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[Toe AaHbS CTAPUHDI F/\Y6OKOI/I...

» «f the terror of VAMP was death by infection ... the terror of MOPP was more visceral: §jeassses
death by nausea ... Many of the patients on ’rhe protocol were flown in from nearby
cities every for‘rnigh’r. The trip back home...was, for many, a nightmare even worse
than their disease.»

» (EcAm yxac pexmma VAMP 30KAIOHOACSH B CMEPTHM OT
MHdoekLummn, 70 yxac MOPP ObiA BoAee
(BMCLLEPAAbHBIMY. CMEPTb OT TOLUHOTHI... MHOTMe
NALUMEHTbI MPUEKAAM HAO A€YEHME M3 DAMBAEXKALLIMX
rOpOAOB 1 OBPATHAA MOE3AKA MOCAE XMMMOTEPAMUM
ObIAQ AAS HUX CTPALLUHEE CAOMOM DOAE3HM.Y)

» «..Even today, nurses on oncology floors who tended to patients in the XXXX can
vividly recollect the violent jolts of nausea that suddenly descended on patients and
brought them dry-heaving to the ground. In nursing slang, the drug came to be
known as “cisflatten.»

> (AaXKe Ccemyac CTapble CECTPblI OTAEAEHUM
XMMHMOoTepParim K MBO BCINOMMUHAIOT, KAK Y NMAUMeEHTA
BHE3AMHO HAOYMHAAOACDH PBOTA, 3AQCTABAABLLUAA €70
COAPOIraTbC4a OT OECKOHEYHbIX MO3bIBOB M MOAHOCTbIO
00eCCHAMBABLLIASA OOAbHOrO. Ha NpodoeCCMOHAABHO M
CAEHIe cecrtep UMCNAATHUH NOAY4HMA HA3BAHME (LLNC- '
TOLLIHAHM

Siddhartha Mukherjee. The Emperor of All Maladies: A Biography of Cancer, 2010






O4YEMY XKE TEMO
TOOTUBOPBOTHOM TEPAMMMU
30CAYXXMBAET OCODOro
BHUMAHMAC




Ka>kKAbIM U3 HOC XOTb pa3 BCTPEYAACH
C TOLLHOTOMU U PBOTOU

AAKOTOABbHbIN 3KCLLECC Yka4yuBaHue (KMHeTO3bl)

OTpaBAeHue/KueyHas
UHpeKuUS



M BOSA AU KTO-TO
XOYEeT UCTIbITbIBATH
MX CHOBA...
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AdbdeKTUBHAA LUCNAATUH-COAEPXALLLAA Tepanus
repMMUHOTEeHHbIX ONYXOAEU NosIBUAACH B 1970-X

[1o nosBNeHMA NpenapaToB N1aTUHbI b dekTMBHOCTL Tepanuun BEP
y4acTb OONbHbBIX Obl1a KpanHe nevyanbHa
(Roswell Park Memorial Institute, n=414, 1920—- 1965 r.r.)

Mpynnbi

| — cemmuHoMma

[l — aMBPUOHANBHA KapUMHOMa

IV — TepaTokapuxHoma

Craamu

1 - B npeaenax AM4Ka

2 — METacTasbl B BPIOWHON NONOCTH
3 — meTacTasbl Bolle auadparme

Boctor, Z. M., et al. "Current results from therapy of
testicular tumors." Cancer 24.5 (1969): 870-875.
Culine S, et al, Annals of Oncology 18: 917-924, 2007

HU OAUH U3 HOBOMOAHbBIX TAPTETHBIX MPEMNAPATOB
MOKA AAXE HE MPUBAUSUACH K DPPEKTUBHOCTU
PEJXKXUMA BEP MNMPU TEPMUHOTEHHBIX OMYXOASfX



Ao 1990-x roAOB...

