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Soft Tissue Sarcoma — Presumptive Conditions

VA automatically presumes that certain disabilities were caused by military service. This is because of the unique circumstances of

a specific Veteran’s military service. If a presumed condition is diagnosed in a Veteran within a certain group, they can be awarded
disability compensation.

Atomic Veterans Exposed to lonizing Radiation

» Bone cancer

Gulf War and Post 9/11 Veterans

If the patient served on or after Sept. 11, 2001, in Afghanistan, Djibouti, Egypt, Jordan, Lebanon, Syria, Uzbekistan, or Yemen or if
you served in the *Southwest Asia theater of operations, or Somalia, on or after Aug. 2, 1990, specific conditions include:

« Head cancer of any type
* Neck cancer of any type

* The Southwest Asia theater of operations refers to Iraq, Kuwait, Saudi Arabia, the neutral zone between Iraq and Saudi Arabia,
Bahrain, Qatar, the United Arab Emirates, Oman, the Gulf of Aden, the Gulf of Oman, the Persian Gulf, the Arabian Sea, the Red
Sea, and the airspace above these locations.

For more information, please visit U.S. Department of Veterans Affairs - Presumptive Disability Benefits (va.gov)
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https://www.benefits.va.gov/BENEFITS/factsheets/serviceconnected/presumption.pdf

Bone Sarcoma — Chondrosarcoma

Recommend expert

<Chondrosarooma a}—» Pathology result?

Resectable

Refer to Orthopedic Oncology to
obtain appropriate margins

Surveillance ©

Borderline or
unresectable

>

Refer to Radiation Oncology

»  pathology review and X
sarcoma team consultation| » Chondrosarcoma Resectable?
»  De-differentiated —» Following
Osteosarcoma pathway
g Mesenchymal Ly Following Ewing

Sarcoma pathway

Clinical trial(s) always considered on pathway. For assistance finding a clinical trial, email CancerClinical TrialsNavigation@va.gov.

clear cell or extra-compartmental tumors

and then annually for 10 years

? Diagnosis includes adequate imaging of primary tumor, core needle biopsy with carefully planned needle track; biopsy along
future resection access with minimal dissection and attention to hemostasis

® Chondrosarcoma including low-grade extra-compartmental appendicular tumors, grade | axial tumors, grade -1l tumors, or

“Imaging CT scan with contrast or MRI of affected area with and without contrast; CT chest at least every 6 months for 5 years
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Bone Sarcoma — Chondrosarcoma, Recurrent or Metastatic

, | Fdlow Initial
Recommend expert ™ Localized g pathway
pathology review and
sarcoma team consultation
Yes » Referto Surgery
Chondrosarcoma, . Multidisciplinary discussion —»<_ Extent of disease? » Oligometastatic —» Resectable?
Recurrent or Metastatic
No .| Refer to Radiation
Oncology
Yes Refer for local
therapy *
. Is patient
»  Widespread symptomatic?
Refer to Medical
No = Oncology®®

Clinical trial(s) always considered on pathway. For assistance finding a clinical trial, email CancerClinical TrialsNavigation@va.gov.

?Local Therapy including surgery, radiation, or ablative therapies for symptomatic sites

® Refer if microsatellite instability is high tumor or tumor mutation burden is >10 mutations per megabase pembrolizumab may be used;
if IDH1 mutations, use ivosidenib; all others, consider TKI therapy with dasatinib

¢ Patients with de-differentiated pathology follow Osteosarcoma pathway, if mesenchymal pathology follow Ewing Sarcoma pathway
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Bone Sarcoma — Ewing Sarcoma

Multi-agent
chemotherapy ©*¢

Positive Refer to Radiation —»  Surveillance ©
Oncology
Recommend expert
pathology review and P Yes |—» Surgical resection Margin status?
sarcoma team consultation
) Multi-agent ; e
Negative —» —» Surveillance
Resectable 9 chemotherapy ¢ ‘

. . . a Multi-agent Restaging Multidisciplinary with acceptable -
< Ewing Sarcoma Diagnostic workup | chemotherapy ® | ”|  imaging® | ”|  discussion functional Multi-agent
outcome? chemotherapy °

Refer to Radiation
Oncology *

—»  Surveillance ©

Clinical trial(s) always considered on pathway. For assistance finding a clinical trial, email CancerClinical TrialsNavigation@va.gov.

@ Diagnostic workup includes x-rays and contrast-enhanced MRI, CT chest with contrast, core needle biopsy with carefully planned needle track; biopsy
along future resection access with minimal dissection and attention to hemostasis, cytogenetics and/or molecular studies; fertility consultation recommended

® Multi-agent Chemotherapy vincristine, doxorubicin, cyclophosphamide alternating with Ifosfamide/mesna and etoposide (VDC/IE) for a total course of 9
weeks (see Induction Chemotherapy Table)

¢ Concurrent Radiation and chemotherapy should avoid the use of anthracycline chemotherapy due to excessive toxicity
4 Adjuvant multi-agent chemotherapy with VDC/IE for a total course of 49 weeks as tolerated
¢ Surveillance includes physical exam including CBC, MRI or CT of primary site, and CT chest every 3 months

f Definitive Radiation with consideration of pre-operative and/or interoperative radiation if surgical resection is planned and/or positive margins are expected
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Bone Sarcoma — Ewing Sarcoma, Progressive, Relapsed, or Metastatic

Recommend expert
pathology review and %

Y Folow Ewing Sarcoma
es :
pathway for local therapies

Tumor
amenable to local
therapy?

sarcoma team consultation

Progressive disease following neoadjuvant
chemotherapy or local relapse

N Cyclophosphamide and ‘
o H a
topotecan

Ewing Sarcoma, Progressive,
Relapsed, or Metastatic

Disease type?

Yes H Refer to Surgery ‘

Resectable?

Is patient No Refer to Radiation
. Multidisciplinary a candidate for Oncalogy
Metastatic disease . . o
discussion locoregional

therapy?

Eirst Line Second Line Subsequent Treatment

v
Cyclophosphamide . Gemcitabine and
Yes H and topotecan * H Regorafenib Docetaxel
No H VDCIE 2°

Progression?

Prior VDC/IE?

No H Chemotherapy *

Clinical trial(s) always considered on pathway. For assistance finding a clinical trial, email CancerClinical TrialsNavigation@va.gov.

