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Nitin Jain” and Susan O'Brien®

First-line therapy for young patients with CLL

7Depan‘menf of Leukemia, MD Anderson Cancer Center, Houston, TX: and °Chao Family Comprehensive

Cancer Center, University of California Irvine Medical Center, Orange, CA

A 61-year-old man with a history of chronic lymphocytic leukemia (CLL) presents with complaints of worsening fatigue
and night sweats. He was diagnosed with CLL 3 years ago on routine blood count testing. He has no major medical
comorbidities. On examination, he has several 2- to 3-cm lymph nodes in the cervical and axillary area. Spleen is palpable
5 cm below the costal margin. Blood counts show lymphocytosis with thrombocytopenia and anemia. Prognostic
markers include deletion 13q by fluorescence in situ hybridization analysis and mutated /IGHV. You are asked by the
hematology fellow you are supervising about the best treatment of this patient.

Learning Objectives

e To understand the role of chemoimmunotherapy in the man-
agement of young patients with CLL

e To understand the role of novel targeted therapies in this
patient population

e To recognize the emerging role of /GHV mutation status in
treatment selection for these patients

Therapy options for patients with chronic lymphocytic leukemia
(CLL) have undergone a remarkable evolution in the last several
years.! Though chemoimmunotherapy (CIT) has been the standard
first-line option for young fit patients with CLL, the overall role of
CIT in the management of patients with CLL is diminishing with an
increasing role for targeted therapies. Ibrutinib, a Bruton tyrosine
kinase (BTK) inhibitor, has shown remarkable clinical activity in
patients with CLL, and is currently approved for patients with CLL,
both for previously untreated, and for patients with relapsed disease.
Idelalisib, a phosphatidylinositol 3-kinase (P13K) kinase inhibitor, is
approved in combination with rituximab for patients with relapsed
CLL. Venetoclax, a BCL-2 inhibitor, was recently approved for
patients with relapsed CLL with deletion 17p. Several other agents
are in clinical development and will likely further enhance the
therapeutic armamentarium. Early trials with these targeted therapies
were conducted in relapsed/refractory patients; these drugs are now
being explored in the first-line setting in several trials, including in
“young fit” patients (the patient in the scenario in the Abstract).

The definition of “young fit” (ie, those eligible for intensive CIT)
varies.” In the United States, age is most commonly used to identify
patients eligible for intensive CIT, with patients younger than 65
years of age typically offered CIT as first-line therapy. The German
CLL Study Group (GCLLSG) has used comorbidity index (Cu-
mulative Illness Rating Scale [CIRS]) and renal function to identify
CIT-eligible patients (CIRS =6 and creatinine clearance =70 mL per
minute).> CIT has been the standard therapy for this group of pa-
tients; however, ibrutinib is currently approved for all patients with

CLL, including young fit patients with CLL who would otherwise be
eligible for CIT. This poses a question about the appropriate therapy
for this group of patients.

Chemoimmunotherapy

CIT, such as with fludarabine, cyclophosphamide (FC), rituximab
(FCR), has been the standard therapy for CLL (Table 1). In a single-
center report from the MD Anderson Cancer Center (MDACC),
a complete response (CR) rate of 72% was noted with a median
progression-free survival (PFS) of 77 months.*® Subsequently, the
GCLLSG conducted a randomized study of FC vs FCR (CLLS trial),
showing superiority of FCR over FC, establishing FCR as the standard
of care in young fit patients with CLL.” In the FCR arm of this trial, the
CR rate was noted to be 44% with a median PFS of 52 months.

Bendamustine in combination with rituximab (BR) has also been
studied in the first-line settingg; however, in the GCLLSG CLL 10
trial, a randomized study of FCR vs BR in the first-line setting,
the FCR arm produced a superior median PFS (55.2 months vs
41.7 months for the BR arm, P = .0003).9 Based on these data, FCR
remains the preferred CIT option for patients with CLL. Besides FCR
and BR, several other CIT combinations have been explored; how-
ever, none of these regimens have been compared directly to the
standard FCR regimen, and do not appear to be superior based on the
reported phase 2 data.”

It is important to note that the outcomes of patients with deletion
17p or TP53 mutation remain dismal with CIT, with a median PFS
of <12 months® ; therefore, targeted therapies (described in the next
section) are the standard first-line choice for this group of patients.

