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RE: IMPUGNAÇÃO AO ATO CONVOCATÓRIO Nº 071/2020 - IGESDF - DF

ERICK LIMA RODRIGUES <erick.rodrigues@igesdf.org.br>
Seg, 29/06/2020 11:33
Para:  Thais Araujo <thais.araujo@grupoelfa.com.br>

3 anexos (712 KB)
elfa 1.pdf; elfa 2.pdf; elfa 3.pdf;

Prezada Thais, bom dia

Segue o esclarecimento, referente ao seu pedido de impugnação do processo para o REGISTRO DE
PREÇO PARA COMPRA REGULAR DE MEDICAMENTOS QUIMIOTERÁPICOS E COADJUVANTES.

No tocante ao uso de Pegaspargase (asparaginase peguilada) em subs�tuição ao item padronizado 
ASPARAGINASE 10.000 UNIDADES PÓ PARA SOLUÇÃO INJETÁVEL FRASCO/AMPOLA (L-
asparaginase) o Serviço de Hematologia esclareceu conforme os anexos.

Ainda, no mesmo impugnação, essa empresa requereu a ampliação do prazo de entrega dos itens
pertencentes ao Elemento Técnico, no qual seria insuficiente e evidenciava um possível
direcionamento para empresas locais. 

Diante desse fato, considera-se per�nente o aumento do prazo por 7 (sete) dias úteis, em face da
complexidade do objeto, com vistas à ampliação da concorrência. 

Atenciosamente,

--

Erick Lima
Comprador Especializado
Núcleo de Compras de Insumos
Instituto de Gestão Estratégica de Saúde do Distrito Federal
erick.rodrigues@igesdf.org.br
( 61 3550-8900 R 9113

De: Thais Araujo <thais.araujo@grupoelfa.com.br>
Enviado: quarta-feira, 17 de junho de 2020 17:36
Para: CX - COMPRAS MEDICAMENTOS <compras.medicamentos@igesdf.org.br>
Cc: Gustavo Vasconcellos de Azevedo Ramos <gustavo.ramos@grupoelfa.com.br>; Felipe Gomes
<felipe.gomes@grupoelfa.com.br>; JULIANO SANTOS <jssrepresentacaojss@gmail.com>
Assunto: IMPUGNAÇÃO AO ATO CONVOCATÓRIO Nº 071/2020 - IGESDF - DF
 
Prezados Membros da Comissão de Licitações do IGESDF,
 
A Elfa Medicamentos inscrita no CNPJ nº 09.053.134/0001-45, pretensa licitante do processo acima
indicado, vem respeitosamente, impugnar o instrumento licitatório (ATO CONVOCATÓRIO Nº
071/2020) pelas razões expostas no documento anexo.
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Diante do exposto, requer que seja dado provimento à presente impugnação, a fim de que sejam
realizadas as alterações formais e substanciais requeridas, acolhendo-a e promovendo as alterações
necessárias nos termos do ato convocatório e seus anexos, com sua consequente retificação na
forma requerida.
 
Atenciosamente,
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GOVERNO DO DISTRITO FEDERAL

INSTITUTO DE GESTÃO ESTRATÉGICA DE SAÚDE DO DISTRITO FEDERAL

Gerência de Medicina Interna

Serviço de Hematologia e Hemoterapia

Despacho - IGESDF/HB/SUPHB/GERIN/SEHHM Brasília-DF, 23 de junho de 2020.

Senhora Gerente,

Em atenção ao Despacho 42095831, apresento as seguintes considerações:

1. Trata-se de processo licitatório para compra de medicação padronizada pelo IGESDF. A PEG
asparaginase  citada pelo reclamante não é padronizada em nosso hospital.

2. O Serviço de Hematologia e Hemoterapia adota o Protocolo BFM aumentado para o tratamento de
Leucemia Linfocí�ca Aguda, com respaldo na literatura médica, em que é preconizado o uso de L-
asparaginase, conforme publicação em anexo 42270228.

Portanto, do ponto de vista técnico, não vemos óbice para o prosseguimento do certame.

No entanto, com relação à bula da medicação sugerimos que haja manifestação da
farmácia.

