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CML Education Session – Friday June 10, 2011

H. Kantarjian

Imatinib resistant chronic myeloid leukemia, definitions and management

Addressed the rates of reported resistance on the IRIS trial which was 2 – 4% annually and the resistance was defined as progression to AP/BC loss of hematologic response, death on imatinib or loss of major cytogenetic response.  He points out in the newer trials these rates for imatinib resistance were much higher, in the range of 8 – 20% and wonders why this might be?  Could it be protocols or by virtue of the fact that we have additional therapies we have lower the threshold to switching therapies?  In any event it is important to define this as patients should not give up on the good treatment of Gleevec for the newer drugs, particularly since Imatinib is going to be available in a generic and therefore cheaper form shortly.  

Definitions of Imatinib failure

Aside from severe toxicity, which negates the quality of life for patients, Imatinib failure should be defined as an event that predetermines a worse long-term outcome.  You would measure this with OS, PFS, EFS, transformation free survival, or other clinically relevant definitions.  Importantly, Dr. Kantarjian is appealing to his colleagues that we should not wait for the loss of CCyR to define Imatinib failure as we have seen that patients who lose this level before being started on newer treatments have better chance to achieve better responses on the newer drug when started sooner.  So, in fact he is saying that Imatinib failure should be based on whether the patients has achieved CCyR at 6 months and drop the sub optimal category as outline in the ELN chart.

Second-generation tyrosine kinase inhibitors as first salvage therapy

Here he re-capped the Phase II trials of the drugs.  Major Cytogenetic rates in post imatinib failure are 55%=65%, CCyR rates are 40%-50% and MMR rates are 28%-43^ and PFS rates are 64%80% and 2 year survival rates is 87%-91%.  Dasatinib 100 mg and 70 mg BID post imatinib failure showed Major cytogenetic rates of 61%-63%, CCyR were 50-54% and 78-93% sustained this response for 2 years.  MMR rates were 38%, for patients in CCyR MMR rates were 66-72% and estimated PFS was 75-80% and estimated 2-year survival rates were 88-94%.  For Nilotinib, overall major cytogenetic rates were 59%; the CCyr rate was 44%.  Among pts achieving CCyR, 56% also achieved MMR.  Cytogenetic responses were durable in 84% of the pts achieving CCyr and maintaining it 24 months.  Est. 24 months survival 87% PFS was 64% and EFS was 55%.  123 Nilotinib patients remain on therapy from 321 patients.  For Bosutinib, various phases of Imatinib failure, CHR was 78%, major cytogenetic response 58%, CCyr rate was 46% and the estimated 12 months survival was 95%.  These rates are encouraging when we consider that the mortality rate post imatinib failure ranged from 10-20% before the availability of TKI salvage therapy.

Roll of allogenic stem cell transplant SCT in frontline and in salvage therapy

Prior to IM in 1999 ALL transplant was front line among eligible patients, it is now considered 2nd and 3rd line.  However, it is important for us to consider this tx because of the prevalence with CML, there is an estimate that there could be as many as 250,000 patients with CML by 2040 when it will plateau, (a time when the annual incidence will be equal to the annual mortality) and when you factor rates of failure rates of 2 – 5% and a current prevalence of 80,000, the potential allo SCT post imatinib failure now ranges 2 – 4,000 but it could go as high as 10,000.  (Note from C.A. Simoneau, actually this is another strong reason why patients need to be followed closely at dx and pushed to achieve deeper response rates quicker, and not actually be allowed to “fail” Imatinib, so that we can significantly improve their chances of reaching MMR and CMR on salvage TKI tx).  Non-the-less, this highlights the need to improve the efficacy and tolerability of allo SCT in CML, as it will be important now and going forward in the future.  The need is also to created strategies for recurrence after allo SCT in CML patients and using TKI maintenance therapy, as it may become a way to improve long-term cure rates with such pt.  The experience at MD Anderson shows that the patients with p190 CP CML had a high failure rate with IM (note from C.A. Simoneau, this may not be the case with the newer TKI’s – it wasn’t reported here).  Cost with IM in the US runs about $40K - $50K annually, but in some countries the cost for all SCT might be actually cheaper - $30K - $100K, giving us a fixed cost curative solution.  But this may change when IM becomes generic.

When do we consider 2 TKI long=term salvage therapy versus only as an interim bridge to get lower residual disease prior to all SCT.  But we have to take into consideration mutations, the type of IM failure and how well the patient achieves response on the salvage therapy.  This changes with regards to T315I mutations, as they do not respond to either Dasatinib or Nilotinib.   Patient’s age and availability of a good match are other considerations.  Older patients may forgo curative measures for good quality of life with varying treatments.

Third Generation TKIs and other investigation therapies

He reviewed the Ponatinib trials 38 pt in CP CML, 25 achieved major cytogenetic responses and 20 patients achieved CCyR.  9 pts with T315I in CP all achieved a major cytogenetic response and 8 achieved CCyR.  DLT (dose limiting toxicities) were pancreatitis and thrombocytopenia at dose levels of 60 mgs orally daily.  PACE trial – phase II is with 45 mgs for pts post multiple TKI failure and those with T315I.  DCC-2036 is another drug and it is currently in Phase I, because the way it is designed binding proteins to the switch pocket of the BCR ABL1 kinase, makes it unaffected by the bulky isoleucine residue of the T315I.  It has demonstrated preclinical efficacy in mutant CML lines.  Omacetaxine is near and dear to Dr. Kantarjian as it is his drug, a Chinese herbal derivative medicine.  It has shown efficacy against T315I and demonstrated anti CML efficacy.  A major cytogenetic response was achieved in 25% of the patients in CML CP post 2 TKI failures and 14% major cytogenetic response in 3 TKI’s failures.

He mentioned that we should not ignore, IFN, Hydroxy, Cytarabine and a novel drug like decitabine.  These agents have definite anti-CML activity.
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