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Abstract:



Anaplastic Lymphoma Kinase (ALK)-positive Anaplastic Large Cell Lymphoma (ALCL), remains one of the most curable cancers in the paediatric setting; multi-agent chemotherapy cures approximately 65–90% of patients. Over the last two decades, major efforts have focused on improving the survival rate by intensification of combination chemotherapy regimens and employing stem cell transplantation for chemotherapy-resistant patients. More recently, several new and ‘renewed’ agents have offered the opportunity for a change in the paradigm for the management of both chemo-sensitive and chemo-resistant forms of ALCL. The development of ALK inhibitors following the identification of the EML4-ALK fusion gene in Non-Small Cell Lung Cancer (NSCLC) has opened new possibilities for ALK-positive ALCL. The uniform expression of CD30 on the cell surface of ALCL has given the opportunity for anti-CD30 antibody therapy. The re-evaluation of vinblastine, which has shown remarkable activity as a single agent even in the face of relapsed disease, has led to the consideration of a revised approach to frontline therapy. The advent of immune therapies such as checkpoint inhibition has provided another option for the treatment of ALCL. In fact, the number of potential new agents now presents a real challenge to the clinical community that must prioritise those thought to offer the most promise for the future. In this review, we will focus on the current status of paediatric ALCL therapy, explore how new and ‘renewed’ agents are re-shaping the therapeutic landscape for ALCL, and identify the strategies being employed in the next generation of clinical trials.
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1. Clinical Features of Paediatric Paediatric Anaplastic Large Cell Lymphoma (ALCL)


In 1982, Stein and colleagues described tumours composed of neoplastic cells of unknown origin found in what was thought to be Hodgkin’s Lymphoma (HL), expressing the CD30 antigen (Ki-1, Ber-H2) [1,2]. These tumours were initially known as Ki-1 positive Large Cell Lymphomas. Further immunohistochemical and molecular analysis of these tumours, particularly the identification of the characteristic translocation (t(2;5)(p23;q35)) and the successful cloning of the breakpoints by Steve Morris and Tom Look in 1994, revealing fusion of the nucleolar phosphoprotein gene nucleophosmin 1 (npm1) with that of a newly described gene, anaplastic lymphoma kinase (alk), led to the establishment of the entity now known as ALK-positive Anaplastic Large Cell Lymphoma (ALCL) [3,4,5,6]. Over the next decade, the two provisional entities known as ALK-positive and ALK-negative ALCL were proposed and finally adopted into the WHO classification of tumours of haemopoietic and lymphoid tissues in 2017 [7].



ALCL is primarily a paediatric tumour, accounting for 15% of all paediatric Non-Hodgkin Lymphoma (NHL) with an annual incidence ranging from 1.2 per million in children under 15 years, to approximately 2 per million in young adults between 25 and 34 years [8], translating to approximately 80 new paediatric cases diagnosed in Europe each year [9]. Whilst the majority of paediatric cases are ALK-positive, about 50–60% of adult ALCL cases are ALK-negative. It is estimated that 90% of paediatric ALCL show aberrant expression of ALK fusion proteins, and of those, approximately 75% express NPM-ALK [10]. ALK-positive ALCL show improved chemo-responsiveness and patients experience superior survival compared with ALK-negative disease. Age may be a confounding factor in the poorer prognosis of ALK-negative disease [11]. However, considering only paediatric cases, overall survival (OS) rates are still higher for ALK-positive paediatric patients than for ALK-negative ones, with an event-free survival (EFS) of 65–75% for ALK-positive ALCL depending on the treatment regimen, compared to 15–46% for ALK-negative ALCL [12,13,14,15].




2. Frontline Treatment for Paediatric ALCL


Fortunately, paediatric ALCL patients are relatively chemo-sensitive with high response rates to diverse chemotherapy regimens, as proven by various studies; EFS and OS vary between 65% and 75%, and 70% and 90%, respectively, independent of treatment duration, drugs used, or their dosages (Table 1) [13,14,15,16,17,18].


Table 1. Treatment outcomes for paediatric patients with Anaplastic Large Cell Lymphoma (ALCL) after frontline multi-agent chemotherapy with or without methotrexate (MTX) or vinblastine (VBL). IDM-HiDAC = intermediate dose MTX-high-dose cytarabine, Chemo. = multi-agent chemotherapy.





	
Therapy

	
Study Designation

	
Paediatric Patients

	
Treatment Duration (Months)

	
EFS (Year)

	
OS (Year)

	
Grade 3/4 Toxicity

	
Ref.






	
Chemo.

	
NHL-BFM83, 86

	
62

	
2–5

	
81% (9)

	
83% (9)

	
N/A

	
[19]




	
HM89

	
82

	
8

	
66% (3)

	
83% (3)

	
N/A

	
[13]




	
UKCCSG-B-NHL-9001,

-9002/9602, -9003

	
72

	
N/A

	
59% (5)

	
65% (5)

	
One toxic death

	
[18]




	
POG9315 (APO arm)

	
85

	
11

	
71% (5)

	
88% (4)

	
neutropenia/thrombocytopenia (35%)

	
[16]




	
POG9315 (IDM-HiDAC arm)

	
90

	
11

	
71% (4)

	
88% (4)

	
neutropenia/thrombocytopenia (70%)

	
[16]




	
CCG-5941

	
86

	
11

	
68% (5)

	
80% (5)

	
neutropenia (82%), thrombocytopenia (66%), anaemia (38%)

	
[17]




	
LNH-92

	
55

	
11

	
69% (5)

	
74% (5)

	
neutropenia, hepatic events

	
[20]




	
NHL-BFM90 (K1 arm)

	
9

	
2–3

	
100% (5)

	
N/A

	
N/A

	
[15]




	
NHL-BFM90 (K2 arm)

	
65

	
2–3

	
73% (5)

	
N/A

	
N/A

	
[15]




	
NHL-BFM90 (K3 arm)

	
14

	
4–5

	
76% (5)

	
N/A

	
N/A

	
[15]




	
EICNHL-ALCL99

(MTX1-arm)

	
175

	
4–5

	
74% (2)

	
90% (2)

	
hematologic toxicity (79%), infection (50%), stomatitis (21%)

	
[10]




	
EICNHL-ALCL99

(MTX3-arm)

	
177

	
4–5

	
75% (2)

	
95% (2)

	
hematologic toxicity (64%), infection (32%), stomatitis (6%)

	
[10]




	
Chemo. + VBL

	
HM91

	
82

	
7

	
66% (3)

	
83% (3)

	
N/A

	
[13]




	
EICNHL-ALCL99-VBL

	
110

	
17–18

	
70% (2)

	
94% (2)

	
neutropenia (29%)

	
[21]




	
ANHL0131 (APO arm)

	
64

	
12

	
74% (3)

	
84% (3)

	
neutropenia (39%), infections (22%)

	
[22]




	
ANHL0131 (APV arm)

	
61

	
12

	
79% (3)

	
86% (3)

	
neutropenia (84%), infections (43%)

	
[22]










Given that ALCL was not recognised as a distinct form of NHL until 1989, most patients prior to this time would have been treated as B or T-cell NHL. The NHL-Berlin-Frankfurt-Münster (NHL-BFM) working group enrolled paediatric patients with B or T cell NHL into three different trials: NHL-BFM83, NHL-BFM86, or NHL-BFM90 [15,19,23]. Though the trials were not primarily aimed at ALCL, a retrospective analysis revealed an 83% 9-year EFS, and an OS of 81% for CD30-positive ALCL patients [19]. NHL-BFM90 was the first trial to include a treatment arm specifically for ALCL, although presence of the ALK translocation was not used as an inclusion criteria [15]. The treatment protocol was based on the previous NHL-BFM studies (Table 2).


Table 2. Treatment strategies for childhood ALCL. ARA-C = cytarabine; BV = brentuximab vedotin; Cyc = cyclophosphamide; CZ = crizotinib; Daun = daunorobicin; Doxo = doxorubicin; Eto = etoposide; IDM-HiDAC = intermediate dose MTX high-dose Cytarabine; Ifo = ifosfamide; I/T = intrathecal; IV = Intravenous; MTX = methotrexate; TT = topotecan; VBL = vinblastine; VCR = vincristine; VND = Vindesine. Not detailed in the table: prednisone, prednisolone, dexamethasone and food supplements. * Randomized into MTX1 or MTX3 arm. Shaded area indicates drugs used in the protocol.





















	Trial Acronym
	Other
	Cyc
	Ifo
	Doxo
	Eto
	MTX (I/T)
	MTX (IV)
	ARA-C (IV)
	ARA-C (I/T)
	VCR
	VND
	VBL
	Ref.





	HM89
	
	
	
	
	
	
	
	
	
	
	
	
	[13]



	HM91
	
	
	
	
	
	
	
	
	
	
	
	
	[13]



	NHL-BFM90 (K1/2 arm)
	
	
	
	
	
	
	
	
	
	
	
	
	[15]



	NHL-BFM90 (K3 arm)
	
	
	
	
	
	
	
	
	
	
	
	
	[15]



	POG9315 (APO arm)
	
	
	
	
	
	
	
	
	
	
	
	
	[16]



	POG9315 (IDM-HiDAC arm)
	
	
	
	
	
	
	
	
	
	
	
	
	[16]



	CCG-5941
	
	
	
	
	
	
	
	
	
	
	
	
	[17]



	LNH-92
	+Daun
	
	
	
	
	
	
	
	
	
	
	
	[20]



	NHL-BFM95 (R1/2)
	
	
	
	
	
	
	
	
	
	
	
	
	[24]



	NHL-BFM95 (R3/4)
	
	
	
	
	
	
	
	
	
	
	
	
	[24]



	EICNHL-ALCL99 (MTX1-arm)
	
	
	
	
	
	
	
	
	
	
	
	
	[10]



	EICNHL-ALCL99 (MTX3-arm)
	
	
	
	
	
	
	
	
	
	
	
	
	[10]



	EICNHL-ALCL99-VBL
	
	
	
	
	
	*
	
	
	
	
	
	
	[21]



	ANHL0131 (APO arm)
	
	
	
	
	
	
	
	
	
	
	
	
	[22]



	ANHL0131 (APV arm)
	
	
	
	
	
	
	
	
	
	
	
	
	[22]



	COG-ADVL1212 (Course A/C/D)
	+CZ +TT
	
	
	
	
	
	
	
	
	
	
	
	[25]



	COG-ADVL1212 (Course B)
	+CZ
	
	
	
	
	
	
	
	
	
	
	
	[25]



	COG-ANHL12P1 (Course A)
	+CZ/BV
	
	
	
	
	
	
	
	
	
	
	
	[26]



	COG-ANHL12P1 (Course B)
	+CZ/BV
	
	
	
	
	
	
	
	
	
	
	
	[26]









Patients were enrolled into one of three arms according to disease stage: arm K1 for stages I and II if completely resected (nine patients), K2 for stage II non-resected and stage III (65 patients), and K3 for stage IV (14 patients). Because CD30-positive ALCL resembled B-cell NHL closely, the first protocol trialled was that used for B-cell NHL, which used methotrexate. Thus, the arms K1 to K3 tested increasing doses of methotrexate. NHL-BFM90 led to a 5-year EFS of 100%, 73%, and 79% respectively for arms K1, K2, and K3. The treatment regimen lasted between 2 and 5 months compared to 7 or 8 months respectively for HM89 and HM91 (Table 1), which are both protocols that were tested by the French Society for Paediatric Oncology (SFOP) at that time. As a result, and because the drug doses were comparatively lower—all with comparable EFS rates—the NHL-BFM working group recommended its NHL-BFM90 protocol as standard therapy for ALCL [13,15,27,28].



