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DASFREE is a phase 2, open-label, single-arm study in adults 
with CML-CP on dasatinib for at least 2 years as 1st-line or 
subsequent therapy. To be eligible for the study, patients had 
to be in a dasatinib-induced DMR (MR4.5 or BCR-ABL1 
≥0.0032% on the International Scale) for at least 1 year prior 
to enrollment. During the screening phase, MR4.5 was con-
firmed at a central lab twice within 3 months prior to dasa-
tinib discontinuation. BCR-ABL1 was monitored centrally 
after discontinuation every month during the 1st year and 
every 3 months thereafter. If a major molecular response 
(MMR) was lost, patients resumed their dasatinib treatment 
at the previous dose. The primary endpoint of the trial was 
the rate of MMR 1 year after the dasatinib discontinuation, 
while secondary objectives included BCR-ABL1 kinetics, 
event-free survival (EFS or MRFS defined as survival without 
loss of MMR), relapse-free survival (RFS; defined as survival 
without loss of MMR, complete cytogenetic response [CCyR], 
or complete hematologic response [CHR], or progression to 

accelerated/blast phase [AP/BP] CML), AP/BP transforma- 
tion rate, progression-free survival (PFS), and overall survi-
val (OS).4

The study enrolled a total of 84 patients and at the time of 
the analysis, all patients had at least 1 year of follow-up. The 
median age of patients in the trial was 52 years, 56% was 
male and 81% had an ECOG performance score (PS) of 0. 
Forty-four percent of patients received dasatinib as first-line 
therapy and the median time from diagnosis to treatment 
discontinuation was 69 months (ranging from 29 to 244 
months). The median dasatinib dose at the time of treat-
ment discontinuation was 100 mg. In total, 5 patients (6%) 
discontinued the study: 2 while maintaining a MMR off  
treatment due to relocation and 3 while being on treatment 
after restarting dasatinib.4

One year after stopping dasatinib, 48% of patients maintained 
a MMR. Of the patients who received dasatinib as first line 
therapy, 54% retained their MMR 1 year after stopping  

Treatment free remissions are feasible 
in patients with chronic myeloid 
leukemia who obtain a deep molecular 
response on dasatinib
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A current area of intensive research in chronic myeloid leukemia (CML) is the achievement of a sustained, 
deep molecular response (DMR) with tyrosine kinase inhibitors (TKIs) targeting the BCR-ABL fusion protein. 
The ultimate goal of this approach is to discontinue therapy with the TKI and enter a phase of treatment-free 
remission (TFR).1 Several clinical studies are evaluating TFR in patients with chronic phase CML (CML-CP) 
and a stable deep molecular respons (DMR) on TKI therapy.2 These studies indicate that roughly 40 to 60% 
of patients discontinuing TKIs maintain their molecular responses and almost all patients who relapse after 
stopping the TKI regain their response when the treatment is restarted.2 Dasatinib is an established, second- 
generation TKI that induces high rates of early, deep, and sustained molecular responses.3 This makes dasa-
tinib an interesting option for health care professionals who are considering TFR for their patients. During the 
2017 annual meeting of the American Society of Hematology (ASH), Shah et al. reported the results of the 
DASFREE study, a trial investigating TFR in patients with CML-CP and a sustained deep molecular response 
(DMR) for at least 1 year, discontinuing dasatinib in the first line and beyond.4

(BELG J HEMATOL 2018;9(1):26-7)
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This medicinal product is subject to additional monitoring. This will allow quick identification of new safety information. Healthcare professionals are asked to report any suspected adverse reactions. See section 4.8 for how to report adverse reactions. 

