response) failure to azacitidine, median OS after azacitidine failure
was 5.6 months and 2-year survival probability was 15% [18]. Sim-
ilarly, in an analysis of 59 patients who  had relapsed on or were
refractory to azacitidine, median OS was  252 days and the esti-
mated 12-month survival rate was  only 20% [19]. At present, the
absence of a standard salvage treatment following azacitidine fail-
ure [18] constitutes a major unmet medical need in patients with
higher-risk MDS.

Given the poor outcomes in patients following failure of azac-
itidine, considerable efforts have been made to ensure optimal
response rates with first-line therapy. Recommendations have
been published elsewhere, and have highlighted, for example, the
need to treat patients for at least 6 cycles or until disease progres-
sion with the approved dose and schedule (75 mg/m2/day for 7
continuous days during every 28-day cycle) [20,21]. There has also
been much research into the possibility of improving response rates
or the depth and durability of response with azacitidine, by com-
bining it with other epigenetic modifying agents such as histone
deacetylase (HDAC) inhibitors, lenalidomide, All trans retinoic acid
and other agents [22–29]. However, despite some early promis-
ing data, no combination regimens to-date have been validated
in randomized clinical trials, some of which are still ongoing. At
the moment, therefore, it is imperative that viable post-azacitidine
salvage options are developed.

In order to gain an up-to-date perspective on the man-
agement of patients relapsed or refractory to azacitidine, a
panel of international experts was convened to discuss; (1)
the best current treatment approaches for patients failing
azacitidine and (2) the most promising investigational agents
currently under development in these patients. Given the poor
prognosis of relapsed/refractory patients, the panel also dis-
cussed; (3) how best to monitor treatment to facilitate early
first-line treatment with azacitidine; and (4) recent develop-
ments in biomarkers that may be able to predict and monitor
response.
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Table  1
Principal clinical studies of azacitidine and real-world data in patients with IPSS higher-risk MDS  (azacitidine-treated patients only).

Study Baseline
characteristics

Treatment Response Progression/relapse Survival

Fenaux et al. (2009)
AZA-001 [2]

• Patients, n = 179 • Azacitidine 75 mg/m2/day
for 7 days every 28 days (SC)

• CR: 17%
• PR: 12%
• SD: 42%
• HI: 20%

• Time to AML  progression:
17.8 months
• Time to disease
progression, relapse after
CR or PR, and death:
14.1 months
• Duration of CR, PR or HI:
13.6 months
• Duration of CR + PR:
3.0 months

• OS: 24.5 months

Silverman et al.
(2002)
CALGB-9221 [11]

• Patients, n = 99 • Azacitidine 75 mg/m2/day
for 7 days every 28 days (SC)

• CR: 7%
• PR: 16%
• HI: 37%
• No response: 40%

• Time to AML  progression
or death: 21 months
• Time to treatment
failure: 9.1 months

• OS: 20 months

Silverman et al.
(2006)
CALGB-8921 [16]

• Patients, n = 70 • Azacitidine 75 mg/m2/day
for 7 days every 28 days (SC)

• CR: 17%
• PR: 0%
• HI: 23%
• No response: 60%

• NR • NR

Silverman et al.
(2006)
CALGB-8421 [16]

• Patients, n = 48 • Azacitidine 75 mg/m2/day
for 7 days every 28 days (IV)

• CR: 15%
• PR: 2%
• HI: 27%
• No response: 56%

• NR • NR

Patient  registries
Itzykson et al.
(2011)
GFM registry [13]

• Patients, n = 282 • Azacitidine 75 mg/m2/day
for 7 days every 28 days:
72%
• Azacitidine <75 mg/day
for 7 days every 28 days: 6%
• Azacitidine 75 mg/day for
5  days every 28 days: 19%
•  Azacitidine <75 mg/day
for 5 days every 28 days: 3%

• CR: 14%
• PR: 3%
• mCR: 11%
• SD with HI: 15%
• SD without HI:
22%
PD: 18%

• Duration of CR:
10.4 months
• Duration of PR:
9.8 months
• Duration of mCR:
8.0 months
• Duration of SD with HI:
7.9 months
• Median duration of any
response: 9.5 months

• OS: 13.5 months
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R, complete response; HI, hematologic improvement; IV, intravenous; mCR, marr
esponse; SC, subcutaneous; SD, stable disease; TTP, time to progression.

. Panel recommendations for the treatment of patients
ith higher-risk MDS  following azacitidine failure

.1. What is the best current treatment approach in patients after
zacitidine?

.1.1. Background
Currently, there are few data regarding the treatment and out-

omes of patients post-azacitidine with only one large analysis
ublished to-date [18]. In this study, clinical outcomes were com-
ared in 270 patients with higher-risk MDS  who  received HSCT
n = 37), intensive chemotherapy (n = 35), low-dose chemotherapy
n = 32), investigational agents (n = 44) or BSC (n = 122) follow-
ng azacitidine failure. HSCT was associated with the best clinical
utcomes with an overall response rate (ORR) of 68%. Median
S in these patients was 19.5 months, which was significantly
reater than that observed with either best supportive care (BSC:
.1 months; p < 0.001) or intensive chemotherapy (8.9 months;

 = 0.008). Among patients who received investigational therapies
including amongst others, kinase inhibitors, epigenetic agents,
enalidomide or thalidomide) median OS was 13.2 months, which

as not significantly different from HSCT results, but was  signifi-
antly longer compared with all other treatment options. Response
ate in patients who received intensive chemotherapy was poor
t 14%, with a median OS of 8.9 months. Patients who received

ow-dose chemotherapy had a median OS of 7.3 months with no
bjective responses. Based on these data, only HSCT seems to offer
he best potential for longer term disease control following azaciti-
ine failure. Overall however, treatment outcomes post-azacitidine
; NR, not reported; ORR, overall response rate; PD, progressive disease; PR, partial

remain disappointing. Although investigational therapies appear to
extend survival, these results should be interpreted with caution,
given the inherent selection bias introduced by entry criteria for
clinical trials.

In the first-line setting, intensive chemotherapy is generally
considered of limited utility in higher-risk MDS  patients due to
poor tolerability, limited efficacy and high risk of relapse. How-
ever, some smaller studies have assessed chemotherapy in the
post-azacitidine setting. In one study, CLAG-M (cladribine, cytara-
bine, G-CSF, mitoxantrone; n = 25) and standard 3 + 7 (anthracycline
and cytarabine, n = 24) regimens were assessed in non-randomized
patients with secondary AML, arising from MDS, after failure of
HMAs (azacitidine or decitabine) [30]. Median OS was significantly
better in patients treated with CLAG-M compared with those who
received 3 + 7 chemotherapy (202 days vs. 86 days, p = 0.025). More-
over, more patients in the CLAG-M cohort were able to proceed to
allogeneic HSCT (28% vs. 4%; p = 0.024). In another retrospective
study, Bello, et al. assessed intensive chemotherapy in 61 patients
with secondary AML  post-MDS of whom 45% had previously been
treated with HMAs (azacitidine or decitabine) or lenalidomide.
Among these patients, 32% achieved a CR or marrow CR (mCR) with
low platelets, and median OS was  only 3.7 months [31]. Thus, the
role of intensive chemotherapy in the salvage setting appears to
remain uncertain and requires further investigation.
2.1.2. Views and recommendations of the panel
The panel agreed that HSCT seems to offer encouraging out-

comes following azacitidine therapy, with seemingly reduced
impact caused by the presence of active disease at the time of
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ransplant. Furthermore, it was suggested that eligibility for trans-
lantation should be assessed as early as possible before and during
reatment with azacitidine. Accumulating evidence indicate that
zacitidine can facilitate HSCT in some patients who  were previ-
usly ineligible [32,33]. However, it was noted that only limited
umbers of patients who received azacitidine are likely to be eli-
ible for transplantation, or become fit to receive pre-transplant
onditioning therapy in this setting.