Given the high risk of short-term side effects associated with methotrexate such as oral and gastrointestinal mucositis, sometimes leading to sepsis and toxic death [24], lower concentrations of methotrexate administered in shorter pulses were investigated in the subsequent NHL-BFM95 trial (Table 2). NHL-BFM95 stratified patients into low risk (stages I and II, arms R1 and R2) and high-risk patients (stages III and IV, arms R3 and R4). Patients in arms R1/R2 and R3/R4 were treated with 1 g/m2 and 5 g/m2 methotrexate infusions, respectively. In both cases, half the patients were randomized to receive the infusion over 4 h, whilst the other half were given the infusion over 24 h. The trial found that the 4-h infusion and the 1 g/m2 dose were not inferior but were less toxic than the 24-h infusion and 5 g/m2 injection [24].



The European Inter-group for Childhood Non-Hodgkin Lymphoma (EICNHL) launched the first international randomized trial for ALCL patients under 22 years of age, regardless of ALK status in 1999—the ALCL99 trial (NCT00006455) [10,29,30]. ALCL99 enrolled 352 children over 7 years in 11 European countries and Japan. The trial tested four different protocols aiming to achieve three main goals: to lower the amount of methotrexate required, to rid the protocol of intrathecal injections, and to test whether vinblastine could be a valuable addition to the protocol. Patients were randomly enrolled into arms MTX1 and MTX3, which tested the NHL-BFM90 backbone with a 24-h low-dose (1 g/m2) methotrexate infusion (without intrathecal injections) and intermediate-dose (3 g/m2) 3-h methotrexate infusion (with intrathecal injections), respectively. The trial achieved a 2-year EFS of 74.1% and a 2-year OS of 92.5%, and found that the MTX3 arm using a higher dose, but a shorter infusion time for methotrexate was overall less toxic than the MTX1 arm [10,12,13,14,15,31]. Thus, the investigators recommended using short-pulse, high-dose methotrexate without intrathecal injections for reduced toxicity and improved quality of life. This has become the chemotherapy regimen referred to hereafter as ALCL99 [10,31,32].



Besides the observed short-term toxicity, relapse following ALCL99 was comparable with previous trials (HM89, HM91, NHL-BFM83, NHL-BFM86, and NHL-BFM90) averaging at 20–40% with some children experiencing multiple events [10]. However, whilst these children tend to remain chemo-sensitive, they still suffer the long-term side effects of toxic chemotherapy [31].



2.1. Vinblastine: Potential New Paradigm


Two small retrospective studies conducted by the SFOP showed that vinblastine could reduce the risk of treatment failure, even for patients who had relapsed on chemotherapy [33,34]. Hence, as part of the ALCL99 protocol, vinblastine was investigated in high-risk patients (those with mediastinal, lung, liver, or spleen involvement, or biopsy-proven skin lesions) who were eligible for the sub-trial, ALCL99-VBL (Table 1 and Table 2). High-risk patients were first randomized into one of MTX1-VBL or MTX3-VBL arms, and then half were randomly selected to receive weekly Vinblastine at 6 mg/m2, in addition to the MTX1 or MTX3 protocol they were already in, followed by weekly vinblastine-only injections for 1 year on its own as a maintenance treatment [21]. Results showed a significant improvement over the first year of treatment with regard to EFS, but no significant difference overall with relapse being delayed rather than prevented [21]. Vinblastine was also investigated as frontline therapy in the Children’s Oncology Group (COG) trial ANHL0131 (NCT00059839), in addition to the chemotherapy backbone (APO: doxorubicin, prednisone, vincristine, methotrexate, 6-mercaptopurine). Similar to the European trial, it did not find any significant difference between 3-year OS or EFS as compared to standard chemotherapy, but did show that weekly vinblastine administration was more toxic than the ‘no vinblastine’ arm [22]. For both ANHL0131 and ALCL99-VBL, the vinblastine dose started at 6 mg/m², but had to be reduced to 4 mg/m² due to toxicity in the majority of patients (41/61).



However, mainly in the context of relapsed disease, accumulating evidence suggests that vinblastine has unusual efficacy as a single agent in ALCL when given for prolonged durations [21,33,34]. The EICNHL-ALCL-RELAPSE trial included an arm that recruited patients with late relapse (more than 12 months from initial diagnosis) and CD3-negative ALCL treated with single agent weekly vinblastine for 24 weeks. A first abstract in the British Journal of Haematology reports that vinblastine achieved both high survival rates and length of remission, sometimes for the entire 24 months duration of the treatment [35].



This experience with single agent vinblastine in relapse therapy suggested that low-dose, long-term, single-agent vinblastine could be as effective as is standard short-term multi-agent chemotherapy in low risk patients. Therefore, proposals are in place to investigate the efficacy of single-agent vinblastine in a new frontline trial for paediatric ALCL. EICNHL proposes to investigate vinblastine as a single-agent frontline treatment in patients negative for minimal disseminated disease (MDD), a prognostic factor previously associated with a lower risk of treatment failure [36,37]. The goal is to assess whether vinblastine could replace the ALCL99 protocol, at least for low risk patients—though it may not improve the OS and EFS rates, the anticipation is that it will be less toxic overall. Patients who can be cured by vinblastine are spared both acute (stomatitis, neutropenia, infections, 1–2% treatment related mortality) and late (risk of secondary malignancies, infertility, cardiac toxicity, obesity, metabolic syndrome) toxicity of the multi-agent chemotherapy which includes etoposide, alkylators, and anthracyclines. A further advantage for single agent vinblastine therapy is that patients can be treated as outpatients. Unfortunately, the long duration of the treatment protocol with weekly hospital visits for 2 years may prove to be a logistical barrier. In addition, this could provide a low toxicity chemotherapy backbone forming a new basis to study the addition of targeted therapies.




2.2. Development of Targeted Agents for Frontline Therapy


2.2.1. ALK Inhibition


With EFS and OS rates having barely changed since the NHL-BFM first tested its B-cell NHL protocol on ALCL patients in the 1980s, there is a clear need for new, less toxic therapies for patients in all risk groups (Table 3).


Table 3. Past, ongoing, and planned clinical trials for paediatric ALCL. Allo = allogeneic; AC = alectinib; auto = autologous; BEAM = carbustine, etoposide, cytarabine and melphalan; BV = brentuximab vedotin; CR = ceritinib; CZ = crizotinib; Cyc = cyclophosphamide; ARA-C = cytarabine; Dexa = Dexamethasone; Doxo = doxorubicin; Eto = etoposide; Ifo = ifosfamide; MTX = methotrexate; SCT = stem cell transplantation; TT = topotecan; VBL = vinblastine; VCR = vincristine. * as stated on the ClinicalTrials.gov webpage.





	
Stage

	
ClinicalTrials.gov Identifier

	
Trial Acronym

	
Treatment

	
Phase

	
Time Frame*

	
Location

	
No *

	
Ref.






	
Front-line

	
NCT00006455

	
EICNHL-ALCL99

	
ALCL99 (Cyc, MTX, Ifo, Eto, ARA-C, Doxo) +/− VBL

	
III

	
1999–2005

	
Europe, Japan

	
487

	
[21,31]




	
NCT00059839

	
COG-ANHL0131

	
APO (Doxo, MTX, VCR) +/− VBL

	
III

	
2003–2014

	
USA

	
125

	
[22]




	
NCT01979536

	
COG-ANHL12P1

	
CZ/BV + (Dexa, Ifo, MTX, ARA-C, Eto)/(Dexa, MTX, Cyc, Doxo)

	
II

	
2013–2020

	
USA

	
140

	
[26]




	
NCT02729961

	
NCI-2016-00396

	
BV+CR

	
I/II

	
2017–2023

	
USA

	
30

	
[38]




	
Relapse

	
NCT00317408

	
EICNHL-ALCL-RELAPSE

	
Allo SCT/BEAM-conditioning + auto SCT/VBL

	
N/A

	
2004–2014

	
Europe

	
96

	
[39]




	
NCT00354107

	
COG-ANHL06P1

	
SGN-30, Ifo, Carboplatin, Eto

	
I/II

	
2007–2010

	
USA

	
5

	
[40]




	
NCT01492088

	
C25002

	
BV

	
I/II

	
2012–2018

	
Worldwide

	
36

	
[41]




	
NCT00939770

	
COG-ADVL0912

	
CZ

	
I

	
2009–2020

	
USA

	
26

	
[42,43]




	
NCT01606878

	
COG-ADVL1212

	
CZ + (Cyc, TT)/(VCR, Dexa, Doxo)

	
I

	
2013–2018

	
USA

	
65

	
[25]




	
N/A

	
UMIN000016991

	
AC

	
II

	
2015–2020

	
Japan

	
10

	
[44,45]




	
N/A

	
UMIN000028075

	
CZ

	
I/II

	
2017–2022

	
Japan

	
23

	
[46]




	
N/A

	
ITCC053/CRISP

	
CZ +/− VBL

	
IB

	
2016–2021

	
Europe

	
82

	
[47]




	
N/A

	
EICNHL-ALCL-Nivo

	
Nivolumab

	
II

	
Planned

	
Europe

	
38

	
[48]










ALK is an ideal drug target particularly as endogenous expression of ALK is limited to neuronal cells during neonatal development [49] which should limit side-effects. However, initial interest in the development of ALK inhibitors was largely non-existent amongst pharmaceutical companies due to not only the favourable survival rates of these patients, but also its orphan disease status. Over a decade after the description of ALK in ALCL, it was identified to be fused to EML4 in 6.7% of Non-Small Cell Lung Cancer (NSCLC) patients as a result of a chromosomal inversion [50] and subsequently the development of ALK inhibitors began. The first phase I clinical trial of Pfizer’s ALK/MET/ROS1 inhibitor, crizotinib, was initiated in 2008 [51]. Other ALK inhibitors have followed, and since crizotinib’s FDA approval in 2011 for advanced ALK-positive NSCLC, ceritinib (Novartis) and alectinib (Hoffmann-La Roche) were likewise approved in 2014 and 2015, respectively [52,53,54]. Two more ALK inhibitors—lorlatinib (Pfizer) and brigatinib (Takeda)—have recently been granted breakthrough therapy designation and FDA-accelerated approval respectively [55]. As usual, there is a necessary lag in the application of novel agents to a paediatric population but these drugs have been slowly filtering through to the treatment of ALCL and other ALK-related malignancies in children.



