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2019

In December 2019, the American Society of Hematology held its 61st Congress  in 
Orlando, USA. Nearly 30,000 hematologists from every corner of the world 
attended it. 

Our team of CML patient advocates, including Giora Sharf, Jan Geissler, 
Zack  Pemberton-Whiteley, Lisa Machado, Pat García-González and Denis 
Costello,  actively participated in several activities and sessions, presented our 
treatment-free remission data poster, engaged with hematologists and other 
stakeholders and learned on newly researches on CML.  

Here, with the help of our team of patient advocates, we summarize the chronic 
myeloid leukemia highlights presented in this key meeting for our community: 

1. Update on stopping CML treatment 

2. Discontinuation of TKIs in children with CML 

3. New drugs for CML, generic Imatinib and other topics 

4. CML Educational session 

INTRODUCTION
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Achieving therapy-free remission 
(TFR) continues to be amongst the 
most discussed topics in CML at the 
moment.  

At this year’s ASH congress, the first 
plenary oral session on CML was 
dedicated to the topic of TFR and 
there were many posters as well.  

Overall, there are no big news in the 
area of TFR, but research continues 
intensively.  

Across all the different studies, about 
half of all patients that are stopping 
t h e ra p y a f t e r y e a r s o f d e e p 
molecular response to TKI (below 

MR4 / BCR-ABL below 0.01) need to 
restart treatment.  

The main open questions remain to 
predict the individual patients’ 
likelihood of a successful stop,    the 
need for life-long PCR monitoring to 

catch potential late recurrences of 
CML, and whether a second attempt 
to withdraw therapy is feasible and 
safe. 

Long term follow-up of patients in TFR 

1. Update on stopping CML 
treatment: 
Therapy-Free Remission 



In terms of long-term follow-up on stopping treatment, 
Prof Philippe Rousselot from the Centre Hospitalier de 
Versailles in France presented observational data from 
114 patients over a period of 15 years on Long Term 
Follow-up, Late Molecular Relapses and Second stopping 
Attempts. 

Of the 112 patients, 54%, 26% and 20% belonged to low, 
intermediate and high-risk categories respectively. Median 
duration of TKIs before the first TFR attempt (“TFR1”) was 
7.4 years. 31% of patients were previously treated with 
interferon, 62 (54%) received imatinib only and 52 (46%) 
were on 2nd  generat ion TKIs at the t ime of 
discontinuation.  

Median follow-up in the first attempt of TFR was 5.4 years. 
TFR1 rates were 57.6% at 1 year, 53.8% at 3 years, 51.6% at 
5 years and 44.5% after 7 years. The longest duration of 
ongoing TFR is 14.9 years. 

The duration of TKIs and the duration of MR4.5 were 
associated with a higher TFR rate; a trend was observed for 

previous exposure to interferon. Patients on second-
generation TKIs (first or second line) had similar TFR rates 
as compared to patients on imatinib.  

Fifty-seven patients relapsed, including 8 patients (14%) 
experiencing late molecular relapses. Of those, 4 patients 
relapsed after 5 years. The latest molecular relapse was 
observed after 6.4 years.  

In late relapsing patients, MR4.5 was lost after 10 months 
in median and MR4 after 22 months with a long-lasting 
period of fluctuations of the BCR-ABL1 ratio in-between 
MR4 and MR3. 
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Long term follow-up of patients in TFR 



Out of the 57 patients who restarted a TKI after TFR failure, 
31 patients (54%) experienced a second stopping attempt 
(“TFR2”). Median duration of TKIs between TFR1 and TFR2 
was 2.9 years, and total exposure to TKIs before TFR2 was 
9 years.  

Fifteen patients (48%) were on Imatinib before TFR2 
whereas 16 where on 2G-TKI (52%). Median follow-up in 
TFR2 was 3.4 years. TFR2 rates were 53.9% at 1 year, 45.6% 
at 3 years and 39.9% after 5 years.  

