Policy # Policy Name Type of Change Brief Description of Policy Change Reason for Changes
New Adstiladrin (nadofaragene firadenovec- N/A N/A N/A
vncg)
New i N/A N/A N/A
New Lunsumio gb) N/A N/A N/A
New Krazati (adagrasib) N/A N/A N/A
UM ONC_1041 |LHRH agonists and antagonist Negative change Add inclusion criteria: Per FDA labeling
B.Breast Cancer
1.Per NCH policy, the recommended LHRH analogs for the treatment of breast cancer are Trelstar (J3315 triptorelin) and Lupron Depot/Eligard (J9217 leuprolide acetate 7.5 mg or 22.5 mg),
2.NOTE 1: Camcevi SC Depot (J1952 leuprolide mesylate), Firmagon (J9155 degarelix), and Orgovyx (/8999 relugolix) are not indicated for use in breast cancer.
3.NOTE 2: Per NCH Policy, the non-preferred LHRH analogs are Lupron Depot/Lutrate Depot (J1950 leuprolide acetate 3.75 mg or 11.25 mg  OR J1954 for Lutrate Depot 22.5 mg) and Zoladex (J9202 goserelin).
The above recommendations are based on the lack of Level 1 evidence (randomized trials and/or meta-analyses) showing superior outcomes with one LHRH analog or one dosage form over another in the
treatment of breast cancer. An exception would be made if the member is intolerant to, has a contraindication to, or failure on the Preferred LHRH analogs.
C.Fertility Preservation in Women L ing Cytotoxic Cl
1.Per NCH policy, the recommended LHRH analogs for the treatment of fertility preservation in women undergoing cytotoxic chemotherapy are Trelstar (J3315 triptorelin) and Lupron Depot/Eligard (J9217
leuprolide acetate 7.5 mg or 22.5 mg),
2.NOTE 1: Camcevi SC Depot (J1952 leuprolide mesylate), Firmagon (J9155 degarelix), and Orgovyx (18999 relugolix) are not indicated for use in female members who are receiving chemotherapy and desire
fertility preservation.
3.NOTE 2: Per NCH Policy, the non-preferred LHRH analogs are Lupron Depot/Lutrate Depot (J1950 leuprolide acetate 3.75 mg or 11.25 mg  ORJ1954 Lutrate Depot 22.5 mg) and Zoladex (J9202 goserelin). The
above recommendations are based on the lack of Level 1 evidence i trials and/or met: showing superior outcomes with one LHRH analog over another in the treatment of female members
\who are receiving chemotherapy and desire fertility preservation, unless the member is intolerant to, has a contraindication to, or failure on the Preferred LHRH analogs. An exception would be made to the above
policy if the fertility preservation physician/specialist requests a specific agent and/or a specific dosage form.
D.Prostate Cancer
1.Per NCH policy, the recommended LHRH analogs for the treatment of prostate cancer are Trelstar (J3315 triptorelin), Lupron Depot/Eligard (J9217 leuprolide acetate 7.5 mg, 22.5 mg, 30 mg, or 45 mg), and
Firmagon (19155 degarelix).
2.NOTE: Per NCH Policy, the non-preferred LHRH analogs are Lupron Depot/Lutrate Depot (1950 leuprolide acetate 3.75 mg or 11.25 mg  ORJ1954 Lutrate Depot 22.5 mg), Camcevi SC Depot (J1952 leuprolide
mesylate), Zoladex (19202 goserelin), and Orgovyx (18999 relugolix). The above recommendations are based on the lack of Level 1 evidence (randomized trials and/or meta-analyses) showing superior outcomes
with one LHRH analog over another in the treatment of prostate cancer, unless the member is intolerant to, has a contraindication to, or failure on the Preferred LHRH analogs.
UM ONC_1041 |LHRH agonists and antagonist Negative change Add exclusion criteria: Per FDA labeling
A.Zoladex (goserelin), Trelstar (triptorelin), or Lupron Depot/ Lutrate Depot (leuprolide acetate) is being used in postmenopausal female member.
B.Zoladex (goserelin), Trelstar (triptorelin), or Lupron/Lutrate (Leuprolide) is being used in member with hormone receptor negative (ER and/or PR negative) breast cancer, except when being used for fertility
preservation or for other non-cancer indications.
C.Camcevi SC Depot (11952 leuprolide mesylate), Firmagon (J9155 degarelix), or Orgovyx (18999 relugolix) is being used in members with breast cancer or for fertility preservation in women undergoing cytotoxic
chemotherapy
D.Dosing exceeds single dose limit of Lupron Depot/Eligard (leuprolide acetate) IM depot 45 mg every 6 months, Lutrate Depot (leuprolide acetate) 22.5 mg every 3 months, Camcevi SC Depot (leuprolide
meseylate) 42 mg every 6 months, Zoladex (goserelin)10.8 mg every 3 months, Trelstar (triptorelin) 22.5 mg every 6 months, Supprelin LA (histrelin) 50 mg every 12 months, Firmagon (degarelix) 240 mg (for
loading dose) or 80 mg every month (continuation dose), and Orgovyx (relugolix) 360 mg (for loading dose) or 120 mg (continuation dose).
UM ONC_1063 [Oncaspar (pegaspargase) Positive change Add inclusion criteria: Per NCH Pathway expansion
B.Acute Lymphocytic Leukemia (ALL) including T-Cell Lymphoma/Leukemia
1.NOTE: Per NCH-Policy- & NCH-Pathway, 5 d Asparl segelmknl) arep £ 4 5 d Rylaze L sarag £
I subtypes of ALL sart of antileukermia therapy—Thi ion-is based-on-the lack of Level 1 evid domized-clinical-trials-and & lyses) that sk seri t fE
produet: Oncasp o Asparl pargase pegohmknl):
1.0Oncaspar issupperted-may be used in adults and pediatric members as part of a multi-agent chemotherapy regimen for all sub-types of Acute Lymphocytic Leukemia (ALL), for
induction/consolidation therapy, and for therapy of relapsed/refractory disease.
UM ONC_1063 [Oncaspar (pegaspargase) change Add exclusion criteria: Per FDA labeling
A.Disease progression on or after an Oncaspar (pegaspargase) containing regimen  or following hypersensitivity reactions to another pegylated L-asparaginase [i.e. Asparlas (calaspargase pegol-mknl)].
UM ONC_1132 |Rituxan Products Positive change Add inclusion criteria: For all indications More Cost Effective Alternative(s)
NOTE 2: Per NCH Policy, Rituxan (rituximab) and Rituxan Hycela (rituximab and i i Rinon }-are non-Preferred drugs. Truxima (rituximab-abbs), Riabni (rituximab-arrx), and
Ruxience (rituximab-pvvr) are the Preferred products for the treatment of CD-20 positive NHL and B-ALL. This recommendation is based on the lack of Level 1 Evidence (randomized clinical trial and/or meta-
analyses) demonstrating superiority of one rituximab product over another.
UM ONC_1132 |Rituxan Products Positive change Remove inclusion criteria: Per Compendia Listing
E.Idiopathic Thrombocytopenic Purpura (ITP)
1.The member has acute ITP and Rituximab/rituximab biosimilar is being used as a single agent AND the following:
a.The member has ITP that is refractory to corticosteroids and-P4G-AND
b.The platelet count is less than 30 x 109/L OR
c.There are other clinical indications for therapy.
UM ONC_1204 |Caprelsa (vandetarib) No Clinical Changes [N/A N/A
UM ONC_1209 |Criteria for-Preferred-Evidence-Based Positive change Add inclusion criteria: Other: Off -label use criteria

