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Table 3: Brentuximab vedotin retreatment in A+CHP arm or first 
brentuximab vedotin treatment in CHOP arm

A+CHP 
n=29

CHOP 
n=54

First brentuximab vedotin treatment after frontline therapy, n (%)
Monotherapy 25 (86) 48 (89)
Combination therapy 4 (14) 6 (11)

Number of therapies prior to first brentuximab vedotin treatment 
after frontline therapy, median (range)

0 (0–8) 0 (0–6)

Time from start of frontline treatment to first brentuximab vedotin 
treatment after frontline therapy (months), median (range)

15.0 (3–64) 8.2 (1–67)

Received any SCT after frontline therapy, n (%) 17 (59) 22 (41)
Received autologous SCT after frontline therapy, n (%) 16 (55) 13 (24)
Duration of first brentuximab vedotin treatment after frontline 
therapy (months), median (range)a

2.1 (0–18) 2.2 (0–11)

aDuration of brentuximab vedotin retreatment or first brentuximab vedotin treatment after frontline therapy was not calculated for 12 patients 
(2 patients in A+CHP arm and 10 patients in CHOP arm). For 2 of these patients, treatment was ongoing, and for the remaining 10 patients, 
the end date of treatment was missing.

Figure 5: OS at 5 years
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Figure 6: OS subset analyses

ITT subgroups
OS, all patients
IPI score

0–1
2–3
4–5

Age, years
<65
≥65

Sex
Male
Female

Baseline ECOG PS
0
1
2

Disease stage
I
II
III
IV

Disease indication
ALK+ sALCL
ALK– sALCL
ATLL
AITL
EATL
PTCL-NOS
sALCL
Non sALCL

A+CHP
68/226

8/52
40/141
20/33

37/157
31/69

41/133
27/93

25/84
25/90
18/51

2/12
7/30

18/57
41/127

5/49
34/113

2/4
12/30
1/1

14/29
39/162
29/64

CHOP
89/226

13/48
59/145
17/33

44/156
45/70

59/151
30/75

38/93
38/86
13/47

2/9
14/37
22/67
51/113

10/49
39/105

3/3
8/24
2/2

27/43
49/154
40/72

HR (95% CI)
0.72 (0.53–0.99)

0.58 (0.24–1.39)
0.61 (0.41–0.91)
1.23 (0.64–2.34)

0.79 (0.51–1.23)
0.62 (0.39–0.98)

0.73 (0.49–1.08)
0.68 (0.40–1.16)

0.59 (0.35–0.99)
0.54 (0.33–0.90)
1.42 (0.69–2.93)

1.34 (0.12–14.81)
0.66 (0.26–1.68)
0.70 (0.37–1.33)
0.73 (0.48–1.10)

0.48 (0.16–1.40)
0.71 (0.44–1.12)
0.70 (0.11–4.27)
1.01 (0.40–2.55)

Not estimable
0.75 (0.37–1.48)
0.66 (0.43–1.01)
0.76 (0.46–1.23)

0.1 0.5

Favors A+CHP Favors CHOP

1 10

Events/N

Background
•	 The phase 3 ECHELON-2 study (NCT01777152) compared A+CHP with CHOP in patients with 

previously untreated CD30-expressing PTCL.
•	 A+CHP was superior to CHOP, with a significant improvement in PFS, the primary endpoint, 

and OS, and a similar incidence and severity of adverse events, including PN, between groups.1

•	 At the time of the primary analysis (2018), median follow-up was PFS: 36.2 months; OS: 42.1 months.1
	◦ PFS (HR=0.71 [95% CI: 0.54–0.93]; P=0.0110).
	◦ OS (HR=0.66 [95% CI: 0.46–0.95]; P=0.0244).

•	 PFS and OS analyses for key subgroups were generally consistent with the overall  
study results.1

	◦ PFS in sALCL subgroup (HR=0.59 [95% CI: 0.42–0.84]; P=0.0031).
•	 We herein report the 5-year results of the ECHELON-2 study.

