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Review and updates during 4" quarter 2018

Head and Neck Cancer
e  High dose cisplatin footer was updated to reflect the evidence-based dosing scenario ‘100 mg/m? every 3 weeks over the course
of radiotherapy’

Lung Cancer: Small Cell Lung Cancer
e Atezolizumab (Tecentriq), carboplatin and etoposide combination regimen added as a pathway option in the following clinical
scenario: ‘Extensive Stage | First Line of Therapy (1st Line)’

NHL: Follicular and Marginal Zone Lymphoma
e Footer was added to clarify that pathway eligibility for antibiotic therapy for H. pylori eradication is limited to generic antibiotic
drugs only.

Pancreatic Cancer (Adenocarcinoma)
e  OFF: Fluorouracil (5FU), leucovorin, and oxaliplatin combination regimen was removed as a pathway option from the following
clinical scenario: ‘Locally Advanced/Unresectable and Metastatic Disease | Second Line of Therapy (2nd Line) | ECOG PS:
0-2’

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Cancer Care Quality Program

The goal of the Cancer Care Quality Program is to help provide access to quality and affordable cancer care. A key
component of the Cancer Care Quality Program is Cancer Treatment Pathways (“Pathways”).

The Pathways are developed using a rigorous process of evidence-based medicine. Pathways differ from clinical
practice guidelines in that the objective of a Pathway is to identify a subset of regimens supported by clinical
evidence and practice guidelines with the goal of further reducing unwarranted variation in care and cost. Pathways
are selected based on: clinical benefit (efficacy), safety/side effects (especially those leading to hospitalizations &
impacting quality of life), strength of national guideline recommendations, and cost of regimens. The Pathways
developed for this Program are intended to support quality cancer care.

Selecting a Pathway depends upon a number of factors - the type of cancer, the stage of disease, and the
biomarkers or specific genetic profile of the cancer. Within each cancer type, separate Pathways are usually
available for early stage and advanced cancer, sub-types of cancer (e.g. HER2 positive) and different lines of
therapy.

Pathways are not available for every medical condition but are intended to be applicable for 80%-90% of individuals
with the most common types of cancer. Selecting the best cancer treatment depends upon a number of factors -
the type of cancer, the stage, the biomarkers or specific genetic profile of the cancer, and unique aspects of each
individual’s medical condition. Given the complexity of cancer and all of the unique individual circumstances, it
would not be possible to have a Pathway for every specific situation. The treating oncologist will determine if, in
his/her medical opinion, a Pathway treatment regimen is the best option for a patient or whether, given his or her
unique circumstances, another treatment regimen will be a better treatment for him or her.

It is important to note that we will review requested services in accordance with our medical policies and clinical
guidelines. When a request is received from a provider that requires medical necessity review, whether it is a
Pathway or non-pathway regimen it may be authorized if it is determined to be medically necessary pursuant to our
medical policies and clinical guidelines.

Feedback to enhance the Cancer Care Quality Program, Pathways, and/or questions can be emailed to
cancer.quality@anthem.com. Requests for the evidence summaries reviewed to develop individual Pathways can
also be sent to the same email address.

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Bladder Cancer (Urothelial) Pathways

Neoadjuvant Therapy | Clinical Stage II, Ill, or IV Without Evidence of Metastases (cT2, cT3, cT4a, cT4b, MO)

CMV: cisplatin, methotrexate, and vinblastine 3 cycles45

Gemcitabine (Gemzar) and cisplatin 4 cycles?2

Adjuvant Therapy | Stage O (Ta, Tis) or Stage | | After TURBT* or Following Resection of Recurrent or Persistent Disease

BCG: bacillus calmette-guerin, intravesical20-24

Gemcitabine (Gemzar), intravesical (low-grade histology only)40

Metastatic Disease | First Line of Therapy (1st Line)

Gemcitabine (Gemzar) and cisplatint6,17.18

Metastatic Disease | Second Line of Therapy (2nd Line)

Gemcitabine (Gemzar)®

Paclitaxel14

Pembrolizumab (Keytruda)37”

* TURBT: Transurethral resection of bladder tumor

T In the setting of recurrent/metastatic disease, a substitution of carboplatin for cisplatin will be considered a pathway option

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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BLADDER CANCER (UROTHELIAL) REFERENCES

NCCN Practice Guidelines: Bladder Cancer Version 5.2018

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Bladder Cancer V5.2018. Available at:
http://mww.nccn.org. Accessed July 31, 2018 © National Comprehensive Cancer Network, 2018. To view the most recent complete version of the
Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Breast Cancer Pathways: Neoadjuvant

Neoadjuvant Therapy | HER2 Negative

ddAC - weekly T: dose dense doxorubicin (Adriamycin) and cyclophosphamide followed by weekly paclitaxel811,12,39

TC: docetaxel (Taxotere) and cyclophosphamide10.43

Neoadjuvant Therapy | HER2 Positive

AC ->TH: doxorubicin (Adriamycin) and cyclophosphamide followed by paclitaxel and trastuzumab (Herceptin)*1.14.23,24,26

TCH: docetaxel (Taxotere), carboplatin, and trastuzumab (Herceptin)*25.49

Neoadjuvant Therapy | HER2 Positive | Hormone Receptor (ER/PR) Negative

TCH+P: docetaxel (Taxotere), carboplatin, trastuzumab (Herceptin)*, and pertuzumab (Perjeta)50.51,54,55,57

* Administration of trastuzumab (Herceptin) is limited to 1 year (maximum 18 cycles)

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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BREAST CANCER NEOADJUVANT REFERENCES

NCCN Clinical Practice Guidelines: Breast Cancer V1.2018

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer V1.2018. Available at:
http://mwww.nccn.org. Accessed May 30, 2018 ©National Comprehensive Cancer Network, 2018. To view the most recent and complete version of
the Guideline, go online to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Breast Cancer Pathways: Adjuvant

Adjuvant Therapy | HER2 Negative*

ddAC - weekly T: dose dense doxorubicin (Adriamycin) and cyclophosphamide followed by weekly paclitaxel89.11,12,60

TC: docetaxel (Taxotere) and cyclophosphamide10.19

Adjuvant Therapy | HER2 Positive

AC - TH: doxorubicin (Adriamycin) and cyclophosphamide followed by paclitaxel and trastuzumab (Herceptin)t23-26,58

TCH: docetaxel (Taxotere), carboplatin, and trastuzumab (Herceptin)t25.26,58

TH: paclitaxel and trastuzumab (Herceptin)t34.58 (Pathway for stage I, HER2 positive breast cancer only)

Adjuvant Therapy | HER2 Negative | Hormone Receptor (ER/PR) Negative | Residual Disease following Neoadjuvant

Therapy

Capecitabine (Xeloda)56

* Adjuvant chemotherapy pathways do NOT apply to individuals with hormone-receptor positive, lymph node negative, OncotypeDX™ LOW risk score

T Administration of trastuzumab (Herceptin) is limited to 1 year (maximum 18 cycles)

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Breast Cancer Pathways: Advanced/Metastatic
Disease

Advanced/Metastatic Disease | HER2 Negative | First and Subsequent Lines of Therapy (1st Line+)

Capecitabine (Xeloda)#24-26,28,60,65
Doxorubicin (Adriamycin)45.9:65
Gemcitabine (Gemzar)14.60
Paclitaxel18-20.65

Vinorelbine (Navelbine)15-17.65

Advanced/Metastatic Disease | HER2 Negative | Deleterious Germline BRCA Mutation | First and Subsequent Lines of

Therapy (1st Line+)
Olaparib (Lynparza)8”

Advanced/Metastatic Disease | HER2 Positive | First Line of Therapy (1st Line)

Capecitabine (Xeloda) and trastuzumab (Herceptin)40-43

Gemcitabine (Gemzar) and trastuzumab (Herceptin)44.45

Paclitaxel and trastuzumab (Herceptin)35:36

Pertuzumab (Perjeta), trastuzumab (Herceptin), and docetaxel (Taxotere)32.33.35
Pertuzumab (Perjeta), trastuzumab (Herceptin), and paclitaxel34

Vinorelbine (Navelbine) and trastuzumab (Herceptin)46.47

Advanced/Metastatic Disease | HER2 Positive | Second and Subsequent Lines of Therapy (2nd Line+)

Ado-trastuzumab emtansine (Kadcyla)59.61.62

Capecitabine (Xeloda) and lapatinib (Tykerb)51.52

Capecitabine (Xeloda) and trastuzumab (Herceptin)40-43

Gemcitabine (Gemzar) and trastuzumab (Herceptin)44.45

Paclitaxel and trastuzumab (Herceptin)35.36

Pertuzumab (Perjeta), trastuzumab (Herceptin), and docetaxel (Taxotere)3233,35,82
Pertuzumab (Perjeta), trastuzumab (Herceptin), and paclitaxel34

Trastuzumab (Herceptin) and lapatinib (Tykerb)49.50

Trastuzumab (Herceptin) monotherapy37.48

Vinorelbine (Navelbine) and trastuzumab (Herceptin)46.47

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Breast Cancer Pathways: Endocrine Therapy
for Advanced/Metastatic Disease

Advanced/Metastatic Disease | Hormone Receptor Positive | First Line of Therapy (1st Line)