Cancer Therapies

C.The evidence-based cancer therapies may be defined by any of the following criteria:

1.Criteria for Level 1 Pathways: A subset of cancer therapies that have the highest levels of evidence supporting their effectiveness, least toxicity, and all factors being equal, the lowest cost,

2.Criteria for Level 2 Pathways: A subset of cancer therapies that are supported by CMS approved compendia, accepted peer review literature, and/or national clinical practice guidelines (e.g., NCCN, ASCO).
3.Criteria for Low Value Regimens: A subset of cancer therapies characterized by one or more of the following:

No clinically meaningful survival advantage and/or impaired QOL versus available alternatives.

ccelerated approvals using surrogate endpoints and serving no unmet need.

iii.Excessive toxicities compared to available alternatives.

iv.Excessive cost compared to available alternatives.




UM ONC_1226

Zaltrap (ziv-aflibercept)

No Clinical Changes

N/A

N/A

UM ONC_1232

Stivarga (regorafenib)

Negative change

Add inclusion criteria:
C.Gastrointestinal Stromal Tumors (GIST)
1.Stivarga (regorafenib) may be used as a single agent in members with recurrent/inoperable/metastatic GIST who have experienced disease progression on imatinib ~ therapy—OR-have-

to-imatinib AND sunitinib therapies.

