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EE*&;&“%H*’ENB&'E;F{E Detection, Prevention, and Risk Reduction

Males Females NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) are posted with the latest
Prostate 288,300 29% Breast 297,790 31% update date and version number.
0, 0,
Lung & bronchus 117,550 12% Lung & bronchus 120,790 13% Breast Cancer Risk Reduction Genetic/Familial High-Risk Assessment:
Colon & rectum 81,860 8% Colon & rectum 71,160 8% Wersion: 2.2024 Colorectal
. Version: 2.2023
Melanoma of the skin 58,120 6% Melanoma of the skin 39,490 4% version: 2.2024 Lung Cancer Screening
Q ‘ : Version: 2.2024
Kidney & renal pelvis 52,360 5% Non-Hodgkin fymphoma 35,670 4% Colorectal Cancer Screening
Non-Hodgkin lymphoma 44,880 4% Thyroid 31,180 3% Version: 1.2024 Prostate Cancer Early Detection
' ?
: version: 2.2024
Oral cavity &pharynx 39,290 4% Pancreas 30,920 3% Genetic/Familial High-Risk Assessment:
: - ‘ Breast, Ovarian, and Pancreatic
0 0 N .
Leukemia 35,670 4% Kidney & renal pelvis 29,440 3% Verion: 5 2008 https://www.nccn.org/
Panc : 9 kemi 4 04
SRS 33,130 3% Leukemia 23,940 3% Gene Breast Cancer Risk and Management Epithelial Ovarian Cancer Risk and | Pancreatic Cancer Risk and Managemnent“"'22 and
All Sites 1,010,310 100% All Sites 948,000100% — M) e Other Cancer Risks
+ Absolute risk: >60%°:22-29 * Absolute risk: 39%—580,32 Pancreatic cancer
700 — : i * Management: See BRCA Pathogenic Variant- * Management: See BRCA Pathogenic « Absolute risk: <5%31
Male incidence Positive Management Variant-Positive Management + Management: Screen P/LP variant carriers with a
T » Strength of evidence of association with » Strength of evidence of association family history of pancreatic cancer, see PANC-A.
cancer: Very strong (with predisposition to with cancer: Very strong * Strength of evidence of association with cancer:
600 — triple-negative disease) Strong
BRCAT
[ T Male breast cancer Prostate cancer a4
K=] Male & female incidence « Absolute risk: 0.2%—1.2% by age 70 y30.31 » Absolute risk: 7%—26%
© 500 — * Strength of evidence of association with * Management: See BRCA Pathogenic Variant-Positive
= cancer: Strong Management
8- ] Comment: See GENE-B for reproductive implications/ recessive disease.
- ’ : 52125 = 33 -
o 400 — T * Absolute risk: >60%" * Absolute risk: 13%—29% Pancreatic cancer
= Female incidence * Management: See BRCA Pathogenic Varant- +* Management: See BRCA Pathogenic + Absolute risk: 5%—10%31
g = Positive Management Variant-Positive Management * Management: Screen P/LP variant carriers with a
o * Strength of evidence of association with » Strength of evidence of association family history of pancreatic cancer, see PANC-A.
: 300 — Male mortality cancer: Very strong with cancer: Very strong * Strength of evidence of association with cancer:
(<7 \ery strong
% S =k Male breast cancer
= Male & female mortality BRCA2 | *Absolute risk: 1.8%-7.1% by age 70 y*0:31.32 EELEIE o
o 200 —}— - * Strength of evidence of association with * Absolute risk: 19%—61%"™ _
Female mortality cancer: Strong * Management: See BRCA Pathogenic Variant-Positive
i ' Management
100 - Melanoma
+ See BRCA Pathogenic Variant-Positive Management
N CA Cancer J Clin 2023'73(1)'17'48 Comment: See GENE-B for reproductive implications/ recessive disease.
. ) .
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+ Cigarette smoking history®

