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disease-free survival
overall survival

12 24 36 48 60 72 0 12 24 36 48 60 72

Months after treatment Months after treatment

Group No disease Recurrence Total Group Alive Dead Total
High 381 132 513 High 447 66 213
Mod. 363 144 s07T —— Mod. 427 80 S07
Low 319 190 509 Low 404 105 509

Treatment groups:

High-dose, high intensity: C/AIF 600/60/600 x 2 {mg/m®) for four cycles.
High-dose, moderate intensity: C/AMF 400/40/400 x 2 {mg.l'mz} for six cycles,
Low-dose, low intensity: C/A/F 300/30/300 x 2 :mgfm:'j for four cycles.

Foote M et al., The Oncologist 1998, 3:365-368.
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Caggiano V., 2005 60 294 6,8

Kuderer N., 2006 41 779 9,5

Caggiano V. et al., Cancer 2005; 103:1916-1924
Kuderer N. et al., Cancer 2006; 106:2258-2256
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Study or Subgroup Euents Total FEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.1.1 Pegfilgrastim

Ramieu 2007* {hreasth 4 30 i 29 21% 077 [0.23, 2.60] ]
Yogel 2005 (hreast B 463 Te 165 3.5% 0.08[0.03 0.18] —

Hecht 2009 {calaractal) 3 123 10 118 2.0% 0.29[0.08,1.07]

Balducci 2007 (MHL) 11 T3 27 T3 4.7% 0.41 [0.22 0.7 —_
Balducci 2007 (salid) 14 343 34 343 4. 8% 0.41[0.23,0.78] e
Subtotal (95% Cl) 1032 1028 17.1% 0.30 [0.14, 0.65] -
Total events 38 144

Heterogeneity: Tau*= 054 Chi*=16.49, df=4 (P =0.002); F=76%

Testfor overall effect 2= 3.08 (P=0.002)

4.1.2 Filgrastim

del Giglio 2008 (breast) 34 276 26 7l B.0% 0.34[0.22 04837 I
Timmer-Bonte 2005 (SCLZY 16 e[| 27 a5 5.2% 0.56 [0.33, 0.98] —
Trillet-Lenair 1993(8C1LC) 17 lila] 34 fd a.7% 049031, 0.7H] E—
Crawford 1991 (SCLC) K] 45 a0 104 T2% 0.52[0.40, 0.68] -
Cioarduijn 2003* (MHL) T2 1497 el 182 T.A4% 0.82 [0.64,1.04] ™7
Cshy 2003 (WHL, CHOPY M 101 a2 104 B.8% 0.67 [0.48, 0.94] I
Cighy 20037 (MHL, CHOPY 40 125 B2 125 B.9% 0.65[0.47, 0.98] -
Zinzani 1987* (MHL) 4 T 15 72 2.6% 0.25[0.08, 074

Pettenoell 1992 (MHL) ] 41 17 39 4.3% 0.500[0.26, 0.95] ]
Fossa 19598 (germ celly 25 129 38 130 A.9% 0.66[0.43,1.03] —
Subtotal (95% Cly 1196 037 58.1% 0.57 [0.48, 0.69] L
Total events 289 437

Heterogeneity; Tau®=0.04, Chi*=1817, df=9 (P =0.03), F=50%

Testfor overall effect £=6.03 (P = 0.00001}

4.1.3 Lenograstim

Chewallier 1995 (breast) 36 1 42 a8 TA% 0.83[0.64,1.08] =7
Giszelbrecht 1997 (MHL) 52 g2 B2 a0 T.B% 0.82[0.67,1.00] ™
Bui 1895 {zarcama) i 22 15 26 4% 039017, 0.91] EEn—
Gebbia 1994 {various) g 23 18 28 3.8% 0.34 (015 0.77] e
Gehbia 1993 {various) i 43 14 43 3.0% 0.36 [0.14, 0.90]

Subtotal (95% Cl) 231 236 24.9% 0.62 [0.44, 0.88] &
Total events 103 151

Heterogeneity: Tau®=0.08; Chi*=11.25, di=4 (FP=0.02); F= 64%

Testfor overall effect £=2.70 (P =0.007)

Total (95% CI) 2459 2251 100.0% 0.51 [0.41, 0.62Z] L
Total events 430 742

Heterogeneity; Tau®=013; Chi*=73.83, df=18 (P = 0.00001), F=F4%
Testfor overall effect Z=6.54 (P = 0.00001}
Test for subaroun differences: Chif= 291, df=2(P=023), F=31.3%

0.01

01

100

Favours primary G-CSF Favours no primary G-CSF

Cooper K et al. BMC Cancer 2011, 11:404
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= This list is not comprehensive; there are other agents/regimens that have a high risk for the development of febrile neutropenia.