Per FDA labeling

UM ONC_1238

Kadcyla (ado-trastuzumab emtansine)

Positive change

Add inclusion criteria:

B.HER-2 Positive Breast Cancer

1. For recurrent/mMetastatic HER-2 positive breast cancer: Kadcyla (ado-trastuzumab emtansine) may be used as a single agent for members who have experienced disease progression after prior therapy with
[trastuzumab + pertuzumab] +/- chemotherapy, e.g., a taxane.

2.For adjuvant therapy of members with stages I-Ill HER-2 positive breast cancer: Kadcyla (ado-trastuzumab emtansine) can be -is-the-preferred-drug, used as a single agent in members with stage |-l HER-2
positive breast cancer, who have undergone neoadjuvant chemotherapy (taxane and trastuzumab-based treatment), a nd have residual disease in the breast and/or axillary nodes after surgery.

Per FDA labeling

UM ONC_1261

Cyramza (ramucirumab)

Negative change

Add inclusion criteria:

B.Gastric, and Gastroesophageal Junction, and Esophageal Cancers/Colorectal Carcinoma

1.NOTE: Per NCH Policy -&-NCH-Pathway, Cyramza (ramucirumab) +/- chemotherapy is a non-Preferred regimen for Gastric, Esophageal, and Gastroesophageal Junction Cancers, and colorectal carcinoma. This
recommendation is based on a large meta-analysis of Randomized Clinical Trials (referenced below) which showed increased serious (including fatal) treatment related toxicities with negligible benefits with the

use of Cyramza (ramucirumab) in metastatic solid tumors, compared to NCH recommended alternatives agents/regimens, including but not limited to regimens at http://pathways.newcenturyhealth.com. Please-
for to-the NCH-Pathway-¢ forth ded-regi fortheab &
¥ 5

C.Non-Small Cell Lung Cancer (NSCLC) loreectat d b
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1.NOTE: Per NCH Policy, Cyramza (ramucirumab) + Taxotere (docetaxel)/Tarceva (erlotinib) are non-preferred regimens for the treatment of metastatic NSCLC. This recommendation is based on a large meta-
analysis of Randomized Clinical Trials (referenced below) which showed increased serious (including fatal) treatment related toxicities with negligible benefits with the use of Cyramza (ramucirumab) in metastatic
solid tumors, compared to NCH recommended alternatives agents/regimens, including but not limited to regimens at http://pathways.newcenturyhealth.com.

D.Hepatocellular Carcinoma

1.Cyramza (ramucirumab) may be used as monotherapy for subsequent line treatment of hepatocellular carcinoma in members who have an alpha fetoprotein of 2400 ng/mL and Child-Pugh Class A only.

Per NCH Pathway exclusion

UM ONC_1263

Keytruda (pembrolizumab)

Negative change

Add inclusion criteria:

H.Hepatocellular Carcinoma (HCC)

1.Keytruda (pembrolizumab) will be used in members with hepatocellular carcinoma who have not received prior therapy with an Immune CheckPoint Inhibitor, and have experienced disease progression on or
after Nexavar (sorafenib), Lenvima (Lenvatinib), or Stivarga (regorafenib) unless intolerance or contraindications exist to the above 3 agents

N.Non-Small Cell Lung Cancer (NSCLC) — Squamous and Non-Squamous

2.NOTE: Per NCH Policy, [Pembrolizumab + Carboplatin + Abraxane (Albumin-bound Paclitaxel)] is a non-preferred regimen for the treatment of NSCLC based on  the results of the KEYNOTE- 407 trial which
showed equivalent Progression Free Survival and Overall Survival with both Abraxane and Taxol ( solvent-based paclitaxel). KEYNOTE-407 is referenced below-taek-eftevelt-Evie e

o b " ith-theab. o NCH. ded-al £ ; includina but notlimited & +
¥ P & P 81 & 7 & &

htte: h turyhealth.
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Per NCH Pathway exclusion

UM ONC_1263

Keytruda (pembrolizumab)

Positive change

Add inclusion criteria:

M.Non-Muscle Invasive Bladder Cancer

1.The member has high risk non-muscle invasive bladder cancer with carcinoma in situ (CIS), with or without papillary tumors, and Keytruda (pembrolizumab) will be used as monotherapy, for intravenous
administration, in members who are refractory to local (intravesical) therapy with Bacillus Calmette-Guérin (BCG). Refractory is defined as a loss of response to treatment within 12 months of maintenance
therapy with at least the first course of induction (5-6 doses) followed by at least 2 doses of maintenance BCG or the loss of response with the second induction course (of at least 2 doses) of BCG treatment.