Figure 1: ECHELON-2 study design
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Study Endpoints and Assessments

Primary endpoint
•	 PFS assessed per BICR in primary analysis.1

Key secondary endpoints 
•	 OS, PFS in sALCL, CR rate, and ORR.

Exploratory analyses at 5-year follow-up
•	 PFS per INV: time from randomization to first documentation of progressive disease, death due 

to any cause, or subsequent systemic chemotherapy to treat residual or progressive PTCL, 
whichever occurred first.

•	 Response to brentuximab vedotin retreatment (A+CHP arm) or first brentuximab vedotin 
treatment (CHOP arm) by INV assessment.

•	 Resolution and improvement of PN was monitored during extended follow-up.

Table 1: Key patient and disease characteristics
A+CHP
n=226

CHOP
n=226

Median age, years (range) 58 (18–92) 58 (18–83)
Male sex, n (%) 133 (59) 151 (67)
IPI score, n (%)

0–1 53 (23) 48 (21)
2–3 140 (62) 144 (64)
4–5 33 (15) 34 (15)

Stage III/IV, n (%) 184 (81) 180 (80)
Disease diagnosis, n (%)

sALCL 162 (72) 154 (68)
  ALK+ 49 (22) 49 (22)
  ALK– 113 (50) 105 (46)
PTCL-NOS 29 (13) 43 (19)
AITL 30 (13) 24 (11)
ATLL 4 (2) 3 (1)
EATL 1 (0) 2 (1)

Table 2: PFS results
A+CHP
n=226

CHOP
n=226

3-year results (primary analysis): PFS per BICR1

Median follow-up: 36.2 months
3-year PFS rate, % (95% CI) 57.1 (49.9–63.7) 44.4 (37.6–50.9)
HR (95% CI) 0.71 (0.54–0.93)
P value P=0.0110
5-year results: PFS per INV assessment
Median follow-up: 47.6 months
5-year PFS rate, % (95% CI) 51.4 (42.8–59.4) 43.0 (35.8–50.0)
HR (95% CI) 0.70 (0.53–0.91)
P value P=0.0077

Figure 2: PFS per INV at 5 years

0 6 12 18 24 30 36 42 48 54

Median PFS: A+CHP 62.3 months vs CHOP 23.8 months 
Median follow-up: 47.6 months

60 66 72 78 84

226 179 150 138

A+CHP
CHOP

226
N

226
94

Events

125
62.26

Median
(months)

23.75
0.70

HR
(95% CI)

(0.53–0.91)
0.0077

P value

123 104 85 67 44 31 21 10 4 2 0
(0) (36) (62) (72) (78) (81) (85) (88) (89) (91) (92) (94) (94) (94) (94)
226

A+CHP

CHOP 159 128 116 101 94 79 70 55 39 24 6 0 0 0
(0) (63) (94) (103) (112) (115) (117) (118) (119) (119) (121) (125) (125) (125) (125)

100

90

80

70

60

50

40

30

20

10

0

Pa
tie

nt
s 

al
iv

e 
an

d 
pr

og
re

ss
io

n-
fr

ee
 (%

)

Time (months)
Number of patients at risk (events)

Results
•	 Baseline demographics and disease characteristics were well balanced between groups (Table 1) 

and have been previously described.1

•	 After a median follow-up of 47.6 months, the estimated 5-year PFS was 51.4% for the A+CHP 
arm vs 43.0% for the CHOP arm (Table 2).

•	 At 5 years, the PFS per INV HR was 0.70, representing a 30% reduction in the risk of 
progression, death, or receipt of subsequent anticancer therapy with A+CHP vs CHOP  
(Table 2 and Figure 2).

•	 For the subset of patients with sALCL, median PFS was not reached for the A+CHP arm and 
was 54.2 months for the CHOP arm (Figure 3).

•	 The PFS analyses for key subgroups were consistent with overall study results and generally 
favored A+CHP over CHOP (Figure 4). 
	◦ The study was not powered to compare efficacy between A+CHP and CHOP in histologic subtypes.