> 2508

+ Radon exposure® High risk!m
> D . 2 94 + Occupational e;(posu ref Age 250 y (category 1)
—_— & W, _ = - = Cancer history o and
> IE E. = + Family history of lung cancer in first-degree + 220 pack-year history
relatives of smoking cigarettes
+ Disease history (chronic obstructive pulmonary (category 1)
disease [COPD] or pulmonary fibrosis)
> (1) [&m + Cigarette smoking exposureh (second-hand
smoke)

« Symptoms of lung cancer (see NCCN Guidelines
for Non-Small Cell Lung Cancer)
« Previous lung cancer (see Surveillance in the

v B LR E24004F 3 (B0 R4, BUER Rl <154 Funcionlsati ey omeriy et
- QBEFERBEPLRELCUER. . 8. SSENE)

> () BIBEEIEMIAN . BT RATREEA AR EE Carcor scaorg.armrisk.
>

>

e A * Risk calculator to enhance determination of risk
| § 5 .&m eﬂ: status’i
\/ 2400$i (&2 O@;ﬂs) y )m - # —n n Patients not eligible for lung cancer screening: \

Low risk

+ Age <50 y and/or

+ <20 pack-year history
of smoking cigarettes

of Surgery in the NCCN Guidelines for Non-Small
Cell Lung Cancer)

AHEAREEEEMEREEREY S S —BEERETE prediction/risk-calculators/?
(5) BN B R/E BB TEMEU RSB RERER
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— ‘
u [= | https://www.cancer.gov/publications/pdg/information-
—' \ summaries/genetics/overview-hp-pdg#_123

Gastric Cancer, Diffuse and Lobular Breast Cancer Peutz—Jeghers Syndrome (Genetics of Colorectal Cancer;
(Genetics of Breast and Gynecologic Cancers) Genetics of Breast and Gynecologic Cancers)

Basal Cell Nevus Syndrome, Gorlin Syndrome, Gorlin-Goltz
Syndrome, or Nevoid Basal Cell Carcinoma Syndrome
(Genetics of Skin Cancer)

Hyperparathyroidism, Familial (Genetics of Endocrine |Polyposis, Familial Adenomatous and Attenuated Familial

Birt-Hogg-Dubé Syndrome (Birt-Hogg-Dubeé Syndrome) and Neuroendocrine Neoplasias) Adenomatous Polyposis (Genetics of Colorectal Cancer)

Li-Fraumeni Syndrome (Genetics of Breast and

. Polyposis, Familial Juvenile (Genetics of Colorectal Cancer)
Gynecologic Cancers)

Bloom Syndrome (Genetics of Skin Cancer)

Breast/Gynecologic ancers, Hereditary (Genetics of Medullgry Thyroid Cancer,.Famlllal (Qenetlcs of Polyposis, Hereditary Mixed (Genetics of Colorectal Cancer)
Breast and Gynecologic Cancers) Endocrine and Neuroendocrine Neoplasias)
Brooke—Spiegler Syndrome (Genetics of Skin Cancer) Melanoma, Hereditary (Genetics of Skin Cancer) Polyposis, MUTYH-Associated (Genetics of Colorectal Cancer)

Carney—Stratakis Syndrome (Genetics of Endocrine and

. ) Muir-Torre Syndrome (Genetics of Skin Cancer) Polyposis, Serrated (Genetics of Colorectal Cancer)
Neuroendocrine Neoplasias)

Colon Cancer, Hereditary Nonpolyposis or Lynch Syndrome Multiple Endocrine Neoplasia Type 1 (Genetics of Prostate Cancer, Hereditary (Genetics of Prostate Cancer)

(Genetics of Colorectal Cancer) Endocrine and Neuroendocrine Neoplasias)

Cowden Syndrome and PTEN Hamartoma Tumor Syndromes Multiple Endocrine Neoplasia Type 2A, 2B (Sipple Renal Cell Cancer, Hereditary with Uterine Leiomyomas
(Genetics of Breast and Gynecologic Cancers; Genetics of Syndrome) (Genetics of Endocrine and Neuroendocrine (Hereditary Leiomyomatosis and Renal Cell Cancer; Genetics
Colorectal Cancer; Genetics of Skin Cancer) Neoplasias) of Skin Cancer)