Targeted therapies

The last few years have seen a tremendous growth in the devel-
opment of novel therapies for patients with CLL.' The major
therapeutic agents include BTK inhibitors (such as ibrutinib, aca-
labrutinib), PI3K inhibitors (such as idelalisib, duvelisib, TGR1202),
and BCL2 inhibitors (venetoclax). Obinutuzumab, a type II CD20
monoclonal antibody, has been shown to be superior to rituximab,
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Table 1. First-line treatment trials/series in “young fit” CLL

No. of Median Median PFS in mutated PFS in unmutated
Regimen Trial patients age, y CR % ORR % PFS, mo IGHV IGHV
FCR MDACC**® 300 57 72 95 77 80% at5y 45% at 5y
55% at 10y 10% at 10y

GCLLSG CLL8""® 408 61 44 90 52 67% at 5y 33% at5y
GCLLSG CLL10° 282 61 40 95 55 75% at 4y 45% at 4y
ltalian retrospective series'® 404 — — —_ 55 60% at5y 35% at5y

BR GCLLSG CLL10° 279 62 31 96 42 65% at 4y 25% at 4y

—, not reported; ORR, overall response rate.

when combined with chlorambucil (CLL11 trial), as first-line therapy
in older adults.'® Of the newer targeted therapies, at present, only
ibrutinib is approved for first-line treatment of patients with CLL.

Ibrutinib is an oral, selective, and irreversible inhibitor of BTK. It
forms a bond with the cysteine-481 of BTK.!' Ibrutinib has shown
activity in both the relapsed and front-line settings. Byrd et al reported
data from the phase 3 trial in patients with relapsed CLL wherein
patients were randomized to receive ibrutinib vs ofatumumab
(RESONATE trial).'? The ibrutinib arm resulted in a significantly
higher response rate, as well as longer PFS and overall survival (OS) as
compared with that seen in the ofatumumab arm. Burger et al reported
results from a phase 3 trial of ibrutinib in older adults (=65 years) with
previously untreated CLL (RESONATE 2 trial).'* A total of 269
patients were randomized to receive ibrutinib or chlorambucil. The
median age of the patients was 73 years. After a median follow-up of
1.5 years, ibrutinib, as compared with chlorambucil, resulted in
a significantly higher overall response rate (86% vs 35%; P < .001),
longer PFS (median, not reached vs 18.9 months; P < .001), and
superior OS (2-year OS, 98% vs 85%; P = .001). The benefit of
ibrutinib was seen irrespective of high-risk prognostic markers such
as unmutated /GHV status, deletion 11q, and high 32 microglobulin.
This trial led to the approval of ibrutinib in the first-line setting for all
patients with CLL. Though the trial only included patients who
were 65 years of age and older, the US Food and Drug Admin-
istration (FDA) approval did not specify any age limit.

Idelalisib, a PI3K & inhibitor, is currently approved for relapsed CLL.
Idelalisib has been pursued in the first-line setting as well; however,
due to increased risk of death in the phase 3 trials, due to infectious
complications, the first-line trials have been suspended.

Venetoclax, a BCL2 inhibitor, is currently approved for relapsed CLL
with deletion 17p.'*! Several phase 2 trials are under way in the first-
line setting in combination with other drugs such as obinutuzumab and
with BR. A phase 3 trial is under way for patients with high CIRS score
comparing venetoclax plus obinutuzumab vs chlorambucil plus obi-
nutuzumab (NCT02242942). This trial is directed toward older pa-
tients with CLL who are not eligible for intensive CIT.

Duvelisib, a P13K /8 inhibitor, has clinical activity in relapsed CLL,
and phase 3 trials are under way in relapsed CLL (NCT02004522).

Acalabrutinib is a more selective BTK inhibitor than ibrutinib,'® and
is currently being pursued in a randomized phase 3 study for pre-
viously untreated patients with CLL and high CIRS score (acalab-
rutinib vs acalabrutinib plus obinutuzumab vs chlorambucil plus
obinutuzumab; NCT02475681). This trial is directed toward older
patients with CLL who are not eligible for intensive CIT.

