




















































In relapsed or refractory acute promyelocytic leukemia (APL)  

Your Goal: Molecular Remission

TRISENOX (arsenic trioxide) is indicated for induction 
of remission and consolidation in patients with acute 
promyelocytic leukemia (APL) who are refractory to, 
or have relapsed from, retinoid and anthracycline 
chemotherapy, and whose APL is characterized  
by the presence of the t(15;17) translocation or  
PML/RAR-alpha gene expression.

Please see accompanying Prescribing 
Information, including boxed warnIng.

•  Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 
40 patients with refractory or relapsed APL included QTc interval prolongation (n=16), APL differentiation syndrome 
(n=3), hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2), and torsade de pointes (n=1)

•  In clinical trials, most patients taking TRISENOX experienced some drug-related toxicity, most commonly 
leukocytosis, gastrointestinal (nausea, vomiting, diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, 
dyspnea, cough, rash or itching, headaches, and dizziness. These adverse effects have not been observed to be 
permanent or irreversible, nor do they usually require interruption of therapy

•  A differentiation syndrome, like retinoic acid syndrome, has been reported with the use of TRISENOX for the 
treatment of malignancies other than APL from postmarketing surveillance. Due to unknown population size, it is 
not possible to provide precise estimates of frequency

•  In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal 
disorders, metabolic disorders, respiratory disorders, cardiac failure congestive, neuralgia, and enuresis. One 
case each of pulmonary edema and caecitis were considered serious reactions

warnIng
experienced Physician and Institution: TRISENOX (arsenic trioxide) injection should be administered under 
the supervision of a physician who is experienced in the management of patients with acute leukemia.
aPL differentiation Syndrome: Some patients with APL treated with TRISENOX have experienced symptoms 
similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia (RA-APL) or APL differentiation 
syndrome, characterized by fever, dyspnea, weight gain, pulmonary infiltrates and pleural or pericardial 
effusions, with or without leukocytosis. This syndrome can be fatal. The management of the syndrome has 
not been fully studied, but high-dose steroids have been used at the first suspicion of the APL differentiation 
syndrome and appear to mitigate signs and symptoms. At the first signs that could suggest the syndrome 
(unexplained fever, dyspnea and/or weight gain, abnormal chest auscultatory findings or radiographic 
abnormalities), high-dose steroids (dexamethasone 10 mg intravenously BID) should be immediately initiated, 
irrespective of the leukocyte count, and continued for at least 3 days or longer until signs and symptoms have 
abated. The majority of patients do not require termination of TRISENOX therapy during treatment of the APL 
differentiation syndrome. 
eCg abnormalities: Arsenic trioxide can cause QT interval prolongation and complete atrioventricular 
block. QT prolongation can lead to a torsade de pointes-type ventricular arrhythmia, which can be fatal. 
The risk of torsade de pointes is related to the extent of QT prolongation, concomitant administration of 
QT-prolonging drugs, a history of torsade de pointes, pre-existing QT interval prolongation, congestive 
heart failure, administration of potassium-wasting diuretics, or other conditions that result in hypokalemia or 
hypomagnesemia. One patient (also receiving amphotericin B) had torsade de pointes during induction therapy 
for relapsed APL with arsenic trioxide.
eCg and electrolyte Monitoring recommendations: Prior to initiating therapy with TRISENOX, a 
12-lead ECG should be performed and serum electrolytes (potassium, calcium, and magnesium) and 
creatinine should be assessed; pre-existing electrolyte abnormalities should be corrected and, if possible, 
drugs that are known to prolong the QT interval should be discontinued. For QTc greater than 500 msec, 
corrective measures should be completed and the QTc reassessed with serial ECGs prior to considering 
using TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above  
4 mEq/L and magnesium concentrations should be kept above 1.8 mg/dL. Patients who reach an absolute QT 
interval value >500 msec should be reassessed and immediate action should be taken to correct concomitant 
risk factors, if any, while the risk/benefit of continuing versus suspending TRISENOX therapy should be 
considered. If syncope, rapid or irregular heartbeat develops, the patient should be hospitalized for monitoring, 
serum electrolytes should be assessed, TRISENOX therapy should be temporarily discontinued until the QTc 
interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular 
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion.

