10-0439166

(19) (KR)
(12) (B1)
(51) Int. CL.6 (45) 2004 07 07
A61K 31/20 (11) 10-0439166
(24) 2004 06 25
(21) 10-1999-7007598 (65) 10-2000-0075539
(22) 1999 08 20 (43) 2000 12 15
1999 08 20
(86) PCT/US1998/003235 (87) WO 1998/36745
(86) 1998 02 19 (87) 1998 08 27
(81) , ; , , ; -
AP ARIPO : , , , , , , , ,
EA : , , , , ) )
EP : , , , , , , , , ,
OA OAPI : , : : : : : ,
(30) 08/804,700 1997 02 21 (US)
08/825,314 1997 03 28 (US)
08/943,576 1997 10 03 (US)
(73)
37996-1527 1534
, 60064-6050, , 100
(72) .
64110 4501
47715 8313
43220 4001



10-0439166

43085 1483

43065 10583

43081-3175 6001

43026 - 8567
(74)
(54)

(PUFA), , (AA)
(DHA) . , n-
6 n-3 PUFA, /
n-6 n-3 PUFA
(PUFA) (enteral)
PUFA (AA) (DHA)
PUFA
PUFA . , 4,670,285('Clandinin®)
, Clandinin
C 20 C 22n-6 C 20 C 22n-3
0.13 5.6 % .C oo C ,,n-3
0.013 3.33 % . Clandinin n-6 n-3
. , Clandinin
, 75 95
. Clandinin

WO 93/20717 (C 16 -C 2)

4,918,063 (Lichtenberger)



10-0439166

/
WO 96/10922(Kohn )
0 376 628 B1(Tomarelli)

. ; (pre-te
rm infants)( : low birth weight infants) . Tom
arelli , ,

(MCT) .

) PUFA
PUFA

(term infants) /

(NEC) 15009 . 30
, NEC . NEC
. NEC )

[ : Nue, Pediatr.

Clin. North. Am., April, 1996, 43(2): 409-32]. :

Flageole et al., Necrotizing Enterocolitis of the Newborn, Review for the Clinician. Union-Med-Can. 1991
Sep-0Oct; 120(5): 334-8, suggest the pathogenesis of NEC includes mesenteric ischemia, gastrointestinal im
maturity, enteral feedings and even possibly infection;

Caplan et al., Role of Platelet Activating Factor and Tumor Necrosis Factor-Alpha in Neonatal Necrotizin
g Enterocolitis, Journal of Pediatrics, June, 1990, 960-964, report platelet activating factor and tumor necro
sis factor-alpha are elevated in patients with NEC;

Kliegman et al., Clostridia as Pathogens in Neonatal Necrotizing Enterocolitis, The Journal of Pediatrics,
August, 1979, 287-289, reports the isolation of Clostridia perfringens from children with neonatal NEC;

Ostertag et al., Early Enteral Feeding Does Not Affect the Incidence of Necrotizing Enterocolitis, Pediatri
cs, Vol. 77, No. 3, March 1986, 275-280, reports that dilute, early enteral calories do not adversely affect t
he incidence of NEC;

Bell et al., Neonatal Necrotizing Enterocolitis, Annals of Surgery, Vol. 187, January 1978, No. 1, 1-7, sug
gests the use of combination antimicrobial therapy for the treatment of infants with NEC;

Eyal et al., Necrotizing Enterocolitis in the Very Low Birth Weight infant: Expressed Breast Milk Feeding
Compared with Parenteral Feeding, Archives of Disease in Childhood, 1982, 57, 274-276 reports that the in
cidence of NEC in low birth weight infants was reduced by delaying the initiation of enteral feeding.

Finer et al., Vitamin E and Necrotizing Enterocolitis, Pediatrics, Vol. 73, No. 3, March 1984 suggests that
administration of vitamin E to reduce the incidence of severe sequelae from retrolental fibroplasia may be a
ssociated with an increased incidence of NEC.

Brown et al., Preventing Necrotizing Enterocolitis in Neonates, JAMA, Nov. 24, 1978, Vol. 240, No. 22, 2
452-2454 reports that NEC can be virtually eliminated by the use of a slowly progressive feeding regimen.

Kosloske, Pathogenesis and Prevention of Necrotizing Enterocolitis: A Hypothesis Based on Personal Ob
servation and a Review of the Literature, Pediatrics, Vol. 74, No. 6, Dec. 1984, 1086-1092, hypothesizes th
at NEC occurs by the coincidence of two of three pathological events: (1) intestinal ischemia; (2) colonizatio
n by pathogenic bacteria; and (3) excess protein substrate in the intestinal lumen.
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