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Efficacy and Safety of Glucocorticoid Compound Preparation Combined with Low — Dose
Theophylline in the Treatment of Chronic Obstructive Pulmonary Disease at

Stable Stage:a Meta — Analysis
Luo Lijun', Lu Xiaogin®, Dong Zhi', Jin Can', Xie Yehong'

(1. School of Pharmacy, Chongqing Medical University, Chongging, China 4000165 2. Research Laboratory of Clinical Pharmacy, The Ninth People's

Hospital of Chongging, Chongging , China  400700)
Abstract: Objective To systematically evaluate the efficacy and safety of glucocorticoid compound preparation|inhaled corticosteroid
(ICS) and long — acting B> receptor agonist(LABA)] combined with low — dose theophylline in the treatment of chronic obstructive pul-
monary disease(COPD) at stable stage. Methods The Chinese and foreign language databases were searched by searching types and
keywords, in order to obtain relevant literatures. Two researchers independently screened the literatures according to inclusion criteria,
extracted data and evaluated the quality of the included studies. The data were analyzed by Review Manager 5.3.5 software. Results A
total of 10 literatures were included, Meta — analysis showed that there were significant differences in FEV,% [ OR =1.21,95% cr(o. 11,
2.32), P=0.03]1,6MWD[ OR =12.92,95% CI(4.61,21.22), P =0.002]1, CAT score[ OR = —3.08,95% CI( -3.57, -2.58),
P < 0.000 01] in the observation group(treated with theophylline combined with 1CS) and the control group(ireated with ICS alone),
but there was no significant difference in the incidence rate of adverse reaction rate| OR =1.24,95% C1(0.58,2.67), P=0.58], acute
exacerbations| OR = 0. 65,95% €I(0.39,1.08), P=0.10],FEV,[ OR=0.07,95% CI( =0.01,0.15), P=0.09] between the observation
group and the control group. Conclusion  ICS combined with low — dose theophylline can significantly improve pulmonary function and
exercise capacity of patients with COPD at stable stage,which can be used with caution in clinical application.
Key words: low — dose; theophylline; inhaled corticosteroids ; chronic obstructive pulmonary disease at stable stage; clinical effect; safety;

Meta — analysis

2017 4F 5 H g K18 PEBLZE VE Ml B 2 BR B IR R REE AT B (B SR BRI & A R A2 U
(GOLD) MR , W AVERE 2 R (ICS) BRA K AL B % 4H " 2508 (1 ~ 10 wg/mL) —J7 Ifi il 3 /il COPD
TR ) (LABA) B JFIAE o 5 B2 48 Mk B JE MR e ASGE RAEXT ICS M RUSE , 55— Jr ihi vl B3 COPD |
(COPD) Fa & IR 4 F534 97 , (A% COPD Stk mE ke AORTIhEE, Wb S, HoR R A -5 B I R
WA EY AU Bon B MR AR At R SRS 1CS VR AR T TR (AR fE S
RPN S, B EOT 2 R A FURPERRAR 2 1 8 a7 ARHIR Y Hh fE B0 SCER T 9 LAtk X 1CS B A 4%

EETE. Tk T BEAEE AL

A B[4 £%(2016)13 5 2015 -56],
E—1EE . FWAE, &k, EBREARAE,?

JEIT LR R e A e RS, (B F4247)1210619035@ qq. com,

58



2018 4F 10 1 20 H 2§ 27 &5 20 1]
Vol. 27, No. 20, October 20,2018

S AR7E "

China Pharmaceuticals

SR -
Drug Research

BI6T7 COPD 1E T RGN Al P o BB an
1 #EBEHZE
1.1 XEREFEARE

WABRUE PR G, EAb T (E 8 (GOLD 43
2 IV 40) COPD B ], 4R =40 % 5 AZLHT 2 J N
To At E s R IR IR B2 2451 o T 1005 50, WA
LM ARG 5 4, 0F IR 2 10 A R4, 10S 5
il 0 SR B W A 25 2, AR R (1 000 mg/d) 25 ik 11 i 45
25 B R AR bR AR 1 B RAER(FEV)) (FEV,
b BUHE T 23 HE (FEVI % BUTHE FEVI % ) A RN
GO OB GO AR H OB K ) S i (R
WRAEA, BT EHINAIT) . 6 min 4T E
(6MWD ) |18 1: BH 2 1 fili 5 55 1A 0 3 (CAT) 3143 1)
1 T a2 I WS S A B AL 6 BT AT I DR
(RCT).

