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Abstract
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risk factors.

difference in survival based on age (P=0.000).

Background: Acute lymphoblastic leukemia (ALL) is aggressive cancer, especially in adults as only 20-40% is cured with current
Objectives: The aim of this study is to evaluate prognostic factors and their effects on survival in ALL patients in the Northeast of

Methods: In a descriptive and retrospective study from 2009 to 2015, 48 ALL patients referred to hematology-oncology clinic.
Age, sex, fever, blood group, type of ALL and consumption of amphotericin B, forms of cytogenetic, survival in the patients, WBC,
hemoglobin, and platelet were checked in the first referral for every patient. The mean follow-up was 27.3 months in which 28 pa-
tients (59.3%) died. overall survival (OS) was plotted by GraphPad Prism 5 and the Log-rank test was used for analysis of survival with

Results: The mean age for all the ALL patients at diagnosis was 32.3 years (range, 15-71 years), and 81.3% were male. Of all patients,
62.5% had fever and 25% consumed amphotericin B. 1, 2-, 3, 4-, 5-year OS rates were 62.2%, 52.7%, 40.6%, 39.1%, 22.2%, respectively. 75%,
29.2% and 39.6% of patients had WBC < 20 x 10°/ul, Hb < 7 g/dL and platelet < 30 x 10°/uL, respectively. There was a significant

Conclusions: Based on the results, age > 35 years is the most prognostic factor in ALL patients. Also, patients who received am-
photericin B had lower life expectancy because these patients were suffering from fungal infection or due to lack of response to
antibacterial drugs, they have been treated with amphotericin B.
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. Background

The molecular analysis of acute lymphoblastic
leukemia (ALL) has provided exciting insights into the
pathogenesis of this cancer. This disease is heterogeneous
and subtyped based on chromosomal, immunopheno-
typic, and structural criteria (1). This fatal cancer has been
transformed to one with a cure rate approaching 90%
in many developed countries (2). Survival for adult ALL
patients is poor. Nowadays, new protocols including use
of pediatric protocols in young adults have improved sur-
vivalin clinical trials (3). ALLis aggressive cancer, especially
in adults as only 20% - 40% is cured with current treatment
regimens (4). Treatment results in ALL have improved
considerably in the past decade, with an increase of com-

plete response rates with 85% to 90% and survival rates
with 40% to 50%. Superior chemotherapy and supportive
care, the integration of stem cell transplantation into
frontline therapy, and optimized risk stratification are im-
portant developments (5). Retrospective studies focusing
on patients aged 15 to 21 years showed that “Adolescents
and Young Adults” treated with adults ALL protocols have
poorer outcomes than similarly aged patients treated with
pediatric protocols (6). Overall results have improved over
the past 3 decades. The long-term survival for patients
aged < 60 years occur only in the range of 30% - 40%
and is 10% - 15% if between 60 to 70 years and < 5% for
those > 70 years (7). Furthermore, many of the reported
prognostic factors using multivariate analysis have been
superseded by genetic and/or molecular markers, leading
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toachanging paradigm, from a historic approach that was
mostly determined by age, white blood cell (WBC) count
and immunophenotype to a more recent approach, which
incorporates cytogenetic and molecular determinants (8).

2. Objectives

The aim of this study is to evaluate prognostic factors
and their effects on survival in adult ALL patients in the
Northeast of Iran.

3. Methods

3.1. Patients

Between 2009 to 2015 in a descriptive and retrospec-
tive study, 48 ALL patients referred to Emam Reza hospi-
tal, hematology-oncology clinic, Mashhad city, Iran. Inclu-
sion criterion was all patients with ALL from 2009 to 2015
with age > 15 years and exclusion criteria were adult ALL
patients with unrelated infections before ALL (Tuberculo-
sis etc.) and having another malignancies. We analyzed
age, sex, fever, blood group, type of ALL and consumption
of amphotericin B, forms of cytogenetic, and survival in the
patients. WBC, hemoglobin (Hb)and platelet were checked
in the first referral for every patient. Overall survival (OS)
for the patients was from date of diagnosis until death
from any cause. The mean follow-up was 27.3 months (819
days) in which 28 patients (59.3%) died. ALL patients who
lost follow-up were censored from survival analysis.

