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KaKk HM neYyanibHO, HO BONbLIYIO YaCTb CBOEM }KU3HU Mbl
32061y 0a1MCb NO NOBOAY NMEPCOHAIM3MPOBAHHOM Tepanmu...
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AKOHOMUKA JO/DKHA
BblTb 3KOHOMHOW

CKO/ZIbKO cebq NoMHIO....

* JKOHOM 7KHa BblTb SKOHOMHOWM... T

* JleunTb HY>KHO He 6bonesHb, a 60nbHOTO... TpaaMuMM OTe4eCcTBEHHOV

MmeanuunHbI
* Jleuntb He 6onesHb, a
6onbHOroO.

* Kaxxabi 60nbHOU MHAUBMAYANEH...
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* Kaxpoe neyeHue ectb
COBepLWweHHOo
UHAUBUAYANbHbIN
npouecc.

* Bpau-xyaoXKHUK
BOCNPUHUMAET KaXXA0ro
NALUMEHTA KaK HEeKUM
KYHUKYM»



IBOIIOLMA NEPCOHANN3ZNPOBAHHOM MeNLNHbI C
1989 r. no 1995 m oHKonormm ¢ 1995 no H.B..

YTO 3acTan nMYHO...




[lepcoHanM3npoBaHHaA MeanLNHa
(1989-1995 r.r.)

Mmeau

Tpagnumnm oTeyecTBeHHOM

LNHbI
Neuntb He BonesHs, a
6onbHOro.

* Kaxaoe neyeHue ecrtb

COBEPLUIEHHO
UHAUBUAYANbHbIN
npouecc.

* Bpau-XyaoXKHUK

BOCNPUHUMAET Ka)A0ro
NauMeHTa Kak HeKumn
KYHUKYM»



[TlepcoHann3npoBaHHaA oHKoaorma obpasua 1995 r.
YTO *Ke Ha3Ha4ynTb BoabHOMY, Npodeccop?

* Habop AocTynHbIx NpenapaTos Moew
OHKONOrM4YeCcKkom MoNoA0CTMH...

* 5-¢Topypaunn
e [lokcopybuumH
* SnnpybuumnH
e [lakapba3uH
* JlomyCTuH

* UncnnatuH

* MutommnuuH
* JTONO3UA,

* bneomnuunH

* BUHKPUCTUH
* MeToTpeKcar
* TamokcudeH
* AHacTpo3on




A nodyemy Bbl NpuHAAK Takoe pelleHune’?

* [lepeBoa: y meHA bblsia napa
(0ecATOK, HECKONbKO AeCATKOB)
60/1bHbIX, KOTOPbIE B CXOXEM
CUTYaUMM OTBETUIN HA 3TOT
PEXUM, NPU 3TOM OH
OTHOCUTE/IbHO HEMAO0XO
NnepeHoCUTCA...




Ho BOT nNpoLu/ia YeTBepPTb BeKa... f cam yxe npodeccop U
CUMKY HaZ KAUHUYECKUM C/IY4aeM KOHKPETHOro naumeHTa

Y Hac CTONbKO pa3HbIX ie4ebHbIX ONuuin

Mbl CTO/IbKO YKe 3HaeM NPOo MOIEKYNAPHbIN

nopTpeT 3aboneBaHni
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PRINCIPLES OF ANCILLARY TECHNIQUES USEFUL IN THE DIAGNOSIS OF SARCOMAS

Morphologic diagnosis based on microscopic examination of histologic sections remains the gold standard for sarcoma diagnosis. However,
several ancillary techniques are useful in support of morphologic diagnosis, including IHC, classical cytogenetics, electron microscopy, and
molecular genetic testing. Molecular genetic testing has emerged as a particularly powerful ancillary testing approach since many sarcoma
types harbor characteristic genetic aberrations, including single base pair deletions

Most molecular testing utilizes fluorescence in situ hybridization (FISH) approaches or polymerase chain reaction (PCR}-based methods and
next-generation sequencing (NGS)-based methods.' Recurrent genetic aberrations in sarcomat are listed below:

TUMOR ‘ABERRATION GENE(S) INVOLVED.

Malignant Round Cell Tumors

Alveolar RMS 1(2;13)(q35:q14) PAX3-FOXO1
11;13)(p36:q14) PAX7-FOXO1

1X:2)(q13;q35)
411;22)(p13:912)
Complex alterations

Desmoplastic small round cell tumor
Embryonal RMS
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1
1(21:22)(q22:q12)
1(2:22)q33;q12)

neuroectodermal tumor
PRINCIPLES OF ANCILLARY TEC|

1(7:22)(p22;q12)

USEFUL IN THE DI

OF SARCOMAS

"17:22)(q12:912) TUMOR

ABERRATION GENE(S) INVOLVED
12)
16:21)(p11:022) Lipomatous Tumors
Undifferentiated round cell sarcoma 4:19)(q35:913) or (101 Atypiical I tumoriwell ¥ i
InviX}p11.4p11.22) differentiated liposarcoma (ALT/WDLS)  giant marker chromosomes

Dedifferentiated liposarcoma Same as for ALT/WDLS

Same as for ALTIWDLS

ion of region 12q14-15,
including MDM2, CDK4, HMGAZ,
SAS, GLI

Myxoidiround cell liposarcoma 1(12;16)(q13;p11) FUS-DDIT3
1(12;22)(q13:q12) EWSR1-DDIT3
Pleomorphic liposarcoma Complex alterations Unknown
Alvealar soft part sarcoma der(17)t(X:17)(p11;q25) ASPL-TFE3
Angiomatoid fibrous histiocytoma 1(12;22)(q13:912) EWSR1-ATF1
1(2;22)(q33;q12) EWSR1-CREB1
112;16)(a13;p11) FUS-ATF1

Clear cell sarcoma H12:22)q13:912)
2 Anrian

EWSR1-ATF1

Version 2.2020

National
Congenitalfinfantile fibrosarcoma 1 Ci NCCN
Dermatofibrosarcoma protuberans [T NCCN ﬁ:&fg:r Soft Tissue Sarcoma
ch
Desmoid fibromatosis i

PRINCIPLES OF ANCILLARY TECHNIQUES USEFUL IN THE DIAGNOSIS OF SARCOMAS

High-grade endometrial stromal sarcoma  t(1  —o® ABERRATION SENE() SNOLVED
tx Other Sarcomas - continued
. . . itheli " X X mir
Epitheliold hemangioendothelioma 1 EPithelion sarcoma acttiation, deleion, of mutabon of T MAY (SKARGCS.1)
X Extrarenal habdoid tumor Inactivation of INI1 (SWARCB-1) INI1 (SMARCB-1)
EWSR1-NRIA3
19:17)(q22:a11) TAFZN-NRIA3
1(9:16)(q22:q21) TCF12-NR4A3
13:9)(q11:022) TFG-NRIAZ
Sporadic and familial GIST Activating kinase mutations KIT or PDGFRA
Carney-Stratakis syndrome Krebs cycle mutation Germiine SDH subunit mutations
(gastric GIST and paraganglioma)
tumor ' TPMI-ALK®
(mT) 1(2;19)(p23;p13) TPM&-ALK®
1(2:17)(p23;q23) CLTC-ALKS
1(2:2)(p23;q13) RANBP2-ALK®
211)(p23:p15) CARS-ALKS
inv(2)(p23;935) ATIC-ALK®
Leiomyosarcoma Complex alterations Unknown
Low-grade fibromyxoid sarcoma H7:16)(a33:p11) FUS-CREBIL2
H11:16)(pt1ip11) FUS-CREBILT

Malignant peripheral nerve sheath tumor

Solitary fibrous tumor
Synovial sarcoma

Tenosynovial giant cell tumor/pigmented
villonodular synovitis (TGCT/PVNS)

inv(12)(q13q13)

Nptiatt)
Np11:q11)
Mpitiqtt)
11:2)(p13;35)

NF1, CDKN2A and EED or SUZ12
HEY1- NCOA2

NAB2 - STATS

Ss18-55X1

$518-55X2

SS18-55X4

csF1
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SYSTEMIC THERAPY AGENTS AND REGIMENS WITH ACTIVITY IN SOFT TISSUE SARCOMA SUBTYPES2P.¢

Soft Tissue Sarcoma Subtypes with Non-Specific Histologies
(Regimens Appropriate for General STS;%¢ see other sections for histology-specific recommendations)

Preferred Regimens

Other Recommended Regimens

Useful in Certain Circumstances

Neoadjuvant/Adjuvant
Therapy

* AIM (doxorubicin, ifosfamide,
mesna)

« Ifosfamide, epirubicin, mesna®

* AD (doxorubicin,
dacarbazine)!267. if ifosfamide
is not considered appropriate

+ Doxorubicin'28

+ Gemcitabine and docetaxel®1?

« Ifosfamide®8.9-13

First-Line Therapy Advanced/
Metastatic

* Anthracycline-based regimens:

» Doxorubicin®?

» Epirubicin'®

» Liposomal doxorubicin'®

» AD (doxorubicin, dacarbazine)!267

» AIM (doxorubicin, ifosfamide,
mesna)’-4

» MAID (mesna, doxorubicin,
ifosfamide, dacarbazine)'216.17

» Ifosfamide, epirubicin, mesna®

* Gemcitabine-based regimens:
» Gemcitabine
» Gemcitabine and docetaxel® 10
» Gemcitabine and vinorelbine'!
» Gemcitabine and dacarbazine

12

« Pazopanib'® (patients
ineligible for IV chemotherapy)

« Larotrectinib"'? (for NTRK
gene-fusion sarcomas)

« Entrectinib2? (for NTRK
gene-fusion sarcomas

Subsequent Lines of Therapy
for Advanced/Metastatic
Disease

« Eribulin®921 (category 1
recommendation for liposarcoma,
category 2A for other subtypes)

« Pazopanib® 18 (for non-adipocytic
sarcoma)

« TrabectedinM 22-24 (category 1
recommendation for liposarcoma and
leiomyosarcoma)

« Dacarbazine

« Ifosfamide®:8.9-13
« Temozolomide®25
« Vinorelbinef26

« Regorafenib27




[lepcoHann3npoBaHHaa meanumHa obpasua 2021 r.
YTO *Ke Ha3Ha4uTb bonbHOMY, HMKONaM Bnaammmposmy?




A noyemy?

* [lepeBoa: y meHA bblsia napa
(0ecATOK, HECKONbKO AeCATKOB)
60/1bHbIX, KOTOPbIE B CXOXEM
CUTYauUn OTBETUAN Ha 3TOT
PEXMM OYEHb HEMJTIOXOU
PeEMMNCCMEN, NPUN STOM OH
OTHOCUTENbHO HEMJI0XO
nepeHocuTcA...




HO ec/n Hac,
Ka3ychbl...

Y meHsa 6blna napa 60nbHbIX,
KOTOpPble OTBETUAM HA 3TOT
PEXNM OYEHb HEMIOXOM
pemunccmen, npu sTOM OoH
OTHOCUTENIbHO HEMN0X0
nepeHoCUTCs, a BOT Ha
nasonaHub He OTBETUN

HUKTO... .

Mbl CTO/ILKO y»Ke 3HaeM NPO MONEKYNAPHbIN
nopTtpet 3abonesaHui

BuHopenbbuH

9TO0
becnonesHo,
TYT Hago

nasonaHnb

Y Hac CTONbKO pasHbIX 1e4ebHbIX onuuit
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He dan Bbor, ABOEe, TO BO3MOHb

Y meHs bbina napa 60/bHbIX,
KOTOpble OTBETUAM HA NA30NaHMb
OYEHb HEM/I0XOMN PEMUCCUEN,
BOT Ha BUHOPENbOUH HUKTO He
OTBETWUA, A U NEPEHOCUICA OH
NN0XO0...

SYSTEMIC THERAPY AGENTS AND REGIMENS WITH ACTIVITY IN SOFT TISSUE SARCOMA SUBTYPES?P<

Soft Tissue Sarcoma Subtypes with Non-Specific Histologies
(Regimens Appropriate for General STS:%* see other sections for histology-specific recommendations)

Preferred Regimens

Other Recommended Regimens. Useful in Certain Circumstances

«AIM

Therapy mesna)'
« Ifosfamide, epirubicin, mesna®

First-Line Therapy Advanced/ |+ Anthracycline-based regimens:
Metastatic » Doxorubicin'2#

panib'® (patients
ineligible for IV chemotherapy)
o O inibl- 19 (for NTRK

inib* 20 (for NTRK
gene-fusion sarco mas

Subsequent Lines of Therapy |« Eribulin' 92" (cat
for i

Disease




B «}KEeHCKMX» onyxonax ao
He1aBHEero BpemeHu bbino eLle
KKpyyer...
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PATHOLOGIC STAGING

Grade 19— Observe

Taxanelcarboplatin' for 3-6 cycles

PRIMARY CHEMOTHERAPY/PRIMARY ADJUVANT®

See Monitoring/Follow-Up
OV-5]

inf for 3-6 cycles

“Clear-cell pathology is Grae 3.
=Patients receiving primary chematherapy will be monitored as
follows:
1. Pelvic exams at least every 2 cycles
2. Interim CBC with platelets as indicated
3. Chemistry profiles if indicated
4. CA-125 levels prior to each cycle of chemotherapy, if informative
5. Radiographic imaging if indicated

optimally See Secondary Adjuvant

Observe
Stage 1A or IB Grade 2¢ or
Grade 3 —————+ Taxanelcarboplatin' for 3-6 cycles
Stage IC
Grade 1,2, 0r3 Taxar
Taxanelcarboplatin for 6 cycles
Interval debulking as indicated by tumor response and
potential resectability in selected patients
or
Stage Il
Stage lll| ————— 1P may be il I
Stage I debulked Stage lll patients (category 2B)
or
Whole abdominal RT for microscopic disease for selected
patients (category 3) with Stage Ill disease

"Prefermed regimen:
1. Paclitaxel 175 mg/m? over 3 hours and carboplatin AUC 5.0-7.5 every 3 weeks
Altemative regimens {category 28}
1 Docetaxel 60-75 mg/m? aver 1 hour and carboplatin AUC 5-6 every 3 weeks
2. Paclitaxel 135 mg/m? IV 24 h infusion day 1; cispiatin 100 mgim? P, day 2 after IV
paciilaxel; paclitaxel 50 mg/m? IP, day & (max BSA 2.0 m?). Repeal every 3 weeks x 6
courses.

Mote: All recommendations are categary 24 unless otherwise indicated.

Clinical Trials: NCCN befieves that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged,

Go Back To Ovarian Cancer
Table of Contents
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PATHOLOGIC STAGING

PRIMARY CHEMOTHERAPY/PRIMARY ADJUVANT!

Grade 1,2, 0r3

Stage Il for Stage IIl)

Stage Il | ———»

Stage IV (category 1)

dAll women undergoing surgery for ovarian cancer should be counseled about the
dlinical benefit associated with combined IV and IP chemotherapy administration
prior to surgery.
http:/iwww.cancer. 1/print
eSee Principles of Primary Surgery (OV-A).
fSee Principles of Chemotherapy (OV-B) and
Management of Drug Reactions (OV-C)
9Clear-cell pathology is Grade 3.
iPatients receiving primary chemotherapy will be monitored as follows
1. Pelvic exams at least every 2 cycles
2. Interim CBC with platelets as indicated
3. Chenmistry profiles if indicated
4. CA-125 levels or other tumor markers as clinically indicated prior to each
cycle of chemotherapy
5. Radiographic imaging if indicated

Intravenous Taxane/carboplatinfifor a total of 6-8 cycles

Grade 19 Observe
Observe
Stage IA or IB Grade 29 —— " W Sedliiditor Up
for 3-6 cycles OV-5)
Grade 3 —— IV Taxane/carboplatinf for 3-6 cycles
Stage IC W inf for 3-6 cycles

Intraperitoneal (IP) chemotherapy®*iin < 1 cm optimally
debulked Stage Il patients and Stage lll patients (category 1

See Secondary Adjuvant
(OV-4)

Completion surgery as indicated by tumor response and
potential resectability in selected patients®

JRegimens:

1. Paclitaxel 135 mg/m2 1V continuous infusion over 24 h Day 1; cisplatin 75-100
mg/m? IP, Day 2 after IV pacitaxel; pacitaxel 60 mg/m2IP Day 8 (max BSA 2.0 m?).
Repeat every 3 weeks X 6 cycles (category 1

2. Pacitaxel 175 mg/m? IV over 3 hours followed by carboplatin AUC 5- 7.5 IV over 1
hour Day 1 Repeat every 3 weeks x 6 cycles (category 1)

3. Docetaxel 60-75 mg/m2 1V over 1 hour followed by carboplatin AUC 5 - 6 IV over 1
hour Day 1. Repeat every 3 weeks x 6 cycles (category 1)

4. Dose-dense paciitaxel 80 mg/m2 IV over 1 hour Days 1, 8, and 15 and carboplatin
AUC 6 IV over 1 hour Day 1. Repeat every 3 weeks x 6 cycles. (category 1)

are category 2A unle

: All indicat
cl.mcal Trials: NCCN believes that the best management ol:ny cancer pauenl is in a clinical trial. Partici

tion in clinical trials is especially encouraged.
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PATHOLOGIC STAGING™®

Less common ovarian hastology (LCOH)
clear

low-grade [grade 1] S arOa oriaris
epithelial, malignant sex cord-stromal/
germ cell tumors)

— See LCOH-1

Grade 1™ (low-grade)

ee LCOH-§ o
Consider symptom
Observe management and best
= o
Stage 1A or 1B Grade 2 or i > supportive care. Refer for
x 3-6 cyclesPd [ Follow-Up
m (hi (OV-5)
Grade 3™ (high-grade) —+ Palliative Care
IV taxane/carboplatin' x 3-6 cyclesP9 o
Stage IC

—

(Grade 1, 2, or 3) Survivorship

Consider symptom

management and best

supportive care. Refer for
i care

. [See Primary 3 of 8)P
» Intraperitoneal (IP) chemo(herapy' Yin <1 cm optimally debulked
stage Il and stage Il patients (category 1 for stage lll, category

Stage Il 2A for stage Il and LCOH) P c See
Stagell — | or —»|if appropriate. |+ Adjuvant
Stage IV » IV taxane/carboplatin' for a total of 6 cycles (category 1, |+ See NCCN Guidelines for

category 2A for LCOH)P

|+ See NCCN Guidelines for
Survivorship

PPatients receiving primary chemotherapy will be monitored as follows:
Every 2-3 cycles: Physical exam and consider pelvic exam

Interim CBC with platelets as indicated

Chemistry profiles if indicated

CA-125 levels or other tumor markers as clinically indicated prior to each

« Completion surgery as indicated by tumor response and potential
resectability in selected patients!

'8 vormen undergoing sugery or ovarin cancershaukd be counseled sbout the
dlnicalbenefit assodiaed wih combined IV and IP chemotherapy adminisiration
prior to sulgevy N

ISee Princ St

Y }.,mu. m.w OV-B) and Management of Drug Reactions n

MPathologists recommend that serous ovarian cancer is either low-grade (most

grade 1 serous tumors) or high-grade (most grade 2 or 3 serous tumors). See  Fico

Guid 1.5

PRI

o
2

Chesvabdominal/pelvic CT or MRI with contrast, PET/CT (skull base to
mid-thigh), or PET as indicated
9Data suggest select patients with serous histology may benefit from 6 cycies.

