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Overview

Cancer Therapy Pathways Program

With the rapid approval of new therapies, along with the rising cost of cancer care, pathways serve
a critical role in the delivery of high-quality and high-value cancer treatments while reducing an
unwarranted variation in care.

The Optum Cancer Therapy Pathways Program aims to improve quality and value in cancer care
by identifying anti-cancer regimens supported by evidence-based guidelines to help reduce total
cost of care and improve outcomes.

The program’s regimens are selected on the basis of clinical benefit (efficacy) and side-effect profile
(toxicity). Among regimens with comparable efficacy and toxicity, additional consideration is given
to the frequency of hospitalizations during therapy, duration of therapy, drug costs and total cost

of care.

NOTE: This list of regimens and the drugs with in them are still subject to the relevant payer
plan language and policy; inclusion here is not a guarantee that they will be authorized or
reimbursed by an individual payer.

Care decisions are between the physician and the patient.

The Cancer Therapy Pathways Program is not a substitute for the experience and judgment of
a physician or other health care professional. Any clinician participating in the program must use
independent medical judgment in the context of individual clinical circumstances to determine
any patient’s care or treatment. Care decisions are between the physician and patient.
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B-Cell Lymphomas

Diffuse Large B-Cell Lymphoma (include histological transformation
and follicular grade 3 (high-grade))**

1st Line of Therapy
* Rituximab-CHOP (Cyclophosphamide, Doxorubicin, Vincristine, Prednisone)
* Rituximab-mini-CHOP (Cyclophosphamide, Doxorubicin, Vincristine, Prednisone)

* Rituximab-DA-EPOCH (Etoposide, Prednisone, Vincristine, Cyclophosphamide, Doxorubicin)
(For Primary Mediastinal B-Cell Lymphoma (PMBCL) Only)

2nd and Subsequent Lines of Therapy

* Rituximab + GDP (Gemcitabine, Dexamethasone, Cisplatin or Carboplatin)
* Rituximab % ICE (Ifosfamide, Carboplatin, Etoposide)

* Rituximab + DHAP (Dexamethasone, Cisplatin, Cytarabine)

Diffuse Large B-Cell Lymphoma with translocations of MYC and BCL2
and/or BCL6 (double-/triple-hit lymphoma)**

* Rituximab-DA-EPOCH (Etoposide, Prednisone, Vincristine, Cyclophosphamide, Doxorubicin)

**Therapies that are administered at Centers of Excellence, including stem cell transplant or CAR T-
cell therapy, are not included in pathways. Patients eligible for transplant or CAR T-cell therapy
should be referred appropriately for evaluation.
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Follicular Lymphoma (Grade 1-2)**

1st Line of Therapy

Bendamustine + Rituximab (BR)

Rituximab (weekly for 4 doses)

2nd and Subsequent Lines of Therapy

Bendamustine + Rituximab (BR)

CHOP (Cyclophosphamide, Doxorubicin, Vincristine, Prednisone) + Rituximab
CVP (Cyclophosphamide, Vincristine, Prednisone) + Rituximab

Rituximab

Bendamustine + Obinutuzumab (rituximab refractory disease only)

** Therapies that are administered at Centers of Excellence, including stem cell transplant
or CAR T-cell therapy, are not included in pathways. Patients eligible for transplant or
CAR T-cell therapy should be referred appropriately for evaluation.
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Mantle Cell Lymphoma**

1st Line of Therapy

* Nordic Regimen (Dose-Intensified Induction Immunochemotherapy with Rituximab +
Cyclophosphamide, Vincristine, Doxorubicin, Prednisone [Maxi-CHOP]) Alternating with
Rituximab + High-Dose Cytarabine

* Hyper-CVAD (Cyclophosphamide, Vincristine, Doxorubicin and Dexamethasone Alternating
with High-Dose Methotrexate and Cytarabine) + Rituximab

* Bendamustine + Rituximab

* VR-CAP (Bortezomib, Rituximab, Cyclophosphamide, Doxorubicin and Prednisone)

Maintenance After 1st Line of Therapy

e Rituximab

2nd Line of Therapy

* Bendamustine + Rituximab (BR)
» Acalabrutinib

 Ibrutinib

e Zanubrutinib

3rd and Subsequent Lines of Therapy
* Bendamustine + Rituximab (BR)

* Acalabrutinib

 Ibrutinib

e Zanubrutinib

** Therapies that are administered at Centers of Excellence, including stem cell transplant
or CAR T-cell therapy, are not included in pathways. Patients eligible for transplant or
CAR T-cell therapy should be referred appropriately for evaluation.
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Marginal Zone Lymphoma**

