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JleyeHne NHeBMOHUN KPOBOIYyCKaHNeEM

N=77 'pynna KoHTponb
KpOBOMNYCKaHU
A

CMepTHOCTb 44% 25% -19%

BbiBOA: KpOBOMYCKaHWE oka3aloCcb MeHee
(PP eKTUBHbIM METO JIeYeHUS
NMHEBMOHUWN, YEM OXXNOANOCb.
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Kak gokasaTb, YTO BMeLlaTenscTBO A nydlle
BMellaTenbscTBa B nnu otcyTceuaA

BMellaTenbcTBa?
* 3 Luenu B MmegnuunHe:

* BblneunTb (cure) (4acTtota nsneyvyeHnsa / CMepTHOCTD);

* [lpoanunTb XXN3Hb (treatment) (cpeaHAaAa NPOAOIMKNTENBHOCTb
KN3HWN);

'yJ'Iy‘-ILLII/ITb KayeCTBO KNU3HU (LLIKaJ'IbI OUEeHKN KadeCTBa >I<I/I3HI/I)
* bornb;
* CnabocTb
 ToWwHOTA, PBOTa;
 PyHaHCcOBAaA TOKCUYHOCTb;
« HeobxoamumocTb nponyckatb paboTy;
* Bpems, noTpayeHHOe Ha nevyeHune;



OHKONOrng: Ka4yecTBO XN3HM B OOMeHa Ha
NPOOOITKNTENBbHOCTb XXNU3HN?

e Quality-adjusted life year

« KauecTBO XnN3HU bonee Cy6'beKTI/IBHO N MHOTOIMpaHHO N OYEHDb
HEMHOIme nccriegoBaHnAd B OHKOJ10r’mn oueHmMBarOT Ka4eCTBO
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Randomized

Controlled Trial
Prospective, tests treatment

Cohort Studies
Prospective - exposed cohort is
observed for outcome

Case Control Studies
Retrospective: subjects already of interest

looking for risk factors

Primary
Studies

Observational
Studies

Case Report or Case Series

arrative Reviews, Expert Opinions, Editorial

Animal and Laboratory Studies

No design

No humans
involved
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Case report — KMMMHUYECKNN cryvau
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Case-series — cepusa KIMMHNYECKUNX Cliy4vyaen




Case-control

-Design of case-control stuay

Objective: Test association between cigarette smoking and lung cancer
(Doll and Hill, 1952)

" Epa T CASES
(with lung cancer) SMOKER

NON

S T CONTROL

odds NON

Non - cancer patients SMOKER

NON
EXPOSED



Case-control

5. In the 1950s, Doll and Hill performed a classic study of the causes of lung cancer in
men. Although it was not called a case-control study at the time, it was one of the first
uses of this study design. Briefly, the investigators identified men with biopsy confirmed
lung cancer as cases, and patients with diseases other than cancer as controls. The data

are tabulated in the table below.

Lung Cancer Cases Controls
Cigarette smoking 647 622
No smoking 2 27

Using these data, calculate the odds ratio. Show all of your work for full credit.
What conclusions would you draw from this case-control study?




KoroptHoe nccnegBaHue

Group of interest
(e.g. smokers)

x X X

Follow

% X

Comparison group
(e.g. non-smokers)

AR X

over time

Follow

2% 3
x A

B

over time

5Kk A
%

Compare
outcomes




HepocTtatku case-control 1 KOTOPTHOIO
nccregoBaHma?

* [pynnbl MOryT ObITb HECPABHUMbI

*YTO ecnun B0ONbLUMHCTBO KYPALLNX B UCCIeA0BaHUN Takke
paboTtanu / paboTatoT Ha BpeaHbIX Npon3BOaCTBaX?

* Y10 ecnu Bce 60ne3Hn OT HEPBOB U KYpPeHMe BTOPUYHO?



