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4 Concomitant Disease or Disorder tog Hﬂiﬁmmwmnier

(T e O SREBH W) TN LAY

[1 Heart Failure
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5 Treatment of Respiratory Disorder
5.1 Theophylline Dosage Forms _
[1] 1. IV Infusion for 15 minutes of Aminophylling ¢ Stz * ]
[ 1 2. Oral Sustained Release Preparations s

[ 1 2A TheoDur : Start; Date.....,
[] 28 NuelinSR : Star;Date........Ti
[] 2C. Theo24" : Star;Date.........
5.2 Other Drugs (Start; Date.........Time.......... 3
521 Beta - Adrenergic AGOMIStS & .........oo... WEL 70N N
I/ / -2 .\, N —
5.2.2 ANtIChONNENgIC DIUGS © .ooecccerscreeceer e e VZTETC ) N
SO, -5t W .
§.2.3 COMCOSIEIONS : .-cvvoovvsvrscsmrassersssscennesssss EU AN MBI .44+ e o

:L“:;'T‘.:a;;::';"“ﬂummmwmn‘a‘ |
; ::i;ﬂﬁm&wﬂw URIANYIAY
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[ ] IVinfusion for 15 minutese®misBpfylin

[ ] Oral Sustained Release Bépaiioné
[ ] TheoDur"
[ ] NuelnSR"
[ ] Theo24"
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Table :

Blood Sample Collection for Theophylline Serum Concentration Measurement

Number Time for Blood Sample Collection True Time in Interval from Serum Concentration
mple Collection| Administration (megymil)
IV Infusion for 15 minutes (at Steady State)
1 One hr after finished IV Infusion : Date..........
TIME...oreeee. it P F ARG, .. [+ N—— (Peak)
2  |immediately before the next dose : Date..........
....................... hrs weeerieneeene LT TOUGHN)
3 Suhlsaﬂeraduﬂfnrmuur nrHuaIinSR Date
............. hrs e LAMETAQE Serum
Concentrafion or Peak)
4  |Immediately before the next dose : Date.......... = —i0ale........
TIMme.ccon. o . > | N e (Trough)
R A
5  [Twelve hrs after a dose for Theo 24 : Date........
Time........ T . T L. DB | lesssenas (Average Senum
6 |Immediately before the next dose : Date......... =~  |Date........ [Concentration or Peak)
e ﬂ ‘LJH\’}]‘VIBV] NEIN [ -
nlre | | (Trough)
- If Patient’s Clinical Response were Imppmpr.late Therefore the P&tient should EguewaTnen Regimen Adjustment.

Dosage Form [ Il‘u"lrl'usunfnr minutes : Aminophylline

LLL



[ ] HueHnSH
[] Trmnz-l
Table : Blood Sample Collection for Theophylline Serum Co a—:-w-__..,_.,___m ._¥

Mumber Time for Blood Sample Collection ‘ > i Interval from | Serum Concentration
/ﬂ Administration (mog/mi)
3
............ hs e (Peak)
2
............. hrs cesnneenee LT TOUGR]
Oral Sustained Release rati
3  |Six hrs after a dose for Theo Dur or Nugiin sRR; Date, d=ta ot
| o  mme.f, 1 bs | (Average Serum
Y Concentration or Peak)
4 |immediately before the next dose : Date.......... Iﬂ
.............................. hrs weveenemieeee (T 0OUGH)
5 [Twelve s ater a dose or Theo 24 mﬂum NENRNETNT
.......... Time......... reneeennenns (AVETAQE Serum
Y e - IR e AL (I e
............. (Trough)
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Assessment of Clinical Response in Patient Tmaﬁ%
o —

1. Respiratory Disorder
1.1 Pulmonary Function Test

=

Assessment Before Treatment
with Theophyliine
Peak Expiratory
Flow Rate By Peak Flow
Meter (L'min)

FJ;
9"

117 a
V[

AN
77TV Y-

I ey

Date

(Discharge)

Improved

DN
\"\ |

TRITCaE

FLL



1.2 Assessment of Respiratory Disorder Symptoms
*r-me:plaaaemﬂef in assessment 1..= 6. |

il

Assessment Before Treatment
with Theophylline

hkma-. :

'7/7K\\\
v, ‘ _

had respiratory disorder symptoms.

(Discharge)

Conclusion

Improwved

Undialqed! Worsen

m
1717

= Concluson - nmmrwwﬁrﬂ’@‘ﬂ'iﬂmmﬂﬂqﬂ d
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2. Theophylline Adverse Reactions
2.1 Gastrointestinal System and Nervous System Effects

'Hﬂeﬁmﬂau"in iy

QW

en the patient had symptoms.