3.2. Statistical Analysis

The Logrank test was used to determine risk factors
which have effects on survival time of patients and overall
survival by Kaplan-Meier method was plotted with Graph-
Pad Prism 5. P < 0.05 statistically significant.

4. Results

The mean age for all the ALL patients at diagnosis was
323 years(range, 15 - 71 years). The mean and range of WBC,
HB and Platelet have been shown in Table 1.

Table 2 shows the baseline variables for ALL patients
and their correlation with survival time. The patients were
divided into two age groups that 66.7% had age < 35 years,
81.3% were male.75% patients, 29.2% and 39.6% had WBC <
20 x 10*/uL, Hb< 7g/dL, and platelet< 30 x 10*|uL, respec-
tively. Of all patients, 62.5% had fever and 25% consumed
amphotericin B. 1, 2+, 3-, 4- and 5-year overall survival rates
were 62.2%, 52.7%, 40.6%,39.1% and 22.2%, respectively.

The Kaplan-Meier survival curves for patients based on
risk factors had been shown in Figures 1 and 2. There was a
significant difference in survival based on age (P = 0.000)
(Table 2).

Table 1. The mean and Range Variables for Acute Lymphocytic Leukemia Patients (n
=48)

Variables Mean Range (Min-Max)
Age,y 323 15-71

WBC, X 10°/uL 245 0.4-185.7
Hemoglobin, g/dL 8.5 3.8-13.1
Platelet, x 10°/uL 94 3-500

Table 2. The Baseline Variables and Overall Comparisons by Kaplan-Meier Method in
Survival of Acute Lymphoblastic Leukemia Patients (n = 48)

Variable Total, No. (%) No. of Alive PValue®

Age,y 0.000
<35 32(66.7) 531
> 35 16(33.3) 18.7

Sex 0.656
Male 39(81.3) 385
Female 9(18.8) 55.6

WBC, X10%/uL 0.116
<20 36(75) 50
> 20 12(25) 16.7

Hemoglobin, g/dL 0.409
<7 14(29.2) 38.6
>7 34(70.8) 47.1

Platelet, x10%/uL 0304
<30 19 (39.6) 471
> 30 29(60.4) 37.9

Fever 0.724
Yes 30(62.5) 433
No 18(37.5) 38.9

Amphotericin B 0.237
Yes 12(25) 333
No 36(75) 44.4

Abbreviation: WBC, white blood cell.
P value was calculated by Log-rank test for affecting of prognostic factors on
survival time.

5. Discussion

An analysis of the surveillance, epidemiology, and end
results database showed an improvement in survival in
adult ALL patients over the last two decades, with the great-
est significant improvement being in the adolescent and
young adult (AYA) groups (9). Although the median age
for adults with ALL is older than 60 years, relatively few
of these patients have been enrolled at prospective clini-
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Figure 1. The Kaplan-Meier Survival Curve Based on Risk Factors

cal trials (10). One study (11) on 55 previously untreated
adults with ALL showed that the median age was 38 years
(range, 15 - 73 years). In another study (12), the median age
was 30 years with the range of 16 to 67 years. In an Iranian
study (13), sixty-six adult patients entered. The Mean age
was 33 years (range, 16 - 68), where 53 cases (80.3%) were
male. In this study, the mean age of the patients was 32.3
years (range, 15 - 71) with 81.3% male. Therefore, based on
these results, the mean age in a lot of studies is between 30
to 40 years and also more ALL patients are male. Pulte at
al. (3) reported that men had a higher 5-year relative sur-
vival in Germany, but in this study, there was no difference
between male compared to female.

