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HARE L, £ O%1998FC ARSI/ NE B, 20084, 2013412 AR EEIRIEHRE B S
DIFFRREFHEO ST 217> T T,

IFRE# EaE2008 LMK, IFIZPDFEOE 7 —% & LTI 2 Z ENFHIE 2572, 2T LY,
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I. BEICEYTSEE

1. FAROEE
AENX, 7 74V KM EGR E T HHEREAITH D,
FERT 27 4 U SR 13, <L 2 BEES A N T il 2520, 1952 4F 11 AICIGE# BtA L
7o EDO%., 1960 45 H 14 HIZEMIE L, AL LT 1984 425 A 11 HIZREAR S 7z,

1998 4F 3 A 12 A, Ml (GE%h) ez, i (A) AKRFHO 2 AR IuX, HKEE
14 555 2 A B GREBIESEH) OWTIICHEY LW E OFEREET-,

FD%, 2004412 H 1 B LY BETIHASHNBERE L,

2006 4= 1 H 30 B, EEFHKEOD, Wk s FERAT 27 0V o EHE 6 17374
U UEE 250mg [</va )] ICEEORREZET, 200646 H 9 BB HRFE LTz,

200946 H 1 0, v /L aflSgRAathix, A2 ETLY 7 —~vKRASHIZER LT,

20124 6 H 1 A, HELY 7 —~HASHIT A E THEASHICAOF S fv, BGERE T H E TR
Sk S Te, FIRRC, kg4 % 17X 7 4 U UFRERK 250mg (== b 737 74
U UFRERK 250mg THE ]| ICESEE LRGE LT,

2. REOARFAHFE

(1) AKANZ, 7774 ) KRE B &3 5ERRFITH L,

(2) EBRRBMEHE LT, Yav 2, 7FH74 7% —va vy & EMEE, SUERE. MR
RVIRIE THALAE It JRIFERSE . IPRERERE T . sya., SRR, & E il ST s, (TVIL 8.
(1) ERZFNER & HER ) OEHSH)

3. HROHF T
(1) A3k LT 250mg/10mLX50 &2 d 5,

4. BEERICEL TAMIRERHE

T B B b
RO T | A b BRE
RMP fiis

EMO U 2 RAMEEB Y LT |

IR S LT B b

Sl HEE A A $ 71 o i

R B E i

5. RERZHRUVRE - EFRLOFIREIER
(1) EBEH
Y LR
(2) & - EALOHBEIE
L7

6. RMP OiE
FARANA



I. &WICEYTSER

1. B5EA
(1) M4

77 4V UERERR 250mg [ HEE T
(2) ¥4

Aminophylline Intravenous Solution
(3) &/FMDHERE

—RA LY

2. — 4
(1) M& (WwAE)
T 74 UK (JAN)
(2) #4 (WaE)
Aminophylline Hydrate (JAN)
(3) RT L (stem)
N-AF 34 o F 0 R PR BLE L « -fylline, -phylline

3. EEXANETRERX
feP

H:C~,

*XH:0

HaN ~
|
|
|
~~NH:

4. HFRRUDFE
(C7HsN402)2 « C2HsNg + xH20

5. k¥4 (M4iE) XEXE
1,3-Dimethyl-1 H-purine-2,6(3 H,7 H)-dione hemi(ethane-1,2-diamine)hydrate (IUPAC)

6. {ERA. jla. KBS,
Briz7a L

5E85



. HHEP BT SHER

1. YEEMEE
(1) %M - K
HE~EEAORL XTI R T, [ZBWIE20D, XUHMENCT Y E=TEHROIZBWAH D . BRIZFEY
(2) BT
KICRREIT T, AF =TI, =& /=0 (95) IV =FLz—FTMiFE A
W, 1gla/k bmL 22 TIRVIBES L X, FEAEEIT, 2~3 0%, aPITH LiGD 5,
ORIV EOZT L UT I U EIBINT D EEIEIT D,
(3) WiEtE
ZUERR L
(4) BR (RR). R, BER
MU ERR L
(5) BRIGEBEMTEH
Pl v/
(6) HEFRHK
MUERR L
(7) ZOMOELRIEE
MUERR L

