2T Bh T x A2 (Caffeine Citrate)

1 BEELE., A, BELEZOhDXRFER, - DR GIRRS), d5B8EE

a. EFELS (Fdea)

EXEML4 : Caffeine Citrate, B4 : CAFCIT CGRE)

b. &l

0, BiREs

c. BERATHRSATWRAFTT
S FTRED ?

V-4

d. X Fk

—HRIC 3T ERBORLE CHAREMEOCEEER B E T, HAKE 1000g
KR T 90%, 2500g KT 25%

e. BhEE - R, AREAD

FEITEME Z{E (Apnea of Prematurity)

f. ERMERAEO TR
(6 FR=BALDH?)

5 FHEIIIEB A HFLA, FREOBRFEHEICLIVELRS, BED 2000 F£H 2
E7—# Tix, HAEZITHN 119 5 A THA 100 12895 2500g o AR
86 THLHDTH 10 FAL > TEHFEREXETHRMAIT 25 FABRETH

D

2. BPSCOBE - REEREMERR

a. N TORME - A

7L

b. BERTOMR AL L U/NR OB
i)

L

c. 18 TOM3E - RELF

#83% : Ben Venue Laboratories, Inc., Bedford, Ohio 44146

JE7 : Boehringer Ingelheim Pharmaceuticals, Inc.

d BATORABLCNIREOR

HEIT, KBREEZASBETHIOC, RAEIHRELLA,

F - KEDRI REDLTERBINTWD (BERA—Y yH—2 L 5HHE),
3. BATOBRMXEORERAE
a. s 7L
b. i - R, HRRAB
c. Hit- HE

d ERALOER. HERkE, ¥EL
EDERWAE

e. ZOMOMER

-

BEOCRERTY 3w 3 RENZRE
B Db

4. BAOHRHIBORBFNE, ABRR (TCEEEIEIZHNTO)

¥E RS

CAFCIT (caffeine citrate) Injection

CAFCIT (caffeine citrate) Oral Solution

PEE - DR, ABEE - IR 28 BH D 33 B AR R R EIC 5 i
EEiS




B - AR : PIBARREE LT caffeine citrate 20 mgkg % 30 ZEITL Y 2
R 7E2RVTRARER 5, #E%RE LT5 mghkg * 1 B—EBIRERHE
k5T 5,

EALOEER, HEEREL LUEREOREAE BB . ZoXAIC 5B
EOHDE. BE  BAEBROFEESR, &F ; HAMICPRES, RELED
fsR, #il, RMmE, KHEE, COFRECHELLZENT S, ARKET
HROBENED, 77 AEHEHERIL, 1006 12 BFLRMNERTH 2
WOT, BEfES ToRet L HHEERTI N TH Y, LSIRBRATERE
PLAIBRKOEFICHT 2 EFROFHLBOAMN - ZEMEIREIL TR
by, AR, EEOMMHEOHEIMNE SERHEOMNASH S, BHEEHF L ITEEICE
BT 5.

Physician’s Desk
Reference 57

ppl032-1033

ed.

2003,

CAFCIT (caffeine citrate) Injection

CAFCIT (caffeine citrate) Oral

Solution

GER] 28 @LLE 33 EARBOERBI ORI ETRREE

[B& . B&) AfEL LT, CAFCID 1mL/kglcaffeine citrate & LC 20
meg/kg) 30 £y i THARIES ., #EFRS & LT 24 B2 0.25 mL/kg(caffeine
citrate & LT 5 mg/kg# 10 55T THBREHH 2 WiEORET 5,

[(55¥%]

HE¥R CAFECIT Placebo

N=46 N=39
n (%) n (%)

(&R 72 RH)

®HEIZ X B 1(2.2) 0(0.0)

T FL R & 4(8.7 2(5.1)

R i fE 1(4.3) 0(0.0)
(L EFR)

i 1(2.2) 0(0.0)
(iH{LER)

BRI R 2(4.3) 1(2.6)

