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PROTOCOLO PARA TRATAMENTO DE PACIENTES COM LEUCEMIA
MIELODIDE AGUDA

Este protocolo envolve: QUIMIOTERAPIA DE INDUCAO, CONSOLIDAGAO
E MANUTENCAO EM PACIENTES COM LEUCEMIA MIELOIDE AGUDA
(LMA)

Introducéo

O objetivo deste protocolo € oferecer a pacientes com LMA, padroniz¢ao de
condutas desde o diagndstico até o tratamento quimioterapico basico.

Diagndstico:
a.Historia:

Sexo

Idade

Diagnostico

Quimioterapias prévias com datas e protocolos utilizados e
complicacbes

Radioterapias prévias com datas, campos, doses e complicacdes
e Evolucdo da doenca de base e possiveis comorbidades

b.Exame Fisico

Peso, altura, superficie corporea

Performance status e/ou ECOG

Exame da cavidade oral

Palpacao de linfonodos

Exame de pele e faneros, incluindo genitais, cavidade anal e regido
interdigital

e Propedéutica cardiaca, pulmonar, abdominal, neurolégica

c. Exames complementares e de diagnostico

Exames gerais, sorologias, ECO, CVC

Mielograma + Citogenética
Imunofenotipagem/citoquimica

Tipagem HLA

Pesquisa mutacdo do FLT3

REREME/REDOME no diagnostico

Exame do LCR: Se presenca de sintomas neurologicos
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2. Tratamento de Inducgéo e consolidacéo para pacientes com LMA

DROGA DOSE TOTAL | DOSE/DIA VIA DIAS

Citarabina 700mg/m2 100mg/m2 I.Vinfusdo | D1 a7
em 24hs

Idarrubicina 36mg/m2 12mg/m2 V. Dlas3

3. Hidratacéo e cuidados secundarios

Passagem de cateter central

D1 a D7: 1 a 2l/m2 de Soro fisioldgico 0,9%

Alopurinol 300mg/dia até 10 dias do inicio da quimioterapia

Albendazol 1cp/dia x 3 dias

Transfuséo de plaquetas irradiadas e filtradas se plq,20.000/mm3
Transfusédo de concentrados de globulos irradiados e filtrados se Hb<8.0
g/dl

e Uso de fator de crescimento (G-CSF) somente em pacientes apos
inducéo e remissdo hematologica completa ou na inducdo em caso de
instabilidade clinica com infec¢des ou complicagbes agudas graves.

4. Acometimento do SNC

e Liquor+ sem deficit neurolégico: QTIT 2xx/semana até liquor- seguido
de 1x/semana por 4-6 semana

e Deficit neuroldgico e/ou cloroma: Considerar RT associado a QTIT
mesmo esquema acima

e Screening pos RC e assintoméatico: QTIT 2xx/semana até liquor-

OBS: Se paciente receber HIDAC, ndo necessita QTIT

5. Acompanhamento: Realiza¢do de mielograma apdés 21 dias da quimioterapia
ou recuperacao de parametros hematimétricos (Hb > 10g/dl,
plaquetas>100.000 e granul6citos>1500/mm3). Consideramos diferentes niveis
de remissdo segundo os critérios abaixo:

e Remissao morfologica

0 <5% blastos MO

o0 0% blastos com Auer e sem Dc¢a extra MO
e Remissdo Completa (remissdo morfolégica +)

o ANC > 1000/mcL, PLQ >=100.000mcL

o Independente de transfusdes

0 Remisséo citogenética e molecular (LMA-M3 e Ph+)
e Remisséao parcial

o Diminuicdo >= 50% blastos para 5-25% do total de blastos
e Recaida

0 Blastos no sangue periférico ou > 5% blastos MO
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6.Tratamento de consolidacao apos remissdo completa e pacientes refratarios.

e Para pacientes com risco alto e intermediario indicamos transplante de
medula éssea alogénico aparentado HLA-idéntico como tratamento
primeira linha apos remissao completa.

e Para pacientes em risco baixo ou risco alto e intermediario que nao
dispdem de doadores HLA-idénticos aparentados, indicamos transplante
de medula 6ssea autélogo apds 1 ou 2 doses de HiDAC.

e Pacientes refratarios ou em remissao parcial deverao realizar nova
tentativa de inducdo com citarabina em altas doses associado ou ndo a
antraciclina. Pacientes refratarios ao segundo esquema terdo indicacao
de TMO alogénico mesmo com doenca em atividade.