There were conflicting views within the panel regarding
he role of intensive chemotherapy following azacitidine fail-
re. Some panel members reported that, in their experience,
arrow regeneration is poor in patients who undergo inten-

ive chemotherapy post-azacitidine. Furthermore, it was noted
hat relapsed/refractory MDS  patients with a complex karyotype
re unlikely to respond, as is the case in the front-line setting
34]. Therefore, some panel members recommended that inten-
ive chemotherapy is only undertaken with a view to preparing
atients for subsequent HSCT. However, sporadic good responses
ere reported by other members of the panel. The panel concluded

hat more data needs to be collected in patients who have received
ntensive chemotherapy as a salvage treatment. Indeed, at present,
here is a lack of prospective clinical data and only limited case
eries reports.

.2. What are the key investigational strategies in the
ost-azacitidine setting?

.2.1. Background
Several promising investigational strategies are currently being

nvestigated in the post-azacitidine setting. Results from early clin-
cal trials are outlined in Table 2, and discussed briefly here.

.2.1.1. Nucleoside analogs. Certain novel nucleoside analogs have
hown anti-leukemic activity in MDS  and AML  in the post-
zacitidine setting. For example, clofarabine in both oral and
ntravenous formulations has been assessed in patients with
igher-risk relapsed/refractory MDS. At doses of 15 and 30 mg/m2

V for 5 days, patients previously treated with HMAs (n = 22 and
 = 13, respectively) achieved response rates of 15–19% [35]. Addi-
ionally, in a study of 20 patients with HMA-refractory/relapsed

DS, oral clofarabine led to a 33% response rate and appeared to
e better tolerated than the IV formulation [38]. However, tolerabil-

ty concerns with this agent, such as prolonged myelosuppression,
nd hepatic and renal toxicities remain an important barrier when
onsidering clofarabine in this setting [35–37].

Sapacitabine, an oral deoxycytidine nucleoside analog, has also
emonstrated promising activity in patients with MDS  who  had
een previously treated with HMAs. Interim results from a Phase

 trial in patients who were refractory to azacitidine or decitabine
ndicated a post-treatment ORR of 14–19%, median OS of approx-
mately 8 months and acceptable tolerability when treated with
ral sapacitabine (200 mg  bid/300 mg  qd for 7 days every 4 weeks
r 100 mg  qd for 5 days a week × 2 weeks) [39]. Based on these
ata, further prospective trials of sapacitabine in this setting are
ngoing.

.2.1.2. HMAs. The HMAs azacitidine and decitabine have been
ssessed in several clinical trials for MDS  and AML. In the first-line
etting, azacitidine is the only treatment to have demonstrated a
urvival advantage in patients with higher-risk MDS  ineligible for
ransplantation. However, no prospective, randomized trials of the
wo agents have been conducted. Currently, the only available com-

arisons are retrospective, observational analyses [51,52], which
hould be interpreted with caution given the inherent selection
ias of such studies. Importantly however, although azacitidine
nd decitabine are both DNMT inhibitors, they have different
rch 38 (2014) 1381–1391

mechanisms of action which could facilitate sequential treatment.
A key difference is that azacitidine is predominantly incorporated
into RNA (65–90%) with the remainder becoming incorporated
into DNA [53,54]. Decitabine, on the other hand is only incorpo-
rated into DNA [53]. Therefore, it is an oversimplification to refer
to azacitidine as a DNA HMA  because this description overlooks
additional mechanisms of activity which affect RNA and protein
metabolism. Indeed, azacitidine and decitabine appear to have dif-
ferent effects on cell viability, protein synthesis, the cell cycle and
gene and protein expression [53,55]. Based on these differences, it
was hypothesized that patients may  not be cross-resistant to both
agents [17]. Some very limited data from 2 small studies suggest
that decitabine may  have activity in some patients who have failed
treatment with azacitidine. Response rates of 28% and 33%, respec-
tively, were achieved in these studies of 14 patients each, while OS
remained limited ranging from 6 to 12 months [40,42]. In addition,
in a recently reported retrospective analysis, sequential therapy
with decitabine after azacitidine elicited a median OS of 48 months
in 10 patients with predominantly lower-risk disease [41]. Based
on these results, further investigation of decitabine in this setting
is warranted.

Recently, a second-generation HMA  (SGI-110, a dinucleotide of
decitabine and deoxyguanosine), has been developed that poten-
tially offers improved clinical activity over decitabine based on
its improved resistance to degradation by cytidine deaminase and
favorable pharmacokinetic profile. In an ongoing Phase 1/2 trial of
78 patients with relapsed or refractory AML/MDS, SGI-110 yielded
some responses in this heavily pre-treated population (AML: 6%;
MDS: 14%) and was well tolerated at doses higher than the biolog-
ically effective dose [56]. Further clinical studies of SGI-110 in the
relapsed/refractory setting are therefore warranted.

2.2.1.3. Tyrosine kinase inhibitors. A small number of tyrosine
kinase inhibitors (TKIs) are currently under investigation as post-
azacitidine salvage therapy. Notably, in a recent Phase 1/2 trial of
rigosertib, a dual PLK1/PI3K inhibitor, 50% of evaluable patients
demonstrated either a BM or peripheral blood response following
HMA  failure. Median OS was approximately 10 months [44]. As a
result, a Phase 3 trial comparing intravenous rigosertib with BSC
in patients with higher-risk MDS  refractory, relapsed or intoler-
ant to HMAs and with excess blasts has recently been undertaken
(NCT01241500) [57]. Although the primary endpoint of this trial
(median OS for the whole cohort) was not met, early subanaly-
ses indicate that a survival benefit can be seen in patients who
had progressed or failed on prior HMAs who had been treated
with rigosertib + BSC compared with patients who  received BSC
alone (8.5 months vs. 4.7 months, p = 0.02) [58]. However, the same
improvement in OS was not seen in patients who had relapsed after
initially responding to treatment with HMAs [58]. In addition to this
study, a recent Phase 1 study of oral rigosertib in 37 patients with
low- and high-risk MDS  indicated that the drug was  bioavailable,
well tolerated and clinically active in patients who had received
prior therapy, including HMAs [45]. Further investigation of this
oral formulation is warranted.

Other agents include the epidermal growth factor receptor
(EGFR) TKI erlotinib, which has demonstrated some efficacy follow-
ing first-line treatment with either azacitidine or decitabine [46].
As preclinical data have indicated that the spectrum of activity of
erlotinib extends to JAK2 and other kinases [59], it may synergize
with HMAs. As such, it could be considered as a possible add-on
therapy in patients who are losing response to azacitidine.

Tosedostat is an orally available aminopeptidase inhibitor that,

similarly to TKIs, is thought to selectively block proliferation in
tumor cells. Having shown some activity in a Phase 1/2 trial in AML
[60], a Phase 3 randomized study is now planned in patients with
higher-risk MDS  and AML.
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Table 2
Trials of investigational agents in the post-azacitidine setting.

Agent Treatment schedule Prior treatment Patients Key findings Reference

Nucleoside analogs
Clofarabine 15–30 mg/m2 for 5 days every 4–8

weeks (IV)
Azacitidine or
decitabine

35 patients with high-risk MDS
or sAML (interim analysis)

• 6/35 patients (17%) achieved a
response
• Significant myelosupression and
toxicity

Faderl et al. (2012)
[35]

Clofarabine 5–10 mg/m2 for 5 days every 4–8
weeks (IV)

Azacitidine ± decitabine
or lenalidomide

9 evaluable patients with MDS  • CR/PR: 22%
• HI: 22%
• Severe and prolonged pancytopenia
• Median duration of any response:
12 months

Lim et al. (2010)
[36]

Clofarabine 5–10 mg/m2 for 5 days every 4–8
weeks (IV)

Azacitidine 19 patients with higher-risk
MDS  or AML

• CR/PR: 11%
• mCR: 16%
• HI-any: 5
• 7 patients hospitalised due to fever or
bleeding

Braun et al. (2011)
[37]

Clofarabine 20–40 mg/m2 for 5 days every 4–8
weeks (oral)

Azacitidine or
decitabine

20 evaluable patients with
higher-risk MDS, AML  or CMML

• CR: 10%
• HI: 10%
• Myelosuppression was  common

Faderl et al. (2010)
[38]