COrAQCHO OMNPOCAM TOLLIHOTA M PBOTA OCTABAAMCH
COMOM 3HAYMMOU MPODAEMOM AAT OHKOAOTUHE CKMX
NOLMEHTOB

[locAE LMCNAATUHCOAEPXKALLLEM TEPATMMM OOABHbBIE B
CpEeAHEM UCTIbITIBAAM 12 3MM30A0B PBOThI 30 CYTKM HA
NPOTIKEHMM HECKOABKMX AHEN

Ao 10% 60OAbHbIX OTKA3bIBAAUCH OT MPOAOAKEHMUS
BbICOKODMETOreHHOU XMMUoTepanmm, NnpeAno4YMTas
yMepeTb, Y4eM UCNbITbIBATb BbI3BAHHYIO €U TOLUHOTY U

PBOTY



HO OCO3HAHME 3TOro JOAKTA HY>KHO ObIAO BEMS
PA3HblE B3rAgAbl HO OAHY MPOBAEMY

“When doctors say that the side effects are tolerable or acceptable, they are
talking about life-threatening things,” she wrote. “But if you just vomit so hard that
you break the blood vessels in your eyes... they don’t consider that even
mentionable.” She wrote sarcastically, “The smiling oncologist does not know
whether his patients vomit or not.”

«Koraa AOKTOPA roBOPAT, YTO MOOOYHbIE
2dodoekTbl NEPEHOCHMBbI MAM MOUEMAEMBDI, OHU
FOBOPAT O XXMIHEYTPOXAOLLMX CUTYALLUAXY. ..
«HO KOrAQ BAC PBET TAK, YTO AOMAKOTCA COCYAbI B
AQ3QAX... OHM HE CYUTAIOT DTO 3ACAY>KMBAOLLIMM
BHUMAOHUA) ...

Rose Kushner, “Is Aggressive Adjuvant Chemotherapy the Halsted Radical of the '80s2”, 1984, draft 9.
Siddhartha Mukherjee. The Emperor of All Maladies: A Biography of Cancer, 2010



MeXAHU3MbI PA3BUTUA TOLLHOTbLI U PBOTbI

LiuTocTaTmKm buoArorudeckn AktueHble BewecTtsa (EAB):
Ay4eBoe noBpeXxaeHue e MCTAOMMH
* OPAAMKMHMH
Maedscaped www.mmca?o' C BCI30|_|peCC|/1H
' MNPOCTArAGHAUHDI

. CEPOTOHMH g

| — PBOTHbIM LLEHTP
2 — TPUITEPHAS 30HA
3 — YCAOBHbIM PEJAEKC

DHTEPOXPOMATOUHHbBIE
KAETKM XKT



PRESCRIBING INFORMATION

ZOFRAN*®

(ondansetron hydrochloride) 4 auBapsa 1991 r.
Injection

OHAAaHceTpoH 0,15 mr/kr * 3 pasa B CYTKHM Vs. nAauebo
(ABOUHOE cAenoe PAHAOMMU3UPOBAHHOE UCCAEAOBAHUE)

* OTCYTCTBME XMMMOTEPANUM B AHAMHE3E (N=28)
 LcnaatmH B A03e 50-120 mr/m?

3odbpaH ™ Tllaauebo

100% - P 93%
o / o 5
80% / \‘a p=0,001 !
60% + / 27N |
40% - |“$ ﬁ.ll
20% 1 | 14% [14% 14%
ﬁ O% O% \; °
.0 1-2 / 3-5 >5

__~B3MNU30A0B PBOTbI B CYTKM



AHTAroHucTbl 5-HT;
(cepOTOHMHOBbLIX) peuenTopos

OHAQHCETPOH
TPOMMCETPOH
[ DOHUCETPOH

3HAYMMO YAYHLLUUAU CUTYALUIO C OCTPOM
TOLIHOTOU U PBOTOU, MHAYLLUPOBOHHOM
XUMUOTEPANUEMN, HO...



PRESCRIBING INFORMATION

ZOFRAN*®

(ondansetron hydrochloride) 4 auBapsa 1991 r.
Injection

OHAAaHceTpoH 0,15 mr/kr * 3 pasa B CYTKHM Vs. nAauebo
(ABOUHOE cAenoe PAHAOMMU3UPOBAHHOE UCCAEAOBAHUE)

* OTCYTCTBME XMMMOTEPANUM B AHAMHE3E (N=28)
 LcnaatmH B A03e 50-120 mr/m?