?lmaging includes CT of chest, abdomen, pelvis, and primary site every 3 months to assess disease response

Continue current
No
therapy
® Multi-agent Chemotherapy vincristine, doxorubicin, cyclophosphamide alternating with Ifosfamide/mesna and etoposide (VDC/
|E) per patient tolerance; if unable to tolerate then VDC only

VDCIE Vincristine, Doxorubicin, Cyclophosphamide alternating with Ifosfamide/Mesna and Etoposide
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Bone Sarcoma — Induction Chemotherapy for Ewing Sarcoma

Induction Chemotherapy for Ewing Sarcoma
Regimen Drug Dose Timing
Vincristine 2 mg/m? (maximum 2 mg) IV over 1 minute, day 1
Doxorubicin* 37.5 mg/m? IV over 1 to 15 minutes, days 1 and 2
A Weeks 1, 5, and 9
Cyclophosphamide 1200 mg/m? IV over 30 to 60 minutes, day 1, with mesna
Filgrastim 5 mcg/kg per day (maximum 300 mcg) starting day 3
Ifosfamide 1800 mg/m? IV over 1 hour, days 1 to 5, with mesna
B Etoposide 100 mg/m2 IV over 1 to 2 hours, days 1to 5 Weeks 3, 7, and 11
Filgrastim 5 mcg/kg per day (maximum 300 mcg) starting day 6
* Doxorubicin is omitted during radiation therapy
Reference: Protocol supplement from: Womer RB, West DC, Krailo MD, et al. Randomized controlled trial of interval-compressed
chemotherapy for the treatment of localized Ewing sarcoma: a report from the Children’s Oncology Group. J Clin Oncol 2012; 30:4148
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Recommend expert
pathology review and
sarcoma team consultation

linary discussion

< Osteosarcoma Diagnosis *

Low-grade
osteosarcoma ®
Periosteal

osteosarcoma

Bone Sarcoma — Osteosarcoma

Yes H Wide excision Tumor grade?

Upfront resection?

Cisplatin and
No = Goxorubicin

High-grade

Cisplatin and
doxorubicin

Low-grade

H Surveillance © ‘

ves ||

"

Wide resection

Margin status
and response? '

High-grade Perioperative . -
osteosarcoma chemotherapy ¢ Restaging Resection?

- [

Refer to Radiation
Oncology

Extraskeletal
osteosarcoma

Fadlow Intra-abdominal Retroperitoneal
Soft Tissue Sarcoma pathway

«»{ Metastatic H

Follow Metastatic
pathway

Clinical trial(s) always considered on pathway. For assistance finding a clinical trial, email CancerClinicalTrialsNavigation@va.gov.

?Diagnostic workup includes x-rays and contrast-enhanced MRI, CT chest with contrast, core needle biopsy with carefully planned needle track; biopsy along
future resection access with minimal dissection and attention to hemostasis, cytogenetics and/or molecular studies; fertility consultation recommended

L Low-grade Osteosarcoma includes parosteal osteosarcoma

°Surveillance includes CT or MRI of the primary site and CT chest with contrast

¢ Neoadjuvant Chemotherapy cisplatin and doxorubicin, +/- high dose methotrexate with leucovorin rescue based on patient fitness and tolerability

° Restaging MRI with contrast, x-rays of primary site, and CT chest with contrast

f Good Response >90% tumor necrosis, poor response <90% tumor necrosis

9 Surveillance includes x-rays and contrast-enhanced MRI of the affected area and CT chest with contrast
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Positive margin, > 90%
tumor necrosis

H

Complete perioperative
chemotherapy

Positive margin, < 90%
tumor necrosis

]

Re-present patient for
multidisciplinary discussion

Multidisciplinary
discussion?

Negative margin, > 90%
tumor necrosis

H

Complete perioperative
chemotherapy

Surveillance ¢ ‘
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Negative margin, < 90%
tumor necrosis

]

Re-present patient for
multidisciplinary discussion

Surveillance ¢



Bone Sarcoma — Osteosarcoma, Relapsed or Metastatic

Recommend expert Refer to Orthopedi
—»  pathology review and Yes > eeroo oIr OPEAICL | Surveillance ®
sarcoma team consultation ncaogy

Yes |—»  Surveillance®

Complete
?
> Relapsed local Resectable” v Ly Refer to Radiation therapeutic
> Multidisciplinary discussion Local therapy es Oncology response
No for symptom achieved? Refer to Medical

No  —» Oncology °¢

No $

palliation?

Disease
progression?

Osteosarcoma, Relapsed S
or Metastatic

Yes | Refer to approprlate
specialty
'» Oligometastatic | » Mu!t|d|30|plln%ry Candidate for
discussion local control?
Refer to Medical

No Oncology °¢

Ly Metastatic Refer to Medical

widespread Oncology °¢

Clinical trial(s) always considered on pathway. For assistance finding a clinical trial, email CancerClinical TrialsNavigation@va.gov.

2 Surveillance includes x-rays and contrast-enhanced MRI of the effected area, and CT chest with contrast

® Multidisciplinary Discussion imaging review and determination of resection and locoregional therapy including radiation, ablation, and
metastasectomy should be based on anatomic location and feasibility

° Refer to Medical Oncology for preferred First Line therapy doxorubicin and cisplatin +/- methotrexate with leucovorin rescue based on
patient fitness and tolerability; if progression transition patient to Second Line therapy etoposide and Ifosfamide, Subsequent therapy,

transition patient to regorafenib; recommend sending biopsy of metastatic lesion for tumor mutation burden

9 patient Reassessment includes contrast-enhanced MRI of the affected area, CT chest with contrast, and CT abdomen and pelvis
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Bone Sarcoma — Molecular Testing Table

Eligibility Test Category Test Type Recommended Vendors C:)‘IVZ?:ge Specimen Type
Chondrosarcoma, widespread Somatic NGS DNA and RNA based comprehensive genomic profiling (CGP) UEEeS Yes Tumor Tissue
and asymptomatic Foundation F1CDx+F1RNA Yes
Ewing Sarcoma, diagnostic workup® FISH FISH for EWSR1::FLI1 fusion Local VA or locally contracted vendor No Tumor Tissue
’ Molecular RT-PCR for EWSR1::FLI1 fusion Local VA or locally contracted vendor No Tumor Tissue
Sl rougw;ﬁﬁiﬂ:nmgsirﬁ?atwe ey Somatic NGS DNA and RNA based comprehensive genomic profiling (CGP) -Il;irl?npduastion F1CDx+F1RNA zgz Tumor Tissue
. . . . . Tempus Yes ,
Osteosarcoma, metastatic Somatic NGS DNA and RNA based comprehensive genomic profiling (CGP) Founrziation F1CDx+E1RNA Yes Tumor Tissue
Bone sarcoma, not otherwise specified*** |Somatic NGS DNA and RNA based comprehensive genomic profiling (CGP) Tempus. Yes Tumor Tissue
’ Foundation F1CDx+F1RNA Yes
*Small round blue cell tumor that is morphologically and phenotypically compatible with Ewing Sarcoma should have targeted testing using either FISH or molecular methodology (not both)
**Biopsy should be collected from non-bony site (e.g. soft tissue, lymph node, or other organ, etc), and specimen should NOT be decalcified
***Bone sarcoma that is non-chrondrosarcoma, non-osteosarcoma, and non-small round blue cell tumor. Consultation to soft tissue pathology specialist for diagnosis, and consultation to sarcoma specialist for
therapeutic management
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Anal