Atenciosamente,

Miriam Daisy Calmon Scaggion

Chefe do Serviço de Hematologia e Hemoterapia

Documento assinado eletronicamente por MIRIAM DAISY CALMON SCAGGION - Matr.0131133-
6, Chefe do Serviço de Hematologia e Hemoterapia, em 23/06/2020, às 13:35, conforme art. 6º
do Decreto n° 36.756, de 16 de setembro de 2015, publicado no Diário Oficial do Distrito
Federal nº 180, quinta-feira, 17 de setembro de 2015.

A auten�cidade do documento pode ser conferida no site:
h�p://sei.df.gov.br/sei/controlador_externo.php?
acao=documento_conferir&id_orgao_acesso_externo=0
verificador= 42260933 código CRC= E61DB892.
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GOVERNO DO DISTRITO FEDERAL

INSTITUTO DE GESTÃO ESTRATÉGICA DE SAÚDE DO DISTRITO FEDERAL

Gerência Mul�profissional

Serviço de Farmácia Clínica

Despacho - IGESDF/HB/SUPHB/GEAMU/SEFAC Brasília-DF, 24 de junho de 2020.

Prezada Senhora Gerente,

Em atenção ao Despacho 42095831 bem como da manifestação da Chefia Médica do Serviço de
Hematologia e Banco de Sangue, por meio do despacho 42260933, o Serviço de Farmácia
Clínica apresenta as seguintes considerações:

1. O Serviço médico de Hematologia e Banco de Sangue, por meio da manifestação da chefia médica
apresenta que o medicamento L-asparaginase é considerado factível - eficaz e seguro - conforme
protocolo BMF;

2. O uso de medicamentos não é somente guiado pelas considerações conforme bula de cada
medicamento. É necessário que sejam buscados na literatura científica informações que subsidiem a
prática clínica, fato que foi apresentado pelo Serviço de Hematologia e Hemoterapia, conforme
anexo 42270228.

Portanto, do ponto de vista técnico pelo Serviço de Farmácia Clínica, não vemos óbice para o
prosseguimento do certame.

 

Atenciosamente,

 

Nathalia Lobão B. de Souza Silveira

Chefe do Serviço de Farmácia Clínica

Documento assinado eletronicamente por NATHALIA LOBAO BARROSO DE SOUZA SILVEIRA -
Matr.1441332-9, Chefe do Serviço de Farmácia Clínica, em 24/06/2020, às 14:24, conforme art.
6º do Decreto n° 36.756, de 16 de setembro de 2015, publicado no Diário Oficial do Distrito
Federal nº 180, quinta-feira, 17 de setembro de 2015.

A auten�cidade do documento pode ser conferida no site:
h�p://sei.df.gov.br/sei/controlador_externo.php?
acao=documento_conferir&id_orgao_acesso_externo=0
verificador= 42368091 código CRC= 192B8A6B.
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Augmented and standard Berlin-Frankfurt-Münster chemotherapy
for treatment of adult acute lymphoblastic leukemia

Julie E. Chang1, Stephen C. Medlin2, Brad S. Kahl1, Walter L. Longo1, Eliot C. Williams1,
Jack Lionberger3, KyungMann Kim1, Jihoon Kim4, Elizabeth Esterberg5, and Mark B.
Juckett1
1University of Wisconsin Paul P. Carbone Comprehensive Cancer Center, Madison, WI
2Current affiliation: Avera McKennan Transplant Institute, Sioux Falls, SD
3Current affiliation: University of Washington and Fred Hutchinson Cancer Research Center,
Seattle, WA
4Current affiliation: Decision Systems Group, Brigham and Women’s Hospital, Boston, MA
5University of Wisconsin Department of Statistics, Madison, WI

