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Presentation 1.) The Increasing Importance of Achieving Faster & Deeper Treatment Responses for Long-Term Patient Benefits in CML – Gianantonio Rosti

He started with a question: Earlier response is better but… to what extent?

He pointed to recent studies and said that we can see that CCyR @ 12 months is optimal, CCyr after 12 months is not optimal, but CCyR ( 6 months shows a PFS of 97% versus no CCyR at the same time showing a PFS of 80%

Is this difference relevant? Should we put pressure on ourselves?  Well considering that if no CCyR is achieved by 12 months, the probability of achieving a CCyR at anytime is 42%.  To this point he spoke about data that shows that the achievement of MMR at 12 months is associated with improved PFS, but not with improved overall survival (OS).  He says that there are several studies that analyze the significance of achieving MMR; patients who achieve MMR have better outcomes than patients who do not achieve MMR.  However, we cannot compare all of the trial data from these different trials as the data is inherently biased.  Additionally MMR is still not used as a tool to manage the dose of BCR ABL inhibitor therapy during the first 12 months of treatment.  But, we must say, “Despite issues of standardization of measurement and some doubt surrounding the overall impact on long-term outcomes, MMR (a prerequisite of CMR) is an ideal endpoint of treatment.”  At this point CCyR is still the most robust way to measure response to TKI.
He sited the work of T. Hughes et al, and here I quote from the actual paper “Patients with BCR-ABL transcripts > 10% at 6 months and > 1% at 12 months had inferior EFS and higher rate of progression to AP/BC compared with all other molecular response groups. Conversely, patients who achieved major molecular response [MMR: BCR-ABL (IS) ≤ 0.1%] by 18 months enjoyed remarkably durable responses, with no progression to AP/BC and 95% EFS at 7 years. The probability of loss of complete cytogenetic response by 7 years was only 3% for patients in MMR at 18 months versus 26% for patients with complete cytogenetic response but not MMR (P < .001).  Note:  This study was analyzing the results of the IRIS trial; it did not look at the use of the newer TKI’s.

But, he pointed out that not achieving MMR by 18 months is a case were we should monitor the patients more closely.

He further sited the work done independently (But I do not think it is published) done by the Hammersmith hospital, and it corroborates the finding, Hammersmith data showed that failure to achieve MMR @ 12 months increases the risk of loss of CCyR; 24% loss of CCyR for those who did not achieve MMR at 12 months.

In summary:

· Dr. Rosti feels that the newer TKI’s are certainly most important in high-risk patients.

· To the question “ are early and deep responses relevant?” yes, but it is not so easy to distinguish

· CCyR at 6 months is achievable and reasonable

· Non low risk patients have the most benefit

· Close monitoring is still an important element for managing patients more effectively to maintain responses

· Should we use the newer TKI’s as front line or even switch early – the answer is when and why.  This is not an easy question to answer at the moment due to the variability in lab testing and that we so not use molecular response as a way to manage the dose of the patient within the first year

New Efficacy Advances & New Choices in Primary CML Treatment: DASISION in Focus – Giuseppe Saglio

He presented the current published data for DASISION, not the 24 month follow up, which will be presented on Sunday morning.

We have to remember that the primary endpoint for this trial was cCCyR – confirmed CCyR (which was defined by two consecutive assessments at least 28 days apart), other end

 Points were rates and times of CCyR and MMR (MMR was defined as ( 0.1% BCR ABL transcripts on the IS).  In this trial the rates of all endpoints were superior for Dasatinib (100 mg) versus Imatinib by 12 months and 18 months.  CCyR and MMR were achieved at significantly earlier time points with Dasatinib versus Imatinib and this was true across all Hasford risks groups.
He did mention the fact that more patients on the trial reduced their dose of Dasatinib, I think the number is 28% of patients reduced their dose of Dasatinib versus 15% for Imatinib.  (Note from C.A. Simoneau, there really isn’t much room to reduce doses in Imatinib 400 mg setting.  I would like to see what the outcomes were specifically in the portion of patients who reduced their dose.  Did they continue to have a good response to therapy?).  However, in the 18 months follow up of the DASISION trial CMR achieved at anytime was 13% for Dasatinib versus 7% for Imatinib. CMR was defined as (0.0032%.

While MMR was not a primary endpoint, we can see that more patients achieve this important milestone with Dasatinib versus Imatinib in the 18 months follow up 57% versus 41% for Imatinib. 

