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Background: In clinical studies, some patients who achieve deep molecular
response (DMR) can successfully discontinue tyrosine kinase inhibitor (TKI). TKI
dose reduction is also an important aspect of alleviating adverse effects and
improving quality of life. This study aimed to explore the outcome after drug
withdrawal in Chinese CML patients.

Methods: We conducted a retrospective analysis of the outcome of 190 patients who
stopped TKI. 27 patients experienced dose reduction before TKI discontinuation. The
median duration of TKI treatment and MR4 before discontinuation was 82 months
and 61 months.

Results: With median follow-up after stopping TKI treatment of 17 months, the
estimated TFR (Treatment Free Remission) were 76.9% (95%Cl, 70.2%-82.4%), 68.8%
(95%Cl, 61.3%—75.2%), and 65.5% (95%Cl, 57.4%—-72.5%) at 6, 12 and 24 months. For
full-dose and low-dose TKI groups, the TFR at 24 months was 66.7% and 55.8% (p =
0.320, log-rank). Most patients (56/57) quickly achieved MMR after restarting TKI
treatment. Multivariable analysis showed that patients with TKI resistance had a
higher risk of molecular relapse than patients without TKI resistance (p < 0.001).

Conclusion: TFR rates were not impaired in patients experiencing dose reduction
before TKI discontinuation compared to patients with full-dose TKI. Our data on
Chinese population may provide a basis for the safety and feasibility of TKI
discontinuation, including discontinuation after dose reduction, in clinical practice.

KEYWORDS

chronic myeloid leukemia, tyrosine kinase inhibitor, dose reduction, treatment free
remission, real-world practice

1 Introduction

The advent of tyrosine kinase inhibitor (TKI) has revolutionized the treatment of chronic
myeloid leukemia (CML) and improved the prognosis of patients to near-normal levels (Sasaki
et al, 2015). However, the adverse effects associated with long-term TKI therapy are an
overwhelming factor affecting the quality of life (Steegmann et al., 2016). Besides, the high cost
of persistent TKI treatment is increasingly becoming an important issue (Phuar et al., 2019).
Over recent years, numerous clinical studies have proved that about 40%-60% of patients with
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deep molecular response (DMR) could achieve TFR (Rea et al., 2017b;
Etienne et al., 2017; Mahon et al., 2018; Saussele et al., 2018; Nagafuji
et al., 2019; Kimura et al., 2020; Shah et al., 2020). In this context,
treatment-free remission (TFR) is a major goal for all CML patients
according to the current guidelines (Hochhaus et al., 2020). Recently,
The Gruppo Italiano Malattie EMatologiche dell’Adulto (GIMEMA;
Italian Group for Hematologic Diseases of the Adult) CML Working
Party developed a project designed to select treatment policies that
might increase the likelihood of achieving TFR. A consensus was
reached on disease risk assessment, first-line treatment, and the
responses that require a change of the TKI, contributing to
optimizing the treatment strategy for TFR (Baccarani et al., 2019).
However, data on the impact and outcomes of TKI discontinuation
outside of clinical studies remain sparse. In clinical practice, TKI dose
reduction is also an important aspect of alleviating adverse effects and
improving quality of life (Russo et al., 2015; Turlo et al., 2020). In
addition, several studies have shown that low-dose TKI treatment is
effective in maintaining major molecular response (MMR) (Rea et al.,
2017a; Clark et al., 2017; Claudiani et al., 2021). Moreover, dose-
halving therapy yields higher molecular recurrence-free survival rate
compared to direct TKI discontinuation (Luo et al., 2022). Our recent
study also confirmed the feasibility of TKI dose reduction therapy for
Chinese CML patients (Chen et al., 2022). The concern of whether
dose reduction before TKI discontinuation affects patient’s access to
TFR is also of interest to investigators. The DESTINY study has
investigated the effects of low-dose TKI treatment withdrawal before
stopping TKI, of which patients with MMR at dose reduction
experienced a TFR rate of 36% at 36 months and patients with
DMR reported a TFR rate of 72% (Clark et al., 2019), indicating
TKI de-escalation is safe for most patients with DMR. TKI de-
escalation - to discontinue TKI may be an alternative way to
achieve TFR (Kunbaz and Eskazan, 2019). Still, more studies are
needed to investigate the possibility of TKI discontinuation in patients
with dose reduction, prior treatment failure, or other problems in the
real world. In this study, we retrospectively analyzed a real-world
series of patients with CML who discontinued TKI, including patients
who received low-dose TKI therapy prior to discontinuation.

2 Materials and methods

2.1 Patients

We collected data from CML-CP patients who discontinued TKI
between June 2013 and July 2022 from the three hospitals in China
(Union Hospital, Tongji Medical College, Huazhong University of
Science and Technology; The Affiliated Cancer Hospital of Zhengzhou
University; Yichang Central People’s Hospital & First Clinical Medical
College of China Three Gorges University). All patients were
diagnosed with CML-CP by bone marrow cell morphology,
cytogenetics, and molecular biology examination. All patients who
discontinued TKI were treated with TKI for at least 3 years, and
MR4 lasted at least 2 years.

2.2 Molecular response definitions

Molecular monitoring was assessed by quantitative polymerase
chain reaction (QPCR). The BCR-ABL I level was expressed on the
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international scale (IS). The Molecular response was assessed
according to ELN criteria (Hochhaus et al., 2020). In detail, MMR
was defined as a BCR-ABL/ABL ratio <0.1%, and MR4 was defined as a
BCR-ABL/ABL ratio <0.01%. Molecular relapse was defined as loss of
MMR. TFR was calculated from TKI discontinuation to the loss
of MMR.

