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• MR vs WW:  QoLsignificant improvements (Mental 
adjustment to Cancer scale score and Illness Coping 
Style score) 

• R induction vs WW:  QoL no difference 

• SAE: R 18 (R induction 4, MR 14; G3/4: five 
infections, three allergic reactions, and four cases of 
neutropenia), all of which fully resolved. 

• Rituximab monotherapy should be considered as a 
treatment option. 

Ardeshna KM Lancet Oncol 2014;15(4):424-35 



Outcome Result 

ORR, % 95 

Median DOR NR 

Complete response, % 75 

Median PFS, yrs 6.1 

5-yr PFS, % 59 

 N = 76 patients with stage III/IV untreated FL (phase II study) 

– Median follow-up: 5.1 yrs 

Frontline Therapy With 131I-Tositumomab  

Kaminski MS, et al. N Engl J Med. 2005;352:441-449. 
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90Y-Ibritumomab in Advanced FL: 
PFS (Phase III FIT Study) 
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P < .0001 

HR: 0.465 (95% CI: 0.357- 0.605) 

Median observation time: 3.5 yrs 

90Y-Ibritumomab (n = 208): 36.5 mos 

Control (n = 206): 13.3 mos 

Median PFS 

Morschhauser F, et al. J Clin Oncol. 2008;26:5156-5164 
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Ofatumumab 



 

Obinutuzumab 



Brentuximab vedotin 

 

Graf SA, et al. Hematology Am Soc Hematol Educ Program. 

2014;2014(1):151-7 



Brentuximab vedotin 

Lunning MA.Oncology (Williston Park). 2015;29(8):545-50 

 

 

 

 

 

 

 



mAbs 

Regimen Pts N ORR (%) 
CRR 
(%) 

PFS (%) 
OS 
(%) 

G3/4 AE 
(%) 

Ofatumumab 
(Ramdomized 

Phase II) 

FL 
(1st line) 

15 
vs 
36 

500 mg: 60 
vs 

1000 mg: 86.6 

13.3 
vs 

13.3 

85.1 
vs 

96.6 
@1y 

- 
G3: 

N  1 case 
IRE 25 

Pembrolizumab 
(Phase II) 

R/R 
cHL 

(after 
SGN-35 
failure) 

31 

65 
(transplant failure 73, 
transplant ineligibity 

44) 

16 
69 

@24w 
- 16 

Pitcher B, et al. ASH 2015, Abstract 2741 

Armand P, et  al. ASH 2015. Abstract 584 



Immune-checkpoint axis  

 

Batlevi, C. L. et al. Nat. Rev. Clin. Oncol. advance 

online publication 3 November 2015 



Checkpoint inhibitors and 
lymphoma 

Batlevi, C. L. et al. Nat. Rev. Clin. Oncol. advance 

online publication 3 November 2015 
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mAbs + X 
Regimen Pts N ORR (%) CRR (%) PFS (%) OS (%) 

G3/4 
AE (%) 

Rituximab + 
Venetoclax 

(Phase I) 

R/R 
CLL 

49 86 47 
83 

@2y 
94 

@2y 
76 

Rituxiamb+ 
Ibrutinib 
(Phase II) 

FL 
(1st 
line) 

60 

82                            30  
  

86 
@12m 

98 
@12m 

48 

Rituximab + 
Bortezomib 

vs Rituximab 
(Phase III) 

R 
RN/
RS 
FL 

676 
63 vs 49 

(P<0.004) 
25 vs 18 (NS) 

mPFS* 
12.8m 

vs 
11.0 m 

1y OS: 
90.1 
Vs 

90.5 

46 vs 
21** 

Ma S, et al. ASH 2015. Abstract 830.  

Fowler NH, et al. ASH 2015. Abstract 470. 