Important Safety Information

Monitoring to detect minimal residual disease or molecular relapse is 
the strongest predictor for clinical relapse and relapse-free survival6 
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Please see accompanying Prescribing Information, including boxed warnIng.
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•  Patients who achieve molecular remission have a better prognosis7

•  TrISenox delivers overall and relapse-free survival in relapsed or refractory aPL2 



normalization of coagulopathy2

•  At the time of study enrollment, 83% of patients (n=40) had evidence of coagulopathy:  
48% clinical, 35% subclinical

•  Following the initiation of TRISENOX, coagulopathy resolved over a median of 11 days 
(range 4 to 28) 

Single-agent TrISenox achieves molecular remission in relapsed  
or refractory aPL2,3

•  TRISENOX is indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia 
(APL) who are refractory to, or have relapsed from, retinoid and anthracycline chemotherapy, and whose APL 
is characterized by the presence of the t(15;17) translocation or PML/RAR-alpha gene expression

•  Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 
2 study of 40 patients with refractory or relapsed APL included QTc interval prolongation (n=16), APL 
differentiation syndrome (n=3), hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2), and 
torsade de pointes (n=1)

•  In clinical trials, most patients taking TRISENOX experienced some drug-related toxicity, most commonly 
leukocytosis, gastrointestinal (nausea, vomiting, diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, 
dyspnea, cough, rash or itching, headaches, and dizziness. These adverse effects have not been observed to 
be permanent or irreversible, nor do they usually require interruption of therapy

•  In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal 
disorders, metabolic disorders, respiratory disorders, cardiac failure congestive, neuralgia, and enuresis. One 
case each of pulmonary edema and caecitis were considered serious reactions

¶  The definition was revised by the International 
Working Group of investigators in Madrid, Spain, 
2001. The definition given in the prescribing 
information, which requires a confirmatory bone 
marrow biopsy, is no longer current.4

#  Of those patients who achieved complete 
response and had assessable assays (n=29/40).2

Please see nCCn guidelines for 
instructions on testing for molecular 
remission and relapse using rT-PCr.5

Published remission rate data below 
have been adjusted based on the revised 
definition of molecular.4¶

STUdY deSIgn2

•    A US multicenter, open-label, single-arm, noncomparative trial in 40 patients with APL who had 
either relapsed from, or did not respond to, induction chemotherapy using an anthracycline and 
at least 1 course of ATRA or 9-cis retinoic acid 

•   Patients could receive TRISENOX 0.15 mg/kg/day, up to 60 doses during induction
•   Twenty-four patients were female; 35 were ≥18 years of age; 21 patients had 1 relapse; and  

19 patients had >1 relapse

Please see accompanying Prescribing Information, including boxed warnIng. 

Indication and Important Safety Information 

estimates of relapse risk based on rT-PCr testing for PML/rar-α1‡

PML/rar-α* rT-PCr† PoSITIVITY PredICTS reLaPSe In aPL CHooSe TrISenox® (arSenIC TrIoxIde) InJeCTIon To deLIVer 
MoLeCULar reMISSIon aFTer reLaPSe 

  Adapted from Diverio D et al. Blood. 1998;92:784-789.1
*Promyelocytic leukemia/retinoic acid receptor alpha.
† Reverse transcriptase–polymerase chain reaction. 
‡ Kaplan-Meier estimates of the relapse risk according to PCR analysis of PML/RAR-α.
 

•   Twenty-one of the 163 patients tested PCR-positive at least once during follow-up.  
Of these 21 patients, 95% underwent hematologic relapse within a median of 3 months 
(range 1-14 months) from the first PCR test1

   —  81% of these conversions were within 6 months of postconsolidation1

STUdY deSIgn1

•   Prospective RT-PCR analyses were performed from 1993–1997 at diagnosis and during 
follow-up on bone marrow samples of 163 patients with newly diagnosed PML/RAR-α-
positive APL enrolled in the GIMEMA AIDA trial

•   Treatment consisted of all-trans retinoic acid (ATRA) + idarubicin for induction, followed 
by 3 polychemotherapy consolidation courses

•  RT PCR assay sensitivity for PML/RAR-α was 10-4

TrISenox allows you to achieve your goal of molecular remission in 
patients with relapsed or refractory aPL2,3

US Multicenter Trial/Prescribing Information3

79% (22/28) Molecular remission§||

Published US Multicenter Trial2

86% (25/29)# Molecular remission

§   Complete remission, as defined in the Prescribing 
Information: absence of visible leukemic cells in bone 
marrow and peripheral recovery of platelets and 
white blood cells with a confirmatory bone marrow 
30 days later.3 

II  In patients who met the criteria for complete 
remission, molecular remission was monitored by 
reverse transcriptase–polymerase chain reaction to 
detect PML/RAR-ααtranscripts.3
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Please also see Important Safety Information.

