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Background: The total body irradiation (TBI)-based myeloablative conditioning regimen for allogeneic stem cell transplantation
has been developed to overcome treatment failure and to improve overall survival of pediatric leukemia. The present study
retrospectively reports the safety and success of this treatment regimen.

Objective: The objective was to report the safety and success of this treatment program based on the evaluation of effectiveness
and complications from treatment, overall and disease free survival rate of patients and prognostic factors that might affect
survival outcome.

Material and Method: Forty-four pediatric leukemic patients received the TBI-based myeloablative conditioning regimen for
allogeneic stem cell transplantation at Ramathibodi Hospital between 1997 and 2011. The data were evaluated for clinical
outcome.

Results: With the median follow-up period at 5.9 years (ranging from 0.3 to 16.7 years), 29 cases (65.9%) were alive, 15
cases (34.1%) died. The Kaplan-Meier estimated that the overall survival rate was 72.5% after three years, 70% after five
years, and 63.0% after 10 years. The diseases free survival rates at 3, 5 and 10 years were 85.5%, 82.5%, and 82.5%,
respectively. Significantly, lower survival rate was observed in patients with relapsed disease prior to transplantation and in
patients with no remission of disease after transplantation.

Conclusion: The TBI-based myeloablative conditioning regimen for allogeneic stem cell transplantation can be applied to
management of selected pediatric leukemic patients.
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Leukemia is the most common hematological
pediatric malignancy. Good remission and long-term
disease-free survival can currently be achieved by
effective chemotherapy regimen. However, relapse of
the disease could occur after treatment completion,
leading to poor survival outcome. This is problematic,
especially in patients categorized in high-risk group
(less than 1 year of age or more than 10 years old, initial
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white blood cell count more than 50,000 cells per cubic
millimeter, Philadelphia chromosome positive, central
nervous system or testicular involvement at initial
diagnosis), or patients with relapsed acute
lymphoblastic leukemia (ALL), acute myeloid leukemia
(AML), and chronic myeloid leukemia (CML).
Hematopoietic stem cell transplantation has been
considered as a curative intent or salvage therapy to
improve patients’ survival¥. At Ramathibodi Hospital,
the total body irradiation (TBI)-based myeloablative
conditioning regimen for allogeneic stem cell
transplantation has been developed in 1997. The
development of this technique was aimed to provide
sufficient immunosuppression to avoid rejection and
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allow engraftment of donor hematopoietic/immune cells.
Another main purpose was to eradicate all malignant
cells by chemotherapy and radiotherapy. This treatment
was designed for management of patients in high-risk
group or patients with relapsed ALL, AML, and CML.

The objective of the present retrospective
study was to report the safety and success of this
treatment program based on the evaluation of:

1) effectiveness and complications from
treatment,

2) overall and disease-free survival rate of
patients,

3) prognostic factors that might affect survival
outcome.

Material and Method

The present study was approved by the Ethical
Clearance Committee on Human Rights related to
Researches Involving Human Subjects, Mahidol
University (protocol number ID 04-54-01). The patients’
medical record files were collected between 1997 and
2011 for evaluation of the results. Forty-four available
patients data were included in the TBI-based
myeloablative conditioning regimen for allogeneic stem
cell transplantation.

Histocompatibility

All patients and donors must be verified that
their human lymphocyte antigen (HLA) class I serologic
typing and HLA class II DNA typing matched before
the treatment. The histocompatibility tests were
performed at Department of Pathology, Faculty of
Medicine Ramathibodi Hospital. Lymphocyte cytotoxic
test (LCT) or sequence specific oligonucleotide (SSO)
test were used to detect antigen or allele of human
leukocyte antigen (HLA) class I, whereas sequence
specific primer (SSP) test was used to determined HLA
class II. Normally, six loci or ten loci were tested for
related or unrelated donors, respectively, and matched
donors meant that they had 6/6 or 10/10 matched with
recipients.

The stem cell sources

The stem cell sources of these patients were
harvested from peripheral blood stem cell, bone marrow
of donors, and cord blood stem cell.

