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However, the CDRH reviewer noted that the sponsor did not conduct clinical studies with the 
final finished combination product as described within the submission. Instead, two other 
device presentations were used. These devices are described as “Devices A and B” within the 
submission. 

From a device design/engineering perspective, the CDRH reviewer concluded that the 
functionality of devices A and B is sufficiently similar to the to-be-marketed system to allow 
for clinical conclusions made with A and B to be translated to the to-be-marketed system. 
However the reviewer wishes to acknowledge that this position does not include an assessment 
of device usability or other clinical concerns (see discussion of DMEPA review).

Two recommendations for potential product labeling revisions include:
1) An explicit warning that the user should not use solvents other than water to clean the 
device. This is recommended  

2) A statement of the brand/type of needles the device is permitted to be used with (currently 
only the needle manufacturers are listed). This is recommended as the device has only been 
verified to function with ISO11608-2 compatible insulin needles.

DMEPA Device Review

The recommendation from the DMEPA reviewer, Dr. Sarah Vee, is approval, with no 
recommendations for postmarketing requirements.  This recommendation was based on human 
factors review, and review of container and carton labeling from a medication error 
perspective.

Human factors assessment of Toujeo SoloStar comprised of three parts (i.e. usability, 
differentiation, and comprehension questions) to ensure that the product is safe for use in each 
step of medication use process. These were all found acceptable.  Particularly, the Human 
Factors Study demonstrated that users are able to use the prefilled pen safely and effectively 
with no reported instances of calculation errors (i.e. multiplying or dividing by 3, resulting in 
3-fold over or under doses). However, DMEPA raises theoretical concerns regarding the 
U-300 insulin concentration and that misunderstanding of the concentration may result in 
serious harm to the patient, especially in cases of overdose. DMEPA states that that 
postmarketing reports show medication errors with a marketed concentrated insulin product 
(i.e. Humulin R U-500) where misunderstanding of the concentrated nature of the product 
resulted overdoses that led to patient harm, including death. As a result, DMEPA concluded 
that proper education and training should be provided prior to first injection to ensure that the 
users are able to safely use Toujeo SoloStar.

DMEPA also proposed minor revisions to the container label, carton and insert labeling to 
increase the readability and prominence of important information to promote the safe use of 
the product, to mitigate any confusion, and to clarify information.
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4. Nonclincal Pharmacology/Toxicology

The recommendation from the product quality microbiology reviewer, Dr. Jeffrey Quinn, is 
approval with no recommendations for postmarketing requirements.

The toxicological data submitted for the approval of Lantus (insulin glargine, 100 units/mL)
supports NDA 206538 given the minor formulation changes represented in the Toujeo
SoloStar (insulin glargine, 300 units/mL) drug product.

A local tolerance study was conducted with Toujeo SoloStar as a bridge to the Lantus drug 
product. Both formulations of insulin glargine showed acceptable local tolerance profiles in 
rabbits following subcutaneous injection, the intended clinical route of administration.

The excipients used in Toujeo SoloStar (HOE901-U300) were based on the commercially 
available formulation Lantus (HOE901-U-100). The excipients are stated to be well known for
parenteral drugs and are listed in Ph. Eur. and USP.

No impurities or degradation products have been specified individually as the concentrations 
are equal to or below the  identification threshold when the drug product is stored as 
recommended. Quantities of unidentified and identified leachable and extractable impurities 
did not exceed ng/mL.

5. Clinical Pharmacology/Biopharmaceutics 

The recommendation from the clinical pharmacology reviewer, Dr. Lau, is approval with no 
recommended postmarketing requirements.

The sponsor submitted 6 clinical pharmacology studies of Toujeo to characterize and compare 
the pharmacokinetics/pharmacodynamics (PK/PD) characteristics to Lantus. These were 
reviewed by the Office of Clinical Pharmacology reviewer. See review for details.  A high 
level summary of important findings is provided in this section. 

As stated previously, the Sponsor noted early in development of the U-300 formulation of 
glargine that it had different PK/PD characteristics than the U-100 formulation. 

