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Overall survival by randomized treatment arm
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Atrisk Deaths 3-year OS
CHOP 225 88
m-BACOD 223 93
ProMACE-CytaBOM 233 97
MACOP-B 218 93

Years after randomization
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NF-kB Pathway

BCR signaling
pathway

Microenvironment

PI3k/AKT/mTor
pathway

Epigenetic
modification

Bortezomib (Velcade®) Proteasome inhibitor Millennium
Ibrutinib (Imbruvica) BTK inhibitor Janssen

Fostamtinib SYK inhibitor AstraZeneca
Enzastaurin PKC-B inhibitor Eli Lilly
Lenalidomide (Revlimid®) Immunomodulator Celgene
Everolimus (Afinitor®) Novartis
Temsirolimus (Torisel®) mierinhibitars Wyeth
Buparlisib PI3k inhbitor Novartis
Vorinostat (Zolinza®) Merke

HDAC inhibitors

Panobinostat Novartis

Survival Distribution Function

1.007

R-CHOP: 43.5% (mOS: 8.44F)
0.751 \“\H_\ CHOP: 27.6% (mOS: 3.54F)
0.501
0.257
0.007

. WIFPARETIER
- EBAN=NETIR
- PINIRRRI R AR
ZEMNEEBELTHE, RiafiaiTBiK
- TRZEPIRE: PFS/OS i
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Coiffier B, et al. Blood 2010;116: 2040
Dunleavy K, et al. Clin Cancer Res. 2014;20(20): 5182-93
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6xCHOP-14(n=307)  8xCHOP-14(n=305)  6xR-CHOP-14 (n=306) 8xR-CHOP-14(n=304) p
Leucocytopenia* 93/193 (48) 93/195 (48) 103/197 (52) 108/218 (50) 08017
Thrombocytopenia 18/187 (10) 34/198 (17) 23/192 (12) 33/212(16) 01242
Anaemia 46/284 (16) 66/287 (23) 45/283 (16) 771283 (27) 0-0013
Arrhythmia 13/280(5) 8/281(3) 11/281(4) 18/287 (6) 0-2437
Cardiac function 51277 (2) 5/281(2) 71279(3) 8/284(3) 07917
Neuropathy 20279 (7) 30284 (11) 20284 (7) 241290 (8) 03946
Mucositis 8/281(3) 18/283(6) 15/282(5) 25/288 (9) 0-0278
Infection 83/284 (29) 88/286(31) 79/287 (28) 101/291(35) 0-2784
Red-blood-cell transfusions 116/286 (41) 148/201(51) 134/288 (47) 150/291 (52) 0-0312
Platelet transfusions 71285(2) 13/290(4) /286 (3) 11/289 (4) 0-5840
Antibiotics—interventional 131/288 (45) 161/291(55) fS]J' 285(53) 180/289 (62) 0-0008

Data are numbers of patients with toxicity or therapeutic intervention/number of patients with information and percentage of patients. p values are over all treatment

regimens. *Common Toxicity Criteria grade 4 only.

Table 4: Grade 3 and 4 Common Toxicity Criteria toxicities and therapeutic interventions

Lancet Oncol 2008; 9: 105 —:




o E R
$F A AR ER

R-HCVAD AM in Mantle Cell Lymphoma
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Fig 4. Frequency of acute haematological toxicity and infections according to World Health Organization (WHO) classification and R-HCVAD-AM
cycle (%).

a 2011 Blackwell Publishing Ltd, British Journal of
Haematology, 156, 346—-353
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Table 2. Comparison of toxicity between chemotherapy regimes.