Dyskeratosis Congenita (Zinsser—Cole—Engman Syndrome) Multiple Familial Trichoepithelioma (Genetics of Skin Renal Cell Cancer, Hereditary Papillary (Hereditary
(Genetics of Skin Cancer) Cancer) Papillary Renal Carcinoma)

Epidermodysplasia Verruciformis (Genetics of Skin Cancer) Oculocutaneous Albinism (Genetics of Skin Cancer) Rothmund-Thomson Syndrome (Genetics of Skin Cancer)
Epidermolysis Bullosa (Genetics of Skin Cancer) 0ligopolyposis (Genetics of Colorectal Cancer) Von Hippel-Lindau Disease (Von Hippel-Lindau Disease)

Paraganglioma, Hereditary (Genetics of Endocrine and

. . Werner Syndrome (Genetics of Skin Cancer)
Neuroendocrine Neoplasias)

Familial Cylindromatosis (Genetics of Skin Cancer)

Fanconi Anemia (Genetics of Skin Cancer; Genetics of Pheochromocytoma, Hereditary (Genetics of Endocrine

. . . Xeroderma Pigmentosum (Genetics of Skin Cancer
Breast and Gynecologic Cancers) and Neuroendocrine Neoplasias) & ( )
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»Patient meets the Amsterdam ||
criteria or the revised Bethesda
guidelines. MSI testing or IHC for the
causative gene products in the
tumor tissue to confirm MSI-H or the
bsence of mismatch repair proteins
»Presence of synchronous or
metachronous colorectal cancer or
other LS-related tumor regardless of
age

»Colorectal cancer in an individual
under 60 years of age exhibiting
tumor-infiltrating lymphocytes
»Colorectal cancer at any age, plus
colorectal cancer or LS related
tumor diagnosed before the age of
50 in at least one first-degree
relative

» Colorectal cancer at any age, plus
colorectal cancer or LS related
tumor diagnosed at any age in two
or more first-degree or second-
degree relatives

Universal screening for MMR deficiency for all CRC or endometrial tumors, regardless of age at diagnosis*

Revised Bethesda criteria

=Colorectal cancer diagnosed in an individual younger than 50 years of age
=sSynchronous, or metachronous, colorectal, or other HNPCC-associated tumors, regardless of age
"Colorectal cancer diagnosed in one or more first-degree relatives with a Lynch-related tumor, with one cancer diagnosed < 50 yrs
sColorectal cancer diagnosed in two or more first- or second-degree relatives of any age

“‘See NCCN Guidelines Lynch Syndrome

See Figure 2 Workflow for Lynch Multi-Gene NGS Panel and Results Interpretation

¥

Microsatellite instability or immunohistochemical analysis (MLH1, MSH2, MSH6, PMS2)

! | ! |
MSS or MSI-L | ression MSI-H or loss of MSI-H or loss of expression
No loss of proteins on IHC lo — pr MLH1 expression of of MSH2 or MSH6 only or
> — H(J HC PMS2 only based MSH2/MSHé6
1 on IHC based on IHC
Probably not Lynch Test for A wylation 1
syndrome and/¢ > = }'\A riant
i Test for MSH2 and/or MSH6 gene variants
! I 1 3 Y
Hyper-methylation Hypermeth > /ﬁ ﬁﬁ nethylation Negative Variant detected
of MLH1 and BRAF of MLH1 and BRAF ¥ ¥
variant detected BRAF vari ant not Test for EPCAM Lynch syndrome
detect Y ected deletion Test at-risk family
4 4 > J i & } v 1 \ members
CRC due to Hypermethylation Test for . .
MMR absent in normal . MLH1 and/or Variant detected Variant not
defect not tissue > 1; j: PMS2 gene l dete_c ted
likely - CRC not due to /‘]-\‘ variants ‘ L]
MMR defect Lynch Lynch syndrome
/ 1 Tsvndromr--*k with unidentified
est at-ris i
Negative MLH1 or family variant
- Lynch syndrome PMS2 - members
Genet Med. 2021;23(10):1807-1817 with unidentified variant
variant detected

