CHATER 5
DISCUSSION

The results of this study show an efficacy of low dose erythromycin for treatment of
feeding intolerance in premature infants. Infants in treatment group achieved full feeding

faster approximately one week earlier than that of placebo group. The effect of

seen even in very premature.dnfani | S@nfants in this trial were less than
32 weeks of gestation( S ecﬁ tors are presented in the

gastrointestinal tract in thes i ‘ at the ptors are able to response to

exogenous motilin agoni

Since the definition fants is problematic due to lack of

agreement on the definition, are the results among the trials. The
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definition used in this trial likely indicates mildte‘moderate feeding intolerance, that explain
Ieada :
why the age of enrollment is quite—ea: n that of previous report.(33, 39, 40)
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Although, this trial recruited.-m eding intolerance, it still showed

the efficacy of the t ent. Tl .f:' strategy of treatment of
symptomatic infants rathhan prophylaxis strategy which ﬂ}s been failed to demonstrate

the efficacy of erythromycing35, 36, 38) o/

Some ph)ﬂychgs@icz]ogangonaﬂcﬂitagsing a gastroduodenal
manome in=pr ' 4 6 | ﬁgﬂeeks’ gestation
lacked oﬂﬁgaﬁ ﬂnﬁemm Qﬂﬁ:]:, he“results of other
studies and our findings indicated a dramatic response and a decrease in gastric

emptying time and gastrointestinal transit time after initiation of erythromycin.(23, 30, 32,

37,41)

The conflicting clinical outcomes of this study compared to other clinical trials
using erythromycin in symptomatic infants with feeding intolerance(39, 40) may depend

upon several factors: (1) Most of enrolled infants in this study involved mild to moderate
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cases as noticed by earlier age at enrollment and by that almost all infants in placebo
group reached full feeding within 3 weeks after enrollment as compared to a mean of 57
days in EIHennawy A, et al and a mean of 31 days in Ng SC, et al. Milder forms of feeding
intolerance might indicate more mature gastrointestinal neuroendocrine network and better
response to exogenous motilin agonist., (2) Dose of erythromycin used in this study was

higher than that of EIHennawy's study which used a very low dose of 1.5 mg/kg/dose via
nasogastric tube. It had been show ‘ Wenal motility response to erythromycin
was dose dependent(13) and@cm ﬁg/dose intravenously had a better
clinical response and hlgher Wntravenously.(34), (3) Loading

¢ ‘Mis study was used to ensure

dose erythromycin of 10 m
adequate therapeutic blo

erythromycin stimulated an ility and de | gastric emptying time.(23, 30), (4)

as more amount of nutHEais—that-passed-siomacii-thi small intestine by effect of
erythromycin, would stinﬁa'fe astroin g nﬂeuroendocrine network.(18,
53)
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mg/kg/dose) after |n|t|al loading dose ven orally wassselected sincé.it has been shown
that mtraaum ’]ya)ﬁ/(fr] @m&um ,\Ja’sg mtﬁl’q a &Lnt of feeding
intolerance i |n premature infant and blood level of intravenous erythromycin was 4-10 times
higher than oral route.(30,32,35) In addition, given low dose of drug orally is preferable,
because, theoretically, it is safer and more practical than given intravenously, and also
avoids any possible side-effects related to high dose intravenous erythromycin.
Unfortunately, blood level of erythromycin was not measured in this study. But dramatic

clinical response in treatment group could indirectly indicate that therapeutic level being
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achieved. Erythromycin ethyl succinate was chosen due to it had been shown to be less

reported side-effects than other forms of erythromycin used in infants.

The total course of 7 days used in this trial seems to be adequate for treatment of
mild to moderate feeding intolerance. There were no rebound signs and symptoms of

intolerance after completed course, unless other secondary causes like sepsis, re-opening

case, the longer duration may re: :
possible would be prefera { : led to the medication.

There were no diff
jaundice or elevated liver ypertrophic pyloric stenosis
aring impairment has been
reported only in high do . syt omyCin | ionate or gluceptate or high
dose oral form of erythromy: wg | .. : ~unlikely to occur in low dose oral
. nd necrotizing enterocolitis were
similar between the two groups. ]' e in the treatment group, one died at 3

e ."‘_:"—

months of age from seLv,&e bmnchopulm@ i seemed not relate to given

) el occurred 11 days after
discontinuation of erythrﬂycin. O conclu@if there was any association
between erythromycin and deygloping NEC in ghis case, however, previous studies using

erythromycin eitrﬂ %&Ja@ %t&l/w ﬁaw&ﬂpﬂnﬁc infants with feeding

intolerance have n&' reported this assogetlon (29, 3439 38-40, 42)
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However, the clinical magnitude of the difference could not clearly be seen, since the
differences in the complications associated with parenteral nutrition and prolonged
catheterization could not be demonstrated between the two groups. These findings may
be due to that enrolled infants were not severe cases of feeding intolerance and we also
apply gut priming or trophic feeding as our routine neonatal care of the very preterm
infants. In addition, the calculated sample size primarily for the primary outcome is not

enough power to detect the differences in secondary outcomes.
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The limitations of small sample size of this study need to be considered to interpret
the results. Significant effect of the medication may occur by chance, while type Il errors
may explain no significant differences in secondary outcomes such as side effects of
medication or complications associated with prolonged parenteral nutrition or catheter

related infection. Therefore, further study in a larger scale population is warranted.
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