3odbpaH ™ Tllaauebo

100% - 93%
2V - p=0,001 !
60% | 57% “
40% A
20% 1 14% 14% 79 14%
0% 0% -
0%
0 1-2 3-5 >5

3MNM30A0B PBOTbI B CYTKM



KakoBbl NPU4YMHBbI HEYAQY NPOTUBOPBOTHOU Tepanumn?
He Bce naumMeHTbl OAMHAKOBbI. TUMbl PBOTbI PA3AUYHbI

MOoAHbBIN TowHoTO
NPOTUBOPBOTHLIN 3chcpeKT U pBOTA

PBoTHbIN @g %ﬁ@ \

=
/"
5-HT; QHTATOHUCT 5-HT, aHTar. o1

CepOTOHMH\'

CEPOTOHMH



BMAbLI TOLLIHOTbI U OBOTb

Tun BosHukHOBeEHME | IHTeEHcuBHOCTL | MeawnaTop
/ ANNTENbHOCTb

Octpas <24 yac. nocne | +++/+ CEPOTOHMWH +++
XIT cybcTaHumsa P ++
Ba30MpeccuH ?++
AornamviH +
OT1cpoyeHHad >24 yac. nocre | ++/+++ cybctaHuma P +++
X/T Ba30MNpPeccuH +++
AonamMuH +

CEPOTOHUH +

[MpeliecTBytoWwasa | 4o X/T nrobagd YCITOBHbIN pedriekc




AODOOBAEHME AEKCOMETA3OHA YBEAMYMBAET
NPOOTUBOPBOTHYIO 3QPTIOEKTUBHOCTb S-HT3 AHTATOHUCTOB Y
OOAbHbIX , MOAYHAOLLUMX LMCAAAQTMH 50-120 mr/m?

I T n=530
5 % € = == = = = = = m—m e m  mm e m - — — — ==
g 80% - +20%
S T0% £ — — o - LE S >
(0)

2 co% - 69,2% 69,1% 78,5% 89,5%
2 50% -
X
2 40% -
|
5 30% -
(o)

20% -

10% -

0%

4 mr 8 mr 12 mr 20 mr

A03a geKkcameTa3oHa B KOMOMHauun ¢ 8 mr OHAOAHCEeTpPOHa

Italian Group for Antiemetic Research. J Clin Oncol. 1998; 16:2937-42



MCNOAb3yETE AU Bbl AEKCAMETA3OH B
KOMOMHAUMM C 5-HT; AHTATOHUCTAMM S
O1BETbl POCCUMCKIMX OHKOAOTroB (N=60)

2%

(0)
23% B Ucnonb3ylo AeKkcaMeTa3oH

[ He ucnonb3yro (6orochb
no6o4HbIX adhceKkToB)

[1He 3Harn, 4TO OH HYXeH

75%

AODCBAEHME AEKCAMETA3ZOHA K 5-HT3 AHTATOHMCTAM NMPU MUHUMOAbBHbIX
MATEPUAAbHbBIX 3ATPATAX MO3BOAAET CHM3UTb PUCK PA3BUTUA OCTPOM PBOTHI
MOCAE BbICOKODIMETOTEHHOM XmmoTepanmm Ha 20%

25% 13 onNpoLUEHHbIX POCCUMMCKMX OHKOAOTOB HE AQIKOT CBOMM MALIMEHTAM 3TOrO

LLHIAHCAQ



[MOAHBbIN KOHTPOAb PBOTbI Y GOAbHbIX,
NOAYHAIOLLUX LLUCNAQTHUH

M OHAQHCETPOH 32 MIr+AeKCAMETA30H 20Mr A€Hb 1,
100% - AEKCOMETA30H 16 MI AHM 2-4

80% -
60% -
40% -

20% -

0% -
AHUN 1-5 AEHDb | AHU 2-5

1.Hesketh PJ, Grunberg SM, Gralla RJ et al. J Clin Oncol 2003; 21: 4112-4119.
2.Poli-Bigelli S, Rodrigues-Pereira J, Carides AD et al. Cancer 2003; 97:3090-3098.



KakoBbl NPU4YMHBbI HEYAQY NPOTUBOPBOTHOU Tepanumn?
He Bce naumMeHTbl OAMHAKOBbI. TUMbl PBOTbI PA3AUYHbI

NMOAHBIN TowHOTA
NPOTUBOPBOTHbLIN 7
adbekT pBOTA

SR
g

AN\\ o/

A

5-HT; QHTAroHMCT 5-HT; QHTArOHUCT

MoAHbIN
NPOTMBOPBOTHbLIU

AEKCOMETA3OH




ANpenuTaHT

CEAEKTUBHbIN BbICOKOOQD DUMHHbIM QHTATOHUCT
peLentopoB HEUPOKMHUHA 1 (NK,), pPAOCNOAOXEHHbLIX B
PETUKYAIPOHOM ADOPMALMM FOAOBHOTO MO3rQ,
OTBEYAIOLLIMX cle AONOAHUTEAbHbBIN NyTb
OMETOTEHHbIX CTUMYAOB (cy6cTanLms P)

