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DRUG QUANTITY MANAGEMENT POLICY - PER RX 
 

 

POLICY: Serotonin Antagonist Agents for Nausea/Vomiting - Dispensing 

Limit  
 

dolasetron tablets (Anzemet – Validus Pharmaceuticals LLC) 

granisetron tablets (generics; [brand Kytril is discontinued])  

granisetron transdermal system (Sancuso® - Kyowa Kirin, Inc.) 

ondansetron tablets, orally disintegrating tablets, and oral solution 

(Zofran, Zofran ODT  Novartis, generics) 

ondansetron oral soluble film (Zuplenz® - Fortovia Therapeutics)  

 

DATE REVIEWED:  11/24/2020 

 

DESCRIPTION 
Serotonin receptor antagonists (5-HT3 antagonists) such as Anzemet and Zofran are approved for 

prevention of nausea and vomiting associated with cancer chemotherapy, among other indications.9,11 

Nausea and vomiting can have an acute onset (within a few minutes to several hours after drug 

administration) or delayed onset (developing more than 24 hours after chemotherapy administration).1   

 

Once nausea and vomiting occur, it is very difficult to treat and therefore, prevention is the goal. Patients 

receiving high emetic risk chemotherapy are at risk for three days following each dose, and guidelines 

recommend protection for the duration of the risk period. Likewise, for moderate emetic risk chemotherapy, 

protection is recommended for two days following the last dose of chemotherapy. 1  

 

Decisions about the combinations of medications within an antiemetic regimen are individualized for each 

patient. A prescriber accounts for the emetic risk of the chemotherapy/radiation, pharmacology of each 

medication, and patient-specific factors, such as, prior experience, labs, disease states, concomitant 

medications, and psychological factors. 1  

 

NATIONAL COMPREHENSIVE CANCER NETWORK (NCCN) GUIDELINES1 
For high emetic risk intravenous (IV) chemotherapy, 5-HT3 antagonists (oral, injectable or transdermal) 

or Neurokinin 1 Receptor Antagonists – oral/injectable (NK-1RA) are given on day one, and another drug 

is also given to cover delayed nausea and vomiting over the next two through four days. The recommended 

regimens include oral or injectable dexamethasone as well as a choice of a substance P/neurokinin 1 (NK1) 

receptor antagonist [for example, aprepitant/fosaprepitant (Emend)/rolapitant (Varubi)] or olanzapine. For 

moderate emetic risk IV chemotherapy, the use of a NK1 antagonist is optional. In situations where the 

patient does not receive a NK1 antagonist, the patient continues to receive therapy with a 5-HT3 antagonist 

(and other agents in the regimen) on days 2 and 3 (if an extended duration product such as Aloxi IV or 

Sancuso was not given on day 1).  High to moderate emetic risk oral chemotherapy regimens consist 

solely of oral 5-HT3 antagonists. Therapy is given once daily starting prior to chemotherapy administration 

and continuing daily to cover the delayed emesis protection period. 

 

Patients receiving multiple days of chemotherapy are at risk of both acute and delayed nausea and vomiting 

at the same time. Guidelines suggest that daily 5-HT3 antagonists appropriate for the emetogenic risk class 

be given for each day of chemotherapy, along with daily dexamethasone (for moderately- to highly-

emetogenic chemotherapy) for two to three days after chemotherapy. 1 
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Use of preventative antiemetic for patients receiving radiation therapy is also individualized to the patient’s 

risk, based on the type of radiation and body site. For patients receiving high emetic risk radiation (for 

example, total body irradiation or radiation to the upper abdomen), NCCN recommends an oral 5-HT3 

antagonist (granisetron or ondansetron) each day of radiation therapy, with or without oral dexamethasone.1 

Even for lower emetic risk sites, once a patient experiences nausea, preventative therapy is recommended 

prior to each radiation session and for at least 24 hours after receiving radiation.6,7 Some types of radiation 

are given in small doses (fractions) spread out over many daily sessions (up to five per week) for several 

weeks.2 

 

QUANTITY LIMIT 
The per Rx Drug Quantity Management program is intended to provide coverage for drugs and quantities 

anticipated to be encountered through the pharmacy benefit. For example, oral 5-HT3 antagonists for 

moderate emetic risk oral chemotherapy are covered for a total of three days of therapy. This provides 

coverage for one day of chemotherapy, followed by two days of protection after the last dose of 

chemotherapy. Exceptions are generally made for patients receiving multiple courses or more than one day 

of chemotherapy in any one month (30 day) period.  Certain exceptions are also allowed for the treatment 

and/or prevention of nausea and vomiting due to other etiologies.     

