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Summary

Objectives Adverse drug reactions (ADR) are an important cause of
morbidity and mortality. We analysed trends in hospital admissions
associated with ADRs in English hospitals between 1999 and 2008.

Design Data from the Hospital Episode Statistics database were examined
for all English hospital admissions (1999-2008) with a primary or secondary
diagnosis of an ADR recorded.

Setting All NHS (public) hospitals in England.

Main outcome measures The number of admissions and in-hospital
mortality rate with a primary (codes including ‘adverse drug reaction’, ‘drug-
induced’, ‘due to drug’, ‘due to medicament’ or ‘drug allergy’) or secondary
diagnosis of ADR (ICD-10 Y40-59) were obtained and analysed. Further
analysis for the year 2008-2009 was performed with regard to age, gender,
proportion aged >65 yrs and total bed-days.

Results Between 1999 and 2008, there were 557,978 ADR-associated
admissions, representing 0.9% of total hospital admissions. Over this period
the annual number of ADRs increased by 76.8% (from 42,453 to 75,076), and
in-hospital mortality rate increased by 10% (from 4.3% to 4.7%). In 2008,
there were 6,830,067 emergency admissions of which 75,076 (1.1%) were
drug-related. Systemic agents were most commonly implicated (19.2%),
followed by analgesics (13.3%) and cardiovascular drugs (12.9%).There has
been a near two-fold increase in nephropathy and cardiovascular
consequences secondary to drugs and a 6.8% fall in mental and behavioural
disorders due to drugs.

Conclusions ADRs have a major impact on public health. Our data suggest
the number of ADR admissions has increased at a greater rate than the increase
in total hospital admissions; some of this may be due to improved diagnostic
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coding. However, in-hospital mortality due to ADR admissions also increased
during the period. Our findings should prompt policymakers to implement further
measures to reduce ADR incidence and their associated in-hospital mortality, and
methods to improve the recording of ADRs.

Introduction

An adverse drug reaction (ADR) is an undesirable
effect of a drug beyond its anticipated therapeutic
effects occurring during clinical use,' and is one of
the major causes of iatrogenic disease.” ADRs
cause significant morbidity and mortality and in-
crease the length of hospital stays. The economic
burden of ADRs on the British NHS is also high,
accounting for considerable extra NHS costs.’

ADRs may be on target (where there is a clear dose
relationship) and may be reversible on reducing or
withdrawing the drug,l'4 or off target (where there is
uncertain dose response relationship). Idiosyncratic
ADRs which are largely unpredictable, can depend
on the genetic susceptibility of the individual and are
often more serious (sometimes fatal). The benefit—
harm relationships of ADRs are complex and should
always be taken into account when prescribing.

From the patients’” perspective, ADRs affects
quality of life, confidence in treatment, influence
adherence to medications, and increase costs of
care." The manifestation of ADRs may also mimic
a disease process and, therefore, lead to further
investigations and treatments.

Older people or those with multiple long-term
diseases are more susceptible to ADRs.” As co-
morbidity increases with increasing age, poly-
pharmacy (use of more than four prescription
drugs®) is seen more frequently in older patients.”®
Moreover, between 14 and 24% of older adults
receive potentially inappropriate medications.”
For example, long-acting benzodiazepines have a
high potential for severe adverse outcomes in
older patients, according to Beers criteria (a list of
inappropriate medications for the elderly)."” Poly-
pharmacy increases the likelihood of drug-drug
interaction and adverse drug reactions."' ADRs
then in turn prompt the patient to seek further
medical help and multiple primary and secondary
care visits may ensue."

Despite the clinical impact of adverse drug re-
actions, methods for monitoring them remained
limited. Databases derived from electronic health
records such as the General Practice Research

Database (GPRD) or QResearch are also being
increasingly used to monitor ADRs. Other ap-
proaches include: clinical trials, prescription event
monitoring, spontaneous reporting, and linked ad-
ministrative databases. However, where an ADR is
rare, clinical trials lack power to detect associ-
ations. Prescription event monitoring examines
risk in newly-marketed drugs but has a relatively
short follow-up and difficulty in selecting appro-
priate controls. Spontaneous reporting is done
through pharmacovigilance reporting such as the
MHRA (Medicines and Healthcare Products Regu-
latory Agency) Yellow Card Scheme in the UK,
although under-reporting remains a significant
issue.

Consequently, when a drug is first marketed,
there is often limited information about its safety
in routine clinical use,'® although under the black
triangle scheme new medicines are intensively
monitored by the Commission on Human Medicines
(CHM) and the MHRA. Drug safety assessment
should be considered an integral part of everyday
clinical practice,' as well as necessity for phase IV
(post-marketing surveillance) trials. Under such
post-marketing surveillance, drugs continue to be
withdrawn from the market due to safety concerns;
for example, the withdrawal of rofecoxib in 2004'*
due to concerns about cardiovascular safety (MI and
stroke) and, more recently, efalizumab in 2009, a re-
combinant humanized monoclonal antibody used to
treat psoriasis, due to potential risk of progressive
multifocal leukoencephalopathy (PML).