CODOXM RCODOXM P IVAC RIVAC P
Grade 3/4 infection 74.24% 64.94% 0.23 56.93% 56.25% (.62
Grade 3/4 mucositis 2273% 35.06% 0,11 357% 3.13% 0.69
Crade /4 diarrhea 9.09% 14,29% 0]4 5.36% 4.69% 0.67
Grade 3/4 tumor lysis 455% 1.7%% 043 0.00% 0.00% (.99
Grade 3/4 renal failure 0.06% 5.19% .63 0.00% 1.56% 035
Median days neutropenic 5 10.5 021 5 b .29
Median days of GCSF required 5 7 0.69 5 b 0.5

AIDS 2015, 29903 -
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Supportive Care

Supportive care remains an important component of managing patients
with NHL, particularly during active therapy. Supportive care measures
for NHL may include (but are not limited to) management of infectious
complications, management of tumor lysis syndrome, and use of
myeloid growth factors or blood product transfusions. These measures
may help to maximize the benefit of NHL therapy for patients by
enhancing tolerability, reducing treatment-related toxicities, and
ensuring timely delivery of planned treatment courses. Patients with
hematologic malignancies are at increased risk for infectious
complications due to profound immunosuppression stemming from
myelosuppressive therapy and/or the underlying malignancy. For
example, reactivation of latent viruses may occur in the setting of
significant immunosuppression in patients with NHL.

Newer term
Less stigma

More hospital based
Wider range of services

Supportive Care

Palliative Care

Hospice Care

= _

Support Care Cancer. 2013 Mar;21(3):659-85. doi: 10.1007/s00520-012-1564-y. Epub 2012
Aug 31.

Death

Lower definitional clarity
Less volunteer involvement

-‘n-n.ot.--’-

Older term
More stigma

More home based

More focused services
Higher definitional clarity
More volunteer involvement
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tices. Medical records of 930 NHL patients not enrolled on clinical trial protocols were reviewed. We reported on 577 of the study patients
(62%:) who received initial CHOP chemotherapy. Median age of the patients was 65.1 years. Older patients (age = 65 years) had more
hospitalizations for febrile neutropenia (28% vs. 16%; P < 0.05) than younger patients (age, 18-64 years). In patients with advanced-stage
NHL (stage IIIVIV), older patients received fewer cycles of CHOP (< 6 cycles, 35% vs. 22%; P < 0.05) than younger patients. Older patients
were planned for lower average relative dose intensity (ARDI = 80%; P < 0.05) and had more heart disease and comorbid conditions (P
< 0.05) than younger patients. Multiple logistic regression models showed that older patients were more likely to receive a lower dose

30%
25%
20% 7 16%
15% -
10% -

5% -
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P<0.05

18-64%> 65% LAt
EFEANBESFRABRFNSERYER=

Morrison V A, et al. Clinical Lymphoma, 2001, 2(1):47.
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1 Pretreatment blood
T Age Chemotherapy intensity cell counts

Female sex 1 Lymphocyte counts
1 Performance ] 1 Hemoglobin level
i # Neutropenia - N
1 Nutrition dehydrogenase level

1 Body surface area Bone marrow

Febrile neutropenia inyg
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T Temperature Complicated infection
1 Blood pressure Bacteremia

Infection at #

intravenous site

1 Monocyte counts

. Platelet counts

_ 1 Blood urea nitrogen
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level
Frempona Prolonged hospitalization T Glucose level
Antifungal T
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o antibodics Death T Burden of iliness

Journal of the National Comprehensive Cancer Network | Volume 3 Number 4 | July 2005
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Table 1. Chemotherapy regimens administered

NHL patients
Pegfilgrastim Physician
all cycles discretion
Regimen, n (%) (n =173) (n =173)
CHOP (cyclophosphamide, 750 mm’m‘ 10 (14) 14 (19)
day 1; doxorubicin, 5(] mg/m” day l
v1ncr15t1ne 14m2}’m day 1; predmsone
100 mg/day days 1-5)
CHOP + rituximab 61 (84) 59 (81)
EPOCH (etoposide, 50 mgf’m CIV days 227 0(0)

1-4; doxorubicin, 10 mgf’m CIV days
1-4; vincristine, 04mg!’m CIV days
1-4; cyclﬁphoqphajmde 750 mg/m~ i.v.

day 5; prednisone, 60 mg/m* orally days
1-5)

Lodovico Balducci, Hafez Al-Halawani, Veena Charu et al. Elderly Cancer Patients Receiving Chemotherapy Benefit from First-Cycle
Pedfilgrastim. The Oncologist 2007;12:1416-1424.
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Figure A. Incidence of FN in cycle 1 and across
all cycles in patients with NHL. Error bars

represent 95% CI.
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represent 95% CI.
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Table 3 Incidence of febrile neutropenia