[1BOMHOEe crnenoe NpocrnekTuBHOE
paHOOMU3NPOBAHHOE NccnegoBaHne

Treatment Group Follow-up

B | LI |
PR R

Pt
* * ‘ﬁ’ Compare results
f t

Control Group Follow-up
Patients / * * 1, * /

Random Assignment ﬂ? ‘“’ “’ *




dasbl coOBpEMEHHOIO KIMUMHUYECKOTO
nccrnengoBaHus

e MpeknuHn4yeckas. JlekapcTBEHHOE CPeaCcTBO TECTUPYETCH Ha
)XMBOTHbIX, KNETOYHbIX KyNbTypax U T.A.

» ®a3za |. TectnpoBaHue JIC Ha 300poBbIX JobpoBonbLUax ans
OLEHKN TOKCUYHOCTU;

* ®a3za ll. TectnposaHue J1C Ha nauueHTax anga opmeHTUPOBOYHOU
OLIEHKM TOKCUYHOCTU N 3PP EKTUBHOCTU;

« ®a3a lll. [1BoHOE crnenoe paHaoMmn3npoBaHHoe nnawuebo-
KOHTpONMpyemoe nuccnegosaHue

» 3asBKa Ha perncrpauuto B FDA
* ®a3za IV. [locTmMapkeTnHroBoe HabnogeHme.



YPOBHU AOKa3aTENbHOCTU

« Kateropus |. UmeeTtca xoTta 6bl 1 paHOOMU3MPOBaHHOE
nccrnegoBaHume ¢ Haanexawmm An3amHom

« KaTeropus lIA. ViIMetoTca KOropTHbIE U case-control UCccrnegoBaHUs
C Hagnexawunm aAn3amHom

« KaTeropus IIB. ImetloTcs case-series
« Kateropus Ill. MHeHne aKkcnepToB, KNUMHUYECKME Cry4vaun.



(category 1) followed by RT" site
Positive or » ¢ — |*Chest imaging (x-ray
Wi margins ?;tear:)d c:le;:;cr)therapy : or CTi) every 2-3 mo
e » Radiographs of

excision®! chemotherapy) prim:’;y sFi,te
Stable/improved o Negative _ Chemotherapy"! .. | CBC and other
disease following |— margins® (category 1) laboratory studies as
primary treatment r— indicated

Definitive RT" « Increase intervals '

Progressive disease

and chemotherapy"l ™| for physical exam,
imaging of primary site|

F :::'t‘:):to;:::;ve £ and chest after 24 mo

Amputation® in RS RT":y’ . | and annually after 5y

selected cases

following primary
treatment

bSee Principles of Bone Cancer Management (BONE-A).

fSee Bone Cancer Systemic Therapy Agents (BONE-B).

IChest CT with or without contrast as clinically indicated.

depending on
margin status

Consider RT" and/
or surgery to primary

T riysieal cAaaiil

* MRI £ CT (both with

(indefinitely)

(catgiom 28‘

« Consider ICT
(head-to-toe) or bone
scan

site for local control |
or palliation

IConsider preoperative RT for marginally resectable lesions.

KRT may be considered for close margins.

There ismevidence for between 28 and 49 weeks of chemotherapy depending on the chemotherapy and dosing schedule use
MFor late relapse, consider re-treatment with previously effective regimen.

NSee Principles of Radiation Therapy (BONE-C).

Note: For more information regarding the categories and definitions used for the NCCN Evidence Blocks™, see page EB-1.

All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN Delleves ha‘ the Dest managemen! of any alont with cancer is in a clinical trial. Participation in clinical trials is especially encourag
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Discussion

Overview

In 2016, an estimated 76,380 patients will be diagnosed with and about
10,130 patients will die of melanoma in the United States.! However,
these figures for new cases may represent a substantial underestimate,
as many superficial and in situ melanomas treated in the outpatient
setting are not reported. The incidence of melanoma continues to
increase dramatically, at an overall rate of 33% for men and 23%
women from 2002 to 2006.2 Melanoma is increasing in men more
rapidly than any other malignancy, and in women more rapidly than any
other malignancy except lung cancer.® Based on data from 2009 to
2011, the lifetime risk of developing cutaneous melanoma is 1 in 34 for
women and 1 in 53 for men.' The median age at diagnosis is 59 years.
On average, an individual loses 20.4 years of potential life as a result of
melanoma mortality compared to 16.6 years for all malignancies.*

