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1 Executive Summary 
Taclonex ® Ointment is a combination topical product with two active ingredients of 
calcipotriene and betamethasone dipropionate ointment, 0.005%/0.064%. Taclonex ® 
Ointment was approved on January 9, 2006 for the topical treatment of psoriasis vulgaris 
in patients 18 years and older. Both active ingredients have been approved individually 
for marketing in the United States. 

At the time of approval, the Agency waived the pediatric trial requirement for ages 0 to 
11 years and deferred pediatric trials for ages 12 to 17 years. The Post Marketing 
Requirement (PMR) as required under the Pediatric Research Equity Act (PREA) was 
described in the approval letter dated 1/9/2006 as follows: 

Deferred pediatric study under PREA for the treatment of psoriasis vulgaris in pediatric 
patients ages 12 to 17. 

To fulfill the Post Marketing Requirement, a clinical trial report has been submitted for 
review under this supplement. 

1.1	 Recommendation 

The Office of Clinical Pharmacology/Division of Clinical Pharmacology 3 has reviewed 
the results of Trial MCB 0501 INT and finds NDA 21852/S015 acceptable pending 
agreement on recommended labeling changes. 

This efficacy supplement is considered acceptable to fulfill the post marketing 
requirement stated in the approval letter dated 1/9/2006. 

1.2	 Phase IV Commitments/Requirements 

Not Applicable 

1.3	 Summary of Important Clinical Pharmacology and Biopharmaceutics 
Findings 

Background - To fulfill the post marketing requirement, the sponsor conducted one 
clinical trial MCB 0501 INT. This was a national, multi-center, prospective, non-
controlled, single-group, 4 week trial. 

Method – A total of 33 subjects aged 12 to 17 years with an extent of psoriasis on the 
trunk and/or limbs of 5-30% of the body surface area (BSA) and a disease severity of at 
least moderate according to the investigator’s global assessment (IGA) were enrolled. All 
subjects were applied with Taclonex ointment once daily to psoriasis on the trunk/limbs 
in the evening for 4 weeks. A maximum weekly dosage was decided to be 60 g (60% of 
the maximum weekly adult dosage of 100g). The adrenocorticotropic hormone (ACTH) 
challenge test was performed at Screening Visit 2 (about 3 to 14 days before treatment 
starts) and Visit 3 (28 days after treatment starts). 
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Results – All 33 subjects were included in the full and safety analysis sets. There was one 
subject (CRF 1002) who did not provide data for the ACTH-challenge test following the 
start of treatment at Week 4, so a total of 32 subjects were included in the per protocol 
analysis set.  

The baseline extent of psoriasis on arms, trunk and legs ranged between 5% and 30% of 
the BSA with the mean around 14%. The mean weekly amount used during the entire 
treatment period for all subjects was 29.6 g/week (median 29.4; range 8.1-55.8 g/week). 
The weekly amount used was similar in Weeks 1 through 2 and Weeks 3 through 4. 

ACTH-Challenge Test  
None of the subjects had a serum cortisol concentration of ≤18 mcg/dL at either 30 or 60 
minutes following ACTH challenge. After 30 minutes, the mean serum cortisol 
concentration at baseline was 24.68 mcg/dL (range 18.5 to 30.6 mcg/dL), and 24.74 
mcg/dL (range 19.2 to 32.1 mcg/dL) at Week 4. 

Effect on Calcium Metabolism 
The changes in albumin-corrected serum calcium and urinary calcium: creatinine ratio 
from Baseline to Week 4 were evaluated. There were no clinically significant mean 
changes in albumin corrected serum calcium or urinary calcium:creatinine ratio from 
baseline to week 4, and no subject had albumin corrected serum calcium above the 
reference range at week 4. One subject had an increase in urinary calcium: creatinine 
ratio, and the clinical reviewer assessed it as not clinically significant as the subject 
reported no associated symptoms and there were no other related abnormal lab 
parameters.  