NAME OF THE MEDICINAL PRODUCT: Venclyxto 10 mg / 50 mg / 100 mg film-coated tablets. QUALITATIVE AND QUANTITATIVE COMPOSITION: Venclyxto 10 mg film-coated tablets: Each film-coated tablet contains 10 mg of venetoclax.  
Venclyxto 50 mg film-coated tablets: Each film-coated tablet contains 50 mg of venetoclax. Venclyxto 100 mg film-coated tablets: Each film-coated tablet contains 100 mg of venetoclax. For the full list of excipients, see section 6.1. PHARMACEUTICAL FORM: 
Film-coated tablet (tablet).Venclyxto 10 mg film-coated tablet : Pale yellow, round biconvex shaped tablet 6 mm diameter debossed with V on one side and 10 on the other. Venclyxto 50 mg film-coated tablet : Beige, oblong biconvex shaped tablet 14 mm long, 
8 mm wide debossed with V on one side and 50 on the other. Venclyxto 100 mg film-coated tablet: Pale yellow, oblong biconvex shaped tablet 17.2 mm long, 9.5 mm wide debossed with V on one side and 100 on the other. THERAPEUTIC INDICATIONS: 
Venclyxto monotherapy is indicated for the treatment of chronic lymphocytic leukaemia (CLL) in the presence of 17p deletion or TP53 mutation in adult patients who are unsuitable for or have failed a B-cell receptor pathway inhibitor. Venclyxto monotherapy is 
indicated for the treatment of CLL in the absence of 17p deletion or TP53 mutation in adult patients who have failed both chemoimmunotherapy and a B-cell receptor pathway inhibitor. 
POSOLOGY AND METHOD OF ADMINISTRATION: Treatment with venetoclax should be initiated and supervised by a physician experienced in the use of anticancer medicinal products. Posology: The starting dose is 20 mg of venetoclax once daily for 
7 days. The dose must be gradually increased over a period of 5 weeks up to the recommended daily dose of 400 mg as shown in Table 1. Table 1: Dose increase schedule 