 

Anzemet 50 mg and 100 mg           Maximum quantity per RX = 3 tablets 

The manufacturer recommended dosing for prevention of nausea and vomiting associated with initial and 

repeat courses of moderately emetogenic cancer chemotherapy for adults is one 100 mg tablet one hour 

prior to chemotherapy.7   For children age 2 to 16 years of age, the dose is 1.8 mg/kg within one hour prior 

to chemotherapy, up to a maximum of 100 mg.  

 

The recommendations within NCCN guidelines are very specific to the oral dosage form when referring to 

dolasetron and oral dolasetron is recommended for prevention of IV or oral chemotherapy-induced nausea 

and vomiting.1 Anzemet injection continues to be commercially available for treatment and prevention of 

postoperative nausea and vomiting, but due to the risk of QT prolongation, Anzemet IV is contraindicated 

for prevention of chemotherapy-induced nausea and vomiting.  

 

Therefore a quantity of three tablets per Rx is sufficient for a one day course of chemotherapy (with two 

days of delayed nausea and vomiting protection). 

 

CRITERIA 

All approvals are provided for 12 months in duration unless otherwise noted below. 

 

1. Patient is receiving Anzemet for the prevention of nausea and vomiting associated with multiple courses 

or multiple days of chemotherapy within one month.  

 In adults 17 years of age and older: Approve the quantity of 100 mg tablets requested, not to 

exceed a total of 30 tablets per dispensing. NOTE: the 50 mg tablet is indicated for children aged 

2 through 16 years old, requests for higher quantities of the 50 mg tablet (that is, greater than 1 

per day) should be directed to the 100 mg tablet. 

 In children aged 2 through 16 years old: Approve the quantity of 50 mg or 100 mg tablets 

requested, not to exceed a total of 30 tablets per dispensing. 

2. Patient is receiving Anzemet for:   

 prevention or treatment of radiation-induced emesis, 

 delayed nausea and vomiting (greater than 24 hours following chemotherapy or radiation therapy), 

 as needed for nausea and vomiting after chemotherapy, 

 anticipatory nausea and vomiting, 

 vertigo or motion-induced nausea and vomiting, 
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 opioid-induced nausea and vomiting, 

 treatment of postoperative nausea and vomiting, 

 pregnancy-induced nausea and vomiting, 

 drug-induced (non-chemotherapy) nausea and vomiting, or  

 nausea and vomiting due to other etiologies including idiopathic. 

 

In adults 17 years of age and older: A quantity override for the 100 mg tablets may be issued to allow 

one tablet per day for 6 months; approve 30 tablets per dispensing.  

In children aged 2 through 16 years old: A quantity override for the 50 mg or 100 mg tablets may be 

issued to allow one tablet per day for 6 months; approve 30 tablets per dispensing.  

 
granisetron 1 mg       Maximum quantity per RX = 6 tablets 

Sancuso 34.3 mg (3.1 mg/24 hours) transdermal system       Maximum quantity per Rx = 1 patch 

The manufacturer recommended dosing for prevention of nausea and vomiting associated with initial and 

repeat courses of cancer chemotherapy in adults is 2 mg once daily [with two 1-mg tablets given up to 1 

hour before chemotherapy] or 1 mg  twice daily [the first 1-mg tablet  given up to 1 hour before 

chemotherapy, and the second tablet , 12 hours after the first].9  Sancuso patch is indicated for the prevention 

of nausea and vomiting in patients receiving moderately and/or highly emetogenic chemotherapy for up to 

five consecutive days.10 The recommended dose of Sancuso is one patch applied to the upper outer arm a 

minimum of 24 hours before chemotherapy.  The patch may be applied up to a maximum of 48 hours before 

the first dose of chemotherapy as appropriate.  The patch can be removed a minimum of 24 hours after 

completion of chemotherapy, however the patch can be worn for up to seven days depending on the duration 

of the chemotherapy regimen.    