2.3 Statistical analysis

Comparison of continuous variables was tested by Student t-test
or Mann-Whitney U test, and comparison of categorical variables
was tested by x> or Fisher exact test. TFR was estimated using the
Kaplan-Meier method, and comparison between groups was used
log-rank tests. Univariate analysis of potential clinical factors
associated with molecular relapse was performed using the
Kaplan-Meier method. Multivariate analysis was performed using
the Cox regression analysis. Proportionality hazards assumptions
were checked for factors included in Cox regression analysis. All
analyses were carried out using SPSS, version 22 statistical software,
and GraphPad Prism 7.

3 Result
3.1 Patient characteristics

Among 1476 CML patients, 190 patients who discontinued TKI
were included in this study, 97 of whom were female and 93 were
male, the median age was 43 years (range, 3-74 years) (Figure 1,
Table 1). 182 patients were on imatinib at diagnosis, of which
81 patients switched to second-generation TKI for resistant or
non-resistant reasons. Eight patients were on a second-generation
TKI (2G-TKI) at diagnosis. 101 patients took imatinib, 15 patients
took dasatinib, 73 patients took nilotinib and 1 patient took
Flumatinib at discontinuation, respectively. The median duration
of TKI treatment before discontinuation was 82 months (range,
36-222), the duration of MR4 before TKI discontinuation was
61 months (range, 24-162), and the time to MR4 was 12 months
(range, 3-112). Twenty seven patients underwent dose reductions
before TKI discontinuation. Forty eight patients experienced TKI
resistance (imatinib, n = 48) before TKI discontinuation according to
ELN criteria (Hochhaus et al., 2020).

3.2 Low-dose TKI treatment

In clinical practice, TKI dose reduction is also an important aspect
of alleviating adverse effects and improving quality of life. Twenty
seven patients underwent dose reductions before TKI discontinuation
for adverse events (n = 17), desire to stop TKI (n = 8), and finical
burden (n = 2) (Table 2). The median duration of low-dose TKI
treatment was 18 months (range, 3-72). Overall, 22 patients
experienced half of the standard-dose treatment. All 27 patients
were MR4 or deeper at the time of TKI discontinuation. The
median duration of TKI treatment before discontinuation was
83 months 43-162), duration of MR4 before TKI
discontinuation was 58 months (range, 24-159), and the time to
MR4 was 17 months (range, 3-90) (Table 2).

(range,
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Niletinib (n=71)
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n=9 n=18

FIGURE 1
Study population flowchart. TKI, tyrosine kinase inhibitor

3.3 Discontinuation in patients with full-dose
and low-dose TKI

With median follow-up after stopping TKI treatment of
17 months (range, 2-96 months), 58 patients lost MMR, nine
patients lost MR4, and 123 patients remained MR4 or deeper. The
estimated overall TFR were 76.9% (95%CI, 70.2%-82.4%), 68.8% (95%
CI, 61.3%-75.2%), and 65.5% (95%CI, 57.4%-72.5%) at 6, 12 and
24 months (Figure 2A). For full-dose and low-dose TKI groups, the
TFR at 6 months were 78.4% (95%CI, 71.3%-84.0%) and 63.8% (95%
CI, 39.6%-80.4%), the TFR at 12 months were 70.3% (95%CI, 62.3%-
76.9%) and 55.8% (95% CI, 30.3%-75.2%), the TFR at 24 months were
66.7% (95%CI, 58.0%- 74.0%) and 55.8% (95% CI, 30.3%-75.2%)
(Figure 2B). Hence, patients with low-dose TKI before TKI
discontinuation achieved TFR rates similar to those of patients
treated with maintenance full-dose TKI. Moreover, 81.5% (22/27)
of low-dose patients experienced half of the standard-dose treatment.
Those patients experienced a similar TFR rate compared to patients
with less than 50% reduction in TKI (p = 0.242, log-rank) (Figure 2C).
Moreover, we found that patients with at least 18 months of dose
reduction achieved a similar TFR rate to those with less than
18 months of dose reduction (p = 0.172, log-rank) (Figure 2D).
Our data showed that TKI de-escalation did not impact TFR.

3.4 Predictive factors for molecular relapse

Univariate analysis showed that the type of TKI at discontinuation,
TKI resistance, line of therapy, and time to MR4 was the clinical variable
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significantly associated with molecular recurrence (Table 3; Figure 3).
Multivariate analysis showed that only a history of TKI resistance was
significantly associated with molecular recurrence. We performed a
subgroup analysis to compare the differences in TFR among patients
with different TKI treatments. We divided the patients into five groups:
patients with imatinib-resistant who switched to 2G-TKI therapy (n =
39) or not (n = 9), patients without imatinib-resistant who switched to
2G-TKI therapy (n = 42) or not (n = 92) and patients treated with 2G-
TKI in the first line (n = 8). For patients with imatinib resistance, those
who switched to 2G-TKI therapy had remarkably higher TER rates than
those who did not (p < 0.001, log-rank) (Figure 4A). Similarly, patients
without resistant who switched to 2G-TKI experienced higher TFR rates
than those on imatinib treatment (p < 0.001, log-rank) (Figure 4B). We
also found patients who switched to 2G-TKI therapy for imatinib
resistance or non-resistance reasons achieved similar TFR rates
compared to patients treated with 2G-TKI in the first line (Figures
4C, D). These results indicated that 2G-TKI therapy may yield higher
TFR rates than imatinib in both imatinib-resistant and non-imatinib-
resistant patients. In addition, TKI discontinuation should be attempted
with great prudence in imatinib-resistant patients who maintaining
imatinib therapy.