Note: All recommendations are category 2A unless otherwise Indicated.
Clinical Trials: NCCN belleves that the best management of any patient with cancer s In a clinical trial. Participation In clinical trials Is especlally encouraged.

e e f 4 ov-3

Ypa! Tenepb nnaTUHyY C TaKCaHaMM
MOXHO BBOAWUTb
WHTPANepUTOHEaIbHO, a Npu
peuuanBax MCnoab3oBaTb
6eBaunsymab!



LLlenmKka maTku... Bbl moxkeTe BblbpaTb I0O0MN peEXUM,
NPW YCAOBUK, 4YTO 3TO byaeT naaTHa C TAKCaHaMM.

[ToTOM MoOXKeTe AenaTb, YTO XOTUTE...

m Cervical Cancer

CHEMOTHERAPY REGIMENS FOR RECURRENT OR
METASTATIC CERVICAL CANCER
First-line therapy Possible first-line therapy! S d-line therapy
«Cisplatin « Cisplatin/paclitaxel (category 1) « Docetaxel
«C il * Ci i (category 1) « Ifosfamide
.  Ci i « Vinorelbine
. «Car «lIrinotecan
« Epirubicin
« Mitomycin
«5-FU
Back to Cervical Cancer
Table of Contents
'Preferred if cisplatin was previously used as a radiosensitizer.
Note: All recommendations are category 2A unloss otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical tria, ipation in clinical trials is esp
Version 1.2006, 0411108 © 2006 Natonal Comprehensive Cancar Nadwork, Inc. AY rights reservec Thase guidefines and hia iusirasion mey not e sprase wil Neen CERV-A
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CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC CERVICAL CANCER
(Strongly consider clinical trial)

First-line combination therapy

« Cisplatin/paclitaxel (category 1)!

« Carboplatin/paclitaxel

« Cisplatin/topotecan

« Cisplatin/gemcitabine (category 2B)

Possible first-line single agent therapy Second-line therapy
« Cisplatin (preferred as a single agent) (All agents listed are category 2B)
« Carboplatin +Bevacizumab
» Paclitaxel «Docetaxel
+Epirubicin
*5-FU (5-fluorouracil)
+Gemcitabine
« Ifosfamide
notecan
osomal doxorubicin
+Mitomycin
+Pemetrexed
+ Topotecan
+Vinorelbine

"Monk BJ, Sill MW, McMeekin DS, et al. Phase IIl rial of four cisplatin-containing doublet combinations in stage IV, recurrent, or persistent cervical carcinoma:
AGynecologic Oncology Group Study. J Ciin Oncol 2009 0: JCO.2009.21.8909

Mote: All recommendations are category 24 uniess otherwise indicated.
Clinical Trials; NCCN bolieves that the best management of any cancer patient ks in a clink

fal. Particigation in clinical trials is especially encouraged.
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Eirst-line combination therapy'*

« Cisplatin/paclitaxel/bevacizumab'
(category

o

(category 1)*

« Topotecan/paclitaxel/bevacizumab
(category 1)

« Carboplatin/paclitaxel*®
(Category 1 for patients who have received
prior cisplatin therapy)

+ Carboplatin/paclitaxel/bevacizumab

+ Cisplatin/topotecan

+ Topotecan/paclitaxel

« Cisplatin/gemcitabine (category 3)7

Possi s e
« Cisplatin (preferred as a single agent)®
* Carboplatin

CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC CERVICAL CANCER'
(Strongly consider clinical trial)

-} it
(Agents listed are category 2B unless
otherwise noted)

* Bevacizumab

+ Albumin-bound paclitaxel
+ Docetaxel

« 5.FU (5-fluorouracil)
* Gemcitabine

« Ifosfamide

« Irinotecan

* Mitomycin

* Pemetrexed

+ Topotecan

« Vinorelbine

TCisplatin, carboplatin, docetaxel, and paclitaxel may cause drug reactions (See NCCN Guidelines for Ovarian Car

1t of Drug Reactions [OV-C]).

TTCost and toxicity should be carefully considered when selecting an appropriate regimen for treatment.

ttReferences for second-line therapy are provided in the Discussion

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that

of any patient with cancer is in a clinical trial. Participation in clinical trials Is especially encouraged.
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Ypa! MoxeTe ewe ob6aBuTb
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Pak Tena maTku... Bbl moxkeTe BbibpaTb... BbibpaTb, 4TO
XOTUTE
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Norneii® Endometrial Carcinoma Discussion
SYSTEMIC THERAPY FOR RECURRENT, METASTATIC, OR HIGH-RISK DISEASE
THERAPY FOR RECURRENT QR METASTATIC DISEASE SYSTEMIC THERAPY FOR RECURRENT, METASTATIC OR HIGH-RISK DISEASE (STRONGLY ENCOURAGE PARTICIPATION IN CLINICAL TRIALS)
HORMONAL THERAPY (STRONGLY ENCOURAGE PARTICIPATION IN CLINICAL TRIALS) CHEMOTHERAPY REGIMENS?3
= Progestational agents + Multi-agent chemotherapy regimens preferred, if
« Tamoxifen tolerated
« Aromatase inhibitors HORMONAL THERAPY ! » Carboplatin/paclitaxel* » Carboplatin/docetaxel”
« Aromatase inhibitors » Cisplatin/doxorubicin® - » Ifosfamide/paclitaxel (category 1 for carcinosarcoma)®
« Progestational agents » Cisplati ici i » Cisplatin/i ide (for carci
CHEMOTHERAPY REGIMENS « Tamoxifen * Single agents
* Cisplatin | » Cisplatin » Topotecan
. l:arlln_?p\a:m CHEMOTHERAPY REgIMEN§ » Carboplatin » Bevaclzmmab‘:o
« Paclitaxel (Multi-agent if » Doxorubicin » Temsirolimus’
. gﬂ“"":_bi&‘" oicinioaciitaxe! « Cisplatin/doxorubicin (category 1) » Liposomal doxorubicin » Docetaxel” (category 2B)
=Usplatin/doxorublcinipaciitaxel « Ci i iici i y 1) » Paclitaxel » Ifosfamide (for carcinosarcoma)
- c'sl"“"”‘q““"{b‘c'" « Ifosfamide plus paclitaxel (category 1 for carcinosarcoma) HORMONE THERAPY'
. g:_’:o?m;:g:“:(:::. « Carboplatin/paclitaxel + Megestrol/tamoxifen (alternating)
ngly urage clit « Cisplatin * Progestational
 Carboplatin * Aromatase inl
+Doxorubicin « Tamoxifen
« Paclitaxel "Hormonal therapy may be used for lower grade endometrioid hlslologxes only (ie, not for G3 serous clear cell o
« Cisplatin/ifosfamide (for carcinosarcoma) preferably in patients with small tumor volume or an indolent growth pacs

2Cisplatin, carboplatin, liposomal doxorubicin, pacitaxel, and docetaxel may cause drug reaciions

See NCCN Guidelines for Ovarian Cance! anagement of Drug Reactions [OV-C]

« Ifosfamide (for carcinosarcoma)

+ Ixabepilone may be used as a single agent for second line 3Chemotherapy regimens can be used for all C are now and treated as high-grad However, ifosfamid
treatment of patients (category 2B) based regimens were previously used for carcinosarcomas.
“Miller D, Filiaci V, Fleming G, et al. phase Iil trial of first line for metastatic or recurrent endometrial carcinoma: a Gynecologic

Oncology Group study [abstract]. Gynecol Oncol 2012;125:771

SHomesley HD, Filiaci V, Gibbons SK, et al. A randomized phase Il trial in advanced endometrial carcinoma of surgery and volume directed radation followed by
cisplatin and doxorubicin with or without paclitaxel: A Gynecologic Oncology Group study. Gynecol Oncol 2009;112:543-552

SThe cisplatin/doxorubicin/paclitaxel regimen is not widely used because of concerns about toxicity.

Docetaxel may be considered for patients in whom paclitaxel is contraindicated

8Homesley HD, Filiaci V, Markman M, et al. Phase Il trial of ifosfamide with or without paclitaxel in advanced uterine carcinosarcoma: a Gynecologic Oncology Group
Study. J Clin Oncol 2007;25:526-531

Back to Salvage Therapy 9Bevacizumab may be considered for use in patients who have progressed on prior cytotoxic chemotherapy. (Aghajanian C, Sill MW, Darcy KM, et al. Phase Il trial of

‘Hormonal therapy is for endometrioid histologies only (ie, not for papillary serous carcinoma, clear cell carcinoma, or carcinosarcoma).

(ENDO-9) tegirens are for il e e T e e bevacizumab in recurrent or persistent endometrial cancer: a Gynecologic Oncology Group study. J Clin Oncol 2011;29:2259-2265.)
Mota: All recommendations ara categary 2A unlass otherwise indicatod, ) Papiiary. g 100za AM, Elit L, Tsao MS, et al. Phase Il study of temsirolimus in women with recurrent or metastatic endometrial cancer: a trial of the NCIC Clinical Trials Group. J Clin
a\so be used for as indicated. Oneol 2011:20°3276.3285
Clinical Trials: NCCN believes thal the best management of ny Gancer patienti in a clinica iria. Participation in clinical lials is sspecially encouraged. ncol
tattha b 28 . Indjcated o T Gl el el Paretration W clilcal tate i Sath Note: All are category 2A unless otherwise indicated.
Varon 12008 411 = —_— L These uiceties oy ortcen ENDO-B €4 thatthé bast imanagemérd of any cancer pelisht 16 i CHalcs oL SniciFaGn MicknIcA MG e NepH el encoliatiod Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trals i fall d
Vorsion 12010, 1005090 P New. ENDO-B 7 e Compehensis Conces ek n. 2017, A rhts esevedTh NCCN Gudelies® Necre ENDO-D
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i|"|r%.cr|lc‘;:c|e|og(‘;:I _e\;_g?25010 |nvaSIve Bl'eaSt cancer Staging. ussion, References

HISTOLOGY HORMONE HER2 STATUS SYSTEMIC ADJUVANT TREATMENT
RECEPTOR STATUS
e b See Systemic Adjuvant Treatment - Hormone Receptor
HERZ positive Positive - HER2 Positive Disease (BINV-5)
ER-positive
and/or
PR positive See S o Adi T H
veb — ee Systemic Adjuvant Treatment - Hormone
« Ductal® HER2 negative Receptor Positive - HER2 Negative Disease (BINV-6
+ Lobular
*Mixed b See Systemic Adjuvant Treatment - Hormone
+ Metaplastic HER?Z positive Receptor Negative - HER2 Positive Disease (BINV-7)
ER-negative
and
PR-negative
: b See Systemic Adjuvant Treatment - Hormone
HERZ negative Receptor Negative - HER2 Negative Disease (BINV-8
ER-positive
and/or
PR positive
See Systemic Adjuvant Treatment -
T I
Lo Favorable Histologies (BINV-9)
ER-negative
and
PR-negative

bSee Principles of HER2 Testing (BINV-A).
oThis includes medullary and micropapillary subtypes

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 2.2010 03/16/2010 © 2010 Mational Comprehensive Cancer Network, Inc. All ights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN. BINV-4
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NCCN inraocnl(f(‘)alogl; _9\;2?25010 Invaslve Breast Cancer Staging DISCLISQS\OH Rereerences

SYSTEMIC TREATMENT OF RECURRENT OR STAGE IV DISEASE

Total mastectomy + axillary lymph
B Y node staging if level I/ll axillary
di ion not previously doneff

Initial treatment with It
+ radiation therapy

Ir-:::rlrence T;SSL;'I I axillax(:i‘issection and —————— Surgical resection if possibled |~ Consider systemic therapy©°
prior radiation therapy

Surgical resection if possible +

radiation therapy to chest wall

and supraclavicular nodes

Initial treatment with >my
no prior radiation therapy

ER and/or PR positive;
HER2 negative®

—_
—— See BINV-17
—_—

" Add
Bone disease present —> bisphosphonatedd ER and/or PR positive;
HER2 positive®
Systemic
i dd,ee
e ER and PR negative, or ER
and/or PR positive and endocrine| —> See BINV-18
Bone disease not present —— refractory; HER2 negative®

ER/PR negative;
HER2 positive®

—— See BINV-19

bSee Principles of HER2 Testing (BINV-A).

ddpamidronate or zoledronic acid (with calcium 1200-1500 mg and vitamin D 400-800 IU daily supplement) should
Surgery, radiation £ ia (catogory 3 for be given (category 1) in addition to chemotherapy or endocrine therapy if bone metastasis present, expected
or ségichal (e.g., survival = 3 months, and creatinine < 3.0 mg/dL. Patients should undergo a dental examination with preventive
indicated for localized clinical scenarios: . Paleey .
it 8. fracture | d€Ntistry prior to initiation of bisphosphonate therapy.
2.1 disease 9. gic fracture €eSee NCCN Palliative Care Guidelines
3. Choroid metastases 10 Cord Comprision fin women with a local breast recurrence after breast conserving surgery who had a prior sentinel lymph node
4. Pleural effusion 11. Localized painful bone or o . e X =
5. Pericardial effusion soft-tissue disease biopsy, a repeat SNB may be technically pos;nble. The accuracy of repeat SNB is unproven, and the prognostic
6. Biliary obstruction 12. Chest wall disease significance of repeat SNB after mastectomy is unknown and its use discouraged.
T-Ureter obstruction 991f not technically resectable, consider systemic therapy to best response, then resect if possible.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 2.2010 03/16/72010 © 2010 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN. BINV-16
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Guidelines Index
2 Practice Guidelines . Breast Cancer TOC
NCCN in OnlcologuyI - VI,2,2010 InvaS“’e Bl’east Cancer Staging, Discussion. References

PREFERRED CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC BREAST CANCER!

PREFERRED SINGLE AGENTS PREFERRED CHEMOTHERAPY COMBINATIONS
Anthracyclines « CAF/FAC (cyclophosphamide/doxorubicin/fluorouracil)
« Doxorubicin « FEC (fluorouracil/epirubicin/cyclophosphamide)

¢ Epirubicin * AC (doxorubicin/cyclophosphamide)

« Pegylated liposomal doxorubicin « EC (epirubicin/cyclophosphamide)

Taxanes « AT (doxorubicin/docetaxel; doxorubicin/paclitaxel)

« Paclitaxel * CMF (cyclophosphamide/methotrexate/fluorouracil)

» Docetaxel « Docetaxel/capecitabine

* Albumin-bound paclitaxel « GT (gemcitabine/paclitaxel)

Anti-metabolites

« Capecitabine
« Gemcitabine OTHER COMBINATIONS

Other microtubule inhibitors « Ixabepilone + capecitabine (category 2B)
e Vinorelbine

PREFERRED FIRST-LINE AGENTS FOR HER2-POSITIVE DISEASE

OTHER SINGLE AGENTS Trastuzumab with:

» Cyclophosphamide « Paclitaxel + carboplatin
* Mitoxantrone « Docetaxel

. Cisplatin « Vinorelbine

« Etoposide (po) (category 2B) « Capecitabine

« Vinblastine

e Fluorouracil CI

« Ixabepilone PREFERRED AGENTS FOR TRASTUZUMAB-EXPOSED HER2-POSITIVE DISEASE

« Lapatinib + capecitabine
PREFERRED AGENTS WITH BEVACIZUMAB e Trastuzumab + other first-line agents
« Paclitaxel?  Trastuzumab + capecitabine
« Trastuzumab + lapatinib (without cytotoxic therapy)

1There is no compelling evidence that combination regimens are superior to sequential single agents.
2 single randomized clinical trial documents superior time to progression with the combination of bevacizumab plus paclitaxel compared with paclitaxel alone for first
line chemotherapy of metastatic disease.

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

BINV-M

Version 2.2010 03/16/2010 © 2010 National Comprehensive Cancer Network, Inc. All rights reserved. These gui and this ion may not be in any form without the express written permission of NCCN. 10f6
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Practice Guidelines
in Oncology - V.2.2010

Guidelines Index
Breast Cancer TOC
Staging, Discussion, References

Invasive Breast Cancer

retes by hsiny Trunc o iy Mt appraved fr dumstian, Capyright © 010 Mol Comprahansive Cancar hatoces, e 4 Righs

Practice Guidelines Epithelial Ovarian Cancer! | i o
Oncology 201 Tube Cancer/ Primary Peritoneal Cancer Staging, Discussion. References

PREFERRED CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC BREAST CANCER'

PREFERRED SINGLE AGENTS
Sukleings Indax «CAFIFAC
ACCEPTABLE RECURRENCE THERAPIES ! Practice Guidelines CHivicalC Cervical Cancer TOC JEEC
Discussit
agents Cytotoxic Therapy Hormonal Therapy | Targeled Therapy | Radiation Therapy | in Oncology 010 ervical Cancer taqing, Discussion. . * AC (doxorubicinfcyelophosphamide)
- + Pegylated liposomal doxorubicin «EC (epirubicin/cyclophosphamide)
gents arboplutinpactaxel (category Tasan

Carboplatiniweekly paciitaxel2 Paclitaxel «CMF
Carboplatinidocetaxel? +Docetaxel

« Docetaxellcapecitabine
« GT (gemcitabine/paclitaxel)

Carboplatinigemcitabine?
Carboplatinfliposomal doxorubicin?
Cisplatinigemcitabine?