The longest TFR2 is 9 years. No factor was associated with 
better TFR2 duration, e.g. a switch to 2nd generation TKIs 
did not provide any advantage.  

Seventeen patients relapsed including 3 patients (17%) 
experiencing late molecular relapses. Anecdotally, 5 
patients went to a third TFR attempt and 1 is in TFR3 for 5.2 
years. 

There was an observed difference of “stable” versus 
“unstable” molecular remission in TFR1. Of those who 
stayed below MR4 in all PCR assessments after stopping 
therapy (“stable molecular remission”), 96.5% of all 

patients stayed in TFR in the long run, while of those 
whose PCR went above MR4 but stayed below MMR, the 
criterium for restarting treatment, only 67.3% remained in 
TFR.  

 

Based on a 15 years' experience we were able to report on 
long term follow-up in TFR1 and in TFR2. Among patients 
experiencing molecular relapses, the researchers 
observed 14% and 17% late relapses after more than 2 
years after TFR1 and TFR2 respectively. Other than in 
earlier reports from the STIM stop studies, there seems to 
be no true plateau on TFR in the long run. This suggests 
that a long-term molecular follow-up is mandatory for CML 
patients in TFR.  

A S H 1 9  C M L  A D V O C AT E S  N E T W O R K  C O N F E R E N C E  R E P O R T



A S H 1 9  C M L  A D V O C AT E S  N E T W O R K  C O N F E R E N C E  R E P O R T

Laurence Legros from Villejuif, 
France, presented the data of the RE-
STIM study, a French observational 
multi-centre study that is collecting 
all cases of TFR2 attempts, regardless 
the type, the duration of TKI, the 
duration of MR4.5 and the reason of 
discontinuation of treatment.  

CML patients who had to restart 
therapy after a first attempt had to 
achieve a sustained MR4.5 (PCR 
below 0.0032%) on any TKI to be 
eligible.  

Loss of MMR was the trigger for 
therapy re-introduction. 

At the time of analysis (1st June 
2019), 106 patients (median age: 55 
years, range: 25-81 years) were 
included with 41 months (2-131) of 
follow-up after 2nd discontinuation. 
33.2% of patients were still in second 
treatment-free remission at 48 

months, all others had to restart 
therapy.  

In TFR2, 13% of all recurrences of 
CML occurred very late: 3 patients 
had a molecular relapse after 2.2, 2.3 
and 3.1 years.  

Legros L et al. Blood (ASH) 2019; Abstract 28 

Second stop attempt: Successful in 
about 31% of patients  



Overall, second 
stop attempts in 
M R 4 . 5 a r e 
successful in the 
long run about 
o n e t h i r d o f 
patients.  

The speed of molecular relapse after the first TKI 
discontinuation and the TKI-free duration after the first 
stop remain major factors significantly associated with the 
success rate of a second stop.  

The observations confirm that TKIs could safely and 
successfully be discontinued a second time in CML 
patients after the first attempt failed of performed under a 
close and extended molecular and medical monitoring. 
The authors do not recommend a 2nd  stop attempt 
outside of a prospective trial.  

A TFR2 success rate of around 30% seems also to be 
supported by data of the Canadian TKI Discontinuation 
trial presented by Dr. Dennis Dong on a poster at ASH.  

In that trial, patients on imatinib discontinued therapy, and 
in case of loss of major molecular response, patients 
restarted with dasatinib (100mg/day) and discontinued 
again 12 months after re-achieving MR4. In this study, 
59.8% of patients needed to restart therapy after the 
second stop attempt within the first 6 months.  

 

In the presentation of Philippe Rousselot, the factors 
associated with successful second stops were the duration 
of MR4 as well as the duration of TFR in the first stopping 
attempt. However, in his analysis, duration of TKI therapy 
before the first stop attempt, and between the first and 
second attempt, total TKI duration, the type of TKI and 
prior Interferon therapy did not have an influence on the 
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All data seems to suggest that continuous and consistent 
monitoring is important after stopping treatment even in 
the long run.  