TRISENOX (arsenic trioxide) is indicated for induction 
of remission and consolidation in patients with acute 
promyelocytic leukemia (APL) who are refractory to, 
or have relapsed from, retinoid and anthracycline 
chemotherapy, and whose APL is characterized by the 
presence of the t(15;17) translocation or PML/RAR-alpha 
gene expression.

Refer to BOXED WARNING and accompanying full 
Prescribing Information.

Managing Relapsed  
or Refractory  
Acute Promyelocytic  
Leukemia (APL)
TRISENOX: An effective,  
recommended option for rising  
above treatment challenges1 

Rise Above Resistance
•	 Think APL first—identifying APL in the AML population 

can make all the difference
•	 Relapsed or refractory APL is a medical emergency2

•	 Molecular testing can quickly and definitively diagnose APL1

•	 Arsenic trioxide is the standard of care in 
relapsed or refractory APL1

•	 TRISENOX induced a high rate of MR in those patients 
who achieved CR3

•	 TRISENOX demonstrated overall and relapse-free survival 
in relapsed or refractory APL patients3

•	 Optimal benefits are achieved when a full 5-week consolidation 
course of therapy is administered3

— Median time to bone marrow remission in patients treated 
with TRISENOX was 44 days5

— Median time to onset of CR was 53 days5

Indication and Important Safety Information
•  TRISENOX is indicated for induction of remission and consolidation in 

patients with acute promyelocytic leukemia (APL) who are refractory to, or 
have relapsed from, retinoid and anthracycline chemotherapy, and whose  
APL is characterized by the presence of the t(15;17) translocation or  
PML/RAR-alpha gene expression

•  Serious adverse events, grade 3 or 4, were common. Those events 
attributable to TRISENOX in the phase 2 study of 40 patients with  
refractory or relapsed APL included QTc interval prolongation (n=16),  
APL differentiation syndrome (n=3), hyperleukocytosis (n=3), atrial 
dysrhythmias (n=2), hyperglycemia (n=2), and torsade de pointes (n=1)

•  In clinical trials, most patients taking TRISENOX experienced some drug-related 
toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting, 
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, 
cough, rash or itching, headaches, and dizziness. These adverse effects have 
not been observed to be permanent or irreversible, nor do they usually require 
interruption of therapy

•  A differentiation syndrome, like retinoic acid syndrome, has been reported with 
the use of TRISENOX for the treatment of malignancies other than APL from 
postmarketing surveillance. Due to unknown population size, it is not possible to 
provide precise estimates of frequency

•  In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related 
toxicities included: gastrointestinal disorders, metabolic disorders, respiratory 
disorders, cardiac failure congestive, neuralgia, and enuresis. One case each 
of pulmonary edema and caecitis were considered serious reactions

Please see BOXED WARNING and accompanying full  
Prescribing Information.
References: 1. NCCN Clinical Practice Guidelines in Oncology™: Acute Myeloid Leukemia—V.2.2010. National 
Comprehensive Cancer Network. http://www.nccn.org/professionals/physician_gls/PDF/aml.pdf. Accessed  
February 10, 2010. 2. Lo-Coco F, Ammatuna E. The biology of acute promyelocytic leukemia and its impact on 
diagnosis and treatment. Hematology Am Soc Hematol Educ Program. 2006:156-161. 3. Soignet SL, Frankel SR, 
Douer D, et al. United States multicenter study of arsenic trioxide in relapsed acute promyelocytic leukemia.  
J Clin Oncol. 2001;19:3852-3860. 4. Cheson BD, Bennett JM, Kopecky KJ, et al. Revised recommendations of the 
international working group for diagnosis, standardization of response criteria, treatment outcomes, and reporting 
standards for therapeutic trials in acute myeloid leukemia. J Clin Oncol. 2003;21:4642-4649. 5. TRISENOX® 
(arsenic trioxide) injection [current approved prescribing information]. Frazer, PA: Cephalon, Inc.
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Recognizing Initial Treatment 
Failure in APL
Second-line treatment options do exist  
for relapsed or nonresponding patients1