Sapacitabine 100 mg/day every 5 days for 2 weeks or
300–400 mg/day every
7  days for 2 weeks

Azacitidine or
decitabine

61 patients with int-2 or
high-risk MDS  (interim
analysis)

• CR/CRp: 7%
• HI: 7%
• SD: 10%
• Well tolerated

Garcia-Manero
et al. (2012) [39]

Hypomethylating agents
Decitabine 20 mg/m2 for 5 days every 28-day cycle Azacitidine 14 patients with MDS  (interim

analysis)
• CR: 21%
• HI-P: 7%
• SD: 36%
• Non-hematologic grade 3–4 AEs: 29%
•  Febrile neutropenia: 33%

Borthakur et al.
(2008) [40]

Decitabine NR Azacitidine 21 evaluable patients with
MDS

• mCR: 10%
• Median OS from diagnosis:
48 months

Komrokji et al.
(2013) [41]

Decitabine NR Azacitidine 10 evaluable patients with
high-risk MDS  or AML

• 0/10 patients achieved a response
•  Median OS: 11.8 months

Prebet et al. (2011)
[18]

Decitabine ± gemtuzumab
ozogamicin (GO)

Decitabine: 20 mg/m2 for 5 days every
28-day cycle
GO: 3 mg/m2 on days 5 and 9 of every
28-day cycle

Azacitidine 9 patients with MDS, CMML  or
AML

• CR + PR + HI: 33%
•  Median OS in refractory patients:
2  months
•  Median OS in relapsed patients:
4 months
•  Two patients hospitalised due to
sepsis

Sanna et al. (2011)
[42]

SGI-110 Phase I dose escalation study (SC
administration)

Azacitidine or
decitabine

15 evaluable patients with
MDS

• mCR: 13%
• HI-any: 27%
• Generally well tolerated

Kantarjian et al.
(2012) [43]
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Table 2 (Continued)

Agent Treatment schedule Prior treatment Patients Key findings Reference

Tyrosine kinase inhibitors
Rigosertib 1375 mg/m2/day IV infusion for 72 h

every 2 weeks
Azacitidine or
decitabine

18 evaluable patients with
MDS, AML  or CMML

• mCR: 22%
• HI: 11%
•  SD: 17%
•  Median OS in responders:
10.1 months
•  Median OS in
non-responders: 2 months

Navada et al.
(2012) [44]

BSC ± rigosertib Rigosertib: 1800 mg/m2/day IV
infusion for 72 h every 2 weeks
(1st 8 cycles), every 4 weeks thereafter
BSC: schedule not specified

Azacitidine or
decitabine

299 patients with higher-risk
MDS  (5–30% BM blasts)

• Primary endpoint not met
• Median OS for rigosertib + BSC
vs. BSC alone: 8.2 months vs.
5.8 months (p = 0.27)
•  Median OS for
rigosertib + BSC vs. BSC alone in
primary non-responders to
HMAs: 8.5 months vs. 4.7
months (p = 0.02)
•  Generally well tolerated

NCT01241500 [48]
Onoconova press
release, February
2014 [49]

Rigosertib Phase I dose escalation study (PO
administration)

Azacitidine,
decitabine,
lenalidomide or
ESA

37 patients with MDS • mCR: 5%
• TTP in IPSS higher-risk
patients: 16 weeks

Komrokji et al.
(2013) [45]

Erlotinib 150 mg/day for 16 weeks Azacitidine or
decitabine

35 evaluable patients with
MDS

• mCR: 9%
• HI: 6%
•  SD: 31%
•  Median OS: 6.8 months
• Manageable toxicity

Komrokji et al.
(2011) [46]

HDAC inhibitors
Vorinostat + LDAC Vorinostat: 400 mg/day for 7, 10 or 14

days
LDAC: 10–20 mg/m2/day for 14 days

Azacitidine or
decitabine

35 evaluable patients with
int-2 or high-risk MDS

• CRi/mCR: 11%
• HI: 1%
•  Median duration of response:
3 months (range 2–6)
• Median OS: 9.2 months

Prebet et al. (2012)
[47]

Panobinostat 30 mg three times weekly Azacitidine or
decitabine

10 patients with MDS (interim
analysis)

• SD: 70%
•  Three patients experienced
SAEs
• Well tolerated

Flinn et al. (2010)
[48]

Immunomodulatory agents
Lenalidomide 5–10 mg/day for 21 days every 28-day

cycle
Azacitidine 10 patients with MDS or AML  • CR: 30%

•  HI-E: 10%
•  Median duration of response:
6 months
•  Median OS post-AZA: 19.5
months

Prebet et al. (2012)
[49]

Lenalidomide + azacitidine 10 mg/day for 21 days every 28-day
cycle

Azacitidine 3 patients with higher-risk
MDS

• All 3 patients achieved a CR
•  Duration of CR: 5–7+ months
• Well tolerated

Sekeres et al.
(2011) [50]

AEs, adverse events; AML, acute myeloid leukemia; CMML,  chronic myelomonocytic leukemia; CR, complete response; HI, hematologic improvement; HI-E, hematologic improvement-erythroid; HI-P, hematologic improvement-
platelet;  IV, intravenous; LDAC, low dose cytarabine; mCR, marrow complete response MDS, myelodysplastic syndromes; NR, not reported; OS, overall survival; PR, partial response; SAE, serious adverse event; sAML, secondary
AML;  SD, stable disease; TTP, time to progression.
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.2.1.4. HDAC inhibitors. As well as first-line combination regimens
entioned previously, some recent studies have assessed the activ-

ty of HDAC inhibitors in the salvage setting. For example, a Phase
 trial has indicated a possible role for vorinostat combined with

ow-dose chemotherapy in MDS  patients who have failed on azaci-
idine [47]. Panobinostat may  also be a useful combination agent in
he salvage setting, but is yet to demonstrate a significant clinical
enefit in first-line treatment [48].

.2.1.5. Immunomodulatory agents. It was recently hypothesized
hat lenalidomide may  have activity in the post-azacitidine set-
ing given the two agents’ different mechanisms of action. Although
he precise molecular rationale for lenalidomide in this setting is
et to be elucidated, there is empirical evidence that it has clinical
ctivity post-azacitidine [49,50]. In a retrospective analysis of 10
atients (low-risk and high-risk MDS) who received at least 1 cycle
f lenalidomide (5 or 10 mg/day [both n = 5] for 21 days every 28
ays) post-azacitidine, an ORR of 40% and median OS of 19.5 months
as reported [49]. One may  speculate that the antiproliferative

ffects of azacitidine may  be complemented by the immunomodu-
atory effects of lenalidomide on the BM microenvironment [27,50].

.2.2. Views and recommendations of the panel
Overall, the panel agreed that despite intensive and ongoing

valuation of investigational agents in the post-azacitidine setting,
o convincing data currently exist to inform treatment decisions.
urthermore, in the absence of prospective comparative trials,
anel members stated that it is currently difficult to compare
he relative merits of investigative salvage treatments. Therefore,
here is a clear and urgent need for additional clinical trials that
ssess novel salvage therapies as well as potential add-on strategies
o first-line azacitidine. Consequently, all panel members recom-

ended that patients who have failed azacitidine therapy (and are
ot eligible for HSCT) should be enrolled in a clinical trial. Indeed, as
hown previously, treatment with experimental agents may  offer
he prospect for better survival than conventional chemotherapy
r BSC [18].

Panel members are personally engaged in a number of clinical
rials of investigational agents and regimens including rigosertib,
rlotinib and clofarabine. Some panel members have also used
enalidomide in patients who have failed on azacitidine therapy.
iscussing lenalidomide in a salvage setting, the panel agreed that
rospective studies in post-azacitidine patients were warranted,
articularly in patients who have a chromosome 5q deletion, either
s an isolated aberration or as part of a complex karyotype, but that
t present it cannot be recommended for routine use. Finally, the
anel agreed that HDAC inhibitors, decitabine and potentially SGI-
10 warrant further investigation in the post-azacitidine setting.