ES 1(2.2) 0 (0.0)

HALE 1(2.2) 0 (0.0)
(i Y >3 3R)

EREtEOENER 1(2.2) 0(0.0)
(B FEMER)

T F—v R 1(22) 0(0.0)

mETE 122 0(0.0)
(HEF)

EREM M 1(2.2) 0 (0.0




(FRIREEFR)

PR (R 1(2.2) 0(0.0)
Btk 1(22) 0 (0.0
(B & (TR 35)
AR W 1(2.2) 0(0.0)
B 4(8.7) 3(1.7)
B IRE 1(2.2) 0(0.0)
(BEEE)
REARYE 1(2.2) 0(0.0)
(MR EFEFR)
BEre 1(2.2) 0 (0.0)
5, TETFT A
a. Cochrane Library T® 2002 Issue 4
ik BREX
MeSH; Apnea Prematurity  Advanced Search: CAFFEINE
BRESR:
CDSR (2 hits, 2655 total) Complete reviews (2 hits, 1519 total)
1) Caffeine versus theophylline for apnea in preterm infants.
2) Methylxanthine treatment for apnea in preterm infants.

DARE (1 hit, 3740 total)

Abstracts of quality assessed systematic reviews (1 hit, 2940 total)

3)

Caffeine citrate: a review of its use in apnoea of

prematurity.

CENTRAL (6 hits, 329117 total)

Reference (6 hits, 329117 total)

4)

5)

6)

7

Dani C et al. Brain hemodynamic changes in preterm
infants after maintenance dose caffeine and
Aminophylline treatment. Biol Neonate 2000; 78: 27-32.
Erenberg A et al. Caffeine citrate for the treatment of
apnea of prematurity: a double-blind, placebo-controlled
study. Pharmacotherapy. 2000; 20: 644-652.

Poets CF et al. Effect of doxapram on episodes of apnoea,
bradycardia and hypoxaemia in preterm infants. Biol
Neonates 1999; 76: 207-213.

Lee TC et al. Population pharmacokinetics of intravenous

caffeine in neonates with apnea of prematurity. Clin




Pharmaco Ther 1997; 61: 628-640.

8) Lee TC et al. Saliva as a valid alternative to serum in
monitoring intravenous caffeine treatment for apnea of
prematurity. Ther Drug Monit 1996; 18: 288-293.

9) Bairam A et al. [The choice between theophylline and
caffeine in the treatment of apnea in premature infants].
[French] Archives Francaises de Pediatrie 1990; 4T:

461-465.

b.

Cochrane Library T®

SRR

Meta-Analysis ({Ef L7283

1) Caffeine versus theophylline for apnea in preterm infants.

- Erenberg 2000 {publish data only}

Erenberg A, Leff RD, Haack DG, Mosdell KW, Hicks GM, Wynne BA. Caffeine
study group. Caffeine citrate for the treatment of apnea of prematurity: a
double-blind placebo-controlled study. Pharamacotherapy 2000; 20:644-652.

- Gupta 1981 {published and unpublished data}

Gupta JM, Mercer HP, Koo WWK. Theophylline in treatment of apnea of
prematurity. Aust Paediatr J 1981; 17:290-291.

- Murat 1981 {published data only}

Murat I, Moriette G, Blin MC, Couchard M, Flouvat B, De Gamarra E, Relier
JP, Dreyfus-Brisac C. The efficacy of caffeine in the treatment of recurrent
idiopathic apnea in premature infants. J Pediatr 1981; 99: 983-999.

- Peliowski 1990 {published data only}

Peliowski A, Finer NN. A blinded, randomized, placebo-controlled trial to
compare theophylline and doxapram for the treatment of apnea of
prematurity. J Pediatr 1990; 116: 648-653.

+  Sim 1985 {published data only}

Sims ME, Yau G, Rambhatla S, Cabal L, Wu PYK Limitations of
theophylline in the treatment of apnea of prematurity. Am J Dis Child 1985;
139: 567-570.