2. BYHSOBEEHTIZCEITEREM
HIZ Lo TR IZE(L L, BRPICHET S &, REIZZTF LT IVEKRD,
A 1.0g 27K 256mL IR L2 @ pH 1% 8.0~9.5 TH 5,

3. AU OBBRRE. TEE
(1) fesdsBRiE
1) AlsE
A EAKIZEED LRENAKR & 55, Wil E Nz b & &, e Qa2 £ U5, hEiE AH L, K
MO L, BT 5L & ZO/RMAIT27T1~275CThH D,
2) WSS
1) OfEEKIZEN L, ZORIZK =V ERREHNT 5 L&, BEOREEZEL, Hioy
= UEERIR AT 5 & & MEBITIET 5,
3) RIS
1) OfEEICmEE LK FERIE L CEREZ N2 TR ECAREET 5 & &, REWITEREEET
e INET UVE=THRIEE ANTZFRBO LICHET L&, REAICEDY . ZO@IKEET F
Vo AR ENMZ D EEHZD,
4) BEG
1) OfffaZAKIZEN L, pHB.O OF U E=T - Hif{bT &= U MR &K Ohilesd (1) - vV
CURIKREMA TR UIZR, 7aa iV iz MxCTREVIREES L&, ZoaR/LAEITRGEE 2
T2,
5) RIS
1) OFREHAIRICHERS () KAz 5 L&, RITHEAZE L, BICHMESHE (1) #Kznz
HEERIFRICEDY, HET D EE, ROOWEREAEL S,



(2) E&IE
1) 74740
PG E B EOMIRIREZ T4 T VT V=T AR THRET 5,
(e - Wil 7 = 28k () RiK)
2) =F LTI
FRHE L E « A2 KIZEN L, R CRET D,
FrR¥k . 7unxe7 /) — L7 V—RiK)



V. RAICEIYSIEE

1. %I
(1) HFBDORZ
ML
(2) HADHNBERUHER
W 7e4h T 7 4V R 250mg THEET |
AHED P
I - Pk 4 B O i
YT ko T BT S
pH 8.0~10.0
. £0.4
R (BB 1 5 b

(3) #@Ala—F

L7
(4) HEOWHE

(MV. 6. BAIOKFESEI TR HEEME] OESM)
(5) Tttt

%A
2. RFIDOHRE
(1) DS GEERSD) OESERUVHME
JR5E4 727 4V UFERR 250mg [ HET
1% (10mL)
B T 74 KW
250mg
1 &
\“7‘% I
A TF LU I 10mg

(2) BRHEORE
BB L

(3) BE
LR L

3. BERACHERAUERE
A L

4.
Y LR

5. BAT 3TN H5KHN
KB L



6. RHEDEBELHTICETIREHR"
B A A 0 2015/9/10
OEWIRABR 25°C. 60%RH [k mEpie (7 A7 7)) ]
AERIE ok PRTFII
<k > H5 BRAA R 12 » A 24 # A 36 % A
. L A152 A A HWE bRy
AR A7 V2 3
< (0P BH O > A951
pH n=3 Y752 9.2 9.2 9.1~9.2 9.1
A152 9.2 9.2 9.1~9.2 9.2
<8.0~10.0> A951 9.2 9.2 9.2 9.2
. _ Y752 0.42 0.42 0.41 0.43
{Xjﬁ%% 4;’ 3 A152 0.42 0.42 0.42~0.43 0.42
By A951 0.41 0.42 0.42 0.43
FlenakER Y752
AN PNy . N\ _ _ S N
(A, LRES, BEEE) | Az | A ae
RIAPERY) Y752
<BIATIOT MRS E)E | A152 e e Bk e
SR> A951
RUSPEBCRI T (R/4528) Y752 D25 @0 D14 @1 D18 @0 D45 @1
<10 m LAk : 6000 fELL /&SR, | Al52 ®19 @0 D37 @3 D13 @0 D41 @0
@25 m LI E ;600 ALL /&% > | A951 D10 @0 D15 @0 D15 @0 O7 @1
A Bt (mL) Y752 10.8 10.7
CERRLLES A152 10.8 — — 10.7
A951 10.5 10.8
TURbETY s N B B N
3 = =
<0.50EU/mL i > A951
e n | e wa
s =220 = * - =
<|ﬁ®§%ﬁ%ntubfcﬁb\> A951
_ Y752 82 82 82 82
1 ~ % (o =
TZL717)5:86£//"; " AL 80 80~81 80~81 79~80
& 0 A951 81 89 81 82
& e Y752 18 18 18 18
Lo 3 ¥ (o -
d /ZZ?SN;()O/ (>/") =31 A152 18 18 18 17
° A951 18 18 18 18
X FREIHTIEER (%) — : BB AR
7. REZERVERRORENG

AR/

8. iRl DEREEIL (MBIFMEL) »