Symptoms Bafam Treatmes e ARer Trealment with line

/%tk“ LT :ﬂi:%ue‘.-

1. Headache

2. Dizziness

3. Nervousness

4. Insomnia

5. Seizures

6. Mausea

7. Womiting

8. Epigastric Pain or Abdominal Pain
|9. Diarrhea

ﬂ‘LlEJ’J‘VI VI INEIND
ARIANN T %173} El]ﬂi‘

9kl



Symptoms Before Treatment " | After Treatment with Th ylline

with Theophyllig % sDate | Date | Date | Date Date
l o

w: = (Discharge)
N

1. Pulse Rate 2 100/min 7

2. Muscle Tremor -9

3. Ventricular Amrhythmias \
4. Hypotension

5. Sinus Tachycardia

6. Others..........

—
C - \
- ey | \
3 -
el
= L
a -
bl 3 ’ - .
s . - |
L e,
- - M
=
v
L i o
o
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Assessment of C S|
4427 \\\

Treated with Theop -- ; or with other Drugs.
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nse in Patient
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Assessment of Clinical Responses in Patient Treated with ﬁ

Agonists, Corticosteroids and Anticholinergic Drugs
1. Respiratory Disorder

phylline together with Other Drugs (Beta Adrenergic

2

o —
line together with Other Drugs
e Date Conclusion
(Discharge) Improved Unuhanggdl Worsen

1.1 Pulmonary Function Test —
Assessment Before Treatment with ’
Theophylline together | Date -t
withOther Drugs (it
Peak Expiratory S ‘é‘ad
Flow Rate by Peak Flow AR
Meter (Limin)

Ue

Lo

YRAN

BLL



1.2 Assessment of Respiratory Disorder Symptoms

Assessment Before Treatment with

Theophylline together
with OtherDrugs

Wheeze

2. Cough

Rales

Others..........

—%)

line together with Cther Drugs

Date Conclusion

(Discharge) improved [Unchanged

o ey e RN |3 B 19110 14

0zZL



2. Adverse Drug Reactions
24 mmuimmsmuﬂummsmm

* Note Pl;e.asamieJln “ y/m:‘uﬂ patient had symptoms.

Symptoms Before Tre Tmmﬂhetngammﬂﬂﬂw

Date Date Date Date
(Discharge)

A -/ ///‘ “\\
e L ANNRY
2. Dizziness
3. MNervousness
4. Insomnia
5. Seizures
6. Nausea
7. Vomiting
8. Epigastric Pain or Abdominal Pain
9. Diarrhea

q maﬂmqﬁ AR INLNAY
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2.2 Cardiovascular System Effects
* Note : F'Ia:asemﬂ&-fhslnnnnmsi.-ﬁ.nhenmepﬂienthadsmnnm.

Symptoms Before Treatment ““a_‘.w!__{/; = aament with Theophylline together with Other Drugs

with Theophyllin@™ =l Date | =Dare Date | Date | Date Date
together with OthepBrgs_~ A, ' ‘ (Discharge)

1. Pulse Rate 2 100/min
2. Muscle Tremor
3. Ventricular Arthythmias

AU INENTNEING

Zzl



2.3 Other Effects
* Mote : Please write v/ in symptoms 4. - 5. when the patient had symptoms.

Symptoms Before Treatmept ™ S ™ hh‘__ #fment with Theophyfline together with Cther Drugs
with Theo - e | Date Date Date Date
together with OUEPB e/, | T (Discharge)
1. Thrush ' / ‘
2. Dysphonia
3. Cough
4. Dry Mouth
|5. Others.........

AutIngninenng
RIMNTUNRINE AL
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Equations used for calculation of theophylline pharmacokinetic parameters and

serum concentrations

Equation 1 : IBW (male) = 106 + 6 (height in inches - 60) kg
22

Equation 2 : IBW (female) =

Equation 3 : Vd theophylline
Equation 4 : Cl theophylline ;

* Factor refers to aawoPHE.iajiowirlg Diseasé enGoncurrent Therapy Factors which
are relavant in a particular g |

Disease Factors :
Mon - smoker = 1.0

Heart Failure = 0.4
Cirrhosis = 0.4
P

T

—
Allopurinol = 0.75. ; r"-"i‘”L f" e, ”
Phenobarbital = 1.3 ~_ g
Propranolol =06 . tomycin =5

s B 11 BN TNEINS
com8, 6 611 1 BRAR V11 2912116

Equation 7 : Cpss ave = (8) (F) (Dose) /T mg/L
Cl

Equation 8 : Maintenance Dose = (CI) (Cpssave) (T) mg
(S) (F)
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Eqution9 : Cpssty = (S) (F) (Dose) mg/L
vd

e -lnli)
(1-e™*)

IBW = Ideal body weight (kg)

TBW = Total body weight (kg) \

Vd theophytine = Theophylline¥ f Disifiol

Cl tneophyine = Theophy ine Clearance

K = Elimination ons

t1/2 = Half - |

Cpss ave = Average

Cpss = Seru

Oral dosage regimen :
D‘DSE - ;.-.q.l
T = L

.-El )
AULINENINYINS
RN TAUNIINGIAE



AULINENINYINT
ARIANTAUNM TN



patient Number | - %\:\i&
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8 A o t ‘F ’J+ I NE ] ‘j’ -
o ls 1‘1?‘1&1‘3 LR ko e