7.Citarabina em altas doses como tratamento de cosolidacéao pré TMO
autologo ou re-indugcdo em pacientes refratarios

DROGA DOSE TOTAL | DOSE/DIA VIA DIAS
Citarabina 6000mg/m2 1000mg/m2 .V infusdo | D1 a 3
12/12hs em 24hs

e Passagem de cateter central

e D1aD3:1a2l/m2de Soro fisiolégico 0,9%

e Alopurinol 300mg/dia até 10 dias do inicio da quimioterapia

e Albendazol 1cp/dia x 3 dias

e Transfusao de plaquetas irradiadas e filtradas se plg,20.000/mm3

e Transfusdo de concentrados de globulos irradiados e filtrados se Hb<8.0

g/dl

e Uso de fator de crescimento (G-CSF) somente em pacientes apos
inducédo e remissdo hematolégica completa ou na indugcdo em caso de
instabilidade clinica com infec¢bes ou complicacdes agudas graves.
Apés uso de citarabina em altas doses como mobilizagéo de células
tronco CD34+ na dose de 10mgr/kg/dia dividido em 2 doses sub cutaneo
ou endovenoso.

e Uso de colirio de dexametasona 6/6hs por 4 dias.

e Pacientes refratarios poderdo fazer uso associado de Idarrubicina na
mesma dose de inducéo (vide item 3).
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8.Pacientes idosos.

Para pacientes idosos seguir o fluxograma abaixo.

Idosos — Protocolo

+>75 anos, -LMA, LMA 2a.
> -PS>:~2
60 anos +Funcdo renal/hep/etc alterada
Pelo menos um fator adverso «Ci é alto risco

| *Expressdo MDR1
v v *Mutacdo FLT3

Néo Sim
Indugéo/consolidagéo standard ¥ ' ¥
Considerar novos agentes (trials) <= 80 anos >80 anos
Bom Performance Status ou
Alto risco‘citogenélico <80 ¢/ PS>2
v v
<70 anos > 70 anos ou Clinical Trials disponiveis
Doador HLA-id Sem doador HLA-id
| | SIM Nao
TCTH em RC1 QT standard | |
+/-Clinical Trials
FLT3, MDR inibidores Zamestra Suporte
Vacinas Cloretazina

Ag Hipomet
Inibidores HDAC

Modlificado de Stock W, ASH, 2006

XXII: Referéncias bibliograficas

Bloomfield, CD, Lawrence, D, Byrd, JC, et al. Frequency of prolonged remission duration
after high-dose cytarabine intensification in acute myeloid leukemia varies by
cytogenetic subtype. Cancer Res 1998; 58:4173.

Byrd, JC, Dodge, RK, Carroll, A, et al. Patients with t(8;21)(g22;922) and acute myeloid
leukemia have superior failure-free and overall survival when repetitive cycles of high-
dose cytarabine are administered. J Clin Oncol 1999; 17:3767.

Byrd, JC, Ruppert, AS, Mrozek, K, et al. Repetitive cycles of high-dose cytarabine
benefit patients with acute myeloid leukemia and inv(16)(p13g22) or
t(16;16)(p13;922): results from CALGB 8461. J Clin Oncol 2004; 22:1087.

Stone, RM, Mayer, RJ. Treatment of the newly diagnosed adult with de novo acute
myeloid leukemia. Hematol Oncol Clin North Am 1993; 7:47.

Bishop, JF. The treatment of adult acute myeloid leukemia. Semin Oncol 1997; 24:57.
Mayer, RJ, Davis, RB, Schiffer, CA, et al. Intensive postremission chemotherapy in
adults with acute myeloid leukemia. Cancer and Leukemia Group B. N Engl J Med 1994;
331:896.

Kolitz, JE. Current therapeutic strategies for acute myeloid leukaemia. Br J Haematol
2006; 134:555.

Vogler, WR, Velez-Garcia, E, Weiner, RS, et al. A phase Ill trial comparing idarubicin
and daunorubicin in acute myelogenous leukemia. A Southeastern Cancer Study Group
study. J Clin Oncol 1992; 10:1103.

