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1. Introduction  
 
The applicant proposed Suclear for colon cleansing as a preparation for colonoscopy in adults. 
Suclear is a combination product consisting of two major components: 1) a sulfate salt solution 
and 2) a polyethylene glycol (PEG) plus electrolyte solution.  Two dosing regimens were 
proposed: 1) a “Split Dose (2-Day)” regimen (in which the sulfate salt solution is consumed 
the night before colonoscopy and the PEG plus electrolyte solution is consumed the following 
morning before colonoscopy) and 2) a  (1-Day)” regimen (in which both 
components are consumed the night before colonoscopy). The results of two adequate and well 
controlled clinical trials were submitted to support approval.  In each trial, the control arm was 
an approved product for the indication, and the applicant concluded that the trial results 
established that Suclear is noninferior to each active control.  
 
The reviewers and CDTL have recommended approval.  I concur.  The major efficacy review 
issues included: 1) whether the applicant provided sufficient information to establish that the 
combination rule had been fulfilled, 2) whether the approved label should include the  

 (1-Day)” (entire regimen administered the day prior to colonoscopy), and 3) whether the 
applicant had established that Suclear was noninferior to the active control in each of the two 
major randomized, controlled trials submitted for review.  The major safety issues included: 1) 
whether the eGFR, creatinine and other laboratory data available from the two assessments 
(baseline and day of colonoscopy) in the trials raised sufficient safety concerns to justify 
requiring a post marketing safety trial, and  2) considerations regarding potential adverse 
safety impact of the PEG process impurities,    
 

2. Background 
 
There are a number of osmolar cathartic agents marketed for colon cleansing for colonoscopy 
and/or surgery.  The contents of those agents are summarized in the table below to facilitate a 
comparison of the specific salt content of Suclear and marketed products. Suclear contains two 
separate components, each of which is a component of two approved colon cleansing products 
listed in the table below (rows highlighted with shading), i.e., Suprep and Half-lytely.   
 
The two components of Suclear are: 
 

(1) sodium sulfate (17.51g), potassium sulfate (3.13g) and magnesium sulfate 
(1.6g) oral solution that must be diluted prior to ingestion [half of the dose in Suprep; 
there is one 6-oz bottle in Suclear compared to two 6-oz bottles in Suprep], and 
 
(2) PEG-3350 (210 g), sodium chloride (5.6g), sodium bicarbonate (2.86 g) and 
potassium chloride (0.74g)  powder that must be constituted into an oral solution prior 
to ingestion [the PEG and electrolytes component of HalfLytely]. 
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The approved osmotic colon cleansing product labels (not just the oral sodium phosphate 
products) carry very similar, if not identical, warnings regarding risks of dehydration and 
serious fluid and electrolyte adverse effects and their consequences (including seizures and 
cardiac arrhythmias).  Postmarketing safety studies were a condition of approval of recently 
approved osmotic colon cleansing products Suprep and Prepopik.  With regard to the PMR, 
the Suprep approval letter states, “We have determined that an analysis of spontaneous 
postmarketing adverse events reported under subsection 505(k)(1) of the FDCA will not be 
sufficient to identify unexpected serious risks of ischemic colitis, renal failure or other serious 
renal disease, seizure disorders, new arrhythmias, or other uncommon but serious adverse 
events. Available data for other drugs in the same pharmacologic class indicate the potential 
for these serious risks. Analysis of spontaneous postmarketing adverse events also will not be 
sufficient to assess the signals of serious risks of aggravation of gout and serious outcomes 
associated with elevations of creatine kinase related to the use of the drug.”  The Prepopik 
letter stated, “We have determined that an analysis of spontaneous postmarketing adverse 
events reported under subsection 505(k)(1) of the FDCA will not be sufficient to assess a 
signal of a serious risk of renal insufficiency associated with the use of Prepopik (sodium 
picosulfate, magnesium oxide and citric acid) for Oral Solution, 10 mg sodium 
picosulfate/sachet.” 