 

Granisetron tablets are  also indicated for the prevention of nausea and vomiting associated with radiation 

in adults (either total body irradiation or fractionated abdominal radiation).9   The labeled recommended 

adult dose is 2 mg once daily, given as two 1-mg tablets  within 1 hour of radiation. 

 

Granisetron, in any of its dosage forms (oral, injectable or transdermal) is prominently recommended within 

the NCCN guidelines for prevention of IV or oral chemotherapy induced nausea and vomiting.1   Of note, 

NCCN only recommends Sancuso for moderately and highly emetogenic IV chemotherapy.  Oral 

granisetron is recommended for prevention of radiation-induced nausea and vomiting. Oral granisetron has 

also been used for the prevention of postoperative nausea and vomiting and for nausea and vomiting due to 

various other etiologies. Data are not available for chronic continuous use of Sancuso for prevention of 

nausea and vomiting nor is it recommended because the drug interaction profile may change during chronic 

continuous use.  

 

Hence, a quantity of one of the Sancuso 34.3 mg patches per Rx is sufficient per course of chemotherapy 

and 6 tablets is sufficient for a one day course of chemotherapy (with two days of delayed nausea and 

vomiting protection).  

 

CRITERIA 

All approvals are provided for 12 months in duration unless otherwise noted below. 

 

granisetron 1 mg 
1. Patient is receiving granisetron for the prevention of nausea and vomiting associated with multiple 

courses or multiple days of cancer chemotherapy within one month. Approve the quantity requested, not 

to exceed a total of 60 tablets per dispensing. 

 

2. Patient is receiving granisetron for: 
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 prevention or treatment of radiation-induced emesis, 

 delayed nausea and vomiting (greater than 24 hours following chemotherapy or radiation therapy), 

 as needed for nausea and vomiting after chemotherapy, 

 anticipatory nausea and vomiting, 

 vertigo or motion-induced nausea and vomiting, 

 opioid-induced nausea and vomiting, 

 treatment of postoperative nausea and vomiting, 

 pregnancy-induced nausea and vomiting, 

 drug-induced (non-chemotherapy) nausea and vomiting, or  

 nausea and vomiting due to other etiologies including idiopathic. 

 

A quantity override may be issued to allow 2 tablets per day for 6 months; approve 60 tablets per 

dispensing. 

 

Sancuso 34.3 mg (3.1 mg/24 hours) transdermal system 
1. Patient is receiving Sancuso for the prevention of nausea and vomiting associated with multiple courses 

of cancer chemotherapy within one month. Approve the quantity requested, not to exceed a total of 4 

patches per dispensing.  

 

2. An override is not recommended for other indications (e.g., prevention of radiation-induced nausea and 

vomiting, prevention or treatment of postoperative nausea and vomiting, as needed for nausea and 

vomiting after chemotherapy, vertigo or motion-induced nausea and vomiting, opioid-induced nausea 

and vomiting, pregnancy-induced nausea and vomiting).   

 

Zofran 4 mg and 8 mg tablets (film-coated and ODT) [generics] Maximum quantity per RX = 9 tablets 

Zuplenz 4 mg and 8 mg soluble film   Maximum quantity per RX = 10 films 

Zofran 4 mg/5 mL Solution (generic)   Maximum quantity per RX = 2 bottles (100 mL) 

ondansetron 24 mg tablet    Maximum quantity per RX = 1 tablet 

Zofran 4 mg and 8 mg tablets are available in two dosage forms – film-coated or orally disintegrating tablets 

(ODT).12  The 24 mg strength is only available as a generic tablet.14 Zuplenz is available as an oral soluble 

film.13 Each bottle of ondansetron solution contains 50 mL of Zofran 4 mg/5 mL (ten 4 mg doses OR five 