Berman, E, Heller, G, Santorsa, J, et al. Results of a randomized trial comparing
idarubicin and cytosine arabinoside with daunorubicin and cytosine arabinoside in adult
patients with newly diagnosed acute myelogenous leukemia. Blood 1991; 77:1666.
Wiernik, PH, Banks, PLC, Case, DC Jr, et al. Cytarabine plus idarubicin or daunorubicin
as induction and consolidation therapy for previously untreated adult patients with acute
myeloid leukemia. Blood 1992; 79:313.

Rowe, JM, Neuberg, D, Friedenberg, W, et al. A phase 3 study of three induction
regimens and of priming with GM-CSF in older adults with acute myeloid leukemia: a




(..‘
o

ALBERT EINSTEIN
HoOSPITAL ISRAELITA

trial by the Eastern Cooperative Oncology Group. Blood 2004; 103:479.

A systematic collaborative overview of randomized trials comparing idarubicin with
daunorubicin (or other anthracyclines) as induction therapy for acute myeloid
leukaemia. AML Collaborative Group. Br J Haematol 1998; 103:100.

Kolitz, JE, George, SL, Dodge, RK, et al. Dose Escalation Studies of Cytarabine,
Daunorubicin, and Etoposide With and Without Multidrug Resistance Modulation With
PSC-833 in Untreated Adults With Acute Myeloid Leukemia Younger Than 60 Years:
Final Induction Results of Cancer and Leukemia Group B Study 9621. J Clin Oncol 2004;
22:4290.

Berman, E, McBride, M. Comparative cellular pharmacology of daunorubicin and
idarubicin in human multidrug-resistant leukemia cells. Blood 1992; 79:3267.

Arlin, ZA, Case, DC Jr, Moore, J, et al. Randomized multicenter trial of cytosine
arabinoside with mitoxantrone or daunorubicin in previously untreated adults with acute
nonlymphocytic leukemia. Leukemia 1990; 4:177.

MacCallum, PK, Davis, CL, Rohatiner, AZS, et al. Mitoxantrone and cytosine arabinoside
as treatment for acute myelogenous leukemia at first recurrence. Leukemia 1993;
7:1496.

Buchner, T, Hiddemann, W, Wormann, B, et al. Double induction strategy for acute
myeloid leukemia: The effect of high-dose cytarabine with mitoxantrone instead of
standard-dose cytarabine with daunorubicin and 6-thioguanine: A randomized trial by
the German AML Cooperative Group. Blood 1999; 93:4116.

Ho, AD, Lipp, T, Ehninger, G, et al. Combination of mitoxantrone and etoposide in
refractory acute myelogenous leukemia— an active and well-tolerated regimen. J Clin
Oncol 1988; 6:213.

Feldman, EJ, Alberts, DS, Arlin, Z, et al. Phase I clinical and pharmacokinetic evaluation
of high-dose mitoxantrone in combination with cytarabine in patients with acute
leukemia. J Clin Oncol 1993; 11:2002.

Larson, RA, Day, RS, Azarnia, N, et al. The selective use of AMSA following high-dose
cytarabine in patients with acute myeloid leukemia in relapse. a Leukemia Intergroup
Study. Br J Haematol 1992; 82:337.

Berman, E, Arlin, ZA, Gaynor, J, et al. Comparative trial of cytarabine and thioguanine
in combination with amsacrine or daunorubicin in patients with untreated acute
nonlymphocytic leukemia. Results of the L-16M protocol. Leukemia 1989; 3:115.
Dillman, RO, Davis, RB, Green, MR, et al. A comparative study of two different doses of
cytarabine for acute myeloid leukemia. A phase Il trial of Cancer and Leukemia Group
B. Blood 1991; 78:2520.

Phillips, GL, Reece, DE, Shepherd, JD, et al. High-dose cytarabine and daunorubicin
induction and postremission chemotherapy for the treatment of acute myelogenous
leukemia in adults. Blood 1991; 77:1429.

Schiller, G, Gajewski, J, Nimer, S, et al. A randomized study of intermediate versus
conventional-dose cytarabine as intensive induction for acute myelogenous leukemia. Br
J Haematol 1992; 81:170.

Mitus, AJ, Miller, KB, Schenkein, DP, et al. Improved survival for patients with acute
myelogenous leukemia. J Clin Oncol 1995; 13:560.