In Europe, the EICNHL is planning to trial an ALK inhibitor in combination with the ALCL99 backbone as frontline treatment in a phase I safety study. Unfortunately, so far, no ALK inhibitor has been selected or agreed for use in this study [56], although crizotinib is the obvious candidate due to its longer history of use in adults, proven safety, and efficacy in ALK-positive NSCLC. Indeed, crizotinib and combination chemotherapy have already been tested in a phase I trial in children with ALK-related malignancies (NCT01606878), and a trial for adults with ALK-positive ALCL is underway (NCT02419287), and final toxicity data will soon be available from the phase II trial of crizotinib administered in combination with multi-agent chemotherapy in the USA (NCT01979536, Table 3).



The other potential candidate is ceritinib, although its use is associated with significant toxicities, which may limit its application in a paediatric population; the drug has shown severe gastrointestinal toxicity in 14% of NSCLC patients with diarrhoea, nausea, vomiting, or abdominal pain occurring in 95% of 925 NSCLC patients [57]. However, ceritinib has shown long-lasting responses in three ALK-positive adult ALCL patients who relapsed after anthracycline-based chemotherapy and were included in the expansion cohort of the phase I ASCEND-1 trial (NCT01283516). At the time of the report, patients were still on ceritinib treatment with durations ranging from 20 to 26 months [58]. Likewise, a phase I dose escalation trial of single-agent ceritinib in paediatric patients with ALK-expressing malignancies (NCT01742286), showed two out of two ALK-positive ALCL patients to achieve a complete response [59]. Currently, the results of a rare indications, phase II, open-label, multi-centre, multi-arm study (ASCEND-10, NCT02465528) which recruits patients starting from 1 year of age diagnosed with an ALK-positive malignancy other than NSCLC, are expected in 2019 [60]. Interestingly, a phase I/II open-label dose-finding study of ceritinib combined with brentuximab vedotin (BV; discussed later in this review) for frontline treatment of ALK-positive ALCL patients 12 years and older, is planned to open to recruitment in 2018 (NCT02729961). This trial will provide important information regarding new targeted agent combination strategies not involving standard chemotherapy.



Other ALK inhibitors are at earlier stages of development for the treatment of adults with ALK-positive malignancies other than NSCLC and therefore are likely to be slower in percolating through to the treatment of paediatric populations. For example, alectinib, lorlatinib, brigatinib and entrectinib (Ignyta) have shown promising results in ALK-positive NSCLC but have not yet been sufficiently tested in the paediatric setting and long-term toxicities are unknown. The advantage of these ALK inhibitors over crizotinib and ceritinib is that they are able to cross the blood–brain barrier and as such are active against CNS disease [61,62,63,64,65]. However, unlike advanced ALK-positive NSCLC, which is characterized by a high risk of CNS metastases and a high frequency of brain metastases at diagnosis [66], paediatric ALCL patients have a low risk of CNS progression [67].




2.2.2. Targeting CD30


The consistent expression of CD30 (a protein expressed almost exclusively on activated B and T cells) in ALCL provides another therapeutic target [68,69]. One of the earliest attempts was the development of an anti-CD30 monoclonal antibody called BerH2 and a single-chain variable fragment (scFv) linked to immunotoxins saporin-6 and pseudomonas exotoxin A, respectively [70,71]. A few other such therapies have since been trialled in various types of HL with some success [72], but the high reported toxicities make this unsuitable for ALCL. A similar approach that utilized an iodine-131 labelled murine anti-CD30 monoclonal antibody in HL achieved partial remissions [73], however toxicity was again found to be a barrier.



The first mouse–human chimeric anti-CD30 antibody, SGN-30, was developed by Seattle Genetics and tested in a phase I/II pilot study in combination with ifosfamide, carboplatin, and etoposide (ICE) in five children with recurrent ALCL (COG-ANHL06P1, NCT00354107). However, serious adverse events (pleural effusion, ascites, decrease in neutrophil count, capillary leak syndrome, skin and subcutaneous tissue disorders) led to the termination of the study [40].



The activity of SGN-30 was further improved by conjugation with the anti-microtubule agent monomethylauristatin E (MMAE). The resulting antibody–drug conjugate brentuximab vedotin (BV, SGN-35) binds to CD30 on the cell surface initiating its internalization, followed by trafficking to the lysosomal compartment with eventual release of MMAE via proteolytic cleavage [74]. Binding of MMAE to tubulin disrupts the microtubule network, induces cell cycle arrest and results in apoptotic death of the CD30-expressing cell [75]. An initial phase I clinical trial of BV (NCT00430846) was conducted in adults with CD30-positive lymphomas that had failed systemic chemotherapy. The two adult patients with ALCL enrolled into the study both achieved complete remission (CR) [76]. Following this, a phase II study of BV in adults with relapsed or refractory systemic ALK-positive and ALK-negative ALCL was initiated (NCT00866047) [77], and in 2011 BV was approved by the FDA for the treatment of relapsed ALCL following failure of at least one multi-agent chemotherapy protocol for adults. An update to this pivotal study provided 4-year follow-up of patients included in the phase II study; the median Progression-Free Survival (PFS) was 20 months (25.5 months for ALK-positive ALCL patients) and the 4-year OS was 64% [78].



Both crizotinib and BV have since been studied in adults with HL (NCT02243436, NCT01578967, NCT02098512, NCT01874054, NCT00848926 NCT02298283, NCT02227433, NCT02939014, NCT01716806) [79,80,81,82] and NHL (NCT01805037, NCT02462538, NCT01657331, NCT01909934, NCT01352520, NCT01950364, NCT02139592, NCT02419287, NCT02939014, NCT00866047, NCT02280785) in the frontline setting with promising results. Additionally, BV and combination chemotherapy has been trialled in young patients with newly diagnosed HL (NCT02166463).



This has encouraged a randomized phase II COG study for paediatric ALCL, (COG-ANHL12P1, NCT01979536) that compares the use of BV to the ALK inhibitor crizotinib administered with a common chemotherapy backbone (Table 3). This study is the first frontline trial of these targeted agents specifically for children with ALCL. The trial enrolled its first patient in 2013 and final results will be available by the end of 2020; to date, 110 patients have been enrolled and updated study results were presented at the EICNHL meeting in November 2017. The BV arm has been closed, as recruitment is now complete. The crizotinib arm has re-opened at the time of the writing of this manuscript following an FDA-imposed clinical hold in March 2017 due to the occurrence of thrombosis. Catheter-related clots and pulmonary emboli occurred in 10 patients, after which the study committee initially closed the crizotinib arm. This is surprising as the robust and sustained activity observed in the Phase I/II COG-ADVL0912 trial (discussed below) provided the rationale for combining crizotinib at 165 mg/m2 with conventional chemotherapy. The only grade 3 or 4 drug-related adverse event was a decrease in neutrophil count occurring in 83% of patients treated at 165 mg/m2 crizotinib [83]. In the future, single-agent vinblastine may provide a lower toxicity chemotherapy backbone as mentioned above.






3. Treatment of Refractory/Relapsed Disease


3.1. Stem Cell Transplantation


Consolidation of chemotherapy response in relapsed and refractory ALCL with allogeneic Stem Cell Transplantation (SCT) remains a subject without international consensus. Some retrospective studies suggest that OS is over 50% for ALK-positive ALCL relapse cases when treated with SCT or continued multi-agent chemotherapy [34,84,85], the former being the standard of care for children or adolescents with some other forms of relapsed or refractory NHL (except ALCL) [84,85]. Therefore, one treatment option for relapsed or refractory ALCL is SCT and four retrospective studies have been conducted to assess its efficacy.



The NHL-BFM working group was the first to report that SCT is a viable option for relapsed ALCL looking back at ALCL patients treated in the 1990s [85,86]. Two retrospective Japanese studies also found that relapsed or refractory ALCL patients who received SCT did better than those who did not [84,87]. For all cases, the risk profile was acceptably low, but this approach was reserved for high-risk ALCL patients who had already relapsed at least once. One of the Japanese studies in particular showed that 30% of relapsed patients treated with chemotherapy alone relapsed a second time, which is similar to the 37.5% of patients treated with autologous SCT who relapsed a second time [84]. However, the patient group was fairly small with only 10 and eight patients treated in each arm, respectively. Allogeneic SCT was more successful, with all six patients entering remission [84]. Collectively, these limited data suggest that allogeneic SCT is superior to autologous SCT [87]. A retrospective French trial also showed mixed results, with 45% of patients treated with autologous SCT entering remission, as opposed to 52% treated with chemotherapy alone [33]. However, there is no consensus on the type of conditioning that should be used for allogeneic SCT with varying regimens of radiotherapy being the more commonly used options.



Two clinical trials are ongoing to test the efficacy of SCT against other second- or third-line treatment options. The planned Japanese trial, JPSLG-ALCL-RIC-18, will specifically test the efficacy of Reduced Intensity Conditioning (RIC) to prepare for allogeneic SCT. EICNHL-ALCL-RELAPSE (NCT00317408), which, between 2004 and 2011 enrolled 80 relapsed paediatric ALCL patients sorted into three arms depending on CD3 expression and time to relapse, tested allogeneic SCT and autologous SCT with and without BEAM (carmustine, etoposide, cytarabine and melphalan)-conditioning in comparison to single agent, weekly vinblastine. EICNHL-ALCL-RELAPSE has no published results. In conclusion, none of the therapies trialled to date have provided decisive data as to how to treat relapsed disease, although the results of the Japanese trial are awaited to inform on the importance of different conditioning regimens.




3.2. Development of Future Treatments for Relapsed/Refractory ALCL


3.2.1. ALK Inhibition


As mentioned above, COG was the first group to open a phase I dose-escalation study of an ALK inhibitor (COG-ADVL0912, NCT00939770) [42]. In this trial, crizotinib was administered orally, twice daily in 28-day cycles as a single agent for an indefinite duration, to paediatric patients with ALK-positive relapsed or refractory ALCL that had received at least one course of chemotherapy [43]. Those with relapsed ALCL achieved an objective response rate of 90% [83] when treated with the recommended phase II dose (RP2D) of 280 mg/m2 [42]. The 10 patients treated at the RP2D in phase I of the study were included in the phase II study. The additional 10 patients that were treated at the RP2D were specifically enrolled in the phase II expansion cohort. Of the 20 patients included in the phase II expansion cohort, 13 responded within 4 weeks of initiating treatment and the remaining seven within 5 to 8 weeks with CR in 18 out of 20 patients. Two patients came off therapy after experiencing adverse events (AEs), three after experiencing disease progression, 12 proceeded to SCT and two continued on crizotinib [83].



Three years later, a phase I study was also initiated by COG (COG-ADVL1212, NCT01606878) combining crizotinib with conventional chemotherapy for relapsed or refractory paediatric ALCL patients, which provided the requisite safety and tolerability data for eventually integrating crizotinib into frontline treatment regimens for children with ALCL. Preliminary study results are expected in 2018.