The studies presented at ASH all seemed to observe a very 
small number of late recurrences which happened years 
after treatment – and within those clinical studies, patients 
restarted treatment quickly and responded to treatment, 
except one patient in the French STOP-2G-TKI who was 
found in sudden myeloid blast crisis at the month 6 TKI 
reintroduction visit, but was subsequently treated 
successfully with stem cell transplant after chemotherapy 
plus ponatinib, and is still alive in remission 29 months 
later. 

Overall, at this year’s ASH, in different presentations and 
posters, four single case reports of patients who 

progressed from TFR to CML blast crisis were reported 
within different STOP studies.  

When we asked different experts about potential 
explanations, they consider them to be spontaneous 
progressions which would have equally happened to the 
same patients under continuous therapy.  

Similar progressions were observed already during 
Interferon times after years of complete remission.  

However, even though this is an extremely rare 
phenomenon given thousands of CML patients are under 
close observation in CML stop studies and only four cases 
of sudden transformation to blast crisis have been 
observed, this certainly needs to be followed and studied 
further. 

Overall, late recurrences after stopping treatment and also 
the aforementioned effects clearly tell that continued 
regular monitoring is required even for those patients how 
have been in therapy-free remission for some years – even 
though TFR is a blessing for those patients who can stop 
successfully, there is no escape from PCR.
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Safe, but no real plateau:  

Need for life-long PCR monitoring further 
strengthened by study data 



So is close PCR monitoring in TFR taken serious enough? 
Dr. Ehab L. Atallah from the Medical College of Wisconsin 
presented a poster at ASH about this.  

His team assessed the clinical practice of US physicians 
managing CML patients with CML discontinuation 
following the publication of the first NCCN practice 
guidelines and the ESMO Guidelines which include 
specific considerations for TKI therapy discontinuation. 

From 3-31 July 2019, in total 111    oncologists/
hematologists from different US regions completed a 
survey on their clinical practice with regards to the 
management of patients with CML in the chronic phase 
receiving TKI therapy.  

The hematologists had to have completed their medical 
subspecialty training and be responsible for treatment 
decisions and follow-up for at least adult CML patient who 

received TKI therapy outside of a clinical trial setting since 
January 2017.  

The survey collected information on physician practice 
setting and experience with CML management with a 
focus on molecular monitoring and TKI therapy 
discontinuation.  

The physicians were from the community- (56.8%) and 
academic-based practice (43.2%). Most (54.1%) were from 
large practices (10 physicians or more), with the remainder 
mostly being in small/intermediate practices of 2-9 
physicians (42.3%) with a few in individual practice (3.6%).  

The practice setting environment was mainly urban 
(49.5%), followed by suburban (42.3%) and rural (8.1%).  

The majority of physicians (55.9%) had more than 10 years 
of practice since completing medical subspecialty training, 
32.4% had 5-10 years, and 11.7% had less than 5 years of 
practice.  

All physicians reported testing patients for molecular 
response and having access to molecular results reported 
on the international scale (IS). 
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Good practice, bad practice: Is close monitoring in TFR 
taken serious enough?



Of the 111 physicians, 86.5% reported having attempted 
TKI discontinuation after achieving an adequate response 
for at least 1 patient and 64.0% did so outside of a clinical 
trial.  

Among these 71 physicians, the majority would consider 
TKI therapy discontinuation for medical reasons (62.0% 
adverse events, 60.6% pregnancy planning), with fewer for 
economic reasons (31.0% high deductible, 14.1% change 
in health plan coverage); 35.2% reported they would 
consider it for all of their patients who achieved an 
a d e q u at e re s p o n s e ; re a s o n s f o r T K I t h e ra p y 
discontinuation after achieving an adequate response 
were not mutually exclusive.  

Among these 71 physicians who have attempted TKI 
discontinuation outside of a clinical trial, only 43 (60.6%) 
were aware of the updated clinical practice guidelines for 
TKI therapy discontinuation. 