Any failure of first-line treatment to achieve complete, 
long-lasting remission warrants changing to a second-line 
therapy.1 NCCN Guidelines recommend arsenic trioxide for 
those patients who are refractory to, or have relapsed from, 
retinoid and anthracycline chemotherapy.1

Complete Remission Criteria Checklist1,4

To qualify as complete remission (CR) all of the  
following must be met and maintained1,4:

• Patient achieves a morphologic leukemia-free state

• Bone marrow <5% blasts in an aspirate with spicules

• No detectable blasts with Auer rods or persistence 
of extramedullary disease

 AND

• Absolute neutrophil count >1000/μL

• Platelets ≥100,000/μL

• No residual evidence of extramedullary disease

• Morphologic CR—patient independent of transfusions

• Cytogenetic CR—cytogenetics normal (in those with 
previously abnormal cytogenetics)

• Molecular CR—molecular studies negative*

• Patients failing to achieve a complete response 
are considered treatment failures1

*Clinically relevant only in APL and Ph+ leukemia.

Resistance 

Rise above resistance by staying the 
course with TRISENOX

A multicenter study demonstrated that, when treating 
patients with relapsed or refractory APL, completing the 
full 5-week consolidation course of therapy with TRISENOX 
helped patients achieve overall and relapse-free survival.3

Overall Survival3

100

80

60

40

At Risk
40

Deaths
14

66%
18-Month
Estimate

Months after complete remission

20

0
0 6 12 18 24 30

Pa
tie

nt
s 

(%
)

More than half of  
the patients in a  
multicenter study  
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Relapse-Free Survival3
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18-month relapse-
free survival  
estimate was  
56% in patients  
treated with 
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WARNING
Experienced Physician and Institution: TRISENOX (arsenic trioxide) 
injection should be administered under the supervision of a physician 
who is experienced in the management of patients with acute leukemia.

APL Differentiation Syndrome: Some patients with APL treated 
with TRISENOX have experienced symptoms similar to a syndrome  
called the retinoic-acid-acute promyelocytic leukemia (RA-APL) or APL 
differentiation syndrome, characterized by fever, dyspnea, weight 
gain, pulmonary infiltrates and pleural or pericardial effusions, with or 
without leukocytosis. This syndrome can be fatal. The management 
of the syndrome has not been fully studied, but high-dose steroids 
have been used at the first suspicion of the APL differentiation 
syndrome and appear to mitigate signs and symptoms. At the first  
signs that could suggest the syndrome (unexplained fever, dyspnea  
and/or weight gain, abnormal chest auscultatory findings or 
radiographic abnormalities), high-dose steroids (dexamethasone 10 mg 
intravenously BID) should be immediately initiated, irrespective of 
the leukocyte count, and continued for at least 3 days or longer until 
signs and symptoms have abated. The majority of patients do not 
require termination of TRISENOX therapy during treatment of the APL 
differentiation syndrome. 

ECG Abnormalities: Arsenic trioxide can cause QT interval 
prolongation and complete atrioventricular block. QT prolongation 
can lead to a torsade de pointes-type ventricular arrhythmia, which 
can be fatal. The risk of torsade de pointes is related to the extent 
of QT prolongation, concomitant administration of QT-prolonging 
drugs, a history of torsade de pointes, pre-existing QT interval 
prolongation, congestive heart failure, administration of potassium-
wasting diuretics, or other conditions that result in hypokalemia or 
hypomagnesemia. One patient (also receiving amphotericin B) had 
torsade de pointes during induction therapy for relapsed APL with 
arsenic trioxide.

ECG and Electrolyte Monitoring Recommendations: Prior to 
initiating therapy with TRISENOX, a 12-lead ECG should be performed 
and serum electrolytes (potassium, calcium, and magnesium) and 
creatinine should be assessed; pre-existing electrolyte abnormalities 
should be corrected and, if possible, drugs that are known to 
prolong the QT interval should be discontinued. For QTc greater than 
500 msec, corrective measures should be completed and the QTc 
reassessed with serial ECGs prior to considering using TRISENOX. 
During therapy with TRISENOX, potassium concentrations should 
be kept above 4 mEq/L and magnesium concentrations should be 
kept above 1.8 mg/dL. Patients who reach an absolute QT interval 
value >500 msec should be reassessed, and immediate action 
should be taken to correct concomitant risk factors, if any, while 
the risk/benefit of continuing versus suspending TRISENOX therapy 
should be considered. If syncope, rapid or irregular heartbeat 
develops, the patient should be hospitalized for monitoring, serum 
electrolytes should be assessed, TRISENOX therapy should be 
temporarily discontinued until the QTc interval regresses to below 
460 msec, electrolyte abnormalities are corrected, and the syncope 
and irregular heartbeat cease. There are no data on the effect of 
TRISENOX on the QTc interval during the infusion.