. Panel recommendations for monitoring patients during
reatment with azacitidine

Despite ongoing clinical investigations, no clear salvage strate-
ies in patients with relapsed/refractory MDS who have failed
reatment with azacitidine are currently available. Consequently,
ppropriate selection of patients for azacitidine in first-line ther-
py is of paramount importance. To this end, the French Prognostic
core (FPS) has been developed, based on performance status,
resence or absence of circulating blasts and red blood cell (RBC)
ransfusion requirement, that categorizes prognosis in patients

reated with azacitidine [13]. As well as ensuring that patients most
ikely to benefit from azacitidine receive it, it is important that
atients are monitored for early signs of relapse, particularly in
hose patients who are candidates for stem cell transplant, given
rch 38 (2014) 1381–1391 1387

the limited salvage options. Discussing appropriate monitoring of
patients, the panel considered the following questions.

3.1. When monitoring patients on azacitidine, how do you
distinguish between peripheral blood (PB) fluctuations (during
response) and a true loss of response, and when should the BM be
assessed?

3.1.1. Background
Exacerbation of cytopenias and myelosuppression-related com-

plications are not unexpected in patients treated with azacitidine
and may  lead initially to deterioration of the clinical condition of
patients, especially during early treatment cycles. In the AZA-001
trial, anemia, neutropenia and thrombocytopenia were observed in
51.4%, 65.7% and 69.7% of patients treated with azacitidine, respec-
tively [21]. Proportionately more patients experienced hematologic
adverse events (AEs) during the first 2 cycles of azacitidine com-
pared with later cycles [21]. Therefore, reductions in PB counts
should not necessarily be considered as evidence of primary or
secondary treatment failure, particularly when noted during early
treatment cycles.

3.1.2. Views and recommendations of the panel
In terms of monitoring patients for response, the panel agreed

that the most important parameter for assessing patients during
the first 6 cycles was  regular assessment of PB counts rather than
BM assessment, given the correlation of PB counts with patients’
prognosis, QoL and overall wellbeing. BM assessment should be
undertaken, only after prior analysis of the PB, and after at least
6 cycles of azacitidine. In addition, the panel recommended that
BM analysis be performed in patients who appear to be primary
non-responders in the PB in order to confirm that there is no exist-
ing or imminent response, and in secondary non-responders (i.e.
patients who had relapsed on azacitidine), to determine the cause
of cytopenia, e.g. infection, loss of cellularity, drug-related toxicity.

Regarding fluctuations in PB counts, rapid changes, especially
in early cycles, may  be due to transient toxic effects of the drug
rather than disease progression. It is important therefore that drug-
related cytopenias are managed during treatment, without dose
reductions/delays if at all possible so as to maximize the chances
of response to azacitidine [21]. In contrast, loss of hematologic
response to azacitidine tends to be gradual and occur during later
cycles after a response has been achieved. As such, reappearance of
RBC-transfusion dependence (RBC-TD) in a patient who  had previ-
ously achieved RBC-transfusion independence (RBC-TI) is a likely
sign of impending relapse. To identify loss of response, all lineages
should be assessed over time to gauge an overall impression of
trends. Consequently, the panel agreed that the most important
indicators of loss of response to azacitidine and/or progression to
AML  were deteriorating cytopenias (which may  take several suc-
cessive measurements to confirm) [61], an increase or recurrence
in transfusion requirements or emergence of circulating blasts.

Continuing their discussion the panel suggested that the follow-
ing observations could indicate relapse: a progressive decline in PB
counts over time that do not return to baseline levels; unexpected
changes in established, stable blood counts (after a hematologic
response is achieved); and a gradual decrease in platelet count with
or without an accompanying increase in PB blast count. Platelet lev-
els were considered a particularly sensitive parameter to monitor,
given their shorter circulation time compared with RBCs. Conse-
quently, reduced platelet counts are likely to be one of the earliest
indicators of pending disease relapse.
Finally, when assessing response and improvement of response
in patients treated with azacitidine in clinical trials, some panel
members highlighted that it is important to remember that most
of the principal Phases 2 and 3 trials were conducted using
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Table  3
Emerging predictive factors of response to azacitidine.

Clinical factors

Positive Negative

Doubling of platelet count after first
cycle [70]

Grade 3 BM fibrosis [72]

Reduction in leukemic stem cells
during treatment [71]

ECOG PS > 2 [13]
Circulating blasts [13]
BM blasts >15% [13]
Transfusion dependence [13]
Previous therapy [13]

Molecular/cytogenetic factors

Positive Negative

Mutations in TET2 [65,73] Mutations in TP53 [74]
Mutations in EZH2 [73,75] Abnormal/complex karyotype [13]
Decreased methylation of the

promoter region of PI-PLCbeta1
[69]

Expression levels of BCL2L10 [14]
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M,  bone marrow; ECOG PS, Eastern Cooperative Oncology Group performance
tatus.

tandardized International Working Group (IWG) 2000 criteria
o assess response [62]. More recently however, some trials and
atient registries are now using the updated IWG  2006 criteria [63].
hanges between the two sets of criteria, including modified defini-
ions of HI and mCR, need to be taken into account when comparing
tudies.

.2. Are there any biomarkers available to monitor response, or
redict relapse, to azacitidine?

.2.1. Background
Further research is required to identify potential markers that

an effectively predict response and loss of response to azaciti-
ine. Current promising baseline markers include; mutations of
ZH2 [64], TET2 [65], DNMT3A and IDH1/IDH2 [66], BCL2L10 gene
r protein expression levels [14], methylation status of CDKN2B
67], serum ferritin level [68], levels of expression of UCK1 enzyme
15]. Other promising biomarkers for the monitoring of response
o azacitidine during treatment include methylation status of
hosphoinositide-phospholipase C beta 1 [69], increase in platelet

evels after 1–2 cycles of therapy [18,70], and assessment of
eukemic stem cell numbers using flow cytometry as a means of
redicting relapse (Table 3) [71].

.2.2. Views and recommendations of the panel
The panel noted that specific biomarkers that might predict

esponse/relapse to azacitidine are yet to be validated in a prospec-
ive study, and as a result, none can be recommended at this time.
romising biomarkers should be tested prospectively in large clin-
cal trials.

.3. Are there any factors that may  contribute to relapse that
ight be prevented?

.3.1. Background
Several preventable factors have been postulated to increase

he likelihood of relapse in patients treated with azacitidine. These
nclude early treatment withdrawal and potentially the concomi-
ant use of agents such as hydroxyurea.

Although treatment with azacitidine should be discontinued

f there is evidence of relapse, it is possible that long-term clin-
cal outcomes may  be compromised in patients who  discontinue
zacitidine prematurely. For example, in a recent case series of 13
atients with MDS  who discontinued treatment with azacitidine
rch 38 (2014) 1381–1391

while in hematologic remission, 77% relapsed within 6 months
[76]. Moreover, recent multivariate analysis of the AZA-001 trial
has demonstrated that patients who  achieve HI with azacitidine,
but do not achieve CR or PR, are also afforded a survival advan-
tage compared with patients with progressive disease [77]. Notably
however, prolongation of OS in patients who  achieved SD was seen
in both treatment arms [77].

These observations emphasize the importance of routinely
treating patients until overt disease progression, and AEs should be
managed aggressively whenever possible. Furthermore, it is note-
worthy that there are no data indicating transformation potential of
prolonged exposure to azacitidine, nor reports of secondary tumors
in the post-marketing evaluation.

Preclinical studies have demonstrated that hydroxyurea blocks
the conversion of azacitidine to deoxycytidine to inhibit DNA
methylation [78]. This relates to the fact that hydroxyurea is a
ribonucleotide reductase inhibitor that is necessary for azacitidine
to influence genomic methylation. As a result, in addition to its
antiproliferative effects, hydroxyurea could be antagonistic to azac-
itidine. However, as the activity of azacitidine is also attributable
to its incorporation into RNA as well as DNA [53], its activity may
only be partially inhibited by interaction with hydroxyurea. Nev-
ertheless, in the absence of any clear clinical demonstration of
compatibility, hydroxyurea and azacitidine should be used sequen-
tially rather than concomitantly.