A single dose study (PKD11627) assessed the PK and PD of SC single rising doses of 0.4, 0.6, 
and 0.9 U/kg U-300 as well as 0.4 U/kg U-100 (Lantus) in a 4-sequence crossover design
euglycemic clamp study with 5 – 18 days as washouts in 24 T1DM patients. Serum insulin 
glargine concentrations were measured for PK (Figure 1), and the glucose infusion rate (GIR) 
was the measure of the PD response (Figure 2).  The horizontal dotted line in Figure 1 
represents the quantitation limit.  For further quantitative data, i.e. tables generated from the 
same data that generated these figures, please see the clinical pharmacology review.
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Figure 1 – PK, Mean (SD) serum insulin glargine concentration-time profiles of single 
dose 0.4, 0.6, and 0.9 U/kg U-300 and 0.4 U/kg U-100.

Source: Study PKD11627 Report, Figure 8, Page 106/126

Figure 2 – PD Response (GIR) of Single Dose Insulin Glargine PK/PD Study

Source: Study PKD11627’s Report, Figure 3, Page 85/126

This single dose PK/PD study shows that:
PK
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 The mean serum insulin glargine concentration versus time profiles of 0.4, 0.6, and 0.9 
U/kg U-300 are general flatter than that of the 0.4 U/kg U-100.

 Compared to U-100, the exposure over the clamp period of 36 hours (AUC0-36) was 
significantly lower for U-300 0.4 U/kg and 0.6 U/kg and was similar for U-300 0.9 
U/kg.

 U-100 showed the highest Cmax.
 Tmax occurred at 12 hours for all doses except at 16 hours for U-300 0.9 U/kg.
 For the 0.4U/kg dose of U-300 serum insulin glargine concentration did not reach the 

quantifiable level until 8 hours post-dose whereas the same dose of U-100 reached the 
quantifiable level after one hour. This finding would have implications for converting a 
patient from an i.v. insulin infusion to subcutaneous insulin in a hospital setting 
because the i.v. insulin would need to be continued for a longer time period if using U-
300 vs. U-100 glargine. 

PD
 The GIR-AUC0-24h and GIR-AUC0-36h all show a trend of dose-dependent increase.
 U-300’s time to onset of action after the 1st dose on average was about 6 hours 

(delayed 3 hours compared to U-100). Again, this finding would have implications for 
converting a patient from an i.v. insulin infusion to subcutaneous insulin in a hospital 
setting.

 U-300 0.4 U/kg and 0.6 U/kg required an overall lower amount of exogenously 
administered glucose (GIRAUC0-36) compared to U-100 0.4 U/kg (i.e. less PD effect) 
but U-300 0.9 U/kg GIR-AUC0-36 was greater than that of U-100 0.4 U/kg (i.e. more 
PD effect). Therefore, unit-to-unit the PD effect of U-300 appears to be lower for U-
300.

Multiple Dose PK/PD Study (TDR11626) compared the PK and PD of 8 daily SC doses of 0.4 
U/kg U-300 (T1) with 0.4 U/kg of U-100 (R1) in a cohort of 18 T1DM patients and the PK 
and PD of 8 daily SC doses of 0.6 U/kg U-300 (T2) with 0.4 U/kg of U-100 (R2) in another 
cohort of 12 T1DM patients.  After the 8th day of dosing, blood glucose concentrations of the 
patients were maintained within a range 100 mg/dL ± 20% via intravenous infusion of glucose 
solution (euglycemic clamp) until 36 hours postdose (clamp end). Figure 3 shows the PK 
results, and Figure 4 shows the PD results (GIR over time). For further quantitative data, i.e. 
tables generated from the same data that generated these figures, please see the clinical 
pharmacology review.

These data suggest that:
PK

 The steady state profiles of serum insulin glargine for treatments with U-300 0.4 U/kg 
(T1) and 0.6 U/kg (T2) were generally flat.

 The mean insulin glargine concentrations for the reference treatments with 0.4 U/kg U-
100 R1 and R2 were nearly overlapping (internal validity).

 There was detectable exposure until 32 and 36 hours postdose, for U-300 0.4 U/kg (T1) 
and 0.6 U/kg (T2), respectively (compared with 28 hours for U-100).

 Both doses of U-300 showed longer mean terminal half-life than U-100.
 Among the 0.4 U/kg U-300 (T1) and 0.6 U/kg U-300 (T2) doses, the mean daily total 

exposure was 331 μU*h/mL and 500 μU*h/mL, and for R1 and R2 of 0.4 U/kg U-100
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were similar (389 μU*h/mL and 380 μU*h/mL), suggesting lower exposure for 
equivalent dose (0.4 U/kg) of U-300 vs. U-100.