« Albumin-bound paclitaxel
Anti-metabolites

Iimil e o10 | Endometrial Carcinoma

« Capecitabine
Single-agent if platinum sensitive CHEMOTHERAPY REGIMENS FOR RECURRENT OR METASTATIC CERVICAL CANCER + Gemcitabine o ok
Carboplatin 2 ot Other microtubule inhibitors « Ixabepilone + capecitabine (category 2B)
Cisplatin (Strongly consider clinical trial)
isplati *Vinorelbine
Sinale-agent non-platinum based if SYBTEMIC THERARY FSR RECURRENT'gEYAST“'c on ‘"'GN’R'SK g' Eirst-line ther: Possible first-line single agent therapy ~Second-line therapy B IRST- T ! L
Riaficum g (STRONGLY ENCOURAGE PARTICIEATION M CUNICAL TRIALS) platin/paclitaxel (category 1)! « Cisplatin (preferred as a single agent) (All agents listed are category 2B) « Cyclophosphamide I?:é::fa';':f:‘::’::'o Jatin
Etoposide, oral . Carbop_la(lnlpaclltaxel . Carb_oplatin « Bevacizumab « Mitoxantrone « Docetaxel P
Gemcitabine . HORMONAL py! plat!nllopot?car.\ « Paclitaxel . Do.ce'a.x?I « Cisplatin « Vinorelbine
Liposomal doxorubicin «Aromatase Inhibltors « Cisplatin/gemcitabine (category 2B) «Epirubicin ) «Etoposide (po) (category 28) « Capecitabine
F:;‘-m::é:e Iy «Progestational agents «5-FU (5-fluorouracil) « Vinblastine
Topotecan « Tamoxifen + Gemcitabine « Fluorouracil Cl
P Hostarnide +abepilone PREFERRED AGENTS FOR TRASTUZUMAB-EXPOSED HER2-POSITIVE DISEASE
Other Potentially | Altretamine Anastr CHEMOTHERAPY REGIMENS? elrinotecan « Lapatinib + capecitabine
Active Agents Capecitabing Letroz( (Multi-agent chemotherapy regimens preferred, if tolerated) «Liposomial doxorubléin PREFERRED AGENTS WITH BEVACIZUMAB « Trastuzumab + other first-line agents
Cyclophosphamide Leupro « Cisplatin/doxorubicin (category 1) M'p ) « Paclitaxel? « Trastuzumab + capecitabine
ifosfamide Meges! «Cisplati i i 1) *Mitomycin « Trastuzumab + lapatinib (without cytotoxic therapy)
Irinotecan Tamaoxi g i * Pemetrexed
Melphalan . plus ( gory 1 for
Oxaliplatin « Carboplatin/paclitaxel « Topotecan
Paclitaxel «Cisplatin  Vinorelbine
« Carboplatin 1There is no compelling evidence that combination regimens are superior to sequential single agents.
+Doxorubicin 2Asingle randomized clinical trial documents superior time to with the of plus paclitaxel compared with paclitaxel alone for first
TPatients who progress on two conseculive iherapy regimens without evidence of cinica «Paclitaxel line chemotherapy of metastatic disease.
therapy. Decisions to offer ciinical trials, supportive care, of additional therapy shoukd b . (for
2Piatinum-based combination therapy should be considered for platinum-sensilive recurr toatamide (f i catogory 2A indicated.
¢Hostamide (for carcinosarcoma) 5 Chotca Tae: NG bakeves het he b management of any cancer patientis in a clinical trial. Participation in clinical trials is especially encouraged.
Hate: Al «Ixabepilone may be used as a single agent for second line
Clinical Trats: NCCN believos that the bost managemant of any cancer patient i in a linica ral, P/ treatment of pationts (category 28) o = BINV-M
PI— L A — —— diofs
TMonk BJ, Sill MW, McMeekin DS, et al. Phase Ill trial of four i I doublet in stage IVB, recurrent, or persistent cervical carcinoma:

AGynecologic Oncology Group Study. J Clin Oncol 2009 0: $CB 500621 3508
1Hormonal therapy is for endometrioid histologies only (e, not for papillary serous carcinoma, clear cell carcinoma, or carc

2Chemotherapy regimens are for endometrioid histologies, papillary serous carcinoma, or clear cell carcinoma. Afew of th | Note: All
aiso be used for carcinosarcoma, as indicated

2A unless
Clinical Triats: NCCN beliaves that the best management of any cancer patient s in a clinicaltrial, Participation in clinical trials is especlally encouraged,

Note: Al are category 24
Clinical Trials: NCCN believes that the best management of any cancer patient is in a ck

ical trial. Participation n clinical trials is especially  \erson 1 2010, i

CERV-A

Verson 17010, 100400 © 7000 Matonwl Comprehamaive Cancer Metwork. inc. AR ihts remrved. ENDO-B
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OT0 ObINM NNLLBL Pa3roBOpPbl 0 UHAUBMAYANU3aLUK N NPELIN3NOHHOMN
MeanLMHe

BeckoHeyHoe aApobaeHne NoATUNOB U MHOXKECTBO BaPUaHTOB IEYEHMUSA, KOTOPbIE Mbl HE
MOMEM «CBA3aTb» MeXKay cobol

NMoaTunbl onyxonu BapuaHTbl Xumuotepanum

- -H

n
BapuaHTOB MHOro, HO BC€ OHU 3MNUPUYECKUE, BAPpUAHT JIe4EHUA U BaPUAHT ONYXOJIN HEe CBA3aHbI
MmeXxay cobou

g an




Co CTyAeHYEeCKUX IeT Mbl MOMHWAN, YTO OHKO10TMUA 3TO
0cobeHHas cneumanbHOCTb, T.K.:

* Hawun AnMarHo3bl U 1eyeHne OCHOBbLIBAKOTCHA UCKAKOYUTENBHO Ha
MOpPdOIOrMYecKom nccaesoBaHMmM cybctpata onyxonu

e be3 buoncuu HeT
* JlnarHosa
* JleyeHuns
* OHKONOrnmn
* Bpa4va-oHKoi0ra



Ho ecnn nccnenoBaHMe OMyxo/1eBOM TKaHW HE
BINAET HA TAKTUKY, TO 3a4EM?...

YaeJabHbli Bec 00JIbHBIX ¢ JHATHO30M, IIOATBePKIeHHBIM MOP(OIOTHYeCKH, 0T YHCIa §0IbHBIX ¢ BIIepPBbIe
B JKH3HH YCTAHOBJIEHHBIM THATHO30M 3/10KA4eCTBEHHOI'0 HOBooOpasoBanusi B Poccuun B 2005-2015 rr., % *

Kaxkabin 5 6e3

» MopPdONOrnyecKkoro

noarsepxageHmAa

A rae-1o 1 Kaxkaplin

Jlokanmsanus, Kon T'onwr
HO30JI0THYECKast popMa MKb 10 | 2005 | 2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015

Bce 310Kkau. HOBooOGpazoBanus C00-96 I] 80,7 81.8 o= e e — e — pa— ey =
T'yGa C00 97.2 97.4 96,4 96,8 96,9 96,2 97,7 98.5 98,3 98,2 98.5
TTomocts pra** C01-09.46.2 - - - - - - 97.0 96,1 96.5 96.4 97,2
Tnorka** C10-13 - - - - - - 95,1 94,2 95,4 95.8 96,5
ITumeson Cl15 75.5 77,5 78,2 79.8 81,3 81.7 84.0 86.1 87,9 89.4 90,2
Kemynok Clo 30,2 80,7 82,0 83,7 85,4 87,0 86,5 88,9 90,2 91,0 92.4
OGom04YHAs KHIIIKA C18 79.1 80.4 81,7 83.3 84,7 85.9 85,2 88.1 89,5 90,2 91,2
IIpsiMast KHITKaA, pEKTOCHTM. COeJl, aHycC C19-21 87.6 88.4 88.7 89.1 90,4 91,0 91,9 92.5 93,1 93,9 94.6
Ileuenp B BHyTpHUIIEY. JKETU. IIPOT. ** Cc22 - - - - - - 46,6 48,9 51,3 56,4 58,1
Tlomxemymounad xemesa™** C25 - - - - - - I 47.1 442 48 8 51.8 55,8
T'oprans C32 90,8 90.4 92,0 92,2 92,8 93.3 94,9 94.5 94,6 95.0 95,4
Tpaxes, 6poHXH, Terkoe (33,34 56,2 57.6 58,3 58,7 61,0 63,0 64,2 65,3 68,6 70,7 74,0
Koctu u cycraBable Xpsrmu** C40.41 86.6 88.0 87.5 87.6 88,9 89.7 82,8 83,0 82,1 84,3 84,3
MenanoMa KoxkH C43 97 4 97,7 97.4 97.8 97.9 98.0 97.9 98,4 98,3 98,0 98.2
Koska (kpoMe Me1aHOMBI) C44.46.0 98.4 98.8 98.5 98.6 99.0 98.8 99.0 98.4 98.6 98,9 99.1
CoeuHHUTETRHASL U JIp. MATKHE TKaHU** (946417,197_ - - - - - - 93.3 94,5 93,9 94.3 95,1
Monounas xenesa C50 94 .4 94.4 95,4 95,2 95,7 95,7 96,6 96,3 96,5 96,6 97.5
[efika MaTKH C53 97.5 96,5 97,5 96.9 97.6 97.5 98,1 98.2 97,7 98,0 98.3
Temo matku C54 96.5 96,0 96,4 96,7 96,5 96,5 97,0 97.5 97,8 97.8 97.9
Sumaauk C56 85.7 86 9: Ol / SO,H- 00,4 5,1 %,1 91,\) 71,0 1,0 TLF
IIpencTaTenpHas skeIesa col 83.6 84.4 88,1 89,0 91,2 90,2 92.0 91,9 93,9 93,5 94.5
TTouka™** Co4d - - - - - - 75,5 76,5 77,0 78.6 81,9
MoueBoii my3bIpb Co67 81.9 82.3 83.8 84,2 86,1 86,0 87,6 88.4 89,5 89,7 91.6
[IluToBHaHAY KeIe3a C73 97.0 96.7 96,8 96,8 97.5 97.5 97.9 97.9 97.9 97.7 98.4
JIuMmdaTHd. 1 KPOBETBOPHAS TKaHb C81-96 94.9 94.9 95,6 96,2 96,9 96,5 96,3 95,5 98,4 | 100,0 100.0
ES ~ N1 1T g Vi )

» MNepBblN...

» [lecaTtbin....
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THERAPY FOR RELAPSE

Chemotherapy 4
Multiple sites or or
Unresectable Best supportive care

(See NCCN Palliative Care Guidelines)

Distant
metastases

Consider resection * IORT

ECOG 1-2 — neumm pak
ECOG 3 -4 — cumnTomaTnyecKaa TepanumA

or :
See Surveillance
Resectable RT + concurrent chemotherapy| ——
or (CERV-8)
Chemotherapy¢

dSee Chemotherapy Regimens for Recurrent or Metastatic Cervical Cancer (CERV-A)

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.

Version 1.2010, 10/20/09 © 2009 National Comprehensive Cancer Network, Inc. Al rights reserved. These and this may not be in any form without the express written permission of NCCN. CERV-10




A ecnun VK 1eYyeHrne MOXHO NPoBecTn, TO Be3 pa3HULbl, KaKOW
3TO noATwmn!

Pak eanHoe 3aboneBaHue, Tpebylolwee eaAnHbIX NOAXOA0B, U €CAN YAAN0Ch
NP 04HOM ONYXO/IM — yaacTca U NPu ApYrmx

TABJIETKA OT BCEX BU OB PAKA!



[TosABAEHME N NPOTPECCMPOBAHME OMYX0IM 0OYC/NOBAEHO HE MPOCTO «ObICTPbIM
NeneHnem KNeTok», a akTuBaLmnen n/mam TOPMOXKEHMEM MHOMKECTBA CUIHAbHbIX
nyTen, 0COBEHHOCTAMM «B3aMMOAENCTBUA C OPraHM3MOMY...

Bu3yanbHbin GeHOTMN ONyX0aun «BHYTpPEHHAA XN3Hb» ONYyXONun

F v. ‘ h - " - W

WNT > -» Disheveled Anti-growth factors
* (e.g. TGFR)
GSK-3p l
A%C A
-TGF UR)
Celg - (ECagherin) —————— -Catenin -—&bu-cnmnzm\
16
/’NM*P?K---PM--—_\\ e l
T S ) »

A
Mos MK - u: E: e ——
¢ \
s (ET) > e Aas > Raf > MEK-> MAPK —» MAPK > EIK—> Fos > Ceil '\ sensor_ ./
7 e B ()
! ab MEKK: tye:Max > e P33

mmmmm ! CdC42 —> Rac > Rho == === === =——== 1 H
(c.9.Bombes )+@——>;' @ma-»ucyu-»m——»cn/j \ L\bms—im l
i
(e : NHR (e.9. ER) ! Ba
: PKC M/ ise llodL-au
H /v K NF-x! S o 1
: J ColiDecth Y& _“ ¢ ¥ 4/&
;""’ lc“)“‘-.@\ P13K — Akt = Akka — kB * 5
7 5 X 4
PTEN Caspase 9
( . AP (5
Cytochrome C
Stata,s ——-—-»> Bol XL 4+ Gocor »—
f {Bad Mitoch Dés
Jaks et ok
4 Abnommety: & -»mtm {e.g. Fas
------ g
Cytokines __~"
(e.q.1.3/8)

NITU TIYTN MOTYT O4EHb CUJTbHO OT/IMHATBECA OT ONMYXOJIN K OMNYXOJ1U, 1 OT
BOJIbHOIO K BOJIbHOMY

Hanahan D, Weinberg RA. Cell 2000;100:57-70



OTAnYnUTEeNbHbIE NMPUN3HAKN ONYXOJIN

MULLEHW ANA NPOTUBOOMYXO/IEBOM TEpannm

EGFR Cyclin-dependent
inhibitors kinase inhibitors

: - Sustaining Evading —
Aerobic glycolysis proliferative growth Immune activating

inhibitors signaling suppressors anti-CTLA4 mAb

N

Deregulating

Proapoptotic Resisting
BH3 mimetics cell
death

Genome
instability &

Enabling Telomerase
replicative Inhibitors
immortality

promoting
inflammation

mutation
PARP Inducing Activating Selective anti-
inhibitors angiogenesis invasion & inflammatory drugs
metastasis

1 a

Inhibitors of Inhibitors of
VEGF signaling HGF/c-Met
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IMeHHO B1arogapsa aTomy
Nnoaxoay nocaeHme ctanu
nepBbIMU !



Ewe 10 net Ha3a4 y NoI0BUHbI DOAbHbBIX PAKOM NEFKOro He
O6bI210 MOPDONOTNYECKOrO NOATBEPHKAEHMA ANATHO3A...

YaeJabHbli Bec 00JIbHBIX ¢ JHATHO30M, IIOATBePKIeHHBIM MOP(OIOTHYeCKH, 0T YHCIa §0IbHBIX ¢ BIIepPBbIe
B JKH3HH YCTAHOBJIEHHBIM THATHO30M 3/10KA4eCTBEHHOI'0 HOBooOpasoBanusi B Poccuun B 2005-2015 rr., % *

Jlokanmsanus, Kon T'onwr
HO30JI0THYECKast popMa MKb 10 | 2005 | 2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015
Bce 310Kkau. HOBooOGpazoBanus C00-96 80,7 81.8 82.9 83,2 84.5 85,3 85,8 86,7 87,7 88.8 90,4
T'yGa C00 97.2 97.4 96,4 96,8 96,9 96,2 97,7 98.5 98,3 98,2 98.5
TTomocts pra** C01-09.46.2 - - - - - - 97.0 96,1 96.5 96.4 97,2
Tnorka** C10-13 - - - - - - 95,1 94,2 95,4 95.8 96,5
ITumeson Cl15 75.5 77,5 78,2 79.8 81,3 81,7 84.0 86.1 87.9 89.4 90,2
Kemynok Clo 80,2 80,7 82,0 83,7 85,4 87,0 86,5 88,9 90,2 91,0 92.4
OGom04YHAs KHIIIKA C18 79.1 80.4 81,7 83.3 84,7 85.9 85,2 88.1 89,5 90,2 91,2
IIpsiMast KHITKaA, pEKTOCHTM. COeJl, aHycC C19-21 87.6 88.4 88.7 89.1 90,4 91,0 91,9 92.5 93,1 93,9 94.6
Ileuenp B BHyTpHUIIEY. JKETU. IIPOT. ** Cc22 - - - - - - 46.6 48.9 51,3 56,4 58.1
Tlomxemymounad xemesa™** C25 - - - - - - 47.1 442 48 8 51.8 55.8
| opTafHL 32 90 8 90 4 92 () Q2 2 02 8 033 94,9 94,5 94,6 95,0 954
Tpaxes, OpoHXH, JIerKoe (C33,34 56,2 57,6 58,3 58,7 61,0 63,0 64,2 65,3 68,6 70,7 74,0
KocTu 1 cycTaBHbIe Xpsrmu™* 640,41 86.6 88.0 87.5| 87.6 88,9 89.7 | 82,8 83,0 82,1 84,3 84,3
MenanoMa KoxkH C43 97 4 97,7 97.4 97.8 97.9 98.0 97.9 98,4 98,3 98,0 98.2
Koska (kpoMe Me1aHOMBI) C44.46.0 98.4 98.8 98.5 98.6 99.0 98.8 99.0 98.4 98.6 98,9 99.1
CoeuHHUTETRHASL U JIp. MATKHE TKaHU** (946417,197_ - - - - - - 93.3 94,5 93,9 94.3 95,1
Monounas xenesa C50 94 .4 94.4 95,4 95,2 95,7 95,7 96,6 96,3 96,5 96,6 97.5
[efika MaTKH C53 97.5 96,5 97,5 96.9 97.6 97.5 98,1 98.2 97,7 98,0 98.3
Temo matku C54 96,5 96.0 96,4 96,7 96,5 96,5 97,0 97.5 97,8 97.8 97.9
SuaauK C56 85,7 86.9 87,7 88.4 88.4 89,1 90,1 91,0 91,3 91,5 92,4
IIpencratensHas sxenes3a col 83.6 84.4 88,1 89,0 91,2 90,2 92.0 91,9 93,9 93,5 94.5
TTouka™** Co4d - - - - - - 75,5 76,5 77,0 78.6 81,9
MoueBoii my3bIpb Co67 81.9 82.3 83.8 84,2 86,1 86,0 87,6 88.4 89,5 89,7 91.6
[IuToBHOHAS Kele3a C73 97.0 96,7 96,8 96,8 97.5 97.5 97.9 97.9 97.9 97,7 98.4
JIuMmdaTHd. 1 KPOBETBOPHAS TKaHb C81-96 94.9 94.9 95,6 96,2 96,9 96,5 96,3 95,5 98,4 | 100,0 100.0

ES A ANTT . o hndascasr Amamrramrrrr A nTan s AmEramET A AT rrra T A amTTTT A aTentE A rTrrrrrrrate crm e Ao TrATenTTA AT ATTTTa s sr oo fsann amarrrra faanvran o e atE)



A 3a4em, ecim OCHOBHOW PaKTOp, onpeaenaBLLniA
BapuaHT nedyeHna HMPJ1 B To Bpema — ctaTtyc no ECOG...

® P ti Guideli NSCL Table of Contents
N [GGINW 1ot Suideines o7 | Non-Small Cell Lung Cancer Siacing, WS, Referorces

THERAPY FOR RECURRENCE FIRST-LINE THERAPY
AND METASTASIS

Bevacizumab + See
Criteria chemotherapy 9V Proaression Progressive
metY * | or g 9 Disease
Chemotherapy9 Tumor (NSCL-14)
Performance Cycle 1 — response
status 0-2t evaluationW
(category 3)
Criteria _~ Chemotherapy9d_ | Response or
not metY (category 1) Stable disease See
Systemic ’ Progressive
therapyd Progression —|5i oo oo
and best (NSCL-14)
supportive Cycle 2
care
Response or
Stable disease
Best supportive care onl l
Performance —+|(See NCCN Palliative C y 4-6 cycles (total)
status 3-4 ge allative tL.are (preferred) or
Guidelines) until disease
progression
(category 2B)
9See Systemic Therapy for Advanced or Metastatic Disease (NSCL-E). l See
tPerformance status (PS) 2 patients have greater toxicity and potential for lower benefit than PS 0-1 patients. Relapse Progressive
UCriteria for treatment with bevacizumab + chemotherapy: non-squamous NSCLC, no history of hemoptysis, no CNS metastases, no P Disease
ongoing therapeutic anticoagulation. Bevacizumab should not be given as a single agent. (NSCL-14)
VAny regimen with a high risk of thrombocytopenia and the potential risk of bleeding should be used with caution in combination with
bevacizumab.

WSome institutions advocate imaging (CT) studies to evaluate tumor response after the first course.



[1a, Bbl6OpP ObiN... HO BbIOOP DObl1 MexXay
MAOXUM U NMJOXUM...

OOwasn BbNKMBaAaeMoCTb

Schiller JH, et al. ¥ Engd JAfed. 2002395 92-93.



