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Cell phase where chemo agents work

Stomatitis N/V




Chemotherapy-Induced
Nausea and Vomiting

Neurotransmitters and antiemetic pathways: targeting key pathways
to influence emetic control

Serotonin/
5-HT; RAs

Substance P/
NK, RAs




CHEMO

« Salivation
* Respiratory rate

* Pharyngeal, Gl and abdominal
muscle contractions

Serotonin release
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Vomiting Center
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) Chemotherapy-induced
Chermatherapy nausea and vomiting

Peripheral Pathway

Predominantly inveolved in the acute phase of
chemotherapy-induced nausea and vomiting

Primarily in the gastrointestinal tract
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( NK, -receptor i
antagonists
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@ Substance P
Area postrema

(vomiting center) &
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Central Pathway
Predominantly involved in the delayed phase of Ry rcceptors
chemotherapy-induced nausea and vomiting 5
Primarily in the brain
e erapy Chemotherapy-induced

nausea and vomiting

N EnglJ Med 2016; 374:1356-1367



Chemotherapy-Induced
Nausea and Vomiting

Table 1. Classes of Chemotherapy-Induced Nausea and Vomiting.

Classification Definition

Acute Occurring within the first 24 hours after initiation of chemotherapy'®; generally peaks after
5 to 6 hours™

Delayed Occurring from 24 hours to several days (days 2 to 5) after chemotherapy'

Breakthrough Occurring despite appropriate prophylactic treatment®?

Anticipatory Occurring before a treatment as a conditioned response to the occurrence of chemotherapy-

induced nausea and vomiting in previous cycles'

Refractory Recurring in subsequent cycles of therapy, excluding anticipatory chemotherapy-induced
nausea and vomiting®

N EnglJ Med 2016; 374:1356-1367




Serotonin -5-HT, Antagonists
Inflammation -Steroids

Substance P -SPAs-NK-1 receptor antagonists
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NK; RAs used in combination with 5-HT; RAs can better control
acute and delayed CINV

5-HT; RA+ DEX + NK;RA
= == ' 5.HT; RA+DEX
NK; RA + DEX
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Efficacy in controlling chemotherapy-induced emesis has

progressed over the past 30 years
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EMETOGENIC POTENTIAL OF PARENTERAL ANTICANCER AGENTS?

LEVEL AGENT

High emetic risk * AC combination defined as any * Carmustine >250 mg/m? * Epirubicin >90 mg/m?
(>90% frequency of emesis)>© chemotherapy regimen that « Cisplatin « Ifosfamide 22 g/m? per dose
contains an anthracycline and * Cyclophosphamide >1,500 mg/m? <« Mechlorethamine
cyclophosphamide * Dacarbazine « Streptozocin
« Carboplatin AUC 24 « Doxorubicin 260 mg/m?
Moderate emetic risk * Aldesleukin >12-15 mﬁon IU/m?  + Dactinomycin? « Irinotecan (ﬁposomal)
(>30%-90% frequency of emesis)®® | « Amifostine >300 mg/m? + Daunorubicin? * Melphalan
« Arsenic trioxide + Dual-drug liposomal encapsulation * Methotrexated 2250 mg/m?
« Azacitidine of cytarabine and daunorubicin « Oxaliplatin4
« Bendamustine * Dinutuximab « Temozolomide
+ Busulfan » Doxorubicin9 <60 mg/m? « Trabectedin®
« Carboplatin AUC <49 « Epirubicind £90 mg/m?
+ Carmustined <250 mg/m? « Idarubicin
« Clofarabine « Ifosfamide® <2 g/m? per dose
« Cyclophosphamide £1500 mg/m?d  « Interferon alfa 210 million IU/m?
« Cytarabine >200 mg/m? « Irinotecand
Adapted with permission from:
Hesketh PJ, Kris MG, Grunberg SM, et al. Proposal for ifying the acute icity of cancer J Clin Oncol 1997;15:103-109.
Grunberg SM, Warr D, Gralla RJ, et al. ion of new anti ic agents and definition of antil ic agent icif tate of the art. Support Care Cancer 2011;19:543-47.
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HIGH EMETIC RISK PARENTERAL CHEMOTHERAPY — ACUTE AND DELAYED EMESIS PREVENTIONM-ik/