Hematology 2016

Targeted therapies offer a less toxic treatment strategy compared with
CIT; however, long-term results are not available. Additionally, targeted
therapies have not typically led to minimal residual disease (MRD)
negative remissions, especially when used as single agents. With the use
of CIT, achievement of MRD negative remission has been shown to be
the most important factor leading to favorable long-term outcomes.'”

Though ibrutinib is currently approved for young fit patients with
CLL, there is lack of randomized data in this patient population for
CIT vs targeted therapies. There is an intergroup phase 3 trial of
ibrutinib plus rituximab vs FCR for young fit patients with CLL
(NCT02048813) that recently reached accrual. The primary end
point of the trial is PFS. This trial will help establish the role of CIT
vs targeted therapy in young fit patients with CLL.

Mutated IGHV, non-del(17p) subgroup

Studies reporting long-term outcomes with FCR have identified a
group of patients who benefit the most from the CIT approach.®'®' In
a report from the MDACC of the first 300 patients treated on
the FCR trial, at a median follow-up of 12.8 years, the PFS was
30.9% with a median PFS of 6.4 years.® On multivariable anal-
ysis, unmutated /GHV and del(17p) by conventional karyotyping
(fluorescence in situ hybridization data not available) were signifi-
cantly associated with inferior PFS. For the patients with a mutated
IGHV, the PFS at 12.8 years was 53.9% compared with only 8.7%
for those in the unmutated /GHV group (P < .0001). Notably, for
patients with mutated /GHV who achieved bone marrow MRD
negativity, the PFS was 80% at 12.8 years. The GCLLSG also
recently reported long-term outcomes of the CLLS trial.'® With
a median follow-up of 5.9 years, median PFS was 4.7 years for the
FCR arm (n = 408). At 5 years, the PFS was 66.6% for patients with
a mutated /IGHV compared with 33.1% for those with an unmutated
IGHV (P < .001). Rossi and colleagues recently reported an ob-
servational retrospective study of first-line treatment with FCR
(n = 404)." At 5 years, the PFS was 58.6% for patients with a mutated
IGHV compared with 36.3% for those with an unmutated /IGHV
group (P = .0005). The observation of favorable long-term PFS in
patients with a mutated /GHV (without dell17p) after FCR treatment
in these studies is important for several reasons: (1) it favors the
argument that CIT should remain standard of care for this group of
patients, given unknown long-term outcomes with targeted therapies;
(2) future clinical trials with CIT or targeted therapies should be
designed specifically for this subgroup of patients, keeping in mind
long-term favorable outcomes with CIT alone. Such approaches have
already started to be evaluated in clinical trials (NCT02629809). On
the other hand, for patients with unmutated /GHV, given the poorer
long-term PFS with FCR, alternative treatment options (such as
enrollment in clinical trials with targeted therapies) should be strongly
considered.
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Conclusions

The patient in the opening scenario was noted to have deletion 13q by
fluorescence in situ hybridization and mutated /GHV. He was offered
treatment on a phase 2 clinical trial specifically designed for this
group of patients (NCT02629809). Outside of a clinical trial, CIT
regimens such as FCR would be the appropriate first-line therapy for
this patient. Ongoing and planned phase 3 trials will help establish
the role of CIT vs targeted therapies in first-line treatment of young fit
with CLL.

Correspondence

Susan O’Brien, Chao Family Comprehensive Cancer Center, Uni-
versity of California Irvine Medical Center, 101 The City Dr,
Building 56, Room 216L, Orange, CA 92868; e-mail: obrien @uci.
edu.

References

1. Jain N, O’Brien S. Targeted therapies for CLL: practical issues with the
changing treatment paradigm. Blood Rev. 2016;30(3):233-244.

2. Jain N, O’Brien S. Initial treatment of CLL: integrating biology and
functional status. Blood. 2015;126(4):463-470.

3. Hallek M. Signaling the end of chronic lymphocytic leukemia: new
frontline treatment strategies. Blood. 2013;122(23):3723-3734.

4. Keating MJ, O’Brien S, Albitar M, et al. Early results of a chemo-
immunotherapy regimen of fludarabine, cyclophosphamide, and ritux-
imab as initial therapy for chronic lymphocytic leukemia. J Clin Oncol.
2005;23(18):4079-4088.