Per FDA labeling

UM ONC_1299

Tecentriq (atezolizumab)

Positive change

Add inclusion criteria:
B.Alveolar Soft Part Sarcoma (ASPS)
1.Tecentriq (atezolizumab) may be used as monotherapy in adult or pediatric members 2 years of age and older with unresectable or metastatic alveolar soft part sarcoma (ASPS).

New FDA Indication

UM ONC_1299

Tecentriq (atezolizumab)

Negative change

Remove inclusion criteria:
B-Breast-Caneer

1.NOTE: Trile-Negative Breast - Th, bination-ofAb Tecenti i isNOT ded-per-NCH-Policy-b £ the vok ithe +by-th £

B 3 + & Lt ¥ ¥
Tecent: from-the FDA for theab:

FDA/NCCN Withdrawal

UM ONC_1299

Tecentriq (atezolizumab)

Negative change

“
Add inclusion criteria:
D.Malignant Melanoma
1.NOTE: The ination of [Cotellic (cobimetinib) + Zelboraf ib) + Tecentriq i is preferred for i i | . This position is based  on the updated results of the
IMspire 150 trial which showed no Overall Survival benefit with the above 3-drug regimen, compared to [ Cotellic(cobimetinib) + Zelboraf(vemurafenib)] en-thelack-oft F e ek e

+ Iyses)-to-sh 5 4 ival ith-the-ab o 5 to-Cotelli bimetinik lboraf imen—Please see attached reference for the IMspire
150 study.

Per NCH Pathway exclusion

UM ONC_1348

Lumoxiti (moxetumomab pasudotox)

Negative change

Add inclusion criteria:
B.Hairy Cell Leukemia
1Th berhas-relapsed h IHeukermia-that tiveforCD22 tandard-test AND

14 ) " N il "l inal VRTIN berh i fror 2 tesinclud: ) 4 ND-

1.NOTE: Per NCH Policy, Lumoxiti (moxetumomab pasudotox) is not recommended for the treatment of hairy cell leukemia. This recommendation is based on the voluntary withdrawal by the manufacturer of
Lumoxiti. Lumoxiti will be discontinued, by August 31, 2023, due to low clinical utilization and the availability of alternative treatment options. Therefore, Lumoxiti's manufacturer advises healthcare providers
not to initiate new treatments.

Manufacturer Withdrawal

UM ONC_1352

Asparlas (calaspargase pegol-mknl)

Positive change

Remove inclusion criteria:
B.Acute Lymphoblastic Leukemia (ALL)

NOTE: Per- NCH-Policy-& NCH-Path 1 rkal-anrd-O: y £ lorwi i d-Rylaze 3 forall
- ¥ ¥rASP: P P P Lt P

¥
bt £ALL + of antileukesmiath Thi ion-is-based-on-thelackof Level 1 eviek domized-clinicaltrials and " lyses) to-sh i ith-E

Per NCH Pathway expansion

UM ONC_1352

Asparlas (calaspargase pegol-mknl)

Negative change

Add exclusion criteria:
|A.Asparlas (calaspargase pegol-mknl) is being used after disease progression with an Asparlas pegol-mknl) c ining regimen  or following hypersensitivity reactions to another pegylated L-
asparaginase [i.e. Oncaspar (pegaspargase)].

Per FDA labeling




UM ONC_1373

Endari (I-glutamine)

Positive change

Add inclusion criteria:

B.Sickle Cell Disease

1.Endari (I-glutamine) may be used, with or without hydroxyurea, in adult and pediatric members 5 years of age and older with Sickle Cell Disease (e.g., hemoglobin SS, HbS-beta0-thalassemia, and other
genotypes of Sickle Cell Disease) and related complications, including pain crisis or acute chest syndrome, within the past 12 months.