DAY 1: Select option A, B, or C (order does not imply preference) DAYS 2, 3, 4:
All are category 1, start before chemotherapy:i
A A
* NK1 RA (choose one): _ « Aprepitant 80 mg PO daily on days 2, 3
» Aprepitant 125 mg PO once (if aprepitant PO used on day 1)
» Aprepi injectabl Ision 130 mg IV once™ « Dexamethasone 8 mg®t PO/IV daily on days 2, 3, 4
» Fosaprepitant 150 mg IV once
» Netupitant 300 mg / palonosetron 0.5 mg (available as fixed bination product only) PO once"
» Fosnetupitant 235 mg / palonosetron 0.25 mg (available as fixed combination product only) IV
once
» Rolapitant 180 mg PO once®
+ 5.HT3 RA (choose one):P =
» Dolasetron 100 mg PO once
» Granisetron 10 mg SQ once,"” or 2 mg PO once, 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
« Dexamethasone 12 mg PO/IV once®t _

\[e(e\] emesis 1.2



fﬁﬁmﬁﬁ 5HT3 antagonists

7.2.1.Serotonin antagonists (#flondansetron « granisetron « tropisetron + ramosetron + palonosetron%)
(93/2/1 + 93/9/1 ~ 98/9/1 ~ 99/5/1 ~ 101/4/1 ~ 102/9/1)

1R AR E B EIES SIS0 ARH o

2EMEEEERARRESA (NABIEHRE « ERBEMER - BERE « RINK/ZHIEMK  BRE - hEXE)
BEEZRaEN - KR TRBRAER : (98/9/1 + 99/5/1)

(1)Ali B RS S 1EEER » FTTEP 4 EMondansetron 8~32 mg + granisetron 1~3 mg * tropisetron 5 mg *
ramosetron 0.3 mg—HHIE - ¥ERHEAURSERERARA - EREREEENREH - FEIEER » SHIEFER
AERBRAAEA -

(2)AhitisEE RS PR ES - AITERs 4 fFAondansetron 8~32 mg « granisetron 1~3 mg + tropisetron 5 mg +
ramosetron 0.3 mg—HEIE - SR EBRBEEEIEH > fFFdexamethasone & metoclopramide 32 » S%12

FERAUFEBRIARBARA - BEERFEAdexamethasone metoclopramide #2508k o

%3)11113&%2@#%,%#&%1 E2ak 0 BEAD « SHMMREERE  SREFESHERLBERERXUEATENE -
93/9/1

(4)PalonosetronPRitH « SRMEEEEZFIfER © (99/5/1)

3IETIENMS R ZEERA » HKTHIREEMAondansetron « granisetronE &, : (93/9/1)

(1) Total body or half body irradiation

(2)Pelvis or upper abdominal region of single irradiation dose> 6 Gy

(3)EZp kg AR ELEIEMH > FfEMdexamethasone + metoclopramidedprochlorperazineZ &4 1L M EIEERY > %%

SREEHZEE -

4RI RBIRAREEORZEE © (102/9/1)




fﬁﬁmﬁ NK-1 antagonists

7.2.2. Neurokinin-1 receptor antagonist (Ylaprepitant + fosaprepitant) (94/10/1 «
101/02/1 + 101/4/1 ~ 101/12/1 » 102/8/1)

1B HE b SRR - AR LE IS E 1 R GRS Y] R 2 EE E RS AR S EER 2 ST B 1
M0 BLE: © (101/2/1)

2.O0RNERA=X > SHRA—FE o FTHNEIRMCESE—XEM - (101/4/1 ~ 101/12/1)
3.ABMRE—KIN > FIEHAS-HT, 284 - (101/4/1)

4. EMMEESEMX (8) #hBGrade2 YU LZMEM > B ENXRE AXAKET.2.1. 378485
serotonin antagonist ° (102/8/1)

st :

RS (bR 2 B 4 E B B = AZHE » {KNCCN (National Comprehensive Cancer
Network)&#ihRiaHIE5IAA © (101/02/1 + 101/4/1 ~ 107/5/1)




FEPEBLNR Akynzeo(NEPA)

7.2.3. & PAlonosetron&zNEtupitant z#875 545 (30

Akynzeo)(108/1/1)
1.PFRARP LIRS EE CEE T RN EEE

Fﬁﬁﬁﬁ%lim%ﬁ:ﬁL B OHIERM o

2.8 RICHEMREA LR -

3.BEABEERZ AE3XIFE6HAH thserotonin
antagonist@neurokinin-1 receptor antagonistit
| o




Olanzapine-containing regimens for high risk parental chemotherapy

B B
« Olanzapine 5-10 mg PO once" « Olanzapine 5-10 mg PO daily on days 2, 3, 4"
« Palonosetron 0.25 mg IV once