Conclusions – With Taclonex ointment applied to 32 pediatric subjects aged 12 to 17 
years with an extent of psoriasis on the trunk and/or limbs of 5-30% of the BSA and a 
disease severity of at least moderate, there was no subject who had HPA axis 
suppression. There was one subject who had an increase in urinary calcium:creatinine 
ratio, but it was deemed not clinically significant.  

Clinical Pharmacology Briefing: 
An optional intra-division level Clinical Pharmacology briefing was conducted on 
9/25/2014 with the following in attendance: Edward D Bashaw, Hae-Young Ahn, Doanh 
Tran, Chinmay Shukla, and An-Chi Lu. 

2 Question-Based Review 
Not Applicable 

3 Detailed Labeling Recommendations 
The following changes are recommended for sections 5, 8 and 12 of the label. Additions 
are noted as double underline and deletions are noted as strikethrough. 

5.1 Effects on Calcium Metabolism 
Hypercalcemia and hypercalciuria have been  with use of Taclonex®. If 
hypercalcemia or hypercalciuria develop, treatment should be discontinued until 

(b) (4)
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subject had a normal urinary calcium:creatinine ratio at baseline (3.75 mmol/g), which 
increased above the normal range at week 4 (16 mmol/g). There were no relevant 
changes in albumin-corrected serum calcium or other markers of calcium metabolism for 
this subject. The clinical significance of this finding is unknown.  

12.3 Pharmacokinetics 

Absorption 
In Trial C, Tthe systemic effect of Taclonex® Ointment in extensive psoriasis was 
investigated in the trial described above. In this trial, the serum levels of calcipotriene and 
betamethasone dipropionate and their major metabolites were measured after 4 weeks 
(maximum recommended duration of treatment) and also after 8 weeks of once daily 
application of Taclonex® Ointment on the body in combination with Taclonex Scalp® 
Topical Suspension on the scalp. Both calcipotriene and betamethasone dipropionate 
were below the lower limit of quantification in all serum samples of the 34 subjects 
evaluated. However, one major metabolite of calcipotriene (MC1080) was quantifiable in 
10 of 34 (29.4%) subjects at week 4 and in five of 12 (41.7%) subjects at week 8. The 
major metabolite of betamethasone dipropionate, betamethasone 17-propionate (B17P) 
was also quantifiable in 19 of 34 (55.9%) subjects at week 4 and seven of 12 (58.3%) 
subjects at week 8. The serum concentrations  for MC1080 ranged from 20-75 pg/mL. 
The clinical significance of this finding is unknown. 

Metabolism 
Calcipotriene: 

Calcipotriene metabolism following systemic uptake is rapid and occurs in the liver. The 

primary metabolites of calcipotriene are less potent than the parent compound. 


Calcipotriene is metabolized to MC1046 (the alpha,beta-unsaturated ketone analogue of 

calcipotriene), which is metabolized further to MC1080 (a saturated ketone analogue). 

MC1080 is the major metabolite in plasma. MC1080 is slowly metabolized to calcitroic 

acid.
 

Betamethasone dipropionate:  

Betamethasone dipropionate is metabolized to betamethasone 17-propionate and 

betamethasone, including the 6beta-hydroxy derivatives of those compounds by 

hydrolysis. Betamethasone 17-propionate (B17P) is the primary metabolite. 
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4 Detailed Findings for Trial MCB 0501 INT: 

Title: A Phase 2 Study Evaluating the Safety and Efficacy of 4 Weeks of Once Daily Use 
of Taclonex Ointment, Containing Calcipotriene 50 mcg/g plus Betamethasone 0.5 
mg/g (as dipropionate), in the Treatment of Psoriasis Vulgaris on the Trunk and/or 
Limbs in Adolescent Patients (aged 12 to 17 years) 

Trial Initiation/Completion Dates: 
7/15/2009-12/5/2011 

Objectives: 
The primary objective was to evaluate the safety of Taclonex ointment in the treatment of 
psoriasis vulgaris on the trunk and/or limbs in adolescent patients (aged 12 to 17 years). 
The secondary objective was to evaluate the efficacy of Taclonex ointment in the 
treatment of psoriasis vulgaris on the trunk and/or limbs in adolescent patients (aged 12 
to 17 years). 