 Although not directly tested, the clinical pharmacology reviewer estimated that for the 
comparison of 0.4 U/kg U-300 vs. 0.4 U/kg U-100 at steady state, a 10 – 20% increase 
in the U-300 dose would put the U-300 exposure in a similar range to the exposure for 
U-100. This is relevant in the context of the overall higher doses in the range of 11-
17.5% required to achieve similar glycemic control with Toujeo vs. Lantus in the phase 
3 trials (see section 7).

PD
 The mean smoothed body weight-standardized GIR curve of 0.4 U/kg U-300 (T1) 

forms a plateau below the curves of 0.4 U/kg U-100 (R1 and R2) for about 15 hours 
postdose. Thereafter, the curves of R1 and R2 cross over the curve of T1 indicating an 
earlier end of the comparator action.
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Figure 3 - Mean (SD) serum insulin glargine concentration-time profiles of 0.4 and 0.6 
U/kg U-300 and 0.4 and 0.4 U/kg U-100 at steady state.

Source: Study TDR11626 Report, Figure 10, 126/162

Figure 4 - Mean smoothed body weight-standardized GIR profiles over time for Study 
TDR11626

Source: Study TDR11626 Report, Figure 4, 92/162

Figure 5 shows that the effect of 0.4 U/kg U-300 to maintain the median blood glucose 
concentrations persists beyond 24 hours upon once daily dosing at steady state in euglycemic 
clamp.
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The primary endpoint in all four studies was change from baseline to Month 6 in HbA1c. All 
four trials met the primary objective to show that Toujeo was non-inferior to Lantus (NI 
margin 0.4%). Dr. Kettermann notes that the sponsor did not provide justification for the 
chosen NI margin, but that based on precedent 0.4% is acceptable.  A stepwise closed testing 
approach was used for the primary efficacy variable to test NI and superiority sequentially. 
The superiority of HOE901-U-300 to Lantus was not identified in any of the studies. The 
prespecified analysis method for EFC11628 and EFC11629 as Last Observation Carried 
Forward (LOCF) and for EFC12456 and EFC12347 was Mixed Model for Repeated Measures 
(MMRM). Trials EFC11628 and EFC11629 had been planned prior to the Agency 
recommending MMRM over LOCF for handling of missing data.

A 16-week exploratory study in T1DM patients was also conducted by the Sponsor which 
supports the T1DM indication, but is not discussed in detail here -see Dr. Condarco’s review.

Dr. Kettermann confirmed the statistical analyses of the four pivotal studies which were as 
follows:

 EFC12456: T1DM basal/bolus insulin therapy (switch study)
 EFC11628: T2DM basal/bolus insulin therapy (switch study)
 EFC11629: T2DM basal insulin in combination with oral antidiabetic therapies (switch 

study)
 EFC12347: T2DM basal insulin in combination with oral antidiabetic therapies (insulin 

naïve)

The four studies submitted are representative of a broad range of diabetes patients and 
adequately represent the majority of intended users of Toujeo. The study population consisted 
of adult patients at least 18 years of age with a screening HbA1c in the range of ≥7.0 to 
≤10.0% for insulin-pretreated patients (EFC11628, EFC11629, and EFC12456) and ≥7.0 to 
≤11.0% in insulin-naïve patients (EFC12347). In general, the inclusion and exclusion criteria 
were appropriate.  In trial EFC12456 (T1DM) there were four randomized groups: Toujeo 
administered in the evening, Toujeo administered in the morning, Lantus administered in the 
evening, and Lantus administered in the morning to explore the effect of time of 
administration on safety and efficacy, but the trial was powered for the overall comparison 
between Toujeo and Lantus.

In all trials in which basal insulin was already being used by patients, dosing with study basal 
insulin, i.e. Toujeo or Lantus was intended to be initiated with a 1:1 conversion ratio and 
administered once daily. However, in the trials it appears that investigators lowered starting 
doses of basal insulins slightly despite the 1:1 recommendation.  In trial EFC12347 basal 
insulins were started at a dose of 0.2 U/kg once daily. Investigators were instructed to titrate 
basal insulin every 3 to 4 days. A titration algorithm was provided to investigators with a pre-
breakfast fasting plasma glucose goal of 80-130 mg/dL for the T1DM trial, and 80-100 mg/dL 
for the T2DM trials.