Abstract
The augmented Berlin-Frankfurt-Münster (aBFM) regimen has demonstrated improved outcomes
in children with acute lymphomblastic leukemia (ALL), but efficacy in adults is unknown. In this
retrospective study, we evaluated clinical outcomes in 29 adult ALL patients (ages 19–70) treated
with standard BFM (sBFM) or dose-intensive aBFM. Patients were stratified into risk groups based
on age, cytogenetic abnormalities, peripheral leukocytosis, and response to induction chemotherapy.
Intermediate-risk patients less than 50 years old and all high-risk patients were assigned to aBFM.
Complete remission after induction therapy was achieved in 93% of patients. Fifteen patients
completed a full course of BFM chemotherapy, with 7 discontinuing due to relapse, 3 due to toxicity,
2 due to transplantation, and 2 toxic deaths. Five year event-free survival was 45% (95% CI 30–
67%), with 39% and 50% rates of EFS observed in the aBFM and sBFM subgroups at 5 years,
respectively. Overall survival at 5 years was 62% (95% CI 46–82%), with 61% and 62% in the aBFM
and sBFM subgroups alive at 5 years, respectively. Two toxic deaths were observed, and infections
and neuropathy were the most common toxicities. Standard and augmented BFM have efficacy and
toxicity comparable with other adult ALL regimens.
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INTRODUCTION
Over the last 40 years, multiple effective chemotherapy regimens have been developed to
successfully treat acute lymphoblastic leukemia (ALL). Advances in the field of ALL treatment
have primarily been demonstrated in the pediatric and adolescent populations, with a more
limited progress reported in adults. Generally, children with ALL are better able to tolerate
chemotherapy and experience improved outcomes compared with adults treated with similar
chemotherapy programs.[1–3] The Berlin-Frankfurt-Münster (BFM) chemotherapy regimen
has proven efficacious in pediatric and young adult ALL patients,[4–7] and the more dose-
intensive augmented BFM chemotherapy regimen has shown improvements in overall and
event-free survival even among children and adolescents at higher risk for relapse.[8,9] Based
on these results, we adopted the BFM regimen for the treatment of adults with newly-diagnosed
ALL.

METHODS
Patients

Approval by the University of Wisconsin Institutional Review Board was obtained for this
retrospective analysis. Patients who received treatment with standard BFM (sBFM) or
augmented BFM (aBFM) chemotherapy for ALL from 1987 to 2003 were identified
retrospectively. Patients presenting with lymphomatous features such as an isolated
mediastinal mass or a solitary peripheral mass were excluded. The diagnosis of ALL was
confirmed by bone marrow biopsy on all patients, and cytogenetic analysis was available on
most patients. Routine testing for specific cytogenetic abnormalities by FISH or PCR analysis
was not obtained on all subjects.

Treatment
Previous data in ALL have suggested multiple prognostic factors influencing the risk of relapse.
[10–14] Beginning in 1987, the standard practice at our institution was to stratify adult patients
with newly-diagnosed ALL into risk groups based on several established prognostic factors
including age, peripheral white blood cell count, cytogenetic characteristics, and response to
induction therapy. After completing induction chemotherapy with the BFM regimen, patients
underwent a bone marrow biopsy to confirm remission followed by ongoing treatment with
either augmented or standard BFM chemotherapy based on their age and risk category.
Stratification into risk groups based on these prognostic factors is described in Table 1. Low-
risk patients received the sBFM regimen, intermediate-risk patients received aBFM if <50
years old and sBFM if ≥50 years old, and high-risk patients received aBFM. Prophylactic
cranial irradiation was omitted in patients without central nervous system involvement after
1993.

Patients were treated with the standard or augmented BFM regimen as described by Nachman
et al.[9] The chemotherapy regimens for aBFM and sBFM are shown in Table 2, highlighting
the differences between the treatment schedules. The aBFM regimen includes a second interim
maintenance phase and intensification phase, as well as additional vincristine and L-
asparaginase during the consolidation and reconsolidation phases. In the first year post-
induction, patients undergoing aBFM receive a significantly increased dose-intensity of
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multiple chemotherapy agents, most notably of vincristine, L-asparaginase, and
corticosteroids.

All patients underwent bone marrow aspiration and biopsy on day 28 of treatment to assess
response to induction therapy. Patients received anti-infective prophylaxis with acyclovir,
fluconazole, and trimethoprim/sulfamethoxazole. Patients did not receive routine growth factor
support during chemotherapy.

Dose modifications
Dose modifications of vincristine were instituted primarily for neuropathy and severe liver
dysfunction. Methotrexate dose modifications were made for renal failure, acute cerebral
dysfunction (i.e., motor paresis, seizures, cognitive dysfunction, behavioral abnormalities), or
the presence of effusions. Any symptoms of acute cerebral dysfunction thought to possibly be
attributable to intrathecal methotrexate resulted in discontinuation and substitution with
intrathecal cytarabine.