We analysed hospital admissions associated
with ADRs in all NHS (public) English hospitals in
the past 10 years, using the Hospital Episode Sta-
tistics database. We examined the epidemiology of
hospital admissions for ADRs including temporal
trends, in-hospital mortality, the age and gender
distribution of these admissions, and differences in
ADR rates between individual hospitals.

Methods

Hospital Episode Statistics (HES) is an administra-
tive database produced by the Department of
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Ten-year trends in hospital admissions for adverse drug reactions in England 1999-2009

Health for England."” It is available for every year
from 1989 onwards and comprises data gathered
locally from each NHS hospital’s Patient Admin-
istration System or Hospital Information System.*
It covers all inpatient and day-case activity deliv-
ered by NHS hospitals in England, and contains
demographic, administrative and clinical infor-
mation. The data-set contains over 300 fields in-
cluding age, gender, admission method, primary
and secondary diagnosis fields, length of stay, and
method of discharge (including in-hospital death).
The basic unit of the data-set is the consultant
episode, covering the continuous period of time
during which a patient was under the care of one
consultant. Episodes of care were linked into ad-
missions and those ending in transfer to another
hospital were linked together to avoid multiple
counting. The 10th International Classification of
Diseases (ICD-10) is used for diagnosis coding.

For each financial year from 1999-2000 to 2008-
2009, we obtained HES records in which there was
an ICD-10 code containing the following key-
words: ‘adverse drug reaction’, ‘drug-induced’,
‘due to drug’, ‘due to medicament’ or ‘drug al-
lergy’. For comprehensiveness, we also searched
for ICD-10 codes relevant to ADRs containing the
word ‘immunization’, since vaccines were consid-
ered as a form of medication. We then divided the
main diagnostic codes into chapters based on ICD-
10, as shown in Appendix 1 online (see http://jrsm.
rsmjournals.com/cgi/content/full /103/6/239/
DC1). We also analysed codes in the range Y40-59,
which are known as ‘external cause’ codes or
‘secondary diagnoses’. In this way, we excluded
accidental or intentional poisoning due to drugs.
We analysed those codes that explicitly stated that
the admission was caused by a certain drug.

HES records contain one main diagnosis code
and 13 (six up to 2000) secondary diagnosis codes.
We flagged all the emergency admissions with
ADR-related ICD-10 codes in either the primary
diagnoses or secondary diagnoses fields. We calcu-
lated the frequency of each three-digit external Y
codes and of related ADRs ICD-10 codes of each
chapter for each financial year. We excluded poss-
ible duplications in coding; an admission coding
both ADR-related primary and secondary diag-
noses is only counted once, as shown in Table 1.
When analysed by individual ICD-10 chapters or
categories in Tables 2-5, these admissions might be
counted twice or more. However, the majority of the

admissions (99.5% for year 2008-2009) only had one
ADR-related ICD-10 code in their diagnosis.

For the latest year, 2008-2009, we examined the
number of admissions by age, gender, proportion
of older people (age >65 yrs), total bed-days and
in-hospital mortality of each category of ADR. We
showed the distribution of hospital-level ADR
rates on a funnel plot. Statistical analysis was
performed with SAS software (version 9.2). For
all analyses, only data for emergency (unplanned)
admissions were used.

Results
Overall hospital admissions for ADRs

Table 1 summarizes the annual number of total
hospital admissions, the number of admissions as-
sociated with ADRs and in-hospital mortality
rates. In our 10-year study period, there were
59,718,694 total emergency hospital admissions
and 557,978 admissions with a diagnostic code in-
dicative of ADRs (0.9%). Of these, 188,024 were
primary diagnoses and 444,780 were of ‘external
cause’. There were 26,399 in-hospital deaths in
ADR admissions, a case-fatality rate of 4.7%.

Ten-year trends in hospital admissions for
ADRs

Between 1999 and 2008, the total number of hospi-
tal admissions increased by 28.3%, but the total
number of admissions due to ADRs increased by
76.8%. The majority of the latter was due to an
increase in external cause codes. The in-hospital
mortality rate of ADR admissions increased by
10%, from 4.3% to 4.7%, although this stabilized
from 2004 onwards (Table 1).

Tables 2 and 3 describe the burden of ADRs
according to ICD-10 code. The number of ADRs
with a primary diagnosis increased by 36.8%
during this study. Nephropathy due to drugs
(from 109 to 303 admissions), cardiovascular con-
sequences (from 1238 to 3399 admissions) and
drug-induced lung disorders (from 64 to 157
admissions) were the three fastest growing ADRs
as a primary diagnosis (Table 2). Mental and be-
havioural disorders due to drugs decreased 6.8%
during the 10-year period, although the category
bore the highest admission burden (57,096 diag-
noses in the study period). Drug-induced anaemia
(—21.8%) and complications following injection,

J R Soc Med 2010: 103: 239-250. DOI 10.1258/jrsm.2010.100113 241



Journal of the Royal Society of Medicine

immunization or anaesthesia (-7.0%) declined
during the years 2004-2008.