3.4.1 Outcomes after molecular relapse

In the present study, 58 patients lost MMR at a median time of
4 months (range, 1-23 months), with 42 (72.4%) patients losing MMR
within 6 months, 54 (93.1%) patients lost MMR within 12 months. At
the last follow-up, 56/57 patients who were restarted TKI regained
MMR with a median time of 3 months (range, 1-29), and 47 patients
regained MR4 with a median time of 4 months (range, 1-11). For the
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TABLE 1 Patient characteristics.

Full-dose (n = 163)

10.3389/fphar.2023.1101743

Low-dose (n = 27) Overall (N = 190)

Median age (range), years 43 (3-74) 49 (5-65) 43 (3-74) 0.387
Male, n (%) 83 (50.9) 14 (51.9) 97 (51.1) 0.929
TKI at TKI discontinuation (n%)
imatinib 83 (50.9) 18 (66.7) 101 (53.2) <0.001
dasatinib 8 (4.9) 7 (25.9) 15 (7.9)
nilotinib 71 (43.6) 2 (7.4) 73 (38.4)
flumatinib 1(0.6) 1(0.5)
Current TKI therapy line, n (%)
Ist 90 (55.2) 18 (66.7) 109 (57.4) 0.437
2nd 69 (42.3) 9 (33.3) 77 (40.5)
3rd 4 (2.5) x 4(2.1)
Sokal score, n (%) 0.053
Low 47 (28.8) 5 (18.5) 52 (27.4)
Intermediate 24 (14.7) 5 (18.5) 29 (15.3)
High 11 (6.7) 6 (222) 17 (8.9)
NA 81 (49.7) 11 (40.7) 92 (48.4)
ELTS score, n (%) 0.484
Low 52 (31.9) 9 (33.3) 61 (32.1)
Intermediate 23 (14.1) 4 (14.8) 27 (14.2)
High 7 (4.3) 3 (11.1) 10 (5.3)
NA 81 (49.7) 11 (40.7) 92 (48.4)
History of TKI resistance, n (%) 40 (24.5) 8 (29.6) 48 (25.3) 0.573
IFN-a before TKI, n (%) 11 (6.7) 3 (11.1) 14 (7.4) 0.422
TKI duration before discontinuation: (range), months 82 (36-222) 83 (43-162) 82 (36-222) 0.887
Time to MR4 (range), months 12 (3-112) 17 (3-90) 12 (3-112) 0.606
MR4 duration before TKI discontinuation (range), months 62 (24-162) 58 (24-159) 61 (24-162) 0.427
Dose reduction n, % 27 (14.2)

TKI, tyrosine kinase inhibitor.

full-dose group, 49 patients were retreated with TKI (imatinib 400 mg/
d, n =27; imatinib 600 mg/d, n = 2; imatinib 200 mg/d, n = 4; dasatinib
100 mg, n = 2; nilotinib 300 mg/d, n = 2; nilotinib 600 mg/d, n = 9;
Flumatinib 600 mg/d, n = 3), of which 49 patients achieved MMR and
41 patients achieved MR4. For the low-dose group, eight patients were
restarted on imatinib treatment (200 mg/d, n = 4; 300 mg/d, n = 2,
400 mg/d, n = 2) and six of them obtained MR4. At last follow-up, one
patient died of non-CML-related disease, one patient was not in MMR,
18 patients were in MMR, and 170 patients were in MR4 or deeper
response.

3.4.2 TKI withdrawal syndrome

In this study, 14 patients (7.4%) developed transient musculoskeletal
pain within 12 months after TKI discontinuation, of which 10 patients
were on imatinib and 4 patients were on nilotinib. 13 patients were in
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standard-dose group, only one patient was in the de-escalation group.
Thirteen patients reported a grade 1-2 TKI withdrawal syndrome and
one patient reported a grade 3 TKI withdrawal syndrome. Three
patients lost MMR after the occurrence of musculoskeletal pain.

4 Discussion

Currently, long-term TKI treatment is no longer indicated for all
patients with CML, as some patients who obtain DMR can safely
discontinue TKI. For example, the DASFREE study showed the 1-year
TFR rate was 48%, which was 58% in the ENESTop study (Mahon
et al., 2018; Shah et al., 2020). The EURO-SKI study with the largest
number of patients reported a TFR rate of 61% at 6 months, 50% at
2 years, and 49% at 3 years (Saussele et al,, 2018). In addition, several
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TABLE 2 Reasons and dose for patients with dose reduction.

10.3389/fphar.2023.1101743

Patients no. MR at time of dose reduction = Reason for dose reduction Low-dose TKI  Duration of low-dose TKI (month)
1 MR4 leukopenia Imatinib,300 mg/d 55
2 Not in MMR leukopenia Imatinib,300 mg/d 66
3 MR4 edema Imatinib,200 mg/d 15
4 MR4 edema Imatinib,200 mg/d 12
5 MR4 finical burden Imatinib,200 mg/d 33
6 MR4 anorexia Imatinib,200 mg/d 11
7 MR4 anemia Imatinib,200 mg/d 12
8 MR4 anemia, fatigue Imatinib,300 mg/d 39
9 MR4 desire to stop TKI Imatinib,200 mg/d 23
10 MR4 desire to stop TKI Imatinib,200 mg/d 3
11 MR4 anemia Imatinib,200 mg/d 23
12 MR4 edema Imatinib,200 mg/d 7
13 MR4 elevated bilirubin Nilotinib, 400 mg/d 24
14 MR4 desire to stop TKI Dasatinib, 50 mg/d 19
15 MR4 pleural effusion Dasatinib, 50 mg/d 20
16 MR4 desire to stop TKI Dasatinib, 50 mg/d 4
17 MR4 desire to stop TKI Imatinib,200 mg/d 38
18 MR4 pericardial effusion Nilotinib, 400 mg/d 3
19 MR4 fatigue Imatinib,200 mg/d 18
20 MR4 desire to stop TKI Imatinib,200 mg/d 24
21 MR4 pleural effusion Dasatinib, 50 mg/d 14
22 MR4 pleural effusion Dasatinib, 50 mg/d 21
23 MR4 finical burden Dasatinib, 50 mg/d 20
24 MR4 desire to stop TKI Dasatinib, 50 mg/d 12
25 MR4 desire to stop TKI Imatinib, 300 mg/d 72
26 MR4 edema Imatinib, 300 mg/d 3
27 MR4 fatigue Imatinib, 200 mg/d 17