* Dexamethasone 12 mg PO/IV once®!
[ [
* Olanzapine 5-10 mg PO once" « Olanzapine 5-10 mg PO daily on days 2, 3, 4"
* NK1 RA (choose one): + Aprepitant 80 mg PO daily on days 2, 3
» Aprepitant 125 mg PO once (if aprepitant PO used on day 1)
» Aprepi injectabl Ision 130 mg IV once™ + Dexamethasone 8 mg®t PO/IV daily on days 2, 3, 4
» Fosaprepitant 150 mg IV once
» Netupitant 300 mg / pal on 0.5 mg (available as fixed bination product only) PO once"
»F etur itant 235 mg / pal on 0.25 mg (avail as fixed combination product only) IV
once

» Rolapitant 180 mg PO once®
* 5-HT3 RA (choose one):P4
» Dolasetron 100 mg PO once
» Granisetron 10 mg SQ once," or 2 mg PO once, or 0.01 mg/kg (max 1 mg) IV once,
or 3.1 mg/24-h tr 'mal 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
« Dexamethasone 12 mg PO/IV onceSt

Footnotes

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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MODERATE EMETIC RISK PARENTERAL CHEMOTHERAPY — ACUTE AND DELAYED EMESIS PREVENTIONM/ ikl

DAY 1: Select option D, E, or F (order does not imply preference).
All are cati y 1, start before chemotherapy::

DAYS 2, 3:

D
+5-HT3 RA (choose one):
» Dolasetron 100 mg PO once
» Granisetron 10 mg SQ once' (preferred), or 2 mg PO once, 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)
« Dexamethasone 12 mg PO/IV once®*

D
« Dexamethasone 8 mg®! PO/IV daily on days 2, 3
OR

« 5-HT3 RA monotherapy*:
» Granisetron 1-2 mg (total dose) PO daily or
0.01 mg/kg (max 1 mg) IV daily on days 2 and 3
» Ondansetron 8 mg PO twice daily or 16 mg PO
daily or 8-16 mg IV daily on days 2, 3
» Dolasetron 100 mg PO daily on days 2, 3

E E

« Olanzapine 5-10 mg PO once" + Olanzapine 5-10 mg PO daily on days 2, 3"
* Palonosetron 0.25 mg IV once

«D 12 mg PO/IV once®*

F F

Note: An NK1 RA should be added (to dexamethasone and a 5-HT3 RA for select

with additional risk factors or previous treatment failure with a corticosteroid + 5-HT3 RA alone.

* NK1 RA (choose one):
» Aprepitant 125 mg PO once
A z kol A

» Aprep! J] 130 mg IV once™
» Fosaprepitant 150 mg IV once"
» 300mg/

as fixed product only) PO once"
as fixed bination product only) IV

»F itant 235 mg / pal
once"
» Rolapitant 180 mg PO once®
* 5-HT3 RA (choose one):P9
» Dolasetron 100 mg PO once
» Granisetron 10 mg SQ once," or 2 mg PO once, 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
« Dexamethasone 12 mg PO/IV once®!

* Aprepi 80 mg PO daily on days 2, 3
(if aprepitant PO used on day 1)
« + Dexamethasone 8 mg®t PO/IV daily on days 2, 3

NCCN Antiemes|




Palonosetron was also found to be superior to granisetron for the
prevention of chemotherapy-induced emesis in patients treated

with highly or moderately emetogenic chemotherapy
Lancet Oncol 2009; 10: 115-24.

Binding affinity Half life
5-HT, RAs oK. (nM) (hrs)
Palonosetron’ 10.45 40
Granisetron? 8.91 9.0
Ondansetron’ 8.39 5.5
Ramosetron? 8.5-9.0 43-9.0

The potential for QTc prolongation has been identified as a safety
concern associated with the first-generation 5-HT3-receptor antagonists.
Support Care Cancer 2014; 22:469-77.



fﬁﬁmﬁﬁ 5HT3 antagonists

7.2.1.Serotonin antagonists (#llondansetron - granisetron -+ tropisetron * ramosetron + palonosetron)
(93/2/1 +93/9/1 ~ 98/9/1 ~ 99/5/1 ~ 101/4/1 ~ 102/9/1)

1.IERR AR EEEIFZ SIS RaR% o

2LEMEEEREREARRERRE (NABHEIRGE « BEURIEREX « BEKE « BRAK/ZBEMK - BREE - hERXE
BEIET(LEERET - (K THBERAER © (98/9/1 ~ 99/5/1)