Conditioning and conditioning related regimen
The conditioning regimen consisted of

cytarabine 3 g/m?, cyclophosphamide 45 mg/kg, mesna

15 mg/kg, and TBI1 200 centrigray (cGy) twice daily (bid)
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for three consecutive days (total dose 1,200 cGy). The
TBI technique had been performed by lateral opposed
field in supine position (or in bent knees position if the
length of the body extended over the maximum
treatment field size) using 6-megavoltage (MV) photon
with 350 cm source-skin distance (SSD). Radiation dose
was prescribed at the midline of the body with the dose
rate of 0.09 cGy/monitor unit (MU). This radiation
technique was confirmed to provide the uniformity of
radiation dose distribution throughout the whole body
of all patients calculated with mean difference value of
-3.2+2.5% from the prescribed dose (The International
Atomic Energy Agency (IAEA) acceptance in which
the uniformity of dose distribution throughout the body
in TBI must be maintained within +10% of the prescribed
dose)® while retaining as low as reasonably achievable
dose to organs at risk (lungs, liver, kidneys, urinary
bladder, and brain for patients having previously
received cranial irradiation) to avoid severe late
complications®. The conditioning related regimen
consisted of ranitidine and dexamethasone eye drop.
Both ranitidine and dexamethasone eye drop were
started approximately two weeks prior to the
transplantation date; ranitidine was continued until 12
days after transplantation. Granulocyte stimulating
factors (G-CSF) was started one day after the
transplantation date and continued for 12 days.

Transplantation date

To minimize febrile neutropenia risk, the
transplantation date was set within one week after
having completed TBI.

Graft versus host disease (GVHD) prophylaxis

GVHD prophylaxis was composed of
cyclosporin A 3 mg/kg/day and methotrexate 5 mg/m?
started two days prior to transplantation date and
continued for 12 days after with methotrexate
being continued only on day 1, 3, 6, and 11 after
transplantation.

Treatment schedule
The detail of treatment protocol is shown in
Fig. 1.

Chimerism analysis

Chimerism analysis was monitored from
engraftment and every two weeks during the first 100
days after stem cell transplantation, using variable
number of tandem repeats analyses (for donor- recipient
sex match) and fluorescein in situ hybridization for
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Patient's name: HX. Age Sex. Blgr. DOB Dx.
BW kg. Ht cm Bsa, m Donor HXN, DOB: Sex Bl.gr.
Day -8 4 | -3 2 1fo]1 2 3|45 [ 7189|1011 |12
Conditioning Regimen
- Ara-e (3 g/m) = mg IV Q 12 br x 6 doses x
~-CTX (45mgkg) = mg IV x 2 doses
-Mesna (15 mghkg) = mgIVathro,3,6,9,12
-TBI X|x|x

Antibiotic Prophylaxis

- Ciprofloxacm = mg PO BID PC x
-Pepicillin V. = mg PO QID AC & HS x

- Itraconazole = mg PO BID

= Acyclovir = mg PO TID PC x| x

X x X|X|X| X X | x X X | X | X x| x| x X|x
X[ x X | x| x| x X | x X X | x| X X | x| x X | x

X X X X X X X X X X X X x
X X . 4 x X X .4 X X X X X X X X X X

- Ranitidine =

‘Conditioning related regimen

mg PO BID

- Dexamethasone eye drop 2 gits both eves QID

-G-CSF (S megkg) = meg IV QD xlx|x|x|x|x|x|x|[x|x]|x|x

‘GVHD Prophylaxis

- Cyclosporin A (3 mgkg/day) = mg IV Q 12 hr x| x| x| x| x|x|x|x|x|x|x|x|x|[x]|x

-MTX (5 mgr’m:) = mg IVP x x x x
Fig.1  MRD BMT for Hematologic Malignancies (RAMABMT 001).

X and Y chromosomes (for donor- recipient sex
mismatch).