Daunorubicin and 6-mercaptopurine doses were reduced for events of liver dysfunction. L-
asparaginase was discontinued for clinically significant liver toxicity or events of pancreatitis,
thromboembolism, or bleeding complications. In general, no dose modifications were made
for thrombocytopenia unless platelet counts could not be supported with intermittent platelet
transfusions. Similarly, dose modifications were not made for neutropenia unless these
occurred in the setting of severe recurrent infections or fever.

Statistical methods
The primary endpoints were event-free and overall survival among adult ALL patients treated
with augmented or standard BFM chemotherapy. Event-free survival (EFS) was defined from
the day of starting BFM chemotherapy until discontinuation of BFM chemotherapy due to
relapsed leukemia, toxicity, or death from any cause. Patients undergoing transplantation in
first complete remission were censored on the date of transplantation. Overall survival (OS)
was defined from the day of starting BFM chemotherapy until death from any cause, and
surviving patients were censored on the day of last contact. Estimates of EFS and OS were
performed with the Kaplan-Meier method, and comparisons were made between the two
regimens using the log-rank test.[15,16] The secondary endpoint was toxicity associated with
BFM chemotherapy, with toxicity data summarized descriptively with the number of incidents
and frequency.

RESULTS
Patients

Twenty-nine adult patients with newly-diagnosed ALL are included in this analysis (Table 3).
Based upon the risk stratification by age and disease status, 13 patients were treated with aBFM
chemotherapy and 16 patients were treated with sBFM chemotherapy. One patient with low-
risk ALL received aBFM. The group consisted of 15 women and 14 men. The median age
overall was 38 (range 19–72), with median ages of 37 and 45 in the subgroups treated with
aBFM and sBFM, respectively. Three patients in the aBFM group had evidence of translocation
9;22, and 1 patient in the sBFM group had translocation 4;11. Only 1 patient had documented
central nervous system involvement with positive spinal fluid cytology, and an additional 3
patients received prophylactic cranial irradiation. None of the patients presented with bulky
mediastinal masses (>10 cm), and only 4 patients presented with significant lymphadenopathy
(>2 cm). Six patients had splenomegaly with or without concurrent hepatomegaly at diagnosis.
The majority of cases were B cell in origin (72%), with 8 cases of T cell ALL (5 and 3 cases
in the aBFM and sBFM groups, respectively).
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Responses
A complete response, as defined by a morphologically normal marrow with <5% blasts, was
achieved in 27 patients at the end of induction chemotherapy, for an overall CR rate of 93%
(95% CI 77.2%–99.2%). One patient with high-risk ALL failed to achieve a remission with
induction chemotherapy, and ultimately required 2 additional attempts at re-induction before
achieving remission. One 70 year-old patient with standard-risk ALL died during induction
therapy from complications of neutropenic sepsis.

Events and survival
As of May 1, 2007, 16 events have been observed after a median follow-up of 6.7 years. These
events consisted of 13 relapses and 3 events of early discontinuation of BFM chemotherapy
related to toxicity (including 2 toxic deaths). Of the 13 relapses, 7 occurred during therapy
while 6 occurred after the completion of therapy (Table 4). Two central nervous system relapses
were observed, 1 as the initial presentation of relapse and 1 as occult central nervous system
involvement. Due to physician preference, 3 patients within the aBFM group proceeded to
stem cell transplantation (2 autologous and 1 allogeneic) in first complete remission. One of
these patients had experienced excessive toxicity and early discontinuation of aBFM as an
event, and the remaining 2 patients were considered censored at the time of transplant. Three
and 5 year event-free survivals were 56% and 50% in the sBFM group and 47% and 39% in
the aBFM group, respectively. Kaplan-Meier estimates of EFS are shown in Figure 1, and
comparison of the sBFM and aBFM subgroups by log-rank analysis shows no statistically
significant differences (p=0.694).

Thirteen deaths have been observed, with 9 deaths directly related to relapsed, progressive
leukemia. Two patients died from toxicity of BFM therapy without evidence of relapse, and 2
additional patients died from complications following allogeneic transplant without evidence
of relapse. Overall survivals at 3 and 5 years were 69% and 62% in the sBFM group and 69%
and 61% in the aBFM group, respectively. Kaplain-Meier estimates of OS are shown in Figure
2, and comparison of the subgroups by log-rank analysis again shows no statistically significant
differences (p=0.948).

