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Multi-center Survey on Off-label Drug Use of Ambroxol Hydrochloride Injection

ZENG Yingtong', LIN Lu', LAI Sha’, WEN Yuguan’, QIAN Wenjing'§CHEN Luanluan®, JIANG Dayi’, CAI Qin-
gqun’, GAO Xiang’, ZHENG Danwei’, HE Zhichao", YANG, Min' (1. Dept. of Pharmacy, Guangdong Provincial
People’ s Hospital/Guangdong Academy of Medical ‘Sciengesy Guangzhou 510080, China; 2. Dept. of Pharma-
cy, the First Affiliated Hospital of*Guangdong Pharmaceutical University, Guangzhou 510080, China; 3. Dept.
of Pharmacy, Guangzhou Hui’/aiyHospital ,“Guangzhou 510370, China; 4. Dept. of Pharmacy, Shenzhen Sec-
ond People’s Hospitalj Guangdong Shenzhen 518035, China; 5. Dept. of Pharmacy, the Third Affiliated Hospi-
tal of GuangzhousMedical University, Guangzhou 510150, China; 6. Dept. of Pharmacy, Shenzhen People’s
Hospital , Guangdong Shenzhen 518020, China; 7. Dept. of Pharmacy, the First Affiliated Hospital of Guang-
zhou University of TCM, Guangzhou 510405, China; 8. Dept. of Pharmacy, the First Affiliated Hospital of Sun
Yat-sen University, Guangzhou 510080, China; 9. Dept. of Pharmacy, the Third Affiliated Hospital of Sun
Yat-sen University, Guangzhou 510630, China; 10. Dept. of Pharmacy, Sun Yat-sen Memorial Hospital of Sun
Yat-sen University, Guangzhou 510235, China)

ABSTRACT OBIJECTIVE: To investigate off-label drug use of Ambroxol hydrochloride injection, and to provide reference for
further evidence-based evaluation on rationality and standardized management of off-label drug use. METHODS: All medical orders
for inpatients receiving Ambroxol hydrochloride injection were selected from 10 hospitals of Guangdong province during Apr. 2014
to Mar. 2015. Situation of drug use in different categories of departments was summarized, the incidence of off-label administation
route and off-label dosage were analyzed; according to drug package inserts, prescription daily dose (PDD) and drug utilization in-
dex (DUI) were calculated for each category of department, and the degree of off-label dosage was evaluated. RESULTS: A total
of 761 821 person-day who used Ambroxol hydrochloride injection was included. Off-label drug use occurred in each category of
departments, and the incidence of off-label drug use was 62.10% . The incidence of off-label administration route was 40.51% ,

mainly atomization inhalation; the incidence of it was the high-
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est in gynecology and obstetrics department (92.70% ). The in-
cidence of off-label dosage was 36.30% , and the incidence of
it was the highest in cardiothoracic surgery department
(85.36% ). Departments whose PDDs were higher than the
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drug package inserts were cardiothoracic surgery department, ICU, surgical department, cardiovascular medicine department, emer-

gency department, department of internal medicine and pediatrics department. CONCLUSIONS: Off-label drug use of Ambroxol hy-

drochloride injection is common, and the effectiveness, safety and necessity remain controversial, which need to be proved by

multi-center randomized controlled prospective trial.

KEYWORDS Ambroxol; Off-label drug use; Multi-center; Survey
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TP FEAHAS 8 HAE 2 4ab 5 i, nT AR IS IR
DDD 45 R Y 55— Fi i i 50, PDD = 254 5 AE i/
(HZ R NE- BRED . DUIL AT FIEo 25500 &
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ABIFFEIEANA 10 L e (i R R 24 15 2R T 50 Y
A 761 821 A - K UL A 25 R A %8 62.10% .
Horp R 2 25094 308 594 A+ K, 15 40.51% ; i 5
HHZGAE 164 504 A - K, 7 21.59% 5 1t B 45 K1 3 ]
PN R AT 288 723 A - K, 15 37.90% .
22 BEMEXBIIRIHNBEEAXLERR

T8 R BE Rk 38 1 25 S K, S il 22 o BdE 1Y
Geit, AR Z IR FR I R R 5 B [ 2R % 5 IR Al
1228 HE I 2 (ICU) LR 107 B R 21
FEARE SMEE ICEFRE GO R O SNEE R
LaR. SR E AU B2 B

PHA L5 R BN, Eh IR R R R ) A 2 kA
HIK40.51% , FAWA N ERA B A25%2, &
96.96 % ; oAt 3L B 5 45 25 iR AR i A 4R S N TEA
(152% ) K EMA(135% )  WMBEEEARLE
(0.07% ) WAL (0.06% ) FI3EAL 1 (0.01% )%, 12
FrRED BB EHARAER>50%MBEA 338,40
S R 41 7 FE(92.70% ) L hE R (62.82% ) A AN L
(50.25%) ,FEILFE 1.
x1 SLMEEBIRLRIHFBEERAALERR
Tab 1 The incidence of off-label administration route

of Ambroxol hydrochloride injection in each
category of department

Rz SRR BN K BRI RER, %
1=} 15392 14 269 92.70
FINER 23029 14 466 62.82
SR 231374 116 260 50.25
ZAF 77614 37349 4812
g ae 91763 38 352 41.79
[ihsEa Rt 24035 9,665 40.21
MR 1107374 39245 35.56
&8 14418 4704 32.63
AN IR=ARTES 38 805 11 007 2836
ICU 43 987 11 559 26.28
IR 75239 10 480 13.93
LB 15 791 1238 7.84
At 761 821 308 594 40.51