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Anal Cancer		Anal Cancer with Squamous Histology, Locoregional Disease (M0) but Not Amenable to Complete Local Excision		PGx		DPYD Testing*		Fulgent		Yes		Blood, Saliva

				* Perform DPYD Testing If not already Performed; if DPYD PGx results return predicted phenotypes of either intermediate or poor metabolizer, please consult your local PGx pharmacist or submit an IFC Pharmacogenomics e-consult for assistance with therapeutic recommendation; a clinician may proceed without DPYD testing if withholding chemotherapy for 2-3 weeks may gravely endanger patient's life; for example, if the disease burden is very high and it involves a large portion of vital organs such as liver, etc.







Basal Cell

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Basal Cell Carcinoma		Basal Cell Carcinoma		No molecular testing is currently required for standard prognostication and therapy.





Bone Sarcoma

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Bone Sarcoma		Chondrosarcoma, widespread                                       and asymptomatic		Somatic NGS		DNA and RNA based comprehensive genomic profiling (CGP)		Tempus
Foundation F1CDx+F1RNA 		Yes
Yes		Tumor Tissue

				Ewing Sarcoma, diagnostic workup*		FISH		FISH for EWSR1::FLI1 fusion		Local VA or locally contracted vendor		No		Tumor Tissue

						Molecular		RT-PCR for EWSR1::FLI1 fusion		Local VA or locally contracted vendor		No		Tumor Tissue

				Small round blue cell tumor negative for EWSR1::FLI1 fusion		Somatic NGS		DNA and RNA based comprehensive genomic profiling (CGP)		Tempus
Foundation F1CDx+F1RNA 		Yes
Yes		Tumor Tissue

				Osteosarcoma, metastatic**		Somatic NGS		DNA and RNA based comprehensive genomic profiling (CGP)		Tempus
Foundation F1CDx+F1RNA 		Yes
Yes		Tumor Tissue

				Bone sarcoma, not otherwise specified***		Somatic NGS		DNA and RNA based comprehensive genomic profiling (CGP)		Tempus
Foundation F1CDx+F1RNA 		Yes
Yes		Tumor Tissue

				*Small round blue cell tumor that is morphologically and phenotypically compatible with Ewing Sarcoma should have targeted testing using either FISH or molecular methodology (not both)

				**Biopsy should be collected from non-bony site (e.g. soft tissue, lymph node, or other organ, etc), and specimen should NOT be decalcified

				***Bone sarcoma that is non-chrondrosarcoma, non-osteosarcoma, and non-small round blue cell tumor. Consultation to soft tissue pathology specialist for diagnosis, and consultation to sarcoma specialist for therapeutic management





Breast

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Breast		All Breast Any Stage		IHC		ER, PR, HER2  (If HER2 is IHC2+, then reflex to HER2 FISH)		Local VA or locally contracted vendor		No		Tumor Tissue

						FISH		HER2 FISH (if HER2 IHC is 2+)		Local VA or locally contracted vendor		No		Tumor Tissue

						Germline NGS*		Germline breast cancer panel or VA common hereditary panel (**POC) or referral to CCGS		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Stage I-III, ER+ or PR+/HER2-		IHC		ER, PR, HER2  (If HER2 is IHC2+, then reflex to HER2 FISH)		Local VA or locally contracted vendor		No		Tumor Tissue

						FISH		HER2 FISH (if HER2 IHC is 2+)		Local VA or locally contracted vendor		No		Tumor Tissue

						Gene Expression/Risk Score Test		21 gene RT-PCR Assay 
(Oncotype DX Breast Reccurrence Score test)		Exact Sciences		Yes		Tumor Tissue

								MammaPrint		Agendia		No		Tumor Tissue

						Germline NGS*		Germline breast cancer panel or VA common hereditary panel (**POC) or referral to CCGS		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				All Metastatic		IHC		ER, PR, HER2  (If HER2 is IHC2+, then reflex to HER2 FISH)
MMR		Local VA or locally contracted vendor
Tempus (MMR)		No
Yes (MMR when ordered with CGP)		Tumor Tissue

						FISH		HER2 FISH (if HER2 IHC is 2+)		Local VA or locally contracted vendor		No		Tumor Tissue

						Somatic NGS		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue***, Blood

						Germline NGS*		Germline breast cancer panel or VA common hereditary panel (**POC) or referral to CCGS		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Stage IV ER+ or PR+, HER2-, Failed Endocrine Therapy, Evaluation for Elacestrant Therapy		Molecular Testing		ESR1 mutation testing		Regional VA Testing Center (GLA)
Mayo		No
No 		Tumor Tissue 

				Triple Negative, Metastatic		IHC		ER, PR, HER2  (If HER2 is IHC2+, then reflex to HER2 FISH)
PD-L1, 22C3 Clone with CPS Score (pembrolizumab)
MMR		Local VA or locally contracted vendor
Tempus (PD-L1 & MMR)
		No
Yes (when ordered with CGP)
		Tumor Tissue

						FISH		HER2 FISH (if HER2 IHC is 2+)		Local VA or locally contracted vendor		No		Tumor Tissue

						Somatic NGS		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue***, Blood

						Germline NGS*		Germline breast cancer panel or VA common hereditary panel (**POC) or referral to CCGS		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Ductal Carcinoma In Situ		IHC		ER		Local VA or locally contracted vendor		No		Tumor Tissue

						Germline NGS*		Germline breast cancer panel or VA common hereditary panel (**POC) or referral to CCGS		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				* Germline NGS test should include at minimum ATM, BRCA1/2, CDH1, CHEK2, NBN, NF1, PALB2, PTEN, STK11, TP53

				** For genetic online ordering, refer to CCGS page for further details

				***Tissue preferred, but liquid acceptable if tissue insufficient







CNS-Glial

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		CNS malignancy - Glial Neoplasms*		Age > 55,
Non-midline,
Non-posterior fossa, AND
No history of previous low grade glioma 		IHC		IDH1 R132 mutation
ATRX		Local VA or locally contracted vendor		No		Tumor Tissue