Per FDA labeling

UM ONC_1375 |Adakveo (crizanlizumab) No Clinical Changes |N/A N/A
UM ONC_1393 |Sarclisa (isatuximab-irfc) Positive change Remove inclusion criteria: More Cost Effective Alternative(s)
B.Multiple Myeloma (MM)
1.Sarclisa (isatuximab-irfc) may be used for members with relapsed or refractory MM  -whe-h: 't ived iortherapy-with-D: ! b}-and any of the following:
a.Sarclisa (|satux|mab irfc) is being used in combination with Pomalyst (pomalidomide) and steroid AND the member has failed 2 prior therapies with a proteasome inhibitor (e.g., bortezomib, carfilzomib,
and ani dul y agent (e.g., lenalidomide, t ide) other than Pomalyst (pomalidomide) OR
b.Sarclisa (isatuximab-irfc) is being used in ination with Kyprolis (carfilzomib) and steroid following 1 prior line of therapy other than Kyprolis (carfilzomib).
UM ONC_1393 |Sarclisa (isatuximab-irfc) Negative change Add exclusion criteri Per Compendia Listing
A.Sarclisa (isatuximab-irfc) is being used on or after disease progression with the same regimen or after disease progression on a darat: based regimen.
UM ONC_1408 |(Zepzelca (lurbinectedin) Negative change Add inclusion criteria: Per NCH Pathway exclusion
B.Small Cell Lung Cancer (SCLC)
NOTEL: . NCH-Poli & NCH-Path ;. 5 ! based hasetbasket triakThe-pri ints-of the-triak Overall
> th # 5 ¥ ¥- + PP P —Fhep y-endp P
Rate and Resp Duration—Th £ ival W survival Pl for to NCH pathway for th inscic.
1.NOTE 1: Per NCH Policy, Zepzelca (lurbinectedin) is a non-preferred agent for the treatment of me(astanc/extenslve stage Small Cell Lung Cancer (SCLC). This recommendation is based the The FDA approval of
Zepzelca was an accelerated approval that was based on a phase Il basket trial that used with surrogate endpoints such asof Overall Response Rate and , Response Duration. Furthermore, the ATLANTIS trial (
referenced below), a randomized phase Il trial, failed to show an Overall Survlval benefit for Zepzelca over standard of care 2nd line therapy for extensive stage Small Cell Lung Cancer( iv topotecan or the CAV
regi o the lack of data-on-Overal-Survival—Pl for to NCH-a gents/reg ded by NCH-at http://p ¥ yhealth
2. NOTE 2: Rate-offebril " ; 59 ‘ hvlaxis forfebril ia-with loid th-factorMGR)-s-not
+ + # Hropl P ¥ & PP
UM ONC_1420 [Margenza (margetuximab-cmkb) Negative change Add inclusion criteria: Per NCH Pathway exclusion
B.Metastatic HER-2 + Breast Cancer
1NOTE: L tuximab)isa dd NCH Path & NCH Policybasad lack oflavel 1 evid 4 i ot ini i L
= + &P Y ¥ £S5 ¥ E+eg tegr
Perieta{pert b) trast b Tykerb inil o Kadeylalad ine)l_pl for to NCH-pathway-for th
Py P ¥ P Q ¥ - # ¥
ic HER2 positive breast
1 NOTE: Per NCH Policy, Margenza (margetux\mabj + chemotherapv is a non-preferred regimen for the treatment of metastatic HER2 positive breast cancer. This recommendation is based on the Phase 3 SOPHIA
trial (please see reference below) which demonstrated no significant Overall Survival benefit over trastuzumab + chemotherapy. Please refer to NCH alternative agents/regimens recommended by NCH, including
but not limited to regimens at http://pathways.newcenturyhealth.com.
UM ONC_1422 [Tepmetko (tepotinib) Negative change Add inclusion criteria: More Cost Effective Alternative(s)
B.Non-Small Cell Lung Cancer
1 i b " £ ith i focaliv-ad Y Celltung € ith-positive MET 14 skipph tati 3 by-either & bi
Fep ¥ ¥ & g P PRiIRg: ¥ 5y
db L 50 ivalent £D, d test) and-asinitial b tlineth i + used jousk
< Poy-{eg & PP Q Py P ¥e
2 ith icbrai less-than-d less it + diamet ith-treated-brai Iso-cligible-t ive-above-th ided-theirdi ; it
YD 5 & Py #
foraMET 14 skippi tath
PRiIRg:
NOTE 1: Per NCH Policy, Tepmetko (tepotinib) is a Non- Preferred drug for members with recurrent/metastatic Non-Small Cell Lung Cancer with a positive MET exon 14 skipping mutation ( MET + NSCLC). The
NCH preferred alternative in the above clinical situation is Trabecta (capamatinib). This position is based on the following:
a. Lack of Level 1 evidence (randomized clinical trials and or meta-analyses) to show superior outcomes with Tepmetko over Trabecta.
b. Trabecta has a full/regular FDA approval whereas Tepmetko just has an accelerated FDA approval(confirmatory trial data are awaited)
NOTE 2: Tepmetko(tepotinib) may be used for members with recurrent/metastatic MET+ NSCLC if there is intolerance/contraindication to the NCH preferred alternative Trabecta(capamatinib)
UM ONC_1043 (Tarceva (Erlotinib) Negative change Add inclusion criteria: Per NCH Pathway exclusion
Pancreatic Cancer
1.NOTE: Per NCH Policy, Tarceva (erlotinib) + Gemzar (gemcltabme) is a non-| preferred reglmen for the treatment of advanced, unresectable, or metastatic pancreanc cancer as initial or subsequent therapy. This
recommendation is based on thelaekeft I b 188 4 by o oh th T o the NOH
badingbutnothmited i Ehitp: b turyheatth LAP07 Clinical Trial which demonstrated no overa\l sur\nva\ benefit wwth Tarceva (erlotinib) + Gemzar
(gemcltablne) compared to smgle agent Gemzar (gemcitabine) for patients with \ocally advanced pancreatlc cancer. Please see reference below.
UM ONC_1179 |Abraxane (nab-paclitaxel) Negative change Add inclusion criteria: Per NCH Pathway exclusion
E.Melanoma
1.NOTE: Per NCH Policy, Abraxane (albumin-bound paclitaxel) containing regimen is non-preferred as second line or subsequent therapy for the treatment unresec cutaneous mel This.
recommendation is based on the lack of Level 1 Evidence (randomized clinical trial and/or meta-analyses) to show superior outcomes with Abraxane (albumin-bound paclitaxel) compared to the NCH
recommended alternatives agents/regimens, including but not limited to regimens at http://pathways.newcenturyhealth.com.
UM ONC_1201 |Yervoy (ipilimumab) Negative change Add inclusion criteria: Per NCH Pathway exclusion