Category Any cycle First cycle

N Incidence of febrile neutropenia N Incidence of febrile neutropenia . N - -

n o {95 % CI) n o {95% CI) ELﬁEs M E’Es 5B$ED1&H$E

All patients 1072 51 5 (4.6 1072 26 2 (2,4)
Pegfilgrastim primary prophylaxis 875 28 3 5 875 9 1 1,2 %%E ‘ﬁm PEG-rhG-CS F¥ﬁB}‘jE
Pegfilgrastim secondary prophylaxis 142 19 13 {9, 20) 142 15 11 7,17
RN risk of chemotherapy® (%)
<10 k<) 2 8 (2, 20) 18 0 0 {0,18) FN&E%—‘E ' Eq: ' ELH:%EPEG'
10-18 288 16 ] 3.9 249 8 3 (2,6)
=20 787 33 4 3.6 779 18 2 1.4
Not assessed 28 1 4 {1,18) 2 0 0 0,13) rhG-CS F—?&ﬂiﬂfifa‘ F NEES{Q%
Cancer type
Breast 536 18 3 25 536 10 2 1,3 o .
Lymphoma 258 19 7 5.11) 258 7 3 1,5 2% , HEBIEPEG-rhG-CSF—4§
Gastric 38 g 5 217 38 1 3 1,13
Ovarian 113 4 4 1.9 13 4 4 1,9
Lung 127 8 6 (3,12) 127 4 3 (1,8) oYl =1s NEE_%Z?Q 7%

"N values for N risk of chemotherapy reflect the number of assessments. For “first cycle” data, this is equivalent to the number of patients; for “any cycle” data,
some patients were assessed more than once (e.g_ in the case of sequential chemotherapy regimens)

Madry R, Poptawska L, Haslbauer F, et al. Results of a prospective dose intensity and neutropenia prophylaxis evaluation programme (DIEPP) in cancer
patients at risk of febrile neutropenia due to myelosuppressive chemotherapy[J]. Wiener klinische Wochenschrift, 2016, 128(7-8): 238-247.
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Table 4 Patients achieving full dose chemotherapy on schedule

N Full dose on schedule N Full dose on schedule N Full dose on schedule
n % 195% C) n % (95% ) n % 95% C)

All patients 1072 428 40 (37, 43) 875 169 42 (39, 46) 142 46 22 (25, 41)
Cancer type

Breast Hao 280 52 (48, 56) 445 247 h6 (51, 60) 83 32 349 (29, 49)
Lymphoma 258 48 148 (14, 24) 225 45 20 (15, 26) 18 L] L] (0, 18)
Gastic 38 10 26 (15, 42) 28 8 28 (15, 46) 5 L] L] (0, 43)
(Ovarian 113 LiT4 50 {41, BO) 42 50 54 (44, 64) 15 5 33 (10, 70)
Lung 127 33 26 {19, 34) a4 148 23 (15, 33) 21 k] 43 (25, 64)

PEG-rhG-CSF—RFREAT , 45% A EiEEE Tk 7 B2 R AT |
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Madry R, Poptawska L, Haslbauer F, et al. Results of a prospective dose intensity and neutropenia prophylaxis evaluation programme (DIEPP) in
cancer patients at risk of febrile neutropenia due to myelosuppressive chemotherapy[J]. Wiener klinische Wochenschrift, 2016, 128(7-8): 238-247.
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Lyman G H, Dale D C, Culakova E ,, et al. The impact of the granulocyte colony-stimulating factor on chemotherapy dose intensity and cancer survival: a systematic review and
meta-analysis of randomized controlled trials[J]. Annals of Oncology Official Journal of the European Society for Medical Oncology, 2013, 24(10):2475.