Buchner, T, Hiddemann, W, Berdel, WE, et al. 6-Thioguanine, Cytarabine, and
Daunorubicin (TAD) and High-Dose Cytarabine and Mitoxantrone (HAM) for Induction,
TAD for Consolidation, and Either Prolonged Maintenance by Reduced Monthly TAD or
TAD-HAM-TAD and One Course of Intensive Consolidation by Sequential HAM in Adult
Patients at All Ages With De Novo Acute Myeloid Leukemia (AML): A Randomized Trial of
the German AML Cooperative Group. J Clin Oncol 2003; 21:4496.

Castaigne, S, Chevret, S, Archimbaud, E, et al. Randomized comparison of double
induction and timed-sequential induction to a "3 + 7" induction in adults with AML:
long-term analysis of the Acute Leukemia French Association (ALFA) 9000 study. Blood
2004; 104:2467.

Estey, EH, Thall, PF, Cortes, JE, et al. Comparison of idarubicin + ara-C-, fludarabine +
ara-C-, and topotecan + ara-C-based regimens in treatment of newly diagnosed acute
myeloid leukemia, refractory anemia with excess blasts in transformation, or refractory
anemia with excess blasts. Blood 2001; 98:3575.




(..‘
o

ALBERT EINSTEIN
HoOSPITAL ISRAELITA

Russo, D, Malagola, M, de Vivo, A, et al. Multicentre phase Ill trial on fludarabine,
cytarabine (Ara-C), and idarubicin versus idarubicin, Ara-C and etoposide for induction
treatment of younger, newly diagnosed acute myeloid leukaemia patients. Br J
Haematol 2005; 131:172.

Bishop, JF, Lowenthal, RM, Joshua, D, et al for the Australian Leukemia Study Group.
Etoposide in acute nonlymphocytic leukemia. Blood 1990; 75:27.

Bishop, JF, Matthews, JP, Young, GA, et al. A randomized study of high dose cytarabine
in induction in acute myeloid leukemia. Blood 1996; 87:1710.

Hann, IM, Stevens, RF, Goldstone, AH, et al. Randomized comparison of DAT versus
ADE as induction chemotherapy in children and younger adults wit acute myeloid
leukemia. Results of the Medical Research Council's 10th AML trial (MRC AML 10). Adult
and childhood leukemia working parties of the Medical Research Council. Blood 1997;
89:2311.

Schiffer, CA. Hematopoietic growth factors as adjuncts to treatment of acute myeloid
leukemia. Blood 1996; 88:3675.

Smith, TJ, Khatcheressian, J, Lyman, GH, et al. 2006 update of recommendations for
the use of white blood cell growth factors: an evidence-based clinical practice guideline.
J Clin Oncol 2006; 24:3187.

Heil, G, Hoelzer, MA, Sanz, MA, et al. A randomized, double-blind, placebo-controlled,
phase 11l 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; 90:4710.

Archimbaud, E, Ottmann, OG, Yin, JA, et al. A Randomized, Double-Blind, Placebo-
Controlled Study With Pegylated Recombinant Human Megakaryocyte Growth and
Development Factor (PEG- rHUMGDF) as an Adjunct to Chemotherapy for Adults With
De Novo Acute Myeloid Leukemia. Blood 1999; 94:3694.

Lowenberg, B, Suciu, S, Archimbaud, E, et al. Use of recombinant GM-CSF during and
after remission induction chemotherapy in patients aged 61 years and older with acute
myeloid leukemia: final report of AML-11, a phase |1l randomized study of the Leukemia
Cooperative Group of European Organisation for the Research and Treatment of Cancer
and the Dutch Belgian Hemato-Oncology Cooperative Group. Blood 1997; 90:2952.
Witz, F, Sadoun, A, Perrin, MC, et al. A placebo-controlled study of recombinant human
granulocyte-macrophage colony-stimulating factor administered during and after
induction treatment for de novo acute myelogenous leukemia in elderly patients.
Groupe Ouest Est Leucemies Aigues Myeloblastiques (GOELAM). Blood 1998; 91:2722.
Schiffer, CA. Hematopoietic growth factors and the future of therapeutic research on
acute myeloid leukemia. N Engl J Med 2003; 349:727.

Reuter, C, Auf der, Landwehr U, Schleyer, E, et al. Modulation of intracellular
metabolism of cytosine arabinoside in acute myeloid leukemia by granulocyte-
macrophage colony-stimulating factor. Leukemia 1994; 8:217.