Gokbuget in 2013 (14) reported that OS for older ALL pa-
tients was 33 months. Mashhadi et al. (13) showed that 1-
, 2- and 3-year survival were 53% and 44.8%, 44.8%, respec-
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tively. Thomas et al. (15) analyzed 351 patients treated over
standard chemotherapy where 3-, 5-and 8-year OS was 32%,
24%, and 22%, respectively. Our study showed that 1-, 2-, 3,
4-,5-year survival rates were 62.2%, 52.7%, 40.6%,39.1%, 22.2%,
respectively. Our patients had better survival compared to
other studies.

Aresearch (16), reported that the most common prog-
nostic factors in ALL patients were: age, and WBC count.
In another article, (13) the most common clinical mani-
festation was fever (62.1%). Also, the correlation between
platelet and WBC levels and age with outcome were statis-
tically significant. In our study, age had a significant corre-
lation with survival and in the patients with WBC < 20 x
10/l compared to WBC > 20 X 103/uL was better but it
was not significant. The patients with age > 35 years had
poor survival. Therefore, age and then WBC count are the
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Figure 2. The Kaplan-Meier Survival Curve Based on Risk Factors

major risk factors in ALL patients which is confirmed by
Marcus et al. (17) study. Also, Ayremlou et al. (18) reported
thatage, fever and WBC were significant prognostic factors
in acute leukemias.

Invasive fungal infections (IFI) are a major cause of
infection-related mortality during induction chemother-
apy of acute leukemia patients (19). Amphotericin B (in-
travenous antifungal therapy) effectively reduces the dura-
tion of neutropenia by reducing the duration of fever (20).
Amphotericin B is proven to be effective but toxic. This
drug has a lot of severe adverse events including nephro-
toxicity and infusion-related side effects (21). In our study,
treated patients with amphotericin B (25%) had poor sur-
vival compared with non-treated.

5.1. Conclusions

Based on the results, age > 35 years is the major prog-
nostic factor in ALL patients. Also, amphotericin B has se-

vere side effects in ALL patients that could reduce survival.
Patients who received amphotericin B had lower life ex-
pectancy because these patients were suffering from fun-
gal infection or due to lack of response to antibacterial
drugs have been treated with amphotericin B.

Acknowledgments

There is no acknowledgements.

Footnotes

Authors’ Contribution: Abolghasem Allahyari and
Seyed-Mehdi Hashemi were supervisor and did treatment
for patients. Masoud Sadeghi was the corresponding au-
thor and analyzed the data. Fahimeh Nazemian prepared
the photo, IHC markers and data. Mohammad Karimi and
Mohammad-Reza Kazemi revised the article.

Iran ] Cancer Prev. 2016; 9(4):e5045.


http://ijcancerprevention.com

AllahyariAet al.

Conflict of Interest: There is no conflict of interest.

Financial Disclosure: There is no financial disclosure.

Funding/Support: None declared.

References

1

10.

1.

. Gokbuget N, Hoelzer D. Treatment of adult

Levitt L, Lin R. Biology and treatment of adult acute lymphoblastic
leukemia. West ] Med. 1996;164(2):143-55. [PubMed: 8775728].

. Pui CH, Evans WE. A 50-year journey to cure childhood acute

lymphoblastic leukemia. Semin Hematol. 2013;50(3):185-96. doi:
10.1053/j.seminhematol.2013.06.007. [PubMed: 23953334].

. Pulte D, Jansen L, Gondos A, Katalinic A, Barnes B, Ressing M, et al.

Survival of adults with acute lymphoblastic leukemia in Germany
and the United States. PLoS One. 2014;9(1):e85554. doi: 10.1371/jour-
nal.pone.0085554. [PubMed: 24475044].

. Ahmed MB, Shehata HH, Moussa M, Ibrahim TM. Prognostic sig-

nificance of survivin and tumor necrosis factor-alpha in adult
acute lymphoblastic leukemia. Clin Biochem. 2012;45(1-2):112-6. doi:
10.1016/j.clinbiochem.2011.08.1147. [PubMed: 21933669].

acute lym-
phoblastic leukemia. Semin Hematol. ~ 2009;46(1):64-75. doi:
10.1053/j.seminhematol.2008.09.003. [PubMed: 19100369].