MR, Molecular response.

results from real-world studies demonstrated the feasibility of TKI
discontinuation. An observational study reported an estimated TFR at
12 months of 69% for Italian patients (Fava et al,, 2019). A study from
a Spanish research group described a TFR rate at 4 years of 64%
(Hernandez-Boluda et al., 2018). Recently, a Swedish discontinuation
study showed that 62.2% of patients maintained TFR at the last follow-
up (Flygt et al., 2021). However, limited data are available on TKI
discontinuation for Chinese CML patients. In the present study, a total
of 190 patients who discontinued TKI medication were included in
this study. The estimated TFR was 68.8%, and 65.5% at 12 and
24 months, comparing favorably to the TFR rate of approximately
50% in most clinical studies (Saussele et al., 2018). The rate is also
similar to the TFR rate reported in Italian, Spanish, and Swedish
patients (Hernandez-Boluda et al., 2018; Fava et al., 2019; Flygt et al.,
2021). After discontinuation, most relapse occurred within the first
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6 months. In this study, 72.4% of patients lost MMR within 6 months,
and 93.1% of patients lost MMR within 12 months. One patient lost
MMR at 23 months after TKI discontinuation. A recent study showed
an estimated rate of molecular recurrence after 2years of
discontinuing imatinib of 18% (Rousselot et al., 2020). Hence,
prolonged molecular monitoring is still necessary for patients who
have not relapsed in the early phase of drug discontinuation. Most
patients (56/57) who were restarted TKI regained MMR, and
47 patients regained MR4 with a median time of 4 months (range,
1-11). The results within the Chinese population showed that TKI
discontinuation is safe and feasible also outside controlled clinical
trials.

At present, dose optimization is increasingly emphasized as an
important part of individualized treatment for CML patients with
different demands. In the present study, 27 patients experienced
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dose reduction before stopping TKI for adverse events (n = 17),
desire to stop TKI (n = 8), and finical burden (n = 2). Patients with
low-dose TKI treatment had a TFR of 63.8% at 6 months and 55.8%
at 12 months. Similarly, patients with full-dose displayed a TFR of
78.4% and 70.3% at 6 months and 12 months, respectively. In the
study of Cayssials et al. (2020), the TFR rate at 12 months was
56.8% for full-dose and 80.8% for the low-dose group. However, the
DESTINY study reported patients experiencing dose reduction had
a TFR rate of 72% after 24 months off TKI (Clark et al., 2019),
which appeared to be preferable to the TFR rate of 50% in the
EURO-SKI study (Saussele et al., 2018). Claudiani et al. (2021)
reported a TFR of 74.1% among patients who have experienced
dose reduction. In Claudiani et al. (2021) study, the median
duration of MR4 before stopping TKI was 6.1 years, significantly
longer than that in the EURO-SKI of 3.1 years. Thus, they suggested
that the increased TFR in the low-dose group might be related to the
prolonged duration of MR4 to stopping TKI. Recently, Iurlo et al.
(2022) investigated the effect of TKI reduction on TFR in a large
multicenter cohort of 194 patients with low-dose TKI. Iurlo et al.
(2022) study, 71.1% patients were still in TFR after a median follow-
up of 29.2 months, which is better than the 62% reported in a recent
Italian study with 293 patients who discontinued TKI after a
median follow-up of 34 months (Fava et al., 2019; ITurlo et al,
2022). Still, it remains controversial whether the dose reduction
before TKI withdrawal can lead to an improvement in TFR. 81.5%
(22/27) low-dose patients experienced half of the standard-dose
treatment. Moreover, we found the degree of TKI dose reduction
was not related to the successful discontinuation, in agreement with
the study of Cayssials et al. (2020). Fassoni et al. (2018) developed a
mathematical model based on selected patients in the IRIS and the
CML-1IV study, suggesting that a TKI dose reduction of at least 50%
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does not affect long-term treatment. In addition, we found that the
duration of dose reduction also did not affect the acquisition of
TFR. Interestingly, Turlo et al. (2022) found TFR was significantly
better after dose reduction due to adverse events than those with
dose de-escalation after DMR achievement. Consistent with the
literature, our data showed that dose reductions do not hinder the
achievement of TFR, and TFR might be independent of the degree
of reduction of TKL