Baer, MR, Bernstein, SH, Brunetto, VL, et al. Biological effects of recombinant human
granulocyte colony-stimulating factor in patients with untreated acute myeloid
leukemia. Blood 1996; 87:1484.

Lowenberg, B, van Putten, W, Theobald, M, et al. Effect of priming with granulocyte
colony-stimulating factor on the outcome of chemotherapy for acute myeloid leukemia.
N Engl J Med 2003; 349:743.

Hiddemann, W, Kern, W, Heinecke, A, et al. Priming with G-CSF in acute myeloid
leukemia: Preliminary data of the AMLCG (abstract). Ann Hematol 2004; 83 Suppl
1:S53.

Devine, SM, Larson, RA. Acute leukemia in adults. Recent developments in diagnosis
and treatment. CA Cancer J Clin 1994; 44:326.

Cassileth, PA, Lynch, E, Hines, JD, et al. Varying intensity of postremission therapy in
acute myeloid leukemia. Blood 1992; 79:1924.

Bishop, JF. Intensified therapy for acute myeloid leukemia [editorial; comment]. N Engl
J Med 1994; 331:941.

Kern, W, Estey, EH. High-dose cytosine arabinoside in the treatment of acute myeloid
leukemia: review of three randomized trials. Cancer 2006; 107:116.

Stone, RM, Mayer, RJ. The approach to the elderly patient with acute myeloid leukemia.




(..‘
o

ALBERT EINSTEIN
HoOSPITAL ISRAELITA

Hematol Oncol Clin North Am 1993; 7:65.

Moore, JO, George, SL, Dodge, RK, et al. Sequential multiagent chemotherapy is not
superior to high-dose cytarabine alone as postremission intensification therapy for acute
myeloid leukemia in adults under 60 years of age: Cancer and Leukemia Group B Study
9222. Blood 2005; 105:3420.

Mrozek, K, Prior, TW, Edwards, C, et al. Comparison of Cytogenetic and Molecular
Genetic Detection of t(8;21) and inv(16) in a Prospective Series of Adults With De Novo
Acute Myeloid Leukemia: A Cancer and Leukemia Group B Study. J Clin Oncol 2001;
19:2482.

Appelbaum, FR, Kopecky, KJ, Tallman, MS, et al. The clinical spectrum of adult acute
myeloid leukaemia associated with core binding factor translocations. Br J Haematol
2006; 135:165.

Byrd, JC, Lawrence, D, Arthur, DC, et al. Patients with isolated trisomy 8 in acute
myeloid leukemia are not cured with cytarabine-based chemotherapy. Results from
Cancer and Leukemia Group B 8561. Clin Cancer Res 1998; 4:1235.

Wolman, SR, Gundacker, H, Appelbaum, FR, et al. Impact of trisomy 8 (+8) on clinical
presentation, treatment response, and survival in acute myeloid leukemia: A Southwest
Oncology Group study. Blood 2002; 100:29.

Moorman, AV, Hagemeijer, A, Charrin, C, et al. The translocations, t(11:19)(q23:p13.1)
and t(11:19)(gq23:p13.3): A cytogenetic and clinical profile of 53 patients. Leukemia
1998; 12:805.

Swansbury, GJ, Slater, R, Bain, BJ, et al. Hematological malignancies with t(9:11)(p21-
22:923): A laboratory and clinical study of 125 cases. Leukemia 1998; 12:792.

Forrest, DL, Nevill, TJ, Horsman, DE, et al. Bone marrow transplantation for adults with
acute leukemia and 11923 chromosomal abnormalities. Br J Haematol 1998; 103:630.
Samuels, BL, Larson, RA, Le Beau, MM, et al. Specific chromosomal abnormalities in
acute nonlymphocytic leukemia correlate with drug susceptibility in vivo. Leukemia
1988; 2:79.

Baer, MR, Stewart, CC, Lawrence, D, et al. Acute myeloid leukemia with 11923
translocations: Myelomonocytic immunophenotype by multiparameter flow cytometry.
Leukemia 1998; 12:317.

Cornelissen, JJ, van Putten, WL, Verdonck, LF, et al. Results of a HOVON/SAKK donor
versus no-donor analysis of myeloablative HLA-identical sibling stem cell transplantation
in first remission acute myeloid leukemia in young and middle-aged adults: benefits for
whom?. Blood 2007; 109:3658.