				IDH-mutated		FISH		1p/19q FISH for codeletion
CDKN2A/B homozygous loss		Local VA or locally contracted vendor		No		Tumor Tissue

				IDH-wild type		Molecular		TERT promoter mutation testing		Local VA or locally contracted vendor		No		Tumor Tissue

						**FISH		EGFR for amplification
Chromosomes 7 and 10 for gain 7/loss 10		Local VA or locally contracted vendor		No		Tumor Tissue

						**Microarray		Chromosomal microarray (aka Oncoscan FFPE)		Local VA or locally contracted vendor		No		Tumor Tissue

						Methylation Testing		MGMT promoter methylation testing		Local VA or locally contracted vendor		No		Tumor Tissue

				Age < 55,
Midline tumor,
Circumscribed glioma,
Posterior fossa location,
Unusual histology,
IDH-wildtype WITH loss of ATRX, OR
IDH-wildtype WITHOUT glioblastoma-defining molecular alterations		Somatic NGS		DNA and RNA-based comprehensive genomic profiling (CGP)		Tempus		Yes		Tumor Tissue

				* Testing should not be ordered indiscriminately on every case as it will inappropriately exhaust tissue. Instead, follow the pathological workup recommended on the Molecular Testing page for appropriate test utilization based on histologic and immunohistochemical assessment. 

				** Choose FISH OR microarray.   In most cases FISH can be done instead of microarray. If performing microarray, then FISH is not indicated.  







CNS-Meningioma

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		 Meningioma		Meningioma,
Any histology		*FISH		CDKN2A/B homozygous loss		Local VA or locally contracted vendor		No		Tumor Tissue

						Molecular Testing		TERT promoter mutation testing		Local VA or locally contracted vendor		No		Tumor Tissue

						*Microarray		Chromosomal microarray (aka Oncoscan FFPE)		Local VA or locally contracted vendor		No		Tumor Tissue

				* Choose FISH OR microarray.   In most cases FISH can be done instead of microarray. If performing microarray, then FISH is not indicated.  





Cutaneous Squamous Cell

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Cutaneous Squamous Cell Carcinoma		Cutaneous Squamous                         Cell Carcinoma		No molecular testing is currently required for standard prognostication and therapy.





Esophageal

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Esophageal Cancer		Metastatic Esophageal Adenocarcinoma (Stage IVB)		IHC*		Mismatch repair (MMR) genes  (MLH1, MSH2, MSH6, and PMS2).		Local VA or locally contracted vendor		No		Tumor Tissue

						PCR*		Microsatellite instability (MSI) status by PCR. 		Regional Testing Center (GLA)		Yes		Tumor Tissue and 
Normal Tissue or Blood

						IHC		PD-L1 IHC (clone 22C3 with CPS score)		Local VA or locally contracted vendor		No		Tumor Tissue

						IHC		HER2 IHC with reflex to FISH if 2+ on IHC		Local VA or locally contracted vendor		No		Tumor Tissue

						FISH		HER2 FISH if 2+ on IHC		Local VA or locally contracted vendor		No		Tumor Tissue

				Metastatic Esophageal Squamous Cell Carcinoma (Stage IVB)		IHC		PD-L1 IHC (clone 22C3 with CPS score)		Local VA or locally contracted vendor		No		Tumor Tissue

				Deficient MMR or MSI-H Tumor		Germline NGS		If full germline testing not performed, perform Germline** testing if:
1) MSH2 or MSH6 loss by IHC or
2) MLH1 or PMS2 loss by IHC and MLH1 unmethylated or
3) MSI-H without IHC testing and MLH1 unmethylated		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				* Consider performing both IHC and PCR for MMR status if distal location or if there is a personal/family history suspicious for Lynch syndrome

				** Germline testing should include at minimum: EPCAM (deletion), MLH1, MSH2, MSH6, and PMS2; Alternatively, the VA Common Hereditary POC panel can be performed;  For genetic online ordering, refer to CCGS page for further details









GIST

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Gastrointestinal Stromal Tumor (GIST)		Gastrointestinal Stromal Tumor (GIST)		Molecular Testing		KIT PCR, with reflex to PDGFRA PCR		Local VA or locally contracted vendor		No		Tumor Tissue







GI-Ampullary

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Ampullary Cancer		Any Histology, Any Stage		PGx		DPYD testing*		Fulgent		Yes		Blood, Saliva

						Germline Testing		Germline NGS Panel**		Fulgent
Prevention Genetics		Yes
Yes		Blood, Saliva

				Completely Resectable		IHC		MMR testing by IHC (to be performed with or without MSI by PCR)		Local VA or Locally Contracted Vendor		No		Tumor Tissue

						Molecular		MSI testing by PCR (to be performed with or without MMR by IHC)		GLA lab
Local VA or Locally Contracted Vendor		Yes
No		Tumor Tissue

				Any Histology, Stage IV or Unresectable		Somatic NGS		Comprehensive genomic Profiling (CGP) 		Foundation 
Tempus 		Yes
Yes		Tumor Tissue, Blood

						IHC		MMR testing by IHC		Foundation (if ordered with CGP)
Tempus (if ordered with CGP)
Local VA or Locally Contracted Vendor		Yes
Yes
No		Tumor Tissue

						IHC		HER2 (with reflex to FISH for 2+)		Local VA or Locally Contracted Vendor		No		Tumor Tissue

						FISH		HER2 (if IHC is 2+)		Local VA or Locally Contracted Vendor		No		Tumor Tissue

				* Perform DPYD Testing If Not Already Performed if DPYD PGx results return predicted phenotypes of either intermediate or poor metabolizer, please consult your local PGx pharmacist or submit an IFC Pharmacogenomics e-consult for assistance with therapeutic recommendation; a clinician may proceed without DPYD results if withholding chemotherapy for 2-3 weeks may gravely endanger patient's life; for example, if the disease burden is very high and it involves a large portion of vital organs such as liver, etc.