(1)AikEE R A SHMIEES - AITER 4 FERAondansetron 8~32 mg « granisetron 1~3 mg + tropisetron 5 mg +
ramosetron 0.3 mg—HEIE - ¥ERHFERAUFRFEBBRERARI - SRERFEEMEH > SHIEER » SHEEFER
FEEBRAAFA -

(2)A0ik B E RS PR > FTFEPAEEMondansetron 8~32 mg + granisetron 1~3 mg  tropisetron 5 mg *
ramosetron 0.3 mg—HE|E - R EBZRELEEMIEL > FHdexamethasone B metoclopramide #&3Z&f » F#&E
FRAURSEATEARL - HFEES#EHAdexamethasonef metoclopramide #ExZ308% o
g3)m%g§#§ﬁ§#§§1t$5‘a¥§ s BEAT - SRHMEZESN > SREBESHERLBERERXUEATENE
93/9/1

(4)PalonosetronfRitH « EEM{CZAEZAIMER © (99/5/1)
3IEZIENMS R ZEERA » SR TIHREEMAondansetron « granisetronE &, : (93/9/1)

(1)Total body or half body irradiation

(2)Pelvis or upper abdominal region of single irradiation dose> 6 Gy

(3)AEERM g AR ELEMEN » {E{EA dexamethasone + metoclopramidediprochlorperazine S (&4t 1L IR » %
SREEHZEE -

A ZRILRFIRAREEORZEE © (102/9/1)




ORIGINAL ARTICLE

A randomized phase Ill study evaluating the efficacy
of single-dose NEPA, a fixed antiemetic combination
of netupitant and palonosetron, versus an aprepitant
regimen for prevention of chemotherapy-induced
nausea and vomiting (CINV) in patients receiving
highly emetogenic chemotherapy (HEC)

| NEPA + DEX m APR/GRAN + DEX

100 (N=412) (N=416)
9 845 870

80 77.9

743 738 704
70
60
50

40

Percent of patients

30
20
10

0

Acute (0-24 h)

Delayed (25-120 h) Overall (0-120 h)

Risk difference
NEPA - APRIGRAN ~2.5% (-7.2%, 2.3%)
(95% Cl):

3.7% (-2.1%, 9.5%)

1.5% (-4.5%, 7.5%)
N riority margin set at ~10%

Percent of patients

100

920

80

70

60

50

40

30

NEPA =APR/GRAN

B NEPA + DEX B APR/GRAN + DEX
(N=412) (N=416)

818 500

Risk difference

NEPA - APR/GRAN

(95% CI)

Nausea Vomiting Overall Nausea Vomiting Overall
domain domain combined domain domain combined
| Acute (0-24 h) | | Delayed (25-120 h) |
2.0% 1.4% 3.3% 65% 45% 5.8%
(-33%,7.3%)  (-3.1%,5.9%) (-16%,8.1%) (0.2%, 12.8%) (-1.0%,9.9%) (-0.1%, 11.8%)




Potentially relevant studies identified and
screened for retrieval total n=3,758

Hand search of MEDLINE n =178

Studies excluded by title and abstract search
n=3713

l

Studies retrieved for more detaled evaluation ‘
5

[ studies excluded

Studies included in the meta-analysis
n=2

‘ Overlap n=3

study design =15

OITféologist“'

Effectiveness of Antiemetic Regimens for Highly Emetogenic
Chemotherapy-Induced Nausea and Vomiting: A Systematic

Review and Network Meta-Analysis

Symptom Management and Suppol

Takamicti Yokoe @, Tersu Havastia,” Aiko Nacavama,® Avako Nakastos,® Hinako Maepa,® Tomoko Sexi,” Maiko TakaHasH!,

Tosnim Takano,? Takavuki Aee,>

Yuko Kitacawa®

Departments of *Surgery, ®Preventive Medicine and Public Health, and Biostatistics Unit at the Clinical and Translational Research
Center, Keio University School of Medicine, Tokyo, Japan; “Department of Medical Oncology, Toranomon Hospital, Tokyo, Japan
Disclosures of potential conflicts of interest may be found at the end of this article.