It should also be noted that, to-date, survival benefits with azac-
itidine have only been demonstrated with the approved dose and
schedule of 75 mg/m2 subcutaneous injection for 7 continuous days
every 28 days. Therefore, if possible, this schedule should consti-
tute the preferred treatment for patients with MDS. However, due
to impracticalities of this schedule (i.e. weekends are problematic
in most healthcare systems), there is an ongoing need for collecting
efficacy data from alternative treatment schedules (e.g. 100 mg/m2

for 5 continuous days, 75 mg/m2 on a 5–2–2 schedule, 75 mg/m2

on 5 consecutive days, or intravenous vs. subcutaneous adminis-
tration).

3.3.2. Views and recommendations of the panel
There was  consensus among the panel that in order to minimize

risk of relapse, azacitidine should not be discontinued, if at all possi-
ble, until overt disease progression. Some panel members reported
that in their experience, treatment discontinuation in responding
patients could lead to rapid loss of response and disease progres-
sion. Moreover, they highlighted that patients who prematurely
discontinue azacitidine treatment are unlikely to respond if treat-
ment is resumed.

The panel agreed that the most common reason for discontin-
uation of azacitidine during the first few cycles of treatment is
myelosuppression, particularly neutropenia. Although most panel
members routinely manage neutropenia with myeloid growth fac-
tors, they did not think that this was always the case with referring
hematologists. Although some panel members restrict the use of
growth factor to patients with febrile neutropenia, the consensus
was that growth factors should be used in all cases of prolonged
severe neutropenia (ANC < 500 cells/�L). This is despite early data
that suggest an increased risk of clonal evolution in patients with
monosomy 7 treated with myeloid growth factors [79]. In addi-
tion, the panel suggested growth factors could be used in patients
at greatest risk for infection, for example those with diabetes, old
age or chronic pulmonary disease. Furthermore, it is important that
growth factor administration is sequenced separately from azaci-
tidine to avoid enhanced uptake of the drug as a result of S phase

recruitment. Given the lack of any formal demonstration of effi-
cacy, there was no consensus amongst the panel regarding the use
of prophylactic antibiotics and antifungals in severely neutropenic
patients. Some panel members routinely use antibiotic prophylaxis
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n patients with MDS  as well as AML. However, emerging data indi-
ate that patients with unfavorable cytogenetics and low platelet
ounts are at high risk of infection and prophylaxis may  only be
articularly appropriate in such cases [80].

The panel also discussed patient-related factors that may  result
n premature discontinuation of treatment. Understandably, a
requent cause of cycle delays and treatment discontinuation is
he inconvenience of repeated injections over 7 days every month
n an outpatient setting. To address this, development of at-home
ursing strategies, combined with a possible oral formulation of
zacitidine will be of particular use for the long-term management
f patients with MDS. It is also important that physicians make
heir patients fully aware of the likely consequences of treatment
ermination.

Finally, the panel debated the role of treatment delays in
he management of AEs. They highlighted that there remains

 lack of consensus among practicing hematologists regarding
hether treatment delay or dose reduction is the best initial

pproach to manage AEs. In general, physicians seem to rely
n personal experience and preference [20,21]. Members of the
anel were uncomfortable with reducing dose, owing to a fear
f losing response (although this is not based on prospective
linical data); therefore, as a first option, they prefer extend-
ng the interval between cycles, but only to a maximum of 6

eeks.

. Conclusions

There is a clear unmet clinical need for effective treatments
or patients who have failed azacitidine therapy. Although allo-
eneic HSCT seems to be associated with encouraging outcomes,
ew post-azacitidine patients are eligible. Treatment with azac-
tidine may  facilitate allogeneic HSCT in patients who were
reviously ineligible. While intensive chemotherapy may  benefit

 small minority of patients (e.g. patients undergoing subsequent
SCT), more data are required to assess its role in a salvage

etting. There is considerable ongoing research with investiga-
ional agents following azacitidine failure, but, at present, there
re no final and convincing data to guide treatment decisions.
herefore, the panel strongly recommended that patients who
ave failed azacitidine therapy (and are not eligible for HSCT
nd/or intensive chemotherapy) should be enrolled in a clinical
rial.

According to the panel recommendations, when azacitidine
s prescribed, responding patients should be closely monitored
hrough evaluation of PB counts. The most important indicators
f imminent loss of response to azacitidine and/or progression
o AML  are a clear trend toward deteriorating cytopenias and/or
eappearance of RBC-TD in patients who were previously RBC-TI.
f note, deteriorating cytopenias may  take successive measure-
ents over several cycles to confirm due to fluctuations in PB

ounts commonly observed during treatment with azacitidine.
inally, early discontinuation of azacitidine (e.g. due to myelo-
uppression, other AEs or patient request) should be avoided if at
ll possible due to the increased probability of relapse. Treatment
elays and supportive therapies (e.g. myeloid growth factors) are
ecommended in order to manage AEs, and avoid dose reductions
r treatment discontinuation.

In summary, until effective post-azacitidine treatment options
re identified and supported by prospective clinical data, current

ecommendations should be considered when treating with azaci-
idine. This should ensure maximum clinical benefit is obtained for
atients, who face a poor prognosis should they fail to respond or

ose response to azacitidine.

[

rch 38 (2014) 1381–1391 1389

Role of funding source

Editorial/writing support was  funded by Celgene.

Conflict of interest statement

V.S. has received honoraria from Celgene, Janssen and Novartis.
P.F. has received lecture honoraria from Celgene. N.G. has received
research support and honoraria from Celgene and Novartis. L.N. has
received honoraria from Celgene. M.P. has received honoraria from
Celgene and Novartis. P.V. has no COI to declare. T.P. has received
research support from Celgene. A.F.L. has received lecture honoraria
and research support from Celgene.

Acknowledgements

The authors would like to thank Dr Rami S Komrokji for his
assistance and valuable contributions in reviewing and critically
revising the manuscript. The authors would also like to thank Prof
Ghulam J Mufti for his participation and contributions to the con-
sensus meeting that preceded this manuscript. Editorial/writing
support was  provided by Andrew Brittain from FireKite, part of
KnowledgePoint360, an Ashfield company, and funded by Celgene.
All authors take full responsibility for the content of the manuscript.

Contributors: V.S., P.F., N.G., G.J.M, L.N., M.P. and P.V. participated
in a consensus meeting to discuss the topics of the manuscript;
V.S. provided the conception and design of the review and drafted
the manuscript; V.S., P.F., N.G., L.N., M.P., P.V., T.P., A.F.L. and R.S.K
revised the manuscript critically for intellectual content; V.S., P.F.,
N.G., L.N., M.P., P.V., T.P., and A.F.L. provided final approval of the
version to be submitted.

References

[1] Malcovati L, Nimer SD. Myelodysplastic syndromes: diagnosis and staging. Can-
cer Control 2008;15(Suppl.):4–13.

[2] Fenaux P, Mufti GJ, Hellstrom-Lindberg E, Santini V, Finelli C, Giagounidis A,
et  al. Efficacy of azacitidine compared with that of conventional care regimens
in  the treatment of higher-risk myelodysplastic syndromes: a randomised,
open-label, phase III study. Lancet Oncol 2009;10:223–32.

[3] Greenberg P, Cox C, LeBeau MM,  Fenaux P, Morel P, Sanz G, et al. International
scoring system for evaluating prognosis in myelodysplastic syndromes. Blood
1997;89:2079–88.

[4] Greenberg PL, Tuechler H, Schanz J, Sanz G, Garcia-Manero G, Sole F, et al.
Revised international prognostic scoring system for myelodysplastic syn-
dromes. Blood 2012;120:2454–65.

[5] Schanz J, Steidl C, Fonatsch C, Pfeilstocker M, Nosslinger T, Tuechler H,
et al. Coalesced multicentric analysis of 2,351 patients with myelodysplas-
tic syndromes indicates an underestimation of poor-risk cytogenetics of
myelodysplastic syndromes in the international prognostic scoring system. J
Clin Oncol 2011;29:1963–70.

[6] Mufti GJ, Chen TL. Changing the treatment paradigm in myelodysplastic syn-
dromes. Cancer Control 2008;15(Suppl.):14–28.