Complications from treatment

Acute complications were defined as those
occurred during the period of treatment scheduled up
to three months after treatment completed. The late
complications were defined as those occurred later than
the third month after treatment. The acute and late
complications were evaluated and managed.

Post transplantation follow-up schedule

The detail of follow-up schedule was shown
in Fig. 2. Any abnormality detected was determined
and managed according to each medical specialist.

Definition and statistical analysis methods

Successful engraftment

Successful engraftment was defined by the
following criteria: 1) neutrophil engraftment, referred
to an absolute neutrophil count, of greater than or equal
to 500/mm?* for three consecutive days, 2) platelet
engraftment, referred to a platelet count, of greater than
or equal to 20,000/mm? for three consecutive days and
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without transfusion for seven days, 3) erythroid
engraftment, referred to a hematocrit level, of 25% or
greater for at least 20 days without transfusion. In
practice, if successful neutrophil engraftment were
achieved, successful platelet and erythroid
engraftment would often be followed. Failure
engraftment for myeloablative transfusion was defined
by the lack of neutrophil recovery at 28 days after stem
cells infusion®.

Remission of disease

Remission of disease after transplantation was
evaluated by patient’s clinical status and CBC along
with engraftment analysis by chimerism-testing on
engraftment date and on the thirtieth, sixtieth, and one
hundredth day after engraftment date by either DNA
fingerprint (same sex donor) or FISH for XX, XY
(different sex donor)?.

Graft versus host disease (GVHD)

GVHD was diagnosed mainly from clinical
manifestations of each organ involved according to
accepted criteria. Traditionally, clinical GVHD occurring
within 100 days after transplantation was called acute
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Tissue/Organ/Test 6M 1Y Annually
Immunity
- Pneumocystis carinii pneumonia v o
prophylaxis
- Diphtheria-pertussis-tetanus, hepatitis B v
viral, inactivated polio and pneumococcal
vaccine Immunization
Oral _
- Dental assessment v v q6 M
Liver
- Liver function teat v v v
- Ferritin v v
Respiratory
- Pulmonary function test x
- Chest radiography A A A
- Smoking tobacco avoidance v v v
Endocrine
- Thyroid function test v v
- Growth velocity in children v v
- Gonaldal function assessment v v v
(prepubertal men and women)
- Gonadal function assessment v v
(prepubertal men and women)
Ocular
- Ocular clinical Symptom evaluation v v v
- Schirmer testing C C C
- Ocular fundus exam v A
Skeletal
- Bone density v A
Second cancers
- 2" cancer vigilance counseling v v
- Breast/skin/testes self-exam v v
- Pap smear/mammogram (over age 40) v v
Nervous system
- Neurologic clinical evaluation v A
Kidney
-BP v v v
- Urine protein v v A
- BUN, Cr. v v v
Vascular
- Cardiovascular risk factor assessment v v
Psychosocial
- Psychosocial/QOL clinical assessment v v v
- Sexual function assessment v v v

V' =All patient; * = Allogenic patient; A = Abnormal testing; C = chronic GVHD

Fig. 2  Long-term survivor follow-up post hematopoietic cell transplantation.

GVHD while that occurring after 100 days was called

chronic GVHD®.

Statistical analysis methods

SPSS Statistic version 17.0 was used for the
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estimation of Kaplan-Meier curve for overall and
disease-free survival. The overall and disease-free
survival rates were determined from the transplantation
date until date of last visit. Patient status, dead or alive,
was for overall survival while disease status, in
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remission or not, was for disease free survival. The
log-rank test was used for estimating factors related
overall survival. A p-value less than 0.05 was regarded
as statistically significant.

Results

The data analysis was based on 44 cases.
There were 25 males (56.8%) and 19 females (43.2%)
with the mean age 0f'9.3+3.9 years (ranging from 2 to 15
years old) when received TBI-based myeloablative
regimen. The stem cell sources were harvested from
peripheral blood stem cell in 18 patients, the rest from
bone marrow of donors; only one patient used cord
blood stem cell. Nine patients with no recorded data
were excluded. The median infused stem cells were 7.34
(1.08 to 8.00) million cells per recipients’ weight
(kilogram).

