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Prospective, 6 month, open label, conversrion
study from mycophenolate mofetil to
mycophenolate acid evaluating the reverity
of garstro-interstinal rymptoms and mycophe-
nolic acid urinary metabolite ar a surrogate
marker of plarmatic area under the curve
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I Background | Objectives

Treatment with mycophenolate mofetil (MMF) in the kidney trans- The first objective was to evaluate side effects of MPA on a six months basis. The
plant population often results in adverse gastro-intestinal (Gl) second one was to evaluate correlation between urinary MPAG and plasmatic
events, which can lead to dose reductions that in turn can in- MPA.
crease the risk of rejection. Studies have shown that mycophenolic
acid (MPA) has a better Gl side effect profile then mycophenolate
mofetil (MMF) up to three months after initiation of treatment 2.
Measurement of 12 hours plasmatic MPA area under the curve
(AUC) 1s the most accurate way to determine M PA exposure, but it
Is time and ressources consuming. MPA glucuronide (MPAG) 1s the
most abundant metabolite of MPA and 1t i1s eliminated via the urine.
The quantity of MPAG in the urine, If shown to correlate with plas-

Open label single center study of 56 kidney transplant patients receiving MMF un-
derwent an equimolar conversion to MPA. The study took place between September
2007 and December 2013. Patients filled the gastrointestinal symptom rating scale
_ (GSRS) questionnaire at study entry, month 1,3 and 6. Thirteen of the 56 patients had
ma levels of MPA, could serve as a surrogate marker for plasmatic 12 hours plasma MPA AUC and 12 hours urine content of MPAG measured by high

MPA AUC. performance liquid chromatography at month 1 and 3 after conversion.

Scoreforeachdimension ofthe GSRS ques- Table 1. Comparisons ofF the total GSRS score and the score ofF each
tionnaire decreases significantly as soon dimension at month 1, 3 and 6 versus baseline
as one month after conversion and stays .
statistically significant up to 6 months when Variable Comparison | Number of | Mean Mean ~ Mean p-value *
compared with baseline (p<0.0001) (Table 1). with baseline patients before after differences
The diar_rhea dimension goes from a mean Month 1 56 4.7 3.1 -1.7 < 0.0001
21;4_7 P”t'”t?émf“rfhc“”f_ri'?” to @ mean of Diarrhea Month 3 55 4.6 2.7 1.9 < 0.0001
.7 points at6 months, which translates clin-
ically from « moderately severe » diarrhea sl (= o3 4.6 2-7 1.9 < 0.0001
to aI{{GnS'liFlicédisc:Dn'éfnrt » Dluer tin5'|e. {llsn, the Month 1 56 34 23 1.1 < 0.0001
tota score drops almost5 points over i : _
6 months (p<0.0001). 85.2% of patients could Indigestion Month 3 55 3.3 2.3 1.0 < 0.0001
tolerate initial or a higher dose of MPA. Month 6 23 3.3 2.2 -1.1 < 0.0001
Correlation between urinary amount of _ _ s U o6 2.2 1.9 -0.4 0.0144
MPAG excretedin 12 hours and the 12 hours Constipation syndrome Month 3 55 2.3 1.8 -0.5 < 0.0001
plasmatic MPA AUC was r=0.82 (p=0.0011) Month 6 53 2.3 1.9 -0.4 0.0120
at month 1 (figure 1) and r=0.87 (p=0.0002)
at month 3 (figure 2) and remained statis- ) ) JoC Il 26 2.6 2.0 -0.6 0.0002
tically significant with a correction for the Abdominal pain Month 3 5 2.6 1.9 -0.6 0.0004
glomerular filtration rate (r=0.93 (p<0.0001) Month 6 53 25 1.8 -0.8 < 0.0001
atmonth 1 and r=0.84 (p=0.0004) at month 3).
Kidney function and the cell blood counts Month 1 o6 2.2 1.6 -0.5 0.0097
were stable throughout the study. Reflux syndrome Month 3 55 2.1 1.6 -0.5 0.0052
Month 6 53 2.1 1.4 -0.7 < 0.0001
Month 1 56 15.0 10.9 -4 .2 < 0.0001
GSRS total score Month 3 55 14.9 10.3 -4.6 < 0.0001
Month 6 53 14.8 9.9 -4.9 < 0.0001

*t-test for variables with normal distribution. Signed Rank test otherwise

Figure 1. Correlation between plasmatic MPA AUC_
and urinary excretion of MPAG_ ., 1 month after and urinary excretion of MPAG
conversion conversion

Figure 2. Correlation between plasmatic MPA AUC
3 months after
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