The authors conclude that    TKI discontinuation is 
becoming more common both in the community- and 
academic-based practices in the US, but unfortunately it 
appears to be attempted without the use of accurate and 

sensitive tools to assess the adequate response when 
determining pat ient el igibi l i ty for TKI therapy 
discontinuation.  

Half of the physicians surveyed did not have access to a 
reliable qPCR test with a sensitivity to detect at least 
MR4.5.  

As TKI discontinuation practice is likely to be increasingly 
adopted, guidel ines a lso need to be broadly 
communicated to physicians. 
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TKIs seem to allow most CML 
patients, including children, to live a 
normal lifespan under continued 
treatment. However, the medication’s 
long-term side effects such as growth 
impairment and the need to take the 
drug for the rest of life, are an issue 
of concern especially for children.  

Recent clinical trials in adults have 
suggested that some CML patients in 
deep molecular response on TKI 
therapy may have chance to 
discontinue TKI treatment. However, 
the biology of CML in children may 

d i f fer f rom adul ts wi th more 
aggressive presentation, and data of 
TKI discontinuation in CML children 
are limited.  

In 2015-2016, the Japan Pediatric 
Leukemia/Lymphoma Study Group 

(JPLSG) recruited 22 Japanese 
patients diagnosed with CML in 
chronic phase at less than 20 years of 
age, treated with TKI for at least 3 
years, and in sustained molecular 
response (MR4) for at least 2 
preceding years.  

JPLSG STKI-14 study

2. Results from ASH:  

Discontinuation of TKIs in children 
with CML (JPLSG STKI-14 study) 



Patients who relapsed after hematopoietic stem cell 
transplantation (HSCT) were included if total duration of 
TKI treatment was at least 3 years after rejection and 
relapse, and also met the criteria mentioned above.  

The study group prospectively analyzed treatment-free 
remission rate (TFR) at 12 months.  

Treatment was restarted in molecular relapse which was 
defined as at least one loss of major molecular response 
(MMR- PCR above  0.1 %). 

 

All patients were diagnosed with CML in chronic phase. 
Median age at diagnosis of CML was 9 years (range, 3-11 
years), and median age at discontinuation of TKI was 16 
years (range, 15-18 years).  

Initial TKI was imatinib in 21 patients, and imatinib was 
switched to second generation TKI in 2 patients because 
of intolerance or poor response.  

One patient was treated only with 2G-TKI. Median 
treatment duration of TKI before discontinuation was 102 
months (range, 63-136 months), and median duration of 
MR4.0 was 22 months (range, 15-36 months).  

Half of the patients remained in therapy-free remission at 
12 months and TFR rate  was 50.0%. The other patients 
experienced molecular relapse and restarted TKI at 
median of 102 days (range, 67 to166 days) after 
discontinuation of TKI.  

No progression was observed during study, and all 11 
patients who relapsed reachieved MR 4.0 at median of 64 
days (range, 25 to 196 days) after restart of TKI.  
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All the patients who lost MR 4.0 within 3 months after 
stopping TKI failed to maintain MMR thereafter and 
restarted TKI. On the other hand, a single patient who lost 
MR4.0 after 32 months of stopping TKI reachieved MR 4.0 
again without TKI.  

 

Plasma trough concentration level of imatinib was 
determined just before stopping imatinib in 18 patients. In 
univariate analysis, plasma concentration level of imatinib 
was associated with successful TFR after stopping TKI 
(p=0·005). Higher plasma concentration of imatinib was 
associated with higher risk of relapse.  

In contrast, treatment duration of TKI, duration of MR4.0, 
Sokal, Hasford, or EUTOS scores had no impact on TFR.  

Of 3 patients who underwent HSCT, 2 patients succeeded 
in maintenance of MR4.0 without TKI. In terms of adverse 
effects, grade 1 musculoskeletal or joint pain observed in 3 
patients, and grade 1 to 3 elevation of creatine 
phosphokinase observed in 6 patients regressed after 
discontinuation of TKI. No withdrawal symptoms as 
reported in adults was observed in this study.  