HEBRBRE : SO B, SCUE YUK, O LB BN
JF VB SRERLT , 16 SRS AL I AR , R v L
ey I, 7 F A BB , R B AR AR 5 BRI, [l
JBEPERIT ST, A~ S R 5 5 Al SCRiK
1.2 KRR

i1 % ML K & PubMed, EMbase, The Cochrane Li-
brary , CNKI, WanFang Data, VIP 1 CBM %4 /2 , £ & B}
FRy AR 2 2017 4F 10 A AR B I ABT R S5
SCHR PARD FEAR IO 5C SR o 3 SC LA 3 803 A el ) ) 2
i & 1T K&, K &R 1 2 45 theophylline, COPD,
Budesonide, fluticasone, glicocorticoids, Symbicort, Sere-
tide ; H1 SC A IR HEAT AR, A 2R 1) 6 47 2 B L 48 P L
FEVERBOG MR BUACR A A1 U R A EP A
5 LA HEBLR o
1.3 XBIFIE S &R

H1 2 24 0F 5 & 1 BRI A FIHRBRAR 0 7 5 376 SCHR |

PRI I3 AL X o WA F3 8, W) 3ok 1] 18 g ke ey
5 TR  BERHE IR N A A CSCIREEAS 5 B, A F6 3¢
RS AR Ry SRR TS s B SR R B
FRAE , 046 & AR AR B AR BOIR D055 5 T PiLEE
Jita ) LAY DA B 1) 5 5 O e IXURS: PPAN O OGBS 3%
I OGTE A JRdR bR, B = TR SAEF IR T LA A
1.4 PABIRRENEITE

K Cochrane(5. 1. 0 MUAR G EAN T #2219 RCT
Pt 2 PRUBSE PEA, T PN A8 ABFZE R D o JXUBS: , Pl 2 24 B0F5E
GRS ATV, A8 S B AR B R 5 =T EOE
1.6 HIELEBEESSZ It

HHE A < 2 PR O SR AL R B4 FEV, (FEV. %
WHE  6MWD | CAT 3731097 B J5 9 250 = b 1 22
(X = ), VHEAE R SO HEA TSR 73BT o

Gt or b 1 2 AR 5L ST B A KR O A8 A%
XF, AU 152 2% o ffi ] Cochrane B I £2 {4t 9 Review
Manager 5. 3. 5 A H#EAT Meta 73 #7 o T ECFORER F HUAE
I (odds ratio, OR) SRR 48 b , T8 B8 kL SR I ¥ 4022
(mean difference, MD) LR 43 AT 5o i1 & o 25 WF 5% (] 57
Bt ad x K g A P PPAl S BT RN P < 50% I S
Jo P v 52, SR D E SN Y 5 P =509 B S Jo PR 4R
R, D 3 SRR 23 T AR R S B M SR TR, A E SR TR A E T
GE v S R T TG I DR S J5 1, DU AT SR T i AL 007 A
AU, G 2 1) S5 B M i K BTG 4R T 5 B P SR R I, >R
FHAERPE 3BT o A ADFFESCER R T 10 A0, 23 <
B B2 A5 7 R R 1R o
2 #R
2.1 XERRER

R 4K A3 SRk 525 B, A Express Note™ 2
AT B0 A 56 SOk 327 R o A B B S0 | S HEBR
ANFFAA LR SCERAn 25348 | BB L A B9 289 F o

A1 AN R

LA R  HAE PHER COPDREH TR - kA

LES TN ) (Xzs,%) 24 W s A i (A)
kAt 2017 180 58.31+3.41 iR BF(640 pg/18 pg) + Theo(200 mg) BF(640 pg/18 pg) FEV,.FEV,(% ) 1
% #% 2017 120 61.6010.59 P EE  BF(320 pg/9 pg) + Theo(200 mg) BF(320 pg/9 pg) FEV, (%) 6
Cosfo, B. G 2016 70 67.96+8.79 M.V4  SFC(1000 pg/100 pg) + Theo(200mg)  SFC(1000 pg/100 pg) Ak E RARAE 12
Subramanian 20157 50 56.14 £9.24 L4 BF(800 wg/24 pg) + Theo(200 mg ~ 400 mg) BF(800 pg/24 pg) FEV,.6MWD 2
& 4188 201511 120 58.03+4.53 RiE#E SFC(500 g/ 100 pg) + Theo(200 mg) SFC(500 pg/100 pg) ~ FEV,, CAT #% 3
F AL 2014 140 45.80+13.07 M4  SFC(500 pg/100 pg) + Theo(400 mg) SFC(1000 pg/100 pg)  FEV,(%).6MWD, &MEmE 12
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k= 20101 50 51~70 TE SFC(500 ug/100 pg) + Theo(200 mg) SFC(500 pg/100 ug) ~ 6MWD.FEV, (%) 3
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A1 fERER
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
XI|HEF52017 371 477 60 202 481 60 41.8% 1.69[-0.02, 3.40] I
SRB4E2017 1404 902 90 1231 935 90 17.0% 1.73[-0.95, 4.41] B
TEeR2014 6.38 9.81 42 561 853 41 79% 0.77[-3.18,4.72] - 1
EHKNI2013 10 13.45 36 8 1323 32 3.0% 2.00[-4.35,8.35]
It z2010 12 456 25 0.68 4.97 25 17.6% 0.52[-2.12,3.16] K
#&E302014 148 98 69 148 871 68 12.7% 0.00[-3.10, 3.10]
Total (95% CI) 322 316 100.0% 1.21[0.11, 2.32] o
Heterogeneity: Chiz = 1.40, df = 5 (P = 0.92); I? = 0% - 1 o 5 0 5 1’0
Test for overall effect: 2 =2.15 (P = 0.03) Favours [experimental] Favours [control]
B2 #WaEFH FEV % L& Meta 547 A Ak B
Experimental Control Mean Difference Mean Difference
r re Mean D Total Mean D Total Weight IV, Fixe: % Cl IV, Fixed, 95% CI
Subramanian, $2015 026 046 24 022 049 26 97% 0.04[-0.22,0.30] §
RKRLFE2013 0.18 0.22 39 011 02 39 77.5% 0.07[-0.020.16] -
JEHIE2015 04 0.17 60 0.11 017 60 Not estimable
RIBH2017 0.79 0.38 90 014 04 90 Not estimable
EKRI2013 0.4 0.46 3 03 05 32 128% 0.10[-0.13,0.33] .
Total (95% Cl) 99 97 100.0% 0.07 [-0.01, 0.15] >
it Chi2 = = - L2 = 0Y t t t +
Heterogeneity: Chi? =0.12, df = 2 (P = 0.94); 1= 0% 4 05 0 05 1