In Japan, trials UMIN000016991 and UMIN000028075 are investigating the efficacy and safety of alectinib or crizotinib, respectively, as monotherapies for children with recurrent or refractory ALK-positive ALCL [44,45,46]. UMIN000016991 is the first trial to test an ALK inhibitor other than crizotinib in paediatric ALCL patients. Results for UMIN000016991 and UMIN000028075 are expected in 2020 and 2022, respectively.



In Europe, an Innovative Therapies for Children with Cancer (ITCC) trial is in progress to treat relapsed patients with ALK-, ROS1- or MET-positive malignancies (not limited to ALCL) with crizotinib either as a single agent or in combination with vinblastine (only patients with ALCL) in a phase IB safety study. The trial (ITCC053, CRISP) will determine the RP2D of vinblastine in combination with crizotinib by dose escalation of vinblastine with a fixed dose of 150 mg/m2 crizotinib. Patients will receive a maximum of 24 cycles corresponding to two years of therapy. Salvage of non-responding patients is anticipated by transfer of patients to the EICNHL-ALCL-Nivo trial discussed below (Figure 1).


Figure 1. Management of childhood Anaplastic Large Cell Lymphoma (ALCL). ALK AA = ALK auto-antibody; BV = brentuximab vedotin; MDD = minimal disseminated disease; SCT = stem cell transplantation; TKI = tyrosine kinase inhibitor; VBL = vinblastine.
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Even though the final results from the ALK inhibitor trials are still to come, single-agent crizotinib has not yet proven curative, since abrupt relapses following crizotinib discontinuation have been described in isolated cases [88], and no successful reported case of continuous CR after discontinuation of treatment has been reported thus far. Hence, accumulating evidence suggests that ALK inhibitors might have to be taken life-long and drug resistance is a distinct possibility that may require the cycling of patients through different ALK inhibitors as is the case for NSCLC [89,90]. However, crizotinib is currently used to induce second remission in adult relapsed/refractory ALKpositive ALCL patients before allogeneic or autologous SCT [91] (Figure 1).




3.2.2. Targeting CD30


As mentioned earlier, following encouraging results from adult ALCL trials (NCT00430846, NCT00866047), a company-sponsored international phase I/II study of BV in paediatric patients with relapsed or refractory systemic ALCL (NCT01492088) was opened in 2012. Participants received BV at 1.4 mg/kg in Phase I and 1.8 mg/kg in Phase II, on day 1 of every 21-day cycle for up to 16 cycles. Of the 17 ALCL patients recruited into the phase II expansion cohort of the trial, the Overall Response Rate was 53% and time to progression was 6.3 months. However, 13 patients did not complete the study; one patient died and 12 patients dropped out for unspecified reasons. The most common reported drug-related AE was a decrease in neutrophil and lymphocyte counts with one patient experiencing pyrexia and four of 17 patients developing neutralizing anti-therapeutic antibodies [41]. Additionally, a major clinical consideration is cumulative peripheral neuropathy that was observed in 36% of patients recruited into the dose finding study of BV for adults with CD30-positive hematologic malignancies (NCT00430846) [92]. Given the neurologic side-effects of BV, prolonged treatment may be difficult to manage in paediatric patients. Thus, this drug is currently mostly used as a bridge to transplant in relapsed patients (Figure 1).



Interestingly, experimental treatment using imatinib, which inhibits enzymatic activity of PDGFRA, PDGFRB, and c-KIT, resulted in the full remission of a refractory late-stage ALK-positive ALCL patient [93]. This is yet another promising compound that is already being investigated in combination with BV in adult ALK-positive ALCL patients (NCT02462538).



Another recent CD30 targeting therapy uses T-cells engineered to express CD30 Chimeric Antigen Receptors (CAR-T cells). CAR-T cells have already been granted breakthrough designation by the FDA for relapsed or refractory myeloma, and three clinical trials are currently ongoing in CD30-positive relapsed lymphomas in adults (NCT02259556, NCT01316146, NCT02274584). Preliminary results for eight [94] and 18 [95] patients have shown CAR-T cells to be reasonably safe and remissions of variable lengths were achieved. However, the authors note a large number of adverse events and the safety profile has yet to be tested in paediatric patients [96].




3.2.3. Immunotherapy


Accumulating evidence indicates that the immune system plays a major role in the pathogenesis of ALK-positive ALCL [97,98]. Indeed, it has been shown that ALK-positive ALCL cell lines strongly express the cell surface protein, Programmed Cell-Death Ligand 1 (PD-L1; CD274, B7-H1), as determined at both the mRNA and protein levels [99]. Furthermore, immunostaining of ALK-positive ALCL primary patient tumours showed strong PD-L1 expression [100]. Analysis revealed that PD-L1 expression is induced by the chimeric NPM-ALK tyrosine kinase, via STAT3, confirming a unique function for NPM-ALK as a promoter of immune evasion by inducing PD-L1 [100]. PD-1 and its ligands, PDL-1 and PDL-2, have been shown to be involved in immune suppression with increased expression of PD-1 leading to decreased activation of reactive T-cells inhibiting the PI3K/Akt pathway on ligation by ligand [101,102,103].



These observations provided a strong rationale to use consolidative anti-PD1/PD-L1 immunotherapy for relapsed or refractory ALK-positive ALCL. Indeed, three case reports describe a dramatic and durable response using the anti-PD1 monoclonal antibodies pembrolizumab (Merck, Merck Kenilworth, NJ, USA) or nivolumab (Bristol-Myers Squibb, New York, NY, USA) for ALCL patients [104,105,106]. The first, an adult with ALK-negative ALCL was treated with pembrolizumab following chemotherapy, BV and SCT [104]. The second, a 19-year-old ALK-positive ALCL patient was treated with nivolumab following chemotherapy, BV, crizotinib, and SCT [105]. Finally, a case report observed a similar dramatic response to nivolumab in a relapsed 17-year-old patient with ALK-positive ALCL after two lines of treatment including chemotherapy and crizotinib [106]. While the 19-year old developed grade 2 pneumonitis, there are no reports of AEs for the other two patients, pointing towards an acceptable toxicity profile. Only the 17-year-old patient was tested for PD-1 expression on tumour cells by immunostaining showing strong expression throughout the tumour. It should be noted that several publications have shown that PD-1 inhibitors can provoke a response even in tumours which do not have strong PD-1 expression, but also that they sometimes fail in tumours which do show strong PD-1 expression [107]. The lack of an obvious biomarker for PD-1 inhibitor efficacy may make clinical decisions difficult when assessing therapeutic approaches for relapsed disease.



With a clear need for a randomized trial of anti-PD-1 monoclonal antibodies in refractory or relapsed ALCL, ALCL-Nivo has been designed as a phase II trial of nivolumab in paediatric and adult relapsed or refractory ALK-positive ALCL patients. The trial will test the objective response to nivolumab at 24 weeks, for patients who have already relapsed on chemotherapy and either an ALK inhibitor or BV. Should there be sufficient response in this first cohort, the trial also plans to test nivolumab as a consolidation therapy after CR of at least two months as a replacement to SCT. Patients in both cohorts are to be treated with 24 months of Nivolumab at 3 mg/kg every two weeks, and every four weeks after the first eight weeks for patients in the second cohort [48].



Another immunotherapy under investigation, potentially of therapeutic use for ALCL at all stages, is the application of cancer vaccines. Strong expression of the ALK chimera in the majority of ALCL cases combined with near-absent expression of ALK in healthy tissues makes it an ideal candidate for vaccine development. Autoantibodies against ALK as well as cytotoxic and helper T cell responses to ALK have been detected in patients with ALK-positive ALCL both at diagnosis and during remission with a significant inverse correlation between ALK-autoantibody titres and the incidence of relapse [108,109]. Vaccination using a truncated cDNA of ALK has been reported to induce potent and long-lasting protection from local and systemic lymphoma growth in mice [110,111], but this has yet to be trialled in ALCL patients.






4. Conclusions


ALCL is susceptible to multiple targeted agents, which highlights the potential to transform the therapy and outcomes for this disease. However, ALCL is a rare lymphoma and the increasing number of possible agents presents a challenge for investigators to select the most appropriate ones. This review has highlighted the agents at the forefront of current investigations in paediatric ALCL. It is likely that, due to the increasing number of malignancies in which aberrant ALK signalling is implicated, there will be yet more targeted and other drugs developed that could be relevant to paediatric ALCL. This should provide the possibility for continued refinement of therapy to achieve the highest survival rates with the least toxicity.







Acknowledgments


Suzanne D. Turner and Nina Prokoph are in receipt of a European Union Horizon 2020 Marie Skłodowska-Curie Innovative Training Network (ITN-ETN) Grant, Award No.: 675712. Hugo Larose is supported by a Biotechnology and Biological Sciences Research Council (BBSRC) PhD studentship award. Suzanne D. Turner, Nina Prokoph, Hugo Larose and Megan S. Lim are members of the European Research Initiative for ALK Related Malignancies (ERIA; www.erialcl.net).




Conflicts of Interest


The authors declare no conflicts of interest.




References


	1. 
Stein, H.; Gerdes, J.; Schwab, U.; Lemke, H.; Mason, D.Y.; Ziegler, A.; Schienle, W.; Diehl, V. Identification of Hodgkin and sternberg-reed cells as a unique cell type derived from a newly-detected small-cell population. Int. J. Cancer 1982, 30, 445–459. [Google Scholar] [CrossRef] [PubMed]

	2. 
Schwab, U.; Stein, H.; Gerdes, J.; Lemke, H.; Kirchner, H.; Schaadt, M.; Diehl, V. Production of a monoclonal antibody specific for Hodgkin and Sternberg–Reed cells of Hodgkin’s disease and a subset of normal lymphoid cells. Nature 1982, 299, 65–67. [Google Scholar] [CrossRef] [PubMed]

	3. 
Delsol, G.; Al Saati, T.; Gatter, K.C.; Gerdes, J.; Schwarting, R.; Caveriviere, P.; Rigal-Huguet, F.; Robert, A.; Stein, H.; Mason, D.Y. Coexpression of epithelial membrane antigen (EMA), Ki-1, and interleukin-2 receptor by anaplastic large cell lymphomas. Diagnostic value in so-called malignant histiocytosis. Am. J. Pathol. 1988, 130, 59–70. [Google Scholar] [PubMed]

	4. 
Fischer, P.; Nacheva, E.; Mason, D.Y.; Sherrington, P.D.; Hoyle, C.; Hayhoe, F.G.; Karpas, A. A Ki-1 (CD30)-positive human cell line (Karpas 299) established from a high-grade non-Hodgkin’s lymphoma, showing a 2;5 translocation and rearrangement of the T-cell receptor beta-chain gene. Blood 1988, 72, 234–240. [Google Scholar] [PubMed]

	5. 
Rimokh, R.; Magaud, J.P.; Berger, F.; Samarut, J.; Coiffier, B.; Germain, D.; Mason, D.Y. A translocation involving a specific breakpoint (q35) on chromosome 5 is characteristic of anaplastic large cell lymphoma (’Ki-1 lymphoma’). Br. J. Haematol. 1989, 71, 31–36. [Google Scholar] [CrossRef] [PubMed]