Anastrozole (Arimidex)*16.7,10,11,22,33

Anastrozole (Arimidex) and palbociclib (Ibrance)*19.40,41
Anastrozole (Arimidex) and ribociclib (Kisqali)*19.40.41
Fulvestrant (Faslodex)* high dose5-7.22,26,33,42

Letrozole (Femara)*3:12-14,38

Letrozole (Femara) and palbociclib (Ibrance)*19.40.41
Letrozole (Femara) and ribociclib (Kisgali)*19:40,41,53

Tamoxifent12,26

Advanced/Metastatic Disease | Hormone Receptor Positive | Second and Subsequent Lines of Therapy (2nd Line+)

Anastrozole (Arimidex)*16.7,10,11,22,33

Exemestane (Aromasin)*4.20.21,39

Fulvestrant (Faslodex) high dose*

Fulvestrant (Faslodex) and palbociclib (Ibrance)*$40
Letrozole (Femara)*312-14,38

Tamoxifent12,26

Advanced/Metastatic Disease | Hormone Receptor Positive | HER2 Positive | First and Subsequent Lines of Therapy (1st

Linet)

Anastrozole (Arimidex) and trastuzumab (Herceptin)*46

Letrozole (Femara) and trastuzumab (Herceptin)*4°

* With ovarian suppression for premenopausal individuals. Ovarian suppression utilizes LHRH agonists given as monthly injections. 3-month depot dosing
does not reliably suppress estrogen levels.

T Tamoxifen is considered pathway for premenopausal individuals with or without ovarian suppression

F Palbociclib regimens are not considered pathway when continued in the second line setting if the patient has received an available CDK4/6 inhibitor
regimen in the first line setting

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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BREAST CANCER ENDOCRINE THERAPY FOR
ADVANCED/METASTATIC DISEASE REFERENCES

NCCN Clinical Practice Guidelines: Breast Cancer V1.2018

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Breast Cancer V1.2018. Available at:
http://mwww.nccn.org. Accessed May 30, 2018 ©National Comprehensive Cancer Network, 2018. To view the most recent and complete version of
the Guideline, go online to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Chronic Myelogenous Leukemia (CML)
Pathways

t Line of Therapy (1st Line) | Low Risk Disease

Imatinib (Gleevec)i-4.6-8,30.33-35

First Line of Therapy (1st Line) | Intermediate or High Risk Disease”

Dasatinib (Sprycel)1.2.:30,37-39

Imatinib (Gleevec)i-4.6-8,30.33-35

Nilotinib (Tasigna)6-8.31.32

Second Line of Therapy (2" Line) | Following Treatment Failure, Suboptimal Responset , or Intolerance to 1st Line

Bosutinib (Bosulif)23:33
Dasatinib (Sprycel)1,2.9,10,12,36
Nilotinib (Tasigna)16-18.31,32

Ponatinib (Iclusig)¥26

Third Line of Therapy (3" Line)

Ponatinib (Iclusig)26

* For patients with intermediate or high risk disease based on Sokal or Hasford score:
. Sokal: Intermediate Risk=0.8-1.2; High Risk>1.2
° Hasford: Intermediate Risk=781-1480; High Risk>1480

T Defined as lack of complete hematologic response or BCR-ABL1 transcripts > 10% (IS) or lack of partial cytogenetic response on bone marrow cytogenetics.

F Pathway option for second line therapy only after failure, suboptimal response, or intolerance of a second generation TKI has been used in the first line
setting, or T3151 mutation has been identified.

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Colorectal Cancer Pathways

Adjuvant Therapy”*

Capecitabine (Xeloda)52.69
CAPOX: capecitabine (Xeloda) and oxaliplatin (limited to 3 months duration)t94
FOLFOX: fluorouracil (5-FU), leucovorin, and oxaliplatin7.8.50,51,60,69

FULV: fluorouracil (5FU) and leucovorin1:4.7,:49,52,69

Metastatic Disease | RAS Wild Type (WT) or Mutant (MT)* | First or Second Lines of Therapy (1st or 2"d Line)

Capecitabine (Xeloda)27

FOLFIRI: fluorouracil (5FU), leucovorin, and irinotecan (Camptosar)18.23,30,32,34

FOLFIRI + bevacizumab: fluorouracil (5FU), leucovorin, and irinotecan (Camptosar) with bevacizumab (Avastin)21.23,31,36,44,45,58
FOLFOX: fluorouracil (5FU), leucovorin, and oxaliplatin24.26,28,30,34

FOLFOX + bevacizumab: fluorouracil (5FU), leucovorin, oxaliplatin, with bevacizumab (Avastin)25.26,28,33,44,45,70

FOLFOXIRI + bevacizumab: fluorouracil (5FU), leucovorin, oxaliplatin, and irinotecan (Camptosar) with bevacizumab (Avastin)25.26,
28,33,44,45,70

FULV: fluorouracil (5FU) and leucovorin22,27,35

FULV: fluorouracil (5FU) and leucovorin with bevacizumab (Avastin)22.35

Metastatic Disease | RAS Wild Type (WT) | First or Second Lines of Therapy (1st or 2"d Line)

FOLFIRI + panitumumab: fluorouracil (5FU), leucovorin, and irinotecan (Camptosar) with panitumumab (Vectibix)811.62
FOLFOX + panitumumab: fluorouracil (5-FU), leucovorin, and oxaliplatin with panitumumab (Vectibix)§12,53,59

Irinotecan (Camptosar) and panitumumab (Vectibix)§47

Metastatic Disease | MSI-H or dMMR | Second Line of Therapy (2" Line)

Pembrolizumab (Keytruda)9t

Metastatic Disease | RAS Wild Type (WT) | Third or Subsequent Lines of Therapy (3" Line+)

Panitumumab (Vectibix) monotherapy§13.61.56

* Adjuvant Pathways do not apply to stage Il MSI-H (microsatellite instability-high) disease
T Limited to low-risk (T1-3, N1), stage Il colon cancer only
F Exon 2 KRAS, non-exon 2 KRAS, and NRAS mutations; testing recommended for all patients with metastatic disease

§ Limit to one line of therapy

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Lembersky BC, Wieand HS, Petrelli NJ, et al. Oral uracil and tegafur plus leucovorin compared with intravenous fluorouracil and leucovorin in
stage Il and Il carcinoma of the colon: results from National Surgical Adjuvant Breast and Bowel Project Protocol C-06. J Clin Oncol.
2006;24(13):2059-2064. PMID: 16648506

Allegra CJ, Yothers G, O’Connell, et al. Initial safety report of NSABP C08: A randomized phase Il study of modified FOLFOX6 with or without
bevacizumab for the adjuvant treatment of patients with stage Il or lll colon cancer. J Clin Oncol. 2009;27(20):3385-90. PMID: 19414665

Twelves C, Wong A, Nowacki MP, et al. Capecitabine as adjuvant treatment for stage Il colon cancer. N Engl J Med. 2005;352(26):2696-
2704. PMID: 15987918

Haller DG, Tabernero J, Maroun J, et al. Capecitabine plus oxaliplatin compared with fluorouracil and folinic acid as adjuvant therapy for stage
11l colon cancer. J Clin Oncol. 2011;29(11):1465-1471. PMID: 21383294

Kuebler JP, Wieand HS, O’Connell MJ, et al. Oxaliplatin combined with weekly bolus fluorouracil and leucovorin as surgical adjuvant
chemotherapy for stage Il and Ill colon cancer: results from NSABP C-07. J Clin Oncol. 2007;25(16):2198-2204. PMID: 17470851

Schmoll HJ, Cartwright T, Tabernero J, et al. Phase Il of capecitabine plus oxaliplatin as adjuvant therapy for stage Ill colon cancer: a planned
safety analysis in 1,864 patients. J Clin Oncol. 2007;25(1):102-109. PMID: 17194911

André T, Boni C, Navarro M, et al. Improved overall survival with oxaliplatin, fluorouracil, and leucovorin as adjuvant treatment in stage Il or Il
colon cancer in the MOSAIC trial. J Clin Oncol. 2009;27(19):3109-3116. PMID: 19451431

Tournigand C, André T, Bonnetain F, et al. Adjuvant therapy with fluorouracil and oxaliplatin in stage Il and elderly patients (between ages 70
and 75 years) with colon cancer: subgroup analyses of the Multicenter International Study of Oxaliplatin, Fluorouracil, and Leucovorin in the
Adjuvant Treatment of Colon Cancer trial. J Clin Oncol. 2012;30(27):3353-3360. PMID: 22915656

Pessino A, Artale S, Sciallero S, et al. First-line single-agent cetuximab in patients with advanced colorectal cancer. Ann Oncol.
2008;19(4):711-716. PMID: 18073221.