Edenfield, WJ, Gore, SD. Stage-specific application of allogeneic and autologous marrow
transplantation in the management of acute myeloid leukemia. Semin Oncol 1999;
26:21.

Keating, S, de Witte, T, Suciu, S, et al. The influence of HLA-matched sibling donor
availability on treatment outcome for patients with AML: an analysis of the AML 8A
study of the EORTC Leukaemia Cooperative Group and GIMEMA. European Organization
for Research and Treatment of Cancer. Gruppo Italiano Malattie Ematologiche Maligne
dell'Adulto. Br J Haematol 1998; 102:1344.

Frassoni, F, Labopin, M, Gluckman, E, et al. Results of allogeneic bone marrow
transplantation for acute leukemia have improved in Europe with time--a report of the
acute leukemia working party of the European group for blood and marrow
transplantation (EBMT). Bone Marrow Transplant 1996; 17:13.

Cassileth, PA, Harrington, DP, Appelbaum, FR, et al. Chemotherapy compared with
autologous or allogeneic bone marrow transplantation in the management of acute
myeloid leukemia in first remission. N Engl J Med 1998; 339:1649.

Blaise, D, Maraninchi, D, Michallet, M, et al. Long-term follow-up of a randomized trial
comparing the combination of cyclophosphamide with total body irradiation or busulfan
as conditioning regimen for patients receiving HLA-identical marrow grafts for acute
myeloblastic leukemia in first complete remission. Blood 2001; 97:3669.

Greinix, HT, Nachbaur, D, Krieger, O, Eibl, M. Factors affecting long-term outcome after
allogeneic haematopoietic stem cell transplantation for acute myelogenous leukaemia: a
retrospective study of 172 adult patients reported to the Austrian Stem Cell
Transplantation Registry. Br J Haematol 2002; 117:914.




(..‘
o

ALBERT EINSTEIN
HoOSPITAL ISRAELITA

Suciu, S, Mandelli, F, De Witte, T, et al. Allogeneic compared with autologous stem cell
transplantation in the treatment of patients younger than 46 years with acute myeloid
leukemia (AML) in first complete remission (CR1): an intention-to-treat analysis of the
EORTC/GIMEMAAML-10 trial. Blood 2003; 102:1232.

Grigg, AP, Szer, J, Beresford, J, et al. Factors affecting the outcome of allogeneic bone
marrow transplantation for adult patients with refractory or relapsed acute leukaemia.
Br J Haematol 1999; 107:409.

Appelbaum, FR. Allogeneic hematopoietic stem cell transplantation for acute leukemia.
Semin Oncol 1997; 24:114.

Current controversies: Which patients with acute myeloid leukemia should receive a
bone marrow transplantation? Br J Haematol 2000; 118:351, 357, 365, and 378.
Burnett, AK, Wheatley, K, Goldstone, AH, Stevens, RF. The value of allogeneic bone
marrow transplant in patients with acute myeloid leukaemia at differing risk of relapse:
results of the UK MRC AML 10 trial. Br J Haematol 2002; 118:385.

Fouillard, L, Labopin, M, Gorin, NC, et al. Hematopoietic stem cell transplantation for de
novo erythroleukemia: a study of the European Group for Blood and Marrow
Transplantation (EBMT). Blood 2002; 100:3135.

de Lima, M, Couriel, D, Thall, PF, et al. Once-daily intravenous busulfan and
fludarabine: Clinical and pharmacokinetic rsults of a myeloablative, reduced-toxicity
conditioning regimen for allogeneic stem cell transplantation in AML and MDS. Blood
2004; 104:857.

Michallet, M, Tanguy, ML, Socie, G, et al. Second allogeneic haematopoietic stem cell
transplantation in relapsed acute and chronic leukaemias for patients who underwent a
first allogeneic bone marrow transplantation: a survey of the Societe Francaise de
Greffe de moelle (SFGM). Br J Haematol 2000; 108:400.

Cahn, JY, Labopin, M, Sierra, J, et al. No impact of high-dose cytarabine on the outcome
of patients transplanted for acute myeloblastic leukaemia in first remission. Br J
Haematol 2000; 110:308.