M3OUMPATEABHOCTb  CBS3bIBAHME  AMPENUTAHTA  C
NK,-peuentopamm B 3000 pa3 Bbille, 4Yem C

AOCOAMMNMHOBbIMMN N CEPOTOHNMHOBBbIMI PELENTOLAMM

(MULLEHM CYLLLECTBYIOLLMX MPENAPATOB AAS MPEAOTBRALLEHMSA TOLLHOTHI
M PBOTbI MPU XMMMOTEPRAMMUM)




[TOAHbBIU KOHTPOADb PBOTbI
NPU BbICOKOOIMETOreHHOM XMMUOTEPANnUH

B HE MOAYYOAW AMPEMUTAHT B NOAYYOAM ANPENUTAHT

100% -
0% -
80% - p<0,001
70% A
60%
50%
40%
30%
20%
10%

0%

AHU 1-5 AEHb 1 AHM 2-5

1.Hesketh PJ, Grunberg SM, Gralla RJ et al. J Clin Oncol 2003; 21: 4112-4119.
2.Poli-Bigelli S, Rodrigues-Pereira J, Carides AD et al. Cancer 2003; 97:3090-3098.



CoBpeMeHHas NPOTUBOPBOTHASA Tepanus
NPU BbICOKO3METOreHHOU XMMHUOoTEepanum

FERA
g

NN\

N\
MOAHBIM NPOTUBOPBOTHbIN 3P EKT

. AnpenutaHT/
_‘ PocanpenuTaHT FAGCI(LeT g fekTel)




OBOAIOLMUSA MPOTUBOPBOTHOMU NMPOPOUAAKTUKHU
NP BbICOKOIMETOreHHOM XMMHUOTEPAnnu

METOKAONPAMMA

5-HT; aHTaroHucT

MOAHbIM KOHTPOAb

AekcameTasoH + 5-HT; aHTaroHucT

anpenuTaHT + AeKCamMeTasoH + 5-HT; aHTaroHucT

0 20 40 60 0] 100



OBOAOLMSA MPEACTABAEHMN O
BbICOKO3METOTEHHOM TEPAMNMMU



[TOAHbIM KOHTPOAb PBOTbI Y MALMEHTOB, MOAYYAOLLIMX
OHTPALMKAMHBI U LMKAOTDOCADAMMA,

B He nonyy4anu anpenuTaHT [ Mony4yanu anpenuTaHT

100% -
90% -
80% -
70% A
60% -
50% A
40% -
30% -
20% -

p<0,001

76%
55%
51%

10% ~
0% -

aHun 1-5 AeHb 1 AHUn 2-5

Warr DG, Hesketh PJ, Gralla RJ et al. J Clin Oncol 2005; 23: 2822-2830.



HoBble@ BO3MOXXHOCTMU
AQHTUDMETUYECKOU Tepanum

[MTAAOHOCETPOH
POCATIPEMNMATAHT



[MTaAOHOCEeTpPOH

» 5-HT; OHTAroHMCT BTOPOrO NMOKOAEHMS

12

10

CBA3bIBOETCA C HECKOABKMMM CaMUTaMM 5-HT; peLrentopa

CnocobcCTByEeT MHTEPHAAMIALMM U HEUTPAAM3ALUMKM 5-HT; peuentopa

7 45 ~
40 - “ MOAOHOCETPOH
i 35 | . ™ OHACHCETPOH
| 30 - ™ FPAHUCETPOH
25 A
| 20 -
| 15 1
10 -
| &
0 _L

AOUHHOCTb K 5-HT3 peuentopam (pKl) BOEMSA MOAYBbIBEAEHNS (‘-ICICbI)



[TOAHBIM KOHTPOAb PBOTbI MPU BbICOKOIMETOr€HHOU
XxumuoTtepanuu (LUCNAATUH > 60 Mr/m?2).