8 mg doses). The dosage of ondansetron for the tablet (4 mg and 8 mg), soluble film (4 mg and 8 mg), and 

the oral solution formulations are all the same.11, 12 The recommended dose in adults for the prevention of 

nausea and vomiting associated with highly emetogenic cancer chemotherapy is 24 mg given as three 8 mg 

tablets or films administered 30 minutes before the start of the chemotherapy.  Manufacturer recommended 

dosing guidelines for prevention of nausea and vomiting associated with initial and repeat courses of 

moderately emetogenic cancer chemotherapy for adults is one 8 mg tablet or film (or 10 mL, equivalent to 

8 mg) twice daily.  The initial dose is given 30 minutes prior to chemotherapy with a subsequent dose 8 

hours after the first.  Ondansetron 8 mg should be administered twice a day (every 12 hours) for 1 to 2 days 

after completion of chemotherapy.  

 

For children age 12 and older, the manufacturer-recommended dosing is the same as adults; but for children 

aged 4 through 11 years old, the dose is one 4 mg tablet or film (or 5 mL, equivalent to 4 mg) three times 

daily.11,12  The initial dose is given 30 minutes prior to moderately-emetogenic chemotherapy with 

subsequent doses 4 and 8 hours after the first.  Ondansetron 4 mg should be administered three times a day 

(every 8 hours) for 1 to 2 days after completion of chemotherapy. 

   

For prevention of nausea and vomiting associated with radiotherapy in adults (either total body irradiation, 

or single high-dose fraction or daily fractions to the abdomen) the manufacturer recommended dosing is 

one 8 mg tablet or film (or 10 mL, equivalent to 8 mg) 3 times a day (every 8 hours).11,12  For total body 
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irradiation the dose is 8 mg given 1 to 2 hours before each fraction of radiotherapy administered each day.  

For single high-dose fraction radiotherapy to the abdomen the dose is 8 mg given 1 to 2 hours before 

radiotherapy, with subsequent doses every 8 hours after the first dose for 1 to 2 days after completion of 

radiotherapy.  For daily fractionated radiotherapy to the abdomen the dose is 8 mg given 1 to 2 hours before 

radiotherapy, with subsequent doses every 8 hours after the first dose for each day radiotherapy is given.  

 

For prevention of postoperative nausea and/or vomiting in adults, the recommended dose is 16 mg one hour 

before induction of anesthesia.11,12   

 

In patients with severe hepatic impairment (Child-Pugh2 score of 10 or greater), clearance is reduced and 

volume of distribution is increased leading to an increase in plasma half-life.  For these patients, it is 

recommended not to exceed a total daily dose of 8 mg.11,12 

 

Both IV and oral ondansetron are prominently recommended within the NCCN guidelines for prevention 

of IV or oral chemotherapy induced nausea and vomiting as well as prevention of radiation-induced nausea 

and vomiting.1 The agent has also been used for the prevention and treatment of nausea and vomiting due 

to various other etiologies.   

 

Therefore, 9 tablets/films (10 films of Zuplenz are allowed because of packaging limitations) or 2 bottles 

(100 mL) per Rx is sufficient for a one day course of chemotherapy (with two days of delayed nausea and 

vomiting protection) or for one or more surgical procedures, per recommended dosing guidelines.  

 

CRITERIA 

All approvals are provided for 12 months in duration unless otherwise noted below. 

 

Zofran 4 mg and 8 mg tablets (film-coated and ODT) [generics] 

Zuplenz 4 mg and 8 mg soluble film  
1. Patient is receiving Zofran (ondansetron) or Zuplenz for the prevention of nausea and vomiting 

associated with multiple courses or multiple days of chemotherapy within one month.  

 In children and adults 12 years of age and older: Approve the quantity of 4 or 8 mg tablets/films 

requested, not to exceed a total of 90 tablets/films per dispensing.  

 In children 11 years of age and younger: Approve the quantity of 4 mg tablets/films requested, 

not to exceed a total of 90 tablets/films per dispensing. 

2. Patient is receiving Zofran (ondansetron) or Zuplenz for the prevention of radiation-induced nausea and 

vomiting associated with multiple courses or multiple days of radiation within one month. 

 In children and adults 12 years of age and older: A quantity override for the 4 or 8 mg 

tablets/films may be issued for 6 months; approve the quantity of  4 or 8 mg tablets/films 

requested, not to exceed a total of 90 tablets/films per dispensing.  