	6. 
Morris, S.W.; Kirstein, M.N.; Valentine, M.B.; Dittmer, K.G.; Shapiro, D.N.; Saltman, D.L.; Look, A.T. Fusion of a kinase gene, ALK, to a nucleolar protein gene, NPM, in non-Hodgkin’s lymphoma. Science 1994, 263, 1281–1284. [Google Scholar] [CrossRef] [PubMed]

	7. 
Swerdlow, S.H.; Campo, E.; Harris, N.L.; Jaffe, E.S.; Pileri, S.A.; Stein, H.; Thiele, J. WHO Classification of Tumours of Haematopoietic and Lymphoid Tissues, Revised 4th ed.; IARC: Lyon, France, 2017; ISBN 9789283244943. [Google Scholar]

	8. 
Alessandri, A.J.; Pritchard, S.L.; Schultz, K.R.; Massing, B.G. A population-based study of pediatric anaplastic large cell lymphoma. Cancer 2002, 94, 1830–1835. [Google Scholar] [CrossRef] [PubMed]

	9. 
Shiramizu, B.; Mussolin, L.; Woessmann, W.; Klapper, W. Paediatric non-Hodgkin lymphoma—Perspectives in translational biology. Br. J. Haematol. 2016, 173, 617–624. [Google Scholar] [CrossRef] [PubMed]

	10. 
Brugières, L.; Le Deley, M.-C.; Rosolen, A.; Williams, D.; Horibe, K.; Wrobel, G.; Mann, G.; Zsiros, J.; Uyttebroeck, A.; Marky, I.; et al. Impact of the Methotrexate Administration Dose on the Need for Intrathecal Treatment in Children and Adolescents with Anaplastic Large-Cell Lymphoma: Results of a Randomized Trial of the EICNHL Group. J. Clin. Oncol. 2009, 27, 897–903. [Google Scholar] [CrossRef] [PubMed]

	11. 
Boi, M.; Zucca, E.; Inghirami, G.; Bertoni, F. Advances in understanding the pathogenesis of systemic anaplastic large cell lymphomas. Br. J. Haematol. 2015, 168, 771–783. [Google Scholar] [CrossRef] [PubMed]

	12. 
Falini, B.; Pileri, S.; Zinzani, P.L.; Carbone, A.; Zagonel, V.; Wolf-Peeters, C.; Verhoef, G.; Menestrina, F.; Todeschini, G.; Paulli, M.; Lazzarino, M.; et al. ALK+ Lymphoma: Clinico-Pathological Findings and Outcome. Blood 1999, 93, 2697–2706. [Google Scholar] [PubMed]

	13. 
Brugières, L.; Deley, M.C.; Pacquement, H.; Meguerian-Bedoyan, Z.; Terrier-Lacombe, M.J.; Robert, A.; Pondarré, C.; Leverger, G.; Devalck, C.; Rodary, C.; et al. CD30(+) anaplastic large-cell lymphoma in children: Analysis of 82 patients enrolled in two consecutive studies of the French Society of Pediatric Oncology. Blood 1998, 92, 3591–3598. [Google Scholar] [PubMed]

	14. 
Rosolen, A.; Pillon, M.; Garaventa, A.; Burnelli, R.; D’Amore, E.S.; Giuliano, M.; Comis, M.; Cesaro, S.; Tettoni, K.; Moleti, M.L.; et al. Anaplastic large cell lymphoma treated with a leukemia-like therapy: Report of the Italian Association of Pediatric Hematology and Oncology (AIEOP) LNH-92 protocol. Cancer 2005, 104, 2133–2140. [Google Scholar] [CrossRef] [PubMed]

	15. 
Seidemann, K.; Tiemann, M.; Schrappe, M.; Yakisan, E.; Simonitsch, I.; Janka-Schaub, G.; Dörffel, W.; Zimmermann, M.; Mann, G.; Gadner, H.; et al. Short-pulse B-non-Hodgkin lymphoma-type chemotherapy is efficacious treatment for pediatric anaplastic large cell lymphoma: A report of the Berlin-Frankfurt-Münster Group Trial NHL-BFM 90. Blood 2001, 97, 3699–3706. [Google Scholar] [CrossRef] [PubMed]

	16. 
Laver, J.H.; Kraveka, J.M.; Hutchison, R.E.; Chang, M.; Kepner, J.; Schwenn, M.; Tarbell, N.; Desai, S.; Weitzman, S.; Weinstein, H.J.; et al. Advanced-Stage Large-Cell Lymphoma in Children and Adolescents: Results of a Randomized Trial Incorporating Intermediate-Dose Methotrexate and High-Dose Cytarabine in the Maintenance Phase of the APO Regimen: A Pediatric Oncology Group Phase III Trial. J. Clin. Oncol. 2005, 23, 541–547. [Google Scholar] [CrossRef] [PubMed]

	17. 
Lowe, E.J.; Sposto, R.; Perkins, S.L.; Gross, T.G.; Finlay, J.; MD, D.Z.; Abromowitch, M. Intensive Chemotherapy for Systemic Anaplastic Large Cell Lymphoma in Children and Adolescents: Final Results of Children’s Cancer Group Study 5941. Pediatr. Blood Cancer 2009, 52, 335–339. [Google Scholar] [CrossRef] [PubMed]

	18. 
Williams, D.M.; Hobson, R.; Imeson, J.; Gerrard, M.; McCarthy, K.; Pinkerton, C.R. Anaplastic large cell lymphoma in childhood: Analysis of 72 patients treated on The United Kingdom Children’s Cancer Study Group chemotherapy regimens. Br. J. Haematol. 2002, 117, 812–820. [Google Scholar] [CrossRef] [PubMed]

	19. 
Reiter, A.; Schrappe, M.; Tiemann, M.; Parwaresch, R.; Zimmermann, M.; Yakisan, E.; Dopfer, R.; Bucsky, P.; Mann, G.; Gadner, H. Successful treatment strategy for Ki-1 anaplastic large-cell lymphoma of childhood: A prospective analysis of 62 patients enrolled in three consecutive Berlin-Frankfurt-Munster group studies. J. Clin. Oncol. 1994, 12, 899–908. [Google Scholar] [CrossRef] [PubMed]

	20. 
Pillon, M.; Piglione, M.; Garaventa, A.; Conter, V.; Giuliano, M.; Arcamone, G.; Mura, R.; Cellini, M.; D’Amore, E.S.G.; Varotto, S.; et al. Long-term results of AIEOP LNH-92 protocol for the treatment of pediatric lymphoblastic lymphoma: A report of the Italian Association of Pediatric Hematology and Oncology. Pediatr. Blood Cancer 2009, 53, 953–959. [Google Scholar] [CrossRef] [PubMed]

	21. 
Le Deley, M.C.; Rosolen, A.; Williams, D.M.; Horibe, K.; Wrobel, G.; Attarbaschi, A.; Zsiros, J.; Uyttebroeck, A.; Marky, I.M.; Lamant, L.; et al. Vinblastine in children and adolescents with high-risk anaplastic large-cell lymphoma: Results of the randomized ALCL99-vinblastine trial. J. Clin. Oncol. 2010, 28, 3987–3993. [Google Scholar] [CrossRef] [PubMed]

	22. 
Alexander, S.; Kraveka, J.M.; Weitzman, S.; Lowe, E.; Smith, L.; Lynch, J.C.; Chang, M.; Kinney, M.C.; Perkins, S.L.; Laver, J.; et al. Advanced stage anaplastic large cell lymphoma in children and adolescents: Results of ANHL0131, a randomized phase III trial of APO versus a modified regimen with vinblastine: A report from the children’s oncology group. Pediatr. Blood Cancer 2014, 61, 2236–2242. [Google Scholar] [CrossRef] [PubMed]

	23. 
Reiter, A.; Schrappe, M.; Parwaresch, R.; Henze, G.; Müller-Weihrich, S.; Sauter, S.; Sykora, K.W.; Ludwig, W.D.; Gadner, H.; Riehm, H. Non-Hodgkin’s lymphomas of childhood and adolescence: Results of a treatment stratified for biologic subtypes and stage-a report of the Berlin-Frankfurt-Münster Group. J. Clin. Oncol. 1995, 13, 359–372. [Google Scholar] [CrossRef] [PubMed]

	24. 
Woessmann, W.; Seidemann, K.; Mann, G.; Zimmermann, M.; Burkhardt, B.; Oschlies, I.; Ludwig, W.-D.; Klingebiel, T.; Graf, N.; Gruhn, B.; et al. The impact of the methotrexate administration schedule and dose in the treatment of children and adolescents with B-cell neoplasms: A report of the BFM Group Study NHL-BFM95. Blood 2005, 105, 948–958. [Google Scholar] [CrossRef] [PubMed]

	25. 
Crizotinib and Combination Chemotherapy in Treating Younger Patients with Relapsed or Refractory Solid Tumors or Anaplastic Large Cell Lymphoma. Available online: https://clinicaltrials.gov/ct2/show/NCT01606878 (accessed on 10 January 2018).

	26. 
Brentuximab Vedotin or Crizotinib and Combination Chemotherapy in Treating Patients with Newly Diagnosed Stage II-IV Anaplastic Large Cell Lymphoma. Available online: https://clinicaltrials.gov/ct2/show/NCT01979536 (accessed on 8 January 2018).