In 3 males who discontinued TKI before puberty (5, 9, and 
13 years of age with testicular size < 3mL), slight recovery 
in growth associated with increase in both serum bone 
type alkaline phosphatase and urine N-Telopeptides of 
Type I collagen was observed soon after discontinuation of 
TKI.  

However, these 3 patients relapsed and restarted TKI 
within 4 months after discontinuation of TKI. In general, 
timing of TKI discontinuation of these patients seemed to 
be too late to achieve standard adult height after 
discontinuation. 
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The rate of therapy-free remission rates in children was 
comparable to that observed in STOP studies with adults.  

The data indicates that TKI may be safely discontinued also 
in children younger than 15 years of age at diagnosis, 
treated with TKI for ≥ 3 years, and sustained MR4.0 for ≥ 2 
years, including patients who relapsed after HSCT.  

All patients who had to restart treatment re-achieved deep 
molecular response after restarting treatment.  

No withdrawal symptoms were observed in those children.  

However, the timing of TKI discontinuation was too late to 
achieve adult body height in this study.  

Further studies of TKI discontinuation in children with CML 
are expected. 
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Conclusion
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At ASH this year there was an update 
on 3 new drugs in trials that were 
presented also last year. 

HQP1351- presented at oral session 
by Dr Qian Jiang whom we know 
well from CML HZ- T 

This was an update on the safety and 
efficacy of phase 1 study of this new 
Chinese 3 ed generation BCR-ABL 
inhibitor.  

I t was designed to overcome 
res is tance to other TKIs and 
overcome mutations including the 
T315I.  

The study's end points included 
reaching maximum tolerated dose as 
well as safety and efficacy.  

101 patients participated out of 
which 87 were in chronic phase and 
14 in accelerated phase. 83 of them 
had at least 2 previous TKIs, and 63 
possessed the T315I mutation.  

At the cutoff date on 27.5.2019 43 
patients were on 30 mg, 30 on 40 
mg, 3 on 45 mg, 14 on 50 mg, and 9 
discontinued treatment out of which 
5 because of progression and 2 due 
to intolerance.  

The main hematologic adverse 
events included Thrombocytopenia 
in 76 patients out of which 50 were 
grade 3/4 and 6 were serious.  

Interestingly T315I mutation and CHR 
at baseline were found to be 
associated with decreased incidence 

of grade 3/4 hematologic adverse 
events.  

The response rates for CHR was 95%, 
CCyR 61% and MMR 37%. Patients 
with the T315I had better response: 
97%, 78% and 52 % respectfully. 
Pivotal phase 2 studies are now 
ongoing in China. 

K0706- presented as a poster by 
Cortes- K0706 is a selective oral TKI 
designed using structure-guided 
drug design to inhibit BCR-ABL 
activity.  

The data presented safety and 
efficacy from Phase 1 trial for CML 
patients who have failed at least 3 
previous TKIs. The endpoints were to 
determine the Maximum Tolerated 
Dose (MTD) and recommended 

3. New Drugs for CML in clinical 
trials an other topics 



Phase 2 dose (RP2D) as well to evaluate safety and 
therapeutic activity.  

40 patients participated and 14 patients withdrew due to 
disease progression.  

The hematological and nonhematological adverse events 
were similar to those observed with other TKIs and most of 
them grade 1\2. K0706 has shown promising efficacy and 
favorable safety profile in heavily pre-treated patients.  

The MTD was established at 204 mg a day and RP2D is 
174 mg\day. The recruitment to Phase 2 study has 
initiated. 

 

PF-114- A 4 th generation TKI from Russia.  

The data presented was also from Phase 1 study with 51 
CML patients in chronic phase who failed at least 2 TKIs or 
have the T315I mutation.  

The primary end points were to establish Dose Limiting 
Toxicities (TLTs) and the MTD as well as to evaluate safety 
and anti-tumor activity.  