Per Dr. Kettermann’s review the studies included 549 randomized patients with T1DM and 
2496 randomized patients with T2DM; 717 (23.5%) patients were aged 65 years or older and 
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months/26 weeks; PDY12777 - 16 weeks), and the three T2DM studies with data included up 
to the 6 month timepoint, i.e. at the time of the primary efficacy assessment.  The safety 
database is adequately representative of the majority of intended users of Toujeo, for example 
among type 2 diabetes patients, there were patients early in their diabetes course (insulin 
naïve) and sicker patients (already on basal/bolus therapy). Safety data from the 6 month 
extensions were submitted unblinded due to the open label nature of the trials, in the 120-day 
safety update. Dr. Condarco reviewed the safety data in the 120-day safety update and 
concluded that these data did not change the overall safety findings for Toujeo found in the 
original NDA submission.   The data discussed below reflect the safety findings in the original 
NDA pooled Phase 2/3 safety database.

Overall, there were no important safety findings in the Toujeo development program that were 
unexpected. Hypoglycemia, an expected safety finding, is discussed separately in section 7. 
The general safety assessment revealed a safety profile very similar to Lantus. This included 
the following findings:

Deaths: 
There were a similar number of deaths (eight) in the U-300 group compared with the Lantus 
group (five). The deaths spanned multiple SOCs and PTs and no deaths appeared to be 
causally related to Toujeo (or Lantus for that matter).  No unusual deaths were reported, i.e. all 
were reasonably expected in a population of patients with diabetes, e.g. myocardial infarction, 
renal failure, and sudden cardiac death.

Nonfatal Serious Adverse Events (SAEs):
Nonfatal SAEs occurred in 5.9% of U-300-treated patients and 7.2% of Lantus-treated patients 
in the T1DM population. Nonfatal SAEs occurred in 5.2% of U-300-treated patients and 5.0% 
of Lantus-treated patients in the T2DM population.

Among T1DM patients the most commonly reported nonfatal SAE was hypoglycemia which 
was balanced between treatment groups (3.0% and 3.9% for U-300 and Lantus, respectively). 
Other than hypoglycemia nonfatal SAEs were not reported in >1% for any Preferred Term or 
SOC. Nonfatal SAEs were not unexpected for the patient demographic. For example, there 
was one malignancy – a case of malignant melanoma which is not uncommon in younger 
patients.  Overall, there was no pattern to the nonfatal SAEs among T1DM patients that 
suggested a safety concern.

Among T2DM patients, the most commonly reported nonfatal SAEs were those one would 
expect in a T2DM population, e.g. infections (1.1% in each treatment group) and cardiac 
disorders (1.3% in the U-300 treatment group and 1.2% in the Lantus treatment group), with 
no other SOC showing frequency >1%. Additionally, within each SOC the events spanned 
multiple Preferred Terms. Overall, there was no pattern to the nonfatal SAEs among T2DM 
patients that suggested a safety concern.

Dropouts due to Adverse Events:
Dropouts due to AEs were balanced between treatment groups and not unreasonably high.
Among both the T1DM and T2DM populations the dropout rate due to AEs was less than 2%. 
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AEs leading to dropout spanned multiple SOCs; there was no pattern to these events. Dr. 
Condarco concluded that there was no safety concern regarding dropouts, and I agree with this 
assessment.

Submission Specific Safety Concerns:
Hypoglycemia is discussed in section 7 of this review. Other AEs of interest presented by the 
Sponsor included injection site reactions, hypersensitivity reactions, and cardiovascular events 
(CV events). Injection site reactions are a particular concern for this application because of the 
higher concentration of insulin delivered to the subcutaneous space. Hypersensitivity reactions 
are a concern for all insulin drugs, and CV events are a concern for all diabetes drugs because 
CV death is the most common cause of death among patients with diabetes mellitus.

Injection site reactions were identified using the following MedDRA searches:
• Under SOC General disorders and administration site conditions: HLTs Administration 
site reactions NEC (Not elsewhere classified), Injection site reactions, Infusion site reactions 
and Application and instillation site reactions under HLGT Administration site reactions

Hypersensitivity reactions were identified using the following MedDRA searches:
• Standardized MedDRA query (SMQ) Angioedema (Narrow), SMQ Severe cutaneous 
adverse reactions (Broad and Narrow), HLT Anaphylactic responses, and SMQ 
Hypersensitivity (Broad and Narrow).