In the univariate analysis, the type of TKI, TKI resistance, line
of therapy, and time to MR4, was the clinical variable significantly
associated with molecular recurrence. Multivariate analysis showed
patients with TKI resistance presented with significantly lower TFR
rates than those without resistance. Similarly, imatinib resistance is
an important risk factor for molecular relapse in the DADI trial
(Okada et al., 2018). In ENESTnd 10-year analysis, patients treated
with first-line nilotinib achieved a higher rate of TFR eligibility
compared to first-line imatinib (Kantarjian et al., 2021). A previous
study also showed that first-line 2-3G TKIs compared to imatinib
were significantly associated with a better TFR (Etienne et al,
2020). In the present study, we compared the TFR of patients
treated with imatinib continuously and patients transferred to 2G-
TKI from imatinib. We found patients transferred to 2G-TKI
treatment for imatinib resistance or non-resistance reasons had
remarkably higher TFR rates than those who did not. In addition,
patients who switched to 2G-TKI therapy for imatinib resistance or
non-resistance reasons achieved similar TFR rates compared to
patients treated with 2G-TKI in the first line. Likewise, patients
treated with nilotinib as first-line and second-line experienced a
similar TFR rate (58% vs. 51.6%) at 48 weeks in the ENESTfreedom
study and the ENESTop study (Mahon et al., 2018; Radich et al.,
2021). A recent study showed that patients treated with 2G-TKI as
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TABLE 3 Univariate and multivariable analysis of various parameters’ associations with molecular relapse.

Characteristic Probability of remaining MMR at 2 years  p (Log-rank) Multivariate analysis HR (95% ClI)

Age, years 0.442

<43 68.1 (55.7-77.7)

>43 62.9 (51.2-72.5)

Sex ( 0.056

Male 58.5 (46.4-68.7)

female 73.0 (61.9-81.3)

Previous IFN-a treatment 0.578

Yes 52.4 (16.2-79.5)

No 66.8 (58.6-73.7)

TKI at discontinuation 0.001

Imatinib (ref.) 54.3 (43.0-64.3) 0.585 (0.140-2.436) 0.461
2-G TKI 79.3 (68.1-86.9)

TKI resistance 0.015

Yes 50.0 (31.8-65.7)

No (ref.) 70.2 (61.0-77.6) 3.892 (1.811-8.365) <0.001
Line of therapy 0.003

Ist (ref) 56.5 (45.7-66.0) 0.298 (0.062-1.443) 0.133
>2nd 78.8 (66.8-86.8)

Sokal 0.791

Low 72.5 (58.0-82.8)

Intermediate 60.8 (33.8-79.6)

High 56.0 (24.9-78.5)

ELTS 0.672

Low 73.3 (60.1-82.7)

Intermediate 54.6 (30.0-73.7)

High 67.5 (29.1-88.2)

Duration of TKI, mo 0.736

<82 61.8 (49.8-71.7)

>82 70.7 (59.8-79.2)

Time to MR4, mo <0.001

<12 (ref.) 78.6 (69.0-85.5) 1.611 (0.856-3.032) 0.140
>12 46.4 (32.0-59.6)

Duration of MR4, mo 0.081

<61 57.0 (44.8-67.4)

>61 75.3 (64.9-83.1)

Low-dose of TKI 0.320

Yes 55.8 (30.3-75.2)

No 66.7 (58.0-74.0)

2-G TKI, second-generation tyrosine kinase inhibitor.
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first-line treatment and at discontinuation had a lower net
probability of TKI re-initiation (p = 0-017) compared with
patients treated with imatinib (Flygt et al, 2021). In general,
our results combined with data from other studies suggested
that for patients with a need for discontinuation, second-
generation TKI therapy may vyield higher TFR rates than
imatinib, especially for imatinib-resistant patients.

Several studies reported some patients developed or worsened
musculoskeletal pain after discontinuing TKI, suggesting the
presence of withdrawal syndrome. For example, the KID study
reported that 30% of patients underwent withdrawal syndrome
after TKI withdrawal (Lee et al., 2016). Berger et al. (2019) analyzed
the withdrawal syndrome after stopping TKIs by combining the
patients included in the STIM2 and EURO-SKI trials and showed
that 23.2% of patients developed withdrawal syndrome. In
addition, 21% of patients in the DESTINY study reported new
musculoskeletal symptoms during the dose-reduction phase (Clark
et al., 2017). In the present study, 14 patients (7.4%) developed
transient musculoskeletal pain within 12 months after TKI
discontinuation. Thirteen patients reported a grade 1-2 TKI
withdrawal syndrome and one patient reported a grade 3 TKI
withdrawal syndrome. Three patients lost MMR after the
occurrence of musculoskeletal pain.

5 Conclusion

In conclusion, this retrospective study showed TKI
discontinuation in the real-world is as feasible and safe as in
clinical studies. Indeed, dose optimization is an important
consideration in individualized treatment for patients with
different demands. Moreover, we found TFR rates were not
impaired in patients experiencing dose reduction before TKI
discontinuation compared to patients with full-dose TKI. Our
data may provide a basis for the safety and feasibility of dose
optimization before drug withdrawal. For patients with a need for
discontinuation, second-generation TKI therapy may yield higher
TER rates than imatinib, especially for imatinib-resistant patients.
However, our study still has limitations as a retrospective study. In
addition, only 27 patients discontinued low-dose TKI in this study,
and the data on discontinuation after dose reduction may be biased.
Some patients with a long history of disease did not have BCR-
ABLI mutations test, so we did not analyze the effect of BCR-ABL1
mutations on TFR. As real-world data are still increasing, more
studies are needed to accumulate data in daily practice to confirm
the feasibility of dose reduction.