Trial Design: 
This was a national, multi-center, prospective, non-controlled, single-group, 4 week trial. 
A total of 33 subjects aged 12 to 17 years with an extent of psoriasis on the trunk and/or 
limbs of 5-30% of the BSA and a disease severity of at least moderate according to the 
investigator’s global assessment (IGA) were enrolled. All subjects were applied with 
Taclonex ointment once daily to psoriasis on the trunk/limbs in the evening for 4 weeks. 
A maximum weekly dosage was decided to be 60 g (60% of the maximum weekly adult 
dosage of 100g). This trial consisted three successive individual phases:  
 Washout/Screening Phase 
This phase lasted for 3 days to 6 weeks depending on the prior use of excluded 
treatments. 
 Treatment Phase 
This phase lasted for 4 weeks. 
 Follow-up Phase 
This phase lasted for up to 4 weeks depending on whether the subject had adrenal 
suppression or ongoing adverse drug reactions at the end of treatment. 

At weeks 0, 2, and 4 in the treatment phase, the investigator and subject each made a 
global assessment of disease severity. The investigator also assessed the extent and 
severity of clinical signs of psoriasis by body region. The ACTH-challenge test was 
performed at Screening Visit 2 (about 3 to 14 days before treatment starts) and Visit 3 (28 
days after treatment starts). If the result at Visit 3 showed a serum cortisol concentration 
≤ 18 mcg/dL at 30 minutes after the ACTH-challenge, a further ACTH-challenge test was 
required 28 days later at Follow-up Visit 2. If the results at Follow-up Visit 2 continued 
to show a serum cortisol concentration ≤ 18 mcg/dL at 30 minutes after the ACTH-
challenge, further ACTH-challenge tests were to be performed, but not more often than at 
4-weekly intervals, until the adrenal suppression resolved. 

To perform the ACTH-challenge test, 2.5 mL of venous blood was drawn at 08:00 a.m. 
±30 minutes, and then 250 mcg CortrosynTM was injected intravenously over a 2-minute 
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period. Two further 2.5 mL samples of venous blood were drawn 30 and 60 minutes after 
the injection. 

Test Product: Taclonex ointment-Calcipotriene 50 mcg/g plus betamethasone 0.5 mg/g 
(as dipropionate) manufactured by LEO Pharma A/S. Batch numbers/ expiry dates: 
08089661/ 02.2010; 092787101/ 09.2011; 110547101/ 02.2013 
Non-investigational medicinal product: CortrosynTM (cosyntropin) for injection 
manufactured by Amphastar Pharmaceuticals. 

Safety Evaluation 
Primary response criteria related to the effect of the study medication on adrenal function 
and calcium metabolism were: 
 Adverse drug reactions (ADRs). 
 Serum cortisol concentration of ≤18 mcg/dL at 30 minutes after ACTH-challenge 

at end of treatment 
 Serum cortisol concentration of ≤18 mcg/dL at 30 and 60 minutes after ACTH-

challenge at end of treatment 
 Change in albumin-corrected serum calcium from baseline to end of treatment 
 Change in urinary calcium: creatinine ratio from baseline to end of treatment. 

The albumin-corrected serum calcium in mmol/L was calculated by using the formula: 
Serum calcium (total) in mmol/L + (0.02 x [40-serum albumin in g/L]) 

Efficacy Evaluation 
 "Controlled disease" (clear or almost clear) by the investigator's global assessment 

of disease severity at week 4. 
 Controlled disease (clear or very mild) by the patient's global assessment of 

disease severity at week 4. 
 The absolute and percentage change in psoriasis area and severity index (PASI) 

from baseline to week 4. 
 PASI 75 (at least 75% reduction in PASI) and PASI 50 (at least 50% reduction in 

PASI) at week 4. 