				** VA Common Hereditary POC panel or Equivalent Germline Test; at minimum the Germline NGS Panel should include BRCA1, BRCA2, TP53, APC, ATM, and the Lynch genes EPCAM2, MLH1, MSH2, MSH6, and PMS2; For genetic online ordering, refer to CCGS page for further details





GI-Biliary Tract

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Biliary Tract		Localized, Resectable Disease		IHC*		MLH1, MSH2, MSH6, PMS2		Local VA or locally contracted vendor		No		Tumor Tissue

						PCR*		Microsatellite instability (MSI) status by PCR		Regional Testing Center (GLA)		Yes		Tumor Tissue and 
Normal Tissue or Blood

				Metastatic or Unresectable Cholangiocarcinoma		Somatic NGS**		CGP using both DNA and RNA based methodology		Tempus		Yes		Tumor Tissue***, Blood

						IHC**		MLH1, MSH2, MSH6, and PMS2		Tempus		Yes (when ordered with CGP)		Tumor Tissue

				Age <50		Germline NGS***		Germline NGS panel		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Personal or Family History of Other Bile Duct Cancers, Multiple Cancers, or Other Lynch-Associated Cancers		Germline NGS***		Germline NGS panel		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Deficient MMR or MSI-H Tumor		Germline NGS***  		If full germline testing not performed, perform Germline Lynch testing if:
1) MSH2 or MSH6 loss by IHC or
2) MLH1 or PMS2 loss by IHC and MLH1 unmethylated or
3) MSI-H without IHC testing and MLH1 unmethylated		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				* Localized, resectable disease needs either IHC or PCR to assess MMR status

				** Metastatic or unresectable disease should perform BOTH IHC and NGS for MMR status

				*** Tissue testing strongly preferred because it is the only method for RNA based testing. Liquid testing is suboptimal but acceptable only if adequate tissue cannot be obtained

				**** Germline testing should include at a minimum BRCA1, BRCA2, BAP1, PALB2, EPCAM (deletion), MLH1, MSH2, MSH6, and PMS2; Alternatively, the VA Common Hereditary POC panel can be performed;  For genetic online ordering, refer to CCGS page for further details





GI-Colon

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Colon Cancer		Stage I-III		IHC*		Mismatch repair (MMR) protein expression by IHC: MLH1, MSH2, MSH6, and PMS2.		Local VA or locally contracted vendor		No		Tumor Tissue

						PCR*		Microsatellite instability (MSI) status by PCR. 		Regional VA Testing Center (GLA)		Yes		Tumor Tissue and 
Normal Tissue or Blood

						IHC		Consider BRAF V600E IHC if MLH1 or PMS2 expression is lost by IHC, or if MSI-H and IHC not performed. Mutated suggests somatic mutation. Unmutated calls for Methylation testing.		Local VA or locally contracted vendor		No		Tumor Tissue

						Molecular Testing		Consider BRAF V600E mutation testing if MLH1 or PMS2 expression is lost by IHC, or if MSI-H and IHC not performed. Mutated suggests somatic mutation. Unmutated calls for Methylation testing.		Local VA or locally contracted vendor		No		Tumor Tissue

						Methylation Testing		MLH1 promoter hypermethylation testing (in the setting of loss of MLH1 or PMS2 expression by IHC). Hypermethylation suggests somatic mutation. Unmethylated calls for Germline Lynch testing.		Local VA or locally contracted vendor		No		Tumor Tissue

						Germline NGS***		If full germline testing not performed, perform Germline Lynch testing if:
1) MSH2 or MSH6 loss by IHC or
2) MLH1 or PMS2 loss by IHC and MLH1 unmethylated or
3) MSI-H without IHC testing AND BRAF unmutated AND MLH1 unmethylated		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Stage IV		Somatic NGS		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue*****, Blood

						IHC		HER2 		Local VA or locally contracted vendor		No		Tumor Tissue

						FISH		Reflex to HER2 FISH if 2+ on IHC		Local VA or locally contracted vendor		No		Tumor Tissue

						IHC**		Mismatch repair (MMR) protein expression by IHC: MLH1, MSH2, MSH6, and PMS2.		Tempus		Yes (When ordered with CGP)		Tumor Tissue

						PCR**		Consider microsatellite instability (MSI) status by PCR if MSI by CGP is not performed or equivocal. 		Regional VA Testing Center (GLA)		Yes		Tumor Tissue and 
Normal Tissue or Blood

						Methylation Testing		MLH1 promoter hypermethylation testing (in the setting of loss of MLH1 or PMS2 expression by IHC). Hypermethylation suggests somatic mutation. Unmethylated calls for Lynch testing.		Local VA or locally contracted vendor		No		Tumor Tissue

						Germline NGS***		If full germline testing not performed, perform Germline Lynch testing if:
1) MSH2 or MSH6 loss by IHC or
2) MLH1 or PMS2 loss by IHC and MLH1 unmethylated or
3) MSI-H without IHC testing AND BRAF unmutated AND MLH1 unmethylated		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Diagnosis Below the Age of 50		Germline NGS****		Full Germline Testing		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Personal and/or Family History of Multiple Polyps, Other Lynch Syndrome or Other Hereditary Cancer Syndrome Associated Cancers, or Pathogenic or Likely Pathogenic Variant in a Gene Associated with Known Hereditary Cancer Syndrome is Present in the Patient or a Family Member		Germline NGS****		Full Germline Testing		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				* For Stage I-III, either MMR or MSI or Both can be performed

				** For Stage IV, Both MMR and MSI should be performed; If MSI cannot be determined by CGP, then MSI by PCR can be performed

				*** Germline Lynch testing should include at minimum the following genes: EPCAM (deletion), MLH1, MSH2, MSH6, PMS2, POLE, and POLD1

				**** VA Common Hereditary POC panel or Equivalent Germline Test; Full Germline testing should include at minimum the following genes: APC; AXIN2; BMPR1A; CHEK2; EPCAM; GALNT12; GREM1; MLH1; MLH3; MSH2; MSH3; MSH6; MUTYH; NTHL1; PMS2; POLD1; POLE; PTEN; RNF43; SMAD4; STK11; and TP53; For genetic online ordering, refer to CCGS page for further details

				*****Tissue preferred, but liquid acceptable if tissue insufficient





GI-Gastric

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Gastric Cancer		Gastric Cancer All Stages		IHC*		Mismatch repair (MMR) genes  (MLH1, MSH2, MSH6, and PMS2).		Local VA or locally contracted vendor		No		Tumor Tissue

						PCR*		Microsatellite instability (MSI) status by PCR. 		Regional Testing Center (GLA)		Yes		Tumor Tissue and 
Normal Tissue or Blood

				Metastatic or Unresectable Gastric Cancer		IHC		HER2 IHC with reflex to FISH if 2+ on IHC		Local VA or locally contracted vendor		No		Tumor Tissue

						FISH		Reflex to HER2 FISH if 2+ on IHC		Local VA or locally contracted vendor		No		Tumor Tissue

						IHC		PD-L1 IHC (clone 22C3 with CPS score)		Local VA or locally contracted vendor		No		Tumor Tissue

				Age <50		Germline NGS**		Full Germline NGS panel		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Personal or Family History of Multiple Polyps or Other Cancers Associated with Hereditary Cancer Syndromes		Germline NGS**		Full Germline NGS panel		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Deficient MMR or MSI-H tumor		Germline NGS***		If full germline testing not performed, perform Germline Lynch testing if:
1) MSH2 or MSH6 loss by IHC; 
2) MLH1 or PMS2 loss by IHC and MLH1 unmethylated; or
3) MSI-H without IHC testing and MLH1 unmethylated		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				* For higher stage disease, perform both MMR and MSI.