Note that the studies were not designed to prospectively assess CV risk as per the 2008 Draft 
Guidance: Diabetes Mellitus – Evaluating Cardiovascular Risk in New Antidiabetic Therapies 
to Treat Type 2 Diabetes. However, insulin products are currently exempt from this 
requirement.  Therefore the Sponsor’s reported “CV risk assessment” was based on the usual 
method of safety evaluation, i.e. MedDRA coded AE reporting and standardized MedDRA 
queries. 

Dr. Condarco also examined evidence of overdose with U-300 in light of the higher 
concentration and safety concerns related to switching from Lantus to U-300 and vice versa
(via examination of AEs related to worsening glycemic control during the first week after 
randomization) in light of the lesser PD effect of U-300. Body weight gain is also a known 
adverse effect of insulin therapy. 

Notable findings from these safety assessments include:

 Injection site reactions and Hypersensitivity reactions were relatively balanced between 
treatment groups and generally consistent with the current Lantus labeling. The 
incidence of injection site reactions is shown below.  The most common preferred 
terms were ‘injection site bruising’ and ‘injection site pain’. There were no serious 
reactions.

T1DM T2DM
Toujeo Lantus Toujeo Lantus

Any injection site reaction 2.6% 1.6% 2.4% 3.1%
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11. Other Relevant Regulatory Issues 

Proprietary name of product

On 7 Jul 2014, DMEPA issued an approval letter for this NDA approving the name “Toujeo 
SoloStar”.  However, in the majority of labeling, i.e. where only the drug is referenced, the 
name “Toujeo” is used without SoloStar. DMEPA clarified in an email dated 24 Feb 2014 that 
it is acceptable to use only Toujeo when referring to the drug. If the Sponsor developed a new 
device and wanted to change the ‘SoloStar’, i.e. device part of the proprietary name that could 
be accomplished with a new review.

Use of proprietary name ‘Lantus’ in Toujeo labeling

The Division sought input from the Office of Regulatory Policy regarding use of the 
proprietary name Lantus in the Toujeo label. The Sponsor is requesting to use the trade name 
of the comparator product (Lantus) in the Toujeo label.  The Sponsor cites Humalog, Novolog, 
and Bydureon as precedent (which was confirmed by the Office of Regulatory Policy) for use 
of the comparator trade name in approved labeling by the same sponsor.  In support of its 
request, the Sponsor raises certain scientific considerations regarding potential differences 
with other 100 U insulin glargine products, with which the Division agrees. Based on Division 
experience, U-100 insulin glargine products approved under the 505(b)(2) pathway should not 
be considered the ‘same’ as the listed drug.  Therefore, the Office of Regulatory Policy has 
stated there is no reason to recommend against the use of “Lantus” in the Toujeo labeling in 
these specific circumstances (i.e., describe the comparator as “Lantus (insulin glargine), 100 
U/mL” the 1st time it’s referenced in labeling, and subsequently describe as “Lantus”).

Unit definition of insulins and unit-to-unit conversion

Extensive discussion occurred within the Division and between the Division, the Office of 
Clinical Pharmacology, and the Office of Drug Evaluation II regarding the lower PD effect of 
U-300 compared with U-100 on a unit to unit basis.

Dr. Parks, Deputy Director of ODE II, consulted the Biosimilars Committee by email with 
regard to concerns raised by the Office of Clinical Pharmacology regarding the PK/PD 
differences between the two formulations of glargine and how that would affect the unit 
definition of insulins. OCP also raised concern about implication to 505(b)(2) products and 
biosimilars.  