8zl



Continued

Patient Number : \W;L{
Respiratory Disorder Syaptome Adverse Reactions
o .//m N
*8 B - N - '\}\\\ [NIV, anorexia and dizziness from theophylline, muscle
i [h‘fmrfmmﬂemtecn
| .
% B ¥ 0
| Discortirued Erythromycin & Ay
A ¥ 0 Jm
':: B : : 1=, ' -
N ‘l{EI’J*‘n'EJVﬁWEI’lT‘i °
12 v v 7 nfmmEnr:anld@
e L MWWF"WEEEEWWWM...n,..,,
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Continued

Patient Number N H““. S
Respiratory Disorder Symgems _ Peak Evpia Adverse Reactions
Wheeze] Cough | Rales
141-id —p | —
15 + W
16 R R L2
s I B — N |Nervousness from theophylline
c N ¥ W
c L 4 W -
*18 B s 0 R
A R W A
19 v v
20 W ¥ - =
= || AmapIaiNmIngnae
22 ¥ s ¥ 4 : 2

0gEl



Continued

Patient Hmnherm
Respiratory Disorder
Wheeze| Cough | Rales

23 L4 b
24 W -
25 W+ W
26 + W
27 + W -
28 - N 4
29 +

[

3

30 L3 + u Eﬂ

okl
NTEU LI V) &) fFeeifarom et

R
muscle tremor, palpitation and PR 2, 100/min from Berotec

\:-\-t:\u i’y
= '- oy |

ﬂ%\x}

¢

4.“

L] ] e

Adverse Reactions

-
A palpitation and PR > 100/min from theophylline

m muscle tremor, patprlahnnmd PR = 100/min from

UNFNY AT o

pafpﬂahun. PR = 100/min muscle tremor, dizziness

LEL



continued

Adverse Reactions

F"aﬁer:tl'-.'uni:ar”
Respiratory Disonder
Wheeze| Cough | Rales
(e) - W W
3 2 W —
a2 W W
| Discontinue Ritampicin & W
*33 B ¥ S
c L -
*34 B W +
A ¥ v ’Q W '
Iﬂmﬁiﬂﬁhﬂ?] T m

4-E '
udﬁwmnﬁwaw

.//;/@1\\\\

R
muscle tremer, palpitation and PR 2 100¢min from Berotec

N/, palpitation, PR = 100/min anorexia, and insomnia

om theophylline

PR = 100/min, palpitation and nausea from theophyilline
PRz 100/min, palpiaﬁmfmmﬁrrm]ﬂ, dry mouth

rmm Bm:anﬂ 1nhalar

Zel



Continued

.- =

Respiratory Disorder S '\kk

Adverse Reactions

il
Patient Number
Wheeze| Cough | Rales
3% B P 4 ¥
A v A 3
m
A —a| 3| «>
*36 B & 3 e
A ¥ & &
v < 3
“38 B —> 3
A & &
39 <& 35
40 " .

| 7 _
(KL R e kit Moot

PR 2 100/min, palpitation, and sinus tachycardia from

et

from predniscione [oral) and dexamethasone injection

in from prednisolone (oral)

£El



Continued

fal
Patient Mumber

Respiratory Disorder S

Cough | Rales

Adverse Reactions

theophyfline

‘FR 2 100/min, palpitation anorexia and insomnia from

rElL



Continued

Patient Hmﬂ:: _ — s
Respiratory Disorder ; . Adverse Reactions
Wheeze| Cough | Rales R
47 v v 7 “5
48 ¥ R : ;;
49 o L
A
- -V
59 ¥ “; 2
52 g "
53 8 -
54 B vw‘ 5 - r N/ anorexia, insomnia
=9

. | -Auednengwends 00 -
*55 B W | - - . 4- ¢ »- Hnt n:ass.nad Fﬁamﬂimn. sinus tachycardia, palpitation

A . :EW aNNT umwﬂwaa :
58 e - b W - Not measured |PR 2 100/min, sinus tachycardia, palpitation

SEl



Continued

(a)
Patient Mumber
Respiratory Disorder
Wheeze| Cough | Rales
| DisconBinue Cimetidine N
T B
A = = =
58 e W e
59 e - -
B0 e e e
*61 B A P = -
MR RS- U1
™)
A o 4 R
x| * + 4
C o e

LY L

=i

Adverse Reactions

a4

PR z 100/min, N, anorexia, dizziness,

sinus tachycardia, palpitation

] ;1wmh. mm- n
-

ﬂ PR 2 100/min, palpitation, N/V

EWI 'WEI']

PR ;1ﬂthl'nun, palpitation, N/V, anorexia, insomnia

Mot measured

RN T AP AN AR e
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(a)

Patient Mumber 44 - 61 : Patients were irea
* Dosage regimen had been adjusted

B

Clinical Responses
! Respiratory Disorder symptoms

: Peak Expiratory Flow Rate

ith other drugs (beta - adrenergic agonists, corticosteroids and

Befor dosage regimen adjusiment

- Mo Qccured
<« Unchangeable

‘ peak flow rate value was increa
S peak flow rate value was decreas
— pﬂkﬁmrﬂawluawas nc

e wmmmmmaﬂ

NV :  Nausea and Vomiting

LEL
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(&)

Patient was refered fo private hospital.

—

Patient was treated respiratory failure status by Bid' respfiation. =
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