				** VA Common Hereditary POC panel or Equivalent Germline Test; Full Germline NGS should include at a minimum APC, ATM, BRCA1, BRCA2, BMPR1A, CDH1, CTNNA1, EPCAM, MLH1, MSH2, MSH6, MUTYH, PALB2, PMS2, POLD1, SMAD4, STK11, and TP53; For genetic online ordering, refer to CCGS page for further details

				*** Germline Lynch testing should include at minimum the following genes: EPCAM (deletion), MLH1, MSH2, MSH6, PMS2, POLE, and POLD1





GI-Hepatocellular

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Hepatocellular Carcinoma 		Hepatocellular Carcinoma 		No molecular testing is currently required for standard prognostication and therapy.















GI-Neuroendocrine

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		GI Neuroendocrine Tumors		Age <50
or
Pancreatic NET
or
Type 2 Gastric NET
or
Multifocal disease		Germline NGS		Germline NGS Panel*		Fulgent		Yes		Blood, Saliva

				Personal cancer history:
Breast cancer
or
Ovarian cancer
or
Colorectal cancer

				Family cancer history:
Neuroendocrine tumor (≥1 relative)
or
Ovarian cancer (≥1 relative)
or
Male breast cancer (≥1 relative)
or
Female breast cancer (≥2 relatives)
or
Colorectal cancer (≥2 relatives)

				Personal or family history (≥1 relative):
Multiple endocrine neoplasia type 1 (MEN1)
or
Tuberous Sclerosis (TS)
or
Neurofibromatosis type 1 (NF1)
or
von Hippel Lindau syndrome (VHL)

				Known pathogenic or likely pathogenic cancer gene variant in the family

				* VA Common Hereditary POC panel or Equivalent Germline Test; at minimum the Germline NGS Panel should include MEN1, CDKN1B, NF1, TSC1, TSC2, BRCA2, CHEK2, MUTYH, VHL; For genetic online ordering, refer to CCGS page for further details





GI-Pancreatic

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Pancreatic Cancer		Any Pathologically Confirmed Diagnosis of Pancreatic Cancer 		Germline NGS*		Germline cancer panel or common hereditary panel (**POC) or referral to CCGS***		Fulgent
Prevention Genetics		Yes  
Yes		Blood, Saliva

						Somatic NGS		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine 		Yes
Yes		Tumor Tissue****, Blood

						IHC		MLH1, MSH2, MSH6, PMS2		Tempus (MMR)		Yes (When ordered with CGP)		Tumor Tissue   

				Family History of Chronic Pancreatitis or Personal History of Chronic Unexplained Pancreatitis		Germline NGS*		Refer to CCGS***		Fulgent
Prevention Genetics		Yes  
Yes		Blood, Saliva

				* VA Common Hereditary POC panel or Equivalent Germline Test; Germline NGS should include at a minimum APC, ATM, BRCA1, BRCA2, CDK4, CDKN2A, EPCAM (deletion), MLH1, MSH2, MSH6, PMS2, PALB2, STK11, and TP53; For genetic online ordering, refer to CCGS page for further details

				** POC: Point of Care (Provider orders Germline genetic test)

				*** CCGS referral testing to include additional genes: SPINK1, PRSS1, CPA1, CTRC, and CFTR

				****Tissue preferred, but liquid acceptable if tissue insufficient

























GI-Rectal

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Rectal Cancer		Rectal Cancer Stage I-III		IHC*		Mismatch repair (MMR) protein expression by IHC: MLH1, MSH2, MSH6, and PMS2.		Local VA or locally contracted vendor		No		Tumor Tissue

						PCR*		Microsatellite instability (MSI) status by PCR. 		Regional VA Testing Center (GLA)		Yes		Tumor Tissue and 
Normal Tissue or Blood

						IHC		Consider BRAF V600E IHC if MLH1 or PMS2 expression is lost by IHC, or if MSI-H and IHC not performed. Mutated suggests somatic mutation. Unmutated calls for Methylation testing.		Local VA or locally contracted vendor		No		Tumor Tissue

						Molecular Testing		Consider BRAF V600E mutation testing if MLH1 or PMS2 expression is lost by IHC, or if MSI-H and IHC not performed. Mutated suggests somatic mutation. Unmutated calls for Methylation testing.		Local VA or locally contracted vendor		No		Tumor Tissue

						Methylation Testing 		MLH1 promoter hypermethylation testing (In the setting of  loss of MLH1 or PMS2 expression by IHC). Hypermethylation suggests somatic mutation. Unmethylated calls for Germline Lynch testing.		Local VA or locally contracted vendor		No		Tumor Tissue

						Germline NGS***		If full germline testing not performed, perform Germline Lynch testing if:
1) MSH2 or MSH6 loss by IHC or
2) MLH1 or PMS2 loss by IHC and MLH1 unmethylated or
3) MSI-H without IHC testing AND BRAF unmutated AND MLH1 unmethylated		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Rectal Cancer Stage IV		Somatic NGS		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue*****, Blood

						IHC		HER2 		Local VA or locally contracted vendor		No		Tumor Tissue

						FISH		Reflex to HER2 FISH if 2+ on IHC		Local VA or locally contracted vendor		No		Tumor Tissue

						IHC**		Mismatch repair (MMR) protein expression by IHC: MLH1, MSH2, MSH6, and PMS2.		Tempus		Yes (When ordered with CGP)		Tumor Tissue

						PCR**		Consider microsatellite instability (MSI) status by PCR if MSI by CGP is not performed or equivocal. 		Regional VA Testing Center (GLA)		Yes		Tumor Tissue and 
Normal Tissue or Blood

						Methylation Testing 		MLH1 promoter hypermethylation testing (In the setting of  loss of MLH1 or PMS2 expression by IHC). Hypermethylation suggests somatic mutation. Unmethylated calls for Lynch testing.		Local VA or locally contracted vendor		No		Tumor Tissue