 
Regulatory History of Current NDA:  Key points in the regulatory history were summarized in 
the CDTL review.  They related to selection and justification of the noninferiority margin, the 
preferred analysis population, and addressing missing data in analyses. In an advice letter 
dated January 30, 2009, the Division recommended selection of a noninferiority margin based 
on historical evidence of the efficacy of the active control.  The letter also recommended that 
the noninferiority analysis should be conducted on both ITT and per protocol (PP) populations.  
In a subsequent advice letter regarding the statistical analysis plans for the two major efficacy 
trials (June 9, 2009), the Division recommended use of a noninferiority margin of 9%, instead 
of 15%, and performance of the primary efficacy analysis using the PP population.     
  
No regulatory record of the Division notifying the applicant that they must provide evidence 
the product under development meets the combination rule was identified.  The applicant did 
not request an end of phase 2 meeting or a pre-NDA meeting, the settings in which this advice 
is generally documented.  The applicant did not specifically address the combination rule in 
the NDA, as submitted.  The reviewers sent an information request to the applicant during the 
review cycle requesting that the applicant submit information to establish that this important 
requirement (21 CFR 300.50) had been met.  The information submitted for review and the 
reviewers’ conclusions can be found in both the Clinical review and in the CDTL review     
 
At the time the phase 3 trials were designed, the active comparator arm in one of the trials 
(Study 301), HalfLytely with 10 mg bisacodyl was an approved and marketed product.  In the 
interim since the trials’ initiation, the comparator product was removed from the market for 
reasons of safety, as stated above, and a Halflytely product with a lower dose of bisacodyl 
replaced that product.  Use of the previously marketed Halflytely product as the control arm in 
the trials that support the NDA under review is acceptable since the basis of removal of the 
product from the market was not efficacy, and the safety issue (ischemic colitis) could be 
assessed within the context of the controlled clinical trials submitted for review.     
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risk level) and the EPA  reference dose and safe limit in  for 
children sufficient to justify the safety of this limit for Suclear.  The latter limits exceed those 
proposed for Suclear.       

5.    Clinical Pharmacology  
The Clinical Pharmacology review found the application acceptable for marketing approval as 
long as labeling recommendations were adequately addressed and as long as the Clinical team 
found the information submitted by the applicant to address the Combination Rule (21 CFR 
300.50) adequate to meet this regulatory requirement.  The Clinical Pharmacology reviewers’ 
labeling recommendations were addressed in labeling negotiations.   
 
The Clinical Pharmacology reviewers expressed concern about the absence of a full factorial 
study to address the Combination Rule; however, they recognized that there are ethical issues 
associated with conducting a full factorial study if the individual components of the 
combination are expected to have inadequate efficacy.  The applicant submitted 
pharmacodynamic stool weight and “scatocrit” (percentage of stool solids, determined by 
taking a 5 g stool sample from the final bowel movement, centrifuging it, decanting the fluid, 
and weighing the pellet: % stool solid=(pellet weight/5g) x 100) data as a key component of 
the evidence to support that the Combination Rule was met.  The Clinical Pharmacology 
reviewers evaluated the strength of the evidence that these PD data correlated with or predicted 
efficacy.  They concluded these data “for various approved and unsuccessful bowel cleansing 
preparations suggest a relationship between the PD endpoint and efficacy.”  The Clinical 
Pharmacology review states that the information submitted by the applicant “suggest likely 
correlation between the PD endpoint and the clinical efficacy outcomes” based on the 
following (reproduced here from their review): 
 

1) the observed trend for association between PD parameters and clinical efficacy 
noted for the single components of approved HalfLytely or half-doses of approved 
NuLYTELY 4L,  
2) the observed association between the PD parameter and clinical efficacy noted for 
the full dose of approved Suprep, along with higher scatocrit (PD) noted for ½ dose of 
Suprep, and 
 3) the comparable efficacy of full doses of Suprep and BLI850 in randomized clinical 
trials (93.5% vs. 97.2%).   
 

The submitted PD data for each component of the combination suggest each would be 
inadequate as a stand alone colon cleansing prep and make it ethically difficult to justify 
conduct of a full factorial study.  The applicant did provide efficacy data from a clinical trial 
conducted in support of a previous NDA that established that the PEG plus electrolytes 
component of Suclear is ineffective as a stand alone bowel cleansing prep for colonoscopy.  
The Clinical and CDTL reviews include a detailed analysis of the information submitted to 
address the Combination Rule, and I concur with them that the scientific standards of the 
Combination Rule have been met.    
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I concur with the Clinical Pharmacology reviewers that a trial to investigate a drug/drug 
interaction between the two components of Suclear is unnecessary.  The basis for their 
conclusions is documented in their review.    
 