Van Cutsem E, Kohne CH, Hitre E, et al. Cetuximab and chemotherapy as initial treatment for metastatic colorectal cancer. N Engl J Med.
2009;260(14):1408-17. PMID: 19339720

Peeters M, Price TJ, Cervantes A, et al. Randomized phase IlI study of panitumumab with fluorouracil, leucovorin, and irinotecan (FOLFIRI)
compared with FOLFIRI alone as second-line treatment in patients with metastatic colorectal cancer. J Clin Oncol. 2010;28(31):4706-4713.
PMID: 20921462

Douillard JY, Siena S, Cassidy J, et al. Randomized, phase lll trial of panitumumab with infusional fluorouracil, leucovorin, and oxaliplatin
(FOLFOX4) versus FOLFOX4 alone as first-line treatment in patients with previously untreated metastatic colorectal cancer: the PRIME Study.
J Clin Oncol. 2010;28(31):4697-705. PMID: 20921465

Van Cutsem E, Peeters M, Siena S, et al. Open-label phase Ill trial of panitumumab plus best supportive care compared with best supportive
care alone in patients with chemotherapy-refractory metastatic colorectal cancer. J Clin Oncol. 2007;25(13):1658-1664. PMID: 17470858

Folprecht G, Gruenberger T, Bechstein WO, et al. Tumour response and secondary resectability of colorectal liver metastases following
neoadjuvant chemotherapy with cetuximab: the CELIM randomized phase 2 trial. Lancet Oncol. 2010;11(1):38-47. PMID: 19942479

Hofheinz R, Mineur L, Greil R, et al. Panitumumab (pmab) withFOLFIRI as first line treatment of patients with metastatic colorectal cancer
(mCRC): resections and curative surgery in a phase Il single arm, multicenter study (20060314). J Clin Oncol. 2010. 28(suppl15): Abstract
3545

Vale CL, Tierney JF, Fisher D, et al. Does anti-EGFR therapy improve outcome in advanced colorectal cancer? A systematic review and
meta-analysis. Cancer Treat Rev. 2012;38(6):618-25. PMID: 22118887

Bokemeyer C, Bondarenko I, Makhson A, et al. Fluorouracil, leucovorin, and oxaliplatin with and without cetuximab in the first-line treatment of
metastatic colorectal cancer. J Clin Oncol. 2009;27(5):663-71. PMID: 19114683

Van Cutsem E, Kéhne CH, Lang I, et al. Cetuximab plus irinotecan, fluorouracil, and leucovorin as first-line treatment for metastatic colorectal
cancer: updated analysis of overall survival according to tumor KRAS and BRAF mutation status. J Clin Oncol. 2011;29(15):2011-2019. PMID:
21502544

Ye LC, Liu TS, Ren L, et al. Randomized controlled trial of cetuximab plus chemotherapy for patients with KRAS wild-type unresectable
colorectal liver-limited metastases. J Clin Oncol. 2013;31(16):1931-8. PMID: 23569301

Falcone A, Ricci S, Brunetti L, et al. Phase Il trial of infusional fluorouracil, leucovorin, oxaliplatin, and irinotecan (FOLFOXIRI) compared with
infusional fluorouracil, leucovorin, and irinotecan (FOLFIRI) as first-line treatment for metastatic colorectal cancer: the Gruppo Oncologico
Nord Ovest. J Clin Oncol. 2007;25(13):1670-1676. PMID: 17470860

Falcone A, Cremolini C, Masi G, et al. FOLFOXIRI/bevacizumab (bev) versus FOLFIRI/bev as first-line treatment in unresectable metastatic
colorectal cancer (NCRC) patients (pts): Results of the phase Il TRIBE trial by GONO group. J Clin Oncol. 2013;31(15S): 3505. Abstract
3505

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.

Effective February 4, 2019 29



22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

Kabbinavar FF, Schulz J, McCleod M, et al. Addition of bevacizumab to bolus fluorouracil and leucovorin in first-line metastatic colorectal
cancer: results of a randomized phase Il trial. J Clin Oncol. 2005;23(16):3697-3705. PMID: 15738537

Fuchs CS, Marshall J, Mitchell E, et al. Randomized, controlled trial of irinotecan plus infusional, bolus, or oral fluoropyrimidines in first-line
treatment of metastatic colorectal cancer: results from the BICC-C Study. J Clin Oncol. 2007;25(30):4779-4786. PMID: 17947725

Goldberg RM, Sargent DJ, Morton RF, et al. A randomized controlled trial of fluorouracil plus leucovorin, irinotecan, and oxaliplatin
combinations in patients with previously untreated metastatic colorectal cancer. J Clin Oncol. 2004;22(1):23-30. PMID: 14665611

Saltz LB, Clarke S, Diaz-Rubio E, et al. Bevacizumab in combination with oxaliplatin-based chemotherapy as first-line therapy in metastatic
colorectal cancer: a randomized phase Il study. J Clin Oncol. 2008;26(12):2013-2019. PMID: 18421054

Hochster HS, Hart LL, Ramanathan RK, et al. Safety and efficacy of oxaliplatin and fluoropyrimidine regimens with or without bevacizumab as
first-line treatment of metastatic colorectal cancer: results of the TREE Study. J Clin Oncol. 2008;26(21):3523-3529. PMID: 18640933

Van Cutsem E, Twelves C, Xeloda Colorectal Cancer Study Group, et al. Oral capecitabine compared with intravenous fluorouracil plus
leucovorin in patients with metastatic colorectal cancer: results of a large phase Il study. J Clin Oncol. 2001;19(21):4097-4106. PMID:
11689577

Cassidy J, Clarke S, Diaz-Rubio E, et al. Randomized phase Il study of capecitabine plus oxaliplatin compared with fluorouracil/folinic acid
plus oxaliplatin as first-line therapy for metastatic colorectal cancer. J Clin Oncol. 2008;26(12):2006-2012. PMID: 18421053

Cunningham D, Humblet Y, Siena S, et al. Cetuximab monotherapy and cetuximab plus irinotecan in irinotecan-refractory metastatic colorectal
cancer. N Engl J Med. 2004;351(4):337-45. PMID: 15269313

Tournigand C, André T, Achille E, et al. FOLFIRI followed by FOLFOX6 or the reverse sequence in advanced colorectal cancer: a randomized
GERCOR study. J Clin Oncol. 2004;22(2):229-237. PMID: 14657227

Kwon HC, Oh SY, Lee S, Kim SH, Kim HJ. Bevacizumab plus infusional 5-fluorouracil, leucovorin and irinotecan for advanced colorectal
cancer that progressed after oxaliplatin and irinotecan chemotherapy: a pilot study. World J Gastroenterol. 2007;13(46):6231-6235. PMID:
18069765

Van Cutsem E, Tabernero J, Lakomy R, et al. Addition of aflibercept to fluorouracil, leucovorin, and irinotecan improves survival in a phase Il|
randomized trial in patients with metastatic colorectal cancer previously treated with an oxaliplatin-based regimen. J Clin Oncol.
2012;30(28):3499-3506. PMID: 22949147

Giantonio BJ, Catalano PJ, Cooperative Oncology Group Study E3200, et al. Bevacizumab in combination with oxaliplatin, fluorouracil, and
leucovorin (FOLFOX4) for previously treated metastatic colorectal cancer: results from the Eastern Cooperative Oncology Group Study
E3200. J Clin Oncol. 2007;25(12):1539-1544. PMID: 17442997

Colucci G, Gebbia V, Gruppo Oncologico Dell'ltalia Meridionale, et al. Phase Ill randomized trial of FOLFIRI versus FOLFOX4 in the treatment
of advanced colorectal cancer: a multicenter study of the Gruppo Oncologico Dell'ltalia Meridionale. J Clin Oncol. 2005;23(22):4866-4875.
PMID: 15939922

Kabbinavar FF, Hambleton J, Mass RD, Hurwitz HI, Bergsland E, Sarkar S. Combined analysis of efficacy: the addition of bevacizumab to
fluorouracil/leucovorin improves survival for patients with metastatic colorectal cancer. J Clin Oncol. 2005;23(16):3706-3712. PMID: 15867200
Sobrero A, Ackland S, AVIRI Trial investigators, et al. Phase |V study of bevacizumab in combination with infusional fluorouracil, leucovorin
and irinotecan (FOLFIRI) in first-line metastatic colorectal cancer. Oncology. 2009;77(2):113-119. PMID: 19628950

Souglakos J, Androulakis N, Syrigos K, et al. FOLFOXIRI (folinic acid, 5FU, oxaliplatin and irinotecan) vs. FOLFIRI (folinic acid, 5FU, and
irinotecan) as first line treatment in metastatic colorectal cancer (MCC). A multicenter randomized phase |1l trial from the Hellenic Oncology
Research Group (HORG). Br J Cancer. 2006;94(6):798-805. PMID: 16508637

Zhang C, Wang J, Gu H, et al. Capecitabine plus oxaliplatin compared with 5FU plus oxaliplatin in metastatic colorectal cancer. Metal-analysis
of randomized controlled trials. Oncol Lett. 2012;3(4):831-838. PMID: 22741002

Haller DG, Rothenberg ML, Wong AO, et al. Oxaliplatin plus irinotecan compared with irinotecan alone as second-line treatment after single
agent fluoropyrimidine therapy for metastatic colorectal carcinoma. J Clin Oncol. 2008;26(28):4544-50. PMID: 18824706

Borner MM, Dietrich D, Stupp R, et al. Phase Il study of capecitabine and oxaliplatin in first and second line treatment of advanced or
metastatic colorectal cancer. J Clin Oncol. 2002;20(7):1759-66. PMID: 11919232

Fuchs CS, Moore MR, Harker G, et al. Phase Ill comparison of two irinotecan dosing regimens in second line therapy of metastatic colorectal
cancer. J Clin Oncol. 2003;21(5):807-14. PMID: 12610178

Jonker DJ, O’Callaghan CJ, Karapetis CS, et al. Cetuximab for the treatment of colorectal cancer. N Engl J Med. 2007;357(20):2040-8. PMID:
18003960

Sobrero AF, Peeters M, Price TJ, et al. Final results from study 181: Randomized phase Il study of FOLFIRI with or without panitumumab
(pmab) for the treatment of second-line metastatic colorectal cancer (MCRC). J Clin Oncol. 2012; 30(4S): 387. Abstract 387.