	27. 
Sandlund, J.T.; Pui, C.H.; Roberts, W.M.; Santana, V.M.; Morris, S.W.; Berard, C.W.; Hutchison, R.E.; Ribeiro, R.C.; Mahmoud, H.; Crist, W.M. Clinicopathologic features and treatment outcome of children with large-cell lymphoma and the t(2;5)(p23;q35). Blood 1994, 84, 2467–2471. [Google Scholar] [PubMed]

	28. 
Vecchi, V.; Burnelli, R.; Pileri, S.; Rosito, P.; Sabattini, E.; Civino, A.; Pericoli, R.; Paolucci, G. Anaplastic large cell lymphoma (Ki-1+/CD30+) in childhood. Med. Pediatr. Oncol. 1993, 21, 402–410. [Google Scholar] [CrossRef] [PubMed]

	29. 
Attarbaschi, A.; Mann, G.; Rosolen, A.; Williams, D.; Uyttebroeck, A.; Marky, I.; Lamant, L.; Horibe, K.; Wrobel, G.; Beishuizen, A.; et al. Limited stage I disease is not necessarily indicative of an excellent prognosis in childhood anaplastic large cell lymphoma. Blood 2011, 117, 5616–5619. [Google Scholar] [CrossRef] [PubMed]

	30. 
Mori, T.; Fukano, R.; Saito, A.; Takimoto, T.; Sekimizu, M.; Nakazawa, A.; Tsurusawa, M.; Kobayashi, R.; Horibe, K. Japanese Pediatric Leukemia/Lymphoma Study Group. Analysis of Japanese registration from the randomized international trial for childhood anaplastic large cell lymphoma (ALCL99-R1). Rinsho Ketsueki 2014, 55, 526–533. [Google Scholar] [PubMed]

	31. 
Wrobel, G.; Mauguen, A.; Rosolen, A.; Reiter, A.; Williams, D.; Horibe, K.; Brugières, L.; Le Deley, M.-C. European Inter-Group for Childhood, Non-Hodgkin Lymphoma (EICNHL). Safety assessment of intensive induction therapy in childhood anaplastic large cell lymphoma: Report of the ALCL99 randomised trial. Pediatr. Blood Cancer 2011, 56, 1071–1077. [Google Scholar] [CrossRef] [PubMed]

	32. 
Oeffinger, K.C.; Mertens, A.C.; Sklar, C.A.; Kawashima, T.; Hudson, M.M.; Meadows, A.T.; Friedman, D.L.; Marina, N.; Hobbie, W.; Kadan-Lottick, N.S.; et al. Chronic Health Conditions in Adult Survivors of Childhood Cancer. N. Engl. J. Med. 2006, 355, 1572–1582. [Google Scholar] [CrossRef] [PubMed]

	33. 
Brugières, L.; Quartier, P.; Le Deley, M.C.; Pacquement, H.; Perel, Y.; Bergeron, C.; Schmitt, C.; Landmann, J.; Patte, C.; Terrier-Lacombe, M.J.; et al. Relapses of childhood anaplastic large-cell lymphoma: Treatment results in a series of 41 children-a report from the French Society of Pediatric Oncology. Ann. Oncol. 2000, 11, 53–58. [Google Scholar] [CrossRef] [PubMed]

	34. 
Brugières, L.; Pacquement, H.; Le Deley, M.-C.; Leverger, G.; Lutz, P.; Paillard, C.; Baruchel, A.; Frappaz, D.; Nelken, B.; Lamant, L.; et al. Single-Drug Vinblastine As Salvage Treatment for Refractory or Relapsed Anaplastic Large-Cell Lymphoma: A Report From the French Society of Pediatric Oncology. J. Clin. Oncol. 2009, 27, 5056–5061. [Google Scholar] [CrossRef] [PubMed]

	35. 
Woessmann, W.; Brugieres, L.; Rosolen, A.; Zimmermann, M.; Attarbaschi, A.; Mellgren, K.; Williams, D.; Uyttebroeck, A.; Wrobel, G.; Reiter, A. Risk-adapted therapy for patients with relapsed or refractory ALCL—Interim-results of the prospective EICNHL-Trial ALCL-relapse. Br. J. Haematol. 2012, 159, 41. [Google Scholar]

	36. 
Mussolin, L.; Pillon, M.; D’Amore, E.S.; Santoro, N.; Lombardi, A.; Fagioli, F.; Zanesco, L.; Rosolen, A. Prevalence and clinical implications of bone marrow involvement in pediatric anaplastic large cell lymphoma. Leukemia 2005, 19, 1643–1647. [Google Scholar] [CrossRef] [PubMed]

	37. 
Damm-Welk, C.; Mussolin, L.; Zimmermann, M.; Pillon, M.; Klapper, W.; Oschlies, I.; D’Amore, E.S.G.; Reiter, A.; Woessmann, W.; Rosolen, A. Early assessment of minimal residual disease identifies patients at very high relapse risk in NPM-ALK–positive anaplastic large-cell lymphoma. Blood 2014, 123, 334–337. [Google Scholar] [CrossRef] [PubMed]

	38. 
Ceritinib With Brentuximab Vedotin in Treating Patients with ALK-Positive Anaplastic Large Cell Lymphoma. Available online: https://clinicaltrials.gov/ct2/show/NCT02729961 (accessed on 8 January 2018).

	39. 
Combination Chemotherapy Followed By Stem Cell Transplant in Treating Young Patients with Progressive or Relapsed Anaplastic Large Cell Lymphoma. Available online: https://clinicaltrials.gov/ct2/show/NCT00317408 (accessed on 10 January 2018).

	40. 
Ifosfamide, Carboplatin, Etoposide, and SGN-30 in Treating Young Patients with Recurrent Anaplastic Large Cell Lymphoma. Available online: https://clinicaltrials.gov/ct2/show/results/NCT00354107 (accessed on 8 January 2018).

	41. 
Study of Brentuximab Vedotin (SGN-35) in Pediatric Participants with Relapsed or Refractory (r/r) Systemic Anaplastic Large-Cell Lymphoma or Hodgkin Lymphoma. Available online: https://clinicaltrials.gov/ct2/show/NCT01492088 (accessed on 10 January 2018).

	42. 
Mossé, Y.P.; Lim, M.S.; Voss, S.D.; Wilner, K.; Ruffner, K.; Laliberte, J.; Rolland, D.; Balis, F.M.; Maris, J.M.; Weigel, B.J.; et al. Safety and activity of crizotinib for paediatric patients with refractory solid tumours or anaplastic large-cell lymphoma: A Children’s Oncology Group phase 1 consortium study. Lancet Oncol. 2013, 14, 472–480. [Google Scholar] [CrossRef]

	43. 
Balis, F.M.; Thompson, P.A.; Mosse, Y.P.; Blaney, S.M.; Minard, C.G.; Weigel, B.J.; Fox, E. First-dose and steady-state pharmacokinetics of orally administered crizotinib in children with solid tumors: A report on ADVL0912 from the Children’s Oncology Group Phase 1/Pilot Consortium. Cancer Chemother. Pharmacol. 2017, 79, 181–187. [Google Scholar] [CrossRef] [PubMed]

	44. 
Nagai, H.; Fukano, R.; Sekimizu, M.; Kada, A.; Saito, A.M.; Asada, R.; Mori, T. Phase II trial of CH5424802 (alectinib hydrochloride) for recurrent or refractory ALK-positive anaplastic large cell lymphoma: Study protocol for a non-randomized non-controlled trial. Nagoya J. Med. Sci. 2017, 79, 407–413. [Google Scholar] [CrossRef] [PubMed]

	45. 
UMIN-CTR Clinical Trial Information for UMIN000016991. Available online: https://upload.umin.ac.jp/cgi-open-bin/ctr_e/ctr_view.cgi?recptno=R000019718 (accessed on 8 January 2018).

	46. 
UMIN-CTR Clinical Trial Information for UMIN000028075. Available online: https://upload.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000031711 (accessed on 8 January 2018).

	47. 
ITCC-053 Trial Information, Nederlands Trial Register. Available online: http://www.trialregister.nl/trialreg/admin/rctview.asp?TC=5584 (accessed on 10 January 2018).

	48. 
Brugières, L. Nivo-ALCL Trial. In Proceedings of the European Inter-Group for Childhood Non-Hodgkin Lymphoma (EICNHL) Annual Meeting, EICNHL Meeting, Gießen, Germany, 9 November 2017. [Google Scholar]

	49. 
Morris, S.W.; Naeve, C.; Mathew, P.; James, P.L.; Kirstein, M.N.; Cui, X.; Witte, D.P. ALK, the chromosome 2 gene locus altered by the t(2;5) in non-Hodgkin’s lymphoma, encodes a novel neural receptor tyrosine kinase that is highly related to leukocyte tyrosine kinase (LTK). Oncogene 1997, 14, 2175–2188. [Google Scholar] [CrossRef] [PubMed]

	50. 
Soda, M.; Choi, Y.L.; Enomoto, M.; Takada, S.; Yamashita, Y.; Ishikawa, S.; Fujiwara, S.; Watanabe, H.; Kurashina, K.; Hatanaka, H.; et al. Identification of the transforming EML4–ALK fusion gene in non-small-cell lung cancer. Nature 2007, 448, 561–566. [Google Scholar] [CrossRef] [PubMed]

	51. 
Camidge, D.R.; Bang, Y.-J.; Kwak, E.L.; Iafrate, A.J.; Varella-Garcia, M.; Fox, S.B.; Riely, G.J.; Solomon, B.; Ou, S.-H.I.; Kim, D.-W.; et al. Activity and safety of crizotinib in patients with ALK-positive non-small-cell lung cancer: Updated results from a phase 1 study. Lancet Oncol. 2012, 13, 1011–1019. [Google Scholar] [CrossRef]

	52. 
FDA Approved Drug Products Information for Xalori. Available online: https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&applno=202570 (accessed on 8 January 2018).

	53. 
FDA Approved Drug Products Information for Zykadia. Available online: https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&applno=205755 (accessed on 8 January 2018).

	54. 
FDA Approved Drug Products Information for Alecensa. Available online: https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&applno=208434 (accessed on 8 January 2018).

	55. 
FDA Approved Drug Products Information for Alunbrig. Available online: https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm?event=overview.process&applno=208772 (accessed on 8 January 2018).

	56. 
EMA Paediatric Strategy Forum for Anaplastic Lymphoma Kinase (ALK) Inhibition in Paediatric Malignancies. Available online: http://www.ema.europa.eu/docs/en_GB/document_library/Report/2017/06/WC500228940.pdf (accessed on 23 February 2018).

	57. 
Zykadia Safety Information. Available online: https://www.hcp.novartis.com/products/zykadia/alk-nsclc/safety-profile/ (accessed on 8 January 2018).

	58. 
Richly, H.; Kim, T.M.; Schuler, M.; Kim, D.-W.; Harrison, S.J.; Shaw, A.T.; Boral, A.L.; Yovine, A.; Solomon, B. Ceritinib in patients with advanced anaplastic lymphoma kinase–rearranged anaplastic large-cell lymphoma. Blood 2015, 126, 1257–1258. [Google Scholar] [CrossRef] [PubMed]

	59. 
Geoerger, B.; Schulte, J.; Zwaan, C.M.; Casanova, M.; Fischer, M.; Moreno, L.; Trahair, T.; Jimenez, I.; Kang, H.J.; Pappo, A.S.; et al. Phase I study of ceritinib in pediatric patients (Pts) with malignancies harboring a genetic alteration in ALK (ALK+): Safety, pharmacokinetic (PK), and efficacy results. J. Clin. Oncol. 2015, 33. [Google Scholar] [CrossRef]

	60. 
Kiss, I.; Rodón, J.; Pulido, E.G.; Rha, S.Y.; Sathornsumetee, S.; Hess, G.; Eigendorff, E.; Cesic, D.; Sutradhar, S.; Pramanik, B.; et al. Phase 2, open-label study of ceritinib in patients (pts) with advanced non-lung solid tumors and hematological malignancies characterized by genetic abnormalities in anaplastic lymphoma kinase (ALK) using a flexible adaptive design: ASCEND-10. Ann. Oncol. 2016, 27. [Google Scholar] [CrossRef]

	61. 
Shaw, A.T.; Felip, E.; Bauer, T.M.; Besse, B.; Navarro, A.; Postel-Vinay, S.; Gainor, J.F.; Johnson, M.; Dietrich, J.; James, L.P.; et al. Lorlatinib in non-small-cell lung cancer with ALK or ROS1 rearrangement: An international, multicentre, open-label, single-arm first-in-man phase 1 trial. Lancet Oncol. 2017, 18, 1590–1599. [Google Scholar] [CrossRef]