* The type of chemotherapy regimen is only one component of the Risk Assessment. (See Patient Risk Factors for Developing Febrile
Neutropenia, MGF-2)

* The exact risk includes agent, dose, and the treatment setting (ie, treatment naive vs. heavily pretreated patients). (See MGF-1)

Acute Lymphoblastic Leukemia (ALL)

+ ALL induction regimens (See NCCN Guidelines for ALL) * Dacarbazine-based combination (dacarbazine, cisplatin, vinblastine)
(advanced, metastatic, or recurrent)!?

+* MVAC (methotrexate, vinblastine, doxorubicin, cisplatin) (neoadjuvant, * Dacarbazine-based combination with IL-2, interferon alfa (dacarbazine,
adjuvant, metastatic]1 cisplatin, vinblastine, IL-2, interferon alfa) (advanced, metastatic, or

Breast Cancer recurrent)!?

+ Docetaxel + trastuzumab (metastatic or relapsed]2 m_c_aql%e_[

+ Dose-dense AC followed by T* (doxorubicin, cyclophosphamide, paclitaxel) » Topotecan
(adjuvant)® » Paclitaxel1®

» TAC (docetaxel, doxorubicin, cyclophosphamide) (adjuvant)* * Docetaxel

Es.mh.amLmd_G.asm:&.amms Soft Tissue Sarcoma
+ Docetaxel/cisplatin/fluorouracil » MAID (mesna, doxorubicin, ifosfamide, dacarbazine)?!
i « Doxorubicin22

+ BEACOPP (bleomycin, etoposide, doxorubicin, cyclophosphamide, » [fosfamide/doxorubicin2®
vincristine, procarbazine, pr¢=.-dni$c;m=.-]s MLLHLG.Q&M
i * Topotecan
+ Doxorubici nfgemcitabine"' Testicular Cancer
Non-Hodgkin's Lymphomas » VelP (vinblastine, ifosfamide, cisplatin)2®
+ |ICE (ifosfamide, carboplatin, etoposide) (diffuse large B-cell lymphoma * VIP (etoposide, ifosfamide, cisplatin)
[DLBCLI], peripheral T-cell ymphomas [PTCL], 2nd line)® » BEP (bleomycin, etoposide, cisplatin)28-27
+ RICE" (rituximab, ifosfamide, carboplatin, etopaside}s * TIP (paclitaxel, ifosfamide, cisplatin) 8
+ CHOP-14* gc¥clophasphamide, doxorubicin, vincristine, prednisone) *
rituximab19.11
+ MINE {mes?a, ifosfamide, novantrone, etoposide) (DLBCL, 2nd line, *In general, dose-dense regimens require growth factor support for
refractory) chemotherapy administration.

- DHAP (dexamethasone, cisplatin, cytarabine) (PTCL, DLBCL, 2nd line)13
+ ESHAP (etoposide, methylprednisolone, cisplatin, cytarabine)
(DLBCL, PTCL, 2nd line, recurrent)’4
+ HyperCVAD + rituximab {cyclog)hosphamide, vincristine, doxorubicin,
dexamethasone + rituximab)1°:16

See Disease Settings and Chemotherapy Regimens with an
Intermediate Risk for Febrile Neutropenia, MGF-A (2 of 4)

See Chemotherapy Regimen References, MGF-A (3 of 4)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

MGF-A

Version 2.2016, 07/27/18 & Mational Comprehensive Cancer Network, Inc. 2013, All rights reserved. The NCCN Guidelines® and this illustration may not be reproduced in any form without the express written pemmission of NCON®. 1 of 4
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= This list is not comprehensive; there are other agents/regimens that have an intermediate risk for the development of febrile neutropenia.
* The type of chemotherapy regimen is only one component of the Risk Assessment. See Patient Risk Factors for Developing Febrile

Neutropenia (MGF-2).

* The exact risk includes agent, dose, and the treatment setting (ie, treatment naive vs. heavily pretreated patients). (See MGF-1)

Occult Primary - Adenocarcinoma
+ Gemcitabine/docetaxel

Breast Cancer

« Docetaxel every 21 days®?