References

Baccarani, M., Abruzzese, E., Accurso, V., Albano, F., Annunziata, M., Barulli, S., et al.
(2019). Managing chronic myeloid leukemia for treatment-free remission: A proposal from
the GIMEMA CML WP. Blood Adv. 3 (24), 4280-4290. doi:10.1182/bloodadvances.
2019000865

Berger, M. G,, Pereira, B., Rousselot, P., Cony-Makhoul, P., Gardembas, M., Legros, L.,
et al. (2019). Longer treatment duration and history of osteoarticular symptoms
predispose to tyrosine kinase inhibitor withdrawal syndrome. Br. J. Haematol. 187 (3),
337-346. doi:10.1111/bjh.16083

Cayssials, E., Torregrosa-Diaz, J., Gallego-Hernanz, P., Tartarin, F., Systchenko, T.,
Maillard, N, et al. (2020). Low-dose tyrosine kinase inhibitors before treatment
discontinuation do not impair treatment-free remission in chronic myeloid leukemia
patients: Results of a retrospective study. Cancer 126 (15), 3438-3447. doi:10.1002/cncr.32940

Frontiers in Pharmacology

10.3389/fphar.2023.1101743

Data availability statement

The original contributions presented in the study are included in
the article/Supplementary Material, further inquiries can be directed
to the corresponding authors.

Ethics statement

The studies involving human participants were reviewed and
approved by The Institutional Review Board of Union Hospital, Tongji
Medical College, Huazhong University of Science and Technology.
Written informed consent from the participants’ legal guardian/next of
kin was not required to participate in this study in accordance with the
national legislation and the institutional requirements.

Author contributions

YC, HZ, WL, and YZ designed research, collected data, and
wrote the manuscript. YC, HZ interpreted the data and performed
statistical analysis. YC, WL, and YZ designed and supervised the
overall study. JG, JZ, WH, DH, and FC collected data and reviewed the
manuscript.

Funding

This work was supported by the National Key Research
and Development Plan of China (Grant number. 2020YFC2006000).

Conflict of interest

The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.

Publisher’'s note

All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations,
or those of the publisher, the editors and the reviewers. Any product
that may be evaluated in this article, or claim that may be made by its
manufacturer, is not guaranteed or endorsed by the publisher.

Chen, Y., Liu, Z., Zou, J., Wang, D., He, W., Meng, L., et al. (2022). Low-dose
tyrosine kinase inhibitors in patients with chronic myeloid leukemia: A
retrospective study in China. Haematologica 107 (8), 1966-1970. doi:10.3324/
haematol.2022.280637

Clark, R. E., Polydoros, F., Apperley, J. F., Milojkovic, D., Pocock, C., Smith, G, et al.
(2017). De-escalation of tyrosine kinase inhibitor dose in patients with chronic myeloid
leukaemia with stable major molecular response (DESTINY): An interim analysis of a
non-randomised, phase 2 trial. Lancet Haematol. 4 (7), E310-E316. doi:10.1016/S2352-
3026(17)30066-2

Clark, R. E., Polydoros, F., Apperley, J. F., Milojkovic, D., Rothwell, K., Pocock, C., et al.
(2019). De-escalation of tyrosine kinase inhibitor therapy before complete treatment
discontinuation in patients with chronic myeloid leukaemia (DESTINY): A non-

frontiersin.org


https://doi.org/10.1182/bloodadvances.2019000865
https://doi.org/10.1182/bloodadvances.2019000865
https://doi.org/10.1111/bjh.16083
https://doi.org/10.1002/cncr.32940
https://doi.org/10.3324/haematol.2022.280637
https://doi.org/10.3324/haematol.2022.280637
https://doi.org/10.1016/S2352-3026(17)30066-2
https://doi.org/10.1016/S2352-3026(17)30066-2
https://www.frontiersin.org/journals/pharmacology
https://www.frontiersin.org
https://doi.org/10.3389/fphar.2023.1101743

Chen et al.

randomised, phase 2 trial. Lancet Haematol. 6 (7), E375-E383. doi:10.1016/S2352-
3026(19)30094-8

Claudiani, S., Apperley, J. F., Szydlo, R., Khan, A., Nesr, G., Hayden, C., et al. (2021). TKI
dose reduction can effectively maintain major molecular remission in patients with
chronic myeloid leukaemia. Br. J. Haematol. 193 (2), 346-355. doi:10.1111/bjh.17286

Etienne, G., Dulucq, S., Bauduer, F., Adiko, D, Lifermann, F., Dagada, C,, et al. (2020).
Incidences of deep molecular responses and treatment-free remission in de Novo CP-CML
patients. Cancers 12 (9), 2521. ARTN 2521. doi:10.3390/cancers12092521

Etienne, G., Guilhot, J., Rea, D., Rigal-Huguet, F., Nicolini, F., Charbonnier, A., et al.
(2017). Long-term follow-up of the French stop imatinib (STIM1) study in patients with
chronic myeloid leukemia. J. Clin. Oncol. 35 (3), 298-305. doi:10.1200/JC0O.2016.68.2914

Fassoni, A. C., Baldow, C., Roeder, L, and Glauche, I. (2018). Reduced tyrosine kinase
inhibitor dose is predicted to be as effective as standard dose in chronic myeloid leukemia:
A simulation study based on phase III trial data. Haematologica 103 (11), 1825-1834.
doi:10.3324/haematol.2018.194522

Fava, C., Rege-Cambrin, G., Dogliotti, I., Cerrano, M., Berchialla, P., Dragani, M., et al.
(2019). Observational study of chronic myeloid leukemia Italian patients who
discontinued tyrosine kinase inhibitors in clinical practice. Haematologica 104 (8),
1589-1596. doi:10.3324/haematol.2018.205054

Flygt, H., Sandin, F., Dahlen, T., Dremaine, A., Lubking, A., Markevarn, B., et al. (2021).
Successful tyrosine kinase inhibitor discontinuation outside clinical trials - data from the
population-based Swedish chronic myeloid leukaemia registry. Br. J. Haematol. 193 (5),
915-921. doi:10.1111/bjh.17392