Practical Management with Dasatinib in CML: Kimmo Porkka

Pleural effusion (PE) is a more commonly reported with Dasatinib than with other TKI’s.  The dose optimization of CML CP patients in the Phase II clinical trial showed that patients receiving 100 mgs of Dasatinib once daily versus patients on 70 mg twice daily showed improved tolerability and reduced occurrences of PE.  However we first have to define how is pleural effusion graded and then better understand how to manage it.  Importantly grade 3 PE is defined according to the Common Terminology Criteria for Adverse Events v3.0 (CTCAE) Publish Date: August 9, 2006 as; Symptomatic and supplemental oxygen,  >2 therapeutic thoracenteses, tube drainage, or pleurodesis indicated.  Based on this definition, the rate of PE for Dasatinib regarding the DASISION trial (18 months review) was 10% of newly dxed patients @ 12 months (grade 1 being 2%, grade 2 being 8%; no grade 3 or 4 events).  The rate was 12% @ 18 months (grade 1, 2%; grade 2, 9% grade 3, <1% no grade 4 events.

The majority of PE events were managed with dose modification and or medical intervention, with 2% of patients in the 24 months follow up study -034, 1% of patient in the 12 months follow up of DASISION, and 1.5% in the 18 month follow up of DASISION discontinuing Dasatinib tx following PE.

PE does not seem to effect short or long term efficacy, 90% of the patients who had PE achieved CCyR by 18 months.  The exact mechanism of PE is unknown and further study is warranted.

Improving Patient Outcomes Through Optimized Treatment Adherence – Dragana Milojkovic

Her talk was started by reminding us of David Marin’s important work with MEMS – Medical Event Monitoring System at the Hammersmith hospital (2008).  Only 40% of the patients who participated in the trial achieved 100% adherence.  This is significantly important because the patients knew they were on study and had consented to it, although they were not given the details of the computer chip and different packaging of their drugs.  In 2009 the ADAGIO study showed that only 14% of patients took 100% of their drug.

These two factors are important because we have learned of the importance of achieving a good response to the drugs, and we cannot achieve the treatment goals if we do not take the drug appropriately.

There are several reason why a patient may not take the drug, but we can basically sort them out to two categories:  Unintentional non-adherence and intentional non-adherence.  Unintentional non-adherence is when the patient omits medication inadvertently.  Intentional non-adherence is mostly when the patient makes a conscious decision to not take the drug.  The most common reason for intentional non-adherence is an attempt by the patient to reduce SE.  Whatever the reason according to her work, patients do not seem to be aware of the significant consequences of missing even occasional doses.

In realty there are over 200 reasons why patients do not take their full doses and unintentional relates to “Can’t” and intentional relates to “Won’t”.  Internal issues related to unintentional non-adherence can be things like memory problems and some external reasons related to intentional non-adherence can be something like I am going out with friends tonight and I want to have a drink or two (or I just want a drug holiday).

Patients need to understand the consequences of non-adherence and this is a key area where the health care provider has an important role.  The Health care team needs to be frank with the patient and say if you miss two doses per month you are jeopardizing your ability to reach an optimal response.  Additional she feels that the health care team should change their messaging to patients; it is not appropriate to tell a patient that it is OK if they miss a dose.  This actually should be used as a time to screen the patient more fully to understand the real history of non-adherence with the patient.

Se suggested some strategies to improve on adherence:

Patients who adhere:

· See a decrease in SE

· Take with food (note from C.A. Simoneau, not a study done with Nilotinib)

· Kept a routine

· Used Prompts

· Had minor SE’s but persevered and overcame them

The key element to successfully managing patients to better adherence is to manage SE.  Perhaps make follow up phone calls.

Adherence is critical for optimal response.  Adherence after a drug event is poor so manage the patient optimally.

Note from C.A. Simoneau.  This work was done on mostly Imatinib patients.  In view of the fact that many patients on Dasatinib have lowered their dose even lower than 100 mg under the guidance and care of their respective doctors either in trials or not, and given the number of dose interruptions with regards to PE for Dasatinib patients, and yet seeing that over 90% of patients who had their dose decreased in the DASISION trial, what is the impact of missed doses on Dasatinib?  What is the impact on missed doses for Nilotinib?  I will try to find the answer for these questions.