HO NnoTom cuTyaumna BAPYr pe3Ko NoMeHANaCh

* TabneTkn npes3oLWAn AaxKe cKanbnenb!

\YJ \Y4
PaaukanbHO onepuposaHue 60bHble MeTacTtatnyeckmn ALK-no3nTuBHbIU
paHHUM HMPJ (-1l ctagmn) HMP/1, Tepanua Kpu3oTnuHnbom
100-4\.
"
: + Censored
100~ ’\5 80
o
a : " - (HR, 0.760; 95% CI, 0,548 to 1.053; P = .0978)
=] ul iemotherapy (469 deaths) ©
3 80 Py ( = - 559%
= >
2 %)
A = 40 -
=  40- , B o
© Control (504 deaths) o Crizotinib Chemotherapy
- 3 (n=172) (n=171)
o 1l [ 20 -
201 P<0.03 Deaths, No. (%) 7 @13) 81474
Median OS (95% CI), months ~ NR (45.8to NR) ~ 47.5(32.2to NR)
O 1 | | ]
0 2 z (3 1 1 1 1 1 1 1 1 1 1 1 1 1
0 5 10 15 2 25 30 35 40 45 50 5 60 65 70
Years .
Time (months)
No. at Risk s
Chemotherapy 932 775 624 450 308 18] No-atrisk
Control 935 774 602 432 286 164 — Crizotinb 172 157 144 128 111 98 8 79 65 5 3% 20 8 1 0

Chemotherapy 171 150 131 118 100 8 82 73 63 46 31 21 1 1 0

Arriagada R, Bergman B, Dunant A, Le Chevalier T, Pighon JP, Solomon BJ, Kim DW, Wu YL, et al. Final overall survival

et al. (2004) Cisplatin-based adjuvant chemotherapy in analysis from a study comparing first-line crizotinib versus
patients with completely resected non-small-cell lung chemotherapy in ALK-Mutation-positive non-small-cell lung
cancer. N Engl J Med 350: 351-360 cancer. J Clin Oncol 2018:JC0.2017.77.479

10.1200/JC0.2017.77.4794



R 2020 cTanu gaxe noroBapmMBaTb O TOM, YTO 1e4eHune
DACMNPOCTPaHeHHbIX cTaanm HMPJ1 yxke BHOCUT CBOM
BK/1a B CHUXEeHNe CMepPTHOCTH

2, RosOncoWeb

o M f w WMHTEPHET-OPTAN POCCUHCKOrO OBLLECTBA KNMHUYECKOW OHKONOIUK
" Augsco 23 rOfA (1997-2020) TONBKO NOCNELHWE HOBOCTH B OHKOINOIMKH
06 oblecTBe | MeponpuaTua | PaBoume rpynnbl laseta XypHan O6uecTBEHHAaA OeATENbHOCTb KoHTaKTbl

o e HoBocTn OHKOMOrMm

» lNpaKTuyeckue pekomeHgaLum 21.01.2020

» KnuHu4eckue uccnenoBaHus

3HauyuTenbHOE YCKOPEeHUe TEMMOB CHMXEHUA CMEPTHOCTU OT OHKONMOrMYeCKux
» OGyenue No XMMMOTEpaNkK 3aboneBaHnin B CLUA. Heyxenu, HakOHeU, «npa3gHUK» CUCTEMHOWN Tepanuu
» MMpasga o poccuiickoin pacnpoCcTpaHeHHbIX cragun?

OHKOnornm

Xykoe Hukonaii Bnadumuposu4

Pyxosodumens omdefia MexoucyunnuHapHol oHKomoauu

@rey «HMUL Hemckoli zemamorniozauu, OHKo02uu U uMmMmyHonioauu um. .Pozaqesas,
doyeHm Kagbedpbl OHKOMO2UU, 2eMamoroauu u ny4yesol mepanuu

PHUMY um. H.W. Mupoaosa, dokmop MeQUUUHCKUX Hayk,

Mockea

» Bpau u 3akoH

» OHKONMoOrM4yeckue pecypcbl
B CETH

» [PaHTbl ¥ KOHKYpPCbI

» Bubnmnoreka

Mo oTHOWEHWO K apyrum MeguuuMHCKMM cneyuanbHOCTAM OHKONOrkMA Oonro Haxogunach B achaﬁ,qepax B OTHOLUIEHWU
TEMNOB (U Oaxe caMOW BO3IMOXHOCTW) CHWXEHWS CMepTHOCTWM. B TO BpeMs Kak Kapguonoru panoptoBanu O CHUXEeHWW
CMEepTHOCTU OT cepAeyHO-cocyancThIX 3aboneBaHuii Ha OECATKN NPOLEHTOB, OHKOMNOrMYeckas CMepPTHOCTb NULWb 3amegnsana
poCT Unu (B Nyywem cnyyae) ymeHbluanack B npegenax ctatMcTMYeckon NorpeLuHoCTy.

OpHako B HacTosiwee BpemMA B CTpaHaX, BefylwWX npodyMaHHYK «aHTUpPaKoBYlO» CTpaTternto n obnaparoWmnx Ha 3To
AACTATAUMLLIMIA NABCVNAARMIA - CATYALTIAG KANAKMEANRKEN MedaaTra  Tak  wannumen o CUHITA wvwwe B TeuepumMe mMuAray neT




Yero, KCTaTu, OT HAaC HAaCTOATE/IbHO TpebyeT NnapTuA
1 npasutenscTeo! M TpebyeT BecbMa peLlmnTeIbHO

A HebeszonacHo | www.vest-news.ru/news/110267

jo0gle MepeBoaunk <& Chemotherapy Prot... @ eLIBRARY.RU - Xyk... D Visiontracker  ¢iti Citibank Online B https://digital.ac.gov.ru/news/4341/

sogle Mepesopunk  £ix Chemotherapy Prot... @ eLIBRARY.RU - Xyk... a Visiontracker  ¢iti Citibank Online - ™ Gmai

.. O HauMOHaNLHO NporpaMMe~  Mepsl noaaepxku  HosocTv  KoHTaKTel

[nagHas — HoBsocTy 1 — Mpe3ugeHTt PO Bragumup MyTUH Npeanoxun peann3osaTs HaUWOHanbHyo nporpammMy no 6opbbe ¢ pakom

[Mpe3ngeHT PO Bnagnmump MNyTuH npeanoxmin

pP€ann3oBdTb HALUMNOHAJIbHYH MPOrpamMmy o Bnapmmup MNyTuH: nepcoHanbHas
60pb6e C pakom OTBETCTBEHHOCTb — BOT YTO TakKoe
HaLMOHasbHble MPOEKTbl

12:15, 02 mapra 2018

Inasa rocygapcrea B uHTepsbio TACC pacckasan , YeM Ha LUNPOEKTbl OTANYaKTCA OT
roCnNpPOrpammM u 3aBepus, 4To KX AbIA HAXOAUTCA NOA ero NOCTOAHHBLIM KOHTPONEM




YTO e nameHmnocb? [Noasmnmco
SPPEKTUBHbIE NpenapaTtbl? [la, 6e3ycnoBHO!

o AHTU-ALK e AHTU-BRAF * AHTU-RET
* Kpu3oTuHmb e NabpadeHnt/  CennepkatnHub
* ANEKTUHMO TPamMeTUHU6 e [pancetnHub
* LeputnHnb « BemypadeHnb * KabazaHTUHNO
* bpuratnHmob . e BaHoeTaHub
* JlopnatnHmb AHTN-ROS1 &
* KpnsotnHmnb * AHTVI-PD]./PD-L].
* AHTN-EGFR
. TedUTUHIG * JHTPEKTUHKND * Nembponnsymab
* 3pNOTUHMO * LUepntnHmnb * Hneonymab
* AdaTnMHUO e JlopnatmHmnb e Ate3onnsymab
» [lakomeTnHnb e AHTU-MET e Llemnnammab
* OCcMmepTUHMO e KanmaTuuu6 e [lypBanymab
* AHTU-NTRK e TenoTuHMO i AHTM‘CTLA‘4
o napOTPEKTMHM6 ° KpM3OTMHM6 ° Mr”,”-”/”v\y'v\a6

* JHTPEKTUHUO



Ho rnaBHoe, 4yTo 370 addeKTMBHbIE NpenapaTbl 8 MPABVIBHOW

NonyaauUnm, MUMetoLWen ANa HUX MULLEHD!

3P PEeKTUBHOCTL Pa3sNUYHDBIX PeXUMOB xumuotepanuu npu HMP/ (I avuua)

Obuwasn BbIKMBaAEMOCTb

\
S

Bpems 40 nporpeccupoBaHus

BapuaHT onyxonu (MonekynspHaa MULLEHR) ABNAETCA NPAMbIM BbIXOOOM Ha
BapWaHT nevdeHns

BapuaHT muwenu BapwaHnT tepanuu

mEon
—_— r/" '\‘. h L 1 o

0 » %0 N

N = | |

BapwaHT onyxonu npeackassiBaeT achcekT neveHun

il a@1 O

5 net - 0%

( 9[ 3

MeTacTaTtnyeckmi ALK-no3nUTUBHbIN
HMP/, Tepanua Kpn3oTuHMbOM

Jverall Survival (%)

100 +:

80 -

60 -

40 -

%
",

+ Censored

(HR, 0.760; 95% CI, 0.548 to 1.053; P = .0978)

Crizotinib Chemotherapy
(n=172) (n=171)
1. (%) 71(41.3) 81(47.4)
1(95% Cl), months ~ NR (45.8to NR)  47.5(32.2to NR)

0 15 20 25 30 35 40 45 50 5 60 65 70
Time (months)

44 128 111 98 8 79 65 51 36 20 8 1 0
131 18 100 8 82 73 63 46 31 21 M 1 0

1 BJ, Kim DW, Wu YL, et al. Final overall survival analysis

tudy comparing first-line crizotinib versus chemotherapy
Autation-positive non-small-cell lung cancer. J Clin Oncol
0.2017.77.479 10.1200/JC0.2017.77.4794

5 ner-55%



MuLweHb MOXHO (M HYXKHO) onpeaensaTsb,
nepe Tem, Kak BbICTPeNnTb!




OT eaAnHOW TabNeTKM A8 BCEX PAKOB K HAabopy
npenapaToB A/a Pa3HbIX KOPPAHHbIX» OMYXONEN C
NOKanm3aumem B O4HOM U TOM e opraHe!

Kaxkgomy cBost Tabnetkal

NO mutations 1.2

EGFR 28%

TABJIETKA OT BCEX BUAOB PAKA!




I moaxoabl CTaan MEHATHCA MPU MHOTUX ONyXoaax!

[lepcoHann3npoBaHHAA MeanLMHa 3TO TaMm, rae npu Bbibope mexay onunamm
nepen «CTPEe/0YKOMN» CTOUT MONEKYNAPHbIN (Mnn ntobon Apyron) NpuUsHak,
NO3BO/IAOLWMMN OCMbIC/IEHHO BblIOpaTb BUA, NeveHus

[ne-To 6bonble...

31050 PAL, For Not azproved for Grtuton Copmght ©
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NCCI®
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CLINICAL PRESENTATION HISTOLOGIC TESTING
SUBTYPE®

+ Molecular testing

conducted as part of broad
molecular profilingk!!
» PD-L1 testing (category 1)

+ Establish histologic
subtype® with
adequate tissue for
molecular testing

Advanced (consider rebiopsy"

}_\ if appropriate)

or
metastatic + Smoking cessation

- Molecular testing
disease counseling
+ Integrate palliative » Consider EGFR
care® (See NCCN mutation™™ and
Guidelines for ALK testing in never
Palliative Care) smokers or small biopsy
specimens, or mixed
histology™™
‘Squamous cell » Consider ROS1, BRAF,

carcinoma MET exon 14 skipping,
and RET testing in small
biopsy specimens or
mixed histology

» Testing should be

conducted as part of broad
molecular profiling**!!

» PD-L1 testing (category 1)

See footnotes on NSCL-18A

(see NSCL-1
ALK positive (see NSCL-22)
» EGFR mutation testing
(category 1 ROST positive (see NSCL-25)
» ALK testing (category 1) 2
shdeaccucinara | YROST S BRAF V600E positive (see NSCL-26)
- Large cell » BRAF testing MET exon 14 skipping mutation positive
« NSCLC not » MET exon 14 skipping (see NSCL-28)
otherwise testing 2
specified (NOS) » RET tosting RET positive (see NSCL-29)
» Testing should be PD-L121% and EGFR, ALK, ROS1, BRAF,

TESTING RESULTS!

Sensitizing EGFR mutation positive

MET exon 14 skipping mutation, and RET
negative'l (see NSCL-30)

PD-L1 <1% and EGFR, ALK, ROS1, BRAF,
MET exon 14 skipping mutation, and RET
negative'l (see NSCL-32)

Sensitizing EGFR mutation positive

(see NSCL-19)

ALK positive (see NSCL-22)

ROS1 positive (see NSCL-25)

BRAF V600E positive (see NSCL-26)

MET exon 14 skipping mutation positive
(see NSCL-28)

RET positive (see NSCL-29)

PD-L121% and EGFR, ALK, ROS1, BRAF,
MET oxon 14 skipping mutation, and RET
negative' (see NSCL-30)

PD-L1 <1% and EGFR, ALK, ROS1, BRAF,
MET exon 14 skipping mutation, and RET
negative'l (see NSCL-33)

Note:
Clinical Trials: NCCN believes any pat s

Ve 82000, 15720 2020 Neons Comgeshansiv Cancer etwork (NCCAT) AL s rserved. NCON Gudones i Buskation may 1o e rgecdcd nany o wit

NSCL-18

[Ae-To meHbLue...

Printed by Nikolay Zhukov on 11/5/2020 4:44:55 PM, For personal use only. Not Copyight © 2020 Cancer Network, Inc., Al Rights Resérved.
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SYSTEMIC TREATMENT OF RECURRENT OR STAGE IV (M1) DISEASE

Add denosumab,
zoledronic

acid, or
pamidronate®°®

Bone disease present —

Recurrent or
stage IV (M1)
disease™™"

Bone disease not present ———————|

—* ER- and/or PR-positive; HER2-negatived:c¢ —# See BINV-20

{—> ER- and/or PR-positive; HER2-positived:c¢ ——» See BINV-22

f— ER-and PR ive; HER2-positive®cc See BINV-2

L+ ER- and PR-negative; HER2-negative®.°—— See BINV-25

" The role and timing of surgical removal of the primary tumor in patients
presenting with de novo stage IV (M1} is the subject of ongoing investigations.
and must be individualized. Performance of local breast surgery and/or RT is
reasonable in select patients responding to initial systemic therapy.

00

“A\Iﬁou;‘ yvith cancers with 1%—100% ER IHC staining are
R-po7 ible for endocrine therapies, there are more limited data on the
o= R-low—positive (1%-10%) results. The ER-low-positive

red in decision-making for other adjuvant therapy
2e Principles of Biomarker Testing (BINV-A

~ported biologic behavior often similar to ER-negative

ic acid, or i (all with calcium and vitamin D
supplementation) should be given (category 1) in addition to chemotherapy
or endocrine therapy if bone metastasis is present, expected survival is 23
months, and renal function is adequate. Patients should undergo a dental
examination with preventive dentistry prior to initiation of this therapy. The
optimal schedule for zoledronic acid is every 12 weeks.



Ho AB/AAeTCA M TEKYLWAA CUTYaUMA Npeaeiom Halmx
MEeYTaHMM O NepPCcoHaIN3NPOBAHHOW OHKOJIOTUN?

COBCEM NHASEMIPELES

¢

X

o =

»

-~




BuepallHre nnaepbl TapreTHOM Tepanun
BAPYI OKa3a/nCb B ayTcanaepax... [lodtu...

HMPJ1 4 mecaua natoc 2 mUulieHu

YT100bI Bbl1a MOHATHA CKOPOCTb 3BOJIOLMNM
NoAXO40B K NeYyeHunto pacnpoctpaHeHHoro HMP/I...

IKCnepTHoIA coseT no HMPA (deepank, 2020)
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CLINICAL PRESENTATION MSTOLOGIC TESTINGE

SUBTYRE®

TESTING RESULTSA
Seritizing FOFR musson pasiive
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YTO Ha3bIBaeTCs, MOYYBCTBYMTE Pa3HMULY!

Bbi6bop npenapatoB daKTopbl OTOOpPa Ha NevyeHue

Pak MOOYHOM Kenesbl Tpacty3ymab, nepty3aymab, T-DM1, 1. P3/PN
nanatmHmb, 6esaunsymab, asepoinmyc, 2. HER2
nanéoumknnb, pubounknmno,
abemaunknumb, onanapmb, Tanasonapmo,
aTe30/11M3ymab, sSHAOKPUHOTEPANUS,
TpacTy3ymab-aepyKcteKkaH, >50 pexnmos

XMMmoTepanmm
HMPJ repuTnHMG, 3pNoTUHNG, apaTnHMG, 1. EGFR
OCUMEPTUHMD, beBaLn3ymab, 2. ALK
KPU30TUHMO, aNneKTUHMO, LEePUTUHIO, 3. ROS-1
6puraTUHMG, NAPOTPEKTUHND, 4. PD-L1
SHTPEKTUHMO,nembponnsymad, 5. BRAF V600E
HMBO/IYyMab, aTte3onnM3ymab, aypsanymadb, 6. NTRK
nabpadpeHnb/TpameTnHmb, Tpactysymab- 7. MET
AEepPYKCTEeKaH, HUHTeAaHuo, ....~15 8. RET
PeXXMMOB XMmMmmnoTtepanmm 9. HER2
10. MSI
11. TMB

12. ..



B 601bWMHCTBE CUTYALMUNA PYTUHHOM KAMHUYECKOM MPAKTUKM
peanbHOW UHAMBMAYAN3AUNN NO-NPEXHEMY HET — Mb
NPOAO0XKAEM /IEYNUTb MO AMATHO3Y U CTAAUN...
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Patient |
appropriate

or

CAPEOX % bevacizumabd —
or
FOLFOX + (cetuximab |
(KRAS/NRAS/BRAZ

ab)®f
ed tumors only)

or
FOLFIRIY £ bevacizun®

— ,&'ﬁmression ———>See COL-D20f 13

7

CONTINUUM OF CARE - SYSTEMIC THERAPY FOR! NCED OR METASTATIC DISEASE®P
INITIAL THERAPY® \
FOLFOX % bevacizumab¥ —, ‘

for intensive
therapy
\\' o
or.
/ 7/

Patient not |
appropriate

or
FOLFIRIY + (cetuximab or panitumumab)®f
(KRAS/NRAS/BRAF WT and left-sided tumors only)

r
FOLFOXIRIZ" + bevacizumab®

(g

—— Proo” ~— See COL-D 3 of 13

or

%
Progre??lon > See COL-D 4 0of 13

brolizumab* (dMMR/MSI-H only)®iiK

usional 5-F

apecitabine
or 2
(Cetuximab or panitumumab)®f
(category 2B) (KRAS/NRAS/BRAF WT and
left-sided tumors only)
or

for intensivel
therapy

(N 'umab or pembrolizumab)
(¢ 1 UMSI-H only)ehlk
f

ol 1ab + ipilimumab
_AMMR/MSI-H only)&i4K (category 2B)
or
(Trastuzumab' + [pertuzumab or lapatinib])®™
(HER2-amplified and RAS and BRAF WT)

" Patients should be followed closely for 10 weeks to assess for response

—=Prd

Progressiésf/—> See COL-D 50f 13

Consider initial

Note: All recommendations are category 2A unless otherwise Indicated.
Clinical Trials: NCCN belleves that the best management of any patient with cancer Is in a clinical trial. Participation in clinig
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BeckoHeyHoe gpobneHre NnoaTUMNOB U MHOXECTBO BapUaHTOB fle4YeHUs, KOTopble
Mbl HE MOXEM «CBsi3aTb» Mexay cobou

MoaTtunbl onyxonu Bapuanrbl Tepanuun

BapuraHTOB MHOro, HO BCe OHU 3IMNUPUYECKUE, BAPUAHT NIeYEHUA U BapUaHT ONyXONu He CBA3aHbl
Mexay cobomn



Tam, roe «nMycto» —3TO NOTOMY, YTO
npeackasaTe/bHbIX GaKTOPOB HET,
MW NOTOMY, YTO Mbl UX MPOCTO HE
Mwem (He onpeaensem)?

