CHAPTER V

DISCUSSION

Several double-blind, randomized trials have revealed that addition of MMF to an
immunosuppressive regimen consisting ‘! w and prednisolone results in a significant

reduction in the rate of bxopsy® é\l n during the first 6 months after

\
kidney transplantation.'” W, mahy gested that MPA AUC could

/ \ Noversial report for prediction
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explain the efficacy of

the occurrence of toxiciti

Our study was de

levels as well as MPA AUC t

was 6.2958 + 0.5746 rr'iT:— : ; ﬁcantly higher (p = 0.001)

than the none experienced group. For mildgto serious GAE the C trough levels (CO0)

which caused ﬂiw’]m %Wn 9%&3@ ilean + SE) and was

signific th@T é ﬂ l\;ﬁ! by Mourad et
al'® (B; % using the regimen whic composed of ster01 daily and CSA

as triple immunosuppressive regimen suggested that C peak (C0.5) was higher in the
experienced side effect group than the none experienced side effect group (C0.5 = 32.99
+ 12.59 mcg/mL VS 7.45-1 5.40 mcg/mL ; p < 0.0001, respectively) while C trough in
experienced GAE group was 2.22 + 1.13 mcg/mL and the none experienced GAE group

was 2.17 + 1.13 mcg/mL, which was not significantly different (P > 0.05). In their
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study, they indicated that C peak was C0.5, while in our study, we found that C peak
was either appeared at C0.5 (46.51%;N=20) or C1 (51.16 %;N=22) . We found that
C0.5 was significantly different between the experienced serious GAE group (C0.5 =
46.4019 + 0.0727 mcg/mL) and the none experienced GAE group (C0.5 = 29.6540 +

3.8137 mcg/mL). Besides, C0.5 was also significantly different (P < 0.05) between the

experienced serious combined mild r\.lq f] (C0.5 = 45.9445 + 0.4593 mcg/mL) and
the none experienced GAE hp.,g\C@ 5= + 3.8981 mcg/mL). By the way, C
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trough (C0) and C Wes the experienced GAE group in our study were
higher than those obtai eral reasons could be used to

1 Moura al” the median time for the

lantation was 8 day (range, 3-

explain these differe
first MPA pharmacoki

26 days) while our study 927 ‘ .10-44.13 months). This result

values measured in patients with an_ establ There is no good
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explanation for tllis;-r;&nc hypothese d, such as Bullingham R, et al

ﬁ

Behrend M, et al (1993)'3; suggested tha&jhere might be an altered enterohepatic

recircultion vt e eghl REE ke ol S} @ recipints (Asizn versus

U
European), consequence bf)the diffefence in pharnfacokinetics oﬁ&ﬂ It is known that
body (ﬂlm l@ghﬂ) Eﬁo@i Hﬁ:l:g Ann, ge A plasma levels

and MPA AUC in Asian should be higher than in European when the same fixed dose

(1996)% suggested thfj there might be c protein binding over time or

had been given. This result supported the study by Brusa P, et al (2000)?® which
indicated that given dosage related to body weight might be better than given fixed MMF

dose.
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Our results agreed with the study by Gregoor P.J.H. S, et al (1998)*', which was
designed for the patients to receive dual immunosuppressive regimen composed of MMF
2 gm daily and prednisolone. Their results suggested that there were relationship
between MPA trough levels and adverse events (all types of toxicities) in kidney
allograft recipients. The MPA trough levels were ranged from 1.90 to 9.94 mcg/mL

(mean + SE = 4.43 + 0.38 mcg/ml‘a Wffé with side effects and from 0.66 to 6.03

meg/mL (mean + SE =2.62 0.32 mog/m ts without side effects (p = 0.0006 ;
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Mann-Whitney test). ?
received triple immun I oi

L T ——— 28 " .
stu bywal (2000)”°, which the patients
dose ranging from 5

than 4 mcg/mL some

Our study found th serj@eatiaﬂge gher in patients who experienced

serious GAE, they were 2.4 mgy‘d-l:"frfpapemr 8, 2.7 mg/dL in patient number 10.
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Serum creatinine of patiénts Who experien less obviously higher than
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7 of MMﬂmetabolites were eliminated

through renal, ﬁerﬁrﬁeﬂlfswﬁw ﬁe ,ﬁaﬁuﬁi{s which indicated the
function of renalcﬂmy cause some effects on the plasma levels of MPA.

AR A8 IUNAT LAY s s

could explain the occurrence of GAE , it is also known that the C peak plasmatic values

| §
those who had no G/ﬂ. Since nearly 9

showed a wide inter-individual variability while full MPA AUC was inconvenience and
more expensive therefore C trough could be used to predict GAE in routine practice.
Outcome goal for MMF in prevention of renal rejection were the highest efficacy and the

least toxicity. If we could find the optimum points that could be used to predict both
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efficacy and toxicity at the same time, this should be useful for future monitoring of
MMF in prevention of renal rejection. However, C trough was not the single MPA
plasma level which was best correlated to MPA AUC (R? = 0.425), C0.5 showed better
correlation to MPA AUC (R? = 0.467). This result was similarly to study by Mourad et

al (B;2001)"*(R*= 0.599). Many studies had clearly demonstrated that MPA AUC could
predict efficacy for prevention \‘I
inconvenience and more e \ um blood sampling strategy is an

alternate way for pret?y\ AUC. %ggested that C0, C0.5, C1 and
C2 model (R?= 0.940 feés rodel mf MPA AUC and optimum for

routine monitoring.

enal rejection. Full MPA AUC was

compartment pharmaeoki inthe(12 'ﬁgmterval predicted MPA AUC

based on abbreviated les using i es might not be as accurated
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occurrence of Wfﬁw\ﬂ%{wﬁ ;T:fe'glinmch may be used as a

guideline for prediction of both e 1cacy and GAE toxxclty
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was small, further studies in a larger number of patients for a long term period are

required to strongly confirm the results obtained.
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