Figure 3: PFS (INV assessment) in sALCL subset
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Figure 4: PFS subset analyses
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•	 Overall, OS for the ITT population also generally favored A+CHP (Figure 5).
•	 This included the following patient subgroups: patients with IPI scores of ≤3, baseline ECOG 

scores of 0–1, Stage III and IV disease, and patients with ALK+ and ALK-sALCL (Figure 6). 
•	 Twenty-nine patients in the A+CHP arm and 54 patients in the CHOP arm received systemic 

therapy with brentuximab vedotin after their initial frontline therapy (Table 3). 
	◦ In the A+CHP arm, the median time to brentuximab vedotin retreatment after frontline therapy was 

15.0 months, with treatment lasting a median of 2.1 months.
	◦ In the CHOP arm, the median time to brentuximab vedotin monotherapy or combination therapy after 

frontline CHOP was 8.2 months with treatment lasting a median of 2.2 months.
	◦ Seventeen and 22 patients from the A+CHP and CHOP arms received stem cell transplants after frontline 

therapy; of whom, 16 and 13 received autologous transplants, respectively.

•	 ORR for patients retreated with brentuximab vedotin following frontline A+CHP was 59% (Table 4). 
	◦ Eleven patients had CR and 6 had PR by investigator assessment after retreatment.
	◦ For the 19 patients with sALCL in the A+CHP arm who were retreated with brentuximab vedotin, 8 achieved 

CR and 4 achieved PR.

•	 In the CHOP arm, the ORR in patients who received subsequent brentuximab vedotin was 
50%, with 16 patients achieving CR and 11 achieving PR (Table 4). 

References
1.	 Horwitz S, et al. (2019). Lancet 393:229-40.

Abbreviations: A+CHP, brentuximab vedotin, cyclophosphamide, doxorubicin, and prednisone; AITL, angioimmunoblastic T-cell lymphoma;  
ALCL, anaplastic large cell lymphoma; ALK, anaplastic lymphoma kinase; ATLL, adult T-cell leukaemia/lymphoma; BICR, blinded independent central 
review; CHOP, cyclophosphamide, doxorubicin, vincristine, and prednisone; CI, confidence interval; CR, complete remission; EATL, enteropathy associated 
T-cell lymphoma; ECOG PS, Eastern Cooperative Oncology Group performance status; EOT, end of treatment; GCSF, granulocyte colony stimulating 
factor; HR, hazard ratio; HSTCL, hepatosplenic T-cell lymphoma; INV, investigator assessment; IPI, International Prognostic Index; ITT, intention-to-treat; 
NOS, not otherwise specified; ORR, objective response rate; OS, overall survival; PET, positron emission tomography; PFS, progression-free survival; PN, 
peripheral neuropathy; PR, partial response; PTCL, peripheral T-cell lymphoma; Q3W, every 3 weeks; RT, radiotherapy; sALCL, systemic anaplastic large 
cell lymphoma; SCT, stem cell transplant.
Disclosures: Study funded by Seagen Inc. and Millennium Pharmaceuticals, Inc., a wholly owned subsidiary of Takeda Pharmaceutical Company 
Limited. This research was funded in part through the National Institutes of Health/National Cancer Institute Cancer Center Support Grant P30 CA008748. 
Swaminathan Iyer reports research funding from AstraZeneca, CRISPRx, Innate, Legend, Merck, Ono, Rhizen, Seagen Inc., and Spectrum (Acrotech).
Keenan Fenton, Michelle Fanale, and Markus Puhlmann are employees of and report equity ownership in Seagen Inc.
Acknowledgments: The authors would like to thank all patients and their families and all investigators for their valuable contributions to this study. Medical writing 
support was provided by Suparna Abraham, PharmD, and editorial support by Travis Taylor, BA, all of Scion, London, supported by Seagen Inc.