Masi G, Loupakis F, Salvatore L, et al. Second-line chemotherapy (CT) with or without bevacizumab (BV) in metastatic colorectal cancer
(mCRC) patients (pts) who progressed to a first-line treatment containing BV: Updated results of the phase Il “BEBYP” trial by the Gruppo
Oncologico Nord Ovest (GONO). J Clin Oncol. 2013; 31(15S): 3615. Abstract 3615

Bennouna J, Sastre J, ML18147 Study Investigators, et al. Continuation of bevacizumab after first progression in metastatic colorectal cancer
(ML18147): a randomised phase 3 trial. Lancet Oncol. 2013;14(1):29-37. PMID: 23168366

Grothey A, Van Cutsem E, CORRECT Study Group, et al. Regorafenib monotherapy for previously treated metastatic colorectal cancer
(CORRECT): an international, multicentre, randomised, placebo-controlled, phase 3 trial. Lancet. 2013;381(9863):303-312. PMID: 23177514
Seymour MT, Brown SR, Middleton G, et al. Panitumumab and irinotecan versus irinotecan alone for patients with KRAS wild-type,
fluorouracil-resistant advanced colorectal cancer (PICCOLO): a prospectively stratified randomised trial. Lancet Oncol. 2013;14(8):749-759.
PMID: 23725851

Karapetis CS, Khambata-Ford S, Jonker DJ, et al. K-ras mutations and benefit from cetuximab in advanced colorectal cancer. N Engl J Med.
2008;359(17):1757-1765. PMID: 18946061

Yothers G, O’Connell MJ, Allegra CJ, et al. Oxaliplatin as adjuvant therapy for colon cancer: updated results of NSABP C-07 trial, including
survival and subset analyses. J Clin Oncol. 2011;29(28):3768-3774. PMID: 21859995

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.

Effective February 4, 2019 30



50.

51.

52.

53.

54.

55.

56.

57.

58.

50.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

André T, Boni C,Multicenter International Study of Oxaliplatin/5-Fluorouracil/Leucovorin in the Adjuvant Treatment of Colon Cancer (MOSAIC)
Investigators, et al. Oxaliplatin, fluorouracil, and leucovorin as adjuvant treatment for colon cancer. N Engl J Med. 2004;350(23):2343-2351.
PMID: 15175436

Allegra CJ, Yothers G, O’Connell MJ, et al. Bevacizumab in stage II-Ill colon cancer: 5-year update of the National Surgical Adjuvant Breast
and Bowel Project C-08 trial. J Clin Oncol. 2013;31(3):359-364. PMID: 23233715

Twelves C, Scheithauer W, McKendrick J, et al. Capecitabine versus 5-fluorouracil/folinic acid as adjuvant therapy for stage Il colon cancer:
final results from the X-ACT trial with analysis by age and preliminary evidence of a pharmacodynamic marker of efficacy. Ann Oncol.
2012;23(5):1190-1197. PMID: 21896539

Zhou SW, Huang YY, Wei Y, et al. No survival benefit from adding cetuximab or panitumumab to oxaliplatin-based chemotherapy in the first-
line treatment of metastatic colorectal cancer in KRAS wild type patients: a meta-analysis. PLoS One. 2012;7(11):e50925. PMID: 23226426
Schnipper LE, Smith TJ, Raghavan D, et al. American Society of Clinical Oncology identifies five key opportunities to improve care and reduce
costs: the top five list for oncology. J Clin Oncol. 2012;10(14):1715-1724. PMID: 22493340

Temel JS, Greer JA, Muzikansky A, et al. Early palliative care for patients with metastatic non-small cell lung cancer. N Engl J Med.
2010;363(8):733-742. PMID: 20818875

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Colon Cancer (Version 2.2018) and for Rectal Cancer (Version
2.2018). Available at http://www.nccn.org. ©National Comprehensive Cancer Network, 2018. Accessed July 31, 2018.

Glynne-Jones R, Counsell N, Quirke P, et al. Chronicle: results of a randomized phase Il trial in locally advanced rectal cancer after
neoadjuvant chemoradiation randomizing postoperative adjuvant capecitabine plus oxaliplatin (XELOX) vs control. Ann Oncol.
2014;25(7):1356-1362. PMID: 24718885

Heinemann V, von Weikersthal LF, Decker T, et al. FOLFIRI plus cetuximab versus FOLFIRI plus bevacizumab as first-line treatment for
patients with metastatic colorectal cancer (FIRE-3): a randomized, open label, phase 3 trial. Lancet Oncol. 2014;15:1065-1075. PMID:
25088940

Douillard JY, Siena S, Cassidy J, et al. Final results from PRIME: randomized phase Il study of panitumumab with FOLFOX4 for first-line
treatment of metastatic colorectal cancer. Ann Oncol. 2014;25:1346-1355. PMID: 24718886

Taieb J, Tabernero J, Mini E, et al. Oxaliplatin, fluorouracil, and leucovorin with or without cetuximab in patients with resected stage Il colon
cancer (PETACC-8): an open-label, randomized phase 3 trial. Lancet Oncol. 2014;15:862-873. PMID: 24928083

Price TJ, Peeters M, Kim TW, et al. Panitumumab versus cetuximab in patients with chemotherapy-refractory wild-type KRAS exon 2
metastatic colorectal cancer (ASPECCT): a randomized, multicenter, open-label, non-inferiority phase 3 study. Lancet Oncol. 2014;15:569-
579. PMID: 24739896

Peeters M, Price TJ, Cervantes A, et al. Final results from a randomized phase 3 study of FOLFIRI +/- panitumumab for second-line treatment
of metastatic colorectal cancer. Ann Oncol. 2014;25:107-116. PMID: 24356622

Tabernero J, Cutsem ER, Lakomy R, et al. Aflibercept versus placebo in combination with fluorouracil, leucovorin and irinotecan in the
treatment of previously treated metastatic colorectal cancer: Pre-specified analyses from the VELOUR trial. Eur J Cancer. 2014;50:320-331.
PMID: 24140268

Koopman M, Simkens, L, May AM, et al. Final results and subgroup analyses of the phase 3 CAIRO3 study: maintenance treatment with
capecitabine+bevacizumab versus observation after induction treatment with chemotherapy+bevacizumab in metastatic colorectal cancer
(mCRC). J Clin Oncol. 2014;32(15S):3504. Abstract 3504.

Primrose J, Flak S, Finch-Jones M, et al. Systemic chemotherapy with or without cetuximab in patients with resectable liver metastasis: the
New EPOC randomized controlled trial. Lancet Oncol. 2014;15:601-611. PMID: 24717919

Loupakis F, Cremolini C, Masi G, et al. FOLFOXIRI plus bevacizumab (bev) versus FOLFIRI plus bev as first line treatment of metastatic
colorectal cancer (NCRC): Results of the phase Ill randomized TRIBE trial. J Clin Oncol. 2013;31(suppl4). Abstract 336

Gruenberger T, Bredgewater JA, Chau |, et al. Randomized, phase Il study of bevacizumab with mFOLFOX6 or FOLFOXIRI in patients with
initially unresectable liver metastases from colorectal cancer: resectability and safety in OLIVIA. J Clin Oncol. 2013;31(15s):A3619 Abstract
3619

Loupakis F, Cremolini C, Masi G, et al. Initial therapy with FOLFOXIRI and Bevacizumab for metastatic colorectal cancer. N Engl J Med.
2014;317:1609-1618. PMID: 25337750

Sargent DJ, Marsoni S, Monges G, et al. Defective mismatch repair as a predictive marker for lack of efficacy of fluorouracil-based adjuvant
therapy in colon cancer. J Clin Oncol. 2010;28:3219-3226. PMID: 20498393

Masi G, Salvatore L, on behalf of the BEBYP Study Investigators, et al. cancer: final results of the randomized BEBYP trial. Ann Oncol. 2015
Jan 18. pii: mdv012. PMID: 25600568

Bokemeyer C, Bondarenko I, Makhson A, et al. Fluorouracil, Leucovorin, and Oxaliplatin With and Without Cetuximab in the First-Line
Treatment of Metastatic Colorectal Cancer. J Clin Oncol. 2009 Feb 10; 27: 663-671. PMID: 19114683

Venook AP, Niedzwiecki D, Lenz H, et al. CALGB/SWOG 80405: Phase lll trial of irinotecan/5-FU/leucovorin (FOLFIRI) or oxaliplatin/5-
FU/leucovorin (mMFOLFOX6) with bevacizumab (BV) or cetuximab (CET) for patients (pts) with KRAS wild-type (wt) untreated metastatic
adenocarcinoma of the colon or rectum (MCRC). J Clin Oncol. 32:5s, 2014 (suppl; abstr LBA3).