Toxicity
All patients receiving induction therapy with BFM are included in the analysis of toxicity
(Table 5). Infectious complications and sensory neuropathy were the most commonly
experienced toxicities. Events of grade ≥3 neutropenic fever and neutropenic infections were
comparable in number between the augmented and standard BFM groups, but more patients
in the sBFM completed a full course of therapy and were evaluable for toxicity for a longer
period. Two deaths related to infectious complications were observed, both in the sBFM group.

Peripheral neuropathy was common in both groups, with grade ≥2 sensory neuropathy
experienced by 9 (69%) patients in the aBFM group and 14 (88%) patients in the sBFM group.
Almost all patients experienced abnormalities in liver function tests (LFTs), primarily related
to methotrexate, L-asparaginase, and/or 6-mercaptopurine. Only 3 patients in the aBFM group
and 2 patients in the sBFM group did not experience any elevation in LFTs. Elevations in LFTs
were moderate, but only 7 (24%) patients developed clinical signs or symptoms of liver
dysfunction associated with LFT abnormalities. The induction phase of chemotherapy was the
most common period during which grade ≥2 elevations of serum LFTs were observed. Within
the sBFM group, the first event of elevated LFTs was during induction chemotherapy for 9
patients; thereafter, 2 patients were first observed to experience elevated LFTs during
consolidation and/or delayed intensification, and only 3 patients first experienced elevated
LFTs during the maintenance phase of chemotherapy. Within the aBFM group, the first event
of elevated LFTs was observed in 8 patients during induction. An additional 2 patients in the
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aBFM group experienced the first event of elevated LFTs during consolidation and/or delayed
intensification, and all patients experiencing elevated LFTs during maintenance had events
during previous phases of treatment.

One patient in the sBFM group never received L-asparaginase due to toxicity concerns. None
of the patients developed anaphylactic reactions to E. coli L-asparaginse. Venous
thromboembolic complications occurred in 6 patients, with all but 1 event related to indwelling
venous catheters. Avascular necrosis of the femoral heads was observed in 2 patients.

The full chemotherapy course was completed in 15 patients, 5 (38%) in the aBFM group and
10 (63%) in the sBFM group (Table 4). The reasons for early discontinuation in the aBFM
group were relapsed or refractory disease (n=5), excessive toxicity from chemotherapy (n=1),
and transplantation in first remission without intolerance to aBFM (n=2). The reasons for early
discontinuation among 6 patients in the sBFM group were relapsed disease (n=3) and excessive
toxicity from chemotherapy (n=3).

DISCUSSION
The BFM chemotherapy regimen has been a standard treatment for pediatric ALL, with
promising outcomes in terms of remission and long-term survival.[4–9] In an attempt to
improve upon these results with standard BFM chemotherapy, the Children’s Cancer Group
(CCG) developed a more dose-intensive version of BFM chemotherapy, termed augmented
BFM, which ultimately demonstrated improved survival among high-risk pediatric patients
with a slow early response to induction therapy.[8] The results with aBFM suggested that
application of this more dose-intensive regimen may overcome the effects of several adverse
prognostic factors, and subsequently a randomized study of standard and augmented BFM in
high-risk pediatric ALL confirmed a significant improvement in 5 year EFS (75% vs. 55%,
p<.001) and OS (78% vs. 67%, p=.02) with aBFM compared with sBFM.[9] However, it is
unknown whether these same benefits may be extrapolated to adult populations. Similarly,
limited data are available in terms of the tolerability and efficacy of BFM chemotherapy in
adult ALL.

Multiple other complex chemotherapy regimens have been reported in the treatment of adult
ALL, with response rates of approximately 80–90% and long-term disease-free survival of 30–
40%.[12–14,17–25] In our small single-institution experience with BFM chemotherapy in
adults, the rate of complete remission exceeding 90% with induction therapy is excellent and
comparable to remission rates reported with other adult ALL chemotherapy regimens.
Similarly, the observed rates of long-term EFS (45% at 5 years) and OS (62% at 5 years)
compare favorably to outcomes reported with other ALL regimens that incorporate similar
chemotherapy agents during the induction, consolidation, and maintenance phases.[12–14,
17–19]