[7] Miller KB, Kim K, Morrison FS, Winter JN, Bennett JM, Neiman RS, et al. The eval-
uation of low-dose cytarabine in the treatment of myelodysplastic syndromes:
a phase-III intergroup study. Ann Hematol 1992;65:162–8.

[8] Kantarjian H, Beran M,  Cortes J, O‘Brien S, Giles F, Pierce S, et al. Long-
term follow-up results of the combination of topotecan and cytarabine and
other intensive chemotherapy regimens in myelodysplastic syndrome. Cancer
2006;106:1099–109.

[9] Fenaux P, Mufti GJ, Hellstrom-Lindberg E, Santini V, Gattermann N, Germing
U, et al. Azacitidine prolongs overall survival compared with conventional care
regimens in elderly patients with low bone marrow blast count acute myeloid
leukemia. J Clin Oncol 2010;28:562–9.

10] Celgene Europe Ltd. Vidaza summary of product characteristics. Available
at: http://www.medicines.org.uk/EMC/medicine/21508/SPC/Vidaza%2025
%20mg%20ml%20powder%20for%20suspension%20for%20injection/

11] Silverman LR, Demakos EP, Peterson BL, Kornblith AB, Holland JC, Odchimar-
Reissig R, et al. Randomized controlled trial of azacitidine in patients with the
myelodysplastic syndrome: a study of the cancer and leukemia group B. J Clin

Oncol 2002;20:2429–40.

12] Silverman LR, Holland JF, Weinberg RS, Alter BP, Davis RB, Ellison RR,
et  al. Effects of treatment with 5-azacytidine on the in vivo and in vitro
hematopoiesis in patients with myelodysplastic syndromes. Leukemia
1993;7(Suppl. 1):21–9.

http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0005
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0010
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0015
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0020
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0025
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0030
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0035
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0040
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0045
http://www.medicines.org.uk/EMC/medicine/21508/SPC/Vidaza 25 mg ml powder for suspension for injection/
http://www.medicines.org.uk/EMC/medicine/21508/SPC/Vidaza 25 mg ml powder for suspension for injection/
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0055
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0060


1  Resea

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

390 V. Santini et al. / Leukemia

13] Itzykson R, Thepot S, Quesnel B, Dreyfus F, Beyne-Rauzy O, Turlure P, et al. Pro-
gnostic factors for response and overall survival in 282 patients with higher-risk
myelodysplastic syndromes treated with azacitidine. Blood 2011;117:403–11.

14] Cluzeau T, Robert G, Karsenti JM,  Luciano F, Legrand F, Mannone L, et al. BCL2L10
is  associated with resistance to azacitidine (AZA) in MDS and AML, and is a
possible target in resistant patients. Leuk Res 2013;37(Suppl. 1):S78.

15] Valencia A, Masala E, Rossi A, Martino A, Sanna A, Buchi F, et al. Expression of
nucleoside-metabolizing enzymes in myelodysplastic syndromes and modu-
lation of response to azacitidine. Leukemia 2014;28:621–8.

16] Silverman LR, McKenzie DR, Peterson BL, Holland JF, Backstrom JT, Beach CL,
et  al. Further analysis of trials with azacitidine in patients with myelodysplastic
syndrome: studies 8421, 8921, and 9221 by the Cancer and Leukemia Group B.
J  Clin Oncol 2006;24:3895–903.

17] Kadia TM,  Jabbour E, Kantarjian H. Failure of hypomethylating agent-based
therapy in myelodysplastic syndromes. Semin Oncol 2011;38:682–92.

18] Prebet T, Gore SD, Esterni B, Gardin C, Itzykson R, Thepot S, et al. Outcome of
high-risk myelodysplastic syndrome after azacitidine treatment failure. J Clin
Oncol 2011;29:3322–7.

19] Lin K, Reljic T, Kumar A, Lancet JE, List AF, Komrokji RS. Poor outcome of
patients with myelodysplastic syndrome (MDS) after azacitidine treatment
failure. Blood 2010;116:2913.

20] Fenaux P, Bowen D, Gattermann N, Hellstrom-Lindberg E, Hofmann WK,  Pfeil-
stocker M,  et al. Practical use of azacitidine in higher-risk myelodysplastic
syndromes: an expert panel opinion. Leuk Res 2010;34:1410–6.

21] Santini V, Fenaux P, Mufti GJ, Hellstrom-Lindberg E, Silverman LR, List A, et al.
Management and supportive care measures for adverse events in patients
with myelodysplastic syndromes treated with azacitidine. Eur J Haematol
2010;85:130–8.

22] Gore SD, Hermes-DeSantis ER. Future directions in myelodysplastic syn-
drome: newer agents and the role of combination approaches. Cancer Control
2008;15(Suppl. 4):40–9.

23] Prebet T, Gore S, Sun Z, Greenberg P, Juckett M,  Malick L, et al. Prolonged admin-
istration of azacitidine with or without entinostat increases rate of hematolofic
normalization for myelodysplastic syndromes and acute myeloid leukemia
with myleodysplasia-related changes: results of the US Leukemia Intergroup
Trial E1905. Blood 2010;116. Abstract 601.

24] Krug UO, Koschmieder A, Gerss J, Serve H, Steffen B, Bug G, et al. Addition of
5-azacitidine to standard induction therapy is feasible in older patients with
acute myeloid leukemia: the AML-AZA trial of the SAL study group. Blood
2010;116:2180.

25] Silverman LR, Verma A, Odchimar-Reissig R, Feldman E, Navada SC, Demakos
EP, et al. A phase II trial of epigenetic modulators vorinostat in combination with
azacitidine (azaC) in patients with the myelodysplastic syndrome (MDS): initial
results of study 6898 of the New York cancer consortium. Blood 2013;122.
Abstract 386.

26] Nand S, Godwin J, Smith S, Barton K, Michaelis L, Alkan S, et al. Hydrox-
yurea, azacitidine and gemtuzumab ozogamicin therapy in patients with
previously untreated non-M3 acute myeloid leukemia and high-risk myelodys-
plastic syndromes in the elderly: results from a pilot trial. Leuk Lymphoma
2008;49:2141–7.

27] Sekeres MA,  List AF, Cuthbertson D, Paquette R, Ganetzky R, Latham D, et al.
Phase I combination trial of lenalidomide and azacitidine in patients with
higher-risk myelodysplastic syndromes. J Clin Oncol 2010;28:2253–8.

28] Platzbecker U, Ganster C, Neesen J, Kuendgen A, Gotze K, Bug G, et al. Safety and
efficacy of a combination of 5-azacitidine followed by lenalidomide in high-risk
MDS or AML  patients with del(5q) cytogenetic abnormalities – results of the
“AZALE” trial. Blood 2011;118:3799.

29] Sekeres MA, Tiu RV, Komrokji R, Lancet J, Advani AS, Afable M,  et al. Phase 2
study of the lenalidomide and azacitidine combination in patients with higher-
risk myelodysplastic syndromes. Blood 2012;120:4945–51.

30] Jaglal MV,  Duong VH, Bello CM,  Al Ali NH, Fernandez HF, Lancet JE, et al. Efficacy
of cladribine, cytarabine, G-CSF (neupogen), mitoxantrone (CLAG-M regimen)
compared to standard 3 + 7 (anthracycline and cytarabine) in secondary acute
myeloid leukemia (sAML) after azanucleosides failure. Blood 2011;118:256.

31] Bello C, Yu D, Komrokji RS, Zhu W,  Wetzstein GA, List AF, et al. Outcomes after
induction chemotherapy in patients with acute myeloid leukemia arising from
myelodysplastic syndrome. Cancer 2011;117:1463–9.

32] Gerds AT, Gooley TA, Estey EH, Appelbaum FR, Deeg HJ, Scott BL. Pre-
transplantation therapy with azacitidine vs induction chemotherapy and
posttransplantation outcome in patients with MDS. Biol Blood Marrow Trans-
plant 2012;18:1211–8.

33] Damaj G, Duhamel A, Robin M,  Beguin Y, Michallet M,  Mohty M, et al. Impact
of  azacitidine before allogeneic stem-cell transplantation for myelodysplas-
tic  syndromes: a study by the societe francaise de greffe de moelle et de
therapie-cellulaire and the groupe-francophone des myelodysplasies. J Clin
Oncol 2012;30:4533–40.