2) Methylxanthine treatment for apnea in preterm infants. EEFRFEM 1999
26:321-331

DARE D&

3) Alison M, et al. Caffeine Citrate; a review of its use in apnoea of
prematurity. Pediatr Drugs 2001; 3: 61-79.
—BEFAOBVEEZLNABRILOTHRLHLRLTHELICHEZ (BF 2),
CENTRAL ™3k 4)-9)




5—1. BNAOKRALERE. —MEEORTHA FI4 VIckT 5 ER

HEER. B, B4,
RITIEE, Tf~—

ERAEOT= I —

a. Textbook of Neonatology, 2nd,

NRC Roberton, Churchill

Livingstone, 1992, 1235

Caffeine, 0 ¢ BETAME 125 megke (2hr BHRS2TEHR Y ET),
#FF R 3 mg/ke/24hr (24hr {iZ—[E) TRE , OFBET=F YV NUE

b. Pediatric Pharmacology, 2 , SJ
Yaffe & JV Aranda, WB Saunders

Company, 1992, 193-204

Caffeine citrate A& 20 mghkeg *HEPR DO T, HEEEL LT 5~10
mg/kg/day # 1 B —EHZERE

Aranda (1977)

c. Current Pediatric Therapy, 16t,
Gellis & Kagan, WB Saunders

Company, 1999, 325-326

Caffeine base, B0 LFHET Caffeine & & L TAMNE 10 mekg, HRFR 25
mg/kg & 1 A—EOKYS ; FHmPRE 8~20 me/L, MmIFEREH] 100 B

d. Textbook of Pediatrics, RE

Behrman, RM Kliegman and HB
WB  Saunders

Jenson, 16,

Company, 2000, 2244

Caffeine, Citrated ( Tablet 65 mg, XA 7 =4 & LT 32.5 mg ; Caffeine
Citrate ; Caffeine Benzonate), &0 (Citrate & %\ {4 Benzonate) it
(Benzonate), Caffeine && L TARE 10 mgke, #FFR 5~10 mg/ke/day
%108 1~2E#5;
FEE AV IEQRISH L CER T S, BIfEA, Hik, RE, 5EEHH
EBE~ORENE  MPRE, FHRE > 10 mg/l, FHERE>50 mg/L

Sodium Benzonate {Zt Y /&' ® displacer 120 TH

e. Care of the High-Risk Neonate,
5t MH Klaus & AA Fanaroff, WB

Saunders Company, 2001, 554

Caffeine Citrate, £&£0 & ##iF TAME 20~40 mg/kg, #HFE 5~8 mg/ke/day
T12~24hr OB THRE . BIER. HIR. TER. TR, §BEEEYaE
WEkEE  FM P RE 8~20 mg/L. FERE > 50 mg/L. Sodium Benzonate
HE YN E O displacer 2O TEEEE Y L mAEO RIZR L THER 28T

D

f The Pharmacological Basis of

Therapeutics, 10", Goodman &

Gilman, McGraw-Hill Medical

Publishing Division, 2001, 746-747

Caffeine |#TH 10 mg/kg, HFFE 2.5 mg/ke/day (Roberts, 1984)

g. Pediatric Dosage Handbook, 8%,
CK Taketomo, JH Hoddig and DM

Kraus, 2001-2002, 162-164

Caffeine Citrate & L TRF& 10~20 mg/kg (Caffeine base & LT 5~10
mg/kg) . 3 HLLPNIC theophylline A5 &N T\ b, LENEFR (AFE
@ 50~75%) =575, Theophylline OIFEMICHEDIL. HERICEWT
Caffeine TH 5, #F& 5 mg/kg/day (Caffeine base & L T 2.5 mgrkg/day) %
ATk 5% 24hr 12865 T 1 B—ER S