Think APL First
Identify relapsed or refractory APL 
patients quickly and definitively

Recognizing APL in your acute myeloid leukemia (AML) 
patient population can make all the difference.
•	APL should be your first differential diagnosis for 

any patient with its signs and symptoms

•	Prompt treatment of relapsed or refractory APL has 
the potential to improve patient outcomes2,3

• Relapsed or refractory APL is a medical 
emergency,2 so timing is crucial

• Molecular testing can quickly and definitively 
diagnose APL1

• It is essential to determine APL markers—M3 cell 
morphology and t(15;17) translocation or PML/
RAR-alpha gene expression—as soon as possible 
and to evaluate for the possibility of M3 variant1

• Please see the National Comprehensive Cancer 
Network (NCCN) Guidelines for details of 
recommended reverse transcriptase-polymerase 
chain reaction (RT-PCR) testing1

Appropriate and  
timely diagnostic 
testing is key

Complete remission Molecular remission
86% (25/29)

ıı85% (34/40)

70% (28/40)
Complete remission†

79% (22/28)
Molecular remission‡

Think TRISENOX for  
Relapsed or Refractory APL
Successful patient management with 
complete courses of induction and 
consolidation treatment

TRISENOX induced a high rate of molecular remission  
(MR)* in patients who achieved CR.3

* Defined as the absence of PML/RAR-alpha transcript.3

US Multicenter Trial/Prescribing Information5

 †  Complete remission, as defined in the Prescribing Information: absence of visible 
leukemic cells in bone marrow and peripheral recovery of platelets and white blood  
cells with a confirmatory bone marrow ≥ 30 days later.5

 ‡  In patients who met the criteria for complete remission, molecular remission 
monitored by reverse transcriptase-polymerase chain reaction to detect  
PML/RAR-alpha transcripts.5 

Published results
Published remission rate data below have been adjusted 
based on the revised definition of remission.4§

 §  The definition was revised by the International Working Group of investigators 
in Madrid, Spain, 2001. The definition given in the Prescribing Information, which 
requires a confirmatory bone marrow, is no longer current.4

Published US Multicenter Trial3

The US multicenter trial was an open-label, single-arm, noncomparative trial  
in 40 patients with APL who had either relapsed from or did not respond  
to induction chemotherapy using anthracycline and at least one course of  
ATRA or 9-cis retinoic acid. Patients could receive up to 60 doses of 
TRISENOX 0.15 mg/kg/day. Twenty-four patients were female; 35 were  
≥ 18 years of age; 21 patients had 1 relapse; and 19 patients had > 1 relapse.

ıı Of those patients who achieved CR.

Induction Treatment With TRISENOX
•	 In a multicenter study, the median time to bone marrow 

remission (BMR) in patients treated with TRISENOX was 44 
days; median time to onset of CR was 53 days5

•	 Total induction treatment with TRISENOX can consist of up to 60 
doses,5 offering flexibility in treatment to CR and MR

•	 Administer TRISENOX intravenously at a dose of 0.15 mg/kg daily 
until BMR (total induction dose should not exceed 60 doses)5

•	 To achieve optimal clinical benefits, complete appropriate 
induction dosing regimen3

Consolidation Treatment With TRISENOX
•	 Complete appropriate consolidation dosing regimen to 

obtain optimal clinical benefits3

•	 Administer TRISENOX intravenously at a dose of 0.15 mg/kg daily 
for 25 doses over a period of up to 5 weeks5

•	 Begin TRISENOX treatment 3 to 6 weeks after completion of 
induction therapy5

•	 In a multicenter trial, 86% of patients who achieved CR converted 
to negative for the presence of PML/RAR-alpha transcript after 
induction (n=14) or subsequent consolidation (n=11)3