The number of ADRs recorded in any second-
ary diagnosis field increased 105.8% during the
study period (Table 3).The three fastest growing
ADRs as external causes were drugs related to:
gastrointestinal system (from 302 to 854 admis-
sions); water-balance (from 2081 to 5789 admis-
sions); and systemic agents (from 5146 to 12,667
admissions). In contrast, the only reported rate
which showed a decrease was under the category
of bacterial vaccines (from 297 to 153 admissions).

General description for year 2008-2009

In 2008-2009, the total number of emergency
admissions in England was 6,830,067, of which
75,076 (1.1%) were drug-related (Table 1). The
total admission rate in England was 13,726 per
100,000 person-years and the ADR admission
rate in England was 146 per 100,000 person-years
(data not shown). Mental and behavioural dis-
orders due to drugs (24.5%), cardiovascular con-
sequences (15.1%) and complications following
injection, immunization or anaesthesia (14.8%)
were the most frequent manifestations of ADRs
(Table 4). Systemic agents were the most impli-
cated class (Y43, 19.2%), followed by analgesics,
antipyretics and anti-inflammatory drugs (Y45,
13.3%) and cardiovascular drugs (Y52, 12.9%)
(Table 5). Systemic agents (Y43) were primarily
antineoplastic or immunosuppressive drugs.

The admission burden was highest for mental
and behavioural disorders due to drugs (94,579
total bed-days), but in-hospital mortality rate was
highest for lung disorders due to drugs (17.2%)
(Table 4). The highest admission burden was
associated with systemic agents (Y43, 112,667 total
bed-days), but the in-hospital mortality rate was
highest among ADR due to agents affecting blood
constituents (Y44, 9.4%).

Age distribution for year 2008-2009

Most hospital admissions associated with adverse
drug reactions occurred in older patients. In 2008—
2009, 58.5% of hospital admissions in which there
was an external ICD-10 code for ADR occurred in
people aged 65 years and over. The median age of
ADRs with an external code was 70 (Table 5). ADRs
due to bacterial vaccines (Y58) usually occurred in

Table 1

Total number of emergency admissions for which there was a primary diagnosis or ‘external cause’ of ADR from 1999 to 2008

1999-2008 2004-2008

1999-2000 2000-2001 2001-2002 2002-2003 2003-2004 2004-2005 2005-2006 2006-2007 2007-2008 2008-2009 Change (%) Change (%)

Year

1.7

28.3

Total number of admissions

6,423,646 6,496,945 6,560,785 6,830,067

5,337,034 5,494,066 5,818,057 6,116,507

5,319,791

5,321,796

14.2

36.5

22,439
63,583
75,076

20,685
56,883
67,874

20,009
53,198
64,536

20,465
50,063
61,931

19,652
44,745
56,629

18,307
41,722
53,218

16,645
36,617
47,455

17,151
33,842
45,518

16,237
32,641
43,288

16,434
31,486
42,453

Number with drug-induced codes

42.1

101.9
76

Number with external cause codes
Total admissions due to ADRs

32.6

.8

31.9

94.6

1879 2259 2480 2672 2679 2878 3013 3189 3534

1816

In-hospital mortality of ADR ad-

missions

-0.5

10.0

4.6 4.7 4.7 4.7

4.7

5.2 5.0

5.0

4.3

4.3

In-hospital mortality rate of ADR

admissions

242 J R Soc Med 2010: 103: 239-250. DOI 10.1258/jrsm.2010.100113




England 1999-2009

ions in

for adverse drug react

ISsions

Ten-year trends in hospital adm

L 8'9¢ ¥95°2C 008°0C zoL’oz 085°0C 6vL'6L LOY'8L 62,91 gezLL 60€91L 98v'9L |eloL
BISOU1SIBUE JO UO[RZIUNWWI]

0L- L'EL evee 68C€ LSEE 68G€ €6G€ ceee 809¢ vL9¢ 0€6C 966¢C ‘uondaful Buimo|oy suoiesl|duwio) 1

LSy 08LL €0€ 86¢ [4vr4 L0¢C 80¢ €8l 617l €91 veEL 60l sbnup o1 anp Ayredoiydan N

Lol 8'Le ¥96¢ L6VC 08€T L9€T 62€C 86¢¢C 8€EET LOEE ceee 96l SJoplosip sunwwi padnpui-6nig N

£ve 8L €Lee [4%:14 €LLe 6LLC C6€T €8le ge6lL 998l 628L 048l sBnup o1 enp snunewlsq 1

Sve oy 4% €€9 0€s 8.S €61 6vS L8V 8¢cY vy 8EY 9Seas|p JdAI| 9IX0L A

a4 €arl JA<]) oLL €cl LoL €oL 08 88 €9 114 9 s4opJosip Bun| paonpui-6nig r
sBnip 01 anp

L°€9 9vLL 66€€ 966¢ 14974 vLEC 9/0¢ 9LLL €8yl 8EvL L8EL 8ecl s9ouanbasuod Jejnasesoipie) |
sso| Bueay