Tallman, MS, Rowlings, PA, Milone, G, et al. Effect of postremission chemotherapy
before human leukocyte antigen-identical sibling transplantation for acute myelogenous
leukemia in first complete remission. Blood 2000; 96:1254.

Horowitz, MM, Gale, RP, Sondel, PM, et al. Graft-versus-leukemia reactions after bone
marrow transplantation. Blood 1990; 75:555.

Kolb, HJ, Schattenberg, A, Goldman, JM, et al. Graft-versus-leukemia effect of donor
lymphocyte transfusions in marrow grafted patients. Blood 1995; 86:2041.
Papadopoulos, EB, Carabasi, MH, Castro-Malaspina, H, et al. T-cell-depleted allogeneic
bone marrow transplantation as postremission therapy for acute myelogenous leukemia.
Freedom from relapse in the absence of graft-versus-host disease. Blood 1998;
91:1083.

Murata, M, Nishida, T, Haneda, M, et al. A new preconditioning regimen with melphalan,
busulphan and total body irradiation followed by low-dose immunosuppressant in
allogeneic haemopoietic stem cell transplantation. Br J Haematol 1999; 105:799.
Bacigalupo, A, Vitale, V, Corvo, R, et al. The combined effect of total body irradiation
(TBI) and cyclosporin A (CyA) on the risk of relapse in patients with acute myeloid
leukaemia undergoing allogeneic bone marrow transplantation. Br J Haematol 2000;
108:99.

Blaise, DP, Michel Boiron, J, Faucher, C, et al. Reduced intensity conditioning prior to
allogeneic stem cell transplantation for patients with acute myeloblastic leukemia as a
first-line treatment. Cancer 2005; 104:1931.

Wong, R, Giralt, SA, Martin, T, et al. Reduced-intensity conditioning for unrelated donor
hematopoietic stem cell transplantation as treatment for myeloid malignancies in
patients older than 55 years. Blood 2003; 102:3052.

Stelljes, M, Bornhauser, M, Kroger, M, et al. Conditioning with 8-Gy total body
irradiation and fludarabine for allogeneic hematopoietic stem cell transplantation in
acute myeloid leukemia. Blood 2005; 106:3314.

Tauro, S, Craddock, C, Peggs, K, et al. Allogeneic stem-cell transplantation using a
reduced-intensity conditioning regimen has the capacity to produce durable remissions
and long-term disease-free survival in patients with high-risk acute myeloid leukemia




(..‘
o

ALBERT EINSTEIN
HoOSPITAL ISRAELITA

and myelodysplasia. J Clin Oncol 2005; 23:9387.

Hegenbart, U, Niederwieser, D, Sandmaier, BM, et al. Treatment for acute myelogenous
leukemia by low-dose, total-body, irradiation-based conditioning and hematopoietic cell
transplantation from related and unrelated donors. J Clin Oncol 2006; 24:444.

Mori, M, Beatty, PG, Graves, M, et al. HLA gene and haplotype frequencies in the North
American population: the National Marrow Donor Program Donor Registry.
Transplantation 1997; 64:1017.

Kernan, NA, Bartsch, G, Ash, RC, et al. Analysis of 462 transplantations from unrelated
donors facilitated by the National Marrow Donor Program. N Engl J Med 1993; 328:593.
Tallman, MS, Dewald, GW, Gandham, S, et al. Impact of cytogenetics on outcome of
matched unrelated donor hematopoietic stem cell transplantation for acute myeloid
leukemia in first or second complete remission. Blood 2007; 110:409.

Lazarus, HM, Perez, WS, Klein, JP, et al. Autotransplantation versus HLA-matched
unrelated donor transplantation for acute myeloid leukaemia: a retrospective analysis
from the Center for International Blood and Marrow Transplant Research. Br J Haematol
2006; 132:755.

Aversa, F, Terenzi, A, Tabilio, A, et al. Full haplotype-mismatched hematopoietic stem-
cell transplantation: a phase Il study in patients with acute leukemia at high risk of
relapse. J Clin Oncol 2005; 23:3447.

Ball, ED, Rybka, WB. Autologous bone marrow transplantation for adult acute leukemia.
Hematol Oncol Clin North Am 1993; 7:201.