Table 3. Indirect comparison of overall complete response rates

Antiemetic

regimen SHT3 + Dex SHT3 PAL PAL + Dex PALO.75 PALO.75 + Dex  NKIRA + 5HT3 + Dex NKIRA + PAL + Dex NEPA + Dex OLZ + 5HT3 + Dex OLZ + PAL + Dex
5HT3 + Dex

SHT3 0.76 [0.27-1.9]

PAL 1.14 [0.73-1.78] 1.49 [0.64-3.66]

PAL + Dex 1.44 [1.08-1.92] 1.88[0.77-5.09] 1.26 [0.85-1.86]

PALO.75 0.84 [0.47-1.51] 1.1[0.41-3.18] 0.73 [0.43-1.26] 0.58 [0.34-0.99]

PALO.75 + Dex 151[1.19-1.9] 197 [0.79-5.38] 1.32 [0.86-2.02] 1.04 [0.78-1.39] 1.79 [1.01-3.12]

NKIRA + 5HT3 + Dex 1.75 [1.56-1.97]
NKIRA + PAL + Dex  2.25 [1.66-3.03]
NEPA + Dex 2.35 [1.71-3.26]
OLZ + 5HT3 + Dex 2.77 [1.49-5.31]
OLZ + PAL + Dex 2.48 [1.27-4.45]

2.29[0.92-6.34]  1.53 [0.97-2.4]

2.93 [1.14-8.34]  1.96 [1.17-3.25]
3.06 [1.22-8.62] 2.04 [1.31-3.24]
3.61 [1.16-11.63] 2.41 [1.11-5.34]
3.24 [1.08-9.95] 2.16 [1.03-4.42]

1.21[0.91-1.62]
1.55 [1.06-2.23]
162 [1.27-2.1]
1.91[0.96-3.9]
1.71 [0.88-3.19]

2.07 [1.15-3.69] 115 [0.9-15]

265 [1.4-4.85]  1.48 [1.02-2.14]
277 [1.56-4.9]  1.54 [1.08-2.21]
3.27[1.37-7.65] 1.82 [0.94-3.68]
2.93[1.29-6.36] 1.63 [0.79-3.08]

1.27 [0.96-1.69]
1.33 [0.97-1.84]
1.57 [0.83-3.05]
1.41 [0.73-2.51]

1.04 [0.73-1.5]
1.23 [0.61-2.52]
1.1 [0.62-1.84]

1.17 [0.57-2.41]
1.05 [0.55-1.96]

0.89 [0.36-2.13]

OLZ + NK1RA 4.88 [3.02-7.92] 6.37 [2.31-19.08] 4.26 [2.23-8.27] 3.37 [1.93-5.94] 5.77 [2.71-12.02] 3.22 [1.92-5.58]  2.77 [1.72-4.44] 217 [1.25-3.75]  2.07 [1.18-3.69] 1.76 [0.78-3.87] 1.96 [0.93-4.34]
+ 5SHT3 + Dex
Efficacy of 12 antiemetic regimens is presented as the odds ratio of the overall complete response rates. Results are the odds ratios of the row-defining treatment against the column-defining by 95%
credibility intervals. Odds ratios over 1 suggest that the row-defining treatment is more efficient. Significant results are in bold. There was no statistically sngmﬁcant inconsistency (Wald -like test: 32 = 3.962, p =.555).
Abbreviations: SHT3, serotonin receptor antagonist; Dex, dexamethasone; NEPA, oral combination of netupitant and palonosetron; NK1RA, Nk-1 receptor oLz, L on; PALO.75, at

0.75

mg.




NEPA + Dex PAL0.75 + Dex

A regimen containing NEPA was
more effective in producing CR than
conventional regimens without NEPA
or olanzapine.

5HT3 + Dex ér

NK1RA + PAL + Dex
PAL + Dex

OLZ + PAL + Dex

NK1RA + 5HT3 + Dex

OLZ + NK1RA +5HT3 + Dex SHT3

PAL0.75 OLZ + 5HT3 + Dex

Overall CR 0.16
olanzapine-containing
regimens were the most Acute CR 0.32
effective in producing CR

Delayed CR  0.16

Oncologist. 2019 Jun;24(6):e347-e357
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intracranial
presssure

SIS  REPYENE ] MSRIRLSE © B3¢ | HBE | s | iR

Vestibular
neuritis

Drugs,
hypercalcemia

Gastric stasis, radiation
colitis, chemotherapy

VESTIBULAR INPUT

CEREBRAL CORTEX PERIPHERAL
Receptors: GABA, H; CHEMORECEPTOR Receptors: AcH(M),
Gl Receptors: 5-HT3, 5-HT,, D ) | TRIGGER ZONE — Y,
Receptors: Dy, 5-
Liver & Gl Tract: Chemoreceptors & HTS, NK,

mechanoreceptors

b

Receptors: AcH{M), H; 5-HT,, mu, NK;