5. Tam CS, O’Brien S, Wierda W, et al. Long-term results of the fludar-
abine, cyclophosphamide, and rituximab regimen as initial therapy of
chronic lymphocytic leukemia. Blood. 2008;112(4):975-980.

6. Thompson PA, Tam CS, O’Brien SM, et al. Fludarabine, cyclophos-
phamide, and rituximab treatment achieves long-term disease-free sur-
vival in IGHV-mutated chronic lymphocytic leukemia. Blood. 2016;
127(3):303-309.

7. Hallek M, Fischer K, Fingerle-Rowson G, et al; International Group of
Investigators; German Chronic Lymphocytic Leukaemia Study Group.
Addition of rituximab to fludarabine and cyclophosphamide in patients
with chronic lymphocytic leukaemia: a randomised, open-label, phase 3
trial. Lancet. 2010;376(9747):1164-1174.

148

10.

11

12.

13.

14.

15.

16.

17.

18.

19.

. Fischer K, Cramer P, Busch R, et al. Bendamustine in combination with

rituximab for previously untreated patients with chronic lymphocytic
leukemia: a multicenter phase II trial of the German Chronic Lym-
phocytic Leukemia Study Group. J Clin Oncol. 2012;30(26):3209-3216.

. Eichhorst B, Fink AM, Bahlo J, et al; International Group of In-

vestigators; German CLL Study Group (GCLLSG). First-line chemo-
immunotherapy with bendamustine and rituximab versus fludarabine,
cyclophosphamide, and rituximab in patients with advanced chronic
lymphocytic leukaemia (CLL10): an international, open-label, randomised,
phase 3, non-inferiority trial. Lancet Oncol. 2016;17(7):928-942.

Goede V, Fischer K, Busch R, et al. Obinutuzumab plus chlorambucil
in patients with CLL and coexisting conditions. N Engl J Med. 2014;
370(12):1101-1110.

Pan Z, Scheerens H, Li SJ, et al. Discovery of selective irreversible inhibitors
for Bruton’s tyrosine kinase. ChemMedChem. 2007;2(1):58-61.
Byrd JC, Brown JR, O’Brien S, et al; RESONATE Investigators.
Ibrutinib versus ofatumumab in previously treated chronic lymphoid
leukemia. N Engl J Med. 2014;371(3):213-223.

Burger JA, Tedeschi A, Barr PM, et al; RESONATE-2 Investigators.
Ibrutinib as initial therapy for patients with chronic lymphocytic leu-
kemia. N Engl J Med. 2015;373(25):2425-2437.

Roberts AW, Davids MS, Pagel JM, et al. Targeting BCL2 with ven-
etoclax in relapsed chronic lymphocytic leukemia. N Engl J Med. 2016;
374(4):311-322.

Stilgenbauer S, Eichhorst B, Schetelig J, et al. Venetoclax in relapsed
or refractory chronic lymphocytic leukaemia with 17p deletion: a mul-
ticentre, open-label, phase 2 study. Lancet Oncol. 2016;17(6):768-778.
Byrd JC, Harrington B, O’Brien S, et al. Acalabrutinib (ACP-196) in
relapsed chronic lymphocytic leukemia. N Engl J Med. 2016;374(4):
323-332.

Bottcher S, Ritgen M, Fischer K, et al. Minimal residual disease
quantification is an independent predictor of progression-free and overall
survival in chronic lymphocytic leukemia: a multivariate analysis from
the randomized GCLLSG CLLS trial. J Clin Oncol. 2012;30(9):980-988.
Fischer K, Bahlo J, Fink AM, et al. Long-term remissions after FCR
chemoimmunotherapy in previously untreated patients with CLL: updated
results of the CLLS trial. Blood. 2016;127(2):208-215.

Rossi D, Terzi-di-Bergamo L, De Paoli L, et al. Molecular prediction of
durable remission after first-line fludarabine-cyclophosphamide-rituximab in
chronic lymphocytic leukemia. Blood. 2015;126(16):1921-1924.

American Society of Hematology


mailto:obrien@uci.edu
mailto:obrien@uci.edu

	First-line therapy for young patients with CLL
	Chemoimmunotherapy
	Targeted therapies
	Mutated IGHV, non-del(17p) subgroup
	Conclusions
	Correspondence
	References