Indication and Important Safety Information
•  TRISENOX is indicated for induction of remission and consolidation in patients 

with acute promyelocytic leukemia (APL) who are refractory to, or have relapsed 
from, retinoid and anthracycline chemotherapy, and whose APL is characterized 
by the presence of the t(15;17) translocation or PML/RAR-alpha gene expression

•  Serious adverse events, grade 3 or 4, were common. Those events attributable 
to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed APL 
included QTc interval prolongation (n=16), APL differentiation syndrome (n=3), 
hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2), and 
torsade de pointes (n=1)

•  In clinical trials, most patients taking TRISENOX experienced some drug-related 
toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting, 
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, 
rash or itching, headaches, and dizziness. These adverse effects have not 
been observed to be permanent or irreversible, nor do they usually require 
interruption of therapy

•  A differentiation syndrome, like retinoic acid syndrome, has been reported with 
the use of TRISENOX for the treatment of malignancies other than APL from 
postmarketing surveillance. Due to unknown population size, it is not possible to 
provide precise estimates of frequency

•  In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related 
toxicities included: gastrointestinal disorders, metabolic disorders, respiratory 
disorders, cardiac failure congestive, neuralgia, and enuresis. One case each of 
pulmonary edema and caecitis were considered serious reactions

Please see BOXED WARNING and accompanying  
full Prescribing Information.



Leukocytosis
Abdominal pain
Nausea/vomiting (mild)
Diarrhea
Fatigue
Edema

For more information about TRISENOX, visit www.TRISENOX.com. 
See full Prescribing Information attached to the back of this tear pad.
©2011 Cephalon, Inc.     All rights reserved.     TRI-2079     March 2011     Printed in USA.

*Medications should be checked with each dose and at baseline.
 †
Adverse events are normally reversible and generally do not require interruption of therapy.

TRISENOX is indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have relapsed 
from, retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the t(15;17) translocation or PML/RAR-alpha gene expression.
IMPORTANT SAFETY INFORMATION

WARNING
Experienced Physician and Institution: TRISENOX (arsenic trioxide) injection should be administered under the supervision of a physician who is experienced in the management of patients 
with acute leukemia. 
APL Differentiation Syndrome: Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia (RA-
APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infiltrates and pleural or pericardial effusions, with or without leukocytosis. This syndrome can 
be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at the first suspicion of the APL differentiation syndrome and appear to mitigate 
signs and symptoms. At the first signs that could suggest the syndrome (unexplained fever, dyspnea and/or weight gain, abnormal chest auscultatory findings or radiographic abnormalities), 
high-dose steroids (dexamethasone 10 mg intravenously BID) should be immediately initiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until signs and 
symptoms have abated. The majority of patients do not require termination of TRISENOX therapy during treatment of the APL differentiation syndrome.
ECG Abnormalities: Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular arrhythmia, 
which can be fatal. The risk of torsade de pointes is related to the extent of QT prolongation, concomitant administration of QT-prolonging drugs, a history of torsade de pointes, pre-existing 
QT interval prolongation, congestive heart failure, administration of potassium-wasting diuretics, or other conditions that result in hypokalemia or hypomagnesemia. One patient (also receiving 
amphotericin B) had torsade de pointes during induction therapy for relapsed APL with arsenic trioxide.
ECG and Electrolyte Monitoring Recommendations: Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (potassium, calcium, and 
magnesium) and creatinine should be assessed; pre-existing electrolyte abnormalities should be corrected and, if possible, drugs that are known to prolong the QT interval should be 
discontinued. For QTc greater than 500 msec, corrective measures should be completed and the QTc reassessed with serial ECGs prior to considering using TRISENOX. During therapy with 
TRISENOX, potassium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept above 1.8 mg/dL. Patients who reach an absolute QT interval value 
>500 msec should be reassessed, and immediate action should be taken to correct concomitant risk factors, if any, while the risk/benefit of continuing versus suspending TRISENOX therapy 
should be considered. If syncope, rapid or irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be 
temporarily discontinued until the QTc interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular heartbeat cease. There are no data on the 
effect of TRISENOX on the QTc interval during the infusion.