						Germline NGS***		If full germline testing not performed, perform Germline Lynch testing if:
1) MSH2 or MSH6 loss by IHC or
2) MLH1 or PMS2 loss by IHC and MLH1 unmethylated or
3) MSI-H without IHC testing AND BRAF unmutated AND MLH1 unmethylated		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Rectal Cancer Diagnosis Below the Age of 50		Germline NGS****		Full Germline Testing		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				Personal and/or Family History of Multiple Polyps, Other Lynch Syndrome or Other Hereditary Cancer Syndrome Associated Cancers ), or Pathogenic or Likely Pathogenic Variant in a Gene Associated with Known Hereditary Cancer Syndrome is Present in the Patient or a Family Member		Germline NGS****		Full Germline Testing		Fulgent
Prevention Genetics		Yes
Yes		Saliva, Blood

				* For Stage I-III, either MMR or MSI or Both can be performed

				** For Stage IV, Both MMR and MSI should be performed; If MSI cannot be determined by CGP, then MSI by PCR can be performed

				*** Germline Lynch testing should include at minimum the following genes: EPCAM (deletion), MLH1, MSH2, MSH6, PMS2, POLE, and POLD1

				**** VA Common Hereditary POC panel or Equivalent Germline Test; Full Germline testing should include at minimum the following genes: APC; AXIN2; BMPR1A; CHEK2; EPCAM; GALNT12; GREM1; MLH1; MLH3; MSH2; MSH3; MSH6; MUTYH; NTHL1; PMS2; POLD1; POLE; PTEN; RNF43; SMAD4; STK11; and TP53; For genetic online ordering, refer to CCGS page for further details

				*****Tissue preferred, but liquid acceptable if tissue insufficient























GU-Bladder

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Bladder Cancer		 Stage IVA Muscle Invasive Urothelial Carcinoma/Bladder Cancer, Predominantly Urothelial		Somatic NGS		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine 		Yes
Yes		Tumor Tissue*, Blood

						IHC		PD-L1 expression by IHC using 22C3 antibody (pembrolizumab), SP142 antibody (atezolizumab), 28-8 pharmDx antibody (nivolumab), SP263 antibody (durvalumab)		Tempus
Foundation Medicine 		Yes (When ordered with CGP)
Yes (When ordered with CGP)		Tumor Tissue  

				Stage IVB Metastatic Urothelial Carcinoma/Bladder Cancer 		Somatic NGS		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine 		Yes
Yes		Tumor Tissue*, Blood

						IHC		PD-L1 expression by IHC using 22C3 antibody (pembrolizumab),  SP142 antibody (atezolizumab), 28-8 pharmDx antibody (nivolumab), SP263 antibody (durvalumab)		Tempus
Foundation Medicine 		Yes (When ordered with CGP)
Yes (When ordered with CGP)		Tumor Tissue  

						IHC		HER2		Foundation Medicine 		Yes (When ordered with CGP)		Tumor Tissue  

				* Tissue preferred, but liquid acceptable if tissue insufficient





GU-Kidney

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Kidney
Cancer		Kidney Cancer Stage 1-IV, Relapsed Clear Cell or Surveillance 		No molecular testing is currently required for standard prognostication and therapy.





GU-Prostate

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Prostate Cancer		Very Low, Low, or Intermediate Risk Prostate Cancer with: 
1.) Ashkenazi Jewish Ancestry (non-metastatic, T1 or T2);
2.) Family History of High-Risk Germline Mutations (non-metastatic, T1 or T2); or
3.) Strong Family History of Cancer (non-metastatic, T1 or T2)		Germline NGS*		Germline prostate cancer panel or common hereditary panel (**POC) or referral to CCGS		Fulgent
Prevention Genetics		Yes
Yes		Blood, Saliva

				High risk or Very High Risk Prostate Cancer (non-metastatic, T3 or T4)		Germline NGS*		Germline prostate cancer panel or common hereditary panel (**POC) or referral to CCGS		Fulgent
Prevention Genetics		Yes
Yes		Blood, Saliva

				Regional Risk Prostate Cancer (any T, N1) Non-Metastatic		Germline NGS*		Germline prostate cancer panel or common hereditary panel (**POC) or referral to CCGS		Fulgent
Prevention Genetics		Yes
Yes		Blood, Saliva

						Somatic NGS***		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue****, Blood

						IHC		MLH1, MSH2, MSH6, PMS2		Tempus (MMR) 		Yes (When ordered with CGP)		Tumor Tissue  

				Metastatic Prostate Cancer (any T, any N, M1)		Germline NGS*		Germline prostate cancer panel or common hereditary panel (**POC) or referral to CCGS		Fulgent
Prevention Genetics		Yes
Yes		Blood, Saliva

						Somatic NGS***		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue****, Blood

						IHC		MLH1, MSH2, MSH6, PMS2		Tempus (MMR) 		Yes (When ordered with CGP)		Tumor Tissue

				* Germline NGS test should include at a minimum BRCA1/2, ATM, CHEK2, EPCAM (deletion), HOXB13, MLH1, MSH2, MSH6, PMS2, NBN, TP53

				** POC: Point of Care (Providers ordering Germline genetic test);  For genetic online ordering, refer to CCGS page for further details

				*** Somatic NGS test should include analysis of mutations in homologous recombination repair (HRR) genes

				****Tissue preferred, but liquid acceptable if tissue insufficient









Head and Neck

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Head and Neck Cancer		Oropharyngeal, Localized		IHC		P16 IHC (for HPV status)		Local VA or locally contracted vendor		No		Tumor Tissue

				Nasopharyngeal Carcinoma, Localized		In-situ hybridization (ISH)		ISH for EBV-encoded RNA (EBER)		Local VA or locally contracted vendor		No		Tumor Tissue

						IHC		IHC for LMP1		Local VA or locally contracted vendor		No		Tumor Tissue

				Unknown Primary, Localized		In-situ hybridization (ISH)		ISH for EBV-encoded RNA (EBER)		Local VA or locally contracted vendor		No		Tumor Tissue

						IHC		IHC for LMP1		Local VA or locally contracted vendor		No		Tumor Tissue

						IHC		P16 IHC (for HPV status)		Local VA or locally contracted vendor		No		Tumor Tissue

				Any Metastatic or Recurrent		IHC		PD-L1 clone 22C3 with CPS		Local VA or locally contracted vendor		No		Tumor Tissue

















Lung

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Lung		Stage IIA and Higher NSCLC		IHC		PD-L1 expression by IHC using 22C3 antibody                  		Tempus
Foundation Medicine    Local Vendor		Yes (when ordered with CGP)
Yes (when ordered with CGP)
No		Tumor Tissue

				Stage IIA and Higher NSCLC Non-Squamous		Somatic NGS*		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue, Blood

				Stage IV Squamous Never/Light Smoker, Mixed Histology, or Small Specimen Size		Somatic NGS*		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue, Blood

				* Comprehensive genomic testing in lung cancer must adequately cover point mutations, small insertion/deletion mutations, amplifications, and fusion oncogenes. At minimum, testing should include gene coverage of EGFR, ALK, ROS1, RET, MET, BRAF, KRAS, NTRK1, NTRK2, NTRK3, ERBB2, STK11, KEAP1, SMARCA4, TP53, and NRG1. It is also recommended that tumor mutational burden (TMB) is evaluated. Both DNA and RNA NGS testing is recommended (i.e. utilize panel that has both DNA and RNA).