	62. 
Kim, D.-W.; Tiseo, M.; Ahn, M.-J.; Reckamp, K.L.; Hansen, K.H.; Kim, S.-W.; Huber, R.M.; West, H.L.; Groen, H.J.M.; Hochmair, M.J.; et al. Brigatinib in Patients With Crizotinib-Refractory Anaplastic Lymphoma Kinase–Positive Non–Small-Cell Lung Cancer: A Randomized, Multicenter Phase II Trial. J. Clin. Oncol. 2017, 35, 2490–2498. [Google Scholar] [CrossRef] [PubMed]

	63. 
Peters, S.; Camidge, D.R.; Shaw, A.T.; Gadgeel, S.; Ahn, J.S.; Kim, D.-W.; Ou, S.-H.I.; Pérol, M.; Dziadziuszko, R.; Rosell, R.; et al. Alectinib versus Crizotinib in Untreated ALK-Positive Non–Small-Cell Lung Cancer. N. Engl. J. Med. 2017, 377, 829–838. [Google Scholar] [CrossRef]

	64. 
Hida, T.; Nokihara, H.; Kondo, M.; Kim, Y.H.; Azuma, K.; Seto, T.; Takiguchi, Y.; Nishio, M.; Yoshioka, H.; Imamura, F.; et al. Alectinib versus crizotinib in patients with ALK-positive non-small-cell lung cancer (J-ALEX): An open-label, randomised phase 3 trial. Lancet 2017, 390, 29–39. [Google Scholar] [CrossRef]

	65. 
Drilon, A.; Siena, S.; Ou, S.-H.I.; Patel, M.; Ahn, M.J.; Lee, J.; Bauer, T.M.; Farago, A.F.; Wheler, J.J.; Liu, S.V.; et al. Safety and Antitumor Activity of the Multitargeted Pan-TRK, ROS1, and ALK Inhibitor Entrectinib: Combined Results from Two Phase I Trials (ALKA-372-001 and STARTRK-1). Cancer Discov. 2017, 7, 400–409. [Google Scholar] [CrossRef] [PubMed]

	66. 
Owen, S.; Souhami, L. The Management of Brain Metastases in Non-Small Cell Lung Cancer. Front. Oncol. 2014, 4, 248. [Google Scholar] [CrossRef] [PubMed]

	67. 
Nomura, M.; Narita, Y.; Miyakita, Y.; Ohno, M.; Fukushima, S.; Maruyama, T.; Muragaki, Y.; Shibui, S. Clinical presentation of anaplastic large-cell lymphoma in the central nervous system. Mol. Clin. Oncol. 2013, 1, 655–660. [Google Scholar] [CrossRef] [PubMed]

	68. 
Swerdlow, S.H.; Campo, E.; Harris, N. WHO Classification of Tumours of Haematopoietic and Lymphoid Tissues, 4th ed.; International Agency for Research on Cancer: Lyon, France, 2008. [Google Scholar]

	69. 
Turner, S.D.; Lamant, L.; Kenner, L.; Brugières, L. Anaplastic large cell lymphoma in paediatric and young adult patients. Br. J. Haematol. 2016, 173, 560–572. [Google Scholar] [CrossRef] [PubMed]

	70. 
Pasqualucci, L.; Flenghi, L.; Terenzi, A.; Bolognesi, A.; Stirpe, F.; Bigerna, B.; Falini, B. Immunotoxin therapy of hematological malignancies. Haematologica 1995, 80, 546–556. [Google Scholar] [PubMed]

	71. 
Klimka, A.; Barth, S.; Matthey, B.; Roovers, R.C.; Lemke, H.; Hansen, H.; Arends, J.W.; Diehl, V.; Hoogenboom, H.R.; Engert, A. An anti-CD30 single-chain Fv selected by phage display and fused to Pseudomonas exotoxin A (Ki-4(scFv)-ETA’) is a potent immunotoxin against a Hodgkin-derived cell line. Br. J. Cancer 1999, 80, 1214–1222. [Google Scholar] [CrossRef] [PubMed]

	72. 
Schirrmann, T.; Steinwand, M.; Wezler, X.; Ten Haaf, A.; Tur, M.K.; Barth, S. CD30 as a therapeutic target for lymphoma. BioDrugs 2014, 28, 181–209. [Google Scholar] [CrossRef] [PubMed]

	73. 
Schnell, R.; Dietlein, M.; Staak, J.O.; Borchmann, P.; Schomaecker, K.; Fischer, T.; Eschner, W.; Hansen, H.; Morschhauser, F.; Schicha, H.; et al. Treatment of refractory Hodgkin’s lymphoma patients with an iodine-131-labeled murine anti-CD30 monoclonal antibody. J. Clin. Oncol. 2005, 23, 4669–4678. [Google Scholar] [CrossRef] [PubMed]

	74. 
Kung Sutherland, M.S.; Sanderson, R.J.; Gordon, K.A.; Andreyka, J.; Cerveny, C.G.; Yu, C.; Lewis, T.S.; Meyer, D.L.; Zabinski, R.F.; Doronina, S.O.; et al. Lysosomal trafficking and cysteine protease metabolism confer target-specific cytotoxicity by peptide-linked anti-CD30-auristatin conjugates. J. Biol. Chem. 2006, 281, 10540–10547. [Google Scholar] [CrossRef] [PubMed]

	75. 
Francisco, J.A.; Cerveny, C.G.; Meyer, D.L.; Mixan, B.J.; Klussman, K.; Chace, D.F.; Rejniak, S.X.; Gordon, K.A.; DeBlanc, R.; Toki, B.E.; et al. cAC10-vcMMAE, an anti-CD30–monomethyl auristatin E conjugate with potent and selective antitumor activity. Blood 2003, 102, 1458–1465. [Google Scholar] [CrossRef] [PubMed]

	76. 
Younes, A.; Bartlett, N.L.; Leonard, J.P.; Kennedy, D.A.; Lynch, C.M.; Sievers, E.L.; Forero-Torres, A. Brentuximab Vedotin (SGN-35) for Relapsed CD30-Positive Lymphomas. N. Engl. J. Med. 2010, 363, 1812–1821. [Google Scholar] [CrossRef] [PubMed]

	77. 
Pro, B.; Advani, R.; Brice, P.; Bartlett, N.L.; Rosenblatt, J.D.; Illidge, T.; Matous, J.; Ramchandren, R.; Fanale, M.; Connors, J.M.; et al. Brentuximab vedotin (SGN-35) in patients with relapsed or refractory systemic anaplastic large-cell lymphoma: Results of a phase II study. J. Clin. Oncol. 2012, 30, 2190–2196. [Google Scholar] [CrossRef] [PubMed]

	78. 
Pro, B.; Advani, R.; Brice, P.; Bartlett, N.L.; Rosenblatt, J.D.; Illidge, T.; Matous, J.; Ramchandern, R.; Fanale, M.A.; Connors, J.M.; et al. Four-Year Survival Data from an Ongoing Pivotal Phase 2 Study of Brentuximab Vedotin in Patients with Relapsed or Refractory Systemic Anaplastic Large Cell Lymphoma. Blood 2014, 124, 3095. [Google Scholar]

	79. 
Gopal, A.K.; Bartlett, N.L.; Forero-Torres, A.; Younes, A.; Chen, R.; Friedberg, J.W.; Matous, J.V.; Shustov, A.R.; Smith, S.E.; Zain, J.; et al. Brentuximab vedotin in patients aged 60 years or older with relapsed or refractory CD30-positive lymphomas: a retrospective evaluation of safety and efficacy. Leuk. Lymphoma 2014, 55, 2328–2334. [Google Scholar] [CrossRef] [PubMed]

	80. 
Gopal, A.K.; Chen, R.; Smith, S.E.; Ansell, S.M.; Rosenblatt, J.D.; Savage, K.J.; Connors, J.M.; Engert, A.; Larsen, E.K.; Chi, X.; et al. Durable remissions in a pivotal phase 2 study of brentuximab vedotin in relapsed or refractory Hodgkin lymphoma. Blood 2015, 125, 1236–1243. [Google Scholar] [CrossRef] [PubMed]

	81. 
Forero-Torres, A.; Holkova, B.; Goldschmidt, J.; Chen, R.; Olsen, G.; Boccia, R.V.; Bordoni, R.E.; Friedberg, J.W.; Sharman, J.P.; Palanca-Wessels, M.C.; et al. Phase 2 study of frontline brentuximab vedotin monotherapy in Hodgkin lymphoma patients aged 60 years and older. Blood 2015, 126, 2798–2804. [Google Scholar] [CrossRef] [PubMed]

	82. 
Chen, R.; Gopal, A.K.; Smith, S.E.; Ansell, S.M.; Rosenblatt, J.D.; Savage, K.J.; Connors, J.M.; Engert, A.; Larsen, E.K.; Huebner, D.; et al. Five-year survival and durability results of brentuximab vedotin in patients with relapsed or refractory Hodgkin lymphoma. Blood 2016, 128, 1562–1566. [Google Scholar] [CrossRef] [PubMed]

	83. 
Mossé, Y.P.; Voss, S.D.; Lim, M.S.; Rolland, D.; Minard, C.G.; Fox, E.; Adamson, P.; Wilner, K.; Blaney, S.M.; Weigel, B.J. Targeting ALK with crizotinib in pediatric anaplastic large cell lymphoma and inflammatory myofibroblastic tumor: A Children’s Oncology Group study. J. Clin. Oncol. 2017, 35, 3215–3221. [Google Scholar] [CrossRef] [PubMed]

	84. 
Mori, T.; Takimoto, T.; Katano, N.; Kikuchi, A.; Tabuchi, K.; Kobayashi, R.; Ayukawa, H.; Kumagai, M.A.; Horibe, K.; Tsurusawa, M. Recurrent childhood anaplastic large cell lymphoma: A retrospective analysis of registered cases in Japan. Br. J. Haematol. 2006, 132, 594–597. [Google Scholar] [CrossRef] [PubMed]

	85. 
Woessmann, W.; Zimmermann, M.; Lenhard, M.; Burkhardt, B.; Rossig, C.; Kremens, B.; Lang, P.; Attarbaschi, A.; Mann, G.; Oschlies, I.; et al. Relapsed or Refractory Anaplastic Large-Cell Lymphoma in Children and Adolescents After Berlin-Frankfurt-Muenster (BFM)–Type First-Line Therapy: A BFM-Group Study. J. Clin. Oncol. 2011, 29, 3065–3071. [Google Scholar] [CrossRef] [PubMed]

	86. 
Woessmann, W.; Peters, C.; Lenhard, M.; Burkhardt, B.; Sykora, K.-W.; Dilloo, D.; Kremens, B.; Lang, P.; Führer, M.; Kühne, T.; et al. Allogeneic haematopoietic stem cell transplantation in relapsed or refractory anaplastic large cell lymphoma of children and adolescents—A Berlin-Frankfurt-Münster group report. Br. J. Haematol. 2006, 133, 176–182. [Google Scholar] [CrossRef] [PubMed]