Week  Venclyxto daily dose 

1 20 mg  

2 50 mg  

3 100 mg 

4 200 mg  

5 and beyond 400 mg  
The 5-week dose-titration schedule is designed to gradually reduce tumour burden (debulk) and decrease the risk of tumour lysis syndrome (TLS). Treatment should be continued until disease progression or no longer tolerated by the patient. Prevention of tumour lysis 
syndrome : Venclyxto can cause rapid reduction in tumour, and thus poses a risk for TLS in the initial 5-week dose-titration phase. Changes in electrolytes consistent with TLS that require prompt management can occur as early as 6 to 8 hours following the first dose 
of venetoclax and at each dose increase. The risk of TLS is a continuum based on multiple factors, including comorbidities. Patients with high tumour burden (e.g., any lymph node with a diameter ≥5 cm or high absolute lymphocyte count [ALC ≥25 x 109/L]) are at 
greater risk of TLS when initiating venetoclax. Reduced renal function (creatinine clearance [CrCl] <80 mL/min) further increases the risk. The risk may decrease as tumour burden decreases with venetoclax treatment (see section 4.4). Prior to initiating venetoclax, 
tumour burden assessment, including radiographic evaluation (e.g., CT scan), must be performed for all patients. Blood chemistry (potassium, uric acid, phosphorus, calcium, and creatinine) should be assessed and pre-exisiting abnormalities corrected. The 
prophylaxis measures listed below should be followed. More intensive measures should be employed as overall risk increases. Hydration : Patients should be adequately hydrated during the dose-titration phase to reduce the risk of TLS. Patients should be instructed to 
drink plenty of water daily starting 2 days before and throughout the  dose-titration phase. Patients should be particularly instructed to drink 1.5 to 2.0 L of water daily, 2 days prior to and the days of dosing at initiation and each subsequent dose increase. Intravenous 
fluids should be administered as indicated based on overall risk of TLS or for those who cannot maintain an adequate level of oral hydration. Anti-hyperuricaemic agents: Anti-hyperuricaemic agents should be administered 2 to 3 days prior to starting treatment with 
venetoclax in patients with high uric acid levels or at risk of TLS and may be continued through the titration phase. Laboratory assessments: Pre-dose: For all patients, blood chemistries should be assessed prior to the initial dose to evaluate kidney function and 
correct pre-existing abnormalities. Blood chemistries should be reassessed prior to each subsequent dose increase during the titration phase. Post-dose: For patients at risk of TLS, blood chemistries should be monitored at 6 to 8 hours and at 24 hours after the first dose 
of venetoclax. Electrolyte abnormalities should be corrected promptly. The next venetoclax dose should not be administered until the 24-hour blood chemistry results have been evaluated. The same monitoring schedule should be followed at the start of the 50 mg 
dose and then for patients who continue to be at risk, at subsequent dose increases. Hospitalisation : Based on physician assessment, some patients, especially those at greater risk of TLS, may require hospitalisation on the day of the first dose of venetoclax for more 
intensive prophylaxis and monitoring during the first 24 hours (see section 4.8). Hospitalisation should be considered for subsequent dose increases based on reassessment of risk.  Dose modifications for tumour lysis syndrome : If a patient experiences blood 
chemistry changes suggestive of TLS, the following day’s venetoclax dose should be withheld. If resolved within 24 to 48 hours of last dose, treatment with venetoclax can be resumed at the same dose. For events of clinical TLS or blood chemistry changes requiring 
more than 48 hours to resolve, treatment should be resumed at a reduced dose (see Table 2). When resuming treatment after interruption due to TLS, the instructions for prevention of tumour lysis syndrome should be followed (see “Prevention of tumour lysis 
syndrome” above). Dose modifications for other toxicities: Treatment with Venclyxto should be withheld for any grade 3 or 4 non-haematological toxicities, grade 3 or 4 neutropenia with infection or fever, or grade 4 haematological toxicities, except lymphopenia. 
Once the toxicity has resolved to grade 1 or baseline level (recovery), therapy with venetoclax may be restarted at the same dose. If the toxicity recurs, and for any subsequent occurences, the dose reduction guidelines in Table 2 should be followed when resuming 
treatment with Venclyxto following resolution. A larger dose reduction may occur at the discretion of the physician. For patients who require dose reductions to less than 100 mg for more than 2 weeks, discontinuation of venetoclax should be considered. Table 2: 
Dose modification for TLS and other toxicities  

Dose at interruption 

(mg) 

 

Restart dose 

(mga) 

400 300 

300 200 

200 100 

100 50 

50 20 

20 10 

aThe modified dose should be continued for 1 week before increasing the dose. 