Coiffier B, et al. Lancet Oncol 2011;12(8):773-84 

* P<0.039, without clinical benefit 

* *N 11% vs 4%, I 11% vs 4%, D 7% vs 0, HZ 4% vs <1%, N/V 3% vs  

    <1%, T 3% vs <1% 

https://ash.confex.com/data/abstract/ash/2015/1/7/Paper_78771_abstract_151090_0.gif


mAbs + X 
Regimen Pts N ORR (%) 

CRR 
(%) 

PFS (%) OS (%) G3/4 AE (%) 

R2 

(Phase II) 

R/R 
DLBCL 
FLG3 

TL 

 
32 
4 
9 

 
28.1 
25.0 
55.6 

22.2 

mPFS 
3.7 m 
22.5  

@ 6 m 
11.3  

@ 12m 

43.5 @ 1 y 
38.9 @ 2 y 
15.4 @ 5 y 

mOS 10.8 m 
Responders: 50.3 m 
Non-responders: 6.6m 

- 

R2 

(Phase II) 

iNHL 
(1st 

line) 

110 
50FL 

30MZL 
30CLL 

90 
FL:98 

63 
FL:87 

mPFS 
53.8 m 
FL: 78.5 
@ 3 y 

96.1 @3 y 

N 35, MP 9, 
R 7%, C/D 
7, F 5, T 5, 

T 4 

R2 

(Phase II) 

MCL 
(1st 

line) 
38 92 64 

mPFS 
NR 

85 @2 y 
97 @2 y 

N 50, R 29, 
T 13, TF 11, 
A 11, SS 8, 
F 8 

Wang Y, et al. ASH 2015, Abstract 3969 

Fowler N, et al. Lancet Oncol, 2014;15(12):1311-8 

Ruan J, et al. N Engl J Med. 2015;373(19):1835-44 



mAbs + X 

Regimen Pts N ORR (%) CRR (%) PFS (%) OS (%) 
G3/4 
AE (%) 

Obinutuzumab 
+ Lenalidomide 

(Phase I) 

R/R 
iNHL 

15 93 27 - - 

N 20, 
I 13, 
T 6, 

IRI 13 

Fowler NH, et al. ASH 2015. Abstract 2742 

Ujjani CS, et al. ASH 2015, Abstract 471 

. 

Regimen Pts N 
ORR 
(%) 

CRR 
(%) 

PFS (%) OS (%) G3/4 AE (%) 

R2 + Ibrutinib 

(Phase I) 
FL 

(1st line) 
22 91 63 

84 @ 12 
m 

86 @ 
12 m 

No DLT 
G3/4: N 18.2, T 4.5,   

A 4.5; 
G3: R 32, AF/CP (n=1), 

D (n=1), FN (n=1) 

mAbs + X + Y 



mAbs + X + Y 

Regimen Pts N 
ORR 
(%) 

CRR 
(%) 

PFS (%) OS (%) G3/4 AE (%) 

Rituximab + 
Bendamustine 
+ Temsirolimus 

(Phase I)  

R/R 
MCL 

FL 
 

34 
25 
9 
 

94 
88 
93 

N=7 
N=1 
31 

mPFS: 
22 m 
NR 

18.6 m 

- 

G3/4: L 32, N 24, T 21;  
4 events: angioedema, 
hypopotassaemia, 
infection, and 
metabolic 

Rituximab + 
Bendamustine 
+ Bortezomib  

(Phase II) 

1st line: 
FL 

MZL 
LPL 
SLL 

55 
38 
8 
5 
4 

94 
94 

 
 

65 
67 

 
 

75 
73  

@ 36 m 
 

88 
89 

@36 m 
 

G 3/4: leukopenia 
(29%), neutropenia 

(29%) and 
lymphopenia (16%); 

neuropathy (9%), 
diarrhea (7%), and 

fatigue (7%)  

Hess G, et al. ASH 2015, Abstract 3930 

Flinn IW, et al. ASH 2015, Abstract 1492 
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Case 1 
38 yo female, stage III, asymptomatic, non-bulky, FL (G1-2) 

Before R R qw×4 → MR 



Case 2 
21 yo female, R/R HL 



2013-10-23 2015-02-02 2015-06-24 

2015-06-24 2015-10-15 



Effect of rituximab on adult Burkitt’s lymphoma: 
a systematic review and meta-analysis 

Nie M, et al. ESMO-ASIA 2015, 297P 



R-CHOP+Thymosine vs R-CHOP 

Huang H, et al. ESMO-ASIA 2015, 290P 

 Impact of Thymosin on HBV Reactivation  ,R-CHOP 
  R-CHOP + Thymosin 

 ( N=102 ) 
R-CHOP 

 ( N=444 ) 