 In children 11 years of age and younger: A quantity override for the 4 mg tablets/films may be 

issued for 6 months; approve the quantity of 4 mg tablets/films requested, not to exceed a total 

of 90 tablets per dispensing. 

3. Patient is receiving Zofran (ondansetron) or Zuplenz for pregnancy induced nausea and vomiting: 

 A quantity override for the 4 or 8 mg tablets/films may be issued to allow up to three 

tablets/films per day for 6 months; approve up to 90 tablets/films per dispensing.  

4. Patient is receiving Zofran (ondansetron) or Zuplenz for: 

 treatment of radiation-induced emesis, 

 delayed nausea and vomiting (greater than 24 hours following chemotherapy or radiation therapy), 

 as needed for nausea and vomiting after chemotherapy, 

 anticipatory nausea and vomiting, 

 vertigo or motion-induced nausea and vomiting, 
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 opioid-induced nausea and vomiting, 

 treatment of postoperative nausea and vomiting, 

 drug-induced (non-chemotherapy) nausea and vomiting, or  

 nausea and vomiting due to other etiologies including idiopathic. 

 

In children and adults 12 years of age and older: A quantity override for the 4 mg or 8 mg tablets/films 

may be issued to allow two tablets/films per day for 6 months; approve 60 tablets/films per dispensing.  

In children 11 years of age and younger: A quantity override for the 4 mg tablets/films may be issued 

to allow two tablets/films per day for 6 months; approve 60 tablets/films per dispensing.  

 
Zofran 4 mg/5 mL Solution (generic) 
1. Patient is receiving Zofran (ondansetron) for the prevention of nausea and vomiting associated with 

multiple courses or multiple days of chemotherapy within one month.   

 In adults and children 12 years of age and older: Approve the quantity requested, not to 

exceed a total of 18 bottles (900 mL) per dispensing [accommodates a dose of 30 mL (24 

mg) per day].  NOTE: Round up to accommodate a whole package size. For example, if the 

required dose is 90 mL for multiple 3 day courses of chemotherapy each on days 1, 14, and 

28 (total 270 mL), approve six 50 mL bottles (total 300 mL per dispensing).  

 In children 11 years of age and younger: Approve the quantity requested, not to exceed a 

total of 9 bottles (450 mL) per dispensing [accommodates a dose of 15 mL (12 mg) per 

day]. NOTE: Round up to accommodate a whole package size. For example, if the required 

dose is 45 mL for multiple 3 day courses of chemotherapy each on days 1, 14, and 28 (total 

135 mL), approve three 50 mL bottles (total 150 mL per dispensing). 

2. Patient is receiving Zofran for the prevention of radiation-induced nausea and vomiting associated with 

multiple courses or multiple days of radiation within one month. 

 In adults and children 12 years of age and older: A quantity override may be issued for 6 

months; approve the quantity requested, not to exceed a total of 18 bottles (900 mL) per 

dispensing [accommodates a dose of 30 mL (24 mg) per day]. NOTE: Round up to 

accommodate a whole package size. For example, if the required dose is 90 mL for multiple 

3 day courses of chemotherapy each on days 1, 14, and 28 (total 270 mL), approve six 50 

mL bottles (total 300 mL per dispensing).  

 In children 11 years of age and younger: A quantity override may be issued for 6 months; 

approve the quantity requested, not to exceed a total of 9 bottles (450 mL) per dispensing 

[accommodates a dose of 15 mL (12 mg) per day]. NOTE: Round up to accommodate a 

whole package size. For example, if the required dose is 45 mL for multiple 3 day courses 

of chemotherapy each on days 1, 14, and 28 (total 135 mL), approve three 50 mL bottles 

(total 150 mL per dispensing). 