Hernandez-Boluda, J. C., Pereira, A., Pastor-Galan, 1., Alvarez-Larran, A., Savchuk, A.,
Puerta, J. M., et al. (2018). Feasibility of treatment discontinuation in chronic myeloid
leukemia in clinical practice: Results from a nationwide series of 236 patients. Blood Cancer
J. 8 (10), 91. doi:10.1038/s41408-018-0125-0

Hochhaus, A., Baccarani, M., Silver, R. T., Schiffer, C., Apperley, J. F., Cervantes, F., et al.
(2020). European LeukemiaNet 2020 recommendations for treating chronic myeloid
leukemia. Leukemia 34 (4), 966-984. doi:10.1038/s41375-020-0776-2

Turlo, A., Cattaneo, D., Artuso, S., Consonni, D., Abruzzese, E., Binotto, G., et al. (2022).
Treatment-free remission in chronic myeloid leukemia patients treated with low-dose
TKIs: A feasible option also in the real-life. A campus CML study. Front. Oncol. 12, 839915.
doi:10.3389/fonc.2022.839915

Turlo, A., Cattaneo, D., Malato, A., Accurso, V., Annunziata, M., Gozzini, A., et al.
(2020). Low-dose ponatinib is a good option in chronic myeloid leukemia patients
intolerant to previous TKIs. Am. J. Hematol. 95 (10), E260-e263. doi:10.1002/ajh.25908

Kantarjian, H. M., Hughes, T. P., Larson, R. A., Kim, D. W., Issaragrisil, S., le Coutre, P.,
etal. (2021). Correction to: Long-term outcomes with frontline nilotinib versus imatinib in
newly diagnosed chronic myeloid leukemia in chronic phase: ENESTnd 10-year analysis.
Leukemia 35 (7), 2142-2143. doi:10.1038/s41375-021-01306-1

Kimura, S., Imagawa, J., Murai, K., Hino, M., Kitawaki, T., Okada, M., et al. (2020).
Treatment-free remission after first-line dasatinib discontinuation in patients with chronic
myeloid leukaemia (first-line DADI trial): A single-arm, multicentre, phase 2 trial. Lancet
Haematol. 7 (3), e218-€225. doi:10.1016/S2352-3026(19)30235-2

Kunbaz, A., and Eskazan, A. E. (2019). An alternative way - tyrosine kinase inhibitor
(TKI) de-escalation - to discontinue TKIs in order to achieve treatment-free remission.
Expert Rev Hematol 12 (7), 477-480. doi:10.1080/17474086.2019.1623666

Lee, S. E,, Choi, S. Y, Song, H. Y., Kim, S. H,, Choi, M. Y., Park, J. S,, et al. (2016).
Imatinib withdrawal syndrome and longer duration of imatinib have a close association
with a lower molecular relapse after treatment discontinuation: The KID study.
Haematologica 101 (6), 717-723. doi:10.3324/haematol.2015.139899

Luo, J., Du, X,, Lou, J., Wu, J., Ma, L., Huang, J., et al. (2022). De-escalation or
discontinuation of tyrosine kinase inhibitor in patients with chronic myeloid leukemia: A

Frontiers in Pharmacology

10

10.3389/fphar.2023.1101743

multicentral, open-label, prospective trial in China. EJHaem 3 (4), 1220-1230. doi:10.
1002/jha2.550

Mahon, F. X., Boquimpani, C., Kim, D. W., Benyamini, N., Clementino, N. C. D.,
Shuvaev, V., et al. (2018). Treatment-free remission after second-line nilotinib
treatment in patients with chronic myeloid leukemia in chronic phase: Results from
a single-group, phase 2, open-label study. Ann. Intern Med. 168 (7), 461-470. doi:10.
7326/M17-1094

Nagafuji, K., Matsumura, I, Shimose, T., Kawaguchi, T., Kuroda, J., Nakamae, H., et al.
(2019). Cessation of nilotinib in patients with chronic myelogenous leukemia who have
maintained deep molecular responses for 2 years: A multicenter phase 2 trial, stop nilotinib
(NILSt). Int. J. Hematol. 110 (6), 675-682. d0i:10.1007/s12185-019-02736-5

Okada, M., Imagawa, J., Tanaka, H., Nakamae, H., Hino, M., Murai, K, et al. (2018).
Final 3-year results of the dasatinib discontinuation trial in patients with chronic myeloid
leukemia who received dasatinib as a second-line treatment. Clin. Lymphoma Myeloma &
Leukemia 18 (5), 353-360. doi:10.1016/j.clm1.2018.03.004

Phuar, H. L., Begley, C. E, Chan, W., and Krause, T. M. (2019). Tyrosine kinase
inhibitors initiation, cost sharing, and health care utilization in patients with newly
diagnosed chronic myeloid leukemia: A retrospective claims-based study. J. Manag. Care
Spec. Pharm. 25 (10), 1140-1150. doi:10.18553/jmcp.2019.25.10.1140

Radich, J. P., Hochhaus, A., Masszi, T., Hellmann, A., Stentoft, J., Casares, M. T. G., et al.
(2021). Treatment-free remission following frontline nilotinib in patients with chronic
phase chronic myeloid leukemia: 5-year update of the ENESTfreedom trial. Leukemia 35
(5), 1344-1355. doi:10.1038/s41375-021-01205-5

Rea, D., Cayuela, J. M., Dulucq, S., and Etienne, G. (2017a). Molecular responses after
switching from a standard-dose twice-daily nilotinib regimen to a reduced-dose once-daily
schedule in patients with chronic myeloid leukemia: A real life observational study (NILO-
RED). Blood 130.