1st Line of Therapy

Antimicrobial therapy as indicated (e.g. H. Pylori eradication therapy (for Gastric MALT only))

Bendamustine + Rituximab (BR)

Rituximab (weekly for 4 doses)

2nd and Subsequent Lines of Therapy (Non-Refractory Disease)

Bendamustine + Rituximab (BR)

CHOP (Cyclophosphamide, Doxorubicin, Vincristine, Prednisone) + Rituximab
CVP (Cyclophosphamide, Vincristine, Prednisone) + Rituximab

Rituximab

Bendamustine + Obinutuzumab (rituximab refractory disease)

** Therapies that are administered at Centers of Excellence, including stem cell transplant
or CAR T-cell therapy, are not included in pathways. Patients eligible for transplant or
CAR T-cell therapy should be referred appropriately for evaluation.
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Biliary Tract Cancers
(Gallbladder, Intrahepatic and
Extrahepatic Cholangiocarcinoma)

Adjuvant Therapy

* Capecitabine

Unresectable/Metastatic

1st Line of Therapy

* Gemcitabine + Cisplatin

2nd and Subsequent Lines of Therapy
* Fluorouracil/Leucovorin + Oxaliplatin (FOLFOX)

* lvosidenib (in IDH1 Mutation Cholangiocarcinoma)
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Bladder Cancer

Non-Muscle Invasive, Neoadjuvant/Adjuvant
* Intravesical BCG (Bacillus Calmette-Guerin)

e Intravesical Gemcitabine

Non-Muscle Invasive, Maintenance

* Intravesical BCG (Bacillus Calmette-Guerin)

Muscle Invasive, Neoadjuvant/Adjuvant
* Gemcitabine + Cisplatin
* Nivolumab PD-L1 = 1% (high-risk, adjuvant only)

Radiosensitizing Chemotherapy for Organ-Preserving
Chemoradiation

» Cisplatin + Fluorouracil (5FU)

¢ Gemcitabine

Locally Advanced or Metastatic

1st Line of Therapy

» Gemcitabine + Cisplatin or Carboplatin

Maintenance Post 1st Line of Therapy and No Progression

¢ Avelumab

2nd and Subsequent Lines of Therapy

* Gemcitabine + Cisplatin or Carboplatin (if platinum-based therapy not used previously)
* Enfortumab Vedotin-ejfv (if not previously used)

» Erdafinitib (FGFR 3 mutations)

Any of the following

*  Pembrolizumab (if IO not used previously)

* Nivolumab (if IO not used previously)

* Avelumab (if IO not used previously)
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Breast Cancer

Neoadjuvant/Adjuvant

HER2 Negative:

Doxorubicin + Cyclophosphamide (dose dense) - Paclitaxel weekly (ddAC - weekly T)

Doxorubicin + Cyclophosphamide (dose dense) - Paclitaxel every 2 weeks (ddAC - q2w T)

Docetaxel + Cyclophosphamide (TC)
Olaparib (for BRCA 1/2 mutation positive; adjuvant therapy only)

HER2 Positive:

Doxorubicin + Cyclophosphamide - Paclitaxel weekly + Trastuzumab (AC - TH)
Docetaxel + Carboplatin + Trastuzumab (TCH)

Paclitaxel + Trastuzumab

Adjuvant (Residual Disease Post-Neoadjuvant Treatment)

Triple negative breast cancer (TNBC):

Capecitabine

HER2 Positive (to completion of 1 yr of HER2 therapy):

Ado-trastuzumab Emtansine (T-DM1)

Trastuzumab

Adjuvant (No Residual Disease Post-Neoadjuvant Treatment)

HER2 Positive:

Trastuzumab to completion 1 yr of HER2 therapy

Metastatic and Recurrent — Endocrine Therapy

HER2 Negative: 1st Line of Therapy

© 2024 Optum, Inc. All rights reserved.