MhH AR ER
LR

FOMBFA WA R GER

G-CSF—BTRRS Al RISAERT AR , PGS ST RS

Relative Dose Intensity
Regimen Dose and Schedule Groups
1.80

1.70

160
L 2 L 4

1.50 } &

1.40

130

Relative Dose Intensity [+95% CI]

120 T
1.10 t
1.00 ]
0.90
Groupl Group2 Group3 Groupl Group2 Group3

Planned RDI Delivered RDI

Figure 5. Displays of the mean + 95% CI for both planned and delivered
RDI with G-CSF-supported chemotherapy versus control by the
chemotherapy dose and schedule group.
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1.14) , ¥JHREAF90.92 ( 0.95)

> ffRiEH . G-CSF3ZIFAIRDIFIN AT R EPEEFETE , p=0.0043

Lyman G H, Dale D C, Culakova E ,, et al. The impact of the granulocyte colony-stimulating factor on chemotherapy dose intensity and cancer survival: a systematic
review and meta-analysis of randomized controlled trials[J]. Annals of Oncology Official Journal of the European Society for Medical Oncology, 2013, 24(10):2475.
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Cancer Study Statistics for each study Relative Risk £ 95% CI Cancer  Study Statistics for each study Relative Risk £ 85% CI
Relative LowerUpper RelativeLower U, r
Risk  limit limit p-Value Weight Risk  limit limit p-Value Weight
Breast Papaldo 0938 0650 1.334 0720 2555 || Breast Citron 0828 0689 0996 0.046 i 101.20
Veyret 1171 0717 1913 0529 9.66 WVenturini 0.890 0.701 1130 0339 — 58.71
Smith 1.031 0911 1.166 08632 88.63 Capotorto 0.908 0665 1.240 0.543 — 1465
All Breast  1.022 0.907 1.153  0.718 DeBoer 0.929 0649 1329 0.685 =y 570
6U Fossa 0849 0568 1269 0424 18.93 All Breast 0.858 0.752 0.979 0.023 :
A QY 0040 9MG1109) 0A2¢ GU Stemberg 0.868 0772 0.977 0.019 57.06
Lung Fukuoka 0969 0868 1.002 0572 1624 All GU 0.868 0.772 0977 0.019
Gatzemeier 08970 0884 1.0684 0515 61.44 - "
Vilodl 0807 06101086 0131 1350 || Lung Ardizzoni2 0970 0886 1.061 0505 - 54.82
S ———————————————— Sk 0005 0139 1ozt 0.100 61.35
Lymphoma  Burion 0836 08211068 0328 i 107.61 o Lot e ALY T ——
Doorduijn 0975 0838 1.134 0739 62.29 PlreundB1 0.717 0.989 36.87
Pettengell 0951 0.6651.360 0.784 e 12.30 PfreundB2a  0.781 0639 0.955 0.016 —a— 52.09
Zinzani 0970 0637 1476 0886 — 1295 PfreundB2b 0929 0758 1,140 0482 —— 45.86
Gisselbrecht 0.813 0.559 1.182 0278 | ——=— 18.22 Verdonck 0.862 0887 1.083 0.202 —i—1 49.40
Osby1 0.747 05710878 0.034 iy 30.55 Economopoulos 0.878 0.544 1416 0.593 |————8—F— 1378
Osby2 1000 08241213 0999 = 34.00 All Lymphoma 0.830 0.742 0.930  0.001 <>
Fririk 0802 0414 1.553 0512 6.68
All Lymphoma 0.923 _0.853 0.999 _0.049 < Overall 0.861 0.808 0.918 <.001 L
Overall 0.948 0.8971.002 0.061 ‘
0.5 1.0 2.0
0.5 1.0 20
A Favors G-CSF Favors Control B Favors G-CSF Favors Control

> ESG-CSFZIFtRERRUITIHEREEE AR KREEThE , RR=0.92 (0.85-0.99) , ARD=-4.2 (-8.5-0) ,
P=0.049

> ESG-CSFEIFHIEZREMTINEEEEAELIANEY , RR=0.83 (0.74-0.93) , ARD=-6.2% ( -10.0 to -2.5
) . P=0.001

Lyman G H, Dale D C, Culakova E ,, et al. The impact of the granulocyte colony-stimulating factor on chemotherapy dose intensity and cancer survival: a systematic review and
meta-analysis of randomized controlled trials[J]. Annals of Oncology Official Journal of the European Society for Medical Oncology, 2013, 24(10):2475.
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