The median of follow-up period was 5.9
years (ranging from 0.3 to 16.7 years). At the time of
transplantation, seven cases (15.9%) showed ALL
high-risk in first remission (CR1), 13 cases (29.5%) with
ALL relapsed disease in second remission (CR2), 14
cases (31.8%) with AML in first remission (CR1), three
cases (6.8%) with AML relapsed in second remission
(CR2), and seven cases (15.9%) with CML chronic
phase. Successful engraftment was observed in 43
cases (97.0%). The median times of neutrophil and
platelet engraftment were 16 and 28 days post
transplantation, respectively.

The details of complications were shown in
Table 1. Most common acute complication was low
grade fever®. No acute complication related death was
recorded. The most common late complication was
hypogonadotropic hypogonadism!'?, At the time of
the present report, 37 cases (84.0%) were in remission,
and seven cases (15.9%) showed relapse of the disease.
Regarding to the status of patients, 29 cases (65.9%)
were alive and 15 cases (34.1%) were dead (10 cases
were diagnosed CR2 status before transplanted). The
causes of deaths were defined as shown in Table 2.

The Kaplan-Meier estimates of 3, 5, and 10-
year overall survival rates for all patients were
approximately 72.5%, 70.0%, and 63.0%, respectively.
Based on the analysis, the highest death rate was
observed within the first year after treatment. However,
after one year, the death rate remained at 63.0% for
eight years. The data analyses revealed the overall
survival continued to approximately 15 years of the
follow-up period with less than 50% death rate. As
shown in Fig. 3, 4, the mean overall survival rate of this
treatment was 11.3 years (95% CI 9.1 to 13.5) with the
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Table 1. Acute and late complications from treatment

Events*
n=72 (100%)

Acute complications

Low grade fever 44 (100.0)
Acute graft versus host disease 19 (8.4)
(less than grade 3)

Acute cystitis 52.2)
Acute pulmonary infection 3(1.3)
Typhlitis 1(0.4)
Late complications Events*

n =155 (100%)

Hypogonadotropic hypogonadism 17 (7.5)
Osteopenia 11 (4.8)
Chronic graft versus host disease 8(3.5)
(score 1)

Cataract 8(3.5)
Hypothyroidism 4(1.8)
Veno occlusive disease of liver 2(0.9)
Secondary malignancy 2(0.9)
Constrictive lung disease 1(0.4)
Chronic cystitis 1(0.4)
Impaired renal function 1(0.4)
Table 2. Causes of death

Causes of death Cases
Relapsed disease 5
Infections 5
(pulmonary aspergillosis 2 cases, E. coli

septicemia 1 case, Herpes encephalopathy

1 case, Unknown organism 1 case)

Anaplastic astrocytoma 1
Acute respiratory distress syndrome 1
Hepatorenal syndrome 1
Brain edema 1
Traffic accident 1

* Events mean the outcomes that detected from treatment,
some patients had more than one event

disecase-free survival rate at 3, 5, and 10 years were
85.5%, 82.5%, and 82.5%, respectively. The disease-
free survival rate remained unchanged at 82.5% for
another four years. The mean disease-free survival was
around 14.0 years (95% CI 12.1 to 15.8). The longer
disease-free survival rate could be explained by the
causes of patient’s death that were not related to the
disease.
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The overall survival rate of each disease
characteristic was illustrated in Fig. 5. Patients with
relapsed diseases (CR2) before transplantation showed
significantly lower overall and disease-free survival
rates than patients with remission diseases (CR1), (p-
value = 0.004 and 0.014, respectively). After
transplantation, the remission of disease was the
prognostic factor that associated with survival outcome.
For patients with diseases in remission after treatments,
the 5-year overall survival rate was 94.7% and
continued at 90% after 5.5 years. In comparison to
patients without diseases in remission after treatment,
the overall survival rate was significantly different (p-
value <0.0001).