A pharmacokinetic study was not conducted with the Suclear product.  A pharmacokinetic 
evaluation of the sulfate solution component was submitted in the Suprep NDA (double the 
sulfate solution dose of the sulfate solution component of Suclear).  In that study, Suprep was 
administered in a split dose, with 12 hours between doses.  Because the sulfate solution 
administered in Suclear is merely one of the two doses administered in this PK study of  
Suprep, the PK data associated with the first dose in this study were relevant for inclusion in 
the Suclear product label.  (Blood samples were obtained pre-dose, and at 1, 2, 4, 8, and 10 
hours after the first dose.)  Given the availability of these relevant data, a new pharmacokinetic 
evaluation of serum sulfate levels was not considered necessary for this new NDA.  A 
summary of these sulfate data (in healthy subjects, subjects with renal impairment and subjects 
with hepatic impairment) can be found in the Clinical Pharmacology and CDTL reviews.   
 
The reviewers noted that PEG3350 pharmacokinetic data are lacking and that the applicant had 
pointed to literature to support their contention that PEG is not absorbed.  The reviewers 
agreed that the submitted literature suggests that PEG absorption is minimal; however, these 
studies did show PEG is absorbed and renal excretion was documented.   The reviewers 
initially recommended a pharmacokinetic evaluation of PEG3350 as a post marketing 
commitment; however, the clinical team noted that since  
exposures are of interest from a safety standpoint, that the pharmacokinetic study should also 
include measurement of these potential impurities.  As this would constitute important safety 
information, the clinical team recommended this evaluation should be required as a PMR 
under FDAAA.  When the  impurity limits were 
evaluated and finalized, the Clinical Pharmacology reviewers argued that these low limits 
made it difficult to justify requiring this pharmacokinetic trial for safety reasons.  The Clinical 
team disagreed because they had questions about whether the levels of  

changed when PEG it is exposed to gut flora post ingestion. In light of the 
clinical team’s concerns regarding the lack of exposure data for  

the Clinical Pharmacology reviewers ultimately agreed that the PEG pharmacokinetic 
study would be conducted as a PMR under FDAAA.   I concur with this decision.  Refer to 
Section 8 Safety of this review for a description of this trial.   
 
I concur with the CDTL and Clinical Pharmacology reviewers’ determination that a thorough 
QT study was not necessary to support approval of this NDA and that a thorough QT study 
will not be required as a postmarketing safety evaluation.  The electrolyte shifts that may occur 
when taking bowel cleansing products are known to have a potential impact on cardiac 
conduction.     

6. Clinical Microbiology  
Not applicable.   
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Table 2 (Applicant’s) Colonoscopist Colon Cleansing Assessment Scores 
 

Score Grade Description 
 

1 
 
           Poor Large amounts of fecal residue, additional cleansing 

required 
 

2 
 
           Fair Enough feces or fluid to prevent a completely 

reliable exam 
 

3 
 
          Good Small amounts of feces or fluid not interfering 

with exam 
 

4 
 

Excellent No more than small bits of adherent feces/fluid 

 
Secondary endpoints included:  1) adequacy of colon cleaning, defined as cleansing adequate 
for evaluation, and need for re-preparation, 2) number of excellent preparations, and 3) number 
of colonoscopic examinations in which the cecum was reached.  There was no prespecified 
plan for adjusting for multiplicity for analysis of the secondary endpoints.   
 