Interestingly, overall and event-free survival at 3 and 5 years did not differ between the groups
stratified by risk to receive either aBFM or sBFM, suggesting that use of a more dose-intensive
chemotherapy approach with aBFM may improve outcomes in the setting of adverse prognostic
indicators in adult ALL. Although our data support this possibility, the small sample size limits
such a definitive conclusion. However, multiple other reports have demonstrated consistent
and significant disparity between outcomes in standard-risk and high-risk ALL using criteria
for risk stratification very similar to those applied in our report. For example, results of the
French LALA-87 trial found that adult patients with high-risk ALL treated with chemotherapy
alone had an overall 10-year survival of <20% versus 40% in a comparison group with standard-
risk disease.[26] A follow-up study (LALA-94) utilized a complex stratification by disease
risk and availability of a sibling donor to randomize patients to chemotherapy or autologous
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or allogeneic transplantation. The high-risk group (n=59) assigned to chemotherapy alone
contained patients with adverse prognostic features similar to the high-risk group reported in
our study. The high-risk group had very poor outcomes, with 3- and 5-year overall survival
rates of 35% and 21%, respectively. In comparison, patients with standard-risk ALL had 3-
and 5-year survival rates of 45% and 43%, respectively.[27]

Although aBFM was effective in our high risk population, there clearly remains room for
improvement. A recently published randomized clinical trial indicates that selected patients
have superior outcomes when offered allogeneic stem cell transplantation (alloSCT) in first
CR.[28,29] Aside from patients with Philadelphia chromosome positive ALL, it is presently
unclear exactly which adult ALL patients should be offered alloSCT in first CR. A major
challenge at present is to appropriately risk stratify patients so that those in need of alloSCT
receive it, while those who can be cured with intensive chemotherapy are spared the transplant-
related risks. Optimizing the frontline approach is particularly critical given the extremely poor
outcomes reported in relapsed adult ALL.[28]

In addition, several retrospective reviews suggest improved survival for older adolescents and
young adults treated on pediatric chemotherapy protocols.[30–34] For example, a comparison
of outcomes among adolescents treated in the French pediatric ALL protocol FRALLE-93
(n=77) and the adult ALL protocol LALA-94 (n=100) found that 5 year EFS significant favored
the patients in the pediatric protocol (67% versus 41%, p<.0001).[31] Similarly, outcomes
among young adolescents aged 15–18 treated on the pediatric Dutch Childhood Oncology
Group (DCOG) or adult Dutch-Belgian Hemato-Oncology Cooperative Study Group
(HOVON) showed a 5 year EFS of 69% on the DCOG protocols versus 34% on the adult
HOVON protocols (p=.0001).[32] Finally, a large retrospective review comparing outcomes
of 321 adolescent and young adults ages 16–20 treated on Cancer and Leukemia Group B
(CALGB) and CCG studies from 1988–2001 found that despite identical complete remission
rates of 90% between the pediatric and adult protocols, 7 year rates of EFS and OS significantly
favored patients treated on the CCG protocols (EFS 64% versus 34%, OS 67% versus 46%).
Further analysis by age found very poor outcomes for 18–20 year olds, with 7 year EFS of
only 29% observed in the CALGB studes.[30] Based on these compelling data, protocols such
as the Children’s Oncology Group AALL0232 are allowing accrual of high-risk young adult
patients up to age 30.

BFM chemotherapy was feasible in this adult ALL population, and the majority of patients
were able to tolerate the full protocol treatment. Although 2 toxic deaths were observed with
sBFM, this is comparable to toxicities experienced in adult ALL populations with other
regimens and is not unexpected given the older age of the patients in this group.[12–14,17–
19] Both the augmented and standard regimens demonstrated significant peripheral neuropathy
and myelosuppression with frequent infectious complications, and the numbers of serious
events were relatively similar between the groups. Ultimately, our data support that both sBFM
and aBFM are feasible chemotherapy regimens for adult patients with ALL, with efficacy that
appears comparable to outcomes observed with other regimens used in adult ALL.
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Figure 1.
Kaplan-Meier plots of event-free survival (n=29).
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Figure 2.
Kaplan-Meier plots of overall survival (n=29).
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Table 1

Stratification of ALL risk groups.