Discussion

Previous treatment of pediatric leukemia with
TBI at Ramathibodi Hospital was based on a single
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fraction of 9 to 10 Gy. However, due to severe late
complications observed, modified dose delivery was
adjusted'V. Even though the total dose of TBI regimen
was optimized, the number and type of fractionation
remains controversial. The total radiation dose of 12
Gy in six fractions of TBI is widely used for
myeloablative effects; yet, this treatment still spares
severe late complications and gain benefit of
engraftment!-'",

According to radiobiology, leukemias have
long been considered as radiosensitive tumors with
minimal or no capacity for repair of radiation damage.
The TBI radiotherapy treatment for leukemias was
endorsed by “5Rs of radiobiology”. Leukemic cell line
sensitively responds to low dose radiation from high
alpha/beta ratio. The hyperfractionation regimen with
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very short period of overall TBI treatment time could
overcome the effect of repopulation and repair sublethal
damage of tumor cells. In addition, patients would also
gain the benefit from reoxygenation and redistribution
of tumor cells while normal tissue could be repaired
sublethal damage from radiation during the treatment
gap, leading to the reduce in life-threatening late
complications (pneumonitis with lung fibrosis, chronic
nephritis, and veno-occlusive liver disease)!"!>-1),
However, TBI-containing preparative regimen could
cause potential late side effects such as cataracts, lung,
liver toxicity, and long-term endocrine dysfunctions.
These disadvantages should be considered in all
patients during follow-up period->1*-2b,

Multiple clinical studies have been shown that
TBI-based transplant conditioning regimens are
associated with comparable or lower risk of relapse
when compared to chemotherapy-only regimens for
pediatric leukemia, especially for ALL. TBI-based
transplant conditioning regimens has been considered
as the treatment of choice!!*#229),

This retrospective study highlighted the
success of engraftment with long-term overall and
disease-free survival rate for pediatric leukemic patients
who received this TBI-containing preparative regimen.
Because the compatibility of HLA class I or II of sibling
donor and recipient have been verified as the important
factor responsible for GVHD and relapsed disease®®”.
To control this factor, all patients and donors in the
present study must be confirmed that their HLA
matched before treatment to achieve the best treatment
outcome. The data analyses suggested that the patients
with CR1 before transplantation and the remission of
disease after transplantation were those with prolonged
survival. The present study suggests that any leukemic
patient without standard risk ALL presented at the time
of'the first diagnosis should be considered for receiving
stem cell transplantation (if available), after complete
standard treatment course to gain long-term survival
benefit.

During the past decade, many studies
evaluated TBI-based myeloablative conditioning
regimen for allogeneic stem cell transplantation of
pediatric leukemia. However, the clinical outcomes of
these studies were found to be diverse in patient and
disease characteristics, treatment regimens, and
programs, final outcome status when reported and
duration of follow-up©@®2%39, We, therefore, could not
compare the results of the present study to the
previously reported outcome. Nonetheless, we chose
the worldwide data of 5-year overall survival rate of
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allogeneic sibling donor transplantation from the Center
for International Blood and Marrow Transplantation
Research (CIBMTR) and the National Marrow Donor
Program (NMDP)®¥ as the reference. With only 44 cases
evaluated in the present study, the 5-year overall
survival rate is comparable to this reference.

Even though the present study suffered from
small number of cases assessed and missing several
details of patients’ data, the study was compensated
by long duration of follow-up period, which could
suggest long term overall and disease-free survival
rates. However, a larger number of cases is still required
for evaluation of treatment effectiveness and long-term
survival, which would include quality of life for these
patients, in the future.

Conclusion

TBI-based myeloablative conditioning
regimen for allogeneic stem cell transplantation could
provide long term overall and disease-free survival rate
for pediatric leukemic patients.

What is already known on this topic?

The allogenic stem cell transplantation for
high-risk pediatric leukemia has been established as a
curative treatment during the past several decades.
Many factors related treatment outcome have been
improved to cope with the longer-term successful
treatment results. In Thailand, this treatment method
was introduced in 1992 in much heterogeneity of
pediatric hematologic diseases and a limited number of
patients. The study has been continued with the
improvement of treatment procedure to prolong disease
free and overall survival of patients.