	87. 
Fukano, R.; Mori, T.; Kobayashi, R.; Mitsui, T.; Fujita, N.; Iwasaki, F.; Suzumiya, J.; Chin, M.; Goto, H.; Takahashi, Y.; et al. Haematopoietic stem cell transplantation for relapsed or refractory anaplastic large cell lymphoma: A study of children and adolescents in Japan. Br. J. Haematol. 2015, 168, 557–563. [Google Scholar] [CrossRef] [PubMed]

	88. 
Gambacorti-Passerini, C.; Mussolin, L.; Brugieres, L. Abrupt Relapse of ALK-Positive Lymphoma after Discontinuation of Crizotinib. N. Engl. J. Med. 2016, 374, 95–96. [Google Scholar] [CrossRef] [PubMed]

	89. 
Wilson, F.H.; Johannessen, C.M.; Piccioni, F.; Tamayo, P.; Kim, J.W.; Van Allen, E.M.; Corsello, S.M.; Capelletti, M.; Calles, A.; Butaney, M.; et al. A Functional Landscape of Resistance to ALK Inhibition in Lung Cancer. Cancer Cell 2015, 27, 397–408. [Google Scholar] [CrossRef] [PubMed]

	90. 
Shaw, A.T.; Friboulet, L.; Leshchiner, I.; Gainor, J.F.; Bergqvist, S.; Brooun, A.; Burke, B.J.; Deng, Y.-L.; Liu, W.; Dardaei, L.; et al. Resensitization to Crizotinib by the Lorlatinib ALK Resistance Mutation L1198F. N. Engl. J. Med. 2016, 374, 54–61. [Google Scholar] [CrossRef] [PubMed]

	91. 
Gambacorti-Passerini, C.; Farina, F.; Stasia, A.; Redaelli, S.; Ceccon, M.; Mologni, L.; Messa, C.; Guerra, L.; Giudici, G.; Sala, E.; et al. Crizotinib in advanced, chemoresistant anaplastic lymphoma kinase-positive lymphoma patients. J. Natl. Cancer Inst. 2014, 106, 2–5. [Google Scholar] [CrossRef] [PubMed]

	92. 
Vaklavas, C.; Forero-Torres, A. Safety and efficacy of brentuximab vedotin in patients with Hodgkin lymphoma or systemic anaplastic large cell lymphoma. Ther. Adv. Hematol. 2012, 3, 209–225. [Google Scholar] [CrossRef] [PubMed]

	93. 
Laimer, D.; Dolznig, H.; Kollmann, K.; Vesely, P.W.; Schlederer, M.; Merkel, O.; Schiefer, A.-I.; Hassler, M.R.; Heider, S.; Amenitsch, L.; et al. PDGFR blockade is a rational and effective therapy for NPM-ALK–driven lymphomas. Nat. Med. 2012, 18, 1699–1704. [Google Scholar] [CrossRef] [PubMed]

	94. 
Ramos, C.A.; Ballard, B.; Zhang, H.; Dakhova, O.; Gee, A.P.; Mei, Z.; Bilgi, M.; Wu, M.-F.; Liu, H.; Grilley, B.; et al. Clinical and immunological responses after CD30-specific chimeric antigen receptor-redirected lymphocytes. J. Clin. Investig. 2017, 127, 3462–3471. [Google Scholar] [CrossRef] [PubMed]

	95. 
Wang, C.-M.; Wu, Z.-Q.; Wang, Y.; Guo, Y.-L.; Dai, H.-R.; Wang, X.-H.; Li, X.; Zhang, Y.-J.; Zhang, W.-Y.; Chen, M.-X.; et al. Autologous T Cells Expressing CD30 Chimeric Antigen Receptors for Relapsed or Refractory Hodgkin Lymphoma: An Open-Label Phase I Trial. Clin. Cancer Res. 2017, 23, 1156–1166. [Google Scholar] [CrossRef] [PubMed]

	96. 
Batlevi, C.L.; Matsuki, E.; Brentjens, R.J.; Younes, A. Novel immunotherapies in lymphoid malignancies. Nat. Rev. Clin. Oncol. 2016, 13, 25–40. [Google Scholar] [CrossRef] [PubMed]

	97. 
Pulford, K.; Falini, B.; Banham, A.H.; Codrington, D.; Roberton, H.; Hatton, C.; Mason, D.Y. Immune response to the ALK oncogenic tyrosine kinase in patients with anaplastic large-cell lymphoma. Blood 2000, 96, 1605–1607. [Google Scholar] [PubMed]

	98. 
Ait-Tahar, K.; Damm-Welk, C.; Burkhardt, B.; Zimmermann, M.; Klapper, W.; Reiter, A.; Pulford, K.; Woessmann, W. Correlation of the autoantibody response to the ALK oncoantigen in pediatric anaplastic lymphoma kinase–positive anaplastic large cell lymphoma with tumor dissemination and relapse risk. Blood 2010, 115, 3314–3319. [Google Scholar] [CrossRef] [PubMed]

	99. 
Yamamoto, R.; Nishikori, M.; Tashima, M.; Sakai, T.; Ichinohe, T.; Takaori-Kondo, A.; Ohmori, K.; Uchiyama, T. B7-H1 expression is regulated by MEK/ERK signaling pathway in anaplastic large cell lymphoma and Hodgkin lymphoma. Cancer Sci. 2009, 100, 2093–2100. [Google Scholar] [CrossRef] [PubMed]

	100. 
Marzec, M.; Zhang, Q.; Goradia, A.; Raghunath, P.N.; Liu, X.; Paessler, M.; Wang, H.Y.; Wysocka, M.; Cheng, M.; Ruggeri, B.A.; et al. Oncogenic kinase NPM/ALK induces through STAT3 expression of immunosuppressive protein CD274 (PD-L1, B7-H1). Proc. Natl. Acad. Sci. USA 2008, 105, 20852–20857. [Google Scholar] [CrossRef] [PubMed]

	101. 
Parry, R.V.; Chemnitz, J.M.; Frauwirth, K.A.; Lanfranco, A.R.; Braunstein, I.; Kobayashi, S.V.; Linsley, P.S.; Thompson, C.B.; Riley, J.L. CTLA-4 and PD-1 Receptors Inhibit T-Cell Activation by Distinct Mechanisms. Mol. Cell Biol. 2005, 25, 9543–9553. [Google Scholar] [CrossRef] [PubMed]

	102. 
Dong, H.; Strome, S.E.; Salomao, D.R.; Tamura, H.; Hirano, F.; Flies, D.B.; Roche, P.C.; Lu, J.; Zhu, G.; Tamada, K.; et al. Tumor-associated B7-H1 promotes T-cell apoptosis: A potential mechanism of immune evasion. Nat. Med. 2002, 8, 793–800. [Google Scholar] [CrossRef] [PubMed]

	103. 
Curiel, T.J.; Wei, S.; Dong, H.; Alvarez, X.; Cheng, P.; Mottram, P.; Krzysiek, R.; Knutson, K.L.; Daniel, B.; Zimmermann, M.C.; et al. Blockade of B7-H1 improves myeloid dendritic cell–mediated antitumor immunity. Nat. Med. 2003, 9, 562–567. [Google Scholar] [CrossRef] [PubMed]

	104. 
Chan, T.S.Y.; Khong, P.-L.; Kwong, Y.-L. Pembrolizumab for relapsed anaplastic large cell lymphoma after allogeneic haematopoietic stem cell transplantation: Efficacy and safety. Ann. Hematol. 2016, 95, 1913–1915. [Google Scholar] [CrossRef] [PubMed]

	105. 
Hebart, H.; Lang, P.; Woessmann, W. Nivolumab for refractory anaplastic large cell lymphoma: A case report. Ann. Intern. Med. 2016, 165, 607–608. [Google Scholar] [CrossRef] [PubMed]

	106. 
Rigaud, C.; Abbou, S.; Minard-Colin, V.; Geoerger, B.; Scoazec, J.Y.; Vassal, G.; Jaff, N.; Heuberger, L.; Valteau-Couanet, D.; Brugieres, L. Efficacy of nivolumab in a patient with systemic refractory ALK+ anaplastic large cell lymphoma. Pediatr. Blood Cancer 2017, e26902. [Google Scholar] [CrossRef] [PubMed]

	107. 
Grigg, C.; Rizvi, N.A. PD-L1 biomarker testing for non-small cell lung cancer: truth or fiction? J. Immunother. Cancer 2016, 4, 48. [Google Scholar] [CrossRef] [PubMed]

	108. 
Ait-Tahar, K.; Barnardo, M.C.N.; Pulford, K. CD4 T-Helper Responses to the Anaplastic Lymphoma Kinase (ALK) Protein in Patients with ALK-Positive Anaplastic Large-Cell Lymphoma. Cancer Res. 2007, 67, 1898–1901. [Google Scholar] [CrossRef] [PubMed]

	109. 
Mussolin, L.; Damm-Welk, C.; Pillon, M.; Zimmermann, M.; Franceschetto, G.; Pulford, K.; Reiter, A.; Rosolen, A.; Woessmann, W. Use of minimal disseminated disease and immunity to NPM-ALK antigen to stratify ALK-positive ALCL patients with different prognosis. Leukemia 2012, 27, 416–422. [Google Scholar] [CrossRef] [PubMed]

	110. 
Merkel, O.; Hamacher, F.; Sifft, E.; Kenner, L.; Greil, R. Novel Therapeutic Options in Anaplastic Large Cell Lymphoma: Molecular Targets and Immunological Tools. Mol. Cancer Ther. 2011, 10, 1127–1136. [Google Scholar] [CrossRef] [PubMed]

	111. 
Chiarle, R.; Martinengo, C.; Mastini, C.; Ambrogio, C.; D’Escamard, V.; Forni, G.; Inghirami, G. The anaplastic lymphoma kinase is an effective oncoantigen for lymphoma vaccination. Nat. Med. 2008, 14, 676–680. [Google Scholar] [CrossRef] [PubMed]

















© 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access article distributed under the terms and conditions of the Creative Commons Attribution (CC BY) license (http://creativecommons.org/licenses/by/4.0/).






nav.xhtml


  cancers-10-00099


  
    		
      cancers-10-00099
    


  




  





media/file3.png





media/file0.png





media/file2.png
Diagnosis:
Paediatric ALCL

MDD-negative X MDD-positive
ALK AA high ALK AA low
( Low-risk patient ) ( High-risk patient )
\ Hi

¢ JAL K-positive ALK-negativel

v v
( No response ) < Remission >—>< Relapse }
JALK-negativeJ—ALK-positive ¢ ¢

T ——

I

I‘—

Toxicity level < Remission >

0 low ‘

~ medium ¢ ¢

m= high F *
Legend

() disease state C No response > < Progression >
| gold standard ¢ ¢

o treatmentstrategy | SCT. 0 [ PDLA






media/file1.jpg
Toxicty level
- low

1 medium

- high

Legend

) disease state
o gold standard
1 weatment strategy