F.Melanoma

1. NOTE: Per NCH pohcy,vErvoyupmmumabw Opdivo (nivolumab) is non-preferred for the adjuvant treatment of resected mel Thep drugs, per NCH Policies, for the adjuvant therapy-of
ted stage Opdive-lpivolumab)-OR Keytruda (pembrol IR fer to UM ONC_1274-Opd y-or UM ONC_1263 Keytrud liey-

- - e e sl R ded-in-thissetting: This r dati |sbasedoncheckMate915randomlzedtnaldatashowmgmfenoroutcomeswnthVervoy

(|p|||mumab)+0pd|vo(nlvolumab)comparedtoslngleagentODdlvo i cleagentKeytruda{p please see reference below.

2.The member has | and Yervoy (ipili may be used asanyofthefollowmg

a.For unresectable or metastatic melanoma:

i.First line therapy in ination with Opdivo (ni: OR

ii.Second line or subsequent therapy as a single agent or in ct ination with Opdivo (ni in who have not received prior therapy with Yervoy (ipilimumab).

iii.NOTE: Per NCH policy, Wwhen Opdivo (nivolumab) is used in combination with Yervoy (ipilimumab), the use of Yervoy (ipilimumab) 3 mg/kg is non-preferred. Tthe recommended preferred dose of Yervoy
(ipilimumab) should not exceed 1 mg/kg every 3 weeks for a maximum of 4 cycles with Opdivo (nivolumab) dosed at 3 mg/kg (360 mg) every 3 weeks followed by maintenance Opdivo (nivolumab) the latter may
be dosed up to 240 mg every 2 weeks, 360 mg every 3 weeks, or 480 mg every 4 weeks. The above recommendation is based on the results of the CheckMate 511 trial which demonstrated a significantly lower
incidence of treatment-related adverse events with Ipilimumab 1 mg/kg compared to 3 mg/kg, when used in combination with Opdivo (nivolumab) in patients with advanced or metastatic melanoma.