For patients who have had a dosing interruption lasting more than 1 week during the first 5 weeks of dose titration or more than 2 weeks when at the daily dose of 400 mg, TLS risk should be reassessed to determine if restarting at a reduced dose is necessary (e.g., all 
or some levels of the dose titration; see Table 2). Dose modifications for use with CYP3A inhibitors: Concomitant use of Venclyxto with strong or moderate CYP3A inhibitors increases venetoclax exposure and may increase the risk for TLS at initiation and during the 
dose-titration phase and for other toxicities (see section 4.5).  Initiation and titration phase: Concomitant use of Venclyxto with strong CYP3A inhibitors at initiation and during the dose-titration phase is contraindicated (see sections 4.3, 4.4, and 4.5). Concomitant 
use of Venclyxto with moderate CYP3A inhibitors at initiation and during the dose-titration phase should be avoided. Alternative treatments should be considered. If a moderate CYP3A inhibitor must be used, the initiation and titration doses of venetoclax should be 
reduced by at least 50%. Patients should be monitored more closely for signs of toxicities (see sections 4.4 and 4.5). After completion of titration phase: For patients who are on a steady daily dose of Venclyxto, the venetoclax dose should be reduced by 50% when 
used concomitantly with moderate CYP3A inhibitors and by 75% when used concomitantly with strong CYP3A inhibitors. Patients should be monitored more closely for signs of toxicities and the dose may need to be further adjusted. The venetoclax dose that was 
used prior to initiating the CYP3A inhibitor should be resumed 2 to 3 days after discontinuation of the inhibitor (see sections 4.4 and 4.5). Missed dose:  
If a patient misses a dose of venetoclax within 8 hours of the time it is usually taken, the patient should take the missed dose as soon as possible on the same day. If a patient misses a dose by more than 8 hours, the patient should not take the missed dose and should 
resume the usual dosing schedule the following day. If a patient vomits following dosing, no additional dose should be taken that day. The next prescribed dose should be taken at the usual time the following day. 
Special populations: Elderly: No specific dose adjustment is required for elderly patients (aged ≥65 years) (see section 5.1). Renal impairment: No dose adjustment is needed for patients with mild or moderate renal impairment (CrCl ≥30 mL/min and <90 mL/min) 
(see section 5.2). Patients with reduced renal function (CrCl <80 mL/min) may require more intensive prophylaxis and monitoring to reduce the risk of TLS at initiation and during the dose-titration phase (see “Prevention of tumour lysis syndrome” above). Safety in 
patients with severe renal impairment (CrCl <30 mL/min) or on dialysis has not been established, and a recommended dose for these patients has not been determined. Venclyxto should be administered to patients with severe renal impairment only if the benefit 
outweighs the risk and patients should be monitored closely for signs of toxicity due to increased risk of TLS (see section 4.4).  
Hepatic impairment: No dose adjustment is recommended in patients with mild or moderate hepatic impairment, but as a trend for increased adverse events was observed in patients with moderate hepatic impairment, these patients should be monitored more closely 
for signs of toxicity at initiation and during the dose-titration phase (see section 4.8).  
Safety in patients with severe hepatic impairment has not been established. It is not recommended to administer Venclyxto to patients with severe hepatic impairment. Paediatric population: The safety and efficacy of Venclyxto in children aged less than 18 years 
have not been established. No data are available. Method of administration:  
Venclyxto film-coated tablets are for oral use. Patients should be instructed to swallow the tablets whole with water at approximately the same time each day. The tablets should be taken with a meal in order to avoid a risk for lack of efficacy (see section 5.2). The 
tablets should not be chewed, crushed, or broken before swallowing. During the dose-titration phase, venetoclax should be taken in the morning to facilitate laboratory monitoring. Grapefruit products, Seville oranges, and starfruit (carambola) should be avoided 
during treatment with venetoclax (see section 4.5). 
CONTRAINDICATIONS: Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.  
Concomitant use of strong CYP3A inhibitors at initiation and during the dose-titration phase (see sections 4.2 and 4.5). 
Concomitant use of preparations containing St. John’s wort (see sections 4.4 and 4.5). 
 