009 999 474 [44 ov LE 8¢ (4 oL oL cl Lc pue 10e.E1ED PRONPUI-BNIQ H
slapJosip

A% SLL 8/GL Y0€L 99CL 88lLL oL €€6 [4%] 98 €8 688 Je[nosnwolnau paonpul-6niqg 9
sBnip 01 anp siapJosip

8- 89— €€49 66€9 €099 6869 09 G069 €0LS L1GG 99vS LE6S |elnoiAeysq pue |ejusin 4
slapJosip

8'8¢ 1'z8 L9s1L glLElL 8Lzl 8LL et vLoL v36 (4] ve8 LG8 o1joqelaw paonpul-6nig 3

8'Le— 7'69 LyT 6l 8LL 65¢ gLe evL a9l 14 8ElL GGl elwaeue paonpul-6niqg a

800¢ 8002
2002 (%) —666L (%) 600C 800C £00C 900c s00C y00c gooc zooc Looc 000c sio3deyo
sbueyy  ebuey) -800¢ -£00¢ —900¢ -G00¢ —¥00Z -£00C -cooc -L00Z -000C 6661 uonduassg 0L-gol

Hay ue Joj sisoubeip Atewnad e yym suoissiwpe Asuabiawa jJo 1aquinu jenuuy

\ ¢ °l|qeL

J R Soc Med 2010: 103: 239-250. DOI 10.1258/jrsm.2010.100113 243



IcCine

Journal of the Royal Society of Med

L'EY 8'G0L  £86'S9 1£8'8S £88'€S 189°LS [44%°1% 068'zi G9G7€E 9eG'vE €87'ce 690°2E |e1o|
aouelsqgns |eo1bojoiq

8L (414 [4%4 9€e LE€E 08¢ 63€ ove JA%4 (444 99¢ 62¢ pue sau1ddeA palyvadsun pue JayiQ 63A

8'8€— a'8v— €4l €9l 8Ll cLL 04¢ LLE cLL 09l 8lL¢ L6¢C SaulddeA |elIdloeyg 8GA
sjuswed|pawl

7°99 0'€ZL ¢68¢C A 4514 62€C Slie 8ELL 8hirl 89€L IveEL 08¢l L6l pue sBnip payoadsun pue JayiQ LSA
sBnup [euap
/A1e|-yi-10/y1do pue ssueiquiaw snoonwi

9 Lo ozol €8 606 798 808 evL S0L 6LL 6€9 8L /unys Bunoaye Ajuewnid juabe jeaidoy 9GA
welsAs Alojesidsal pue ajosnwi

YA 199 e1¢14 Iy 04 €8¢ cse 6C¢€ cLe (1724 80€ 414 |e18]@3s pue yioows joe Ajuewnd sjusaby GSA
wis||jogelaw ploe dlin pue |elaulw pue

L've ¢'8LL  68LS GLLS 60LS 14974 9LEY £€8¢ GlLLE €19¢ 89¢¢ 180¢C aoueleg-191em Bunoaye Ajuewnd syusby VSA
wialsAs |eunisauloliseb

6'98 8'¢8lL  ¥S8 0,9 89 6.5 LS Ly Lce €6¢ 8€e coe ayy Bunoaye Ajuewnd sjusby €39A
wI8)SAs JB|NdSeAOlIp.ed

A5 GLEL 8148 €CLL 00LL 8899 61769 LVLS j24%14 12154 (04014 L8SE ay) Bunoaye Ajuewnd sjuaby CSA
wa1sAs snoAlau

€'6¢ SLLL L6GE LEEE 8LLE voLE 998¢ 6G9¢ SeLe 1861 el 8691 slwouoine 8y Buioaye Ajewnd sbnig LGA
paljisse|o alaymas|a

6'€C 69 88 €8 89 LLL LL €9 8G 99 79 [4°} 10U ‘sjug|NWIIS W8ISAs SNOAJBU |BJIUBD 0SA
payissed

z'se v'9L  zeve 9g¢e €eLe 2961 Ge6l 86LL 69vL a8yl €961 €LEL alaymas|a jou ‘sbnip o1dojoyoAsy 6VA

669 '68 0s€ 68¢ 5144 §99¢ 90¢ 80¢ L91 LSl 76l S8l soseb oixnadelay) pue soneylseeuy 8VA
sbnup

1°GE o€l 29 869 199 6L9 [4°14 (0114 9G6€ ave [4:1 €6¢C Aleixue-nue pue sonoudAy ‘saAnepeg LYA
sbnip

1'ze 1°G9 [4:14" PaEL 9lLEL 96CL ceel 90LL Seol 700L 126 ¢96 wisiuosupiied-ue pue sondsjidanuy 517N
sbnup Alojewwejjul

6'EY 00l  Lv/8 LG8L SLEL 7S0L 8L09 8¢€S 88LY coey G8eY Y9EY -ue pue soiasAdiue ‘sojsebleuy 12N
S1U8N}IISUOD

z'6 6L LLLE §50€ 7662 €662 7062 £00¥ €9¢eg €80€ €16¢ 6€6C poojq Bunoaye Ajuewnd siuaby vrA