Adverse prognostic characteristics

• Age >30 years

• Peripheral white blood cell count >30,000/µL

• Presence of adverse cytogenetics:

– t(9;22)

– t(4;11)

– t(1;19)

– Complex cytogenetics (>2 abnormalities)

• Residual leukemia on the day 28 bone marrow biopsy following induction chemotherapy

Low risk ALL Intermediate risk ALL High risk ALL

No adverse prognostic
characteristics

Does not meet criteria for
low risk ALL

Does not meet criteria for
low or intermediate risk
ALL

  AND   OR

≥ 1 adverse prognostic
characteristic

Presence of any adverse
cytogenetics

  BUT   OR

No adverse cytogenetics Day 28 bone marrow
biopsy with persistent
leukemia

Treatment by risk group

Standard BFM regimen Age <50 years:
Augmented BFM regimen

Augmented BFM regimen

Age ≥50 years:
Standard BFM regimen
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Table 2

Augmented and standard BFM chemotherapy regimens.

      Induction phase (5 weeks):
      • VCR† 1.5 mg/m2/day IV D0,7,14,21
      • PDN 60 mg/m2/day PO D0–27
      • ASP 6000 units/m2/day IM thrice weekly for 9 doses starting week 1
      • Daunomycin 25 mg/m2/day IV D0,7,14,21
      • ARA-C 70 mg IT D0
      • MTX 12 mg IT D14

Stratify into risk groups

Standard BFM Augmented BFM

Consolidation (5 weeks):

• CTX 1000 mg/m2/day IV D0,14

• 6-MP 60 mg/m2/day PO D0–27

• ARA-C 75 mg/m2/day SQ/IV D1–4,8–
11,15–18, 22–25

• MTX 12 mg IT D1,8,15,22

• Radiotherapy‡

Consolidation (9 weeks):

• CTX 1000 mg/m2/day IV D0,28

• 6-MP 60 mg/m2/day PO D0–13,28–41

• ARA-C 75 mg/m2/day SQ/IV D1–4,8–
11,29–32,36–39

• VCR† 1.5 mg/m2/day IV D14,21,42,49

• ASP 6000 units/m2/day IM D14,16,18,21,
23,25,42,44,46,49,51,53

• MTX 12 mg IT D1,8,15,22

• Radiotherapy‡

Interim maintenance (8 weeks):

• 6-MP 60 mg/m2/day PO D0–41

• MTX 15 mg/m2/day PO D0,7,14,21,28,35

Interim maintenance 1 (8 weeks):

• VCR† 1.5 mg/m2/day IV D0,10,20,30,40

• MTX 100 mg/m2/day IV D0,10,20,30,40
(escalate by 50 mg/m2/dose until toxicity)

• ASP 15,000 units/m2/day IM
D1,11,21,31,41

Delayed intensification – Part 1
(Reinduction, 4 weeks):

• VCR† 1.5 mg/m2/day IV D0,14,21

• DEX 10 mg/m2/day PO D0–20

• DXR 25 mg/m2/day IV D0,7,14

• ASP 6000 U/m2/day IM D3,5,7,10,12,14

Delayed intensification – Part 1
(Reinduction, 4 weeks):

• VCR† 1.5 mg/m2/day IV D0,14,21

• DEX 10 mg/m2/day PO D0–20

• DXR 25 mg/m2/day IV D0,7,14

• ASP 6000 U/m2/day IM D3,5,7,10,12,14

Delayed intensification – Part 2
(Reconsolidation, 3 weeks):

• CTX 1000 mg/m2/day IV D28

• 6-TG 60 mg/m2/day PO D28–41

• ARA-C 75 mg/m2/day SQ/IV D29–32,36–
39

• VCR† 1.5 mg/m2/day IV D42,49

• MTX 12 mg IT D29,36

Delayed intensification – Part 2
(Reconsolidation, 4 weeks):

• CTX 1000 mg/m2/day IV D28

• 6-TG 60 mg/m2/day PO D28–41

• ARA-C 75 mg/m2/day SQ/IV D29–32,36–
39

• VCR† 1.5 mg/m2/day IV D42,49

• ASP 6000 U/m2/day IM
D42,44,46,49,51,53

• MTX 12 mg IT D29,36

Maintenance (12 weeks): Interim maintenance 2 (8 weeks):
Same as interim maintenance 1 with addition of:
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• VCR† 1.5 mg/m2/day IV D0,28,56

• PDN 40 mg/m2/day PO D0–4,28–32,56–60

• MTX 20 mg/m2/day PO
D7,14,21,28,35,42,49, 56,63,70,77

• 6-MP 75 mg/m2/day PO D0–83

• MTX 12 mg IT D0

• MTX 12 mg IT D0,20,40

Delayed intensification – Part 2
(same as for delayed intensification part 1)

Maintenance (12 weeks):
Same regimen as maintenance in standard BFM except
prednisone dose is 60 mg/m2/day PO D0–4,28–32,56–
60

Maintenance repeated for 6–8 cycles

†
Vincristine dose maximized at 2 mg.