3. Patient is receiving Zofran for: 

 treatment of radiation-induced emesis 

 delayed nausea and vomiting (greater than 24 hours following chemotherapy or radiation therapy), 

 as needed for nausea and vomiting after chemotherapy, 

 anticipatory nausea and vomiting, 

 vertigo or motion-induced nausea and vomiting, 

 opioid-induced nausea and vomiting, 

 treatment of postoperative nausea and vomiting, 

 pregnancy-induced nausea and vomiting 

 drug-induced (non-chemotherapy) nausea and vomiting, or 

 nausea and vomiting due to other etiologies including idiopathic. 
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In children and adults 12 years of age and older: A quantity override may be issued to allow 20 mL (16 

mg) per day for 6 months; approve 12 bottles (600 mL) per dispensing.  

In children 11 years of age and younger: A quantity override may be issued to allow 10 mL (8 mg) per 

day for 6 months; approve 6 bottles (300 mL) per dispensing.  

 

ondansetron 24 mg tablet 
1. Patient is receiving ondansetron for the prevention of nausea and vomiting associated with multiple 

courses or multiple days of chemotherapy within one month.  Approve the quantity requested, not to 

exceed a total of 30 tablets per dispensing.    

2. Recommended no overrides to this quantity limit for any other circumstances.   

 

 

REFERENCES 
1. National Comprehensive Cancer Network.  Clinical Practice Guidelines in Oncology.  Version 02.2020.  Antiemesis.  

Accessed on 11/24/2020 at http://www.nccn.org/professionals/physician_gls/PDF/antiemesis.pdf. 

2. National Cancer Institute. Radiation Therapy for Cancer. Reviewed January 8, 2019. Available from URL: 

http://www.cancer.gov/about-cancer/treatment/types/radiation-therapy/radiation-fact-sheet#q7 Accessed on 11/24/2020. 

3. Giralt SA, Mangan KF, Maziarz RT, Bubalo JS, Beveridge R, et al. Three palonosetron regimens to prevent CINV in 

myeloma patients receiving multiple-day high-dose melphalan and hematopoietic stem cell transplantation. Ann Oncol. 

2011 Apr;22(4):939-46.  

4. Musso M, Scalone R, Bonanno V, Crescimanno A, Polizzi V, et al. Palonosetron (Aloxi) and dexamethasone for the 

prevention of acute and delayed nausea and vomiting in patients receiving multiple-day chemotherapy. Support Care 

Cancer. 2009 Feb;17(2):205-9.  

5. Einhorn LH, Brames MJ, Dreicer R, Nichols CR, Cullen MT Jr, et al. Palonosetron plus dexamethasone for prevention of 

chemotherapy-induced nausea and vomiting in patients receiving multiple-day cisplatin chemotherapy for germ cell cancer. 

Support Care Cancer. 2007 Nov;15(11):1293-300.  

6. Basch E, Pestrud AA, Hesketh PJ, et al. Antiemetics: American Society of Clinical Oncology Clinical Practice Guideline 

Update. Published online before print September 26, 2011. Accessed November 24, 2020. Available from URL: 

http://jco.ascopubs.org/content/early/2011/09/25/JCO.2010.34.4614.full.pdf+html.    

7. Anzemet® tablets [prescribing information].  Parsippany, NJ: Validus Pharmaceuticals LLC; June 2018.      

8. granisetron tablets [prescribing information].  Eatontown, NJ:  West-Ward Pharmaceuticals Corp.; August 2016.  

9. Sancuso patch [prescribing information].  Bedminster, NJ: Kyowa Kirin, Inc.; .   

10. Zofran tablets, Zofran ODT , and Zofran oral solution [prescribing information].  East Hanover, NJ:  Novartis 

Pharmaceuticals Corporation; October 2017.     

11. Zuplenz oral soluble film [prescribing information].  Raleigh, NC:  Fortovia Therapeutics Inc.; June 2019.  

12. Ondansetron injection [prescribing information]. Weston, FL:  Apotex Corp.; April 2017. 

13. Ondansetron. Clinical Pharmacology powered by ClinicalKey. Tampa (FL): Elsevier. c2020- [2020 November 24]. 

Available from: http://www.clinicalkey.com 

 

 
 

http://www.nccn.org/professionals/physician_gls/PDF/antiemesis.pdf
http://www.cancer.gov/about-cancer/treatment/types/radiation-therapy/radiation-fact-sheet#q7
http://jco.ascopubs.org/content/early/2011/09/25/JCO.2010.34.4614.full.pdf+html