C npoPHUAAKTUHECKUM UCNOAb3OBAOHUEM AeKCAaMeTa3oHa 20 mr

“ OHAQHCETPOH 32 Ml ™ MNAAOHOCETPOH 0,25 mMr ™ naAoHOCeTPOH 0,75 mr

Taax

AE€Hb | AHU 2-5 AHU 1-5

60

50

40
30

20

10

0

Aapro M. et al. An of Oncol 2006



[lTOAOHOCETPOH — OAMH M3 OHTATOHMUCTOB
5-HT3 peuentopos

CKkopee BCero, CamMbl AKTUBHbIM M3 HMX, HO BCE
Xe — OAMH U3...

[TpenapaT IBAFETCA NAPTHEPOM
(MpeAnOYTUTEABHBIM), HO HE 3OMEHOM ABYM
APYTMM COCTABAAOLLIMM (AEKCOMETA3OHY U
QHTATOHMCTAOM CyBCTaHLMM P)



PocanpenUTaHT

(AASI BHYTPUBEHHOTIO BBeAeHMSI)

Pro-drug
Npu METABOAM3IME POCAMNPENMUTAHTA, OT MOAEKYAIOHOIO
KOMMAEKCA OTLLLEMNAIETCA QOOCAOATHAS IPYMNnad, B PE3YALTATE YETrO
OCTAEeTCa AKTMBHOE BELLLECTBO - ANPENMTAHT
OAHOKPATHOA BHYTPUBEHHAS A03Q doocanpenmTaHTa 150 mry
3A0POBbIX MOAOAbBIX AOBPOBOABLLEB AEMOHCTPUPOBAAA 100 %
cBa3biBaHME NK1-peLenTopoB rOAOBHOIO MO3ra Yepes 24 yaca,
He meHee 97 % Yepes 48 4acos 1 75 % Yyepes 120 yacos

AoAg CBA3AHHbIX NK1-peLentopoB KOppeAUPYET C
KOHLUEHTPAUMEN AMNPENMUTAHTA B MAA3ME

[10OAEMOHCTPUMPOBAHA 3KBUBAAEHTHOCTbL QOOCAMPENUTAHTA
(B/B) 1 anpenuTtaHTa (BHYTPb) B OTHOLUEHMM CBA3biBAHMA NK1-
PELLENTOPOB FOAOBHOTO MO3rQ!

1. K Van Laere, J De Hoon, G Bormans et al. Clinical Pharmacology & Therapeutics (2012); 92 2, 243-250



[TOAHbIM KOHTPOAb PBOThI
PE3YALTATbl MCCAEAOBAHMI EASE

N=2322
BbICOKODMETOTEHHAA XMMMOTEPANUA (LLUCTIACTUH 70 MI/M?2)

OOCAMNMPENUTAHT ™ ANPENMUTAHT

100 -
70 A
80 - 39.4

i) -
o [

50 -

40 -

30 -

20 -

10

0 | |

MOAHbIM KOHTPOAb  KOHTPOAb B OCTPOM KOHTPOAb B

dbase OCTPOYEHHOM b a3e

75.6

Grunberg S et al. J Clin Oncol. 2011;29(11):1495-1501.



[MoAHbIM KOHTPOAb TOLLUHOTbI U PBOTbI

PE3YALTATbI MICCAEAOBAHMA EASE

n=2322

BbICOKODMETOTEHHAN XMMMOTEPAMMSA (LLMCMIAQTUH 70 MI/M2)

100
70
S0
/0
60
50
40
30
20
10

OCAMNMPENUTAHT ™ ANPENUTAHT

71,9

89
/74,3

MOAHbIM KOHTPOAb

KOHTPOAb B OCTPOM KOHTPOAb B
dase OCTPOYEHHOM pa3e

Grunberg S et al. J Clin Oncol. 2011;29(11):1495-1501.



HUccaenoBanne EASE

HCKCJIATCIIbHBIC ABJICHUA

HexxeAdTeAbHOe PocanpenUTaHT AnpenuTaHT
fIBA€HHe (n=1 143) (n=1169)
Klelple]e) 10,6 9.6
CAabOCTb 8.6 11,6
Anaped /.8 8,7
PsoTQ 6.6 5.6
AHOpPEKCUS 6,6 9.1
ToLwHoTa 5,9 6,9
NkoTa 5.6 6,3
MecCTHble peaKLMM 2,2 0,4

Grunberg S et al. J Clin Oncol. 2011;29(11):1495-



PekomeHaaumun MASCC

OMETOreHHOCTb

AHTUDIMETUKU
Tepanum
BbICOKQS 5-HT, + DEx + [NAPRIOSH
AOKCOpYyOULIMH +

. + +

LIk A odoocdoamma >l — _
CpeaHsas (kpome AC) PALO + DEX

Hm3kas DEX UWAM | 5-HT; WAU -

PYTMHHOM MPOOUACKTUKK HE

MUHUMOABHAOS
TpebyeTcH




BLICOKOSMETOTEHHAA XMMMOTEPLAMUS

National
Comprehensive

NCCN

Cancer
Network'
HIGH EMETIC RISK INTRAVENOUS CHEMOTHERAPY - ACUTE AND DELAYED EMESIS PREVENTION2?