. Ibrahim A, Ali A, Mohammed MM. Outcome of Adolescents with

Acute Lymphoblastic Leukemia Treated by Pediatrics versus Adults
Protocols. Adv Hematol. 2014;2014:697675. doi: 10.1155/2014/697675.
[PubMed: 25484902].

. Rowe JM. Prognostic factors in adult acute lymphoblastic

leukaemia. Br | Haematol. 2010;150(4):389-405. doi: 10.1111/j.1365-
2141.2010.08246.x. [PubMed: 20573154].

. Rowe JM. Getting to the root of (it) ALL. Blood. 2010;115(18):3649-50.

doi: 10.1182/blood-2010-02-267286. [PubMed: 20448115].

. Chiaretti S, Vitale A, Cazzaniga G, Orlando SM, Silvestri D, Fazi P, et al.

Clinico-biological features of 5202 patients with acute lymphoblas-
tic leukemia enrolled in the Italian AIEOP and GIMEMA protocols
and stratified in age cohorts. Haematologica. 2013;98(11):1702-10. doi:
10.3324/haematol.2012.080432. [PubMed: 23716539].

Larson RA. Acute lymphoblastic leukemia: older patients and newer
drugs. Hematology Am Soc Hematol Educ Program. 2005:131-6. doi:
10.1182/asheducation-2005.1.131. [PubMed: 16304370].

Wiernik PH, Dutcher JP, Paietta E, Gucalp R, Markus S, Weinberg V,
et al. Long-term follow-up of treatment and potential cure of adult
acute lymphocytic leukemia with MOAD: a non-anthracycline con-
taining regimen. Leukemia. 1993;7(8):1236-41. [PubMed: 8350624].

Iran ] Cancer Prev. 2016; 9(4):e5045.

12.

13.

15.

18.

20.

21

Park SR, Kim JH, Kim DY, Lee S, Lee SY, Choi IS, et al. Treatment outcome
of adult acute lymphocytic leukemia with VPD(L) regimen: analysis
of prognostic factors. Korean J Intern Med. 2003;18(1):21-8. [PubMed:
12760264].

Mashhadi MA, Koushyar MM, Mohammadi M. Outcome of adultacute
lymphoblastic leukemia in South East of iran (zahedan). Iran ] Cancer
Prev. 2012;5(3):130-7. [PubMed: 25628832].

. Gokbuget N. How I treat older patients with ALL. Blood.

2013;122(8):1366-75. doi:
23673859].

Thomas X, Danaila C, Le QH, Sebban C, Troncy ], Charrin C, et al.
Long-term follow-up of patients with newly diagnosed adult acute
lymphoblastic leukemia: a single institution experience of 378 con-
secutive patients over a 21-year period. Leukemia. 2001;15(12):1811-22.
[PubMed: 11753600].

10.1182/blood-2012-07-379016. [PubMed:

. Thomas X, Boiron JM, Huguet F, Dombret H, Bradstock K, Vey N, et al.

Outcome of treatment in adults with acute lymphoblastic leukemia:
analysis of the LALA-94 trial. J Clin Oncol. 2004;22(20):4075-86. doi:
10.1200/]C0.2004.10.050. [PubMed: 15353542].

. Marcus RE, Catovsky D, Johnson SA, Gregory WM, Talavera ]G, Gold-

man JM, et al. Adult acute lymphoblastic leukaemia: a study of prog-
nostic features and response to treatment over a ten year period. Br ]
Cancer. 1986;53(2):175-80. [PubMed: 3456786].

Ayremlou P, Razavi SM, Solaymani-Dodaran M, Vakili M, Asadi-Lari
M. Demographic and prognostic factors of 455 patients with acute
leukemia admitted to two referral hospitals in tehran-iran during
ten years (2001-2011). Iran | Cancer Prev. 2012;5(3):157-63. [PubMed:
25628835].