N 3abpe3Knn nn ceeT HaagexXabl Hag PMX v
OHKOTMHEKONOTMYEeCKMMM ONYXOSIAMU?



Koraa xoyeTcs cka3aTb BAY!

Ot rpyctHOM BecTn 0 80% BEPOATHOCTM PA3BUTUA pPaka MOJIOYHOM Kenesbl n 40% BEepOATHOCTU PaKa AMYHMKOB U
HeobxoAMMOCTN NPOPUNAKTUYECKON XUPYPIUN K AONTOXAAHHOMY NPOPbLIBY B TEPANUHK
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[MPOPUNTAKTUYHECKAA MACTIKTOMUA MNP MYTAUMW FTEHOB BRCA

Nomally, e BRCA1 gene repars a broken FTEN
gOne by “sewing” it dack 1ogather. Wnen BRCAT is
mutatid it stogs g the PTEN gane, which
COnlritatas 10 & Ln O ANd Matastans

NORMAL (Repain) ABNORMAL (No repar)

oy oo

Br,é-mFT:*h:dr.. Broken Pvi\lrcm
P |
= uu

P

BRCA1 gene repairns PTEN No e of PTEN gene
Qena, which alkows # 1o work EACA? gine rsudls in
call growan, cell death inhibition,
ook migration, new biood
vessels sorout, and metastasis

Comprehensive
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leell Cancer Epithelial Ovarian Cancer/Fallopian Tube Cancer/
Network® Primary Peritoneal Cancer
STAGE II, Ill, IVY MAINTENANCE THERAPY™*
POST- PR""ARY TREATMENT Ccm\eln!e response Observe (if CR) Monitori
(CR) ar See Monitoring/
| Niraparib® Follow-Up (OV-6)
BRCA1/2 Partial response (PR) or
No | wild-type or < See Therapy for Persistent Disease or Recurrence (OV-7)
1 ]
:;ed durin: Stable disease . ) :
primary 9 Sermiine or Progression See Therapy for Persistent Disease or Recurrence (QV-7)
Stage I-IV¥ therapy o somatic Olaparlb (category 1)
(post primary BRCA1/2 NI b 1
treatment raparib (catego
. Imagingg mutation CR™PR parib ( gory 1)
as clinically (:onslder observation for
indicated: stage |l disease only
* Chest/ i See Monitoring/
abdominall gfsf:f:'ml_, a Follow-Up (OV-6)
pelvic CT, K
MRI, PETICT, w unimawn
CRYIPR
or PET {Slsl.l” BRCA1/2 HR
base to mid- ‘W”d‘wpﬂ or < . — Bevaci b + olaparib
thigh) B i A g
used as part
of ;:n-irnal?yra ’ g?ﬂ;::;;:ﬁ ——— See Therapy for Persistent Disease or Recurrence (OV-T)
I

or somatic
BRCA1/2
mutation

A Imaging performed with oral and IV conird EEs comraindicated,

@ In the absence of a BRCA1/2 I
(HR) status may provide information on Lhe magnitude of benefit of
PARP inhibitor (PARP) therapy (See OV-R).

m See Principles of Systemic Therapy (OV-C) and Management of
Drug Res ns (OV-D).

¥ Post-pri treatment recommendations for stage 11-IV high-
grade serous or grade 2/3 endometricid carcinoma; consider for
clear cell carcinoma or carcinosarcoma with a BRCA1/2 mutation.

or
CRWPR ———— = |Olaparib¥

Bevacizumab + olaparib (category 1)

ing/
Follow- Up(O\l‘ -6)

or
Niraparib¥

W No definitive evidence of disease.

*Data are limited for maintenance therapy with a PARPI for patients with stage |l disease.

¥ After first-line therapy with bevacizumab, data are limited on maintenance therapy with a
single-agent PARPi (olaparib or niraparib) for patients with a germline or somatic BRCA1/2
mutation. However, based on the magnitude of benefit of PARPI maintenance therapy for other
subgroups, single-agent PARPI can be considered.

Nate: All gory 2A unloss ise indicated.

Clinical Trials: NCCN bolloves that the best managomont of any patient with cancer s in a clinical trial. Participation in clinical trials is especially encouraged.

ov-5
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Takoro A He BMaen AaBHO... O4eHb AaBHO!

* NMopaepxunBatoLLan Tepanna onanapnbom y 60/1bHbIX pakom AUMYHUKOB C HaIMYMEM
natoreHHoM myTauumn BRCA, 3aBepLUMBLUMX NIATUHO-COAEPKALLYIO Tepanuto | AMHUK

Olaparib Placebo
(N=260) (N=131)

Events,n(%)  118(45) 100 (76) Pasnnuma B meanaHe BbIXKMBAEeMOCTMU...

100 ¢ | 2-year Median PFS, months 56.0 13.8 3 5 I_O.ﬂlAl
90 1 88% treatment cap Diffsisiice. s 5 , -
E < - 74% HR 0.33 (95% CI 0.25-0.43)
€ 701
e 60%
ES 601 :
£ % 50 1 & N'\-QMSQW 48%
D~ :
% é 40 1 ‘k\_\_\< 35% Olaparib
55 07 b‘_‘m‘_ 2%
s 9 = i o1
= & e it
10 1 Placebo
0

0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months since randomization
No. at risk

Olaparib 260 229 212 194 173 140 129 115 101 91 58 30 2 0
Placebo 131 103 65 53 41 38 30 24 23 22 16 3 0

https://www.esmo.org/oncology-news/olaparib-maintenance-reduces-the-risk-of-recurrence-in-newly-
diagnosed-patients-with-advanced-ovarian-cancer-harbouring-a-brca-mutation



CTan NOTUXOHbBKY «McnpaBaaTbes» PMMK

3abonesaHue JocTynHble npenaparbl [ocCTynHble mULLEHU

Pak MOOYHOM Kenesbl Tpactyaymab, nepty3symab, T-DM1, 1. P3/PN
nanatuHub, 6esaymsymab, 2. HER2
aBeponumyc, nanbounknmo, 3. PD-L1
pnbounknmnb, abemaunknmo,
onanapwub, Tanasonapub, 4. BRCA
aTte3oan3ymab, annenncub, 5. PIK3CA
3HOOKPMHOTEPANUA, TPacTy3ymab-

AepyKcTeKaH, >50 pexxnmos 6. MSI
XMMmmoTepanum 7. NTRK

HMPA fepuTMHMG, 3pNnoTUHNG, adpaTnHMG, 1. EGFR
ocMMepTMHMO, beBaunsymab, 2. ALK
KPU30TUHMO, anekTnHmo, ueputnumb, 3. ROS-1
6puraTuHMG, NaPOTPEKTUHND, 4. PD-L1
SHTPEKTUHMNO,Nnembponn3ymad, 5. BRAF V600E
HMBONYMab, aTe30113ymab, 6. NTRK
AypBanymab, 7. MET
nabpadpeHnb/TpameTnHmb, 8. RET
TPacTy3ymMab-aepyKCTeKaH, 9. HER2
HUHTEeAAHMO, ....~15 pexxnmos 10. MSI

XUmMmmoTtepanmu 11. TMB



34€ecb ecTb BONPOCHI, HO Ha GOHE ANUTENBHOM
MHOTON€THEN CTarHaUMMK... ITO peasbHbI NPOpPbLIB
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ADDITIONAL TARGETED THERAPIES AND ASSOCIATED BIOMARKER TESTING
FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE
with FDA-App

Breast Cancer  Biomarker Detection FDA-Approved Agents NCCN Category NCCN Category of
Subtype of Evidence __Preference

BRCAT mutation . Olaparib Category 1
i BRCA2 mutation Gorminossquencing. 1 arib Gatogory Preferred
HR-posiivel PCR (blood of tissue
HErs aetived PIK3CA activating mutation block if blood negative), Alpelisib + fulvestrant’ Category 1 Preferred second-line therapy

9’ molecular panel testing
PD-L1 expression
Atezolizumab +

« Threshold for positivity: 21% on ~ IHC ; Category 1
ot tumor-infiltrating immune cells alptink-bound pacliaxat
HERD pegatives o Pembrolizumab + chemotherapy Preferred first-ine therapy"

« Threshold for positivity combined ‘a"’l‘."“'""b"”"" pa?"‘;“" g  Category1

o ot pacitaxel, or gemcitabine an
pos carboplatin)e
7
FISH, NGS, PCR Larolrectinky Category 24 Useful in certain

| R (tissue block) Entrectinib’ Category 2A circumstances®

MSI-HIAMMR IHC, PCR (tissue block
Any ¢ ) pembrolizumat® Category2a  Jseluln certain

TMB-H (210 muts/mb) NGS

 Assess for germline BRCA1/2 mutations in all patients with recurrent or metastatic

breast cancer to identify candidates for PARP inhibitor

therapy. While olaparib and

fLarotrectinib and entrectinib are indicated for the treatment of solid tumors
that have an NTRK gene fusion without a known acquired resistance

mutation and have no satisfactory altenative treatments or that have
progressed following treatment.
9 Pembrolizumab s indicated for the treatment of patients with unresectable or

talazoparib are FDA indicated in HER2-negative disease, the panel supports use in
any breast cancer subtype associated with a germiine BRCAT or BRCA2 mutation.
® For HR-positive/HER2-negative breast cancer, assess for PIK3CA mutations with
tumor or liquid biopsy to identify candidates for alpelisib plus fulvestrant. PIK3CA metastatic, microsatellte instability-high (MSI-H) or mismatch repair deficient
mutation testing can be done on tumor tissue or ctDNA n peripheral blood (liquid (dMMR) solid tumors, or TMB-H tumors that have progressed following prior
biopsy). Ifliquid biopsy is negative, tumor tissue testing is recommended. treatment and who have no satisfactory alterative treatment options.
©For TNBC, assess PD-L1 expression biomarker status on tumor-i mﬂuaung immune " While available data are in the first-ine setting, these regimens can be
cells to identify candidates for atezolizumab plus albumin-bound paciitaxel. used for second and subsequent lines of therapy if PD-1/PD-L1 inhibitor
< The safety of alpelisib i patients with Type 1 or uncontrolled Type 2 diabetes has therapy has not been previously used. f there is disease progression while
not been established ona PD-1/PD-L1 inhibitor, there are no data to support an additional line of
©See NCCN Guidelines for of Related Toxicities therapy with another PD-1/PD-L1 inhibitor.

Note: catog i 3
Clinical Trials: NCCN belioves that the best management of any patient with cancer is in a clinical trial. Participation in clinical trals is especially encouraged.

BINV-R

10F3

Verson 42021, ~

Annenncmnb npu PIK3CAmut ntommHanbHom PMK, BB

A Cohort with PIK3CA-Mutated Cancer

0.84
0.74
0.64
0.54
0.4

ty of Progression-free Survival

0.3+
0.24

o191 ploo01

e eserve

Hazard ratio for progression or death, 0.65 (95% Cl, 0.50-0.85)

Alpelisib+fulvestrant

Placebo+fulvestrant

0.0 .
0o 2 4

No. at Risk
Alpelisib+fulvestrant 169 145 123

T T
13 8 10 12 14 le
Month

97 85 75 62 50 39

Placebo+fulvestrant 172 120 89 80 67 58 48 37 29

18 20

30 17
20 14

T
24 26 28

N Engl J Med 2019; 380:1929-1940 DOI: 10.1056/NEJM0a1813904

o -
oo

Onanapunb npn BRCAmut PMK, BBl

A Progression-free Survival

Progression-free Survival (%)

No. at Risk
Olaparib

100+

90+

60+

504

404

304

20+

Hazard ratio, 0.58 (95% Cl, 0.43-0.80)
P<0.001

Olaparib (N=205)

Standard therapy
(N=97)

205201177159154129107100 94 73 69 61 40 36 23 21 21 11 1111 4 3 3 2 2
Standard therapy 97 88 63 46 44 29 25 2421 131111 8 7 4 4 4 1 1 11 1 1 1 1

LA S S Sy S S S e N e e D D N B S e Sy Sy By iy |

123 4 5 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months since Randomization

1110

0000

N Engl J Med 2017; 377:523-533, DOI:10.1056/NEJM0a1706450

A1;e30nm3ytv\a6 npu PD-L1+ TH PMIK, OB

Overall survival (%)

40

30

204

— Atezolizumab plus nab-paclitaxel (PD-L1 immune-cell positive)
—— Placebo plus nab-paclitaxel (PD-L1 immune-cell positive)

—— Atezolizumab plus nab-paclitaxel (PD-L1 immune-cell negative)
—— Placebo plus nab-paclitaxel (PD-L1 immune-cell negative)

3 6 9 12 15 1I8 le 2I4 27 30 33 36 39 42

DOl:https://doi.org/10:1016/51470-2045(19)30689-8
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SYSTEMIC THERAPY FOR CERVICAL CANCER?

Membponnszymab npu npegnevyeHHom PD-L1 no3utusHom
PLLIM

Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma

Chemoradiation

Recurrent or Metastatic Disease

First-line Combination Therapy°~°

Possible First-line Single-agent therapy®

Second-line Therapy®

80% 60/1bHbIX, AOCTUTLLINX PEMUCCUU, YO EPKANU

Preferred Regimens

« Cisplatin

» Carboplatin if
patient is cisplatin
intolerant

Preferred Regimens

« Cisplatin/paclitaxel/bevacizumab®’
(category 1)

+ Carboplatin/paclitaxel/bevacizumab?

her Recommen Regimen

« Cisplatin/paclitaxel (category 1)%3

« Carboplatin/paclitaxel®>
(category 1 for patients who have
received prior cisplatin therapy)

+ Topotecan/paclitaxel/bevacizumab®!
(category 1)

« Topotecan/paclitaxel’

« Cisplatin/topotecan®

Preferred Regimens

« Cisplatin

Other Recommended Regimens

Carboplatin
- Paclitaxel®®

Preferred Regimens
« Pembrolizumab for PD-L1—positi\.ﬁef or
MSI-H/dMMR tumors9-10

Other Recommended Regimens
(All agents listed here are category 2B
unless otherwise noted)

+ Bevacizumabd

= Albumin-bound paclitaxel

« Docetaxel

« Fluorouracil

« Gemcitabine

= Ifosfamide

« Irinotecan

= Mitomycin

» Pemetrexed

= Topotecan

« Vinorelbine

Useful in Certain Circumstances

+ Pembrolizumab for TMB-H tumors"

= Larotrectinib or entrectinib for NTRK gene
fusion-positive tumors (category 2B)

ee 6bonee 1 rona

aCisplatin, carboplatin, docetaxel, and paclitaxel may cause drug reactions (See NCCN Guidelines for Ovarian Cancer--Management of Drug Reactions [OV-D]).
PCost and toxicity should be carefully considered when selecting an appropriate regimen for treatment.
cIf not used previously, these agents can be used as second-line therapy as clinically appropriate.

9An FDA-approved biosimilar is an appropriate substitute for bevacizumab.

“References for second-line therapy are provided in the Discussion.
fRecommended for disease progression on or after chemotherapy in patients whose tumors express PD-L1 (CPS 21) as determined by an FDA-approved test.
9See NCCN Guidelines for the Management of Immunotherapy-Related Toxicities.

=
= " —_—
% . A - 100 H PD-L1 positive
> a - — 80- B PD-L1 negative
=
© g a . = M PD-L1 unknown
@ o 604
|: £ i . u =
=3 = 404
g S [ & 5
S e A - 4 20-fpd=- e e
g _g . . A CR o 0 ] I .
a o a Py A PR E |||
= o e PD = -20
= ‘ Death e it it 111 (7117 (7177 IT|
b= s = oo @ -40
= — Ongoing ?
= " response o -604
£ -— 2
0 2 4 6 8 10 12 14 16 18 20 22 24
Time (months) -100 1

Chung HC, Ros W, Delord JP, Perets R, Italiano A, Shapira-Frommer R, Manzuk L,
Piha-Paul SA, Xu L, Zeigenfuss S, Pruitt SK, Leary A. Efficacy and Safety of

Pembrolizumab in Previously Treated Advanced Cervical Cancer: Results From the

Phase Il KEYNOTE-158 Study. J Clin Oncol. 2019 Jun 10;37(17):1470-1478. doi:
10.1200/JC0.18.01265. Epub 2019 Apr 3. PMID: 30943124,




He roBops Npo pak Tena MaTKK

Onyxonu ¢ BbICOKOW YacTOTOM MUKPOCATENIUTHOM
HecTabunbHOCTH

MSI-H/dMMR, not the organ, defines the indication . Kuwka? Het, pak aHaomeTpua!l

= N W

Percentage of MSI-H Cases

Tumor Type




Henb3a cka3aTb, YTO Y UMMYHOTEPANMM B 3TOM OTHOLLEHUMN
BCe 6e306/1a4HO!

Membponnsymab npu MSI-H/dMMR onyxonsax, ucknroyaa MSI-H/dMMR KonopekTasbHbI pak

M3meHeHne pa3mepoB onyxoau Ha GpoHe Tepanum

5 BoixknBaemocTtb 6€3 nporpeccMpoBaHms
100 100 H
Ob6BbeKTMBHbIN OTBET 34.3% . . .
90 Median progression-free survival:
5 MonHbIX pemuccunin 10% = 4.1 months (95% Cl, 2.4 to 4.9 months)
o
60 .g
P
=
_g_ﬂ: 40 %)
— [«h)
£ 20 2
E =
g E
g @
o [«b)
[V —
@ -20 (=]
[=2] o
= —
o o
S -40
© 10 -
60 Median PFS, Months Median 0S, Months Median DOR, Months i ) ’ ; ' ' ' i ! ' y
" Tumor Type No. No. No. ORR, % (95% CI) (95% ClI) (95% CI) (range) 0 s 6 9 12 15 18 21 24 27 30 33
-80 - ;
Endometrial 49 8 20 57.12210712) 25.7 (4.9 to NR) NR (27.2 to NR) NR (2.9 to 27.0+) Time (months)
Gastric 24 4 7 458 (25610 67.2) 11.0 (2.1 to NR) NR (7.2 to NR) NR (6.3 to 28.4+) No. at risk:
-100 233 125 95 80 73 63 50 40 22 14 6 1
Cholangiocarcinoma 22 2 7 409 (20.7 to 63.6) 4.2 (2.1 to NR) 24.3 (6.5 to NR) NR (4.1+ to 24.9+)
Pancreatic 2 1 3 182(521t040.3) 2.1(1.9t03.4) 40(2.11t09.8) 13.4 (8.1 to 16.0+)
Small intestine 19 3 5 42.1 (20.3 to 66.5) 9.2 (2.3to NR) NR (10.6 to NR) NR (4.3+ to 31.3+)
Ovarian 15 3 2 333(11.8t0616) 23(1.9106.2) NR (3.8 to NR) NR (4.2 to 20.7+)
Brain 13 0 0 0.0 (0.0 to 24.7) 1.1 (0.7 to 2.1) 56 (1.5t 16.2) -

Marabelle A, Le DT, Ascierto PA, Di Giacomo AM, De Jesus-Acosta A, Delord JP, Geva R, Gottfried M, Penel N, Hansen AR, Piha-Paul SA, Doi T, Gao B, Chung HC, Lopez-Martin J, Bang YJ, Frommer RS, Shah M, Ghori R, Joe AK, Pruitt
SK, Diaz LA Jr. Efficacy of Pembrolizumab in Patients With Noncolorectal High Microsatellite Instability/Mismatch Repair-Deficient Cancer: Results From the Phase Il KEYNOTE-158 Study. J Clin Oncol. 2020 Jan 1;38(1):1-10. doi:
10.1200/JC0.19.02105. Epub 2019 Nov 4. PMID: 31682550.