Table 5: Treatment-emergent PN

Patients A+CHP
n=223

CHOP
n=226

Treatment-emergent PN, N 117 124
Resolution,a n/N (%) 71/117 (61) 82/124 (66)
Improvement,b n/N (%) 13/117 (11) 15/124 (12)

Patients with ongoing PN at last visit, N 47 42
Grade 1, n/N (%) 33/47 (70) 30/42 (71)
Grade 2, n/N (%) 13/47 (28) 11/42 (26)
Grade 3, n/N (%) 1/47 (2) 1/42 (2)

aResolution was defined as resolved/recovered with or without sequelae; or return to baseline or lower severity as of the latest assessment 
for pre-existing events.
bImprovement was defined as decrease by at least 1 grade from the worst grade with no higher grade thereafter. Patients with improvement 
in any event at last follow-up were those with at least 1 improved event and the date of improvement was before last follow-up date. 
Patients with all events resolved were excluded.

Table 4: Response to brentuximab vedotin retreatment (A+CHP arm) or first 
brentuximab vedotin treatment (CHOP arm) after frontline therapy

Brentuximab vedotin retreatment 
in A+CHP arm, n (%)

Overall
n=29

sALCL
n=19

PTCL NOS
n=5

AITL
n=5

Other
n=0

ORR 17 (59) 12 (63) 3 (60) 2 (40) NA
CR 11 (38) 8 (42) 2 (40) 1 (20) NA
PR 6 (21) 4 (21) 1 (20) 1 (20) NA
Brentuximab vedotin first 
treatment in CHOP arm, n (%)

Overall
n=54

sALCL
n=39

PTCL NOS
n=10

AITL
n=4

Other
n=1

ORR 27 (50) 23 (59) 3 (30) 1 (25) 0
CR 16 (30) 12 (31) 3 (30) 1 (25) 0
PR 11 (20) 11 (28) 0 0 0

Conclusions
•	 At 5 years, frontline treatment with A+CHP continues to provide clinically meaningful 

improvement in PFS and OS vs CHOP.
•	  ITT analysis set:

	◦ PFS: HR, 0.70 (95% CI: 0.53–0.91); 30% reduction in the risk of progression, death, or receipt of subsequent 
anticancer therapy.

	◦ OS: HR, 0.72 (95% CI: 0.53–0.99); 28% reduction in the risk of death.
•	  sALCL subset:

	◦ PFS: HR, 0.55 (95% CI: 0.39–0.79); 45% reduction in the risk of progression, death, or receipt of subsequent 
anticancer therapy.

	◦ OS: HR, 0.66 (95% CI: 0.43–1.01); 34% reduction in the risk of death.
•	 After frontline therapy, the response to brentuximab vedotin retreatment was 59% for the A+CHP 

arm, and the response to first brentuximab vedotin treatment was 50% for the CHOP arm.
•	 PN continues to improve and resolve at 5 years’ follow-up.

	◦ 72% vs 78% of patients (A+CHP vs CHOP) had resolution or improvement of PN events.
	◦ For ongoing PN events, 98% vs 98% of patients (A+CHP vs CHOP) were Grade 1 or 2.

•	 PN events were reported in 117 patients in the A+CHP arm and 124 patients in the CHOP arm 
(Table 5). 
	◦ Of these patients, 72% in the A+CHP arm and 78% in the CHOP arm reported either complete resolution or 

improvement of symptoms by ≥1 grade from the worst grade reported.
	◦ At the last visit, 40% and 34% of patients in the A+CHP and CHOP arms had ongoing PN, respectively, 98% 

of which were either Grade 1 or 2.
Methods
•	 ECHELON-2 is a double-blind, double-dummy, randomized, placebo-controlled, active-comparator, 

multicenter, phase 3 study (Figure 1). 
•	 Adults with untreated CD30-positive PTCL (targeting 75% ± 5% with sALCL) were randomized 

1:1 to receive 6–8 cycles of A+CHP or CHOP (Figure 1). Patients were stratified by histological 
subtype and IPI score.

•	 Subsequent therapies, including brentuximab vedotin or brentuximab vedotin-containing 
regimens, were permitted and post-treatment consolidative stem cell transplantation or 
radiotherapy was permitted at the investigator’s discretion.