R
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Multiple gene NGS panel
for SNV/CNV

detection + Sanger
sequencing for PMS2

Reflex

MR LGRS IEEXAS SR

MLPA for the del/dup
if not tested by NGS
or CNV not detected
by NGS

h 4

No variant detected

Y

Pathogenic/or
Likely pathogenic
variant detected

-

N,

Variant of uncertain
significance-detected

Negative

Clinical follow up

Genet Med. 2021;23(10):1807-1817

Offer testing to
family members

Testing additional
family members
for segregation
study

Consider
RNA study
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CLINICALPRESENTATION HISTOLOGIC BIOMARKER TESTING™™ @‘QEZ;BEQ:

SUBTYPE® ’
*» Molecular testing, including:
+ Adenocarcinoma » EGFR mutation (category 1), ALK (category 1),
» Large cell KRAS, ROS1, BRAF, NTRK1/2/3, METex14 Testing
« Establish histologic * NSCLC not —=| skipping, RET, ERBB2 (HER2) — |Results
subtype® with otherwise » Testing should be conducted as part of broad (NSCL-19)
adequate tissue for specified (NOS) molecular profiling™
molecular testing | *» PD-L1 testing (category 1)
(consider rebiopsy
;::Ivanced or plasma testing if g, il
o stastatic g;pgmréaézlssatmn JE) PR S HEEETT A E EE
disease counseling
* Integrate palliative « Consider molecular testing, including:©°
care® (NCCN » EGFR mutation, ALK, KRAS, ROS1, BRAF,
Guidelines for S I NTRK1/2/3, METex14 skipping, RET, Testing
Palliative Care) quamouscell | ERBB2(HER2) | » |Results
carcinoma » Testing should be conducted as part of (NSCL-19)
broad molecular profiling™
*» PD-L1 testing (category 1)

HiEZ: NGS. RNAbased NGS. Sangerill/5. IHC.

FISH. SMAP. SnaPshot. PCR, MassARRAY .ES&L";@LEMWE NCCN Guidelines Version 2.2023
N

ey | ATCET Non-Small Cell Lung Cancer
etwork




MOLECULAR AND BEIOMARKER-DIRECTED THERAP
EGFRExon 19 Deletion or Exon 21 L858R

* First-line thnerﬂ[;rl_.r
v Afatinib1
v Erlotinib?
+ Dacomitinib®
» Gefitinib®®
» Osimertinib®
» Erlotinib + ramucirumab’

» Erlotinib + bevacizumab® (nonsquamous)?

* Subsequent therapy
» Osimertinib®

EGFR S768I, LBE1Q. and/or G719X

* First-line thleral:n_.r
» Afatinib1.10
» Erlotinib?
» Dacomitinib3
» Gefitinib*®
» Osimertinib®11
* Subsequent therapy
» Osimertinib®

* Subsequent therap
» Amiva nt:aln'laI:n-vu'InIl]':.lur'2
» Mobocertinib13

KRAS G12C Mutation
« Subseauent theraowv

ALK Rearrangement
* First-line mera7py

v Alectinib1®
J Engatlnlh
» Ceritinib1?
» Crizotinib16.20
» Lorlatinib?!
* Subse era
b Alect?:ljl E i
» Bngatlnlb
v Ceritinib2®
» Lorlatinib2®

ROS1 Rearrangement

ANEIRER AR

* First-line merapy
¥ Ceritinib?7,28
2 anutmlbzg
+ Entrectinib3?
» Subsequent merapy
» Lorlatinib®!
» Entrectinib®®

* First-line therapy

+ Dabrafenib/trametinib32

» Dabrafenib®?
¥ Vemurafenib
* Subsequent therapy

+ Dabrafenib/trametinib3334

HIEIT TS

RN ImpRiZ2IT iR (NCCN V2.2023)