Yasui H, Muro K, Shimada Y, Tsuji A, et al. A phase 3 non-inferiority study of 5-FU/I-leucovorin/irinotecan (FOLFIRI) versus irinotecan/S-1
(IRIS) as second-line chemotherapy for metastatic colorectal cancer: updated results of the FIRIS study. J Cancer Res Clin Oncol. 2015
Jan;141(1):153-160 PMID: 25106731

Yoshida M, Ishiguro M, lkejiri K, et al. S-1 as adjuvant chemotherapy for stage Ill colon cancer: a randomized phase Il study (ACTS-CC trial).
Ann Oncol. 2014 Sep;25(9):1743-1749 PMID: 24942277

Masi G, Salvatore L, on behalf of the BEBYP Study Investigators, et al. cancer: final results of the randomized BEBYP trial. Ann Oncol. 2015
Jan 18. pii: mdv012. PMID: 25600568

Tabernero J, Yoshino T, RAISE Study Investigators, et al. Ramucirumab versus placebo in combination with second-line FOLFIRI in patients
with metastatic colorectal carcinoma that progressed during or after first-line therapy with bevacizumab, oxaliplatin, and a fluoropyrimidine
(RAISE): a randomised, double-blind, multicentre, phase 3 study. Lancet Oncol. 2015 May;16(5):499-508. PMID: 25877855

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.

Effective February 4, 2019 31



77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

Loupakis F, Cremolini C, Antoniotti C, et al. FOLFOXIRI plus bevacizumab versus FOLFIRI plus bevacizumab as initial treatment for
metastatic colorectal cancer (TRIBE study): Updated survival results and final molecular subgroups analyses. J Clin Oncol. 2015;33 (20suppl):
3510. Abstract 3510

Schmoll HJ, Tabernero J, Maroun J, et al. Capecitabine Plus Oxaliplatin Compared With Fluorouracil/Folinic Acid As Adjuvant Therapy for
Stage Il Colon Cancer: Final Results of the NO16968 Randomized Controlled Phase Il Trial. J Clin Oncol. 2015 Nov 10;33(32):3733-40.
PMID: 26324362

Goldstein DA, Chen Q, Ayer T, et al. First- and second-line bevacizumab in addition to chemotherapy for metastatic colorectal cancer: a
United States-based cost-effectiveness analysis. J Clin Oncol. 2015 Apr 1;33(10):1112-8 PMID: 25691669

Aparicio T, Lavau-Denes S, FFCD investigators, et al. Randomized phase lll trial in elderly patients comparing LV5FU2 with or without
irinotecan for first-line treatment of metastatic colorectal cancer (FFCD 2001-02)t. Ann Oncol. 2016 Jan;27(1):121-7 (Supplementary) PMID:
26487578

Aparicio T, Lavau-Denes S, FFCD investigators, et al. Randomized phase Il trial in elderly patients comparing LV5FU2 with or without
irinotecan for first-line treatment of metastatic colorectal cancer (FFCD 2001-02)t. Ann Oncol. 2016 Jan;27(1):121-7. PMID: 26487578
Simkens LH, van Tinteren H, May A, et al. Maintenance treatment with capecitabine and bevacizumab in metastatic colorectal cancer
(CAIRO3): a phase 3 randomised controlled trial of the Dutch Colorectal Cancer Group. Lancet. 2015 May 9;385(9980):1843-52. PMID:
25862517

Cremolini C, Loupakis F, Antoniotti C, et al. FOLFOXIRI plus bevacizumab versus FOLFIRI plus bevacizumab as first-line treatment of
patients with metastatic colorectal cancer: updated overall survival and molecular subgroup analyses of the open-label, phase 3 TRIBE study.
Lancet Oncol. 2015 Oct;16(13):1306-15. PMID: 26338525

lwamoto S, Takahashi T, Tamagawa H, et al. FOLFIRI plus bevacizumab as second-line therapy in patients with metastatic colorectal cancer
after first-line bevacizumab plus oxaliplatin-based therapy: the randomized phase 11l EAGLE study. Ann Oncol. 2015 Jul;26(7):1427-33.
Mayer RJ, Van Cutsem E, RECOURSE Study Group, et al. Randomized trial of TAS-102 for refractory metastatic colorectal cancer. N Engl J
Med. 2015 May 14;372(20):1909-19 PMID: 25970050

Cremolini C, Loupakis F, Masi G, et al. FOLFOXIRI or FOLFOXIRI plus bevacizumab as first-line treatment of metastatic colorectal cancer: a
propensity score-adjusted analysis from two randomized clinical trials. Ann Oncol. 2016 Feb 9. pii: mdw052. PMID: 26861604

Segelov E, Thavaneswaran S, Waring PM et al. Response to Cetuximab With or Without Irinotecan in Patients With Refractory Metastatic
Colorectal Cancer Harboring the KRAS G13D Mutation: Australasian Gastro-Intestinal Trials Group ICECREAM Study. J Clin Oncol. 2016 Apr
25. PMID: 27114605.

Ciardiello F, Normanno N, Martinelli E et al. Cetuximab continuation after first progression in metastatic colorectal cancer (CAPRI-GOIM): a
randomized phase Il trial of FOLFOX plus cetuximab versus FOLFOX. Ann Oncol. 2016 Jun;27(6):1055-61 PMID: 27002107.

Folprecht G, Pericay C, Saunders MP et al. Oxaliplatin and 5-FU/folinic acid (modified FOLFOX6) with or without aflibercept in first-line
treatment of patients with metastatic colorectal cancer: the AFFIRM study. Ann Oncol. 2016 Apr 18. PMID: 27091810.

Hochster HS, Grothey A, Hart L, et al. Improved time to treatment failure with an intermittent oxaliplatin strategy: results of CONcePT. Ann
Oncol. 2014;25(6):1172-8.PMID: 24608198.

Le DT, Uram JN, Wang H, et al. PD-1 Blockade in Tumors with Mismatch-Repair Deficiency. N Engl J Med. 2015;372(26):2509-20.PMID:
26028255.

Overman MJ, McDermott R, Leach JL, et al. Nivolumab in patients with metastatic DNA mismatch repair-deficient or microsatellite instability-
high colorectal cancer (CheckMate 142): an open-label, multicentre, phase 2 study. Lancet Oncol. 2017.PMID: 28734759.

Cunningham D, Pyrhénen S, James RD, et al. Randomised trial of irinotecan plus supportive care versus supportive care alone after
fluorouracil failure for patients with metastatic colorectal cancer. Lancet Oncol. 1998 Oct 31;352(9138):1413-8. PubMed PMID: 9807987.
Grothey A, Sobrero AF, Shields AF, et al. Duration of adjuvant chemotherapy for stage Il colon cancer. N Engl J Med. 2018;378(13):1177-
88.PMID 29590544.

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.

Effective February 4, 2019 32



Gastric, Esophageal, and Gastroesophageal
Junction Cancer (Adenocarcinoma) Pathways

Primary Therapy | Resectable and Unresectable Disease

Cisplatin and fluorouracil (5FU)34
Fluorouracil (5FU) and cisplatin with concurrent radiation therapy (RT)35
FLOT: Fluorouracil (5FU), leucovorin, oxaliplatin, and docetaxel (Taxotere)47.48

Paclitaxel and carboplatin with concurrent RT®

Post-Operative Treatment

Fluorouracil (5FU) and leucovorin with concurrent RT38

Recurrent/Metastatic or Locally Advanced/Inoperable Disease | HER2 Negative | First Line of Therapy (15t Line)

Cisplatin and fluorouracil (5FU)15.19,21,26
Fluorouracil (5FU) and irinotecan (Camptosar)25.26
FLO/FOLFOX: fluorouracil (5FU), leucovorin, and oxaliplatin2?

FLP: fluorouracil (5FU), leucovorin, and cisplatin2?

Recurrent/Metastatic or Locally Advanced/Inoperable Disease | HER2 Positive | First Line of Therapy (1st Line)

Cisplatin, fluorouracil (5FU), and trastuzumab (Herceptin)1s

Recurrent/Metastatic or Locally Advanced/Inoperable Disease | Second Line of Therapy (2" Line)

Irinotecan (Camptosar)24.29

Paclitaxel33

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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NCCN Clinical Practice Guidelines: Gastric Cancer. Version 5.2017; Esophageal and Esophagogastric Junction Cancers.
Version 4.2017
Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Gastric Cancer V5.2017 and

Esophageal and Esophagogastric Junction Cancer V4.2017. Available at: http://www.nccn.org. Accessed January 31, 2018 ©National
Comprehensive Cancer Network, 2017. To view the most recent and complete version of the Guideline, go online to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Head and Neck Cancer Pathways

Non-Nasopharyngeal (Squamous Cell Carcinoma) | Candidate for Local Therapy (MO) | Primary Systemic Therapy or Post-

Operative Systemic Therapy

High dose cisplatin® with concurrent RT3.10.37

Non-Nasopharyngeal (Squamous Cell Carcinoma) | Metastatic and Recurrent Disease | First Line of Therapy (15t line)

Carboplatin, fluorouracil (5FU), and cetuximab (Erbitux)14

Cisplatin, fluorouracil (5FU), and cetuximab (Erbitux)14

Non-Nasopharyngeal (Squamous Cell Carcinoma) | Metastatic and Recurrent Disease | Second and Subsequent Lines of
Therapy (2 line+t)

Nivolumab (Opdivo)35

Paclitaxel23

Nasopharynx | Candidate for Local Therapy (MO) | Primary Systemic Therapy

High dose cisplatin® with concurrent RT13.37

Nasopharynx | Metastatic and Recurrent Disease | First and Subsequent Lines of Therapy (1st Line+)

Carboplatin2t

Cisplatin20.22

Cisplatint and gemcitabine (Gemzar)29.39
Cisplatint and paclitaxel18.22,29
Fluorouracil (5FU)22

Gemcitabine (Gemzar)3t
Methotrexate2426

Paclitaxel23

*Cisplatin dosed at 100 mg/m2 every three weeks over the course of radiotherapy. There are several different appropriate cisplatin schedules that may be
used.