8'¢L vl L99'tL SLLLL 68.6 L8 ceeL 2689 €999 2919 89¢9 VLG sjuabe olwaisAs Ajuewtid EVA
sisiuobejue pue

€99 €80l ZgEv 96v€ LoLe L¥0€ g8L¢e 2€9C LLET 902 v46Le 680¢ $9IN1ISNS O118YIUAS J18Y) pue SBUOWIOH [47N
sojysesediue

(A4 8yl PIEL LvelL s0cL 901 L96 €18 LSL 9.9 cLL G€9 pue saAnd8jUI-1Iu. D1WBISAS J1aYIQ LYA

1'8¢ 0'80L 9669 L629 9/6S 8€LS G909 ) 4744 6LLE 6EVE 0LGe 9€€ sonolgnue dlwalsAg (0]2N

800 800Z
-v00Z (%) —666L (%) 600C 800C £00c 900z §00C r00C £00c 200z Looz 000Z S$8poa
sbueyy  ebueyy -800z -£00Z -900C -600¢ -v00Z -£00Z -200Z -100Z -000Z —6661 uondusssg  0L-dol

YAy ue 10} ,9p09 [RUIBIXD, UB YHM suoissiwpe Asuabiawa Jo Jaquinu [enuuy

\ € 9|qeL

244 J R Soc Med 2010: 103: 239-250. DOI 10.1258/jrsm.2010.100113



Ten-year trends in hospital admissions for adverse drug reactions in England 1999-2009

81 [ ZARAVS g'Ly 69 v'LS 0'00L ¥a6'ce |e1ol
eisaylsaeue

6'C LLL'9T [A LS 6'0v 8L 1o uoneziunwuwi ‘uoilos(ul Buimoljoy suonesljdwo) 1
9'6 (4317 8'Gg 99 1’89 €l sbnup 01 anp AyledoaydaN N
gzl 8LG'LE 6'09 69 ¥'99 A Sl9pJosip sunwwi padnpul-Bnig N
v L08'zy 6Ly 09 Ty vl sBnup o3 enp sniewssqg 7
raY ogv’'oL v've 1314 L'y L'c 9seasIP J9AI| J1X0| N
TLL ogLe 2’89 €L ¥'GS L0 slapJlosip Bun| psanpul-Bnig r
8¢ 0EY'9€ G'08 8/ (o))" 1'GlL sBnup 01 anp saouanbasuod sejndsenoipie) |
81 14514 98¢ [A*] 6'¢ch 20 sso| Bulieay pue joeleled paonpul-bniqg H
L9 68¢€'Ce £L09 oL VA 4% 0L S19pJOSIp JB|NdSnwoJnau pasnpul-bniQq 5]
o'l 6L5'16 g€ €e 6°'89 S sBnip 01 8np SI8pJIOSIpP |BINOIARYS(Q PUB [BIUB|A 4
9 8/0'6lL G629 ZL 727 69 SJ9pJOSIp dljogelaw paosnpul-bniQq E|
LL 868¢ L'LS 89 747 L'l ejwaeue paonpul-bniqg a
ajel

Anjepiow sAep sia1deyo

|eadsoy-u;  -paq [eol  (%)+59 o6y abe ueipsy (%) Us (%) 1e101 uonduosag 0L-@ol

Ayjjeriow pue sAep-paq |e10} ‘suoissiwpe Jo
uolnquisip 1apuab pue abe pjo ‘suoissiwpe jo abe ueipaw :60-800¢ U! HAY ue 10} sisoubeip Atewnd e yum suoissiwpe Asuabiawa S3H Jo 19quinpy