NSLCEERiaTT 522l

BRAF V600E & BRAF V600E/D/K

BRAF VE00E Mutations
BRAF (v-Raf murine sarcoma viral oncoaene homoloa Bl is a

ser .
the [B— 2SR 928 7 AH [FYE T 7 &
adEHDCBFCIanE; LIS INe most Commaon or ine SAArF point mutauons
whertonsidered acrosSatfumor types.’®0243 Rare BRAF mutations
ificlude p.\VVE0OK, p.V600D, any other mutations. Patients with BRAF
PN/600E mutations typically sither currently or previously smoked
cigareftes» as-those with EGFR mutations or ALK rearrangements
typically have never smoked.?** Mutations in BRAF typically do not overlap
with EGFR mutations, METex14 skipping mutations, RET rearrangements,
ALK rearrangements, or ROS 1 rearrangements.’®%1°1 Testing for BRAF
mutations is recommended in patients with metastatic nonsquamous
NSCLC. Testing may be considered in patients with metastatic NSCLC
squamous cell carcinoma because BRAF mutations also occur in
squamous cell NSCLC, although at a lower rate than nonsquamous
NSCLC.139.140.190.191 Regl-time PCR, Sanger sequencing, and NGS are the
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)48 BR Ras H-ras N-ras K-ras HALFE R M
Lonafarnib (SCH66336) FHH+ +H+ - Durability of clinical benefit and progression-free survival
BI-3406 ++ ‘ i REMTARESFME
Kobe2602 + g § =
BAY-293 ++ i3 4 I
._;-E’ é e ]
KRpep-2d et é% 4 g E E% .
& . * Prepesin : :
KRAS& KRAS/HRAS/NRAS S .
Zoledronic acid (ZOL 446) S H & B B | MmberotPaensaRec oo
Months 59 56 51 39 32 25231816 9 7 4 3 3 1 0
MCP110 \/ Raf-1 Confirmed PR, n = 19 Patients with SD, n = 33
_ . Duration of response* Duration of stable disease® Median PFS: 6.3 ("ange 0.0+ to 14.9) months
MRTX-1257 w/ KRAS dependent ERK phosphorylation  desmarus  dematso e R o 6.3
Oncrasin-1 \/ RNA polymerase Il,PKCI {010 roporsirs 8 b repes®) e .
KY1220 \/ Wnt/B-catenin e
Antineoplaston A10 V EREMI ™
K-Ras-IN-1 - Response to sotorasib

Sotorasib (AMG510) racemate
Adagrasib (MRTX849)

\

— - — \J
=] L El—78:
}\ 960 mg All patients . )
- - = Tumor shrinkage of any magnitude

(n=34) (N = 59)

a2

from baseline was observed in 42
Best Overall Response per )
. I tigators’ Ass nt, n (%) patients (71.2%) at the first week 6

Sotorasib (AMG510) v nveéo:ﬁan::: Pamgﬁf%;:;;minge 12(35.3) | 19(322) assessment

; Stable Disease 19(55.9) | 33(55.9) _
ARS-1620 v Progressive Disease 51518 | 2(5.9) 5(@85) | =Atthe 960 mgdose (n =34),

. i ’\/ . Not Evaluable 1 (2_9) 1 (1‘7) confirmed ORR was 35.3% and
Fendiline hydrochloride L-type calcium channel Not Dona* 0(0.0) 1(1.7) DCR was 91.2%

. . Confirmed Objective Response 353 322 > 060 d identified
Zoledronic acid monohydrate \ Rho Ratet, % (95% Cl) j&§7 [ & (19.8,53.5) | (20.6, 45.6) the p";is;’ﬁed";:.i ilniTscT_caS
Kobe0065 V Disease Gonirg) Rate, % (25% CI) (76?31.58.1) (77.?.15;5.1)

BQU57 \
SallraSIb ’\/ PPMTaSe Data cutoff: June 1, 2020. "Palient wilhdrew consent before lumaor assesament "Confimed complete of parkial response  *Confimed Compiete of pAMES fesponse. of Stabie Giiedse
Detarast o PDES T T L 00 s . st e s e
K-Ras(G12C) inhibitor 9 N Clin Cancer Res. 2020;26(22):5962-5973
K-Ras(G12C) inhibitor 6 N Clin Cancer Res. 2020;26(7):1633-1643
K-Ras(G12C) inhibitor 12 N leck N Engl J Med. 2020;383(13):1207-1217
-Ras inhibitor www.selleck.cn ,
5105 ¥ K> dARBR (B M e A LR ER