UM ONC_1249 |Mekinist (trametinib) Positive change Remove inclusion criteria: Per NCH Pathway expansion
B.Malignant Melanoma
1.Mekinist (trametinib) may be used as adjuvant treatment, followmg resection, in ination with Tafinlar ib) for mel; with BRAF V600E or V600K mutations.
NOTE: For-adiuvantth £ BRAFVG00-E 00K itive stageHt th & NCH-Policies-8NCH-Path Opdivo-trivolumabl-OR Keytrud ; b
; By # TSt rthep gentsH ¥ P ¥
Tafink ib)+ Mekinist £ inthead t setting based lack of Level L avid that ivolumab i h £ to-theab
+ § & P P
Pl fer to UM ONC_1274 Opdivo-{nivelumab) or UM-ONC_1263 Keytruda{p i b)-policy-
2.Mekinist (1 inib) may be used in ination with Tafinlar ib) in in with unre or ic BRAF V60OE or V600K mutation positive melanoma and who have
intolerance to/contralndlcatlor\ to the use of the preferred MEK and BRAF inhibitor combination, Cotellic (cobimetinib) + Zelbroaf (vemurafenib).
_NOTE: + th £ ic BRAE VS00E or V600K mutath it ) th I NCH Polick o NCH Path is Cotallic {cobimetinib Iborat
Y PY # P au ¥r ¢
_Thi ion-isbased Jack of Level 1 ovid to-sh periority-of ination of BRAF and-MEK inhibit ther Pl fer to_UM-ONC_1279 Cotelli
UMONC 1207 Zelborat. i m
= potiey
UM ONC_1250 [Tafinlar (dabrafenib) Positive change Remove inclusion criteria: Per NCH Pathway expansion
B.BRAF V600E or V600K mutation positive Melanoma
1.Tafinlar (dabrafenib) may be used in combination with Mekinist (trametinib) as adjuvant treatment, following complete resection, for melanoma with BRAF V600E or V600K mutations.
NOTE: Foradiuvantth £ BRAFV600-E-0r V600K mtstati itive stage Ht th ferred & NCH-Pol NCH-Path Opd b} OR Keytrud
) # 7 P gentsp ¥ ¥
Tafink ib)~Mekinist inib) i £ in-theadj t setting based lack of Level 1 avid that nivolumab b feriorto-the ab
P : P PY
Pl for to UM-ONC_1274 Opdi i UM-ONC1263 Keytrud i b} ol
- = P = ¥ tp peliey-
2.Tafinlar (dabrafenib) may be used as a single agent or in ination with Mekinist ( inib) in bers with unr or metastatic BRAF V60OE or V600K mutation positive melanoma and who have
intolerance to/contralndlcatlon to the use of the preferred MEK and BRAF inhibitor comblnatlon Cotellic (cobimetinib) + Zelboraf vemurafenib).
_NOTE: F + th £ ic BRAF V600E or V600K mutati it th ! NCH-Polici & NCH Path P imeting fenib—Thi
¥ PY P + P ¥r
is based Jack of Lovel 1 ovid to-sh periority-of ination-of BRAE and-MEK inhibit ther Pl fer to_UM-ONC_1279 Cotellic {cobimetini UM-ONC_120
UM ONC_1274 [Opdivo (nivolumab) Negative change Add inclusion criteria: Per NCH Pathway exclusion
|.Melanoma
1.0pdivo-(nivolumab) b i b ith-stage i ) foll
P ¥ 5
) + for-adiuvantth £ hich-risk Stage it i ion-ofthe-pri + ith ithout ionaklymph-nodedi {on-—Maxi duration-of
- 5 # # # YA -
therapy-is-oneyear-NOTE: Adjuvant Yervoy (ipilimumab) +/- Opdivo (nivolumab) is ret-recormmended non-preferred in this setting for the adjuvant treatment of high risk resected melanoma. This
is based on CheckMate 915 randomized trial data showing inferior outcomes with Yervoy (ipilimumab + Opdivo (nivolumab) compared to single agent Opdivo (nivolumab), please see reference
below.
b.As a single agent or in combination with Yervoy (ipilimumab) for recurrent/metastatic melanoma as initial therapy or as subsequent therapy (if the combination was not used previously).
2.NOTE: Per NCH policy, when Opdivo (nivolumab) is used in combination with Yervoy (ipilimumab), the use of Yervoy (ipilimumab) 3 mg/kg is non-preferred. The recemmended-preferred dose of Yervoy
(ipilimumab) should not exceed 1 mg/kg every 3 weeks for a maximum of 4 cycles with Opdivo (nivolumab) dosed at 3 mg/kg (up to 360 mg) every 3 weeks followed by maintenance Opdivo (nivolumab) 240 mg
every 2 weeks, 360 mg every 3 weeks, or 480 mg every 4 weeks. The above recommendation is based on the results of the CheckMate 511 trial which demonstrated a significantly lower incidence of treatment-
related adverse events with Ipilimumab 1 mg/kg compared to 3 mg/kg, when used in combination with Opdivo (nivolumab) in patients with advanced or metastatic melanoma.
UM ONC_1290 |Yondelis (trabectedin) Negative change /Add inclusion criteria: Per NCH Pathway exclusion
B.Soft Tissue Sarcoma
1.The member has unresectable or metastatic soft tissue sarcoma (Leiomys li and I lated sarcomas) AND Yondelis (trabectedin) will be used as monotherapy following disease
progression with an anthracycline-based chemotherapy, unless there is a contraindication/intolerance with prior anthracycline based therapy.
2.NOTE: Per NCH Policy, the use of Yondelis (trabectedin) is non-preferred for the treatment for other soft tissue sarcoma histol that are not lei coma, liposarcoma, and translocation-related
sarcomas. Th based-on-thetack of Level 1 Evich linicaktriakand/ + Iyses) to-sh 5 + ith 5 + gents/reg
ded by NCH (http://patt sueyhesithcom)_This recommendation is based on the T-SAR trial which demonstrated no clinically meaningful improvement in overall survival or progression free
survival with Yondelis (trabectedin) when compared to best supportive care for patients with advanced translocation-related sarcoma. Please see reference below.
UM ONC_1401 |Tukysa (tucatinib) Positive change /Add inclusion criteria: Per FDA labeling