As noted earlier in this review, the regulatory record includes a 2009 letter from FDA stating 
the noninferiority margin should be based on the historical evidence of efficacy of the active 
control.  A subsequent letter, also in 2009, recommended use of a 9% margin, instead of 15%.  
The applicant utilized a 15% margin to analyze the trials and did not adequately justify that 
margin.  They did not identify placebo controlled trials of the active controls (Moviprep and 
HalfLytely) that established the treatment effect of the active controls. The applicant also did 
not accept the margin suggested by the FDA correspondence.  It should be noted that no 
placebo controlled trials were identified by the reviewers that supported the 9% margin 
recommended in the FDA correspondence. (Examination of the statistical review of the 
statistical analysis plan, dated March 31, 2009, suggests that that margin was selected based on 
what might be considered an acceptable relative decrease in efficacy, “For protocol BLI850-
301, choosing δ=15% implies that as much as a 17.2% relative decrease of assumed expect 
event rate of 87% for HalfLytely might occur in patients prepared with BLI-850. This may 
occur with small probability but may not be acceptable. If at most a 10% relative decrease is 
considered acceptable, then the delta would be 9%..........For protocol BLI850-302, choosing 
δ=15% implies that as much as a 16.8% relative decrease of assumed expect event rate of 89% 
for MoviPrep might occur in patients prepared with BLI-850. This also may not be acceptable. 
If a 10% relative decrease is acceptable, then the delta would be 9%.”)   In light of the absence 
of placebo controlled trials to establish the treatment effect of the active control arms, as set 
forth by ICH E10, and other concerns described below, the Statistical Reviewer did not 
conduct exploratory analyses of noninferiority based on the 9% margin suggested by FDA.  
 
The lower bound for the confidence interval for the difference between the two arms in the two 
trials, as reported by the applicant for the mITT population, were greater than -9% : -0.8% in 
Study 301 and -5.0% in Study 302.  Both fell within the margin that the FDA had suggested in 
correspondence, a margin that was also not based on the necessary evidence as required by 
ICH guidelines.  However, had there been adequate evidence to support the 9% margin, the 
statistical reviewers had other concerns about the adequacy of the trial designs for establishing 
noninferiority, which negatively impact the interpretability of the observed differences 
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The Clinical Reviewer of the Prepopik NDA stated the following regarding the Aronchick 
scale in her review, “The Aronchick Scale is universally accepted and has been used in other 
pivotal trials….”   
 
Review of the Moviprep product label indicates that additional scoring systems were utilized in the 
registration trials for that product: 
 
 Scoring system for Moviprep Study 1 (Split Dose): 
  *A: colon empty and clean or presence of clear liquid, but easily removed by suction 

†B: brown liquid or semisolid remaining amounts of stool, fully removable by suction or 
displaceable, thus allowing a complete visualization of the gut mucosa 
‡C: semisolid amounts of stool, only partially removable with a risk of incomplete visualization 
of the gut mucosa 
§D: semisolid or solid amounts of stool; consequently colonoscopy incomplete or needed to be 
terminated. 
 

Scoring system for Moviprep Study 2 (Same day/Day Before regimen): 
  *A: empty and clean or clear liquid (transparent, yellow, or green) 

†B: brown liquid or semisolid remaining small amounts of stool, fully removable by suction or 
displaceable allowing a complete visualization of the underlying mucosa 
‡C: semi solid only partially removable/displaceable stools; risk of incomplete examination of 
the underlying mucosa 
§D: heavy and hard stool making the segment examination uninterpretable and, consequently, 
the colonoscopy needed to be terminated 

 
 
 
The Ottawa Scale (shown below) was utilized to assess a secondary endpoint in the Prepopik 
registration trials, cleansing score of the ascending colon. This scale’s intended use is to 
provide a total score and overall colon cleansing assessment based on subscoring the quality of 
cleansing of each colon segment.   
  

Ottawa Scale Grade  Description  
0  Excellent: Mucosal detail clearly visible. If fluid is present, it is 

clear. Almost no stool residue.  
1  Good: Some turbid fluid or stool residue but mucosal detail visible.

Washing and suctioning not necessary.  
2  Fair: Turbid fluid or stool residue obscuring mucosal detail. 

However, mucosal detail becomes visible with suctioning. 
Washing not necessary.  

3  Poor: Presence of stool obscuring mucosal detail and contour. 
However, with suctioning and washing, a reasonable view is 
obtained.  