Risk factors for melanoma include skin type, personal history of prior
melanoma, multiple clinically atypical moles or dysplastic nevi, a
positive family history of melanoma,>® and rarely, inherited genetic
mutations. Genetic counseling could be considered for individuals with a
strong family history of invasive melanoma with or without pancreatic
cancer. In addition to genetic factors, environmental factors including
excess sun exposure and UV-based artificial tanning contribute to the
development of melanoma.®'! The interaction between genetic
susceptibility and environmental exposure is illustrated in individuals
with an inability to tan and fair skin that sunburns easily who have a
greater risk of developing melanoma.'?'* However, melanoma can
occur in any ethnic group and also in areas of the body without
substantial sun exposure.

84% of patients with melanoma initially present with localized disease,
9% with regional disease, and 4% with distant metastatic disease.’®In
general, the prognosis is excellent for patients who present with
localized disease and primary tumors 1.0 mm or less in thickness, with
5-year survival achieved in more than 90% of patients.® For patients
with localized melanomas more than 1.0 mm in thickness, survival rates
range from 50% to 90%, depending on tumor thickness, ulceration, and
mitotic rate.' The likelihood of regional nodal involvement increases
with increasing tumor thickness, as well as the presence of ulceration
and mitotic rate.'®'® When regional nodes are involved, survival rates
are roughly halved. However, within stage lll, 5-year survival rates
range from 20% to 70%, depending primarily on the nodal tumor
burden.' Historically, long-term survival in patients with distant
metastatic melanoma, taken as a whole, has been less than 10%.
However, even within stage |V, some patients have a more indolent
clinical course that is biologically quite distinct from most patients with
advanced disease. Furthermore the impact of emerging effective
systemic therapies on the survival of patients with stage IV melanoma,
either at presentation or recurrence, has made long-term remission
possible for a larger proportion of patients.

There is increasing appreciation of the variations in specific genetic
alterations among distinct clinical subtypes of melanoma. The currently
described clinical subtypes of cutaneous melanoma are: non-chronic
sun damage (non-CSD): melanomas on skin without chronic sun-
induced damage; CSD: melanomas on skin with chronic sun-induced
damage signified by the presence of marked solar elastosis; and acral:
melanomas on the soles, palms, or sub-ungual sites. Melanocytes exist
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YacTble ynoBKu B An3anHe UccriegoBaHns

» CpaBHeHME C HECTAHOAPTHOM Tepanuen

* [lpoBegeHne BONbLLOro KonmM4yecTBa nccnegoBaHnn ¢ HEOOMbLUUM
M3MEeHeHnem gm3anHa

« Henybnukauus otpuuaTenbHbIX pe3ynbraTos;

* [1pn nony4vyeHuUn oTpuUaTenbHbIX Pe3yrnbTaToB — MOUCK «PAKTOPOB pUCKa»
Npu KOTOPLIX Npenapar Bce-Takn adpdpekTnBeH

* He Te uenu n 3agayn B An3anHe nccnegoBaHus (primary end points) —
Hanpumep, nepuop 6e3 nporpeccupoBaHns U YacToTa OTBETOB BMECTO
o0OLen BbXXKMBAEMOCTU;

« KombuHaumsa ogHom Tepannun ¢ Apyron B yCroBUSX nannmaTuBHOW Tepanunm



MoXkeT N Bpa4y oLeHUTb Ka4yeCTBO
KIMMHNU4YeCKOoro nccnengoBaHumga?

* MoxeT 1 gonexH
* HO HY>XXHbI KOHTPONUPYHOLLIME OpraHbl

FO/A




[ oe nyonurytoTca HyneBble U HErATUBHbIE
pe3ynbraTtbl UCCNe30BaHUN?