The MTD was 600 mg and the main side effect was grade 
3 psoriasis like skin lesions.  

21 patients had grade 3\4 adverse events and 35 patients 
discontinued the treatment 18 of them due to disease 
progression.  

There were no vascular events observed. 5 out of 12 
patients with T315I mutation at enrolment responded with 
3 MCyR, 1 CCyR and 1 CHR.  

The dose of 300 mg was determined to the next study of 
Phase 3.  
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This oral presentation from the national French Phase 2 
study, showed somewhat higher cumulative incidence 
rates of MR4.5 at 36 months with the combination 
compared to Nilotinib alone.  

200 patients enrolled 99 in Nilotinib alone and 101 in the 
combination.  

At 12 months MR4.5 in the Nilotinib arm was 15.22 % 
compared to 24.21 % in the combo arm.  

7 patients mutated on Nilo arm compared to 2 on the 
combination arm.  

On the other hand 7 % had grade 3\4 hematological 
adverse events on Nilo arm compared to 15 % on the 
combination arm.  

22 patients discontinued the study on the Nilo arm 
compared to 19 on the combo.  

The addition of Peg-IFN did not lead to reduction of 
Nilotinib dose .  

So far the rate of sustained Deep Molecular response did 
not differ between the arms so it is too early to analyze the 
added advantage to allow TFR with the combination arm. 
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Update on the French and German Interferon 
combination trials- 
The French combination of Nilotinib+Pegaleted IFN-  



This oral presentation of the study by Andreas Hochhaus 
was based on the knowledge that there are increasing 
rates of adverse events with long term TKI therapy, as well 
as IFN may promote an Immunological response and also 
support TFR. 

717 patientsv recruited, 25 for the pilot phase and 692 for 
the 2 arms.231 (one third) of them discontinued the study, 
65 from the Nilotinib arm and 166 from the combination 
arm.  

MR4.5 at 18 months was 23.1% on the Nilotinb arm and 
32.6 on the combination arm. In conclusions better 
molecular response rates on the combination allows TFR in 
a significant proportion of patients.  

A DMR will be achieved faster with the combination and 
PEG IFN can be used as a maintenance therapy after TKI 
discontinuation. 
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The German TIGER Nilotinib +/- Peg IFN Induction and 
Nilotinib or Peg IFN maintenance therapy in Chronic phase 



This study was based on the fact that median age of 
resistant or intolerant CML patients is higher than 60 and in 
elderly patients Dasatinib and Nilotinib toxicity if more 
frequent and clinically relevant. Also the assumption was 
that Bosutinib 500 mg may be higher than necessary for 
this group.  

63 patients over 60 (median age 73), and with 1 previous 
TKI were recruited. From the dose escalation plan 4 were 
treated with 200 mg, 47 with 300 mg and 12 with 400 mg. 
65 % reached MMR, 40 % MR4 and 19 % MR4.5.  

Like expected patients who joined the study due to 
intolerance did much better than patients who joined due 
to resistance. Liver function, skin rash and diarrhea were 
the most common nonhematologic side effects, but none 
grade 4. 13 of the 63 patients went off the study due to 
adverse events, treatment failure or death.  

The author concludes that in elderly patients who need to 
switch treatment after 1 st line Bosutinib is a good option 

inducing MMR in 65 % of patients. Dose adaptation 
according to molecular response is feasible with only few 
patients increasing to 400 mg. with median observation of 
12 months 79 % are still on Bosutinib and 88 % of them on 
300 mg.  

In a similar topic poster by Italian group of data from real 
life with 91 patients over 65 years,  it was shown that 
Bosutinib is effective with a favorable safety profile in 
elderly patients with important comorbidities after 
resistance or intolerance to previous TKI.  
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Age adjusted treatment in CML 

Bosutinib Dose Optimization in Elderly CML patients in 2 ed 
line of TKI- 



This oral presentation by the Italian and Russian groups 
reported on 224 outcomes of the ELN database. The 
background is that pregnancy in CML is no longer 
precluded and TKI discontinuation and IFN can be used to 
plan and carry a pregnancy in a female CML patient.  