•  Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed APL included QTc interval 
prolongation (n=16), APL differentiation syndrome (n=3), hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2), and torsade de pointes (n=1)

•  In clinical trials, most patients taking TRISENOX experienced some drug-related toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting, diarrhea, and abdominal pain), fatigue, 
edema, hyperglycemia, dyspnea, cough, rash or itching, headaches, and dizziness. These adverse effects have not been observed to be permanent or irreversible, nor do they usually require 
interruption of therapy

•  A differentiation syndrome, like retinoic acid syndrome, has been reported with the use of TRISENOX for the treatment of malignancies other than APL from postmarketing surveillance. Due to 
unknown population size, it is not possible to provide precise estimates of frequency

•  In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal disorders, metabolic disorders, respiratory disorders, cardiac failure congestive, 
neuralgia, and enuresis. One case each of pulmonary edema and caecitis were considered serious reactions

Optimal Convenience 
Patient Checklist for TRISENOX® (arsenic trioxide) injection Therapy
Patient

Patient ID#

Date

Diagnosis

Monitor 12-lead ECGs at baseline, then weekly
• Monitor more frequently in patients at risk for a cardiac event or if QT increases
•  Avoid concomitant drugs that prolong QT interval; check online at  

www.azcert.org/medical-pros/drug-lists/drug-lists.cfm. Please note that this may  
not be a comprehensive list of all drugs 

•  If absolute QT is >500 msec, immediately correct risk factors such as electrolytes 
and concomitant drugs. The risk/benefit of continuing versus suspending TRISENOX 
therapy should be considered
–  If syncope, or rapid or irregular heartbeat occurs, hospitalize and monitor  

continuously; assess and correct electrolytes
–  Hold TRISENOX until QTc is <460 msec, electrolyte abnormalities are corrected, 

and the syncope and irregular heartbeat cease
Check medications*
•  Current medications should be checked for QT-prolonging effect (some drugs that 

cause QT prolongation are listed at www.azcert.org)
Electrolytes: Monitor throughout treatment
•  Monitor at least twice weekly during induction, then at least once weekly during 

consolidation. Clinically unstable patients should be monitored more frequently
– Supplement electrolytes as needed

• Maintain serum potassium >4.0 mEq/L
• Maintain serum magnesium >1.8 mg/dL
Other blood tests
•  Hematologic and coagulation profiles should be monitored at least twice weekly  

and more frequently for clinically unstable patients during induction, and at least  
weekly during consolidation

• TRISENOX may increase blood sugar levels
• Exercise caution in patients with renal and/or hepatic impairment
•  Patients with severe hepatic and/or renal impairment should be closely monitored for 

toxicity when treated with TRISENOX, and a dose reduction may be warranted in the 
case of severe renal impairment

Monitoring Guidelines TRISENOX Treatment Schedule

 Wt:_____ kg X _____ dose in mg/kg = _____ mg (dose of TRISENOX) (kg = lbs ÷ 2.2)

Premedications are usually unnecessary when administering TRISENOX.  
However, consult your practice or institutional guidelines for more information
–  Dilute with 100 mL to 250 mL 5% Dextrose Injection, USP, or 0.9% Sodium 

Chloride Injection, USP. Administer IV over 1 to 2 hours. The infusion duration 
may be extended up to 4 hours if acute vasomotor reactions are observed

Review side effects† with patient (see nurse’s notes)

Most significant
Differentiation syndrome: Signs include unexplained fever, weight gain, 
dyspnea, abnormal breath sounds. Patient’s weight should be checked daily
–  Intervention: Dexamethasone 10 mg IV twice daily X 3 days or longer 

until signs and symptoms abate
Hyperleukocytosis: Intervention with additional chemotherapy is not 
recommended  
QT prolongation: Monitor electrolytes and concomitant medications carefully

Most common adverse reactions
Hyperglycemia
Dyspnea
Cough
Rash
Headache
Dizziness



TRISENOX Flow Sheet Patient

Date

Dosing

Weight (kg) (monitor weight gain for
signs and symptoms of differentiation syndrome)

Dose (mg) of TRISENOX

Cardiac

QT Interval (msec) 
(monitor QTc/QT interval if >500 msec; see previous page)

Premedications

Labs

Chemistries

K+ (monitor K+ >4.0 mEq/L)

Mg++ (monitor Mg++ >1.8 mg/dL)

Glucose

Creatinine

LDH

SCPT/SGOT

ALK PHOS

Hematology

WBC

ANC

Hemoglobin (g/dL)

Hematocrit

Platelets

Treatments

RBC transfusion

Platelet transfusion

Growth factors

Other

Initials
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