				** Tissue testing strongly preferred because it is the only method for RNA based testing. Liquid testing is suboptimal but acceptable only if adequate tissue cannot be obtained.

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Mesothelioma		Mesothelioma		No molecular testing is currently required for standard prognostication and therapy.

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Lung Carcinoids		Lung Carcinoids		No molecular testing is currently required for standard prognostication and therapy.





Melanoma

		     		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Melanoma		Cutaneous Melanoma		Molecular Testing		BRAF V600E/K PCR 		Local VA or locally contracted vendor		No		Tumor Tissue, Blood

						IHC		BRAF V600E mutation		Local VA or locally contracted vendor		No		Tumor Tissue  

				Mucosal Melanoma		Molecular Testing		BRAF V600E/K PCR
KIT PCR		Local VA or locally contracted vendor		No		Tumor Tissue, Blood

						IHC		BRAF V600E mutation		Local VA or locally contracted vendor		No		Tumor Tissue  

				Ocular (Uveal) Melanoma		Gene Expression Profiling*		Gene expression profiling for risk stratification		Local VA or locally contracted vendor		No		Blood

						Chromosomal Micro Array*		Chromosomal micro array for risk stratification		Local VA or locally contracted vendor		No		Blood, Saliva

						Somatic NGS*		CGP using both DNA and RNA based methodology for risk stratification including GNAQ, GNA11, BAP1, PLCB4, CYSLTR2, SF3B1, EIF1AX		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue, Blood

						Genotyping 		High resolution testing for HLA-A*02:01 for recurrent metastatic uveal melanoma only		Local VA or locally contracted vendor		No		Blood, Saliva

				Acral/Lentiginous Melanoma		Molecular Testing		BRAF V600E/K PCR
KIT PCR		Local VA or locally contracted vendor		No		Tumor Tissue, Blood

						IHC		BRAF V600E mutation		Local VA or locally contracted vendor		No		Tumor Tissue  

				* Risk stratification for Ocular melanoma could be done either by gene expression profiling, chromosomal micro array or CGP









Merkel Cell

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Merkel Cell Carcinoma		Merkel Cell Carcinoma		No molecular testing is currently required for standard prognostication and therapy.





Salivary Gland

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Salivary Gland Cancer		Recurrent or Metastatic Salivary Gland Cancer		Somatic NGS*		CGP using both DNA and RNA based methodology		Tempus
Foundation Medicine		Yes
Yes		Tumor Tissue**, Blood

						IHC 		AR
HER2 (for trastuzumab deruxtecan indication)		Local VA or locally contracted vendor
Foundation Medicine (When ordered with CGP)		No
Yes		Tumor Tissue  

						FISH		HER2 FISH if IHC is 2+ (for trastuzumab alone)		Local VA or locally contracted vendor		No		Tumor Tissue

				* Somatic NGS should include TMB and MSI and adequately cover NTRK fusions

				** Tissue testing strongly preferred because it is the only method for RNA based testing. Liquid testing is suboptimal but acceptable only if adequate tissue cannot be obtained











Soft Tissue Sarcoma

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Soft Tissue Sarcoma		Soft Tissue Sarcoma Other Than GIST		Somatic NGS		 DNA and RNA-based Comprehensive genomic profiling (CGP)		Tempus
Foundation Medicine (F1CDx+F1RNA )		Yes
Yes		Tumor Tissue





Uterine

		Indication		Eligibility		Test Category		Test Type		Recommended Vendors		NPOP Coverage		Specimen Type

		Uterine Carcinoma		Uterine Carcinoma All Stages,
All Histologies		IHC		MLH1, MSH2, MSH6, PMS2		Local VA or locally contracted vendor		No		Tumor Tissue

						IHC		TP53		Local VA or locally contracted vendor		No		Tumor Tissue

						IHC		ER, PR		Local VA or locally contracted vendor		No		Tumor Tissue

						PCR		Microsatellite instability (MSI) status by PCR*		Regional Testing Center (GLA)		Yes		Tumor Tissue AND
Normal Tissue or Blood

						Methylation Testing		MLH1 promoter hypermethylation testing (in the setting of loss of MLH1 or PMS2 expression by IHC). Hypermethylation suggests somatic mutation. Unmethylated calls for Germline Lynch testing.		Local VA or locally contracted vendor		No		Tumor Tissue

				Stage III/IV or Recurrent Carcinoma (any previous stage)		IHC		HER2 IHC with reflex to FISH if 2+ on IHC		Local VA or locally contracted vendor		No		Tumor Tissue

						FISH		HER2 FISH if 2+ on IHC		Local VA or locally contracted vendor		No		Tumor Tissue

						Somatic NGS		Comprehensive genomic profiling (CGP)		Tempus
Foundation		Yes
Yes		Tumor Tissue, Blood

				Any stage or histology,
MMR-deficient or MSI-H		Germline NGS		Germline Lynch NGS Panel*
If full germline testing not performed, perform Germline Lynch testing if:
1) MSH2 or MSH6 loss by IHC;
2) MLH1 or PMS2 loss by IHC and MLH1 unmethylated; or
3) MSI-H without IHC testing and MLH1 unmethylated		Fulgent Genetics		Yes		Blood, Saliva

				Age < 50 or 
Personal or Family History of Other Cancers		Germline NGS		Germline NGS panel for Uterine cancers**		Fulgent Genetics		Yes		Blood, Saliva

				* For Uterine cancers, mismatch repair proficiency/deficiency is best determined by IHC; PCR can detect microsatellite instability (MSI-H), but a normal result (MSS or MSI-L) should always be confirmed by IHC

				** Germline Lynch NGS panel should include at minimum the following genes: EPCAM (deletion), MLH1, MSH2, MSH6, and PMS2

				*** VA Common Hereditary POC panel or Equivalent Germline Test; Full Germline NGS panel for uterine cancers should include at minimum the following genes: EPCAM (deletion), MLH1, MSH2, MSH6, PMS2, PTEN, POLD1, POLE, and BRCA1/2; For genetic online ordering, refer to CCGS page for further details
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