Ho 33 A/INTENBHOCTb PEMUCCUN MOXKHO
MHOTO€ MPOCTUTb...

A

100 ~
90 +
80 4
70 4

60 [ANnUTeNnbHOCTb OTBETa Ha Tepanuio Yy 60/IbHbIX, AOCTUTLLINX
50 4 pemmnccum

Ongoing Repsonse (%)

20 4

10

L L T L} T L T T L} T

(4] 3 b 9 12 15 18 21 24 27 30
Time (months)

MNo. at risk:
BO 19 73 66 58 44 a0 30 14

n

Marabelle A, Le DT, Ascierto PA, Di Giacomo AM, De Jesus-Acosta A, Delord JP, Geva R, Gottfried M, Penel N, Hansen AR, Piha-Paul SA, Doi T, Gao B, Chung HC, Lopez-Martin J, Bang YJ, Frommer RS, Shah M, Ghori R, Joe AK, Pruitt
SK, Diaz LA Jr. Efficacy of Pembrolizumab in Patients With Noncolorectal High Microsatellite Instability/Mismatch Repair-Deficient Cancer: Results From the Phase Il KEYNOTE-158 Study. J Clin Oncol. 2020 Jan 1;38(1):1-10. doi:
10.1200/JC0.19.02105. Epub 2019 Nov 4. PMID: 31682550.



MTaK, Mmbl yBJ/ieHeHHO nwem n3BecCrtHble MNLWLEHW B
N3BECTHbIX OMNYyXOJIAX, O KOTOPbIX MOMHNM

HER2 &
PMXK

EGFR
BRAF V600E HMP/T
@@

HO MWpP YCTPOEH ropasio CAOKHEe N UHTepecHen!



Roraa sbl cablwnte mytauma BRAF VBEOOE, o
4em Bbl AymaeTe?

* O BO3BbIWLEHHOM...

* O menaHome

O WKUTOBMUOHOWN Kenese

* O paKe nerkoro

* O, npoctK rocnoamn, HeNaHrepraHcoBOM rMCTUOLMNTO3E



RTO-TO moaymaa Npo pak
ANYHUNKOB?



ToT 6bln Npas!

BRAF Mutations in Low-Grade

Serous Ovarian Cancer and Response
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Purpose Low-grade serous ovarian carcinoma (LGSC) responds poorly to chemother-
apy and is characterized by activating mutations in the Ras sarcoma-mitogen-activated
protein kinase (RAS-MAPK) pathway, including oncogenic BRAFE. However, response
to BRAF inhibitors is tumor-type specific. Significant improvement in survival is seen
in patients with BRAF-mutant melanoma, but other cancer types, such as colorectal
cancers, are generally less sensitive. We examined the frequency and characteristics of
BRAF-mutated LGSC and described the response to treatment with BRAF inhibitors.

Patients and Methods Mutations were assessed in LGSC (N = 65) by using targeted,
exome, and whole-genome sequencing. Patient characteristics, treatment, and clinical
outcome were assessed, and the median follow-up time was more than 5 years. BRAF
inhibitors were trialed in two patients with a somatic BRAF V600E mutation: one patient
received dabrafenib monotherapy and was monitored clinically, biochemically (cancer
antigen [CA]-125 levels), and with positron emission tomography (PET) imaging. Ex-
pression of the BRAF V600E protein in this patient was assessed by immunohistochem-
istry.

Results Among patients with LGSC, nine (13.8%) of 65 had a somatic BRAF mutation.
Of the nine patients with BRAF mutation—positive LGSC, four experienced progressive
disease that did not respond to conventional chemotherapy. Two of the patients experi-
enced progression quickly and died as a result of disease progression, and two received
targeted treatment. Two patients with BRAF V600E mutation received BRAF inhibitors
at relapse and both achieved durable responses.

Conclusion BRAF mutations are not uncommon in patients with LGSC and should be
routinely tested, because BRAF inhibitors can be an effective treatment for these pa-
tients. The results highlight the need for targeted treatment in this rare tumor type, and
a prospective study is needed to formally assess the response rate and clinical benefit.
JCO Precis Oncol. © 2018 by American Society of Clinical Oncology
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» Responsiveness to BRAF and MEK
Inhibition "
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* BRCA
YacTble MULWEHM B HACTbIX ONYXONAX UM O4EHb YacTble B OTHOCUTENbHO

peaKnx

® Multiple Alterations

® Deep Deletion

aman A, Wu W, Bivona TG. Targeting Oncogenic BRAF: Past, Present, and Future. Cancers
Basel). 2019 Aug 16;11(8):1197. doi: 10.3390/cancers11081197. PMID: 31426419; PMCID:

PMC6721448.

® Mutation e Fusion e Amplification

/



BONbLWKNHCTBO MULLEHEN (I'IOTeHLLlAafIbeIX IV\I/ILLleHeIZ) AONA TapFeTHOVI Teparnmmn
BCTPEYHYaoTCA pPedKo... ,ﬂ,J'IFI KaH-(,EI,OIZ He rnposeaellb OT,[I,EJ'IbeIPI TeCT, eC/in He
3HATb, YTO NLWELWb B KOHerTHOI\/JI OnNyxoJin

Jvwb Hebonblaa A0NA reHeTUYecKMx abeppauuii ABAAETCA LWMPOKO PacnpoCcTpaHeHHon!

A
( \

60 7 B To Bpems, Kak 601bLUIMHCTBO MULLIEHWNI BCTPEYaEeTCA peaKo UK KpaliHe peako !
S
)
S 40
Q A
% ( \
a Hanpumep peappaHxcupoeka NTRK1 ecmpeyaemca nuwib 8

20 T 0.0002 — 1.5 % onyxoneii?

Gene alterations

PHC: personalised healthcare; RWD: real-world data.
1. Data on File. FMI data base query; 2. Gatalica, Z., et al. (2019) Mod Pathol 32:147-53; 3. Garralda, E., et al. (2019) Mol Oncol 13(3):549-557;
4. Burd, A., et al. (2019) Blood Adv 23; 3(14): 2237-2243; 5. Booth, C.M,, et al. (2019) Nat Rev Clin Oncol 16:312-25.



Tak CTOUT X UX onNpeaenaTb 1 Kak
e ANATHOCTUYECKME TeCTbl (YnTan —
nepCcoHaaAn3nPOBaHHAA MeanLNHA)
MEHAIOT cyaAbbbl ODONBbHbBIX?



JTO KOHEYHO HEe PaK MOJI0YHOW
Kenesbl, AarKe He ANYHUKU... bonee

TOrO, 3TO He KeHWwWHa. VI oaxke He
B3POC/bIW...

Ho 3To 0 Tom, Kak oguH (HYy, 0ANH, eCn 3TO KOMMJIEKCHOE reHOMHOE
npodUNNPOBaHME, a TaK HECKONIbKO TECTOB) TECT MOMKET MOMEHATb cyabby

nauueHTa



He Bcem Be3eT ¢ 60e3HbIo. ..

* MaumeHT 2003 r/p (18 net Ha HacToALEee Bpems)

* 3abonen B Bo3pacTte 10 net (2013 rog), Koraa 66110 OTMEYEHO BblbyxaHue
MATKOro Heba 1 OTeK AeceH BepxHUX 3yboB cnpasa.

* JloKanbHOe nevyeHne No MecCTy XUTenbCTBa, peseKkuma R1

* Mopdonormyeckoe nccneaoBaHm: Amenobnacroma (npm nepecmortpe —
amenobnactHaa pubpoma)



AmenobnacTtHasa pmbpoma

* PepaKas, ,£I,O6pOKaHECTBEHHaFI onyxo/Jjb, COCTOAWAA U3 OAOHTOINreHHOro annTeana u
ME3EHXUMA/IbHOIO KOMIMOHETA

*  EAWHCTBEHHbIN METOA, NeYeHna — XUPYPruvecKknii

— [MpeanoyTnTenbHoO pagunKanbHoe yganeHue (RO)

— OpHako, npu H€O6XO,£I,MMOCTM KaJsiedyalero smelate/ibCtBa BO3MOXKHO Cy6TOTafIbHOE vAaneHue, T.K.
onyxo/1ib MOXET CaMOCTOATEJ/IbHO perpeccnpoBaTtb C OKOH4YaHUEM r|y6epTaTHoro nepmnoaa

Tak BOT YTO 3HaAYUT
"YTO-TO C YEM-TO"]

* BO3MOXHO /IOKaNbHOE peunanBmpoBaHUE
1 nocneaytollas TpaHchopmaums
B 3/10Ka4YE€CTBEHHYHO OMNYXOJ1b
— dnuTenunanbHyto (OA0HTOreHHble paKi)
— Me3eHxumanbHyto (amenobnactHan capkoma)




[MlauneHTy He NOBEe3NO0 - HEMPEPLIBHO peLUANBUPYIOLLEE TeYeHne
N 3rioKkadYecTBeHHasa TpaHcdhopMauus Onyxonu

1 peungus (2014)
AmenobnactHas pubpoma - pesekuma R1

2 peuuaus (2015)
AmenobnactHasa pmnbpoma — pesekuma R1

3 peumaus c TpaHcopmaumen (2015)
AmenobnactHas pmnbpocapKkoma
JloKanbHOE NporpeccupoBaHue + NOABAEHNE ONYXONEBbIX Y3/10B B NOABUCOYHOM N KPbIIOHEOHOM
AMKax

$




Tepanua onyxonu nocne 3fo0Kka4yecTBeHHOW TpaHcopmauum

BnepBble rocnMtann3mMpoBaH B OHKOIOTMYECKUIA CTaLlMOHap
(HMWLU oHkonorum um.H.H.BnoxuHa)

Boicokne ao3bl nbocpammaa + gokcopybmunH - YACTUMHAA PEFPECCUA

JJakTUHOMMUUMH + 3TONO3unA + KapbonnatnH - CTABUNTU3ALUA

NpnHoTekaH + uncnnatuH - CTABUJIU3ALNUA

Pesekuunsa RO: amenobnactHas ¢nbpocapkoma ¢ MMHMMAIbHbIMU NPU3HaAKaMmM iedyebHoro natomopdosa




ABCOSOTHO XMMMOPEIUCTEHTHASsA, HENPEPbLIBHO peLmanBmpytoLLas,
3rloKa4yecTBeHHas Onyxosnb

4 peunaus

2016 rog, — yepe3 9 mecaueB no gaHHbIM (MPT) BHOBb BbisiBAE€HbI MPU3HAKK HA/IMYMA ONYXO1E€BOrO
npouecca B BUCOYHO-KPbIJIOBUAHOM NPOCTPAHCTBE CNpaBa

HMWU IO
nekabpb 2016 roaa (4 peungms)
* Bnepseble rocnuTanu3supoBaH B otgeneHue xupyprium HMUL,
AETCKOM remaToNnormm, OHKONOrMn 1 UMMYHONOTUU UMEHU

Omutpua Porayesa (HMWUL, ArON um. [. Porauesa) aekabpob
2016 ropa

* Y4YUTbIBaA XMMMOPE3NCTEHTHbIN aHaMHe3, NOMNbITKK
XMMUNOTEepanuun He NPoOBOAUAUCS.

* PeweHo B oMepesHOM pa3 NpeanpPUHATL NONbITKY BbINONHUTL
pPaauKanbHOE XMPYpPrudeckoe neveHue,

MonbiTKa ouepeaHoit onepauunm (29.12.2016) : amenobnactHaa pubpocapkoma, pesekuusa R1
JlyueBan TepanuA Ha /10XKe ONMyX0Ju



B cnyyae oyepenHoro peumavea, abcontoTHO |
npourpaHHas, Ho abCconTHO NPUBLIYHAA CUTYyaLUS.

* B0/IbHOIA BNOJIHE COXPaHEH, CBEX N NOJIOH CU/
HO

* KypaTuBHOe neyeHne HeBO3MOXKHO, ONyX0ab CONNAHAA,
NHTEHCUPULMPOBATL XMMMOTEPANUIO Aajiblle HEeKYAa,
a/lIoreHHan TPaHCN/IaHTaLUMA He NoKasaHa...

PekomeHA0BaTb IMNUPUYECKN YTO-HNOYADb
«MNaNNNATUBHOEN» N OTNPABUTb AOMOWU

\_ J




ADCOSOTHO MNOHATHO, YTO «TAPreToB», KOTOPble opuLmManbLHO
3aperncTpupoBaHbl Anst amenobnacTHOWM cCapKoMbl, HET U CKOpee BCEro
HUKOrga He byner...




Ho Ansa HeKoTopbIX TApreTHbIX NpenapaTtoB MMEKTCS YeTKne
npeackasarernbHble TeCTbl, XOTb U MO APYrMM NOKa3aHUSM

1. AHTMAHIMOreHHble (MyNbTUKMUHA3HbIE)

2. m-TOR nrubutopsl

3. CDK 4/6 nHrubutopbl

4. AHTM-EGFR
3. Tle¢utnHMO
4.  IpnoTuHKMG

NHriMBUTOpbI KOHTPOIbHBIX TOYEK

5.  OcumepTnHMG

6. AdatmHnb
MMMYHUTETA

2.  Membponunzymab

3.  Hwueonymab

4.  Ununumymab
AHTN-ALK

1 Kpn3oTnHnb

2 ANeKTMHNG6

3. UeputnHnob

4. JlopHaTMHKO

5 BpuratHno
AHTU-HER2

1 TpacTty3ymab

2 MNepTy3ymab

3. JlanatMHub

4 T-DM1

5 HupaTtnHmnob

AHTu-hedgehog

9. AHTM-RANKL

10. AHTn-c-kit (PDGFR)

1.
2.

MmaTnHn6G
[asatnHnob

11. AHTM-BRAF/MEK

1. BemypadpeHnb /KobnumetuHu6,

2. [OabpadeHnd /TpameTnHnb

3. DJHKopadeHub/ buHeMUTUHME
12. AHTK-ER

1. TamokcudeH

2.  AHacTtposon

3. Jletposon

4. DKsemecTaH

5. losepenuH

6. dynsecTpaHT



N Mbl 3aKUHYANU CETKY... KaKyto CMOIM Ha TOT
MOMEHT

* Ilouck “druggable mutations” - onpezeneHne MOJIEKYIIPHO-TCHETHUECKUX MapKEPOB
qyBCTBUTEIBHOCTH K TAPTE€THBIM IIperaparam, JOCTYIHBIM Ha PHIHKE, HO
3apErUCTPUPOBAHHEIM I10 IDYIUM IOKa3aHUAM

TexHonorma Nnovcka
[Tomechb eXa C 30HTUKOM...

Novel precision medicine trial designs

Umbrella trial Baslket trial
1 type of cancer Multiple types of cancer
Different genetic mutations (s 2 @) 1 common genetic mutation (e)

Test drug 3
Test drug 2

Test drug



N mbl, Takn, Hawnu... BRAF V600E

[MpoBeaeHHbIN aHaNAU3 BbIABUA Hannume aktmsupytowen mytaumm V60OE B reHe BRAF, npeacKasbiBatoLLEN BbICOKYHO
4yBCTBUTENIbHOCTb K TAPreTHbIM NpenapaTam npm MHOMMX ONyXONAX APYruxX IOKannsaunim (menaHoma, paK Ierkoro,
aHanNAacTUYeCKMM paK WMUTOBUAHOMN XKenesbl)

MenaHoma

Yepes 15 Hepenb
Tepanuu

o neyeHun

Wagle N, et al. J Clin Oncol 29(22):3085-96, 2011



A korga cny4urca ovyepeaHon peunavse Mbl ObINY roToBblI. ..
[TouTn...

N3T/KT
Ouar HaKon/ieHMsi B 06pa3soBaHNM HUXKHEN YeNtoCTU CrpaBa
C pacnpocTpaHeHUEM B KPbIIOHEOHYI0 AMKY, NapadapuHreasbHoOe NPOCTPaHCTBO
cnpaBa, MATKME TKaHU LWeYHOM 061acTU U MATKMUE TKaHW LLen



[TonHaa TpaHcopmauua onyxosnn, HO C coxpaHeHnem muLleHu!

HNebtot 3aboneBaHne — amenobnacrtHan
dnbpoma, 40OPOKAYECTBEHHDIN
3NUTENNAJIbHBIA N Me3EHXMMa/bHbIN
KOMMOHEHTbI

Peunamnsbl 3aboneBaHne —
amenobnactHas pubpocapkoma,
N06pPOKaYeCTBEHHbIN 3NUTENNANbHBIN U
3/10KQYETCBEHHbIM Me3eHXMMaNbHbIN
KOMMOHEHTbI

BRAF V600E

MocnegHui peumams — NOAHOE OTCYCTBUE
3MNUTENNANIbHOTO KOMMOHEHTA,
BbIKO3/10Ka4eCTBEeHHas
MENKOKPYIOKNEeTOYHaA CapKoMa




N, TakK, Aa... [1oKa Xaanm Tapretsbl Koanern-neamnatpbl He
VAEPKANNCb OT O4epeIHOM MOMbITKU...




CmellaHHble HYyBCTBd — Mbl HalUJ/1K, HO 3TO Xe...

* CoBCem He AOKa3aTe/ibHO N HE CUCTEMHO...

e [lpyron Bo3pacT
* lpyraa (Hen3BecTHaA HayKe) 6onesHb
* [lpyraa nuHuMA

* Bce apyroe, HO BHyTpeHHee oLyLLeHne, YTo Haao!