2.3 BEMEBBMIRRIFFBFERARLLEER
AR E R, EUHREE M HZRE T, 2
DR R A TR AR T B R ) o I 2 e AR %R 36.30% , i
2GR 2 010 mg/d. A 2ERF I AA/E R it FH 24
MG 1228RVE BB B R a2 & A R s 1R
R HANRE(85.36% ) 5 KA 40% ~50% I FHE A 3
25,43 9 ICU (47.88% ) AMFE (42.74% ) Fil & 12 Rt
(40.45% ), FEWLF 2,
24 EEMNEHBIRRIHFFERNERABEE
VAT 5 BN AR B R YA R N 2 B
%, HAEAR )Lz o8 ) i 2 R T R R s
R 159 (1) °F- 35 PDD ## ) DDD 1 L= A O B AR
ICU AL O M AR Z2 RS . iUl B e
FAR WY BEF AR, DLUF 20 45 0% B gt o8 77 o 24 2
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Tab 2 The incidence of off-label dosage of Ambroxol
hydrochloride injection in each category of de-

partment
B= BRZBNK RN K BRI RER, %
NP 53411 45592 85.36
ICU 32428 15525 47.88
SR 115 114 49 198 4.74
2k 11315 4577 40.45
HER 8563 2493 29.11
ZAH 40 265 9538 23.69
MR 71129 16 256 22.85
DI MR 27798 5513 19.83
IR 63 158 11787 18.66
JLRE 14 553 2261 15.54
SN 1123 168 14.96
LiEFEES 14370 1596 11.11
At 453227 164 504 36.30

®3 J[RMEBBRIRFREHFIRIPDD FDUI
Tab 3 PDD and DUI of Ambroxol hydrochloride in-
jection in each category of department

FlE A, % DDD, mg PDD, mg DUI
Digshet - =12 90 273.93 3.04
6~11 45 79.19 176
2~5 25 76.86 3.42
1 15 6722 448
ICU =12 90 172.31 1.91
61 45 99.41 221
2~5 2.5 72.96 3.24
1 15 56.79 3.79
ShER =12 90 122.48 1.36
6~11 45 74.81 1.66
2~5 225 26.33 1.17
1 15 18.69 1.25
OIMERE =12 90 121.42 1.35
6~11 45 74.74 1.66
2~5 25 3278 1.46
1 15 28.27 1.88
a2k =12 90 107.32 1.19
Zar =12 90 89.48 0.99
6~11 45 26.25 0.58
2~5 2.5 6.00 0.27
MR =12 90 86.12 0.96
6~11 45 66.87 1.49
2~5 25 21.56 0.96
I =12 90 81.42 0.90
HER =12 90 78.87 0.88
6~11 45 28.93 0.64
2~5 225 19.13 0.85
1 15 13.83 0.92
it =12 90 61.23 0.68
2~5 2.5 23.00 1.02
1 15 15.00 1.00
=R =12 90 60.66 0.67
LR =12 90 30.81 0.34
6~11 45 28.22 0.63
2~5 25 19.50 0.87
1 15 16.29 1.09
At =12 90 124.92 1.39
6~11 45 5226 1.16
2~5 2.5 32.73 1.45
1 15 28.83 1.92
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Investigation and Analysis of Off-label Drug Use in a Third Grade Class A Hospital during 2015-2016
ZHANG Cuicui, ZHANG Lei, LU Jin (Dept. of Pharmacy, China-Japan Friendship Hospital, Beijing 100029,
China)

ABSTRACT OBIJECTIVE: To control the risk of off-label drug use,and to provide reference for rational drug use. METHODS :
Outpatient prescriptions were selected by stratified equal proportion sampling method from a third grade class A“hospital during Jun.
2015-Jun. 2016. According to the latest edition of drug instruction issued by CFDA, the off-label prescriptions were screened and
analyzed statistically. According to Micromedex tools and literatures report, guidelines, off-label druguse and related severe ADR
were analyzed. RESULTS: Of 3 025 outpatient prescriptions, 11.2% of preseriptions (839./pieces) ‘Were considered as off-label
prescriptions, including without indication (88.7% ), over dose (6:09% )., beyond route of administration (3.2% ) and beyond
adapt-to-the-crowd (2.1% ). Gastroesophagedal reflux was the/main diagosi§ (16.0% ). 1.5% of off-label drug use were supported
by FDA-approved labels, 83.8% of them were supported=by international and national guidelines, 12.4% of them were supported
by expert consensus, and 2.4% ofjthem Wwere supported by other literature report. Thirteen items of off-label drug use had been
included in Micromedex, recomimendation' grade and evidence intensity of which varied. Eight drugs of off-label drug use were
reported to result insefious ADR..CONCLUSIONS: All off-label drug use in outpatient department of this hospital is supported by
evidence-based medical evidence. But the quality of evidence varies. In the practice, physicians and pharmacists should balance the
benefit and risk'of off-labed drug use carefully.

KEYWORDS Off-label drug use; ADR; Risk
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