1 Substitution of carboplatin for cisplatin, and vice-versa, is acceptable for metastatic disease

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Hodgkin Lymphoma Pathways

Classical Hodgkin Lymphoma | Early Stage (Stage I-lIA, Favorable and Unfavorable Risk)

ABVD: doxorubicin (Adriamycin), bleomycin, vinblastine, and dacarbazine (DTIC) £ ISRT*15.30.35.36

Classical Hodgkin Lymphoma | Advanced Stage (Stage IIB, lll, and IV)

ABVD: doxorubicin (Adriamycin), bleomycin, vinblastine, and dacarbazine (DTIC) £ ISRT*7-10.32

* |SRT - Involved site radiation therapy

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Kidney Cancer (Renal Cell Carcinoma)
Pathways

Metastatic Disease | First Line of Therapy (1st Line)

High dose intravenous (IV) interleukin-2 (IL2, Proleukin)*17.18
Nivolumab (Opdivo) and ipilimumab (Yervoy)*46

Pazopanib (Votrient)457

Sunitinib (Sutent)1-3.37

Temsirolimus (Torisel)112.23

Metastatic Disease | Second or Subsequent Lines of Therapy (2" Line+) | Clear Cell Carcinoma

Nivolumab (Opdivo)29:30.32

* Indicated only for tumors with a significant clear cell histology component

1 Indicated only for poor prognosis and non-clear cell histology. Poor prognosis is based on the Motzer criteria ((https://www.mdcalc.com/memorial-sloan-
kettering-cancer-center-mskcc-motzer-score-metastatic-renal-cell-carcinoma-rcc)

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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KIDNEY CANCER (RENAL CELL CARCINOMA) REFERENCES

NCCN Practice Guideline: Kidney Cancer V4.2018

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Kidney Cancer V4.2018. Available at:
http://www.nccn.org. Accessed May 9, 2018 © National Comprehensive Cancer Network, 2018. To view the most recent complete version of the
Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Lung Cancer: Non-Small Cell Lung Cancer
(NSCLC) Pathways

Neoadjuvant/Preoperative/Induction Therapy or Adjuvant/Definitive Therapy

Cisplatin and etoposide with concurrent XRT88:89

Paclitaxel and carboplatin with concurrent XRT93

Adjuvant Therapy

Carboplatin and paclitaxel52

Cisplatin and gemcitabine (Gemzar)

Cisplatin and vinorelbine (Navelbine)s3

Metastatic Disease | Squamous | ALK/EGFR Negative (ROS Negative or Unknown | TPS > 50% | First Line of Therapy

(1st Line) | ECOG PS: 0-2

Pembrolizumab (Keytruda)*125

Metastatic Disease | Squamous | TPS < 50% | First Line of Therapy (1st Line) | ECOG PS: 0-2

Pembrolizumab (Keytruda), carboplatin, and paclitaxel126

Metastatic Disease | Nonsquamous | ALK/EGFR Negative (ROS1 Negative or Unknown) | TPS > 50% | First Line of
Therapy (1st Line) | ECOG PS: 0-2

Pembrolizumab (Keytruda)*102.125

Metastatic Disease | Nonsquamous | ALK/EGFR Negative (ROS1 Negative or Unknown) | TPS < 50% | First Line of
Therapy (1st Line) | ECOG PS: 0-2

Carboplatint pemetrexed (Alimta), and pembrolizumab (Keytruda)124

Metastatic Disease | Squamous or Nonsquamous | Immunotherapy-Ineligible | First Line of Therapy (1st Line) | ECOG

PS: 0-2

Carboplatint and paclitaxel7-16.54

Carboplatin, paclitaxel, and bevacizumab (Avastin)13.14.31 (NON-SQUAMOUS ONLY)
Cisplatint and gemcitabine (Gemzar)8.11.,13,22-25

Cisplatint and pemetrexed (Alimta)17.18 (NON-SQUAMOUS ONLY)

* Administered at a dose of 2 mg/kg (up to a maximum of 200 mg)
1 In the setting of recurrent/metastatic NSCLC, a substitution of cisplatin for carboplatin (or vice-versa) will be considered a pathway option.

1 Eligible only if immunotherapy alone was administered as first line treatment. Ineligible if chemotherapy was used in the first line setting.

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.

Effective February 4, 2019 46



Lung Cancer: Non-Small Cell Lung Cancer
(NSCLC) Pathways (continued)

Metastatic Disease | Non-Squamous | Maintenance | ECOG PS: 0-2

Continuation bevacizumab (Avastin)36-38
Continuation pemetrexed (Alimta)39.94

Pembrolizumab (Keytruda) and pemetrexed (Alimta) (if previously treated with carboplatint, pemetrexed, and pembrolizumab)113

Switch pemetrexed (Alimta)41.94

Metastatic Disease | Second or Subsequent Lines of Therapy (2" Line+) | ECOG PS: 0-2

Atezolizumab (Tecentriq)194 (if no prior checkpoint inhibitors)
Nivolumab (Opdivo)59.61.72,78 (if no prior checkpoint inhibitors)
Carboplatint and paclitaxel¢7-16v54

Carboplatint and gemcitabine (G.emzar)i

Carboplatint and pemetrexed (Alimta)j"

Metastatic Disease | ALK Positive | First Line of Therapy (1st Line)

Alectinib (Alecensa)108

Metastatic Disease | EGFR Positive| First Line of Therapy (1st Line)

Osimertinib (Tagrisso)114

Metastatic Disease | ALK or EGFR Positive | Second or Subsequent Lines of Therapy (2" Line+) | ECOG PS: 0-2

Carboplatint and paclitaxel7-16.54

Cisplatint and gemcitabine (Gemzar)8.11,13,22-25

Cisplatint and pemetrexed (Alimta)17.18

Metastatic Disease | EGFR Positive | ECOG PS: 3-4

Erlotinib (Tarceva)42:4850,51

* Administered at a dose of 2 mg/kg (up to a maximum of 200 mg)
1 In the setting of recurrent/metastatic NSCLC, a substitution of cisplatin for carboplatin (or vice-versa) will be considered a pathway option.

I Eligible only if immunotherapy alone was administered as first line treatment. Ineligible if chemotherapy was used in the first line setting.

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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LUNG CANCER: NON-SMALL CELL LUNG CANCER (NSCLC)
REFERENCES

NCCN Clinical Practice Guidelines: Non-Small Cell Lung Cancer V6.2018

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Non-Small Cell Lung Cancer V6.2018.
Available at: http://www.nccn.org. Accessed September 12, 2018 ©National Comprehensive Cancer Network, 2018. To view the most recent and
complete version of the Guideline, go online to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use, or application and disclaims any responsibility for their application or use in any way.
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Melanoma Pathways: Metastatic Melanoma

Stage IlIB/IIIC (Resected) | Adjuvant Therapy

Nivolumab (Opdivo)5°

Metastatic Disease | First and Subsequent Lines of Therapy (1t Line+) | Any BRAF Status | ECOG PS: 0-2

Pembrolizumab (Keytruda)*3545,55,56

Nivolumab (Opdivo) and ipilimumab (Yervoy)s5

Metastatic Disease | First Line of Therapy (1st Line) | BRAF Mutated? | Symptomatic Disease | ECOG PS: 0-2

Vemurafenib (Zelboraf) and cobimetinib (Cotellic)26:40-42

Metastatic Disease | Second and Subsequent Lines of Therapy (2" Line+) | BRAF Mutatedt | ECOG PS: 0-2

Vemurafenib (Zelboraf) and cobimetinib (Cotellic)26:40-42

Metastatic Disease | Second and Subsequent Lines of Therapy (2" Line+) | Any BRAF Status | ECOG PS: 0-2

Ipilimumab (Yervoy)1.14.15.35,36

* Administered at a dose of 2 mg/kg (up to a maximum of 200 mg)

1 BRAF mutations include V60OE and V600K mutations

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Myeloma Pathways: Multiple Myeloma

Primary/First Line of Therapy (1t Line) | Transplant Candidates

VRD/VDR: bortezomib (Velcade), lenalidomide (Revlimid), and dexamethasone10.12,79

Primary/First Line of Therapy (1t Line) | Non-Transplant Candidates

CyBorD or VDC: bortezomib (Velcade), cyclophosphamide, and dexamethasone?®.10.84
R-dex: lenalidomide (Revlimid) and low-dose dexamethasone10.11,13,73
VRD/VDR: bortezomib (Velcade), lenalidomide (Revlimid), and dexamethasone10.12,79

VD: bortezomib (Velcade) and dexamethasonel.3:12,24,89

Maintenance Therapy | Post-Transplant

Lenalidomide (Revlimid)26.27,83,92

Relapsed Disease | Second and Subsequent Lines of Therapy (2nd Line+)

CRd or KRd: carfilzomib (Kyprolis), lenalidomide (Revlimid), and dexamethasones82
DRD: daratumumab (Darzalex), lenalidomide (Revlimid), and dexamethasone100

DVD: daratumumab (Darzalex), bortezomib (Velcade), and dexamethasone103

Relapsed Disease | Third and Subsequent Lines of Therapy (3rd Line+)

Daratumumab (Darzalex)95

Elotuzumab (Empliciti), lenalidomide (Revlimid), and dexamethasone®?