34] Kantarjian H, O‘Brien S, Cortes J, Giles F, Faderl S, Jabbour E, et al. Results
of intensive chemotherapy in 998 patients age 65 years or older with acute
myeloid leukemia or high-risk myelodysplastic syndrome: predictive progno-
stic models for outcome. Cancer 2006;106:1090–8.

35] Faderl S, Garcia-Manero G, Jabbour E, Ravandi F, Borthakur G, Estrov Z, et al. A

randomized study of 2 dose levels of intravenous clofarabine in the treatment of
patients with higher-risk myelodysplastic syndrome. Cancer 2012;118:722–8.

36] Lim SH, Mcmahan J, Zhang J, Zhang Y. A phase II study of low dose intra-
venous clofarabine for elderly patients with myelodysplastic syndrome who
have failed 5-azacytidine. Leuk Lymphoma 2010;51:2258–61.

[

rch 38 (2014) 1381–1391

37] Braun T, Raffoux E, Prebet T, Brechignac S, Stamatoullas A, Dreyfus F, et al.
Low-dose clofarabine has significant activity in high-risk myelodysplastic syn-
dromes (MDS) and acute myeloid leukemia post-MDS (sAML) after azacitidine
(AZA) failure: interim results of the GFM Clo08 dose escalating phase I/II study
(NCT0106325). Blood 2011;118:609.

38] Faderl S, Garcia-Manero G, Estrov Z, Ravandi F, Borthakur G, Cortes JE, et al.
Oral clofarabine in the treatment of patients with higher-risk myelodysplastic
syndrome. J Clin Oncol 2010;28:2755–60.

39] Garcia-Manero G, Luger SM,  Goldberg S, Altman JK, Arellano ML, Wetzler
M,  et al. A randomized phase II study of sapacitabine in MDS  refractory to
hypomethylating agents. Blood (ASH Annu Meet Abstr) 2013;122. Abstract
2752.

40] Borthakur G, Ahdab SE, Ravandi F, Faderl S, Ferrajoli A, Newman B, et al. Activity
of  decitabine in patients with myelodysplastic syndrome previously treated
with azacitidine. Leuk Lymphoma 2008;49:690–5.

41] Komrokji RS, Apuri S, Al Ali NH, Padron E, Pinilla-Ibarz J, Ho V, et al. Evidence for
selective benefit of sequential treatment with azanucleosides in patients with
myelodysplastic syndromes (MDS). J Clin Oncol 2013;31(Suppl.), abstr 7113.

42] Sanna A, Gozzini A, Sassolini F, Bosi A, Santini V. Decitabine treatment in higher
risk MDS, CMML and AML  post-MDS who failed azacitidine. Blood 2011;118(21
Suppl.), abstr 5052.

43] O‘Connell CL, Tibes R, Walsh K, Rizzieri D, Yee K, Stock W,  et al. Outcomes
of  intermediate or high risk myelodysplastic syndromes (MDS) patients post
azacitidine and/or decitabine treatment failures with SGI-110, a novel second
generation hypomethylating agent (HMA). Haematologica 2014;99. Abstract
P189.

44] Navada SC, Odchimar-Reissig R, Reddy EP, Holland JF, Wilhelm F, Silverman LR.
Evaluation of rigosertib in patients with a myelodysplastic syndrome (MDS)
or  acute myeloid leukemia (AML) relapsed or refractory to hypomethylating
agents: a phase I/II study. Blood 2012;120:3794.

45] Komrokji RS, Raza A, Lancet JE, Ren C, Taft D, Maniar M, et al. Phase I clinical trial
of  oral rigosertib in patients with myelodysplastic syndromes. Br J Haematol
2013;162:517–24.

46] Komrokji RS, List AF, Yu D, Fulp WJ,  Rodriguez Y, Smith PS, et al. A phase II
clinical study of erlotinib for treatment of myelodysplastic syndromes. Blood
2011;118(21 Suppl.):1714.

47] Prebet T, Braun T, Beyne-Rauzy O, Wattel E, Dreyfus F, Stamatoulas A, et al.
Final  report of GFM-VOR2007 study: a phase I/II study of vorinostat and low
dose cytarabine (LDAC) for MDS  patients with azacitidine (AZA) failure. ASH
Annu Meet Abstr 2012;120:3825.

48] Flinn IW,  Lang E, Raefsky E, Boccia R, Macias-Perec IM, Burris HA, et al. Pre-
liminary results of a phase II trial of panobinostat (LBH589) in refractory
myelodysplastic syndromes (MDS) patients. Blood 2010;116:4015.

49] Prebet T, Charbonnier A, Gelsi-Boyer V, Mozziconacci MJ,  Blaise D, Vey N.
Lenalidomide treatment for patients with myelodysplastic syndrome and low
blast count acute myeloid leukemia after azacitidine failure. Leuk Lymphoma
2013;54:1538–40.

50] Sekeres MA,  O‘Keefe C, List AF, Paulic K, Afable M,  Englehaupt R, et al. Demon-
stration of additional benefit in adding lenalidomide to azacitidine in patients
with higher-risk myelodysplastic syndromes. Am J Hematol 2011;86:102–3.

51] Lee JH, Choi Y, Kim SD, Kim DY, Lee JH, Lee KH, et al. Comparison of 7-day
azacitidine and 5-day decitabine for treating myelodysplastic syndrome. Ann
Hematol 2013;92:889–97.

52] Lee YG, Kim I, Yoon SS, Park S, Cheong JW,  Min  YH, et al. Comparative anal-
ysis between azacitidine and decitabine for the treatment of myelodysplastic
syndromes. Br J Haematol 2013;161:339–47.

53] Hollenbach PW,  Nguyen AN, Brady H, Williams M,  Ning Y, Richard N, et al. A
comparison of azacitidine and decitabine activities in acute myeloid leukemia
cell lines. PLoS One 2010;5:e9001.

54] Li LH, Olin EJ, Buskirk HH, Reineke LM.  Cytotoxicity and mode of action of 5-
azacytidine on L1210 leukemia. Cancer Res 1970;30:2760–9.

55] Buchi F, Spinelli E, Masala E, Gozzini A, Sanna A, Bosi A, et al. Proteomic anal-
ysis identifies differentially expressed proteins in AML1/ETO acute myeloid
leukemia cells treated with DNMT inhibitors azacitidine and decitabine. Leuk
Res  2012;36:607–18.

56] Kantarjian HM,  Roboz GJ, Rizzieri DA, Stock W,  O‘Connell CL, Griffiths EA,
et  al. Results from the dose escalation phase of a randomized phase 1–2
first-in-human (FIH) study of SGI-110, a novel low volume stable subcuta-
neous (SQ) second generation hypomethylating agent (HMA) in patients with
relapsed/refractory MDS  and AML. Blood 2012;120:414.

57] Clinical Trials.gov. Randomized study of ON 01910. Na in refractory myelodys-
plastic syndrome patients with excess blasts; NCT01241500. Available at:
http://www.clinicaltrials.gov/ct2/show/NCT01241500

58] Onconova press release: Onconova announces results from phase 3 ONTIME
trial of rigosertib in higher risk myelodysplastic syndromes (MDS). Available at:
http://investor.onconova.com/releasedetail.cfm?ReleaseID=826761 [accessed
March 2014].

59] Boehrer S, Ades L, Braun T, Galluzzi L, Grosjean J, Fabre C, et al. Erlotinib exhibits
antineoplastic off-target effects in AML  and MDS: a preclinical study. Blood
2008;111:2170–80.

60] Lowenberg B, Morgan G, Ossenkoppele GJ, Burnett AK, Zachee P, Duhrsen U,

et  al. Phase I/II clinical study of Tosedostat, an inhibitor of aminopeptidases,
in  patients with acute myeloid leukemia and myelodysplasia. J Clin Oncol
2010;28:4333–8.

