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Pharmacy corner

Accelerated Approval Granted 
for Leukemia Treatment

The U.S. Food 
and Drug Admin-
istration (FDA) 
has granted accel-
erated approval 

to nilotinib (TasignaTM, Novartis Phar-
maceuticals) for the treatment of newly 
diagnosed chronic phase Philadelphia 
chromosome–positive chronic myel-
ogenous leukemia. This Bcr-Abl kinase 
inhibitor had previously been approved 
for patients demonstrating resistance 
or intolerance to imatinib (GleevecTM, 
Novartis Pharmaceuticals).

Nurses should be aware that the rec-
ommended dosing is different than for 
the prior approved uses. Usual dosing 
in this population is 300 mg orally every 
12 hours with capsules taken whole 
with water and on an empty stomach. 
The reason for the change is that the  
300 mg dosing was shown to have simi-
lar efficacy with fewer adverse effects 
compared to the more familiar 400 mg 
BID dosing. In data presented to the 
FDA from a single randomized active-
control clinical trial, patients (N = 846) 
were randomized to receive imatinib  
400 mg daily (n = 283), nilotinib 300 mg  
BID (n = 282), or nilotinib 400 mg BID  
(n = 281). Major molecular responses 
(MMR) at 12 months were significantly 
improved in the nilotinib arms (p < 0.0001). 
In the imatinib arm, 22% of patients  
(n = 63) achieved MMR compared to 44% 
(n = 125) in the nilotinib 300 mg arm and 
43% (n = 120) in the nilotinib 400 mg arm. 
Patients should be instructed to avoid 
eating for at least two hours before and 
one hour after doses of nilotinib. Failure 
to follow this instruction could result in 
elevated blood levels of nilotinib and 
might have an impact on adverse drug 
effects. Nurses also should be aware that 
proton pump inhibitors, as well as other 
medications that decrease gastric acid, 
may cause a reduction in bioavailability of 
nilotinib because the drug capsules have 
a pH-dependent solubility.

Common adverse drug reactions to 
nilotinib in evaluable patients receiv-
ing 300 mg BID (n = 279) included rash 

(36%), headache (28%), pruritis (19%), 
nausea (19%), fatigue (19%), constipa-
tion (15%), diarrhea (14%), and vomiting 
(9%). Neutropenia (12%) and thrombocy-
topenia (10%) also were observed, and 
complete blood counts should be moni-
tored every two weeks for two months. 
If the patient’s absolute neutrophil count 
(ANC) falls below 1,000 cells/mm3, or 
if the platelet count falls below 50,000 
cells/mm3, the drug should be stopped 
until counts rise above those levels. If 
the counts take longer than two weeks 
to recover, the dose should be reduced to 
400 mg once daily. In addition, if grade 
3 elevations in serum lipase, amylase, 
bilirubin, or hepatic transaminases oc-
cur, therapy should be interrupted until 
levels return to grade 1 or lower. At that 
point, therapy should resume at 400 mg 
once daily. For patients with hepatic 
impairment, initial dosing should be  
200 mg BID with plans to increase to  
300 mg BID if tolerated.

Nilotinib can worsen electrolyte ab-
normalities and prolong the QT interval 
on an electrocardiogram. Any electro-
lyte abnormalities should be corrected 
prior to initiation of therapy. The drug 
is contraindicated in the presence of 
hypokalemia, hypomagnesemia, or long 
QT syndrome. Electrolyte levels should 
be monitored during therapy, and, mini-
mally, electrocardiograms should be 
obtained at baseline, seven days after 
initiation of therapy, and following dose 
adjustments. Additionally, drugs known 
to be strong CYP3A4 inhibitors or known 
to also prolong the QT interval should be 
avoided. Sudden deaths have occurred 
with patients receiving nilotinib, and 
cardiac effects of the drug may have had 
a role.

For more information, visit www 
.accessdata.fda.gov/drugsatfda_docs/
label/2010/022068s004s005lbl.pdf.

New Option Available  
for Refractory Prostate Cancer

The FDA has granted approval to 
cabazitaxel (Jevtana InjectionTM, sanofi-
aventis) for the treatment of refractory 
metastatic prostate cancer in combina-
tion with prednisone therapy following 
treatment with a regimen containing 
docetaxel (TaxotereTM, sanofi-aventis). A 
microtubule inhibitor, the drug belongs 
to the class of taxanes and is derived by 

semisynthesis with molecules extracted 
from yew needles.

Approval was granted based on fa-
vorable findings of an international trial  
(N = 755) comparing cabazitaxel 25 mg/
m2 with prednisone 10 mg per day to 
mitoxantrone 12 mg/m2 with predni-
sone 10 mg per day. The cabazitaxel arm 
demonstrated median survival of 15.1 
months compared to 12.7 months in the 
mitoxantrone arm (p < 0.0001).

Nurses should be aware that pre-
medication, at least 30 minutes prior to 
therapy, with an antihistamine (diphen-
hydramine 25 mg or an equivalent), a 
corticosteroid (dexamethasone 8 mg 
or an equivalent), and an H2-receptor 
antagonist (ranitidine 50 mg or an 
equivalent) should be given to reduce 
the chances of severe hypersensitivity 
reactions. Severe hypersensitivity reac-
tions can occur within minutes of ther-
apy initiation, and nurses should have 
necessary equipment and medications 
available in the event of hypotension or 
bronchospasm.

Additionally, because severe neutro-
penia may occur, granulocyte–colony-
stimulating factor administration should 
be considered for patients at high risk for 
the development of neutropenic fevers. 
During the clinical trial, five deaths 
related to infectious complications oc-
curred after treatment with cabazitaxel. 
Four of the patients had grade 4 neutro-
penia and one had febrile neutropenia. 
A sixth death occurred in a patient with 
neutropenia, but infection was not iden-
tified. The drug should not be given 
to patients with an ANC of less than  
1,500 cells/mm3.

Nurses also should monitor for gas-
trointestinal symptoms such as nausea, 
vomiting, and diarrhea. Appropriate 
supportive care measures and education 
should be given as required. Also, renal 
function should be monitored because 
some cases of renal failure have been 
observed.

The drug should be given at 25 mg/m2 
IV via a 0.22 micrometer inline filter 
over one hour every three weeks along 
with daily prednisone 10 mg orally for 
up to 10 cycles. If patients experience 
greater than grade 3 neutropenia, de-
spite growth factor support, or neutro-
penic fever, doses should be held until 
the ANC has returned to greater than  
1,500 cells/mm3 and febrile neutropenia 
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