« XypHan «MeguumnnHa Sdumonnn»
*BecTHuk Cl16l'Y
* Ha cauTe ClinicalTrials.gov

) U.s. National Library of Medicine

ClinicalTrials.gov



YacToTta oTBeToB (PFS)

Efficacy of larotrectinib in TRK fusion cancers




PROGRESSION-FREE SURVIVAL (PROPORTION)

egmnaHa 6e3 nporpeccnpoBaHUs

Median PFS not reached 65 /

(95°% CI:22.6 months, non-estimable)
Relative reduction

in risk of progression

50 e CAPRELSA 300 mg
16.4 months median PFS 59/231

(95% CI: 8.3, 19.7)

PLACEBO
0.25 = 41/100
Y. OO0 - - - - - - -
O S 12 18 24 30 36
MONTHS
HR=0.35 (95% ClI: 0.24, 0.53) P<0O.0001 Cl=confidence interval
NUMEBER AT RISK
CAPRELSA
231 173 145 1ms8 33 1 300 mg
100 a47 30 249 S O o Placebo

Cl=confidence interval.
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0.6 -

0.4 +

OS PROBABILITY

0.2 -+

0.0 A

Oob6wasa BbiknBaemMocTb (OS)

Number at Risk

CYRAMZA 238

Placebo

117

YRAMZA
: (n=238) 5 2 — S
k "MONTHS 37% INCREASE
k! (44,57 IN MEDIAN 0S
.."'.. Hazard Ratio=0.78
'Q.. (0.60, 0.998); P=0.047
. —— CYRAMZA
"-... ----- Placebo
MONTHS N
(2.8, 4.7) E‘fﬁ?f ""'///7}— """
2 3 4 5 6 7 8 19 20 26 27 28
TIME FROM RANDOMIZATION (MONTHS]
154 92 0 0
66 34 10



[[angnanHbl n @apm. KomnaHum

(FOLFIRI or irinotecan)
(bevacizumab [preferred]
or ziv-aflibercept

or ramucirumab)99

or s Systemic therapy
ok * biologic
» Previous adjuvant ®.hh Conieried s ‘ therapy (COL-D) See
FOLFOX/CAPEOX | _ o Re-evaluate for| resectable — Resection' —=|(category 2B for —|Surveillance
within past 12 (INivolumab # ipilimumab)] conversiort\, to g'r°|°9'° therapy) [ |(COL-8)
months or pembrolizumab) resectable®9 Ob :
every 2 mo if servation
(dMMR/MSI-H only) >

conversion to

(Irinotecan + [cetuximab or resectabilig is
panitumumab) + vemurafenib a reasonable

[BRAF V600E mutation goal Remains __ Systemic therapy
positive])"" unresectable . (COL-D)

or

|

* Previous adjuvant
: Systemic therapy
* Previous 5-FU/LV [~ . .
(COL-D) * FOLFIRI + Cetuximab/Panitumumab Ans

* No previous :

chemotherapy See Evidence Blocks on COL-D (EB-2) KRAS/N RAS/B RAF wt
eSee Principles of Pathologic Review (COL-B 4 of 5) - KRAS, NRAS, and BRAF Mutation Testing.
8See Principles of Surgery (COL-C 2 of 3).

this procedure.
99Bevacizumab is the preferred anti-angiogenic agent based on toxicity and/or cost.

FOLFOX/CAPEOX .
S pleten [TpaBunbHaa popmynnpoBska:
or capecitabine
e Cetuximab + Vemurafenib gnga BRAF V600E
bSee Principles of Imaging (COL-A).
UHepatic artery infusion + systemic 5-FU/leucovorin (category 2B) is also an option at institutions with experience in both the surgical and medical oncologic aspects of
hBRAF V600E mutation makes response to panitumumab or cetuximab highly unlikely unless given with a BRAF inhibitor.




ADJUVANT ENDOCRINE THERAPY
NI0NKHO BbITh

Tamoxifen® for 5 y (category 1)

Premenopausal’

—
at diagnosis Aromatase inhibitor® for 5y +
ovarian supgression or ablation
(category 1)



