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P 001
Adherence [s the Critical Factor for Achieving Molecular

Responses in Patients With Chronic Myeloid Leukemia
Who Achieve Complete Cytogenetic Responses on Imatinib

David Marin, Alexandra Bazeos, Francois-Xavier Makhon, Lina Eliassorn, Dragana Milojkovic, Marco Bua,
Jane F. Apperiey, Richard Szydlo, Ritti Desai, Kasia Kozlowski, Christos Paliompeis, Victoria Latham,
Letizia Foromi, Mathien Molimard, Alistair Reid, Katy Rezvani, Hugues de Lavallade, Cristing Guallar,
John Goldmar, and famshid S. Khorashad
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Purpose

There is a considerable variad ity In the level of molecular responses achweved with imatind
therapy in patients with chronic myedoid leukemia (CML). These differences could result from
vanable therapy adherence

Methods

Eighty-seven patients with chronic-phase CML treated with imatinib 400 ma/d for a median of 69.7
months (range, 25 to 104 months) who had achieved complete cytogenetic response had
adherence monitored during 8 3-month period by using 8 microelectronic monitonng device
Adherence was correlated with levels of molecular respense. Other factors that could influence

outcome were also analyzed

Results

Median edherence rate was 98% (range, 24% 10 104%). Twenty-three patients (26.4%) had
adherence = 90%,; :n 12 of these patients (14%), ad"nw‘-" ce was <= 80%. There was a strong
correlation between adherence rate (= 90% or > 90%) and the &-year probability of a 3dog
reduction (also known as major molecular response {MMR] in BCR-ABLT transcrpts (284% v
945%; P < 001} and also complete molecular response (CMR; 0% v 43.8%, P = .002)
Multivariate analysis identified adherence {relatwve nisk [RR], 11.7; P = .001) and expression of the
molecular human orgamsc cation transporter-1 (RR, 1.79; P = 0G8) as the only independent
predictors for MMR. Adherence was the cnly independent predictor for CMR. No maodecular
responses were observed when adherence was = 80% (P < .001). Patents whose imatind doses
were ncreased had poor adherence (86 n ths latter population, adherence was the only
ndependent predictor for inabdity to achieve an MMR (RR, 17.66; P -~ .006)

Probability of MMR
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Conclusion
In patients with CML treated with imatinib for some years, poor adherence may be the
predomunant reason for inability to obtan adequate molecular responses

Ml
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DOE: 101200/00 2000 26,3087 longer detectable after 2 years of therapy (for a

status referred to as complete cytogendtc response
Chronic myeloid leukemia (CML) is characterized  [CCyR]).* The achievement of CCyR i the major

by a consistent chromosomal abnormality (the Phal

adelphia [ Ph| chromosame), which carnes a unigue
fusion gene, termed BCR-ABLL." In the absence of
treatment, CML is mexorably fatal. Imatinib is an
adenasine triphosphate analog that selectively in-
hibits the enhanced tyrosine kinase activaty of the
Ber-Abl1 ancoprotein and induces durable cytoge

netic respanses in the maority of patients with a
relatively benign adverse effect profile.’ In approxi-
mately 73% of patients, the Ph chromosome is no

objective of therapy, because it is associated with
prolonged survival™ In patients who achseve CCyR,
BCR-ABL] transcript levels may be monitored to
assess the quantity of resdual leukemia, and results
are often expressed as the log,, reduction from a
standardized value for untreated patients. 1t & gen-
erally accepted that CCyR corresponds to an ap-
proximately 2-log reduction in transcript levels.* By
5 years, approximately 50% of patients will have
achieved a 3-log reducion In transcript levels
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