What this study adds?

This is the first report of clinical outcome of
TBI-based myeloablative conditioning regimen for
allogenic stem cell transplantation in pediatric leukemia
in Thailand. The strength of this paper is the collected
patients’ data for only one disease (pediatric leukemia)
with long-term follow-up period for treatment outcome.

Acknowledgements

The authors would like to thank Professor
Amnuay Thithapandha and Assistant Professor
Chutima Jiarpinitnun for their help with the language
editing.

Potential conflicts of interest
None.

J Med Assoc Thai Vol. 100 No. 7 2017



References

L.

10.

11

12.

Childs RW. Allogeneic hematopoietic stem cell
transplantation. In: Devita VT Jr, Lawrence TS,
Rosenberg SA, editors. Cancer: principles &
practice of oncology. Vol. 2. 8" ed. Philadelphia:
Lippincott Williams & Wilkins; 2008: 2548-68.
Wayne AS, Baird K, Egeler RM. Hematopoietic
stem cell transplantation for leukemia. Pediatr Clin
North Am 2010; 57: 1-25.

Kun LE. Leukemias in children. In: Halperin EC,
Constine LS, Tarbell NJ, Kun LE, editors. Pediatric
radiation oncology. 5" ed. Philadelphia: Lippincott
Williams & Wilkins; 2011: 2-25.

Podgorsak EB, Podgorsak MB. Special procedures
and techniques radiotherapy. In: Podgorsak EB,
editor. Radiation oncology physics: a handbook
for teachers and students. Vienna: International
Atomic Energy Agency; 2005: 505-48.
Swangsilpa T, Kraiphibul P, Tangboonduangjit P,
Tannanonta C, Layangkul T, Rattanasuwan O. In
vivo whole body dosimetry measurement technique
of total body irradiation: a 12-year retrospective
study result from one institute in Thailand. J Med
Assoc Thai2011;94: 732-7.

Poliquin CM. Post-bone marrow transplant patient
management. Yale J Biol Med 1990; 63: 495-502.
Murray S. Engraftment. In: Maziarz RT, Slater S,
editors. Blood and marrow transplant handbook:
Comprehensive guide for patient care. New York:
Springer; 2011: 119-23.

Filipovich AH, Weisdorf D, Pavletic S, Socie G,
Wingard JR, Lee SJ, et al. National Institutes of
Health consensus development project on criteria
for clinical trials in chronic graft-versus-host
disease: 1. Diagnosis and staging working group
report. Biol Blood Marrow Transplant 2005; 11:
945-56.

Affronti M, Mansueto P, Soresi M, Abbene AM,
Affronti A, Valenti M, et al. Low-grade fever: how
to distinguish organic from non-organic forms. Int
JClin Pract2010; 64: 316-21.

Brydlly M, Foss['| SD, Dahl O, Bj['ro T. Gonadal
dysfunction and fertility problems in cancer
survivors. Acta Oncol 2007; 46: 480-9.

Broerse JJ, Dutreix A, Noordijk EM. Physical,
biological and clinical aspects of total body
irradiation. Radiother Oncol 1990; 18 (Suppl 1): 1-
2.

Clift RA, Buckner CD, Appelbaum FR, Bearman SI,
Petersen FB, Fisher LD, et al. Allogeneic marrow
transplantation in patients with acute myeloid

J Med Assoc Thai Vol. 100 No. 7 2017

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

leukemia in first remission: a randomized trial of
two irradiation regimens. Blood 1990; 76: 1867-71.
Clift RA, Buckner CD, Appelbaum FR, Bryant E,
Bearman SI, Petersen FB, et al. Allogeneic marrow
transplantation in patients with chronic myeloid
leukemia in the chronic phase: a randomized trial
oftwo irradiation regimens. Blood 1991; 77: 1660-
5.

