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2. DOSAGE FORM AND RQUTE OF ADMINISTRATION:
Sterile solution for intravenous and oral administration,

3. . METHODIs) OF STERBILIZATION: -

j:recedeﬂ bY__ }

4. PHABMACOLOGICAL CATEGORY AND/OR PRINCIPAL INDICATION:
The drug product is intended for prevention and treatment of apnea of prematurity
in neonates.

manuracturing process.

5. DRUG PRIORITY CLASSWFICATION: 2 P, designated Orphan drug 09-20-88.

B. 1. DOCUMENT DATE: August 22, 1997
2. DOCUMENT RECEIVED FOR REVIEW: September 12, 1997
C. - BEMARKS: Apnea of prematurity, cessation of breathing for 10 to 30 second petiods,

occurs in 25% of neonates with birth weight less than 2500 grams and in 84% of neonates with
birth weights below 1000 grams. Commercially available sterile sodium caffeine benzoate is not
suitable for treatment of infant apnea due to the concentration and presence of benzyl alcohol.
Some hospital pharmacies prepare caffemne citrate for treatment of apnea of prematurity, but
formulation errors have occurred. The imtroductory remarks in the NDA state [p 2-3) that the FDA
contracted with the{r )n 1985 to survey and review the literature and provide

“a summary of published data concerning the use of selected marketed drugs in new bomn infams”®. Caffeine was
one of the selected drugs for revi ted report entitled “Literature Review for Untabeied Use of a
-, Marketed Drug”, FDA Contract ]was submitted to the Agency in April 1986. . . . and conciuded
that the literature provided persdasive nce of caffeine’s effectiveness . . . as drug of choice for apnea of
prematurity in preterm infants on the basis of caffeine’s larger therapseutic index, once daily administration, smaller
fluctuations in plasma concentrations due to a longer halt:life, penetration into the cerebrospinal fluid, more potent
central respirogenic etfect, and fewer peripheral adverse effects. The FDA Contract Report concluded that it would
be in the interest of public heaith 1o encourage 8 New Drug Application {NDA) for caffeine for the indication of
apnes of prematurity. ... caffeine was designated as a Orphan Drug . . . and the development of Caffeine Citrate
Injection was initiated under IND No.‘ \ior this indication.”
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D. CONCLUSION: We recommend NDA 20-793 for approval from the microbiology
- perspective on the basis of stefilization protess validation
information. . - '
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