DAY 1. Select option A, B, or C (order does not imply preference)
Start before chemotherapy:©

Antiemesis

Aprepitant-containing regimen:d select one agent from each of the following
groups (category 1):
* Neurokinin-1 (NK1) antagonist:
» Aprepitant 125 mg PO once
» Fosaprepitant 150 mg IV once
AND
« Serotonin (5-HT3) antagonist:®
+ Dolasetron 100 mg PO once
» Granisetron 2 mg PO once, or 1 mg PO BID, or 0.01 mg/kg (max 1 mg) IV
once, or 3.1 mg/24 h transdermal patch applied 24-48 h prior to first dose
of chemotherapy
* Ondansetron 16-24 mg PO once or 8-16 mg IV once'
» Palonosetron 0.25 mg IV once?

AND
« Steroid:™!
» Dexamethasone 12 mg PO/IV once

Netupitant-containing regimen:®»
» Netupitant 300 mg/palonosetron 0.5 mg PO once
» Dexamethasone 12 mg PO/IV once

Olanzapine-contammg regimen'd"
» Olanzapine 10 mg PO once
» Palonosetron 0.25 mg IV once
» Dexamethasone 20 mg IV once

e Emetogenic Potential of lntr :nous Anlineoplastic Agents (AE-7).
Antiemetic regimens should be chosen basad on the drug with the highest emetic risk s well as patients
specific risk factors.
les of Managng Muliday Emetogenic Chemotherapy Ragimens (AE-A).
“With or without lorazepam 0.5-2 mg mg PO or IV or sublingual Mryﬁhoutsnsneoﬁoddnys 14,
or without M2 blocker or proton pump inhibitor See Principles of Emesis Cantrol for the Cancer
st (AE-1)
*Serotonin (5-HT3) anagmnls may incresse e risk of developing prolongation of #he QT interval of
the electrocardiogram. See Discussicn.
%memamuﬂdmwhanmmalwommm
"Data with palonasetron are based on randomized studies in combinason with steroids only.

Note: All recommendations are category 2A unless otherwise indicated.

NCCN Guidelines Version 1.2015

NCCN Guidelines Index
Anliemesis Tatlem Contants

ssion

A

» If aprepitant PO given day 1, aprepitant 80 mg PO daily
ondays 2,3

» If fosaprepitant IV given on day 1, no further aprepitant
is needed ondays 2, 3

AND

See
Breakthrough
Treatment (AE-6)

» If aprepitant PO given day 1, dexamethasone 8 mg PO/
IV daily days 2, 3, 4'

» if fosaprepitant IV given on day 1, dexamethasone 8 mg
PO/IV once on day 2, then 8 mg POV BID days 3, 4

» Olanzapine 10 mg PO daily on days 2, 3, 4

*Use of steroids is contraindicated with drugs such as interleukine2 (ie, IL-2, sldesleukin) and interferan.

Hesketh PJ, Rossi G, Rizzi G, et al. Efficacy and safety of NEPA, an oral combination of netupitant
and palonesetron, for prevention of chematherapy-induced nausea and vomiting following highly
emetogenic : & randomized dase ranging pivotal study. Ann Oncol 2014,25:1340-1346.

MNavari RM, Gray SE, Kerr AC. Olanzapine versus sprepitant for the prevention of chemotherapy-
induced nausea and vomiling: a randomized phase |l tnal J Support Oncal 2011;9:188-195.

*Some NCCN Member Institutions use a 5-HT3 antagonist (unless palonosetron or granisstron paich
given on day 1) on days 2, 3, 4 in addition fo steroed £ sporepitant.