Cosset JM, Socie G, Dubray B, Girinsky T, Fourquet
A, Gluckman E. Single dose versus fractionated
total body irradiation before bone marrow
transplantation: radiobiological and clinical
considerations. Int J Radiat Oncol Biol Phys 1994;
30:477-92.

Bieri S, Helg C, Chapuis B, Miralbell R. Total body
irradiation before allogeneic bone marrow
transplantation: is more dose better? Int J Radiat
Oncol Biol Phys 2001;49: 1071-7.

Kal HB, Loes vK-H, Heijenbrok-Kal MH,
Struikmans H. Biologically effective dose in total-
body irradiation and hematopoietic stem cell
transplantation. Strahlenther Onkol 2006; 182: 672-
9.

Adkins DR, DiPersio JF. Total body irradiation
before an allogeneic stem cell transplantation: is
there a magic dose? Curr Opin Hematol 2008; 15:
555-60.

Wheldon TE. The radiobiological basis of total
body irradiation. Br J Radiol 1997; 70: 1204-7.
Dusenbery KE, Gerbi BJ. Total body irradiation
conditioning regimens in stem cell transplantation.
In: Lewitt SH, Purdy JA, Perez CA, Vijayakumar S,
editors. Technical basis of radiation therapy:
practical clinical applications. 4" ed. Berlin:
Springler-Verlag; 2008: 785-804.

Alouse A, de Lima M. Ablative preparative
regimens for hematopoietic stem cell
transplantation. In: Soiffer RJ, editor.
Hematopoietic stem cell transplantation. 2" ed.
Newjersy: Humana Press; 2008: 321-48.
Copelan EA. Hematopoietic stem-cell
transplantation. N Engl J Med 2006; 354: 1813-26.
Girinsky T, Benhamou E, Bourhis JH, Dhermain F,
Guillot-Valls D, Ganansia V, et al. Prospective
randomized comparison of single-dose versus
hyperfractionated total-body irradiation in patients
with hematologic malignancies. J Clin Oncol 2000;
18:981-6.

Devergie A, Socie G, Esperou-Bourdeau H, Ribaud
P, Traineau R, Gluckman E. Influence of various
conditioning regimens on the outcome of bone

755



24.

25.

26.

27.

28.

29.

756

marrow transplantation for leukemia. Nouv Rev Fr
Hematol 1991; 33:437-9.

Copelan EA. Conditioning regimens for allogeneic
bone marrow transplantation. Blood Rev 1992; 6:
234-42.

Appelbaum FR. Optimising the conditioning
regimen for acute myeloid leukaemia. Best Pract
Res Clin Haematol 2009; 22: 543-50.

Shi-Xia X, Xian-Hua T, Hai-Qin X, Bo F, Xiang-
Feng T. Total body irradiation plus
cyclophosphamide versus busulphan with
cyclophosphamide as conditioning regimen for
patients with leukemia undergoing allogeneic stem
cell transplantation: a meta-analysis. Leuk
Lymphoma 2010; 51: 50-60.

Leung WH, Turner V, Richardson SL, Benaim E,
Hale G, Horwitz EM, et al. Effect of HLA class I or
class II incompatibility in pediatric marrow
transplantation from unrelated and related donors.
Hum Immunol 2001; 62: 399-407.

Neudorf S, Sanders J, Kobrinsky N, Alonzo TA,
Buxton AB, Gold S, et al. Allogeneic bone marrow
transplantation for children with acute myelocytic
leukemia in first remission demonstrates a role for
graft versus leukemia in the maintenance of
disease-free survival. Blood 2004; 103: 3655-61.
Balduzzi A, Valsecchi MG, Uderzo C, De Lorenzo P,
Klingebiel T, Peters C, et al. Chemotherapy versus
allogeneic transplantation for very-high-risk
childhood acute lymphoblastic leukaemia in first

30.

31

32.

33.

34.

complete remission: comparison by genetic
randomisation in an international prospective
study. Lancet 2005; 366: 635-42.

Willemze AJ, Geskus RB, Noordijk EM, Kal HB,
Egeler RM, Vossen JM. HLA-identical
haematopoietic stem cell transplantation for acute
leukaemia in children: less relapse with higher
biologically effective dose of TBI. Bone Marrow
Transplant 2007; 40: 319-27.