, v a1qeL

J R Soc Med 2010: 103: 239-250. DOI 10.1258/jrsm.2010.100113 245



9V €€8'089 G'89 0L 6¢cy 0oL £86°G9 |elol

aouelsgns
Sl 0L0¢ oLl LS [WAZ 90 |ea1bojolq pue saulddeA paloadsun pue JayiQ B6GA
00 €29 rA/A L> 6'vS z0 S9UIDJBA |BlIBIORY 8GA
R 998°ce 9'GG 69 cey vy sjuswedlpaw pue sbnip payoadsun pue 1ayiQ /SA
sBnup |eluap/Aie]-ya-10/yrdo pue saueiquiaw
8¢ 1908 9'6€ 89 L'y gl snoonw/upjs Buipoaye Ajuewiad yuabe jeaido) 9GA
wdlsAs Alojeuidsal
€€ ¢8¢e 6°0€ LG 9've L0 pue aj9snuw |e19]9)s pue yloows joe Ajliewid syuaby GGA
wisijogelaw pIoe 91N pue
'S VL6'LL 8'98 08 9'Gg 8's8 |eJauiw pue asuejeqg-1a1em Bunoaye Ajuewnd sjuaby PSA
6'¢ 06.8 229 74 ZLE el wielsAs |eunsalulodiseb ayy Bunoaye Ajewrsd syuaby EGA
ee 04508 €8 74 1'€S 6CL wialsAs ue|nosenolpaed ayl Buioaye Ajiewid syuaby ZSA
wolsAs
8L LT 8'L8 8L 961 'S SNOAJBU d1wouolne 8y} Buioaye Ajnewad sbniQ LGA
paljisse|d
v'e [44°] L'GE 61 ¥'€S L0 919YMas|d 10U ‘Sjue|NWIIS WaISAS SNOAIBU |BIIUD) 0SA
g'¢e [9/'9¢ 9°L9 L 1'8¢ YA pal}Isse|o a1aymas|a jou ‘sbnup o1dosloyoAsy 6VA
6°¢C 198¢ L1 4% 6’7 g0 saseb o1lnadelay) pue soildyisseuy SPA
'Y G/88 L6y 99 9'vv 60 sBnip Alsixue-ijue pue sonnoudAy ‘saAnepas LYVA
L¢ 88Pb'ce A% 9 0’8t £z sBnip wsiuosupjied-iue pue sonds|idenuy IPA
A% 969°c6 (WA 69 (087474 gelL sbnip Alojewwejjui-nnue pue sonaiAdiue ‘soisableuy GA
7’6 G98'GY 6°GL 9/ 29 8’ S]U8N}IISU0I poo|q Bunoaye Ajuewud syuaby YA
¥’ £99°CLL z'8e L9 g'zy zel sjuabe ol1walsAs Ajlewiy VA
sisiuobejue
69 G90°eS 9'vS 19 Sy 99 pue sa1niisgns 2118YuAs 119yl pue SauoW.IoH WA
8¢ 0z9'Gl L6V 9 9'0¢ L2 sollsesedijue pue SaAl199 ul-1lue 91WBlsAS J1ay1Q LYA
€y ¥89'¢8 viv 79 S'ov 9ol sonolqnue dlwalsAg oA
ajed
Ayjepow sAep sapoo
jeydsoy-uj  -paq [e1o]  (%)+G9 8By 8be ueips (%) USIAI (%) 1e101 uondLosaqg 0L-dol

Aijeriow pue sAep-paq |e10] ‘suoissiwpe jo
uonnquisip 1apuab pue abe p|o ‘suoissiwpe jo abe uelpaw :60-800Z U! HAY Ue 10} ,9p09I |BUId]Xd, UB YIM suoissiwpe Aouabiawa Jo 1aquinu jenuuy

Journal of the Royal Society of Medicine

| S 9|qeL

246 J R Soc Med 2010: 103: 239-250. DOI 10.1258/jrsm.2010.100113



Ten-year trends in hospital admissions for adverse drug reactions in England 1999-2009

infants (median age <1), and younger patients
tended to have ADRs from anaesthetics and thera-
peutic gases (Y48, median age 44) or CNS stimu-
lants (Y50, median age 49). Older patients (>65 yrs)
tended to have ADRs due to water-balance drugs
(Y54, median age 80), drugs affecting the auto-
nomic nervous system (Y51, median age 78) or the
cardiovascular system (Y52, median age 78).
Agents primarily affecting water-balance and min-
eral and uric acid metabolism (Y54) included
mineralocorticoids, diuretics, agents affecting cal-
cification or uric acid metabolism, and mineral
salts.

Younger people tended to manifest ADRs as
mental and behavioural disorders (median age 33)
or toxic liver disease (median age 43). By contrast,
those aged >65 yrs tended to have a clinical picture
of cardiovascular consequences (median age 78),
lung disorders (median age 73) or metabolic dis-
orders (median age 72) (Table 4).

Gender distribution for year 2008-2009

There was little gender difference in admissions
with a primary code of ADR (51.4% men) (Table 4).
However, female patients predominate in admis-
sions with an external cause code of ADR (42.9%
men) (Table 5). Men were more likely to suffer from
mental and behavioural disorders (68.9% men)
and women were more likely to suffer from com-
plications following injection, immunization or
anaesthesia (40.9% men) (Table 4). Women appear
more likely to be affected by ADRs due to systemic
anti-infectives and antiparasitics (Y41, 30.6% men),
agents primarily acting on smooth and skeletal
muscle and respiratory system (Y55, 34.6% men) or
water-balance agents (Y54, 35.6% men) (Table 5).

Socioeconomic status and ADR

We analysed ADR rate per 1000 admissions by
population-weighted quintiles based on the Car-
stairs deprivation index allocated via the postcode
to a small geographical area (‘output area’). How-
ever, there was no simple socioeconomic gradient
in ADR rates per 1000 admissions, which were
9.9, 10.7, 104, 9.9 and 9.1 from quintile 1 (least
deprived) through quintile 5 (most deprived).

Individual performance of NHS acute
hospital trusts

We analysed the relationship between total emer-
gency admissions and the percentage of ADR-
related admissions for NHS acute hospital trusts,
as shown in Figure 1. There were two trusts with
unusually high rates: one with the proportion of
12% (3393 admissions) and the other with 34%
(1134 admissions). Both of them were not included
in the funnel plot. However, there was still wide
variation in ADR-related admission percentages
between individual NHS trusts, with many rates
lying outside the control limits despite excluding
these two trusts.