4  Inadequate: Solid stool obscuring mucosal detail and contour 
despite aggressive washing and suctioning.  

 
 
It is of interest to compare the Aronchick scale-derived HalfLytely success rate data from the 
two Prepopik registration trials, 74.4% and 79.7%, to the HalfLytely success rate observed 
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with the applicant’s scale used in Study 301 (Day-Before/1-Day) , 83.5%.  The success rate 
was fairly similar, though numerically higher, in Study 301; however, this is an exploratory 
cross study comparison.  Exploration of the relative proportion of “excellent” preps when 
Aronchick is utilized versus the scoring system in Study 301 reveals that the rates of excellent 
preps in the HalfLytely arms of Prepopik trials (Aronchick scores), 34 and 40%, are similar to 
the rate of Excellent preps, 36%,  observed for the Halflytely arm of Suclear Study 301.   
 
Similar comparisons can be explored, using the Split Dose regimen Moviprep data from its 
product label and the Moviprep data from the Split dose Study 302 in the Suclear NDA.  The 
success rate for Split Dose Moviprep in its label is 88.9%, using the success definition: 
[Moviprep NDA success = (A: colon empty and clean or presence of clear liquid, but easily 
removed by suction) + (B: brown liquid or semisolid remaining amounts of stool, fully 
removable by suction or displaceable, thus allowing a complete visualization of the gut 
mucosa)].  The Moviprep success rate in the Split Dose Suclear trial is numerically higher, 
93.6%.   As with the HalfLytely cross study comparison exploration, the rates are similar, 
despite use of the different scales.   
 
The Moviprep Clinical review posted on the web at the Drugs@FDA website contains the 
following breakdown of the scores observed in the split dose Moviprep trial, which suggests 
that although the “success” rates are similar when using the different scales, the distribution 
between excellent vs. good (in the current NDA) compared to Grade A vs. B in the scale used 
in the Moviprep NDA (split dose trial) is quite different.  They are nearly evenly split between 
excellent/good with the scale used in the current NDA, and much more predominantly Grade 
B in the Moviprep NDA. 
 
Table 9:  The  number(%) of PP* patients with effective colon cleansing rated  by the 
expert 

 
 
There are a number of factors that could contribute to the differences in distribution of the 
scores contributing to the overall responder definition in the Moviprep and Suclear 
applications.  Although the trial methodology may have contributed to apparent differences 
[(1) the Moviprep trial utilized expert panels who scored videotapes, while the current NDA 
trials relied on the investigator giving an overall score at the time of actual endoscopy, and (2) 
the independent panel in the Moviprep trial scored both the appearance of colonic mucosa at 
ingress and egress and the default score was the worst of the two, whereas the Suclear trial just 
recorded the overall impression of the endoscopist at completion of endoscopy], it appears the 
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of a “statistically significant difference” may only reflect chance, in the context of these 
multiple comparisons.   
 
There was particular interest in examining the dataset for low serum bicarbonate and high 
anion gap in light of the presence of sulfate in Suclear (sulfate can function as an organic acid) 
and concerns raised regarding the potential for presence of  impurities in PEG 
solutions.  Both may be expected to produce a high anion gap metabolic acidosis.  Suclear and 
both the active comparators contain PEG, and the PEG amounts are similar.  Suclear and 
Moviprep both contain sulfate salts. The sulfate content in Suclear is somewhat higher than 
Moviprep.  (See Section 2 Background above for summary comparisons of product content.)   
 
There was a numerically higher rate of high anion gap in both arms of  “Split Dose” Study 
302, compared to the arms in the “Day Before” Study 301, despite similar amounts of PEG 
administered in all arms of these trials.  These differences may not be real and could merely be 
due to the fact that these are cross study comparisons.  If real, they could be related to closer 
proximity of the laboratory evaluation of the last administered dose of drug in the “Split dose” 
trial.  The proportion of Suclear treated patients with high anion gap appears higher in Study 
302 than in Study 301.   
 
