CHAPTER 2

REVIEW OF RELATED LITERATURE

Cycle of gastrointestinal motility during fasting include period of quiescence

(phase1), irregular activity (phase 2),

and regular propagating activity (phase 3). Phase 3

is also known as the migrating motc MC).

The MMC is closely involved in

gastric elimination and fasting cent ase of intestinal motor activity are

present in term infants, but lae [l of the MMC in the duodenum

of preterm infants less than . The interdigestive activity of
preterm infants consis 'scence and non-propagated
contractions. This functi - eeding intolerance. Further
studies have shown that estational age increases(19,

20). J“‘d;i ,r'

Motilin, a gastrointesti w@'é: “alpolypeptide of 22 amino acids residues,
W3 e \
stimulates propagative contractile activity duringphase Il of the MMC in the interdigestive
4!.!' j'” - .
state. In-vitro studies have shown -‘.‘-:.a hroms M), a macrolide antibiotic is a motilin

agonist(21, 22). Its prokinetic 5.much Iower than the antimicrobial

dose in humans.(23) ARwnalstudies have s -..r.=;.~.=:{‘> etic effect of EM is dose
[
dependent. At a low intravenc ... n to induce phase Il of the

MMC along the small intestine. At higher doses (7-10mg/k@), however, EM was shown to

cause sustained tr %5% ﬁ %4% ﬁsﬁ o%wed by a prolonged
disruption of the ﬁ ﬂ

Clinical trias have shown its efficacy in vagious gastrointestipal disorders e.g.,
chronic @tﬁ?ﬁd&ﬂt@tﬁu gﬁé%’}? %%Ll f}aa H'atlve intestinal
dysmotalltyqand gastroparesis secondary to diabetes or vagotomy(26-28). It also has
been reported to promote antroduodenal coordination(12). Clinical trials using EM for
feeding intolerance or promoting feeding in preterm infants are very limited and
inconclusive due to lack of standard regimen and wide heterogeneity of the studies. (13,
29-41)

Clinical trials as shown in table 1 were conducted by Oei et al, Patole et al, and
Stenson et al using EM for promoting enteral feeding in preterm infants less than 32 weeks
gestation(35, 36, 38).
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EM was initiated at time of starting enteral feed with the dosage varies from low
dose of 2.5 mg/kg/dose to antibiotic dose (10-12 mg/kg/dose). Duration of EM also varies
from 7 days to 14 days or until full feeding. They found no significant differences in time to
full feeding, episode of vomiting and incidence of necrotizing enterocolitis, except for
reduced gastric residues in treatment group compared to placebo group. Of note, all

these three studies performed in asy

tomatic infants who did not have feeding
intolerance and involved rather s ‘;

quas@d trial using EM for treatment

feeding intolerance in 14 pre s (

Nogami al et(34) c
eeks gestation) with low dose

of 1-2 mg/kg/dose intrav ical controlled infants. The

treated infants were able h full feeding earlier (15 +4

. \
The randomized cogfrol i1al (& shown in table 2) in moderately severe feeding
intolerance preterm infants nd Y*Ng et al(83). Fifty-six preterm (27 in EM
ight less than 1500 grams, who could

tolerate enteral feeding less than 7% "Fal] By 14 days of age, were enrolled. EM was

given with an antibioti c::ﬁo@ 12.5 mg/kg/dose) eve irs for 14 days. The study
: v -.w reach full feeding 10 days
earlier. No significant sge eff @tected, and more infants in
placebo group had cholestatig, jaundice assogiated with prolonged parenteral nutrition.

However, infants ﬂtruﬂy’\]erq{lr&lm gcwt& ;}ﬂ gses and treated infants

had to expose to high dose (antibioti¢ dose) for rather long perlqg‘,of time (14 days)
s WA HHAA U A 8

H0\3ever, the recent clinical trials using low dose EM in preterm infants with
feeding intolerance showed contradictory results. ElHennawy et al(39) conducted the
study using very low dose EM of 1.5 mg/kg/dose every 6 hours in 15 preterm infants
compared to 12 infants in placebo group and showed no difference in time to full enteral
feeding. The other study(40), which involved a small sample size of 24 infants, 13 in EM
and 11 in placebo, using low dose EM of 5 mg/kg/dose every 8 hours, showed that infants

in EM group reached full feeding faster than that of placebo, but not statistically significant.



A preliminary observation of low dose oral EM for treatment feeding intolerance in
preterm infants at the Ramathibodi Hospital showed a dramatic response in 9 out of 10
infants, and responded infants were able to advance to full feeding within 5-7 days after
treatment(42). No significant side effects were found. We believe that by using low dose
EM would avoid side effects reported in infants(43-48).

of systematical data of low dose EM for

Due to contradictory results ana

not only reaching full feedingf A vould T e complications associated with

prolonged parenteral nutgi
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