Rea, D., Nicolini, F. E., Tulliez, M., Guilhot, F., Guilhot, J., Guerci-Bresler, A., et al.
(2017b). Discontinuation of dasatinib or nilotinib in chronic myeloid leukemia: Interim
analysis of the STOP 2G-TKI study. Blood 129 (7), 846-854. doi:10.1182/blood-2016-09-
742205

Rousselot, P., Loiseau, C., Delord, M., Cayuela, J. M., and Spentchian, M. (2020).
Late molecular recurrences in patients with chronic myeloid leukemia experiencing
treatment-free remission. Blood Adv. 4 (13), 3034-3040. doi:10.1182/bloodadvances.
2020001772

Russo, D., Malagola, M., Skert, C., Cancelli, V., Turri, D., Pregno, P., et al. (2015).
Managing chronic myeloid leukaemia in the elderly with intermittent imatinib treatment.
Blood Cancer J. 5, €347. doi:10.1038/b¢j.2015.75

Sasaki, K., Strom, S. S., O’Brien, S., Jabbour, E., Ravandi, F., Konopleva, M., et al.
(2015). Relative survival in patients with chronic-phase chronic myeloid
leukaemia in the tyrosine-kinase inhibitor era: Analysis of patient data from six
prospective clinical trials. Lancet Haematol. 2 (5), el186-€193. doi:10.1016/S2352-
3026(15)00048-4

Saussele, S., Richter, J., Guilhot, J., Gruber, F. X., Hjorth-Hansen, H., Almeida, A.,
et al. (2018). Discontinuation of tyrosine kinase inhibitor therapy in chronic myeloid
leukaemia (EURO-SKI): A prespecified interim analysis of a prospective, multicentre,
non-randomised, trial. Lancet Oncol. 19 (6), 747-757. d0i:10.1016/S1470-2045(18)
30192-X

Shah, N. P, Garcia-Gutierrez, V., Jimenez-Velasco, A., Larson, S., Saussele, S., Rea, D.,
et al. (2020). Dasatinib discontinuation in patients with chronic-phase chronic myeloid
leukemia and stable deep molecular response: The DASFREE study. Leukemia Lymphoma
61 (3), 650-659. doi:10.1080/10428194.2019.1675879

Steegmann, J. L., Baccarani, M., Breccia, M., Casado, L. F., Garcia-Gutierrez, V.,
Hochhaus, A., et al. (2016). European LeukemiaNet recommendations for the
management and avoidance of adverse events of treatment in chronic myeloid
leukaemia. Leukemia 30 (8), 1648-1671. doi:10.1038/leu.2016.104

frontiersin.org


https://doi.org/10.1016/S2352-3026(19)30094-8
https://doi.org/10.1016/S2352-3026(19)30094-8
https://doi.org/10.1111/bjh.17286
https://doi.org/10.3390/cancers12092521
https://doi.org/10.1200/JCO.2016.68.2914
https://doi.org/10.3324/haematol.2018.194522
https://doi.org/10.3324/haematol.2018.205054
https://doi.org/10.1111/bjh.17392
https://doi.org/10.1038/s41408-018-0125-0
https://doi.org/10.1038/s41375-020-0776-2
https://doi.org/10.3389/fonc.2022.839915
https://doi.org/10.1002/ajh.25908
https://doi.org/10.1038/s41375-021-01306-1
https://doi.org/10.1016/S2352-3026(19)30235-2
https://doi.org/10.1080/17474086.2019.1623666
https://doi.org/10.3324/haematol.2015.139899
https://doi.org/10.1002/jha2.550
https://doi.org/10.1002/jha2.550
https://doi.org/10.7326/M17-1094
https://doi.org/10.7326/M17-1094
https://doi.org/10.1007/s12185-019-02736-5
https://doi.org/10.1016/j.clml.2018.03.004
https://doi.org/10.18553/jmcp.2019.25.10.1140
https://doi.org/10.1038/s41375-021-01205-5
https://doi.org/10.1182/blood-2016-09-742205
https://doi.org/10.1182/blood-2016-09-742205
https://doi.org/10.1182/bloodadvances.2020001772
https://doi.org/10.1182/bloodadvances.2020001772
https://doi.org/10.1038/bcj.2015.75
https://doi.org/10.1016/S2352-3026(15)00048-4
https://doi.org/10.1016/S2352-3026(15)00048-4
https://doi.org/10.1016/S1470-2045(18)30192-X
https://doi.org/10.1016/S1470-2045(18)30192-X
https://doi.org/10.1080/10428194.2019.1675879
https://doi.org/10.1038/leu.2016.104
https://www.frontiersin.org/journals/pharmacology
https://www.frontiersin.org
https://doi.org/10.3389/fphar.2023.1101743

	Successful treatment discontinuation in CML patients with full-dose and low-dose TKI: Results from real-world practice
	1 Introduction
	2 Materials and methods
	2.1 Patients
	2.2 Molecular response definitions
	2.3 Statistical analysis

	3 Result
	3.1 Patient characteristics
	3.2 Low-dose TKI treatment
	3.3 Discontinuation in patients with full-dose and low-dose TKI
	3.4 Predictive factors for molecular relapse
	3.4.1 Outcomes after molecular relapse
	3.4.2 TKI withdrawal syndrome


	4 Discussion
	5 Conclusion
	Data availability statement
	Ethics statement
	Author contributions
	Funding
	Conflict of interest
	Publisher’s note
	References