] neither aprepitant nor fosaprepitant are given on day 1, then dexamethasone 20 mg POV once on
day 1, followed by 8 mg BID POV on days 2, 3, 4.

s: NCCN believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially en
Versen 12014, 040115 @ Natonal Comprateratve Cancer Network, . 2015, Al rights reserved. The NCEN Gotdelraa® and s Busirtion muay sof ta fepeoduced i any o withos! the sepnees enifien permbeson of NOONS.
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MODERATE EMETIC RISK INTRAVENOUS CHEMOTHERAPY - ACUTE AND DELAYED EMESIS PREVENTION®P

DAY 1: Select option A, B, or C (order does not Imply preference)
Start before chemotherapy:©

Serotonin (5-HT3) antagonist + steroid (category 1) £ NK-1 anlaqonlat‘
« Serotonin (5-HT3) antagonist (Select one):®
» Dolasetron 100 mg PO once
» Granisetron 2 mg PO once, or 1 mg PO BID, or 0.01 mg/kg (max 1 mg)
IV once, or 3.1 mg/24 h transdermal patch applied 24-48 h prior to first
dose of chemotherapy
» Ondansetron 16-24 mg PO once or 8-16 mg IV once'
» Palonosetron 0.25 mg IV once? (preferred)
AND
« Steroid:"
» Dexamethasone 12 mg POV once
WITHWITHOUT
« Neurokinin-1 (NK1) antagonist:™
» Aprepitant 125 mg PO once
» Fosaprepitant 150 mg IV once

B.

Netupitant-containing regimen:%»
» Netupitant 300 mg/palonosetron 0.5 mg PO once
» Dexamethasone 12 mg POV once

Olanzapine-containing regimen:4J
» Olanzapine 10 mg PO once
’ Palonosetron 0.25 mg IV once
l. 3L

DAYS 2 and 3

« Serotonin (5-HT3) antagonist monotherapy® (Select one):®
» Dolasetron 100 mg PO daily on days 2, 3
» Granisetron 1-2 mg PO daily or 1 mg PO BID
or 0.01 mg/kg (maximum 1 mg) IV daily on days 2, 3
» Ondansetron 8 mg PO BID or 16 mg PO dally
or 8-16 mg IV daily on days 2, 3'
OR
« Sterold monotherapy:"
» Dexamethasone 8 mg PO/IV daily on days 2. 3
OR
« NK1 antagonist £ sterold: ™™
» Aprepitant used day 1: Aprepitant 80 mg PO daily on
days 2, 3 £ dexamethasone 8 mg PO/IV daily on days 2, 3
» Fosaprepitant used day 1: * dexamethasone 8 mg PO or
IV daily on days 2, 3
See
B Breakthrough
Treatment (AE-6)

» £ Dexamethasone 8 mg PO/IV daily on days 2, 3
[*H
» Olanzapine 10 mg PO daily days 2, 3

van RM, Geay SE, Keer AC. Olanzapine versus apeepiant for Te prevention of

ts chamotharagy:
Mhmmmmmaugmmmmmmkaﬂupw- Induced nausea and vomiing: a randombized phase Il inal. J Support Oncol 2011;8:188.195.

Whawmmmuommmmhﬂor See Prrcioie meses Control 'cr ihe C1n:.€.’

Pathent {AE-1

' raither aprepitant nor fosagropitant are given on day 1, dexamethascne 20 mg POAY once on day 1,
Soliowed by 8 mg BID FOIV on days 2, 3, 4.
" As per high emeic risk prevention, aprepiiant o fosaprepitant should be a0ced (1o dexamethascne
and a 5-HT3 antagonist regimen)) 1or select patients with addisonal risk faciors ar who have falled
previous tharapy with a sterckd + SHT3 antagonist alone (Sen AE-2)

&mh(&ﬁﬁimwmymhm&dumngmmmnm interval of the "Aapro M, Rugo H, Rossi G, et al. A randomized phase IIl sudy evaluating Te efficacy and safety of

eloctrocardogram. See Disoussion.

The FDA recommends mmundismgiorauqhduudlvmm

SData with paloncseyon are hased on randomized studies in combination with slercids only.
MUse of sleroids is contraindicated wih o

Note: All recommendations are category 2A unless otherwise indicated.

% Such as interdeukin2 (e, IL-2, aldesieulin) and imerfercn. mom .