Test for overall effect: Z = 1.69 (P = 0.09)
B3 maEF FEV,

Be) 52 4> 3C 38 i, HEBRAE AR 2 3 coPD 45 25 7 AN
F AR AT BE PO 5T TCHH 45 R 48 AR SCHR 28 T, el
ASCHR 10 516151956 4] H 5 9k 4 A3 o
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[OR=1.21,95% CI(0.11,2.32), P=0. 03] FEWIE 20
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Experimental Control Odds Ratio Odds Ratio
dy o bgroup ents otz ents {2 eight M-H, Fixed, 95% ixed, 95% CI
Cosio, B. G2016 22 36 19 34 21.2% 1.24[0.48, 3.22] I
FreR2014 4 50 4 49 104% 0.98 [0.23, 4.15]
EE3C2014 21 69 35 68 68.4% 0.41[0.20, 0.83] L
Total (95% Cl) 155 151 100.0% 0.65 [0.39, 1.08] S
Total events 47 58
e Chiz = = = .2 = 489 } } t t
?et?;ogeneltyl.l Cfrfn t.:;.'l_oacgs |2= (_P0 1%.16),I 46% 0.005 01 1 10 200
est for overall effect: Z = 1.65 (P = 0.10) Favours [experimental] Favours [control]
B4 BmaEHEHmERER Meta 54 A E
Experimental Control Odds Ratio Odds Ratio
_Study or Subaroup Events Total Events Tofal Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Cosio, B. G2016 2 36 0 34 4.0% 5.00[0.23, 108.01]
X|#5752017 6 60 4 60 304% 1.56 [0.42, 5.82] —_
EBEFR2014 2 50 1 49 82%  2.00[0.18,22.80] "
#HZ2010 8 25 10 25 57.4% 0.71[0.22, 2.25] :‘
Total (95% CI) 171 168 100.0% 1.24 [0.58, 2.67]
Total events 18 15 . .
it i2 = = = - |12 = 09 T T T T
?et?;ogenelw].l Cfl;l . 129—60d5fs g(_P0 5(:3.58), 12=0% 0.002 01 1 10 500
est for overall effect: Z = 0.5 (P = 0.58) Favours [experimental] Favours [control]
BS5 WmAEHFRRFEEER Meta 547 Atk B
Experimental Control Mean Difference Mean Difference
r r Mean D Total Mean D _Total Weigh IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Subramanian, $2015 27.75 80.32 24 19.76 57.36 26 4.5% 7.99[-30.98, 46.96] [
EKN2013 120.93 21.97 36 1146 25.35 32 536% 6.33[-5.01, 17.67] T
AZ2010 3352 1414 25 7.76 3283 25 35.1% 25.76[11.75, 39.77] —=—
EEX2014 25.8 93.05 69 241 97.88 68 6.7% 1.70[-30.29, 33.69] -1
Total (95% CI) 154 151 100.0% 12.92 [4.61, 21.22] ‘
Heterogeneity: Chi2 = 5.06, df = 3 (P = 0.17); I = 41% i 1’00 _5=0 0 5=0 p éo

Test for overall effect: Z = 3.05 (P = 0.002)
A6

Experimental Control

_Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

JERIFE2015 54 135 60 -2.3 147 60 95.2%
EBB2014 462 75 42 -3.61 7.86 41 22%
HKHI2013 -8 557 36 4 721 32  25%
Total (95% CI) 138 133 100.0%

Heterogeneity: Chi? = 1.85, df = 2 (P = 0.40); I = 0%
Test for overall effect: Z = 12.23 (P < 0.00001)
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