B.Breast Carcinoma
1.Tukysa (tucatinib) may be used in members with metastatic HER-2 positive breast cancer who have experienced disease progression on  twe one or more anti HER-2 regimens including a regimen containing
[pertuzumab and trastuzumab] AND/OR either Kadcyla (ado-trastuzumab emtansine) or Enhertu (fam-trastuzumab deruxtecan).

UM ONC_1429

Abecma (idecabtagene vicleucel)

Negative change

Add inclusion criteria:

B.Multiple Myeloma

1.Abecma (idecabtagene vicleucel) may be used for adult members with relapsed/refractory multiple myeloma that have progressed on 4 or more ||nes of therapy AND

2.Members must have triple refractory disease as defined in the KaMMa trial: refractory to an immunomodulatory agent (e.g., i i apre inhibitor (e.g.,
bortezomib, carfilzomib, ixazomib), and an anti-CD38 antibody (e.g., daratumumab, isatuximab) AND.

3.Members must have measurable disease or evidence of disease progression from the last line of therapy for multiple myeloma.

Per Clinical Trial Analysis/Criteria

UM ONC_1460

Carvykti (ciltacabtagene autoleucel)

Negative change

Add inclusion criteria:

B.Multiple Myeloma

1.Carvykti (ciltacabtagene autoleucel) may be used for adult members with relapsed/refractory multiple myeloma that have progressed on 4 or more Imes of therapy AND

2.Members must have triple class refractory disease defined as: refractory to an il ilatory agent (e.g., i i ap inhibitor (e.g., bortezomib, carfilzomib,
ixazomib), and an anti-CD38 antibody (e.g., daratumumab, isatuximab) AND

3.Members must have measurable disease or evidence of disease progression from the last line of therapy for multiple myeloma.

Per Clinical Trial Analysis/Criteria

UM ONC_1462

(Opdualag (nivolumab and relatlimab-
rmbw)

Positive change

Remove inclusion criteria:

B.Melanoma

1.0pdualag (nivolumab and relatlimab-rmbw) may be used as a fixed dose combination, as first line therapy, in adult or in pediatric members 12 years of age or older who weigh at least 40 kg (88 pounds) with
unresectable or metastatic (Stage lI-IV) cutaneous melanoma, regardless of BRAF mutation status.

2 NOTE:Per NCH-Rathway-& NCH-Pelicy Opdualag (nivel band bw) drugforth £ eut: L Th dati based-on-thelackof Lavell

o linicaktriakand " " tosh i ith-Ope + i th ith-Opdive-{rivelumab)

Per NCH Pathway expansion
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