VOMITING CENTER (medulla)

Nausea & Vomiting
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Notworks Antiemesis

BREAKTHROUGH TREATMENT FOR
CHEM

Any
nausea/
vomiting

The general principle of breakthrough treatment is to add one agent
from a different drug class to the current regimen.
(order does not imply preference)
* Atypical antipsychotic:'
» Olanzapine 5-10 mg PO daily (category 1)°eff

EPS, QT prolongation,
dystonic reaction, falls,
orthostatic hypotension,
excessive sedation

Atypical antipsychotic
« Ol i

e:

» Lorazepam 0.5-2 mg PO/SL/IV every 6 hff
« Cannabinoid:
» Dronabinol capsules 5-10 mg, or dronabinol oral solution
2.1-4.2 mg/m?, PO 3—4 times daily99
» Nabilone 1-2 mg PO BID
« Other:
» Haloperidol 0.5-2 mg PO/IV every 4-6 h!
» Metoclopramide 10-20 mg PO/IV every 4-6 h!
» Scopolamine 1.5 mg transdermal patch 1 patch every 72 h
* Phenothiazine:
» Prochlorperazine 25 mg supp PR every 12 h or 10 mg PO/IV
every 6 h'
» Promethazine 25 mg supp PR every 6 h or 12.5-25 mg PO every
4-6h
+5-HT3 RA!!
» Dolasetron 100 mg PO daily
» Granisetron 1-2 mg PO daily or 1 mg PO BID or 0.01 mg/kg
(maximum 1 mg) IV daily or 3.1 mg/24-h transdermal patch every
7 days
» Ondansetron 16-24 mg PO daily or 8-16 mg IV
« Corticosteroid:
» Dexamethasone 12 mg PO/IV daily

» Use caution when prescribing ol with metoclop id
or haloperidol, as excessive dopamine blockade can increase
the risk of extrapyramidal symptoms (EPS). Use of intermittent
p thiazine anti tics (prochlorperazine or promethazine)
for breakthrough CINV was safe in randomized clinical trials

i igating the use of ol pine but should be used with

caution.

» Olanzapine may increase the risk of developing prolongation of
the QT interval of the ECG, when used in combination with other
QT-prolonging agents.?

» Intram lar olar ine use with cor t parenteral
benzodiazepine use is contraindicated. Toxicity may occur with
this combination regardless of the route of administration. For
olanzapine-containing regimens, use only PO lorazepam if needed.

» Monitor for dystonic reactions'

» CNS depression; use olanzapine with caution in patients at risk
for falls (eg, elderly, debilitated, frail) or at risk for orthostatic
hypotension.

* Clinical pearl: Consider a dose of 5 mg if the previously
administered 10 mg dose d ive sedation. Data suggest
that sedation is most notable on day 2 and improves over time.
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EMETOGENIC POTENTIAL OF ORAL ANTICANCER AGENTS?

LEVEL AGENT
Moderate to high emetic |+ Altretamine + Dabrafenib + Midostaurin + Temozolomide (>75 mg/
riskPZ . Busulfan (24 mg/d) + Enasidenib + Mitotane m?d) °
(230% frequency of C * Estramustine « Niraparib * Trifluridine/tipiracil (
emesis) . Crlz mb + Etoposide . glapaibaz
*Cy i oL inil + Procal ine }
oy elophosthe T R netupitant/palonosetron
Minimal to low emetic *A icli . i * Methotrexate * Thioguanine
risk! « Acalabrutinib « Erlotinib * Nilotinib * Topotecan
(<30% frequency of « Afatinib + Everolimus + Neratinib *« Trametinib
emesis) * Alectinib * Fludarabine * Osimertinib « Tretinoin
* Axi * Gefitinib * Palbociclib * Vandetanib
* Gilteritinib . i . il
* Glasdegib + Pazopanib * Venetoclax
* Hydroxyurea . i i . ib

* Ponatinib * Vorinostat
. ngora'emh
ib

S
0 Busulfan (<4 mg/d)
* Cabozantinib * Imatinib
* C: i il il

: goblme!mlb. apa‘tinil:;
il + Sunitinib
(<10l) mg/m?/d) enali‘d?mide ®) Talazoparib.!osylah
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Thank You for you attention
Your comments are very welcome