Clinical Trials: NCCN helieves that the best managemant of any cancer patient is in a clinical trial. Participation in clinical trials is especially encowraged.
Verson 12015, 340115 © hatons Compmheraies Cance: Natwory, Inc. 2015, Al rights mserved. ™e NCON Guidalnes® anc this Blatintion may not be sprocuced in any 10rm «ihout e sstems wrten sarmession of MOCN®.
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Nerwork Antiemesis Discussion

LOW AND MINIMAL EMETIC RISK INTRAVENOUS CHEMOTHERAPY - EMESIS PREVENTION®<P

Start before chemotherapy (order does not imply preference) b.c.d
Repeat daily for multiday doses of chemotherapy
» Dexamethasone 12 mg PO/IV daily"
or
» Metoclopramide 10-40 mg PO/IV and then either every 4 or every 6 h PRNY
or
» Prochlorperazine 10 mg PO/IV and then every 6 h PRN (maximum 40 mg/day)?
or
» Serotonin (5-HT3) antagonist® (select one): Breakthrough Treatment
0 Dolasetron 100 mg PO daily for Chemotherapy-lnduced
0 Granisetron 1-2 mg (total dose) PO daily Nausea/Vomiting (AE-6)
0 Ondansetron 8-16 mg PO daily

Minimal — No routine prophylaxis

BAntemetic regimens should be chosen based on the drug with the highest emetic risk as well as patient-spedific risk factors.
cSee Principles of Manaaging Multiday Emetogenic Chemotherapy Reagimens (AE-A).
AWith or without lorazepam 0.5-2 mg PO or IV or sublingual every 6 hours as needed days 1-4.
With or without H2 blocker or proton pump Inhibitor See Principies of Emesis Control for the Cancar Patlent (AE-1)
®Serotonin (5-HT3) antagonist may increase the nisk of developing prolongation of the QT interval of the electrocardiogram. S8 DISCUSSIon.
"Use of steroids is contraindicatad with drugs such as intedeukin-2 (le, IL-2, aldesleukin) and interferon.
PSee Emetogenic Potentiad of Intravenous Antineoplastic Agents (AE-B).
SMonitor for dystonic reactions; use diphenhydramine 25-50 mg PO or IV either every 4 or every 6 h for dystonic reactions. If allergic to diphenhydramine, use
benztropine at 1-2 mg IV or IM x 1 dose, followed by oral dose of 1-2 mg daily or BID if needed to control the reaction.
Note: All are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any cancer patient is in a clinical trial. Farticipation in clinical trials is espocially encouraged.
Verson 12043, 3401113 © Natioasl Comametwraive Cancar Natwors, inc. 2015, Af rights resenvad. The NCCN anc ths I ot b I Ty o MO e eRStaRE wrien Serraimsion of NOCNT.




PA3Hble B3rAdAbl HO OAHY MPOOAEMY AOAXHDI
YUTU B MPOLLAOE

“When doctors say that the side effects are tolerable or acceptable, they are
talking about life-threatening things,” she wrote. “But if you just vomit so hard that
you break the blood vessels in your eyes... they don’t consider that even

mentionable.” She wrote sarcastically, “The smiling oncologist does not know
whether his patients vomit or not.”

«Koraa AOKTOPA roBOPAT, YTO MOOOYHbIE
2dodoekTbl NEPEHOCHMBbI MAM MOUEMAEMBDI, OHU
FOBOPAT O XXMIHEYTPOXAOLLMX CUTYALLUAXY. ..
«HO KOrAQ BAC PBET TAK, YTO AOMAKOTCA COCYAbI B

AQ3dX... OHN HE CHUTAIKOT 3TO 3ACAY>XKMBAIKOLLLNM
BHUMOAHKNALD) ...

Rose Kushner, “Is Aggressive Adjuvant Chemotherapy the Halsted Radical of the '80s2”, 1984, draft 9.
Siddhartha Mukherjee. The Emperor of All Maladies: A Biography of Cancer, 2010



AAEKBATHAS MPOTUBOPBOTHAS TEPAMMS
AOAXKHO MCMOAb3OBATHCS
C MEePBOro Xe KypCa AEYEHMS

» BoO-nepsBbix, 3TO 'YMAHHO...
» BO-BTOPBLIX, BLITOAHO

» CHMXEHME PUCKA PA3BUTMS
OTCPOYEHHOM TOLLIHOTbI M PBOTHI

» CHMXeHMe pmcka
NPEALLIECTBYIOLLLEMN TOLLHOTHI M
PBOTbHI