Ho urpa ctomna cee4d! AbcontoTHO!

dddeKT OoT NPpoBOAUMON TEPANUU OTMEYEH
y}Ke Ha 2-e CYTKMU

Ha 25 cyTKu TapreHTHOM Tepanumn

0O Hayana repanuu

* MPT - ymeHblleHMe pa3mepoB ONyxonesoro oyara 4o 34 x
27 x 50 mm (ymeHblueHne Ha 79%). Aedopmauma m
CYy)KeHUe POTOrNOTKMU TaKKe 3HAYMMO YMEHbLUIUAUCH




[TocneaytoLwasa xmpyprua caenana abconoTHO NaninaTtuBHYO CUTyaLnio
N3revynmon, Ho oHa bbina Obl HEBO3MOXKHA, ecrn Obil
Mbl HE nogyMann O NOUCKE MULLEHN

CnycTta 6 mecAues OT Ha4Yyana TapreTHOM Tepanuu Ha
boHe coxpaHAoLWeroca BbipaXkeHHoro adpdekra
oyepeaHOe XMpypruyeckoe nevyeHune

Bua onepaumoHHOro nona nocne
y/AaneHua onyxonu

1. NarepanuHoe OCHOBaHWe
wepena

2. Porornotka

3. Kopexs R3vika

4. Kpan cAn3ncTon poTornoTkm

5. 3anmee Gprowno asyGplowHoR
Muoiust

(% 6. BHYTPEMHAR ApeMMan BeMa



OauH gONONHUTENBHLIN TECT U COBCEM APYrne Hagexasbl...

* [MonHbin naTomopdo/IOrMYecKkmui n (BO3MOXKHO) MONEKYNAPHbIN OTBET
B YA3/IEHHOM ONYXO0/U

e ApgbtoBaHTHas Tepanua BRAF/MEK oo roga cymmapHo

* MNAUMEHT XKUB, HO HE NMPOCTO XKUB

* B pemuccmm ¢ MOmMeHTa Havyana TapreTHou tepanmm ¢ mapta 2018 3 roaa
* B NONIHOM XMPYPrnuyeckom pemmccmm ¢ ceHTaAbpa 2018 >2,5 net

* bes3 neyeHuna nocse npekpaweHna aagboBaHTHOM ¢ aBrycta 2019 >1,5 nert



[ToXOXe, Mbl, HAKOHEeL, MOXeM BbIMEPKHYTb C1IOBO «NOTEHUNATBHO» U3
3ar0/10BKa HalleW CTaTbW U XKU3HU HaLLero MNauneHTa...

t.)

Check for
updates

Potentially Curative Targeted Therapy for

s110doa osed

Undifferentiated High-Grade Sarcoma
Developing After Malignant Transformation of
a BRAF V600OE-Mutated Ameloblastic Fibroma

Nikolay Zhukov, MD, PhD'?; Yulia Mareeva, MD*; Dmitry Konovalov, MD!; Alexander Druy, MD, PhD'; Nikolay Grachev, MD, PhD"; and

Dmitry Litvinov, MD"

INTRODUCTION

Ameloblastic fibroma (AF) is a rare benign odonto-
genic tumor, consisting of odontogenic epithelium and
mesenchymal tissues. Most AFs can be cured by
radical enucleation or wide excision, but some tumors
are initially unresectable or become unresectable after
relapse because of locally invasive behavior or ma-
lignant transformation to ameloblastic fibrosarcoma
(AFS).12 Currently, there are no established curative or
even effective palliative treatments for unresectable AF
or its malignant derivates. Chemotherapy and radio-
therapy are minimally effective, and new systemic
treatment nntinns are highlv anticinaterd

revealed the malignant transformation of AF into AFS.
The tumor retained its biphasic morphology, but the
cytologically benign epithelial component was covered
by highly mitotic atypical mesenchymal tissue (Figs 1C
and 1D). Because the tumor was borderline resect-
able, the patient had experienced multiple recur-
rences, and malignant transformation of the tumor
had been confirmed; aggressive soft tissue sarcoma-
oriented chemotherapy aimed at tumor shrinkage
was administered. The patient received three lines of
neoadjuvant chemotherapy. First-line therapy with
doxorubicin and high-dose ifosfamide resulted in
40% tumor regression. Disease remained stable after



YT06bl HEe 3abbl/10Cb C Yero HaymHasau...

e ArpeccnmBHaa MArKOTKAHHAsA capKoma (Ha MOMEHT nocseaHew
TpaHchopmaLuumn)

* 5 peunams onyxonu
* 4 NMHWUK arpeccuBHON XumuoTepanmm 6e3 adpdekKTa
* JlydyeBaa Tepanuma

N Bharogapa «BCEro Anb» AMarHOCTUYECKOMY TECTY Mbl 3TO BbIEYMMN...



JleyeHne peagyanLinX CapKoM.
Tepanua 6e3 noKa3aTenbCcTB U GMHAHCOBOro obecnevyeHums.

Treating the rarer sarcomas

Offering treatment
without evidence

and financial coverage

Silvia Stacchiotti
silvia.stacchiotti@istitutotumori.mi.it




XOTA, He COBCEM TakK...

e CTpaxoBble KOMMAaHUN C KOHKOJIOTMYECKOM CTPAXOBKOM» Y¥Ke roTOBblI
npenocTasnsaTb PMHaHcoBoe obecneyeHue Ana NoAo0OHbIX CUTyaLU Ui

* ObcyXKaaeTca BONPOC O BKAOYEHUN TECTUPOBAHMA Ha peaKkue
MULLEHU B KTMHUYECKUE peKomeHaaummn/cTaHaapThbl

* MHOrve nauueHTbl «aowealiney Ao npeaena A4OCTynHOM
CTaHAapPTHOW Tepanunm B abCoONOTHO COXPAaHHOM BUAE FOTOBbI UCKaTb
LLAHC Ha NPoA/ieHUE XKU3HU



A 4TO V HaC C peaKnMMM ONyXoJaMU, O KOTOPbIX
NOYTU HUYEro He M3BECTHO, B OHKOTMHEKO/IOTUN?
J1a CKO/IbKO yroaHo!

Printed by Nikolay Zhukov on 5/13/2021 12:09:24 PM. For personal use only. Not approved for distribution. Copyright @ 2021 National Comprehensive Cancer Network, Inc., All Rights Reserved,
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Epithelial Ovarian Cancer/Fallopian Tube Cancer/Primary Peritoneal Cancer:
Clinical Presentation, Workup, Clinical Stage, Primary Treatment (OV-1)

Poor Surgical Candidate or Low Likelihood of Optimal Cytoreduction (OV-2)
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Diagnosis (LCOC-1)

Carcinosarcoma (Malignant Mixed Millerian Tumors) (LCOC-2)

Clear Cell Carcinoma of the Ovary (LCOC-3)

Mucinous Carcinoma of the QOvary (LCOC-4)

Grade 1 Endometrioid Carcinoma (LCOC-5)
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Ovarian Borderline Epithelial Tumors (Low Malignant Potential) (LCOC-7)
Malignant Sex Cord-Stromal Tumors (LCOC-10)

Malignant Germ Cell Tumors (LCOC-11)

« Systemic Therapy Regimens - Malignant Germ Cell/Sex Cord-Stromal Tumors (LCOC-A)

Clinical Trials: NCCN believes that the
best management for any patient with
cancer is in a clinical trial.

Participation in clinical trials is
especially encouraged.

To find clinical trials online at NCCN
Member Institutions, click here:
nccn.org/clinical _trials/member

institutions.aspx.

NCCN Categories of Evidence and
Consensus: All recommendations are
category 2A unless otherwise indicated.

See NCCN Categories of Evidence
and Consensus.

NCCN Categories of Preference:
All recommendations are considered
appropriate.

See NCCN Categories of Preference.

* Surveillance - Malignant Germ Cell/Sex Cord-Stromal Tumors (LCOC-B)
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Principles of Pathology (OV-B)
Principles of Systemic Therapy (OV-C)
Management of Drug Reactions (OV-D)
WHO Histologic Classification (OV-E)
Staging (ST-1




[1a, HET OAHO3HAYHbIX I0Ka3aTeNbCTB... [la, HeT
pekomeHaaumm... Ho ectb o4eHb 0OOCHOBaAHHbIE
NPeANONONKEHMSA, YTO MULLEHb MHOTAA BayxKHEe MOPdO/I0rnm

(80 KAy, Hantu
< RosOncoWeb
e
E 7 > ’ % % J MHTEPHET-NTOPTAN POCCUHCKOIO OBLLECTBA KNIMHUWYECKOW OHKONOMK
" Mussco " 23 NO[1A (1997-2020) TONLKO NOCNEAHUE HOBOCTU B OHKONOI UK
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MeauLUHCKUM
cneuuanucTam: HoBocTu oHkKOnorum

» ApXUB BbICTYNNEHUi 24.08.2020
W ny6nukaummn

MSI, TMB, NTRK - Tepanus, He yuuTbiBatowwas mopconoruto (disease-agnostic
therapy). A noyemy He BRAF, ALK, PDGFR n 1.4.7?

» lpakTuyeckue pekoMeHaaummn

» KnuHuyeckue uccnenoBaHus

Xykoe Hukonati BnaGumuposuy

Pykosodumenb omdena mexoucyuniuHapHoU OHKono2uu

@OreY «HMWL Jemckol eemamonoauu, OHKOIo2uu U UMMyHonoauu um. [.Pozayesan,
doueHm kaghedpbl OHKOMO2UU, 2eMamosnoauu U siy4esoli mepanuu

PHUMY um. H.U. MNupozosa, OokmMop MeSUYUHCKUX Hayk,

» OGyyeHue No xuMuoTepanum
» Bpay 1 3aKoH

» OHKomnoruyeckue pecypcsl

B CeTU Mockea
» [paHTbl U KOHKYpCbI
> "
S IMarexe Kak Mbl yxe nucanu, 3BOMoUMS NPOTUBOOMYXONEBON Tepanuu NPOUCXOAUT He TOMbKO Ha YpOBHE MOSIBMEHWUs! HOBbIX
npenapaTtoB WK Tpynn Npenaparos, HO U MAEONOMMYEeckn, NOHATUIAHO. Cnegom (HO He Ha CMeHy, T.K. 9TU BUAbI NleyeHus
OHxkornoram B nepvoa npofomkaTt CyLlecTBOBaTb NapasfernibHo) 3a SMMUPUYECKON XuMMmuoTepanuen npulina TapreTHas Tepanusi, cnegom 3a
COVID-19 TapreTHol — UMMyHOTepanusi, NoToM MosiBunack Tepanusi, HesaBucumasi oT Tuna onyxonu (disease-agnostic therapy),

cenyac, BO3MOXHO, Mbl CTOMM Ha Mopore «3aBepLUeHWUst LMKna» 1 nosiBfeHus He3aBUCUMOW OT TuMa Onyxonu TapreTHowm
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() Clinical Responses to Crizotinib, Alectinib, an =&
ALK-Directed Therapy in Non-NSCLC T Lorlatinib in a Metastatic Colorectal Carcinoma

Patient With ALK Gene Rearrangement: A
Case Report

Xi He, MD?; Xiao-Dong Jiao, MD*; Ke Liu, MD*; Bao-Dong Qin, MD, PhD*; Ying Wu, MD*; Yan Ling, MD*; Jun Liu, MD*; A-Qiao Xu, MD?
Kun Song, MD?; and Yuan-Sheng Zang, MD, PhD*

BLIOIPD

Malignancies: Are We Ready?

o Sabrina K. Salgia, MSc'; Ameish Govindarajan, MD'; Ravi Salgia, MD, PhD'; and Sumanta K. Pal, MD'

s‘l.l()(l.).l ased @

The impact of anaplastic lymphoma kinase (ALK)- varied widely in non-NSCLC tumors. Although in
directed therapies on non-small-cell lur~ ~~=--- MOALA don mmniouib of cobioebe domscsstontiod e
(NSCLC) has been transformative. The p

targeting this subset, comprising just 4% of tumor response to crizotinib, alectinib, and lorlatinib

TARGETED DRUG THERAPY '.)

cases, might have at first seemed daunting I highest in- therapy.

. - PP ot = & a . Check for
since the initial approval of crizotinib for th (3] I m pa ct of ALK In h | b Ito Is In Patl e nts Wlth Updates | ¥ across all casE REPORT
multiple second- and third-generation ALk e ihere we‘re A 70-year-old female arrived at our clinic with ab-
have emelrgfad.‘ |nqlud|ng ceritinib, alectinib, ALK—Rea I'ra ngEd N on I u ng s 0 I |d Tu mors Lrg:f;:?a;; dominal pain present for 3 months. A computed to-
and lorlatinib.” With the success of lung mography scan revealed a mass in the ascending
vestigators in targeting first epidermal grc r epidermal

Yuki Takeyasu, MD*?; Hitomi S. Okuma, MD, PhD*3; Yuki Kojima, MD, PhD*; Tadaaki Nishikawa, MD, PhD*; Maki Tanioka, MD, PhD?; dian overall colon accompanied by liver, peritoneum, and pleura

receptor mutations and then ALK transloc

.\'].l()(lJ.I IPU!B!.[(

Kazuki Sudo, MD, PhD?; Tatsunori Shimoi, MD, PhD*; Emi Noguchi, MD, PhD?; Ayumu Arakawa, MD, PhD*; Taisuke Mori, MD, PhD%;

metastases. Serum tumor markers including carci-

lung cancer community has been embc Kuniko Sunami, MD, PhD®, Takashi Kubo, PhD”#; Takashi Kohno, PhD”%; Yoshida Akihiko, MD, PhD*1°; Noboru Yamamoto, MD, PhD**; and :sgal?(;i;cr:t noembryonic antigen (CEA), carbohydrate antigen
tackle even rarer entities such as ROSI, i Kan Yonemori, MD, PhD" uncovered (CA) 125, and CA19-9 significantly increased (Figs 1A
NTRK, BRAF, and HERZ alterations, each 5 in mCRc, @nd 1B). Colonoscopy pathology reported moderately
2% or less of patients with NSCLC. Even a sr ! Based on Fo poorly differentiated adenocarcinoma (Fig 2A)‘_ and
of patients with the previously undrugge el use of a Immunohistochemistry (IHC)_demonstrgted positivity
alteration (present in almost one third of pa ‘e genomic for CK20 (Ff'g 28). lForma“"’fE‘Ed pa'aﬁ'”'et;"bed‘;ed
benefit from targeted therapy, specifically : . ' ‘ ‘ jield clinical ~SPecimens from colonoscopy biopsy were subjected to

PURPOSE Anaplastic lymphoma kinase (ALK) rearrangement is a well-known driver oncogene in non-small-cell imal clinical NGS using the OncoScreen plus (Burning Rock Dx,

KRAS®'2¢ mutations.”

1orIISqR

lung cancer and has also been identified in other types of tumors. However, there is limited evidence on the
clinical response to ALK tyrosine kinase inhibitors (TKIs), such as alectinib and crizotinib, in rare tumors with
ALK fusion. We evaluated the therapeutic effect of ALK-TKIs in rare ALK-rearranged tumors.

PATIENTS AND METHODS Between April 2012 and April 2019, clinical outcomes and characteristics of patients
with ALK-rearranged nonlung solid tumors who received ALK-TKIs (alectinib and/or crizotinib) outside of clinical
trials were reviewed. Expression and/or rearrangement of ALK was evaluated by immunohistochemistry,
fluorescence in situ hybridization, and next-generation sequencing. The tumor response was assessed
according to RECIST (version 1.1). Progression-free survival was estimated from initial ALK-TKI initiation until
progression.

RESULTS We identified seven patients (inflammatory myofibroblastic tumors, n = 3; ALK-positive histiocytosis,
n = 1; histiocytic sarcoma, n = 1; osteosarcoma, n = 1; and parotid adenocarcinoma, n = 1), with a median age of
17 years. Two rare ALK fusions, namely, CTNNAI-ALK and ITSN2-ALK, were identified. As initial ALK-TKI
therapy, five patients received alectinib and two received crizotinib. The objective response rate for the initial
ALK-TKI therapy was 85.7% (95% Cl, 44 to 97), including two patients who received alectinib and achieved
complete response. The median progression-free survival was 8.1 months (range, 1.7 to not estimable). There
were no treatment interruptions or dose reductions because of adverse events caused by alectinib.

CONCLUSION This study highlights the potential benefit of ALK-TKIs, especially alectinib, in patients with ALK-
rearranged nonlung solid tumors.

Irvine, CA) assay platform, including 520 cancer-



Yem Wwmpe Mmbl TeCTUpyem, Tem D0/bLLE MOHMMAEM, YTO

MCTOPUA TaMOKCUdEeHa, NOABMBLLErocs 3a40/1r0 A0 MOHATUSA
«TapreTHaa Tepanua», NoBTOPsAeTCS...

B Hawwux pykax ropasao bonblie disease-agnostic npenapaTtos, NPOCTO OHWU
NOABUANUCHL CAULLKOM PaHo...

Ho 4TobObl Ha3HAYUTL TAKYIO TEPAMMUIO U USMEHUTD
cyabby 60N1bHOMO HYXXHO CHavYana HaUTU MULEHb !

USNEYEHNE NporpeccupoBanna



N 370 He obA3aTenbHO AONNKHA ObITb KAKA-TO pedkdA ONMyXxXo/Jib.
3BeCTHble MULLEHN B HEMNPUBbLIYHbBIX OJ/1A HUX ONMYXOJ1AX...
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MW peaKuM BapUaHT M3BECTHOM MULLEHW B
M3BECTHOW OMYXO/IN...

ﬂO}HHO-OTpHLI,aTeﬂbeII:;I oTBeT UHNUWMATBHOTO TECTAd
3HANW, YTO UCKANIN, HO HE HALW/IN...