The fact that CML age at diagnosis is much younger in 
developing countries makes it increasingly important to be 
able to manage a pregnancy.  

It is known that TKis hould be stopped early when 
becoming pregnant due to their teratogenic effects. 
Currently there are no official guidelines to assist patients 
and clinicians in decisions making.  

The report was a multicenter observational study. The trial 
started in 2014 with data collected back to 2000 and it is 
updated to December 2019.  

The data was collected from 17 countries and 19 sites. It 
shows that Fertility, conception and delivery for female 
partner of a CML male patient poses limited concern.  

Female patients should stop any TKI at first positive 
pregnancy test and no treatment should be given at least 
until organogenesis is complete- 13-15 weeks.  

After this oeriod and after placenta is formed, TKis with low 
placental penetration (Imatinib or Nilotinib) can be 
considered along IFN.  

The babies born from a CML patient are not different to 
those born from the general population and they do not 
exhibit an increased rate of abnormalities.  

From 47 patients diagnosed with CML while oregnant, 16 
were not treated until delivery. 48 children were born (1 
twin) and no congenital abnormalities observed.  

There were 75 patients with DMR at pregnancy onset. They 
had 81 pregnacies and 81 children born (1 twin). 66 of the 
patients conceived while on TKI.  

59 out of the 80 pregnancies did not receive any treatment 
during the pregnancy.  
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Pregnancy management in CML patients-    



There were also 90 patients who conceived while being 
less than MMR so not eligible for TFR. 95 children were 
born.  

Mild problems reported in 4 children and 4 patients 
progressed to blast crisis after pregnancy and were all 
found to be noncomoliant. 

There was 1 patient who refused to stop Dasatinib and the 
baby dies in week 27 with multiple malformations related 
to the drug, confirming the need to avoid Dasatinib at any 
time during pregnancy.  

The study confirms that CML patients can pursue a normal 
life including planning a family.  

An early TKI interruption at the first positive pregnancy test 
(4-5 weeks) does not seem to be associated with 
congenital abnormalities. Patients at pregnancy onset can 
delay therapy without risking future CML outcomes.  
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Pregnancy management in CML patients-    



There were 2 posters which compared original Glivec with 
generic Imatinib.  

The first one by a group from Turkey analyzed the efficacy 
and safety of their 192 patients from 2000 to 2018. 102 
patients on Glivec were compared to 90 patients on 
generics from 5 companies.  

They found that the rates of treatment failure at 3 months, 
according to the ELN guidelines, were significantly higher 
in the generic group than the Glivec group.  

The same was true for treatment failure at 6 months.  

The CHR at 3 and 6 months, was similar in both groups , 
and overall survival was similar at both groups. 

The second poster by an Indian group analyzed the safety 
and overall survival of patients on Glivec and Generic.  

It was like the Turkish study, a single center retrospective 
study.  

The response was assessed according to the NCCN 2019 
guidelines.  

109 patients were included out of which 47 patients on 
Glivec and 62 on Generic. OS and PFS were similar in both 
groups at 36 months of median follow up, but higher MMR 
and DMR were observed in the Glivec group.   

There was no difference in the safety profile of the 2 
groups.  

The group concludes that generic IM has good efficacy 
and safety profile and its affordable cost makes it 
reachable to majority of CML patients in low and middle-
income countries.   
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Generic Imatinib 
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CML is truly one of our cancer 
success stories. The identification of 
a single genetic swap — BCR-ABL — 
and the development of tyrosine 
kinase inhibitors (TKIs) targeting this 
mutation have revolutionized care for 
patients with the disease.   

Pat ients take a p i l l once (or 
sometimes twice) per day, without 
t h e n e e d f o r I V s o r t o x i c 
chemotherapy.  The medications are 
generally well-tolerated, and most 
patients achieve remission. 