AEOHERICET 5
KIEL, AANOHEULFERZEMEICET 2| TH Y . A L ElE L THEM LIZEROA DM - Lkl
DOV TOFHIiIESENE L TV, E7o, BE L7oA oMmBEME R ZEPEIC OV TIIME LT 72w,

AF 2 A L BLA U TR DBRICIE, SRAIORMSCELER L, Wy 52 &,

(1) pH Z#tR

S et 0.1mol/LL HCI(A)mL Bk B
A pH 0.1mol/L NaOH(B)mL pH ik e
T30 T4 U L (A) 10.0 7.10 2.10 EAR 7N eEeTe!
9.20
250mg HEE L) (B) 10.0 10.95 1.75 k7 L




<FRFE>

BIFE (%)
BAEm BIEERF Bk 24 B
T pH7.10 68.4 55.6
L N
it pH10.95 945 96.8
B H7.10 96.6 64.9
oy p
TAZAY pH10.95 99.1 101.3
pH 1 2 3 4 5 6 7 8 9 10 11 12 13 14
ﬁfllﬁf\né% —A B—
7.10 9.20 10.95

A : 0.1lmol/L HC1 {## & 10.0mL B: 0.lmol/L NaOH {H%%& 10.0mL

(2) Bl LER

T 7 4 ) UEERR 250meg THIET ] & &k oA 21l

kR

HEASAE (FRA LU ESME) - =B (25°C~26°C) . ENECET

35 AR (R & SUBRIE Bl & 1% OD feR i
e <Ry 4> e Bl A E 4 IR 8 E[H] 24 R 48
i S AN 46 78 4L €5 25 B 46 T B 4L €5 25 B 46 T2
i RERER 5% (500mL) pH 4.68 4.75 4.75 4.80 4.74
#,IJ <7 ]\‘\17%> . . . . . . .
A FRATEE (%) 100 100.3 100.8 97.3 100.5
o AN AT Filig =R AT Filig =R AT
?iéﬁ%ﬁ(?mm pH 6.16 6.08 6.15 6.14 6.14
PRI (%) * 100 101.0 101.8 97.4 101.1
) 5T 5 (500mL) AN AT Filig =R AT Filig =R AT
i~ pH 5.15 5.15 5.14 5.12 5.12
PRI (%) * 100 102.6 99.6 97.7 101.1
o AN 46 78 45 5 B 46 T B 45 5 B 46 75 B
2%;%2? (500mL) pH 6.06 6.05 6.06 6.02 6.02
FRATEE (%) 100 101.1 107.8 97.2 99.7
L N A 55 (500D 518 Wy | WEm | WEmy | WEEN | A
R < MR > pH 5.39 5.40 5.40 5.38 5.38
Q?J FRATEE (%) 100 102.3 102.1 98.4 101.5
4R (500mL) S I 2,75 I €5, VB Y] I £ R I €5, VB Y] I £ R B
< bR > ‘ pH ’ 4.88 4.88 4.89 4.88 4.87
PRI (%) * 100 99.7 100.2 96.5 102.6
24— D (500mL) AN A Filig =R AT Filig =R AT
Z j e bn@’mﬁﬁ*f“ e pH 5.42 5.42 5.42 5.41 5.40
PRI (%) * 100 103.9 101.9 97.0 100.0
B ) — R AN 46 75 45 5 B 46 T B 45 5 B 46 75 B
(500mL) pH 6.76 6.76 6.77 6.76 6.75
<TYBR-HECBMRE U > R () K 100 101.8 101.3 96.9 101.4
7/% DB 92 25 (1003mL) s WA | AR | A | R EEY] | R aEY]
B | <7\ B A b 5y > ‘ pH | 5.30 5.29 5.27 5.24 5.23
7 PR () 100 101.9 100.9 98.5 102.0
ﬁ)ﬁ Y s 15 (903mL) AN WA | REAEN | WHAEN | AR | IREAE
[ TR W HE BRI > ‘ pH . 5.06 5.06 5.06 5.03 5.03
7 PRI (%) * 100 102.4 101.5 98.1 99.8

¥ T AT 4 U DORERFR




WA SCE L0 Yok

14. BRALOIEE

14.1 ERFRNFOIE
KA %7 ROBER OREER CHN L I-5E. BRI O=T Lo o7 I EEEEMET L, ¥
ErBO L RMEND 5720, RRBITECHIHEHRTLZ L.

14.2 EFIREROIE

14.2.1 E5HEE
Ko BORICERIRINTESR 9% &0 ERREWER (33 v 7, REERSE) 0@, Bufid Hbh b Z &
Nd D DT, EFEIE IR AFR LT, Wo< VIEHTHZ L,