P value 

HBV infection 30（29.4%） 115（25.9%） P=0.469 

HBV reactivation 0 12（2.7%） 

HBV reactivation 
 related death 

0 1（0.2%） 



Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 



• Inclusion Criteria 
 

    - Histologic diagnosis of NK/T Cell Lymphoma 
 

    - Age:18-80 years  
 

    - ECOG status 0-3 
 

    - Estimated survival time >  3months 
 

    - No previous antilymphoma treatments 
 

    - ≥1 poor prognostic factors 
 

Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 

Unpublished data 



• Avastin+P-Gemox regimen 

- Avastin               7.5mg/kg  Day 1 

- Pegaspargase    2500U/m2 Day 1 

- Gemcitabine     1000mg/m2 Day 1,8 

- Oxaliplatin        130mg/m2 Day 1,8 

- Dexamethasone   20mg/d  Day 1-3 

   Q21 days for 6 cycles 

Early stage: sandwich A-chemoradiation 

Advancced stage: A-Chemotherapy 
 

Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 

Unpublished data 



Characteristics Number of  
assessable patients 

(%) 

Age (years) 

Range (Median) 18~66   (36) 

≦60  28 90.3 

Gender 

male to female 26:5 93.9:16.1 

 

• Baseline Character 

  -  31 patients enrolled 
 

     

Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 

Unpublished data 



Characteristics Number of  
assessable patients 

(%) 

B symptoms 18 58.1 

ECOG PS≧2 2 6.5 

LDH> ULN 11 35.5 

Ann Arbor stages  

 StageⅠ 13 41.9 

StageⅡ 7 22.6 

Stage Ⅲ 1 3.2 

Stage Ⅳ 10 32.3 

 

• Baseline Character 

  - 31 patients enrolled 
 

     

Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 

Unpublished data 



 

• Baseline Character 

  - 31 patients enrolled 
 

     
Characteristics Number of  

assessable patients 
(%) 

Primary involvement 

nasal cavity 24 77.4 

waldeyer ' s ring 3 9.7 

skin 3 9.7 

bone 1 3.2 

Bone marrow involvement 2 6.5 

EBV DNA copy>103copy/ml 13 41.9 

Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 

Unpublished data 



 

• Efficacy Analysis 
 

     
Responses after 2 cycles (n=27) % (n) 

ORR 100(27) 

CR/CRu 55.6(15) 

PR 44.4(12) 

Responses after 2 cycles (N=27) 

CR/CRu

PR

12 15

C R /C R u

P R

5 5 .6 %4 4 .4 %

Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 

Unpublished data 



 

• Efficacy Analysis for ITT(n=25, finish treatment) 
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Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 



 

• Efficacy Analysis for PP(n=19)      
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SPD: sum of the products of the greatest perpendicular diameters Unpublished data 

Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 



 

• Efficacy Analysis for advanced stage 

     - 10 patients in stage Ⅳ were enrolled  

    - 7 of 10 patients finish the treatment 

        6 patients finish 6 cycles for the treatment 

        1 patient was dead due to PD after 4th cycle   

     - 3 patients were going on the treatment 

     

Unpublished data 

Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 



 

• Efficacy Analysis for Stage IV pts 
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Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 



 

• Efficacy Analysis 

     - Median follow up:    
11.46mos 

        [ range 1.12~28.52] 

     - Just only 1 patients were PD 
after the treatment till the last 
follow up( Nov 20th 2015) 

          

2y-PFS: 90.8% 
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Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 



 

• Efficacy Analysis 

     - Median follow up:    
11.46mos 

        [ range 1.12~28.52] 

     - Just only 1 patients were 
PD after the treatment till 
the last follow up( Nov 20th 
2015) 

          

2y-OS: 90.8% 

Unpublished data 

Phase 2 trial A-PGemox  in newly 
diagnosed ENKTL (NCT01921790) 



Conlusion 

• Monoclonal antibody alone and in the 
combination of other novel targeted drugs may be 
a new option for lymphoma treatment 

• The chemotherapy-free approaches would avoid 
chemotherapy-related toxicity but preserve the 
antilymphoma activity in selected patients. 
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