Now, there are second-generation 
and even third-generation TKIs on 

the market, helping to personalize 
patient care further and giving 
clinicians choices when catering to 
comorbidities.   

Globally, however, deep challenges 
remain.   

“Most of the Western world feels that 
CML is cut and dried”, said Hemant 
Malhotra, MD, FRCP, of Mahatma 
Gandhi Medical College Hospital 
in Jaipur, Rajasthan, India. “But the 
s i t u at i o n i s n o t t h e s a m e i n 
developing countries.”   

Dr. Malhotra chaired the Education 
Program session titled Patients, 
Borders, Money, and Mission: A 
Global Perspective of Chronic 
Myeloid Leukemia, which ran twice 
on Saturday.  Treatment challenges 

for CML in resource-poor countries, 
along with unique interventions that 
may help, were at the center of this 
enlightening session. 

 

 

4. Summary of the CML educational 
session from ASH 2019 

Patients, borders, money, and mission: 
A global perspective of chronic 
myeloid leukemia 
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“All of the issues stem from the fact 
that the patient has very little money,” 
Dr. Malhotra explained.  The lack of 
funds affects multiple aspects of the 
treatment pipeline.   

Not only do patients have difficulty 
paying for TKIs, doctors have trouble 
monitoring the disease because 
doing so requires costly BCR-ABL 
genetic testing that must be done on 
a regular basis.   

Then there’s the shortage of 
specialists. “There are too few 
h e m a t o l o g i s t s a n d m e d i c a l 
oncologists  trained in treating CML,” 
Dr. Malhotra stated.   

This  means a patient has to travel 
long distances to find a specialist, 
leading to delays during what should 
be a tight treatment and monitoring 
schedule.   

“We say, ‘Come this day after six 
w e e k s o r e i g h t w e e k s ,’ a n d 
sometimes they’re a week late.  
Sometimes they’re a month late,” 
said Dr. Malhotra.   

The session opened with Gary 
L y m a n , M D , M P H , o f F r e d 
Hutchinson Cancer Research 
Center. His talk focused on the 
financial aftermath following the 
introduction of the generic version of 
the first-generation TKI, imatinib, in 
February 2016, including prescribing 
patterns, patient outcomes, and total 
cost. 

While even costs of the generic drug 
remain high, he showed that a 
majority of prescriptions now filled 
are generic and patient compliance 
has improved. 

Next, Dr. Malhotra led us through a 
patient case that highlighted unique 
disease characteristics in resource-
poor settings beyond low income 
such as younger age and more 
advanced disease at t ime of 
presentation.   

He a lso touched on creat ive 
indigenous  alternatives to TKIs such 
as herbs and plants that are showing 
effectiveness in small studies. 

What are the biggest problems? 
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Third, Jerald Radich, MD, of Fred 
Hutchinson Cancer Research 
Center, discussed the inability to 
measure BCR-ABL when there are 
minimal laboratory facilities available.  

To mit igate th is problem, he 
reviewed innovative strategies for 
developing lower cost testing, 
including the home-grown Spot On 
CML cartridge and ongoing work in 
point-of-care testing. 

Finally, Pat Garcia-Gonzalez of The 
Max Foundation, a not-for-profit 
dedicated to widening the scope of 
cancer treatment regardless of zip 
code, offered a unique philanthropic 
perspective.  

Illuminating the slew of bureaucratic 
and personal challenges faced by 

patients in low-income countries, she 
discussed the herculean efforts made 
by the Max Foundation to address 
these issues.  

Through the foundation, millions of 
daily drugs and routine testing have 
been made available to dozens of 
developing countries. 

There’s an old adage in medicine: 
“The best medication is the one the 
patient takes every day.”  With access 
and monitoring issues, this couldn’t 
hold more true for CML globally.   

Before his session, Dr. Malhotra was 
asked what he hoped the audience 
would take away.  “The developed 
world needs to join hands with us,” 
he said. 
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