. Mandhaniya S, Swaroop C, Thulkar S, Vishnubhatla S, Kabra SK, Xess

I, et al. Oral voriconazole versus intravenous low dose amphotericin
B for primary antifungal prophylaxis in pediatric acute leukemia in-
duction: a prospective, randomized, clinical study. | Pediatr Hema-
tol Oncol. 2011;33(8):e333-41. doi: 10.1097/MPH.Ob01383182331bC7.
[PubMed: 22042283].

Heil G, Hoelzer D, Sanz MA, Lechner K, Liu Yin JA, Papa G, et al.
A randomized, double-blind, placebo-controlled, phase III study of
filgrastim in remission induction and consolidation therapy for
adults with de novo acute myeloid leukemia. The International Acute
Myeloid Leukemia Study Group. Blood. 1997;90(12):4710-8. [PubMed:
9389686].

Eriksson U, Seifert B, Schaffner A. Comparison of effects of ampho-
tericin B deoxycholate infused over 4 or 24 hours: randomised con-
trolled trial. BMJ. 2001;322(7286):579-82. [PubMed: 11238151].


http://www.ncbi.nlm.nih.gov/pubmed/8775728
http://dx.doi.org/10.1053/j.seminhematol.2013.06.007
http://www.ncbi.nlm.nih.gov/pubmed/23953334
http://dx.doi.org/10.1371/journal.pone.0085554
http://dx.doi.org/10.1371/journal.pone.0085554
http://www.ncbi.nlm.nih.gov/pubmed/24475044
http://dx.doi.org/10.1016/j.clinbiochem.2011.08.1147
http://www.ncbi.nlm.nih.gov/pubmed/21933669
http://dx.doi.org/10.1053/j.seminhematol.2008.09.003
http://www.ncbi.nlm.nih.gov/pubmed/19100369
http://dx.doi.org/10.1155/2014/697675
http://www.ncbi.nlm.nih.gov/pubmed/25484902
http://dx.doi.org/10.1111/j.1365-2141.2010.08246.x
http://dx.doi.org/10.1111/j.1365-2141.2010.08246.x
http://www.ncbi.nlm.nih.gov/pubmed/20573154
http://dx.doi.org/10.1182/blood-2010-02-267286
http://www.ncbi.nlm.nih.gov/pubmed/20448115
http://dx.doi.org/10.3324/haematol.2012.080432
http://www.ncbi.nlm.nih.gov/pubmed/23716539
http://dx.doi.org/10.1182/asheducation-2005.1.131
http://www.ncbi.nlm.nih.gov/pubmed/16304370
http://www.ncbi.nlm.nih.gov/pubmed/8350624
http://www.ncbi.nlm.nih.gov/pubmed/12760264
http://www.ncbi.nlm.nih.gov/pubmed/25628832
http://dx.doi.org/10.1182/blood-2012-07-379016
http://www.ncbi.nlm.nih.gov/pubmed/23673859
http://www.ncbi.nlm.nih.gov/pubmed/11753600
http://dx.doi.org/10.1200/JCO.2004.10.050
http://www.ncbi.nlm.nih.gov/pubmed/15353542
http://www.ncbi.nlm.nih.gov/pubmed/3456786
http://www.ncbi.nlm.nih.gov/pubmed/25628835
http://dx.doi.org/10.1097/MPH.0b013e3182331bc7
http://www.ncbi.nlm.nih.gov/pubmed/22042283
http://www.ncbi.nlm.nih.gov/pubmed/9389686
http://www.ncbi.nlm.nih.gov/pubmed/11238151
http://ijcancerprevention.com

	Abstract
	1. Background
	2. Objectives
	3. Methods
	3.1. Patients
	3.2. Statistical Analysis

	4. Results
	Table 1
	Table 2
	Figure 1
	Figure 2

	5. Discussion
	5.1. Conclusions

	Acknowledgments
	Footnotes
	Authors' Contribution
	Conflict of Interest
	Financial Disclosure
	Funding/Support

	References