Gocheva L, Sergieva K. Total body irradiation and
allogenic bone marrow transplantation- Sofia
University Hospital experience. Wspl [ czesna
Onkologia 2009; 13: 227-32.

Zohren F, Czibere A, Bruns I, Fenk R, Schroeder T,
Graf T, et al. Fludarabine, amsacrine, high-dose
cytarabine and 12 Gy total body irradiation followed
by allogeneic hematopoietic stem cell
transplantation is effective in patients with
relapsed or high-risk acute lymphoblastic leukemia.
Bone Marrow Transplant 2009; 44: 785-92.
Watanabe N, Takahashi Y, Matsumoto K, Horikoshi
Y, Hama A, Muramatsu H, et al. Total body
irradiation and melphalan as a conditioning regimen
for children with hematological malignancies
undergoing transplantation with stem cells from
HLA-identical related donors. Pediatr Transplant
2011;15: 642-9.

Perumbeti A, Sacher RA. Hematopoietic stem cell
transplantation. Medscape [Internet]. 2014 [cited
2014 Aug 8]. Available from: http://emedicine.
medscape.com/article/208954-overview

J Med Assoc Thai Vol. 100 No. 7 2017



[ [ g & 4 [ [ de.qll [ ! [ 40 v d’ ! & d
ﬂnnmny)gz/wmNmmaaﬁwn?umn[ﬂﬁmmwmrmmm/m/mx/zm/mm:n75;1/aﬁumﬂmmlmﬂ

5 anda, waamey lnsiyas, gstay raady, ansa aanyan, s sulve, aulo uassziass, yums anzs,

WAINTIY WININIA, YN WesAAaNN, YaTaN auignus, iAeusa1 nsuas, Ygidadia1 Insnave, 953330 SAugITsal

14 1
4 v

piivida: mamesadmdisunvaiauasmaasuatelunszenlagnianniowrsuzauaumarvensiny maziumsonT i
” § & A @ ™ i o ;& T
voueuzsaindenyludn msdnyeaundailnneauauendouazaudsaveImsnyIAIeTonsAINAT)

v

Tagilssan: namaTwasasauazayudnsavesmsinylaedszduainthansam, naviudg, danmssendin, danumaenln
% ¢ oA o ! o v

sditadbner99ziinananssonyinveds e

v ag o g & 4 @ o7 7, g ! < % o
Jaquazaims: swswveyarheuiiuiadenyludniaumlagiuoy 4 1y A wa 2540 23 wa. 2554 lasumainm
Tsmsmesadnamuniauasmaaeuae bnssgauienunyszdumamssnymmndin

HAMIANY1: IINYNOAINANIaIMAANNALY 5.9 1 (izez0maun 0.3 83 16.7 1) why 29 716 (65.9%) daivinagrnhe 15 510
(34.1%) doiamasziiulag Kaplan-Meier wysannissondaalagsoun 3, 5 uaz 10 0 imiy 72.5%, 70.0% uaz 63.0% amainy

anunaanlsan 3, 5 uaz 10 1 imiy 85.5%, 82.5%, uaz 82.5% muariy thibiinaaersiiiodagiilimssentinanesaihundys
C 4 L

neuaeumes wazlainlumenandimsiagume

ad A T 4 ! i Y " Ny 54 . o Y 4 & A <
ﬂ??j.' ?ﬁﬂ751’37(]5\7?77’]\7?73ﬁllﬁlllﬂﬂmllﬂllﬁ:ﬁ75!]jﬁﬂilmﬂy7lﬂ55@m! miﬂjﬂ?ﬂﬂ@mxﬁﬂjﬂm’lﬁﬂ7Wﬁ77’i§ﬂ€ld3ﬂﬂ5!5\7!3Jﬁlﬁ3ﬁ7/73?i!lﬁﬂ

J Med Assoc Thai Vol. 100 No. 7 2017 757