9. Wit
LR

10. B -aF

(1) FENRELESR - AF. NEIFRKRLESR - ARICHT51EH
AFNI=F LT IVEGEALTEY, AFlZ 10 R CTHIRL CTER LZGAIEHR U 1—HR =%
— "D =FHERO a3 7 X —EICOVENNE T, RIRNENBET D TREERN S 5, £/, BE
eI, OB EEZETHIERERLIOTHEETDH I L,

(2) a%
10mL X 50 %

(3) FEEE
MR L

(4) BHROME
TUIN s T A (MR

1. BRI SIhZEHME
B R L

12. ZDth
PR EE L



V. ARICEYSEE

1. BREXIEHER
SAESORE, WA (BR) KUE k. Mtk O oML e, KM, Ol E, Fo—r - 2R
— 7 AP, PAZEPERAC . (I UE, 1BMEKE IR E) (2B 2R NEE, PoliE CGEIETRE) .
b 25 A

2. EXEHRICEET HIE
RE STV

3. AERUVHE

(1) BERUVAEDOHES
T 74 VK E LT mE A 118 250mg & 1 B 1~2 AR AR IXHRICAIR L T 5
~10 73 & L CHARNICREIRICIEAT 5, MBS U CRifiiRNIER 2.
/NRIZIE 1 Bl 3~4mg/kg & FRIRNIESR 95, #GMEIX 8 IFHILLEE L, k@ HEIX 1 H 12mg/kg
EIRE L 95, LG U CATREIRNIES9 5,
¥, ARG, ERIC X VB EREET 5,

(2) RZERUVHAEORERE - B
U ERR L

4. AERUVAERICEET IR

7T.AERUVAEICEET 58
(REXWS)
74 NI ET 2B 5058, B HIEZICOWTIE, F20HA R4 0% EHolEREsS
Bk T52 Lk, [9.7.1 ]
(BE . AARNET LVF—58  NRKE I BRI - BETA KT 409
741 W EORMEE (BIE) o7 740 ) ViREEORL

b
L& (mg/kg) HEFFE (mg/kg/H)
4~5mglkg % 30 /7Lh E
P TR
3~4mglkg % 30 53 LL
P TR

HOENLOROTEINTWRWEES

0.6~0.8mg/kg/M§
b LORAKEINTHLHE

- A G-I, 250mg & BRE TS
BN H DA B EIIRERECHET D

5. ERERALHE

(1) BERT—E2 15—
B R L

(2) BRFERER
B R L

(3) RERGERFAER
M E R L



(4) BREERIEARR
1) BAEREESER
AR L
2) REMHR
A E R L
(5) BE - REHHR
AR L
(6) AmKIGERA
1) ERARKRRE (—REARTRE. FEEAREREE. ERAMKLRHRE). RERTERT 4
—AMRE. HERFTRBRARONE
A E R L
2) RBEHE LTERFEOARRIREL-RE - RROBE
LR
(7) 0t
% LR

10



VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
RAR YT AT 7 —EHEA
TR BED D DB ORIEE - ZIRFIL, RFOPMNLELZSZRT DL &,

2. ¥BEER
(1) {ERERL - VEFBFF
AIEOFIE D THDLT I 74 VKL, 747 4V 207 F LTI 15170
THY, KNTETA 74V LTHFEET D, 74740 UV OERAKKFELTE, 74274V
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INDICATIONS AND USAGE

Intravenous theophylline is indicated as an adjunct to inhaled beta-2 selective agonists and systemically
administered corticosteroids for the treatment of acute exacerbations of the symptoms and reversible airflow

obstruction associated with asthma and other chronic lung diseases, e.g., emphysema and chronic bronchitis.

DOSAGE AND ADMINISTRATION

General Considerations:

The steady-state serum theophylline concentration is a function of the infusion rate and the rate of
theophylline clearance in the individual patient. Because of marked individual differences in the rate of
theophylline clearance, the dose required to achieve a serum theophylline concentration in the 10-20 mcg/mL
range varies fourfold among otherwise similar patients in the absence of factors known to alter theophylline
clearance. For a given population there is no single theophylline dose that will provide both safe and effective
serum concentrations for all patients. Administration of the median theophylline dose required to achieve a
therapeutic serum theophylline concentration in a given population may result in either sub-therapeutic or
potentially toxic serum theophylline concentrations in individual patients. The dose of theophylline must be

individualized on the basis of serum theophylline concentration measurements in order to achieve a dose that

will provide maximum potential benefit with minimal risk of adverse effects.