Discussion

Characteristics of this study

This study on hospital admissions for adverse
drug reactions is unique in several aspects. The
strengths of this study included its comprehen-
siveness in covering all NHS hospital admissions
in England and its time trends.

Building on previous work using HES,*'® we
have tried to be systematic in capturing all ADR-
related ICD-10 codes. We had access to mortality
data associated with hospital admissions, which
gave us a further insight into the severity of ADR-
related admissions and we accessed patient-level
rather than aggregate data. A prior study con-
ducted by Pirmohamed and colleagues analysed
admissions due to ADRs in two North-West
English hospitals.> However, their sample size
(18,820 admissions) was substantially less than
in this nationwide survey.

Limitations of this study

The main limitation of our study is that Hospital
Episode Statistics data have the weaknesses associ-
ated with all routinely collected data; namely miss-
ing, incomplete or inaccurate data. Differences in
coding practice between hospitals or populations
covered make comparisons at hospital level diffi-
cult and will be one key explanation of the vari-
ation seen in Figure 1. We were also unable to rule
out changes in coding as a result of behavioural or
policy change as an explanation for our findings. If
such variation occurs between hospitals, it is also
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Figure 1

Funnel plot of the relationship between the total emergency
admissions and the cases of ADRs as percentage of total
emergency admissions for NHS acute hospital trusts
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likely within hospitals over time, which is a poss-
ible explanation for some of the trends observed.
Nevertheless, HES represents one of several im-
portant resources for monitoring ADRs because of
its size, national coverage and relatively standard-
ized recording regulations.

We do not have data on the pre-hospital utiliza-
tion of drugs (or over-the-counter drug usage), nor
do we have details on the number of drugs pre-
scribed or taken by patients before admission.
There is no indication on the HES record whether
the recorded ADRs were present on admission, or
occurred during a patient’s stay in hospital. If
given as a primary diagnosis, in the first episode of
care, then it is perhaps more likely that the ADR
occurred prior to admission, and if given as a sec-
ondary diagnosis, then perhaps more likely to
have occurred in hospital. However, this inter-
pretation is limited, as there will be some consider-
able blurring between these two scenarios.

We do not have data from general practice or
outpatient visits, and we are unable to link ADRs
to consultations.'” Minor ADRs which might affect
the patient’s quality of life but not to the extent of
hospital admission were not covered by our study.
We were also unable to obtain data regarding risk
benefit calculations of ADRs. Hence, given the
limitations of our data, we must interpret the re-
sults with caution.

Overall trends

Our study showed that the number of admissions
due to ADRs has increased significantly over the
time period examined. The reported increase of
ADR admissions by 76.8% may be due to im-
proved record keeping and increased public
awareness. Population ageing also added to this
trend,'” since ADRs are most frequently encoun-
tered in older people with multiple long-term
conditions.

In this study, we included immunization as
part of our analysis. Complications following in-
jection, immunization or anaesthesia accounted
for 31,601 admissions in the study decade, 26,717
bed days in year 2008-2009, and an in-hospital
mortality rate of 2.9%. Most of the admissions
occurred in infants.

The majority of the increase in ADR admissions
was due to increases in admissions with an ADR-
related external code (105.8% change in the study
period). These are most likely to have developed
as a result of treatments in hospital, in contrast
to admissions with a primary diagnosis of ADR,
which may be due to drugs prescribed in the com-
munity or from a previous hospital admission.

Comparison with other studies

Pirmohamed et al. estimated that in England,
ADRs were responsible for 6.5% of all emergency
hospital admissions in adults and at least 5000
deaths per year.’ However, this study excluded
some categories of patients. Howard et al. sug-
gested that the percentage of preventable drug-
related admissions to hospitals was 3.7%.'%" In
our study, ADR admissions accounted for only
0.8-1.1% of all annual admissions for 1999-2008,
and the in-hospital mortality for ADR admissions
for 2008-2009 was 3534, which was substantially
less than suggested in previous literature. There
are two possible explanations for this inconsist-
ency. First, this may suggest a suboptimal record-
ing of ADRs in the HES database because of
under-recognition and under-reporting of ADRs in
routine hospital activity data.'® Conversely, our
study is based on a comprehensive nationwide
data-set, which might also be more close to the
reality than previous extrapolations from smaller
scale studies.

Contradictory to some prior expectations,* the in-
troduction of the Quality and Outcome Framework
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(QOF) on 1 April 2004 in England did not seem to
aggravate the burden of ADRs. Instead, the in-
hospital mortality in ADR admissions stabilized at
4.7% from 2004 onwards. Drug-induced anaemia
and complications following injection, immuniz-
ation or anaesthesia increased for the years 1999-
2004, culminated in year 2004-2005, and then
decreased thereafter.

There is an association between increasing age
and ADR risk,*® and elderly people are more suscep-
tible to ADRs. Previous studies suggested that
diuretics and antiplatelets are often used in elderly
patients and accounted for 5.3% and 4.0%, respect-
ively, of all primary care prescriptions in England."®
This study also showed similar findings, in which
agents primarily affecting water-balance (Y54) and
cardiovascular system (Y52) are the most implicated
categories in ADRs in older people.