Fulvestrant + Anastrozole
Fulvestrant + Letrozole
Anastrozole + Palbociclib
Letrozole + Palbociclib
Exemestane + Palbociclib

Anastrozole + Abemaciclib
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* Letrozole + Abemaciclib

+ Exemestane + Abemaciclib
* Anastrozole + Ribociclib

* Letrozole + Ribociclib

* Exemestane + Ribociclib

HER2 Negative: 1st + Subsequent Lines of Therapy
* Anastrozole

+ Letrozole

* Exemestane

+  Tamoxifen

e Fulvestrant

HER2 Negative: 2nd + Subsequent Lines of Therapy
* Anastrozole

+ Letrozole

* Exemestane

+  Tamoxifen

* Fulvestrant

* Fulvestrant + Palbociclib

* Fulvestrant + Abemaciclib

e Fulvestrant + Ribociclib

HER2 positive: 1st + Subsequent Lines of Therapy
* Anastrozole + Trastuzumab

* Letrozole + Trastuzumab

+ Exemestane + Trastuzumab

* Anastrozole + Lapatinib

* Letrozole + Lapatinib

* Exemestane + Lapatinib

Metastatic and Recurrent — Chemotherapy

HER2 Negative: 1st + Subsequent Lines of Therapy
» Doxorubicin
* Paclitaxel

e Docetaxel
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* Capecitabine

*  Gemcitabine

* Vinorelbine

* Olaparib or talzoparib (Germline BRCA 1/2 Mutation Positive)

* Fam-trastuzumab deruxtecan--nxki (For patients with tumors that are HER2 IHC 1+ or 2+ and
ISH negative, who have received at least 1 prior line of chemotherapy for metastatic disease and,
if tumor is HR+, are refractory to endocrine therapy.)

HER2 Negative: 3rd + Subsequent Lines of Therapy

» Sacituzumab Govitecan-hziy (For patients who are hormone positive, HER 2 negative)

HER2 Negative, Triple Negative Breast Cancer (TNBC): 1st Line and Subsequent Lines of
Therapy

« Cisplatin or Carboplatin (PD-L1 CPS < 10 and germline BRCA 1/2 mutation)
* Pembrolizumab + Paclitaxel (CPS = 10)
* Pembrolizumab + Gemcitabine + Carboplatin (CPS = 10)

« Sacituzumab Govitecan-hziy (after 2 prior therapies for metastatic disease)

HER2 Positive: 1st Line of Therapy
e Docetaxel + Trastuzumab + Pertuzumab

e Paclitaxel + Trastuzumab + Pertuzumab

HER2 Positive: 2nd Line of Therapy
* Ado-Trastuzumab Emtansine (T-DM1)
* Fam-trastuzumab deruxtecan-nxki

* Tucatinib + trastuzumab + capecitabine (In patients with CNS involvement)

HER2 Positive: 3rd + Subsequent Lines of therapy
* Tucatinib + trastuzumab + capecitabine
* Ado-Trastuzumab Emtansine (T-DM1)

HER2 Positive: 4th + Subsequent Lines of therapy
+ Paclitaxel + Trastuzumab

* Vinorelbine + Trastuzumab

* Gemcitabine + Trastuzumab

» Capecitabine + Trastuzumab
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Colon/Rectal Cancer

Adjuvant
* Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX)
» Capecitabine + Oxaliplatin (CAPEOX)

* Fluorouracil (5-FU)/Leucovorin

Metastatic — pMMR/ MSS

RAS/BRAF Wild Type or Mutant

1st and 2nd Lines of Therapy

* Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) +/- Bevacizumab
* Fluorouracil + Leucovorin + Irinotecan (FOLFIRI) +/- Bevacizumab
* Fluorouracil + Leucovorin +/- Bevacizumab

* Capecitabine

RAS/BRAF Wild Type -Left-sided Tumor Only

1st and 2nd Lines of Therapy

* Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) + Cetuximab

* Fluorouracil + Leucovorin + Irinotecan (FOLFIRI) + Cetuximab

* Fluorouracil + Leucovorin + Oxaliplatin (FOLFOX) + Panitumumab

* Fluorouracil + Leucovorin + Irinotecan (FOLFIRI) + Panitumumab

Metastatic — dMMR/ MSI-H
RAS/BRAF Wild Type or Mutant

1%t Line of Therapy

e Pembrolizumab

2" and Subsequent Lines of Therapy
* FOLFOX +/- Bevacizumab

* FOLFIRI +/- Bevacizumab

* 5-FU + Leucovorin +/- Bevacizumab

* Capecitabine
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RAS/BRAF Wild Type - Left-sided-TumorOnly

2" and Subsequent Lines of Therapy

* FOLFOX + Cetuximab*

* FOLFIRI + Cetuximab*

* FOLFOX + Panitumumab*

* FOLFIRI + Panitumumab*

* If no prior progression on KRAS/NRAS/BRAF WT therapy
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