When theophylline is used as an acute bronchodilator, the goal of obtaining a therapeutic serum concentration
is best accomplished with an intravenous loading dose. Because of rapid distribution into body fluids, the
serum concentration (C) obtained from an initial loading dose (LD) is related primarily to the volume of
distribution (V), the apparent space into which the drug diffuses:

C=LD/V

If a mean volume of distribution of about 0.5 L/kg is assumed (actual range is 0.3 to 0.7 L/kg), each mg/kg (ideal
body weight) of theophylline administered as a loading dose over 30 minutes results in an average 2 mcg/mL
increase in serum theophylline concentration. Therefore, in a patient who has received no theophylline in the
previous 24 hours, a loading dose of intravenous theophylline of 4.6 mg/kg (5.7 mg/kg as aminophylline),
calculated on the basis of ideal body weight and administered over 30 minutes, on average, will produce a
maximum post-distribution serum concentration of 10 mecg/mL with a range of 6-16 mcg/mL. When a loading
dose becomes necessary in the patient who has already received theophylline, estimation of the serum
concentration based upon the history is unreliable, and an immediate serum level determination is indicated.

The loading dose can then be determined as follows:

D = (Desired C - Measured C) (V)
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where D is the loading dose, C is the serum theophylline concentration, and V is the volume of distribution.
The mean volume of distribution can be assumed to be 0.5 L/kg and the desired serum concentration should be

conservative (e.g., 10 mcg/mL) to allow for the variability in the volume of distribution. A loading dose should

not be given before obtaining a serum theophylline concentration if the patient has received any theophylline

in the previous 24 hours.

A serum concentration obtained 30 minutes after an intravenous loading dose, when distribution is complete,
can be used to assess the need for and size of subsequent loading doses, if clinically indicated, and for guidance
of continuing therapy. Once a serum concentration of 10 to 15 mcg/mL has been achieved with the use of a
loading dose(s), a constant intravenous infusion is started. The rate of administration is based upon mean
pharmacokinetic parameters for the population and calculated to achieve a target serum concentration of 10
mcg/mL (see TABLE V). For example, in non-smoking adults, initiation of a constant intravenous theophylline
infusion of 0.4 mg/kg/hr (0.5 mg/kg/hr as aminophylline) at the completion of the loading dose, on average, will
result in a steady-state concentration of 10 mecg/mL with a range of 7-26 mcg/mL. The mean and range of
steady-state serum concentrations are similar when the average child (age 1 to 9 years) is given a loading dose
of 4.6 mg/kg theophylline (5.7 mg/kg as aminophylline) followed by a constant intravenous infusion of 0.8
mg/kg/hr (1.0 mg/kg/hr as aminophylline). Since there is large interpatient variability in theophylline
clearance, serum concentrations will rise or fall when the patient's clearance is significantly different from the
mean population value used to calculate the initial infusion rate. Therefore, a second serum concentration
should be obtained one expected half-life after starting the constant infusion (e.g., approximately 4 hours for
children age 1 to 9 and 8 hours for nonsmoking adults; see TABLE I for the expected half-life in additional
patient populations) to determine if the concentration is accumulating or declining from the post loading dose
level. If the level is declining as a result of a higher than average clearance, an additional loading dose can be
administered and/or the infusion rate increased. In contrast, if the second sample demonstrates a higher level,
accumulation of the drug can be assumed, and the infusion rate should be decreased before the concentration
exceeds 20 mcg/mL. An additional sample is obtained 12 to 24 hours later to determine if further adjustments
are required and then at 24-hour intervals to adjust for changes, if they occur. This empiric method, based
upon mean pharmacokinetic parameters, will prevent large fluctuations in serum concentration during the

most critical period of the patient's course.

In patients with cor pulmonale, cardiac decompensation, or liver dysfunction, or in those taking drugs that
markedly reduce theophylline clearance (e.g., cimetidine), the initial theophylline infusion rate should not
exceed 17 mg/hr (21 mg/hr as aminophylline) unless serum concentrations can be monitored at 24-hour

intervals. In these patients, 5 days may be required before steady-state is reached.

Theophylline distributes poorly into body fat, therefore, mg/kg dose should be calculated on the basis of ideal
body weight.