C nomowse KM Moxdo obHapysHBaTs NnepecTpolky ALK B nogrpynne
nauyveHTos ¢ HMP ¢ pades oTpHUATENEHBMK pe3yasTaTamK ALK FISH
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» Baino ofivapypsedo, wro 47 naymesros (4.4%) maveqa Fr_1l|rm;.T:'r:u

nepec TEoEKE ALK, 41 WE EOTOpsE 00 CAMAEHEN
EMULA-ALK |6 ¢ anpTepeatBHbisE HapTHEpIME Ho
EAMARIAS

C nosaoLkie KM MokHS o6Hapys#1BaTL NepecTpoikn ALK B nogrpynne
nayseHtTos ¢ HMP c pades oTPALATEABHBIME pE3ynbTaTasM ALK FISH
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11 13 47 BonbHbIX ¢ HaAKMYKMeMm ALK-MyTaLMK NO pesynbTaTtam KOMNAEKCHOro reHoMHoro npodgunuposaHus
(KFN) umenn «oTpuuaTenbHelid» pesynsTat npeabiaywero TECTMPOBaHMA APYIMM METOLOM
Ona 7 13 11 Tepanua, HanpagNeHHaA Ha BbIRBNEHHYID MULWEHL OK33anack YCNEWHoH (AOCTUIHYTA PEMUCCHA)



Mbl, YBbI, )XMBEM HE B LLEHTPE MUPa, rae KUMUT HaydHas *KNU3Hb...
PeaKkue BapuaHTbl M3BECTHbIX MULLEHEN, OBYCNOBAEHHbIE

STHUYECKMMUN OCODEHHOCTAMM
* Hert HaLLMOHaﬂbHOIZ cnctembl YMHOXEeHUA

HO
* EcTb HaUMOHaNbHble 0cObeHHOCTU onyxose (1, BO3SMOXKHO, UX IeYeHUs
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7 ABSTRACT Hereditary breast-ovarian cancer syndrome contributes to as much as 5-7% of breast cancer (BC)
Visrsronisio i Makie s TAs | and 10-15% of ovarian cancer (OC) incidence. Mutations in the “canonical” genes BRCA1 and BRCA2 occur
pLIEO Llem sty G npoifunennoety COCR | in 20-30% of affected pedigrees. In addition to BRCA1 and BRCA2 mutations, germ-line lesions in the CHEK?2,
e Tonotsano-! %igjm’m';zn dadpuxa ] NBS1,and PALB2 genes also contribute to familial BC clustering. The epidemiology of hereditary breast-ovarian
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cancer in Russia has some specific features. The impact of the “founder” effect is surprisingly remarkable: a sin-
gle mutation, BRCA1 5382insC, accounts for the vast majority of BRCA1 defects across the country. In addition,
] there are two other recurrent BRCA1 alleles: BRCA14153delA and BRCA1 185delAG. Besides BRCA1, in Russia
e 3 ; S : > | breast cancer is often caused by germ-line alterations in the CHEK2 and NBS1 genes. In contrast to BRCA1 and
BRCA2, the CHEK?2 and NBS1 heterozygosity does not significantly increase the OC risk. Several Russian breast




N obHapyxKeHne Noao0bHbIX reHeTu4eckmnx abeppauymm
MHOr4a NO3BONAET U3SMEHUTL *KM3Hb MHOTUX NtOAEN

O1HOBPEMEHHO

Sokolova et al. Hereditary Cancer in Clinical Practice (2021) 19:2
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CASE REPORT Open Access

Revisiting multiple erroneous genetic @
testing results and clinical -
misinterpretations in a patient with Li-

Fraumeni syndrome: lessons for

translational medicine

Tatiana N. Sokolova', Valeriy V. Breder?, Irina S. Shumskaya®, Evgeny N, Suspitsin'“, Svetlana N, Aleksakhina',

Grigoriy A. Yanus'*, Vladislav I. Tiurin'*, Alexandr O. lvantsov'*, Barbara Vona®, Grigoriy A. Raskin®,
Sergey V. Gamajunov® and Evgeny N. Imyanitov’*”

Abstract

Background: Many cancer patients undergo sophisticated laboratory testing, which requires proper interpretation
and interaction between different specialists.

Case presentation: We describe a patient with an extensive family history of cancer, who was diagnosed with
bilateral breast cancer and two lung cancer lumps by the age of 40 years. She submitted a lung cancer specimen
to a genetic profiling service, which reported the presence of the EGFR mutation (a combination of G7195 and
1833V substitutions) and the TP53 ¢.322_327del (p.G108_F109del) mutation in the tumor tissue. Possible therapeutic
options were discussed at a medical conference, where one of the discussants raised a concern that the identified
TP53 mutation may not necessarily be somatic, but reflect the germ-line status of the gene. Review of clinical
records and follow-up dialog with the patient revealed, that she previously provided her blood for DNA analysis in
two laboratories. The first laboratory utilized a custom NGS assay and did not detect the TP53 mutation, instead
pointed to a potential pathogenic significance of the MSHE ¢.2633 T > C (p.V878A) allele. The second laboratory
revealed the TP53 ¢.322_327del (p.G108_F109del) allele but stated in the written report that it has an unknown
pathogenic significance. To resolve the possible uncertainty regarding the role of the TP53 ¢.322_327del (pG108_
F109del) variant, we suggested that the patient invite her second cousin for genetic testing, as she was affected by
neuroblastoma at the age of 3 years. This analysis revealed the presence of the same TP53 variant.

Conclusion: We provide point-by-point discussion, reviewing multiple laboratory mistakes and clinical
misinterpretations occurred with this patient, This case report exemplifies the need to involve rigorous clinical
expertise in the daily practice of medical laboratory facilities.

Keywords: Li-Fraumeni syndrome, Breast cancer, Lung cancer, TP53
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Fig. 1 Pedigree of the patient described in this study
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March: left lung upper
lobectomy (lung tumor #1) S

March: EGFR and ALK tested negative
for lung tumor #1 (local pathology
laboratory)

April: right mastectomy (breast
tumor #1); biopsy for
contralateral breast lump
May-November: neoadjuvant
therapy

November: left mastectomy
(breast tumor #2)

November: NGS for 59 hereditary
cancer genes revealed germ-line
MSHG6 ¢.2633T>C (p.V878A) (regional
genetic service)

June: germ-line MSH6 ¢.2633T>C
(p.v878A) confirmed (cancer center)
July: germ-line TP53 c.322_327del
(p.G108_F109del) mutation detected
(clinical genetic center)

April - October: new lump in the
left lung (lung tumor #2)

December: left lung lower
lobectomy (lung tumor #2)

May: breast tumor #1 and lung tumor
#2 showed loss of MSH6 expression
(IHC); no actionable mutations in EGFR,
ALK, ROS1 found in the lung tumor #2
(local pathology laboratory)

May: new lumps in the lung

August: pembrolizumab
monotherapy

January: pembrolizumab +

pemetrexed + cisplatin January: Foundation Medicine

genomic profiling for lung tumor #2
revealed combination of EGFR (G719S
and L833V) and TP53¢.322_327del
(p.G108_F109del) mutations

4

May 2020: consideration of clinical
data; DNA and IHC confirmatory tests;
pedigree analysis: Li-Fraumeni
syndrome diagnosis



OAanH TecT... | HeCKONbKO OTBETOB, KapAMHa/IbHO
MEHALWMNX CUTYaLLMIO, pa3BMBABLUYHOCA NOYTM 4 roaa

* IcKntoyeHune
* JIOXKHO-NONOXNTENbHbIX
* JIOXXHO-OTpULUATENbHbIX

* ObHapyXKeHue
e [lpaiBEpHOM MyTaLUN, MEHAIOLLEN
cyabby KOHKpeTHOW 6oNbHOM

* [epMUHANIBHOM MYyTaLUKN, MEHAIOLLEN
cyabby ee KPOBHbIX POACTBEHHMKOB

e HoBoro sMaa repMmHaNbHOM
MYTaLUN, MeHAoLWeN cyabby apyrmx
nauMeHToB
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TAUMEH N ONYXOnv ATA OTYETA
1900017945, Poccun ALEHOKAPUAHOMA NETKOro 13 Axsapa 2020 rona

KOJ, CTPAHGI PRF#
Poceua (RU) 514284

NALMEHT

3ABOSEBAHVE: aaeHOKapUMHOMA NeTKoro
VM 1900017945, Paccus

NATA POXIEHWA: 9 wiows 1978 rona
MON: wemckuin

HOMEP UCTOPWM BONE3HMW: He yrasan

BPAY

leHoMHbIE CUrHATYpBI
Mukpocarennurhsiii cratyc — crabunsHocts (MS-Stable)
My Py y — 5 my1/M6

[eHHblE MyTaumm

HATPABMBLUMI BPAY

MEMLMHCKOE YHPEM[IEHUE
JONOSHUTENBHBIR MONYHATENb
HOMEP MELMLIMHCKOTO YYPEXKIEHUS
NATONOTOAHATOM

OBPA3ELL

Monkbif CNUCOK NPOAHANK3UPOBAHHDIX FEHOB COAEPKUTCA B MPUNOKEHHM.
EGFR — G7195, L833V

CCNET — amnnudmkaums

CDC73 — vHBepcyA akaoHa 3

RAD27 — amnnubunkaums

TP53 — G108_F109del

OB/ACTb B3ATUA OBPASLIA: nerkoe
HOMEP OBPA3LIA: 4442/40°

TWM OBPA3LIA: 6ok

JIATA B3ATVR: 1 nexabps 2018 rona
OBPASEL, NONYYEH: 16 pexatipa 2019 ropa

7 ana aabo. rena 6ea cc : wyTauvi: KRAS, ALK,
BRAF, MET, RET, ERBB2, ROS1

5 npenaparos oaoGpest 8 EC 10 KIMHUHECKIK HCGNEAOBARMI

0 Npenaparos ¢ OTCYTCTBHEM OTBETA

TEHOMHbBIE CUTHATYPbI NPUMEHWMOCTb HA NPAKTUKE

MuKpocaTennuTHbli cratyc — crabunbHocTs (MS- OTcyTcTeyeT Tep MAM KIS

Stable)

Cm. Paanen, NOCBAWEHHbIA FEHOMHBIM CUTHaTYpam.

My Harpy3ka ony — 5 myt/MB6

yer ]
Cw. Paanen, NOCBALEHHBIA TEHOMHbBIM CUTHATYPaM.
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(ANA TUNA ONYX0NW AAHHOTO BEC

EGFR — G719S, L833V

10 nccnenoBaHWig, cm. oTp 14

MAUMEHTA) (ANA APYTUX TUNOB ONYXONEN)
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Jla, ecTh aOCOJIIOTHO «IIyCTBhIE» cUTyaluu (T7e
MUIIIeHEeN JeCTBUTEILHO HET), HO 4acTo
JIeJI0 B UHCTPyMeHTe!




Kakon BapmnaHT BblIOpaTb 419 NOUCKa? [OTOBbI M Mbl AeNaTb
OTAE/IbHbIN TECT Ha KaXKayto U3 MOTEHLMANbHbBIX MULLEHEN?

J10CTYNHblIEe BapMaHTbl BbIABNEHUA MULLEHEW

MyasTurentsii Teer «hol spots
Eoaes Mamsd meCmupoeoni, Corpedamauftmor W YINOM LIGCHERE Sk

CTanaaprilai Sty I8 P TECT THE U1 Mapiep
Haufaaes PECNPISAPEHEHHEN UM MDISEARDROND MECMUPGaEHLIA




MoXemM M Mbl MUCKaTb BCE BO3MOXKHbIE MULLEHMN,
N1 KOTOPbIX «CBAPEHbI» 3QPEKTUBHbIE

npenapaTbl BO BCEX OMYXO/1AX?

* Y KOro 1 0AHO3HAYHO byay UCKaTb MULLEHW
metoaom KI'Tl npu AOCTYNHOCTH

Onyxonu ¢ 60/bLINM OXKUAAEMbIM CNEKTPOM
MuLieHel npu gedunumnte BpemeHn/obpasua
OMNyX0/IeBOM TKaHWU AN1A NOCNeA0BaTe/IbHOMo
TECTUPOBAHUA Ha UHAMBUAYA/IbHbIE MapPKepbl

[MaumeHTbl C OXngaembiM Ha/IMYMEM MULLIEHMU,
HO OHa He HaUndEHa

[NauneHTbl C pearknMmn onyxonamu

MauneHTbl C HETUMUYHBIM TeYEeHNEM
3ab601eBaHUA

BonbHble, ncuepnaswue (Mnm 6ansKme K sTomy)
BCE CTaHAapTHble BapuaHTbl Tepanumn, HO
HaxoAsALlMecs B XopoLllem o6LemM COCTOSIHUM

HB

K yemy mbl Nnpuwaun B ntore?

CylecTByOWMA Noaxoa, NMpeanaraemblil Noaxoa,

BonbHble, MCHEpnaBLWKME CTaHAaPTHBIE NPOTOKOABHBIE ONLMK

Huraem vyxue paboTol, . l Onpegensem MULLEHKW ANA

Het o -
KOHCYNETUPYEMCA AOCTYNHOW TAPreTHOW Tepanvn

3MNUpUYECKA BolBHpaem cauH
W3 pEXRWMMOEB, HOTOPLIE paHee

HCNONB3I0OBANW ADYIWE, YacTo C
OYEHbL HEIHAYMTENbHEIM
KAWHWYECKHMM M HayYHEIM
ycnexom (Ho, Hepeako, 3a

Bonblme AeHBrM) Monyyaem HOBbIE 3HAHMA W
Hay4HYo WHdOpaumio

MpoBoaWmM LeneHanpagneHHy o
TEpanuio
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Foundation Medicine npeBpallaeT reHeTU4YecKyto MHPOPMaLMIO B 3HAHMS,
MMEIOLME NPAKTUYECKYIO LEHHOCTb
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NGS (cekBeHMpoBaHue CTPYKTYpUpOBaHWe 1 aHanms Hay4Has/knuHuyeckas OT4eT coaepuT NHOpMaLio O
cnepgywwiero I'IOKOJ'IeHI/Iﬂ) AaHHbIX NO3BOSIAET NpeBpaTuUTh JKCMNnepTHad oueHKa aJid FT€eHOMHbIX UBMEHEHUAX B OMyXOJin
MeToA0M rmbpuaHoro pesynbtatbl NGS B npaktuyeckue OKasaHusA OOMNONMHUTENBHON KOHKpEeTHOro nauneHTa, Bkroyaa TMB,
3axBaTa BbIABIAET B 3HaAHNS NMOMOLLM B NMPUHATUN MSI, PD-L1 ¢ ykazaHMeM BO3MOXHbIX
obpasLie Bce KIMHUYEeCKH KNMUHNUYECKNX peLLEHUI NepcoHarbHbIX TEpaneBTUYECKNX
sHanmMble reHeTndeckne NoaxXo40B N BapnaHTOB TapreTHOoro
N3MEHEHUS
neyeHuns

NepcoHanu3npoBaHHasA MeguLMHaA TpPedyeT HOBOro noaxoaa K KMMMHUYeCKOU ANnarHocTuke

CGP: komnnekcHoe reHoMmHoe npodunupoBanue; NGS, next-generation sequencing: CeKkBeHMpoBaHWe CreaytoLlero nokonexusi; MSI: MukpocatennuTHas HectabunbHocT TMB: MyTaLMOHHAs Harpy3ka onyxonu
1. Foundation Medicine® (2018) https://www.foundationmedicine.com/ (Accessed Feb 2018);
2. FoundationOne® Technical Specifications (2017) Available at: www.foundationmedicine.com/genomic-testing/foundation-one (Accessed June 2018); 3. Rozenblum, AB., et al. (2017) J Thorac Oncol 12:258-68;
4. Schwaederle, M., et al. (2016) Mol Cancer Ther 15:743-52; 5. Wheler, JJ., et al. (2016) Cancer Res 76:3690-701;
6. Dhir, M., et al. (2017) Cancer medicine 6:195-206.



KomniekcHoe reHoMHoe NpoduanpoBaHme

Mownck 6onee 300 NnOTEHUKWANbHBLIX MULLEHEN ANA
HanpaB/AEeHHOM Tepannu No ogHOM 0bpasLy TKaHU

3a nepuopg 2018 - KoHel, mapTa 2021 66110 npoBeaeHo 6onee 500 TecToB
FoundationOne®, 13 KOTOpbIX ANArHOCTUKA CONMAHBIX ONYyX0nei cocTaBuna
92,5%, capkom — 6,5%, oHKoremaTonormyecknx sabonesaHnii — 1%.
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[0 pe3ynbTaTam

* B obwe nonynaunm

° 57,3% nauneHToB noayvynainm BO3SMOXKHOCTb Ha3HA4YeHUNA TEPANUUN, KOTOPAA MOXKET
yayduwatb KAIMHUYECKNE UCXoAdbl MO CPaBHEHUIKO C SMIMUPUYHECKUM J1IeHEHUNEM
* [lo 3aperncTpmMpoBaHHbIM NOKa3aHUAM
* MuLeHU, MMeloL e 3aperMcTpUpoBaHHbIe NOKa3aHUA Npu Apyrux 3aboneBaHnAM

* MuweHu, npegnonaratowme 60NbLUYIO YYBCTBUTENBHOCTb K Tepanuu, Ho He 0a0bpeHHble
odnLUMaNbHO B KAYeCTBE NpeacKasaTe/ibHbIX TECTOB

e C yyeTom MHPopMaLUM 06 naywmx KAMHUYECKUX UCCNeA0BaAHNAX
He3aperncTpMpPoBaHHbIX NPenapaToB, KyAda MOryT ObiTb BK/IKOYEHbI NaLUUeHTbI 6e3

TepaneBTUYECKUX ONLUMIN, A0AS NALUEHTOB, MMEIOLLIMX BO3SMOXKHOCTb MOYYUTb
HanpaB/AeHHYo Tepanuto coctasuna 70%.

* OHKornmHekonormnyeckas natonorma n PMX no otyetam ¢ 2020 (n=27)
* BbiABNeHMe NOoTeHUMaNbHbIX TepaneBTUYeckmnx onumm - 23 (85%)



OCHOBHOWM nPpnHUNM B Hallem HecoBepweHHOM BN AeE

,focnoau, nam MmHe CNOKOWCTBUE MPUHATL TO,
4Yero 1 He Mory U3MeHUTb, 1A MHE MY}KECTBO
N3MEHUTb TO, YTO A MOTY M3MeHUTb. N gan mHe
MYyAPOCTb OT/INYUTb OAHO OT ApYyroro.” —
Ppungpunx Kpmnctod 3TuHrep

3TO TO, YTO Mbl MOXKEM NOMEHSATb Y}Ke cenyac

https://ru.citaty.net/tsitaty/636795-fridrikh-kristof-etinger-gospodi-dai-
mne-spokoistvie-priniat-to-chego-ia-ne/

HER2 | MoskeT v nabopatopHbIM TECT NOBNUATL Ha cyabby BonbHoro?
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A HaMm TOYHO eCTb, YTO MEeHATb!

A B DONbWMHCTBE CUTYALIUIM PYTUHHOM KNAMHUYECKOM NPAKTUKM
peanbHOW UHAMBUAYANN3ALUM NO-NPEXKHEMY HET — Mbl
NPOAONKAEM 1€YNTb MO ANArHO3Y U CTaauMN...
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INITIAL THERAPF® Mbl HE MOXEM «CBS3aTb» MEXTy coGon
Mogmne: onyxonu BapranThl Tepanum
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J1a, ecTb pekomeHaa

«MepeKkpbIBaAOT» Hanbosiee TUMNNYHbIE CUTYA

Mbl NOAYYUNU KNUHUYECKME PEKOMEHAALMM U
CTaHAApPTbl NeveHuns !

M TaNOEmanT of patenTs Wih metatati:
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Ha6ope A0Ka3aTe/IbCTB OHW Pa3HbIE...

MW U TECTbl, KOTOpPbIE

Ho ecTb elie orpomHbIN U
NOKa He

dopMann3oBaHHbIN 0ObEM

KANWHUYECKUN U HAaYHHO
3HAYMMbIX 3HAHUUN U

MHPopmaLnmn

1%



1 3ayacTyto FPAMOTHBIN U OMbITHbIN oHKoMOr M ecTb TOT cambii
BAPWAHT MHANBUAYANN3NPOBAHHOIO NOAX0AA B OHKO/IOrMM, MOKA
NOCTYMHOW B HACTOALLEE BPEMA

JloKa3aTenbCcTBa
HWU3KOro YpOBHA

ObcnepoBaHuA

IloKka3aTenbCcTBa
BbICOKOIO YPOBHA

JINYHbBIN OMNbIT U
NHTYULMSA

MNpasunbHoe MHOWUBUAOYA/IbHOE
peleHne




[ OnocoBaHMe HOramm...

PAnOM C YbMM KabDUHETOM Mbl BUAUMM ovepeab CTpaxKaywmx (npu
BO3MOMHOCTM BblbOpa)?

K ROMY U3 KOANer Bbl oTnpasuTe poACTBEHHWUKaA UK 3HAaKOMOro?

K cneumanmcty ¢ Habonbluen YacToTOM YAauHbIX
MHAMBUAYANbHbBIX PELLEHNN O TAKTUKE JleYeHUs