Linker, CA, Ries, CA, Damon, LE, et al. Autologous bone marrow transplantation for
acute myeloid leukemia using 4-hydroperoxycyclophosphamide-purged bone marrow
and the busulfan/etoposide preparative regimen: A follow-up report. Bone Marrow
Transplant 1998; 22:865.

Zittoun, RA, Mandelli, F, Willemze, R, et al. Autologous or allogeneic bone marrow
transplantation compared with intensive chemotherapy in acute myelogenous leukemia.
N Engl J Med 1995; 332:217.

Lowenberg, B. Post-remission treatment of acute myelogenous leukemia [editorial;
comment]. N Engl J Med 1995; 332:260.

Burnett, AK, Goldstone, AH, Stevens, RF, et al. Randomised comparison of addition of
autologous bone-marrow transplantation to intensive chemotherapy for acute myeloid
leukaemia in first remission: Results of the MRC AML 10 trial. UK Medical Research
Council Adult and Children’s Leukemia Working Parties. Lancet 1998; 351:700.
Harousseau, JL, Cahn, JY, Pignon, B, et al. Comparison of autologous bone marrow
transplantation and intensive chemotherapy as postremission therapy in adult acute
myeloid leukemia. The Groupe Ouest Est Leucemies Aigues Myeloblastiques. Blood
1997; 90:2978.

Gorin, NC, Labopin, M, Pichard, P, et al. Feasibility and recent improvement of
autologous stem cell transplantation for acute myelocytic leukaemia in patients over 60
years of age: Importance of the source of stem cells. Br J Haematol 2000; 110:887.
Breems, DA, Lowenberg, B. Autologous stem cell transplantation in the treatment of
adults with acute myeloid leukaemia. Br J Haematol 2005; 130:825.

Woods, WG, Neudorf, S, Gold, S, et al. A comparison of allogeneic bone marrow
transplantation, autologous bone marrow transplantation, and aggressive chemotherapy
in children with acute myeloid leukemia in remission. Blood 2001; 97:56.

Tsimberidou, AM, Stavroyianni, N, Viniou, N, et al. Comparison of allogeneic stem cell
transplantation, high-dose cytarabine, and autologous peripheral stem cell
transplantation as postremission treatment in patients with de novo acute myelogenous
leukemia. Cancer 2003; 97:1721.

Nathan, PC, Sung, L, Crump, M, Beyene, J. Consolidation therapy with autologous bone
marrow transplantation in adults with acute myeloid leukemia: a meta-analysis. J Natl
Cancer Inst 2004; 96:38.

Loh, YS, Koh, LP, Tai, BC, et al. Long-term follow-up of Asian patients younger than 46
years with acute myeloid leukemia in first complete remission: comparison of allogeneic
vs. autologous hematopoietic stem cell transplantation. Leuk Lymphoma 2007; 48:72.
Smith, BD, Jones, RJ, Lee, SM, et al. Autologous bone marrow transplantation with 4-
hydroperoxycyclophosphamide purging for acute myeloid leukaemia beyond first




(7
ALBERT EINSTEIN
HoOSPITAL ISRAELITA

remission: a 10-year experience. Br J Haematol 2002; 117:907.

Zikos, P, Van Lint, MT, Frassoni, F, et al. Low transplant mortality in allogeneic bone
marrow transplantation for acute myeloid leukemia: A randomized study of low-dose
cyclosporin versus low-dose cyclosporin and low-dose methotrexate. Blood 1998;
91:3503.

Jourdan, E, Boiron, JM, Dastugue, N, et al. Early allogeneic stem-cell transplantation for
young adults with acute myeloblastic leukemia in first complete remission: an intent-to-
treat long-term analysis of the BGMT experience. J Clin Oncol 2005; 23:7676.

Matthews, JP, Bishop, JF, Young, GA, et al. Patterns of failure with increasing
intensification of induction chemotherapy for acute myeloid leukaemia. Br J Haematol
2001; 113:727.

Estey, EH. Therapeutic options for acute myelogenous leukemia. Cancer 2001; 92:1059.
Benjamin, S, Kroll, ME, Cartwright, RA, et al. Haematologists' approaches to the
management of adolescents and young adults with acute leukaemia. Br J Haematol
2000; 111:1045.

Mengis, C, Aebi, S, Tobler, A, et al. Assessment of differences in patient populations
selected for excluded from participation in clinical phase Ill acute myelogenous
leukemia trials. J Clin Oncol 2003; 21:3933.