RENMIN HOSPITAL OF WUHAN UNIVERSITY HUBEI GENERAL HOSPITAL



I
|
CNAS-CL02:2023 EF LIS EREFFE/IA L /HEN
FHETS
FREF RS RIS 0 R0 E AR, B A
R k.
TR, SO0 RIS S P T, L
> R IR YRS L, RIS IV I OE B
RIREE, BLE R
> R AR REHL (L N
> LS 5 R Y 7 2R
> BRI TSP TARHROR R L, SR R T B AR AE DA T

A+ LAAER

NNNNNNNNNNNNNNNNNNNNNNNNNNNNNNN

:l fhle A L % %R

%o HUBEI GENERAL HOSPITAL



" -

f' | stage

NSCLC <

Y stage —>

> BRRIEARRES
> FEARREGRE
> IR
> A ERIER

NSCLCHSHEEST SlnR 3 Fi2kn

regular follow-up after complete tumor resection is

LS not recommended for adjuvant chemotherapy
conventional adjuvant chemotherapy is not e
recommended as a high-risk factor after complete R LIS
tumor resection Al
IB stage
adjuvant TKI Osimertinib therapy test for EGFR searching for a
is a consideration for NSCLC mutations new gene and
its variation
specific kits for | -
tissue CEninymgltang et If the curative
DNA/RNA >FFPE tissue genes and their target effect is poor
IETEER derived from (resection/biopsy) variations for therapy poos
therapy - recurrence or
tumor cells >cell blocks targeted drug circle drug resistance
selected may occur
peripheral blood NGS monitoring curative iourid b
plasma/ctDNA (liquid biopsy) effect, drug%esistance, e (liquid biopsy)
specific kits for and recurrence
plasma specific kits for
plasma
DNA/RNA identifying target
standard from ioheral blood qPCﬁ. genes variations for
chemotherapy peripheral peripheral bloo gene chip chemotherapy drug

Sanger sequence
blood cells g q

selected
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E __
HCV RNAEZIENAYEK

RERSRSEEEICNEGIR (PCRISHREHZ)

z = | == 2=k - . DI R
A BT R JmE AR RN E =57, BEEREA DEHERE
> =
BEAREERESEN. prrsem
IR 251U /mL
2.1 BRI G & B IR <. _ :
BEPEAEGEL B/ EREE R RTHERBE LKL, AEEE 50-1.0x108 1U/mL
B B 95%FH A H R 09 FACTFE Yy B IR 2D A E E=ERE 1 6RERER

FERS % BRI RAEBIEE Y54 %
X HCV B k4 (T HUm B 1077 BOR A DUE M EE, LT
BB B 7 B b B R 100 46 R 5 A TR DL EERES NMPA
KER, REREETAETRHE, #5K (520 40 0

AR RirSES SEERIT 18
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EASL recommendations on treatment of hepatitis C:
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Diagnosis and Monitoring of Hepatic Injury. .

Performance Characteristics of Laboratory Tests

Clin Chem. 2000:46(12):2027-49

EDTA and sodium citrate plasma are preferred specimens for HCV RNA
tests. Heparinized plasma is inhibitory for many nucleic acid amplification
assays, and serum specimens provide suboptimal stability unless serum
IS frozen soon after specimen collection. HCV RNA is very susceptible to

degradation by the high activities of RNase present in blood; therefore,
serum specimens for HCV RNA should be centrifuged as soon as possible

after clot formation. If centrifugation is performed immediately,<10% of

HCV RNA is lost even if the plasma or serum is not separated from the

formed elements for up to 6h.