‡
Radiotherapy for CNS prophylaxis (1800 cGy in 10 fractions) delivered during the first 2 weeks of consolidation therapy. Patients with CNS

involvement at diagnosis received 2400 cGy to the cranial midplane in 12 fractions and 600 cGy to the spinal cord in 3 fractions.

Abbreviations: ARA-C = cytarabine, ASP = L-asparaginase, CTX = cyclophosphamide, DEX = dexamethasone, DXR = doxorubicin, 6-MP = 6-
mercaptopurine, MTX = methotrexate, PDN = prednisone, 6-TP = 6-thioguanine, VCR = vincristine. IT = intrathecal, IM = intramuscular, IV =
intravenous, PO=orally, SQ=subcutaneous.
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Table 3

Baseline patient characteristics.

Total
(n=29)

Augmented BFM
(n=13)

Standard BFM
(n=16)

Age (years)

  Median (range) 37 (19–55) 45 (21–72)

  <30 10 (34%) 5 (38%) 5 (31%)

  30–49 10 (34%) 7 (54%) 3 (19%)

  ≥50 9 (31%) 1 (8%) 8 (50%)

Sex

  Women 15 (52%) 4 (31%) 11 (69%)

  Men 14 (48%) 9 (69%) 5 (31%)

Cytogenetics

  Normal 12 (41%) 5 (38%) 7 (44%)

  Adverse or complex† 9 (31%) 6 (46%) 3 (19%)

  Translocation (9;22) 3 (10%) 3 (23%) 0 (0%)

Clinical presentation

  Hepatomegaly/
  splenomegaly

6 (21%) 3 (23%) 3 (19%)

  Lymphadenopathy 3 (10%) 0 (0%) 3 (19%)

  Mediastinopathy 3 (10%) 2 (15%) 1 (6%)

  CSF cytology positive 1 (3%) 1 (8%) 0 (0%)

  WBC >30,000 11 (38%) 7 (54%) 4 (25%)

  Elevated LDH 23 (79%) 12 (92%) 11 (69%)

Histology

  Pre-B cell 19 (66%) 8 (62%) 11 (69%)

  B-cell 2 (7%) 0 (0%) 2 (13%)

  T-cell 8 (28%) 5 (38%) 3 (19%)

Treatment

Prophylactic cranial
irradiation

4 (14%)‡ 3 (23%) 1 (6%)

†
Adverse cytogenetics include t(9;22), t(1;19), and t(4;11); complex cytogenetics are defined as >2 cytogenetic abnormalities.

‡
One patient with documented positive CSF cytology; the remaining patients received prophylactic cranial irradiation (total dose of 1800 cGy).
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Table 4

Outcomes with BFM regimen.

Combined groups
(n=29)

Augmented BFM
(n=13)

Standard BFM
(n=16)

Treatment tolerability

Completed full course
of BFM†

15 (52%) 5 (38%) 10 (63%)

Discontinued BFM
early (without relapse)

6 (21%) 3 (23%) 3 (19%)

Discontinued BFM
early (with relapsed or
refractory disease)

7 (24%) 5 (38%) 3 (19%)

Treatment-related
mortality

2 (7%) 0 (0%) 2 (13%)

Responses to induction therapy‡

Refractory disease 1 (4%) 1 (8%) 0 (0%)

Complete remission 27 (93%) 12 (92%) 15 (94%)

Relapses

Relapsed disease 13 (45%) 6 (46%) 7 (44%)

Relapse during BFM 7 (24%) 4 (31%) 3 (19%)

Relapse after BFM 6 (21%) 2 (15%) 4 (25%)

CNS relapses* 2 (7%) 0 (0%) 2 (13%)

†
Includes patients completing all phases of BFM including ≥6 cycles of maintenance chemotherapy.

‡
One patient in the standard BFM group died from toxicity during induction and is considered a non-responder.

*
Nine of 13 relapses with documented lumbar punctures at relapse.
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