61] Itzykson R, Smith A, de Witte TM,  Droste J, Stauder R, Symeonidis A, et al. Pro-
gnostic relevance of the kinetics of worsening of cytopenias in lower-risk MDS:

http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0065
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0070
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0075
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0080
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0085
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0090
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0095
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0100
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0105
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0110
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0115
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0120
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0125
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0130
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0135
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0140
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0145
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0150
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0155
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0160
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0165
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0170
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0175
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0180
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0185
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0190
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0195
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0200
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0205
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0210
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0215
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0220
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0225
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0230
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0235
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0240
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0245
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0250
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0255
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0260
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0265
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0270
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0275
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0280
http://www.clinicaltrials.gov/ct2/show/NCT01241500
http://investor.onconova.com/releasedetail.cfm?ReleaseID=826761
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0295
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0300
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305


 Resea

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

[

V. Santini et al. / Leukemia

a substudy from the European Leukemianet Low Risk MDS (EUMDS) registry.
Blood 2012;120:700.

62] Cheson BD, Bennett JM,  Kantarjian H, Pinto A, Schiffer CA, Nimer SD, et al.
Report of an international working group to standardize response criteria for
myelodysplastic syndromes. Blood 2000;96:3671–4.

63] Cheson BD, Greenberg PL, Bennett JM,  Lowenberg B, Wijermans PW,  Nimer
SD, et al. Clinical application and proposal for modification of the Inter-
national Working Group (IWG) response criteria in myelodysplasia. Blood
2006;108:419–25.

64] Nikoloski G, Langemeijer SM,  Kuiper RP, Knops R, Massop M,  Tonnissen ER, et al.
Somatic mutations of the histone methyltransferase gene EZH2 in myelodys-
plastic syndromes. Nat Genet 2010;42:665–7.

65] Itzykson R, Kosmider O, Cluzeau T, Mansat-De Mas  V, Dreyfus F, Beyne-Rauzy
O, et al. Impact of TET2 mutations on response rate to azacitidine in myelodys-
plastic syndromes and low blast count acute myeloid leukemias. Leukemia
2011;25:1147–52.

66] Traina F, Jankowska AM,  Visconte V, Sugimoto Y, Szpurka H, Makishima H,
et  al. Impact of molecular mutations on treatment response to hypomethylating
agents in MDS. Blood 2011;118(21 Suppl.), abstr 461.

67] Raj K, John A, Ho A, Chronis C, Khan S, Samuel J, et al. CDKN2B methylation status
and isolated chromosome 7 abnormalities predict responses to treatment with
5-azacytidine. Leukemia 2007;21:1937–44.

68] Delgado RG, de Miguel D, Bailen A, Gonzalez JR, Bargay J, Falantes JF, et al. Multi-
variate analysis of the impact of pre-treatment serum ferritin level on response
and  overall survival in patients with myelodysplastic syndromes treated with
azacitidine. Blood 2012;120:1710.

69] Follo MY,  Finelli C, Mongiorgi S, Clissa C, Bosi C, Testoni N, et al. Reduc-
tion of phosphoinositide-phospholipase C beta1 methylation predicts the
responsiveness to azacitidine in high-risk MDS. Proc Natl Acad Sci U S A
2009;106:16811–6.

70] van der Helm LH, Alhan C, Wijermans PW,  van Marwijk Kooy M, Schaaf-

sma  R, Biemond BJ, et al. Platelet doubling after the first azacitidine cycle
is  a promising predictor for response in myelodysplastic syndromes (MDS),
chronic myelomonocytic leukaemia (CMML) and acute myeloid leukaemia
(AML) patients in the Dutch azacitidine compassionate named patient pro-
gramme. Br J Haematol 2011;155:599–606.

[

rch 38 (2014) 1381–1391 1391

71] Craddock CF, Goardon N, Quek L, Freeman S, Siddique S, Raghavan M,  et al.
Quantitation of leukemic stem cell populations predicts clinical outcome in
acute myeloid leukaemia. Blood 2011;118(21 Suppl.):638.

72] Sanna A, Gozzini A, Donnini I, Clissa C, Carrai V, Alterini R, et al. Influence of
mild bone marrow fibrosis on response of int-2/high risk MDS patients to 5-
azacitidine. Leuk Res 2011;35(Suppl. 1):S126–7.

73] Bejar R, Stevenson K, Stojanov P, Zaneveld JE, Bar-Natan M,  Caughey B, et al.
Next-generation sequencing of 213 MDS patient samples identifies mutation
profiles associated with response to hypomethylating agents and overall sur-
vival. Leuk Res 2013;37:S19–20.

74] Bally C, Ades L, Renneville A, Mozziconacci MJ,  Preudhomme C, DeThe H, et al.
Prognostic value of TP53 gene mutations in higher-risk MDS  treated with azac-
itidine (AZA). Leuk Res 2013;37(Suppl. 1). P-P006.

75] Kulasekararaj AG, Mohamedali AM,  Smith AE, Lea NC, Kizilors A, Abdallah
A, et al. Polycomb complex group gene mutations and their prognostic rel-
evance in 5-azacitidine treated myelodysplastic syndrome patients. Blood
2010;116:125.

76] Voso MT,  Breccia M,  Lunghi M,  Poloni A, Niscola P, Finelli C, et al. Rapid loss
of  response after withdrawal of treatment with azacitidine: a case series in
patients with higher-risk myelodysplastic syndromes or chronic myelomono-
cytic leukemia. Eur J Haematol 2013;90:345–8.

77] Gore SD, Fenaux P, Santini V, Bennett JM,  Silverman LR, Seymour JF, et al.
A  multivariate analysis of the relationship between response and survival
among patients with higher-risk myelodysplastic syndromes treated within
azacitidine or conventional care regimens in the randomized AZA-001 trial.
Haematologica 2013;98:1067–72.

78] Choi SH, Byun HM,  Kwan JM,  Issa JP, Yang AS. Hydroxycarbamide in com-
bination with azacitidine or decitabine is antagonistic on DNA methylation
inhibition. Br J Haematol 2007;138:616–23.

79] Sloand EM,  Wu CO, Greenberg P, Young N, Barrett J. Factors affecting response
and survival in patients with myelodysplasia treated with immunosuppressive

therapy. J Clin Oncol 2008;26:2505–11.

80] Merkel D, Filanovsky K, Gafter-Gvili A, Vidal L, Aviv A, Gatt ME,  et al. Pre-
dicting infections in high-risk patients with myelodysplastic syndrome/acute
myeloid leukemia treated with azacitidine: a retrospective multicenter study.
Am J Hematol 2013;88:130–4.

http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0305
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0310
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0315
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0320
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0325
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0330
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0335
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0340
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0345
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0350
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0355
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0365
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0370
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0375
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0380
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0385
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0390
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0395
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0400
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405
http://refhub.elsevier.com/S0145-2126(14)00285-9/sbref0405

	Minimizing risk of hypomethylating agent failure in patients with higher-risk MDS and practical management recommendations
	1 Introduction
	2 Panel recommendations for the treatment of patients with higher-risk MDS following azacitidine failure
	2.1 What is the best current treatment approach in patients after azacitidine?
	2.1.1 Background
	2.1.2 Views and recommendations of the panel

	2.2 What are the key investigational strategies in the post-azacitidine setting?
	2.2.1 Background
	2.2.1.1 Nucleoside analogs
	2.2.1.2 HMAs
	2.2.1.3 Tyrosine kinase inhibitors
	2.2.1.4 HDAC inhibitors
	2.2.1.5 Immunomodulatory agents

	2.2.2 Views and recommendations of the panel


	3 Panel recommendations for monitoring patients during treatment with azacitidine
	3.1 When monitoring patients on azacitidine, how do you distinguish between peripheral blood (PB) fluctuations (during res...
	3.1.1 Background
	3.1.2 Views and recommendations of the panel

	3.2 Are there any biomarkers available to monitor response, or predict relapse, to azacitidine?
	3.2.1 Background
	3.2.2 Views and recommendations of the panel

	3.3 Are there any factors that may contribute to relapse that might be prevented?
	3.3.1 Background
	3.3.2 Views and recommendations of the panel


	4 Conclusions
	Role of funding source
	Conflict of interest statement
	Acknowledgements
	References