Results: 
All 33 subjects were included in the full and safety analysis sets. There was one subject 
(CRF 1002) who did not provide data for the ACTH-challenge test following the start of 
treatment at Week 4, so a total of 32 subjects were included in the per protocol analysis 
set. 
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Reviewer’s Comments: 

The baseline extent of psoriasis on arms, trunk and legs ranged between 5% and 30% of 

the BSA with the mean around 14%. This was in accordance with the trial inclusion 

criteria.
 

Age: safety analysis set and per protocol analysis set 

Reviewer’s comments:
 
There were an adequate number of subjects at the lower limit of age in the safety analysis 

set (n=33), with 5 subjects aged 12 years and 5 subjects aged 13 years.
 

ACTH-Challenge Test  
None of the subjects had a serum cortisol concentration of ≤18 mcg/dL at either 30 or 60 
minutes following ACTH challenge. After 30 minutes, the mean serum cortisol 
concentration at baseline was 24.68 mcg/dL (range 18.5 to 30.6 mcg/dL), and 24.74 
mcg/dL (range 19.2 to 32.1 mcg/dL) at Week 4. After 60 minutes, the mean serum 
cortisol concentration at baseline was 28.05 mcg/dL (range 21.4 to 36.2 mcg/dL) 
compared to 27.65 mcg/dL (range 21.5 to 34.8 mcg/dL) at Week 4. Table 1 below shows 
the serum cortisol concentration at 30 minutes after ACTH challenge at baseline and 
Week 4 (per protocol analysis set). 

The mean baseline extent of psoriasis on arms, trunk and legs was 14.2% and 13.8% of 
the BSA for the safety and per protocol analysis sets, respectively, and ranged between 
5% and 30% of the BSA. The investigator’s assessment of extent of psoriasis is shown in 
Table 2. 
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Table 5: Albumin-corrected serum calcium categorized as low, normal or high at Week 4 
shown against baseline category: safety analysis set 

Reviewer’s comments: 
Subject CRF1002 did not have any laboratory results at Visit 3 (Week 4), therefore in 
Table 5 the total number of subjects was 3+29=32, which was the per-protocol analysis 
set. The three subjects who had low albumin-corrected serum calcium appear to have the 
level close to the lower limit of normal value (2.15 mmol/L), with subject CRF1156 had a 
value of 2.05 mmol/L, CRF 1351 had a value of 1.95 mmol/L, and CRF1401 had a value 
of 2.1 mmol/L. 

For the effects on urinary calcium: creatinine ratio, at baseline, the mean ratio was 2.38 
mmol/g (range 0.50 to 5.00 mmol/g). The mean change in urinary calcium:creatinine 
ratio from baseline to week 4 was 0.717 mmol/g (range -3.5 to 12.25, 95% CI: -0.357 to 
1.791). A total of 29 subjects had normal urinary calcium: creatinine ratio both at 
baseline and week 4. One subject (CRF 1311) had a normal urinary calcium:creatinine 
ratio of 3.75 mmol/g at baseline (Screening Visit 2), and increased to 16 mmol/g at week 
4 (Visit 3). This subject was a 13- year old boy with psoriasis vulgaris involving 7 % of 
the BSA who used 219.81 g of ointment over the 4-week trial period. There were no 
relevant changes in albumin-corrected serum calcium or other markers of calcium 
metabolism for this subject. The change in urinary calcium:creatinine ratio from baseline 
to week 4 for the safety analysis set is shown in Table 6. Urinary calcium:creatinine ratio 
categorized as low, normal or high (i.e. below, within or above the laboratory reference 
range, respectively) at week 4 against baseline category is shown in Table 7. 
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(deemed to be possibly related to treatment by the sponsor) and two rash popular (deems 
not related to treatment by the sponsor) as lesional/perilesional adverse events. 

The mean amount of Taclonex ointment used per week was 29.6 g (range 8.1 to 55.8 g). 

Reviewer’s comments: 

The one subject who has an increase in urinary calcium: creatinine ratio is regarded as 

not clinically significant by the clinical reviewer. Otherwise, the sponsor’s conclusion is 

acceptable.
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