Pirmohamed et al. reported that 59% of the
patients admitted with an ADR were female.” Our
study also showed that 57% of hospital admissions
with a secondary code of ADR are female. The
pharmacokinetics and pharmacodynamics of drug
metabolism differ between the two sexes and are
influenced by gender-specific factors such as body
build, hormonal transitions, or medical-seeking
behaviour.?! We cannot tell from this study if these
differences are due to true discrepancies in ADR
occurrence rates or are consequences of gender
differences in prescription, consultation and usage
patterns.

As to the drug types most implicated in ADR,
our study showed that systemic agents are respon-
sible for one-fifth of total ADR admissions in year
2008-2009, followed by analgesics and cardiovascu-
lar drugs. Systemic agents are also the third fastest
growing agent in ADR-related admissions during
the study period. These findings are similar to pre-
vious works by Waller et al.,'® but other studies also
showed that low-dose aspirin, diuretics, warfarin,
and non-steroidal anti-inflammatory drugs were
the most commonly implicated drugs in ADR.*%'®
Our results differed from this, and this can be ex-
plained by the different classification system of the
drugs we used. We examined ICD-10 external cause
codes to infer to the drug class, instead of individual
generic name drugs. Broad groupings of drugs are
used in this study, as exemplified by the systemic
agent category, which includes antineoplastic
drugs, immunosuppressive agents, enzymes, anti-
allergic and anti-emetic drugs.

Conclusions

The advent of modern medicine has brought hope
to many people with previously untreatable diseases,
such as the use of penicillin to treat syphilis, or com-
bination therapy to treat HIV infection. Nevertheless,
ADRs are unwanted events following drug prescrip-
tion and should be considered as part of a risk-benefit
approach when prescribing medicines, particularly in
vulnerable groups. Although ADRs continue to be a
major public health problem resulting in a consider-
able use of NHS hospital resources and a significant
number of deaths, their impact is often overlooked.
Hospital admissions showed an apparent rise in rela-
tion to ADRs; however, this may be a consequence of
improved recording.

There are several initiatives exploring suscepti-
bility to ADRs through international collabora-
tions (such as FP7-funded EU-ADR, The Serious
Adverse Event Consortium, among others). Spon-
taneous reporting is important in identifying pre-
viously undetected ADRs, mostly type-B reactions,
to allow appropriate drug regulatory action to be
taken but frequently is unable to detect rare events
until after years of patient use, with less than 10%
reported.” It is also a passive reporting policy and
would benefit from being linked to other data-
bases. More active drug surveillance schemes
might be a potential strategy to address the high
mortality associated with ADR admissions (4.7%
in this study).

Other current strategies to improve drug safety
include stringent safety testing; nationwide imple-
mentation of updated prescribing software to reduce
prescribing errors;*>** medicines reconciliation on
admission and discharge from hospital to minimize
polypharmacy;** financial incentives for clinicians to
report ADRs to address under-recording; and fund-
ing for research to decipher the complex multifacto-
rial pathogenesis of idiosyncratic ADRs.*

Because of the wide range of medications avail-
able, ADRs vary in manifestations and organ
system. Heightened awareness of pharmaco-
vigilance by clinicians in diagnosing ADRs is crucial
for continued drug safety monitoring. Over 70%
of adverse drug reactions were possibly avoidable®
and preventable through simple improvements in
prescribing, e.g. increased awareness of warning
prompts of possible drug interactions and high-risk
patient groups, prescribing a drug at the lowest dose
necessary to achieve the therapeutic target.
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Developed countries worldwide tend to have
progressively older populations. In the UK, the
number of people age 65 years and over is esti-
mated to increase by 53% between 2001 and 2031."”
This increase will result in a rise in the number of
people at higher risk of suffering from ADRs,
which are more likely to be severe in this group.*®
In our study, we also noticed that most ADR in-
creases occur in those over the age of 65.

In this study, systemic agents were the most
implicated and the third fastest growing agent in
ADR-related admissions. This is also correlated
with the rapid ageing of the English population,
since systemic anti-cancer therapy (SACT) is tar-
geted at malignancies whose risk increases with
age. According to NCEPOD report 2008,%” 43% of
cancer cases suffered from clinically significant
treatment-related toxicities.

Our data suggest that the number of ADR ad-
missions may have increased at a greater rate than
the increase in total hospital admissions, but it is
unclear whether this could also be due to increased
recording. Also, the percentage of ADR-related ad-
missions varied considerably between individual
NHS trusts. This study should prompt policy-
makers toward implementing further measures to
reduce ADR incidence and their associated in-
hospital mortality; and to make greater use of rou-
tinely collect NHS data, such as Hospital Episode
Statistics, to monitor the epidemiology of ADRs
and identify potentially avoidable aetiological fac-
tors, and to improve the completeness, accuracy
and standardization of coding across hospitals.
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