 
UNDESIRABLE EFFECTS: Summary of safety profile: The safety of Venclyxto is based on pooled data of 296 patients treated with venetoclax in two phase 2 studies and one phase 1 study. In all, the studies enrolled patients with previously treated CLL, including 
188 patients with 17p deletion and 92 patients who had failed a B-cell receptor pathway inhibitor. Patients were treated with Venclyxto 400 mg monotherapy once daily following a dose-titration schedule. The most commonly occurring adverse reactions (≥20%) of 
any grade in patients receiving Venclyxto were neutropenia/neutrophil count decreased, diarrhoea, nausea, anaemia, upper respiratory tract infection, fatigue, hyperphosphataemia, vomiting, and constipation. The most frequently reported serious adverse reactions 
(≥2%) were pneumonia, febrile neutropenia, and TLS. Tabulated list of adverse reactions: The frequencies of adverse drug reactions (ADRs) reported with Venclyxto are summarised in Table 3. Adverse reactions are listed below by MedDRA body system organ class 
and by frequency. Frequencies are defined as very common (≥1/10), common (≥1/100 to <1/10), uncommon (≥1/1,000 to <1/100), rare (≥1/10,000 to <1/1,000), very rare (<1/10,000), not known (cannot be estimated from available data). Within each frequency 
grouping, undesirable effects are presented in order of decreasing seriousness.  Table 3: Adverse drug reactions reported in patients with CLL treated with Venclyxto: System organ  
class / Frequency (all grades) / Adverse Reactions  (N=296). Infections and infestations: Very common: Upper respiratory tract infection; Common: Pneumonia, Urinary tract infection; Blood and lymphatic system disorders: Very common: Neutropenia, 
Anaemia; Common: Febrile neutropenia, Lymphopenia; Metabolism and nutrition disorders: Very common: Hyperphosphataemia; Common: Tumour lysis syndrome, Hyperkalaemia, Hyperuricaemia 
Hypocalcaemia; Gastrointestinal disorders: Very common: Diarrhoea, Vomiting, Nausea, Constipation; General disorders and administration site conditions: Very common: Fatigue; Investigations: Common: Blood creatinine increased. Discontinuation and 
dose reductions due to ADRs: Discontinuations due to adverse reactions occurred in 9.1% of patients. Dosage adjustments due to adverse reactions occurred in 11.8% of patients. Description of selected adverse reactions:  Tumour lysis syndrome: Tumour lysis 
syndrome is an important identified risk when initiating Venclyxto. In the initial Phase 1 dose-finding studies, which had a shorter (2 to 3 week) titration phase and higher starting dose, the incidence of TLS was 13% (10/77; 5 laboratory TLS; 5 clinical TLS), 
including 2 fatal events and 3 events of acute renal failure, 1 requiring dialysis. The risk of TLS was reduced after revision of the dosing regimen and modification to prophylaxis and monitoring measures. In venetoclax clinical studies, patients with any measurable 
lymph node ≥10 cm or those with both an ALC ≥25 x 109/L and any measurable lymph node ≥5 cm were hospitalised to enable more intensive hydration and monitoring for the first day of dosing at 20 mg and 50 mg during the titration phase (see section 4.2). In 122 
patients with CLL starting with a daily dose of 20 mg and increasing over 5 weeks to a daily dose of 400 mg, the rate of TLS was 3%. All events were laboratory TLS (laboratory abnormalities that met ≥2 of the following criteria within 24 hours of each other: 
potassium >6 mmol/L, uric acid >476 µmol/L, calcium <1.75 mmol/L, or phosphorus >1.5 mmol/L; or were reported as TLS events) and occurred in patients who had a lymph node(s) ≥5 cm or ALC ≥25 x 109/L. No TLS with clinical consequences such as acute renal 
failure, cardiac arrhythmias or sudden death and/or seizures was observed in these patients. All patients had CrCl ≥50 mL/min. Reporting of suspected adverse reactions: Reporting suspected adverse reactions after authorisation of the medicinal product is important.  
It allows continued monitoring of the benefit/risk balance of the medicinal product.  Healthcare professionals are asked to report any suspected adverse reactions via: Belgium: Federal Agency for Medicines and Health Product Division Vigilance 

EUROSTATION II  Place Victor Horta, 40/ 40  B-1060 Bruxelle. Site internet: www.afmps.be. e-mail: adversedrugreactions@fagg-afmps.be. Luxembourg: Direction de la Santé – Division de la Pharmacie et des Médicaments  Villa Louvigny – Allée Marconi L-

2120 Luxembourg. Site internet: http://www.ms.public.lu/fr/activites/pharmacie-medicament/index.html 
MARKETING AUTHORISATION HOLDER:  AbbVie Ltd  Vanwall Road  Maidenhead  SL6 4UB  United  
Kingdom. MARKETING AUTHORISATION NUMBER(S) : EU/1/16/1138/002 (10 mg, 14 tablets),  
EU/1/16/1138/004 (50 mg, 7 tablets), EU/1/16/1138/005 (100 mg 7 tablets), EU/1/16/1138/006 (100 mg, 14 tablets),  
EU/1/16/1138/007 (100 mg, 112 (4 x 28) tablets). DATE OF REVISION OF THE TEXT: 04/2017. 
Detailed information on this medicinal product is available on the website of the European Medicines Agency http://www.ema.europa.eu. 
 