Quantitative detection of hepatitis C virus RNA with a
solid-phase signal amplification method: definition of
optimal conditions for specimen collection and clinical
application in interferon-treated patients
Hepatology. 1994;19(6):1337-41
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TABLE 1. Percentage loss of HCV RNA as measured with the bDNA assay, related to conditions of serum preparation

Blood processing 0 hr 1 hr 2 hr 4 hr 6 hr 12 hr 24 hr
Unspun 0% 3.4% 2.2% 14.2% 31.8% ND 49.4%
Immediately separated: RT 0% ND 4.1% ND ND 16.6% ND
Immediately separated: 4° C 0% ND 6.9% ND ND 6.0% ND
Spun, left on clot: RT 0% 9.5% 1.7% 10% 4.8% ND 15.5%
Spun, left on clot: 4° C 0% 4.4% 5.2% 5.9% 8.3% ND 0%
Spun, SST: RT 0% 3.1% 2.9% 0% 2.0% ND 6.6%
Spun, SST: 4° C 0% 1.2% 0% 0%
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J Clin Oncol. 2018;36(16):1631-1641
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— 'Y 32 . gﬁ?&i‘henswe NCCN Guidelines Version 2.2023
*’]‘$Eg]%;=l= NCCN i Non-Small Cell Lung Cancer

If repeat biopsy is not feasible, plasma biopsy testing should be considered

Formalin-fixed paraffin-embedded (FFPE) material is suitable for most molecular analyses, except bone biopsies that were previously treated
with acid decalcifying solutions. Non-acid decalcification approaches may be successful for subsequent molecular testing. While many
molecular pathology laboratories currently also accept cytopathology specimens such as cell blocks, direct smears, or touch preparations,
laboratories that do not currently do so are strongly encouraged to identify approaches to testing on non-FFPE cytopathology 5pecimen5.|

"Plasma Cell-Free/Circulating Tumor DNA Testing: Z:: ﬁ%g 'ﬁgﬂé/n\ﬁﬁ
» Cell-free/circulating tumor DNA testing should not be used in lieu of a tissue diagnosis.
» Some laboratories offer testing for molecular alterations examining nucleic acids in peripheral circulation, most commonly in processed
plasma (sometimes referred to as ‘liquid bmpsy ).
» Studies have demonstrated cell-free fiiig it daaadally have very high specificity, but significantly compromised sensitivity,
with up to 30% false-negative rate. ﬁﬁﬂ fi&TﬁSO%
» Standards for analytical performance®en® tumor DNA have not been established. and in contrast to tissue-based
testing, no guidelines exist regarding the recnmmended performance characteristics ‘ﬁ ﬁiiﬁﬁ E(J % 'ﬁ:
» Cell-free tumor DNA testing can identify alterations that are unrelated to a lesion of in > N 5iS of

indeterminate potential (CHIP). A. PEEHRERE
» The use of cell-free/circulating tumor DNA testing can be considered in specific clinic 3 —
¢ If a patient is medically unfit for invasive tissue sampling B. éﬂﬁ;{fﬁ 1@1?2!:%71‘/38‘]

¢ In the initial diagnostic setting, if following pathologic confirmation of a NSCLC dia¢ e R LA I
analysis, cell-free/circulating tumor DNA should be used only if follow-up tissue-bas C. P)@ﬁ?ﬁlﬁ% Ilﬁ{lj‘l’l
oncogenic driver is not identified"

molecular
in which an

Plasma-based testing should be considered at progression g e a¥al
If plasma-based testing is negative, tissue-based testing wi /&ﬁih‘jiﬁﬂ @HT )SQZ%};_% é,ﬂoh*zli ed.

Practitioners may want to consider scheduling the biopsy ¢ et AL e NCEEAY rwN )l o) a2
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Variant Type

Karyotype
Chromosomal
Microarray

Gene Panels
Exome Sequencing
Virtual Panels
Low-Pass Genome

Sequencing

Genome
Sequencing

Mate-Pair
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Optical Mapping

Long-Read
Sequencing

Copy Number

Variants (CNVs)
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. Molecular Pathology checklist(2022)
Lisaid8 - Confirmatory methods could include PCR,
_ BBt alternative sequencing methods, culture, or

T8k other methods
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