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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MYELOMA: MULTIPLE MYELOMA REFERENCES

NCCN Clinical Practice Guidelines: Multiple Myeloma V3.2018

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Multiple Myeloma V3.2018. Available
at: http://www.nccn.org. Accessed: February 1, 2018. ©National Comprehensive Cancer Network, 2017. To view the most recent and complete
version of the Guideline, go online to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use, or application and disclaims any responsibility for their application or use in any way.
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NHL: Chronic Lymphocytic Leukemia (CLL)/
Small Lymphocytic Lymphoma (SLL)
Pathways

First Line of Therapy (1st Line) | With 17p Deletion or TP53 Mutation Present

Ibrutinib (Imbruvica)28.37.41.46,47

First Line of Therapy (1st Line) | Without 17p Deletion

BR: bendamustine (Bendeka, Treanda) and rituximab13-15,39,51

FCR: fludarabine (Fludara), cyclophosphamide, and rituximab*1.2.39.51
Ibrutinib (Imbruvica)29.37,46,47

Obinutuzumab (Gazyva) and chlorambucil (Leukeran)i6

Second and Subsequent Lines of Therapy (2" Line+) | With 17p Deletion or TP53 Mutation Present

Ibrutinib (Imbruvica)28,37:41,46,47
Idelalisib (Zydelig)43
Idelalisib (Zydelig) and rituximab*38

Venetoclax (Venclexta) and rituximahbs®

Second and Subsequent Lines of Therapy (2 Line+) | Without 17p Deletion

Ibrutinib (Imbruvica)28,37.:41,46,47
Idelalisib (Zydelig)43
Idelalisib (Zydelig) and rituximab38

Venetoclax (Venclexta) and rituximab%®

Primary treatment for CLL should be initiated in accordance with the guidelines established by the Working Group on cL*®

* Rituximab may be administered as Rituxan or Rituxan Hycela. When Rituxan Hycela is chosen, treatment with SC rituximab (Rituxan Hycela) should only be
initiated after patients have received at least one full dose of IV rituximab (Rituxan)

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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NCCN Practice Guidelines: Chronic Lymphocytic Leukemia/ Small Lymphocytic Lymphoma V5.2018

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Chronic Lymphocytic Leukemia / Small
Lymphocytic Lymphoma V5.2018. Available at: http://www.nccn.org. Accessed July 31, 2018 © National Comprehensive Cancer Network, 2018.
To view the most recent complete version of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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NHL: Diffuse Large B-Cell Lymphoma
Pathways

First Line of Therapy (1st Line)

R-CHOP (21): cyclophosphamide, doxorubicin (Adriamycin), vincristine (Vincasar), prednisone, and rituximab*1-4,52,53

First Line of Therapy (1st Line)| Contraindication to Anthracycline

R-CEOP: cyclophosphamide, etoposide, vincristine (Vincasar), prednisone, and rituximab*13,14,40,41,52,53

Second and Subsequent Lines of Therapy (2 Line+) | Transplant Candidates

R-GDP: gemcitabine (Gemzar), dexamethasone, cisplatin, and rituximalb*23.24,43,52,53
R-GDP: gemcitabine (Gemzar), dexamethasone, carboplatin, and rituximab*23.24.43,52,53

R-ICE: ifosfamide (Ifex), carboplatin, etoposide, and rituximab*18,19,29,52,53

Second and Subsequent Lines of Therapy (2" Line+) | Non-Transplant Candidates

BR: bendamustine (Bendeka, Treanda) and Rituximab*32,33,52,53
R-GDP: gemcitabine (Gemzar), dexamethasone, cisplatin, and rituximahb*23.24,52,53
R-GDP: gemcitabine (Gemzar), dexamethasone, carboplatin, and rituximab*2324.52,53

R-GemOx: gemcitabine (Gemzar), oxaliplatin, and rituximab*25-27,52,53

* Rituximab may be administered as Rituxan or Rituxan Hycela. When Rituxan Hycela is chosen, treatment with SC rituximab (Rituxan Hycela) should only be
initiated after patients have received at least one full dose of IV rituximab (Rituxan)

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be

consulted to determine whether proposed services will be covered.
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NHL: Follicular and Marginal Zone
Lymphoma Pathways

Gastric MALT (Mucosa-Associated Lymphoid Tissue) Lymphoma | Stage IE or IIE | H. pylori Positive*

Antibiotic therapyt for H. pylori eradication33.34

Splenic Marginal Zone#* or Gastric MALT Lymphoma | First Line of Therapy (15t Line)

Rituximab8 monotherapy27-29,52,53

Follicular (Grade I-1lIA) and Other Marginal Zone Lymphomas | First Line of Therapy (15t Line)

BR: Bendamustine (Bendeka, Treanda) and rituximab$§5.6:52,53

R-CHOP(21): Cyclophosphamide, doxorubicin (Adriamycin), vincristine (Vincasar), prednisone, and rituximab§1-3.5.52,53
R-CVP: Cyclophosphamide, vincristine (Vincasar), prednisone, and rituximab§1.4,52,53

Rituximab8 monotherapy?:17,52,53

Follicular and Other Marginal Zone Lymphomas | First Line of Therapy (1st Line) | Additional options for the elderly or

infirm
Chlorambucil (Leukeran)10
Chlorambucil (Leukeran) and rituximab810,11,52,53
Cyclophosphamidel1-13

Cyclophosphamide and rituximab8§52.53

Follicular Lymphoma (Grade Ill) | First Line of Therapy (1st Line)

R-CHOP(21): Cyclophosphamide, doxorubicin (Adriamycin), vincristine (Vincasar), prednisone, and rituximab§1-5.52,53

R-CEOP: Cyclophosphamide, etoposide, vincristine (Vincasar), prednisone, and rituximab§13.35-37,52,53

* Gastric MALT with translocation 11;18 (t11;18) (q21;921) predicts a lower response rate to anti-H.pylori treatment. Radiation therapy or other local
intervention may be indicated.

1 Only generic antibiotics are considered pathway options for H. pylori eradication
T Splenectomy is also a recommended option for splenic marginal zone lymphoma (NCCN 2A)

§ Rituximab may be administered as Rituxan or Rituxan Hycela. When Rituxan Hycela is chosen, treatment with SC rituximab (Rituxan Hycela) should only be
initiated after patients have received at least one full dose of IV rituximab (Rituxan)

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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NHL: Mantle Cell Lymphoma Pathways

First Line of Therapy (1st Line) | ASCT Candidates

Alternating R-CHOP/R-DHAP: cyclophosphamide (Cytoxan), doxorubicin (Adriamycin), vincristine (Vincasar), prednisone, rituximab*
alternating with dexamethasone, cisplatin, cytarabine (Ara-C), and rituximab*4.5.28,30.31

Nordic Regimen: dose intensified rituximab*, cyclophosphamide, vincristine (Vincasar), doxorubicin (Adriamycin), prednisone alternating
with rituximab* and high dose cytarabine (Ara-C)3

First Line of Therapy (1st Line) | Not an ASCT Candidate

BR: bendamustine (Bendeka, Treanda) and rituximab*9.10

Second and Subsequent Lines of Therapy (2" Line+)

Acalabrutinib (Calquence)42

BR: bendamustine (Bendeka, Treanda) and rituximab*
Bortezomib (Velcade)?

Ibrutinib (Imbruvica)19.20

Lenalidomide (Revlimid)20-23

* Rituximab may be administered as Rituxan or Rituxan Hycela. When Rituxan Hycela is chosen, treatment with SC rituximab (Rituxan Hycela) should only be
initiated after patients have received at least one full dose of IV rituximab (Rituxan)

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Ovarian Cancer (Epithelial) Pathways

Adjuvant Therapy | Stage IA/B (Grade 2 or 3) or IC (Grade 1-3)

Carboplatin and dose dense paclitaxel68

Carboplatin and paclitaxel2-5.7

Adjuvant or Primary Therapy | Stage II, I, IV

Carboplatin and paclitaxel6-845 (Administered weekly or every 3 weeks)

Intravenous (IV) paclitaxel and Intraperitoneal (IP) cisplatin and IP paclitaxel14° (Stage Il only)

Recurrent Disease | First and Subsequent Lines of Therapy (1st Line+) | Platinum-Sensitive*

Carboplating92.12
Carboplatin and gemcitabine (Gemzar)12.13

Carboplatin and paclitaxel8:9.15

Carboplatin and weekly paclitaxel

Recurrent Disease | Maintenance Therapy | Platinum-Sensitive*

Niraparib (Zejula)4
Olaparib (Lynparza)s5

Rucaparib (Rubraca)é®

Recurrent Disease | Second and Subsequent Lines of Therapy (2nd Line+) | Platinum Resistant

Bevacizumab (Avastin) monotherapy42
Docetaxel (Taxotere)1?