Dr. Parks’ email noted that based on a WHO expert committee on biological standardization, 1 
Unit of insulin = 6 nmol of recombinant human insulin (RHI) and the majority of insulin 
preparations are marketed at a strength of 100 U/mL (600 nmoles/mL).  While no approved 
insulin preparations are considered interchangeable, switching does occur and often the dosage 
conversion is on a unit-to-unit basis.  Recognizing that clinical practice involves switching 
from insulin to insulin, FDA labels recommend close monitoring for glycemic control when 
this is done and when differences in PK/PD effects have been observed, labels may also advise 
that higher or lower amounts of insulin may be required upon switching.
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Therefore, the basis for the approval recommendation is that:
1. DMEP believes the differences in PK/PD can be labeled
2. The PK/PD differences are not clinically relevant based on clinical efficacy trial data 
(also to be labeled)
3. We are not aware of a regulatory or legal basis for requiring company to reformulate if 
there are data to support labeling for safe and effective use of this product. 
4. Toujeo is not being labeled as interchangeable or pharmaceutically/therapeutically 
equivalent to insulin glargine and will contain similar language to other insulin products about 
glycemic monitoring upon ‘switching’ between insulin products
5. This is not a 505(b)(2) application. Putting aside the protein aspect of this product, 
even if this was a 505(b)(2) application the company conducted a full clinical program to 
support labeling where differences exist between Toujeo and insulin glargine.
6. This is not a biosimilar application

Dr. Christl, Associate Director for Therapeutic Biologics, OND Therapeutic Biologics and 
Biosimilars Team (TBBT) agreed with this approach noting that the application contains 
sufficient data to support the safety and efficacy of the product for the requested indications 
and conditions of use.  Toujeo is not being labeled to specifically be used as an alternative 
medication to Lantus.  Therefore, there would be no information in the labeling for Toujeo that 
would suggest a unit-to-unit equivalence between the products.  In addition, even the approved 
products labeled as 100 U/mL may not have unit-to-unit equivalence, thus necessitating dose 
titration to effect.  For example, in pre-approval phase 3 studies it appeared that at higher doses 
Levemir may have had lower in vivo potency than NPH. Therefore, there is precedent for 
approving insulins that do not demonstrate clear unit-to-unit-equivalence.

In the context of biosimilars, the products must be the same strength and there can be no 
clinically meaningful differences.  If this were being evaluated as a biosimilar, there would be 
a question of whether the product were truly the same strength, regardless of the ability to 
support that the observed differences in PK do not translate into clinically meaningful 
differences.  However, these are not requirements for a 501(b)(1) NDA.  Since we do not 
expect other U-100 products to support that they, in fact, have 100 U/mL by demonstrating 
similar PK to other U-100 products, we do not see a rationale for requiring a unit-to-unit 
equivalence through PK for Toujeo.

12. Labeling

A line-by-line labeling review is being completed separately.

High Level Labeling issues:

Lantus data in Toujeo labeling

Discussion occurred between the Division, ODE II leadership, and the OND Director 
regarding the appropriateness of including safety data regarding Lantus in the Toujeo label.  
As Toujeo has the same active ingredient as Lantus, including safety studies/data from the 
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 Risk Benefit Assessment

Approval is recommended because there is substantial evidence of effectiveness from four
adequate and well-controlled pivotal phase 3 trials for the claimed indication (improvement in 
glycemic control in patients with diabetes mellitus).  In this NDA the determination of 
effectiveness is based on the surrogate endpoint of HbA1c which is consistent with the current 
approach to diabetes drug evaluation. The FDA draft guidance entitled Guidance for Industry, 
Diabetes Mellitus:  Developing Drugs and Therapeutic Biologics for Treatment and Prevention 
states, “For purposes of drug approval and labeling, final demonstration of efficacy should be 
based on reduction in HbA1c (i.e., HbA1c is the primary endpoint of choice, albeit a 
surrogate), which will support an indication of glycemic control.”  My recommendation is 
aligned with all of the primary reviewers. No reviewer identified deficiencies with the 
efficacy studies including choice of endpoint, choice of control, conduct of the studies, and 
appropriateness of statistical analyses including handling of missing data. Overall, the efficacy 
assessment of this NDA was fairly straightforward, with the exception of the observed lower 
in vivo potency (pharmacodynamic effect) of Toujeo vs. Lantus. As discussed in this review 
there was some concern of the clinical implication of this difference. Ultimately, all disciplines 
agreed that labeling could satisfactorily address this issue. Further, there is precedent for this 
approach as discussed above.

With regard to safety, the known and labeled risks of insulin drugs, including hypoglycemia, 
were assessed adequately in the Toujeo development program and found to be consistent with 
the known safety profile of Lantus and insulins in general.  There were no unexpected safety 
findings, and no safety issues that need further assessment in postmarketing studies. 

 Recommendation for Postmarketing Risk Evaluation and Management Strategies

None
 Recommendation for other Postmarketing Requirements and Commitments

None
 Recommended Comments to Applicant

No comments are recommended to the applicant at this time.
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