 

180011232 Pubredac Abbvie CLLv2.indd   3 26-01-18   11:12



VOLUME9 FEBRUARY2018

therapy as compared to 43% of the patients who received 
dasatinib in a subsequent treatment line (Figure 1). 
The molecular RFS rate at 1 year was 49% (54% among  
1st line cohort and 45% in subsequent group). Loss of CCyR, 
or CHR was not seen and not a single case of AP/BP trans-
formation or death was reported. The median time from TKI 
discontinuation to loss of MMR was 3.93 months. In total, 
43 of the 44 patients who lost their MMR restarted treatment 
with dasatinib. All evaluated patients (N=42) regained a 
MMR and in 90% (38/42) of the cases a MR4.5 was achieved 
after restarting dasatinib. The median time to regain a MMR, 
or MR4.5 was 1.89 and 3.25 months, respectively.
In a next step, researchers evaluated the effect of the time  
on TKI prior to dasatinib discontinuation. This analysis  
revealed that the range of time on prior TKI was similar for 
patients who lost or maintained a MMR, regardless of the 
treatment line in which dasatinib was given. Additional  
statistical analyses also revealed no significant association 
between RFS and sex, age, prior therapy line or Sokal score.4

Most adverse events (AEs) occurred off-treatment, although 
not all were attributable to withdrawal events. Musculoske-
letal disorders were reported in 19 patients (23%) off-treat-
ment. In 8 patients (with a total of 15 events) these were 
considered to be withdrawal syndrome. Withdrawal events  
occurred after a median of 3 months (range <1 – 6 months) 
after discontinuation. Nine of these events resolved after a 
median of 3 months (range 1-9), 4 prior to restarting dasati-

nib and 5 on, or after restarting therapy. Seven of the nine 
resolved withdrawal events resolved spontaneously without 
the use of medication (other than TKI). At the time of ana- 
lysis, all 6 unresolved withdrawal events were grade 1 and 
did not require therapy. Interestingly, hypertension occurred 
in 6 pts (7%) off-treatment. There were no AEs leading to 
discontinuation from the trial.4

In summary, in the presented study, 48% of patients with 
CML-CP in DMR on dasatinib who discontinued TKI therapy 
maintained a TFR 1 year after discontinuation. The MMR 
rates at 1 year were similar for patients on first-line (54%) 
and subsequent lines of dasatinib (43%). Importantly 100% 
of evaluable patients who lost MMR quickly regained their 
response after therapy was reinitiated (median time to regain 
MMR was 1.9 months). Only 9.5% of patients reported 
symptoms of dasatinib withdrawal, and most of these events 
resolved without concomitant therapy. As such, this dasa- 
tinib discontinuation trial strongly supports the feasibility  
of TFR in patients with CML-CP in DMR treated in first line 
and beyond.

REFERENCES
1. Hughes T, et al. Blood. 2016; 128:17-23.

2. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) Chronic 

Myelogenous Leukemia (Version 2.2018). 

3. Cortes JE et al. J Clin Oncol. 2016;34:2333-2340. 

4. Shah N, et al. Presented at Ash 2017; Abstract 314.

FIGURE 1. TFR 1 year after stopping dasatinib in the DASFREE trial.4
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aResistance or intolerance to prior TKI therapy was classified as “other” in 4 patients receiving subsequent lines of dasatinib.
CI = confidence interval; MMR = major molecular response; TKI = tyrosine kinase inhibitor; TFR = treatment-free remission.
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