TABLE V contains initial theophylline infusion rates following an appropriate loading dose recommended for
patients in various age groups and clinical circumstances. TABLE VI contains recommendations for final
theophylline dosage adjustment based upon serum theophylline concentrations. Application of these general
dosing recommendations to individual patients must take into account the unique clinical characteristics of
each patient. In general, these recommendations should serve as the upper limit for dosage adjustments in

order to decrease the risk of potentially serious adverse events associated with unexpected large increases in
serum theophylline concentration.
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Table V. Initial

Theophylline Infusion Rates Following an Appropriate Loading Dose.

Patient population Age Theophylline infusion rate
(mg/kg/r)*}

Neonates Postnatal age up to 24 days 1 mg/kg q12h/t

Postnatal age beyond 24 days 1.5 mg/kg q12h/f

Infants 6-52 weeks old mg/kg/hr= (0.008)(age in weeks) +
0.21

Young children 1-9 years 0.8

Older children 9-12 years 0.7

Adolescents 12-16 years 0.7

(cigarette or marijuana

smokers)

Adolescents (nonsmokers) 12-16 years 0.5§

Adults 16-60 years 0.4§

(otherwise healthy nonsmokers)

Elderly >60 years 0.31

Cardiac decompensation, 0.21

cor pulmonale, liver

dysfunction, sepsis

with multiorgan failure,or shock

*

obese patients.

To achieve a target concentration of 10 mcg/mL Aminophylline=theophylline/0.8. Use ideal body weight for

T Lower initial dosage may be required for patients receiving other drugs that decrease theophylline clearance

(e.g., cimetidine).

R A+

To achieve a target concentration of 7.5 meg/mL for neonatal apnea.
Not to exceed 900 mg/day, unless serum levels indicate the need for a larger dose.
Not to exceed 400 mg/day, unless serum levels indicate the need for a larger dose.

Table VI. Final Dosage Adjustment Guided by Serum Theophylline Concentration

Peak Serum Dosage Adjustment
Concentration
<9.9 meg/mL If symptoms are not controlled and current dosage is tolerated, increase infusion

rate about 25%. Recheck serum concentration after 12 hours in children and 24
hours in adults for further dosage adjustment.

10 to 14.9 mcg/mL

If symptoms are controlled and current dosage is tolerated, maintain infusion rate
and recheck serum concentration at 24 hour intervals.| If symptoms are not
controlled and current dosage is tolerated consider adding additional medication(s) to
treatment regimen.

15-19.9 mcg/mL

Consider 10% decrease in infusion rate to provide greater margin of safety even if
current dosage is tolerated.y

20-24.9 mcg/mL

Decrease infusion rate by 25% even if no adverse effects are present. Recheck serum
concentration after 12 hours in children and 24 hours in adults to guide further
dosage adjustment.

25-30 mcg/mL

Stop infusion for 12 hours in children and 24 hours in adults and decrease
subsequent infusion rate at least 25% even if no adverse effects are present. Recheck
serum concentration after 12 hours in children and 24 hours in adults to guide
further dosage adjustment. If symptomatic, stop infusion and consider whether
overdose treatment is indicated (see recommendations for chronic overdosage).

>30 mcg/mL

Stop the infusion and treat overdose as indicated (see recommendations for chronic
overdosage). If theophylline is subsequently resumed, decrease infusion rate by at
least 50% and recheck serum concentration after 12 hours in children and 24 hours
in adults to guide further dosage adjustment.

Y Dose reduction and/or

serum theophylline concentration measurement is indicated whenever adverse effects

are present, physiologic abnormalities that can reduce theophylline clearance occur (e.g., sustained fever), or a

drug that interacts with theophylline is added or discontinued.
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Intravenous Admixture Incompatibility:
Although there have been reports of aminophylline precipitating in acidic media, these reports do not apply to
the dilute solutions found in intravenous infusions. Aminophylline injection should not be mixed in a syringe

with other drugs but should be added separately to the intravenous solution.

When an intravenous solution containing aminophylline is given "piggyback", the intravenous system already
in place should be turned off while the aminophylline is infused if there is a potential problem with admixture
incompatibility.

Because of the alkalinity of aminophylline containing solutions, drugs known to be alkali labile should be
avoided in admixtures. These include epinephrine HCI, norepinephrine bitartrate, isoproterenol HCl and
penicillin G potassium. It is suggested that specialized literature be consulted before preparing admixtures

with aminophylline and other drugs.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. Do not administer unless solution is clear and

container is undamaged. Discard unused portion. Do not use if crystals have separated from solution.
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