[image: image1.jpg]




Sunday June 12th CML Clinical 2 Session

 Cessation of Dasatinib or Nilotinib Therapy in CP CML patients with Sustained Complete Molecular Responses
As it turns out, one of the most anticipated presentations was the last one of the congress!

Dr. Rea presented data on the recent study that examined whether patients who had resistance to Imatinib and were treated with either Dasatinib or Nilotinib could ever stop their TKI after achieving a durable CMR.  The primary objective of this trial was to evaluate the risk of losing MMR as defined as BCR-ABL/ABL internationally standardized (IS) ratio ( 0.1%.  The secondary objective was to measure treatment free survival (TFS).  Patients could join the trial as long as they had not had a prior progression to either accelerated or blast crisis and they achieved and sustained a CMR.  CMR in this case was defined as at least a CMR 4.5.  Patients were monitored every month for the first year and will be monitored every 2 – 3 months thereafter.  Dasatinib or Nilotinib reintroduction was triggered by loss of MMR.  As of February 2011 there were 17 patients accrued into the trial and the data for a subgroup of 12 patients was presented with a minimum of 6 months follow up (average was 12 months, and the range is 7 – 18 months).  The make up of the patients are 7 females and 5 males with a range of ages between 34-81 and the median age is 59.  Interestingly the Sokal risk score was low in the majority of the patients 8 out of 12, intermediate in one of the patients and high in one of the patients and 2 of the patients had an unknown sokal score.  The majority of the patients were on the newer TKI’s due to intolerance, 11 patients and 1 patient had been resistant to Imatinib.  8 patients were on Dasatinib and 4 patients were on Nilotinib and the average duration of therapy was 50 months (4 years and 2 months), but interestingly, the range of therapy was from 3 – 92 months.  The other interesting features were that at the start of therapy 1 patient had only had a complete hematologic responses, 2 patients had only a partial response, 1 patient had only a CCyR, but never had a prior MMR, 3 had achieved MMR, but not a CMR and 5 had achieved a CMR.  The average time on the newer drugs was 33 months, but the range was 21-56 months.  The average duration of CMR was 29 months and the range was 21-39 months.  30% or 4 of the patients lost CMR by the 6 months mark, however MMR was rapidly regained after re-start of the newer therapy. Treatment was also restarted for one patient who had loss CMR but not MMR after 2 consecutive tests.  7 patients are still off treatment after an average of 11 months off therapy, with a range of 7 – 18 months. These patients either have a stable CMR or weakly detectable BCR ABL transcripts on one or more occasions.  At the 6 months mark, the treatment free survival was 58.3%.  Importantly it was pointed out that the testing was done measuring with a sensitivity of 20,000 copies of ABL1.  Dr. Goldman mentioned that because there appears to be this oscillation between negative and positive, how do we really define negative? As well the molecular biology was not centralized (this study was done with a few centres and not in just one centre).  Tim Hughes asked that since there are different criteria for restarting the TKI’s in this study than in the STIM study, how do we compare?  (Note from C.A. Simoneau, in the STIM trial re-start of therapy was triggered by a loss of CMR, in this trial it is the loss of MMR that triggers re-start of TKI).  Perhaps the constant here is the length of exposure to the TKI.  With regards to the resistant patient, this patient has a mutation that is obviously addressed by the newer TKI.

Note from C.A. Simoneau – this is a small cohort of patients during a relatively short time frame, but none the less it proves to be very promising.  As the researchers say, there needs to be a longer follow up time.  No one is quite sure at all why it is that some patients can stop their TKI’s, yet many if not all of them will continue to test positive when we use DNA PCR.  One possible theory is that if we recall close to 70% of the people in the world who do not have CML will test positive at any time for BCR ABL transcripts, yet never develop CML.  There must be something in their immune system that allows their body to correct the DNA error and not allow it to become strong enough to provoke disease.  I am just hypothesizing here but maybe it has something to do with the KIR2DS1 study that showed when we lack the 1 HLA-C our immune response is weakened, the adherent gene is not presented to the body as foreign (abnormal?) and therefore gets a chance to proliferate?  I do not know, but it is interesting to think how our bodies work and what researchers are doing to get a better understanding of the mechanisms that trigger this disease.  There is also some talk regarding another theory that suggests that since the TKI’s do such an extraordinary job in blocking the proliferation of BCR ABL, maybe our immune systems get a chance to recover enough and do the job correctly.  We can imagine that with all the things our cells are doing in our body at every given time, the proliferation of BCR ABL and all the various pathways that it activates would keep our immune system overwhelmed.  I often think that while we are on TKI therapy we should minimize to the best of our ability exposures to other things that can burden our immune system, including stress.  I hope future discussions on what we as CML patients can do rather than just take our drugs, i.e. alter certain aspects of our lifestyles, and can help us improve our chances of having better responses to drugs and improving our outcomes.
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