With regard to low serum bicarbonate levels, the rates are similar between arms in the “Day 
Before” Study 301.  The proportion of Suclear treated patients who shifted to low serum 
bicarbonate is similar between the two trials.  There was a higher proportion of patients with 
low serum bicarbonate in the Moviprep arm than the Suclear arm of the “Split Dose” Study 
302, despite the similar PEG content in the two products and the somewhat lower sulfate level 
in the Moviprep product.   The percentage of low serum bicarbonate in Study 302 is similar to 
that observed in the Split Dose study conducted to support the Suprep NDA approval, in which 
13% of Moviprep arm patients developed low serum bicarbonate on the day of colonoscopy 
(14/23 had high anion gap) and 11% of the Suprep arm had low serum bicarbonate (16/20 had 
high anion gap).  In Study 302, there was a higher proportion of patients in the Suclear arm 
that had a high anion gap than had a low serum bicarbonate.  The Clinical reviewer has 
explained that this was secondary to contributions of  sodium and chloride shifts.   
 
Pharmacokinetic and electrolyte data from Study BLI300-101 allowed exploration of serum 
bicarbonate levels by time of laboratory assessment relative to administration of a Suprep dose 
in my review of the Suprep NDA (table reproduced below).  That exploration suggested the 
greatest shifts downward in serum bicarbonate occurred when serum sulfate levels were 
highest.  In light of this, shifts in serum bicarbonate on the day of colonoscopy related to 
sulfate exposure would be expected to be consistent in the Suclear arm between Study 301 and 
Study 302, since the sulfate solution component of Suclear is administered the day prior to 
colonoscopy in both regimens.  However, for Moviprep in the Split Dose Study 302, the 
sulfate ion exposure occurs again with a dose of Moviprep the morning of the procedure.   
This difference between timing of sulfate administration relative to laboratory assessment 
might have contributed to observed differences in serum bicarbonate between Suclear and 
Moviprep in Study 302.   
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Summary.      I concur with the CDTL and Clinical reviewer that no significant safety signals 
have been identified that preclude approval of this product. Fluid and electrolyte shifts, as well 
as shifts in renal function, which are known to be associated with colon cleansing products, 
were observed in this NDA.  Class labeling has been developed to address these known 
adverse reactions and I concur with the reviewers of this NDA that the Suclear label should 
also carry these warnings.  As noted earlier, this NDA did not incorporate safety laboratory 
evaluations beyond the day of colonoscopy, which is not historically unusual for clinical 
development programs for bowel cleansing products for colonoscopy.  The recently reviewed 
NDA for Prepopik included trials that incorporated additional monitoring, which documented 
that in some patients there are even greater shifts in creatinine and eGFR that occur beyond the 
day of colonoscopy (including new shifts in patients who had not shifted to abnormal on the 
day of colonoscopy). The active control agents in the Prepopik registration trials were the 
same active controls for the Suclear trials. The presumed etiology of the creatinine and eGFR 
changes is volume contraction, perhaps compounded by resuming hypertension medications 
and/or other medications such as NSAIDs.  The contribution of the effects of sedation during 
colonoscopy can’t be excluded.  In the absence of follow-up testing in the registration trials for 
Suclear, it must be assumed that had follow-up examinations been performed, a similar 
continued deterioration would have been observed in a subset of patients.   
 
Bowel cleansing products are designed to cause diarrhea. They can cause vomiting and volume 
contraction. A thorough knowledge of each patient’s physiological response to a bowel prep 
could be expected to reveal a variable impact, depending on whether a patient becomes 
nauseated, vomits, cannot or does not adequately hydrate, has co-existing medical conditions 
that cause altered renal perfusion or renal function, or takes medications that alter renal 
perfusion/renal function.  There are multiple factors that could influence how an individual 
patient responds to osmotic catharsis.  Sedation for colonoscopy may also cause hypotension, 
which could negatively impact renal function. Obtaining additional information for further 
analysis may help identify those patients who are more at risk for having adverse effects 
associated with colon cleansing.  Such information may help identify ways to more effectively 
provide supportive care during and after bowel preps. The reviewers discussed and agreed that 
a PMR safety trial should be required to better assess the effects of Suclear on fluid status and 
serum chemistry (including renal function), as well as to more thoroughly assess the 
contributing risk factors for these changes.   The approval letter will state the following (to 
address both the fluid and electrolyte issues raised by the clinical trial review, as well as the 
safety issues related to PEG impurities): 
 