AL PIRE 8~20 mg/L, BEMLPERE > 20 me/l

PEHRE > 50 mg/L

5—2 = bEFURELTEERRIETHAE

&L+ DEMO PK7F—F




a. 510b) BT OSHEM: 0.9 ke ®EH., 0.4~1.3 THORAE 0.6 L'kg

SR 100 BRRD #GER 40~230 BERN, THORAME 6 ER

7 U7 7R :89mLkghr fH 2.5~17, FHOEAE 94 mL/kg/hr
b. 51g) RMTOSHER: H4ER 0.8~09 kg, /MR (9 » BHEA) 0.6 Lkg

FURIES  1T%

HWMN B 72~92 BEH (WEEA 40~230 BFR) . ARA 5 BERl

R PRBEIZ 22 DR - D5 30 5D 2 BERE

PRt « B4R TAER 1 » AL : 86%KRE(LE TR~
1 » BLAR ERRA - A F N LB & D B & /- demethylated xanthine & methyluric acids
7 U7 7 A H4ER 8.9 mL/hr/kg (& 2.5~17), A 94 mL/hr/kg

c. Cochrane Library & Y OBRFEOIHE 3) £ 188

T v & bSR3

A MR

#4 b (BAEE) 2IER. 77 e FAABRBICL D RBAEFRBIEINT 57 =V BH 7
= A UERiE

4 b (iR Caffeine citrate for the treatment of apnea of prematurity: a
double-blind placebo-controlled study.

EER Erenberg A, Leff RD, Haack DG, Mosdell KW, Hick GW, Wynne BA

e £5 % R” Pharmacotherapy, 2000; 20: 644-52

B. HhE{LE&

=] T BN T A SOFRBREFRBEECTIEDEL T2

WETHA SR EIRE, T2 ¥ MEEERY 7 t AR BLERE

IR Caffeine Citrate Study Group I X 5 KEIZ 1T 5 LHEEY L FHE

HREE TERG 28~32 @D 24 BFRILIAIC 6 [EIDL L MPFR R (E 4 RIE L 1o 7% 24 B%
MILL L& - 7=k B R 85

A 7 BT =4 20 mgkg ZHHEL, #EFRE LT 1 H—E 5 mghke

EEONRETERST D, #BEL, 77 AT RET D, BHIL10BLL
FiT9. 2 EERICKR LML, A7 BB THRIT.

FEFMEH & AW FENT | OEPROBESRBRITL Y 50%U LOBL HLWOIEHEK, x PHRIE

® @RIER, tBE
@b 7 =4 L OMFBEREL. PK OB
@R @® 50%LLEoEPIE, #E5HE 6 BREICTSEABEFEEDLY (p<

0.05). #HEix, EESBBICHEEZHY (p<0.05),
@ HEZBIEROBMEZW,
@ PRLEFHOIT =4 OPREOCHICEAKIIAN SN T, F




B YT 7 AL gHERIL, 4.39 mLhkghr (0.11 Likg/day), CV
37% & 0.83L/kg, CV 22% Th o=, MAF7 A—F L, kEL L bIC
WL,

Fatm ZORER, AP TEERRIBRETH 12,

6. BRBEBTCOLEHRL, REREATDATHRZVO,

HETOLEHE EARTIE, TAT7 sV HARSY, ThEETCEREh T, Lk
L., #BERICHBENOBARERLE S B LUR2EICB O TE
NTWAEEZIBEND,

MEBITON2 M- -HR AR T oBAT = A YRR LTE,» o772

7. EOLSRRREFBNTHL LEX LN,

BER~07 Tu—Fik T DR

104 Z@BAICL D TYFrAL~la (AHCPR), I (BHEYA P74V ERFA) &<,
PEOREL ATHY, EOABNBRL Y REZCLORCHERNEL
B,

8. BREZ TOMEMT & TRICHT S

HOMENTE RIE
BEHLE (7)) TA7 4 Y OERBEANELEELTND,
RARA—Y ¥ — (HEENE) SH~FHR Y R SE TORBRRIIWE L TWEWTER, KE

DB THhot=, BETORBERMP L OEFEZER TV,