* CMF classic (cyclophosphamide, methotrexate,
fluorouracil) (adjuvant)®!

* AC (doxorubicin, cyclophosphamide) + segzuential

docetaxel (adjuvant) (taxane portion only)

« AC + sequential docetaxel + trastuzumab (adjuvant)33
+ FEC (fluorouracil, epirubicin, cyclophosphamide) +

sequential docetaxel®4

« Paclitaxel every 21 days (metastatic or relapsed)®S

» TC? (docetaxel, cyclaphosphamide]ss
Cervical Cancer

+ Cisplatin/topotecan érecurrent or metastatic)37:38.32

« Paclitaxel/cisplatin®

« Topotecan (recurrent or metastatic)*?

« Irinotecan (recurrent or metastatic]41
Colorectal Cancer

« FOLFOX (fluorouracil, leucovorin, oxaliplatin)¥2
. Irinc:te-:am:’n:isplatinig

. Epirubin:inh:isplatina‘s-fluarouracil““‘

« Epirubicin/cisplatin/capecitabine?4

Multiple Myeloma

+ DT-PACE (dexamethasone/thalidomide/
cisplatin/doxorubicin/cyclophosphamide/
etoposide)

+ DT-PACE + bortezomib (VTD-PACE)4€

Non-Hodgkin's Lymphomas

+ EPOCH (etoposide, prednisone, vincristine,
cyclophosphamide, doxorubicin) (AIDS-related
NHL, Burkitt lymphoma, recurrent, other NHL
subtypes)*”

+ EPOCH + IT chemotherapy (AlDS-related NHL,
DLBCL, recurrent)*”

+ GDP (gemcitabine, dexamethasone, cisplatin)
(DLBCL, PTCL, 2nd line)48

+ GDP (gemcitabine, dexamethasone, cisplatin) +
rituximab (DLBCL, 2nd line, Burkitt lymphoma,
other NHL subtypes)4®

« FMR (fludarabine, mitoxantrone, rituximab)*®

+ CHOP + rituximab (cyclophosphamide,
doxorubicin, vincristine, prednisone,
rituximab)3%-51 including regimens with
pegylated liposomal doxorubicin®2:3% or
mitoxantrone? substituted for doxorubicin

2Risk for febrile neutropenia has been reported variably as intermediate risk or high risk depending on the study.

by carboplatin dose is AUC >6 and/or patient is of Japanese ancestry.

©A small retrospective trial had a 17% risk of febrile neutropenia in the necadjuvant setting® and a randomized
trial had a 5.4% risk in the metastatic setting (G-CSF was administered to 42.5% of patients who received
FOLFIRINOX).% While G-CSF was not recommended as primary prophylaxis, it may be considered in patients with

high-risk clinical features.

dThe published results for cabazitaxel have an 8% rate of febrile neutropenia but neutropenic deaths were reported.
Primary prophylaxis with G-CSFs should be considered in patients with high-risk clinical features.

Non-Small Cell Lung Cancer

+ Cisplatin/paclitaxel (advanced/metastatic)55

* Cisplatin/vinorelbine (adjuvant, advanced/
metastatic)%€

+ Cisplatin/docetaxel (adjuvant, advanced/
metastatic)33-57

. Cisplatinfeto&:oside (adjuvant, advanced/
metastati::}5

. Carboplatinfpaclitaxelb (adjuvant,
advanced/metastatic)5®

« Docetaxel (advanced/metastatic)7

Qvarian Cancer

. Carboplatin!docetaxelsn

Pancreatic Cancer

» FOLFIRINOX®

. Cabazitaxelé’% 1

» Etoposide/carboplatin®2
Testicular Cancer
+ Etoposide/cisplatin
Uterine Sarcoma
» Docetaxel (advanced or metastatic)®4

63

See Chemotherapy Regimen References,

MGF-A (4 of 4)

See Disease Settings and Chemotherapy
Regimens with a High Risk for Febrile
Neutropenia, MGF-A (1 of 4)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

MGF-A

Wersion 2.2016. 07/27/18 & National Comprehensive Cancer Network, Inc. 2018, All rights reserved. The NCCN Guidelines® and this illusiration may not be reproduced in any form without the express written permission of MCCN®. 2 o'f 4
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