“We have determined that an analysis of spontaneous postmarketing adverse events reported 
under subsection 505(k)(1) of the FDCA will not be sufficient to assess a known serious risk 
of fluid and serum chemistry abnormalities, and the signal of a serious risk related to exposure 
to toxic impurities  associated 
with the use of Suclear (sodium sulfate, potassium sulfate, and magnesium sulfate oral solution 
and PEG-3350, sodium chloride, sodium bicarbonate and potassium chloride powder for oral 
solution)…..Finally, we have determined that only clinical trials (rather than a nonclinical or 
observational study) will be sufficient to assess a known serious risk of fluid and serum 
chemistry abnormalities and the signal of a serious risk related to exposure to toxic 
impurities.” 
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• Study completion: 09/19 
• Study report submission: 12/19 

  

11. Other Relevant Regulatory Issues 
Four clinical sites were inspected by DSI (two from each of the two major trials submitted to 
support this NDA).  The DSI reviewers concluded that the data from the sites appeared reliable 
and could be used in support of the NDA.   
 
The Applicant provided a signed 3454 form for Certification of Financial Interests and 
Arrangements of Clinical Investigators denying any financial arrangements with the clinical 
investigators from the sites that performed the clinical trials Study 301 and Study 302,  as 
defined in 21 CFR 54.2(a). 
 
I concur with the Clinical reviewer and the CDTL that the Combination Policy has been 
adequately addressed in this NDA.  It was determined that a full factorial study could not be 
required to address the combination rule due to serious ethical concerns because review of the 
information submitted by the applicant in response to an information request during the review 
cycle (including a clinical trial of the PEG component of Suclear and a pharmacodynamic 
study of the PEG component, the sulfate solution component, and a combination of the two) 
indicated that each component as a stand alone would result in inadequate colon cleansing for 
colonoscopy.  The details of the review that formed the basis for this decision can be found in 
the Clinical and CDTL reviews.  Additional information regarding the PD assessment can be 
found in the Clinical Pharmacology review. 
 
  

12. Labeling 
 
DMEPA conducted name reviews and determined that the name, Suclear, was acceptable.   
 
The Clinical Reviewers worked with the reviewers from DMEPA and OMP to assure that the 
product label, patient instructions for use and the Medication Guide provided adequate clarity 
to assure that patients understood how to correctly administer Suclear.  In addition, the 
reviewers worked to assure that information regarding the dietary component of the colon 
cleansing preparation in the information provided to patients in product labeling is appropriate 
and clear.  This review and resulting labeling revisions were guided by the framework of the 
clinical trial protocols; however, the reviewers noted as they worked to develop clarity in the 
labeling instructions that consistent handwritten instructions for patients were not part of the 
protocol documents.  This may have contributed to some of the protocol deviations related to 
food restriction and timing of taking doses described in the Clinical review, which are 
summarized in the table below.  The Clinical reviewer found that most of the food restrictions 
reported in Study 302 were related to eating solid food.     
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The changes in creatinine and eGFR observed in the two clinical trials submitted in this 
application (in both treatment arms) have also been observed in other studies of bowel 
cleansing products.  The trials submitted in this application did not include laboratory 
assessments beyond the day of colonoscopy.  The applicant will be required to conduct 
a PMR trial to assess fluid and serum chemistry abnormalities associated with use of 
Suclear, with assessments conducted at pre-specified intervals for at least 30 day post-
treatment, as described above in Section 8 Safety.  To assess a signal of risk related to 
presence of toxic impurities  

 associated with the use of Suclear the applicant will be required to 
conduct a PMR trial to assess systemic exposure and pharmacokinetics of PEG3350, 

 as described above in Section 8 Safety.  Consistent 
with other colon cleansing products intended for use as preparation for colonoscopy, 
Suclear will be approved with a Medication Guide.   

 
• Recommendation for Postmarketing Risk Evaluation and Mitigation Strategies  
 
The reviewers have not recommended a REMS and I concur that there is no reason to 
require a REMS.  
 
• Recommendation for other Postmarketing Requirements and Commitments 

 
As a condition of approval the Applicant will be required under Section 505(o) of the 
Federal Food, Drug, and Cosmetic Act to conduct two trials, which can be found in the 
approval letter and in Section 8 Safety of this review.  In addition, the applicant will be 
required to conduct the pediatric studies under PREA described in Section 10 Pediatrics of 
this review. 
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