Gemcitabine (Gemzar)19.20

Liposomal doxorubicin (Doxil or Lipodox)19-21
Paclitaxel (weekly)22.23

Paclitaxel and bevacizumab (Avastin)36-38
Tamoxifens6

Topotecan (Hycamtin)21,24

Topotecan (Hycamtin) and bevacizumab (Avastin)36:37

Vinorelbine (Navelbine)34.35

* Platinum sensitive disease is defined as recurrence of greater than 6 months after prior platinum-based therapy

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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NCCN Clinical Practice Guidelines: Ovarian Cancer, Including Fallopian Tube Cancer and Primary Peritoneal Cancer V2.2018

Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Ovarian Cancer, Including Fallopian
Tube Cancer and Primary Peritoneal Cancer V2.2018. Available at: http://www.nccn.org. Accessed: July 31, 2018. ©National Comprehensive
Cancer Network, 2018. To view the most recent and complete version of the Guideline, go online to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinician seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care or treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use, or application and disclaims any responsibility for their application or use in any way.
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Pancreatic Cancer (Adenocarcinoma)
Pathways

Adjuvant Therapy

Capecitabine (Xeloda) and gemcitabine (Gemzar)36:40
FULV: fluorouracil (5FU) and leucovorin4.6.9

Gemcitabine (Gemzar)1.3-7

mFOLFIRINOX*: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin4é

Locally Advanced/Unresectable and Metastatic Disease | First Line of Therapy (1st Line) | ECOG PS: 0-2

FOLFIRINOX: fluorouracil (5FU), leucovorin, irinotecan (Camptosar), and oxaliplatin5.21

Gemcitabine (Gemzar)s.15-21

Gemcitabine (Gemzar) and nab-paclitaxel (Abraxane)515.33

Locally Advanced/Unresectable and Metastatic Disease | Second Line of Therapy (2" Line) | ECOG PS: 0-2

Gemcitabine (Gemzar)21

OFF: Fluorouracil (5FU), leucovorin, and oxaliplatin32 — Termed effective 2/4/2019

* Modified FOLFIRINOX: Bolus 5-FU not administered

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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NCCN Clinical Practice Guidelines: Pancreatic Adenocarcinoma V2.2018

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Pancreatic Adenocarcinoma V2.2018.
Available at: http://www.nccn.org. Accessed December 12, 2018 © National Comprehensive Cancer Network, 2018. To view the most recent
complete version of the Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use, or application and disclaims any responsibility for their application or use in any way.
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Prostate Cancer (Adenocarcinoma) Pathways

Adjuvant Therapy | Post-Prostatectomy | Lymph Node Positive (LN+)

Goserelin (Zoladex)12
Leuprolide (Eligard/Lupron)1.2

Triptorelin (Trelstar)1.2

Intermediate Risk | Primary Treatment with Radiotherapy (RT)

Goserelin (Zoladex)*3.5
Leuprolide (Eligard/Lupron)*3.5
Triptorelin (Trelstar)*35

High Risk (T3a or Gleason 8-10), Very High Risk (T3b-T4), and Locally Advanced Prostate Cancer (LN+) | Primary

Treatment with Radiotherapy (RT)

Goserelin (Zoladex)*4

Goserelin (Zoladex)* with abiraterone (Zytiga)4t
Leuprolide (Eligard/Lupron)*4

Leuprolide (Eligard/Lupron)* with abiraterone (Zytiga)4*
Triptorelin (Trelstar)*4

Triptorelin (Trelstar) with abiraterone (Zytiga)*41

Recurrent and Metastatic Disease | Hormone Sensitive

Abiraterone (Zytiga) and prednisone with Androgen Deprivation Therapy (ADT)139.41
Docetaxel (Taxotere) (every 3 weeks) with Androgen Deprivation Therapy (ADT)t19
Goserelin (Zoladex)6

Leuprolide (Eligard/Lupron)é

Triptorelin (Trelstar)é

Bilateral orchiectomy (surgical castration) is an equally effective alternative to medical castration

* May be coadministered with bicalutamide (Casodex) or flutamide (Eulexin) for up to 30-60 days in patients who are at risk of developing symptoms
associated with testosterone flare

1 ADT pathway options, when given as listed above: goserelin (Zoladex), leuprolide (Eligard/Lupron), triptorelin (Trelstar) or history of orchiectomy
I If neither abiraterone nor enzalutamide have been previously used

§ If not previously used in the first line (1t Line) setting

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Prostate Cancer (Adenocarcinoma)
Pathways (continued)

Recurrent and Metastatic Disease | Hormone Resistant | First Line of Therapy (1st Line)

Abiraterone (Zytiga) and prednisone with continued ADT1812.25-27
Docetaxel (Taxotere) (every 3 weeks) with continued ADTt9,10,19
Enzalutamide (Xtandi) with continued ADTt

Goserelin (Zoladex) with bicalutamide (Casodex)é.7

Leuprolide (Eligard/Lupron) with bicalutamide (Casodex)é.”

Triptorelin (Trelstar) with bicalutamide (Casodex)é.7

Recurrent and Metastatic Disease | Hormone Resistant | Second and Subsequent Lines of Therapy (2nd Line+)

Abiraterone (Zytiga)t and prednisone with continued ADT18.12,25-27
Cabazitaxel (Jevtana) with ADTT11

Docetaxel (Taxotere) (every 3 weeks) with continued ADT1§9.10,19
Docetaxel (Taxotere) rechallenge with ADTt21.22

Goserelin (Zoladex) with bicalutamide (Casodex)86.7

Leuprolide (Eligard/Lupron) with bicalutamide (Casodex)8é.7
Triptorelin (Trelstar) with bicalutamide (Casodex)86.7

Continued ADTT with supportive care + dexamethasone13-16.24

Bilateral orchiectomy (surgical castration) is an equally effective alternative to medical castration

* May be coadministered with bicalutamide (Casodex) or flutamide (Eulexin) for up to 30-60 days in patients who are at risk of developing symptoms
associated with testosterone flare.

T ADT pathway options, when given as listed above: goserelin (Zoladex), leuprolide (Eligard/Lupron), triptorelin (Trelstar), or history of orchiectomy
I If neither abiraterone nor enzalutamide have been previously used

§ If not previously used in the first line (1t Line) setting

Note: Pathways are independent of specific health plan medical policy coverage criteria. Health plan medical policy/clinical guidelines should be
consulted to determine whether proposed services will be covered.
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Testicular (Germ Cell Tumors) Cancer
Pathways

Seminoma | Stage II-IlIA | Primary Therapy

BEP: bleomycin, etoposide, and cisplatin®

EP: etoposide and cisplatin4

Seminoma | Stage lIIB-C | Good and Intermediate Risk | Metastatic Disease

BEP: bleomycin, etoposide, and cisplatin*s.6

Nonseminoma | Stage II-IlIA | Primary Therapy

BEP: bleomycin, etoposide, and cisplatin>.6

EP: etoposide and cisplatin4

Nonseminoma | Stage IlIB-C | Primary Therapy

BEP: bleomycin, etoposide, and cisplatin5.é

EP: etoposide and cisplating9.26

Nonseminoma | Adjuvant Therapy after RPLNDt

* BEP is typically given for 3 cycles in good risk seminoma, and 4 cycles in intermediate risk

1 RPLND: Retroperitoneal lymph node dissection
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TESTICULAR (GERM CELL TUMORS) CANCER REFERENCES

NCCN Practice Guidelines: Testicular Cancer V2.2018.

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines ®) for Testicular Cancer V2.2018. Available at:
http://www.nccn.org. Accessed May 09, 2018© National Comprehensive Cancer Network, 2018. To view the most recent complete version of the
Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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Uterine (Endometrial) Cancer Pathways

Adjuvant Therapy | Stage IlI-IV or High Risk Histologies

Carboplatin and paclitaxel5:6

Recurrent /Metastatic | First and Subsequent Lines of Therapy (1st Line+)

Carboplatin and paclitaxel5.27-29

Cisplatin and doxorubicin (Adriamycin)24.25
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UTERINE (ENDOMETRIAL) CANCER REFERENCES

NCCN Practice Guidelines: Uterine Neoplasms V1.2018.

Referenced with permission from NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Uterine Neoplasms V1.2018. Available
at: http://www.nccn.org. Accessed May 9, 2018© National Comprehensive Cancer Network, 2018. To view the most recent complete version of the
Guideline, go to www.nccn.org.

These Guidelines are a work in progress that may be refined as often as new significant data becomes available.

The NCCN Guidelines® are a statement of consensus of its authors regarding their views of currently accepted approaches to treatment. Any
clinical seeking to apply or consult any NCCN Guidelines® is expected to use independent medical judgment in the context of individual clinical
circumstances to determine any patient’s care ore treatment. The National Comprehensive Cancer Network makes no warranties of any kind
whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
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