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Evidence-based Medicine
(Sackett et al. BMJ] 1996)
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B ORIGINAL CONTRIBUTION

Exposure to Oral Bisphosphonates
and Risk of Esophageal Cancer

=b§]

':“Z—I—Z—I—;]'; S AR L R
/\

Context Use of oral bisphosphonates has increased dramatically in the United States ~— I\ﬁIJ " ﬁ *H ?

and elsewhere. Esophagitis is a known adverse effect of bisphosphonate use, and re- / \ / \ L *.L\ /D

cent reports suggest a link between bisphosphonate use and esophageal cancer, but

this has not been robustly investigated. \ d:
Objective To investigate the association between bisphosphonate use and esoph- F DA [ 7 l_,\ Z  — |

ageal cancer.

Design, Setting, and Participants Data were extracted from the UK General A I : ?
Practice Research Database to compare the incidence of esophageal and gastric 9 l *

cancer in a cohort of patients treated with oral bisphosphonates between January
1996 and December 2006 with incidence in a control cohort. Cancers were identi-
fied from relevant Read/Oxford Medical Information System codes in the patient's
clinical files. Cox proportional hazards modeling was used to calculate hazard
ratios and 95% confidence intervals for risk of esophageal and gastric cancer in bis-
phosphonate users compared with nonusers, with adjustment for potential con- " W
= (53] J7k— MR
Main Outcome Measure Hazard ratio for the risk of esophageal and gastric can- l 1 h
cer in the bisphosphonate users compared with the bisphosphonate nonusers. .
Results Mean follow-up time was 4.5 and 4.4 years in the bisphosphonate and — u H

control cohorts, respectwe?y Excluding patients wgh less than 6 m%nthg' follow-up, , g n G P R D (Th e U K G e n e ra I P ra Ct I Ce
there were 41826 members in each cohort (81% women; mean age, 70.0 (SD,
11.4) years). One hundred sixteen esophageal or gastric cancers (79 esophageal) I
occurred in the bisphosphonate cohort and 115 (72 esophageal) in the control R h D t b i CP RD 1
cohort. The incidencF; of Esophageal and gastric cancer comFl))infd was 0.7 per 1000 e S e a rC a a a S e J 1
person-years of risk in both the bisphosphonate and control cohorts; the incidence
of esophageal cancer alone in the bisphosphonate and control cohorts was 0.48
and 0.44 per 1000 person-years of risk, respectively. There was no difference in risk
of esophageal and gastric cancer combined between the cohorts for any bisphos-
phonate use (adjusted hazard ratio, 0.96 [95% confidence interval, 0.74-1.25]) or
risk of esophageal cancer only (adjusted hazard ratio, 1.07 [95% confidence inter- HE m = = E HE : = ( - }ﬁ’r"_
val, 0.77-1.49]). There also was no difference in risk of esophageal or gastric cancer 1 E
by duration of bisphosphonate intake. Peg 1 E L] 71 E (-

Conclusion Among patients in the UK General Practice Research Database, the use
of oral bisphosphonates was not significantly associated with incident esophageal or
gastric cancer.

JAMA. 2010:304(6).657-663 WWW.jama.com

:lzl\lj—)l/ ARFAE1&(C. 4. FAEF,
BEEIYVFoOE. SO LERU
Elk’i%ﬁ’ﬁbfi&ﬂﬁo

Cardwell RC et al. JAMA,2010; 304(6) : 657-663.
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A1 RS54 2R D=E
(Kirigaya D, et al. Internal Medicine, 2011)
HROERES
AR (%)

PSL5mg/H ki 64/772 (8.3)

PSL5mg/HELE  487/1596 (30.5)
£k 551/2368 (23.3)

* PSL5m g/HKRiMm n=772 . ) —
,ﬁ A=t Pél.l?: ’é/EIuJ: n=1596

56 A g .3%)

(EFE)

OBABISR (HNEEENE) 487 A (30.5%)
8A (1.0%)

£{& n=2368
551.A (23.3%)
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o /~1)7J7 Zanettini R . N Engl J Med. 2007
« f341) X Schade R.. N Engl J Med. 2007

« HAK Yamamoto M. Neurology 2007
Yamashiro K. Movement Disorders 2008
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EARRN=ZPPI=AMLAEES
DII—RBZEZ I TWVWBh?
Nakaoka S, et al. Internal Medicine, 2011

Cabergoline and/or pergolide group Reference
group (%)

EC?;(;ardiography’ Total (%) Cabergoline Pergolide
’ subgroup (%) subgroup (%)
Total 17/73 (23.2) 11/57 (19.3) 6/20 (30.0)

Pre-revision 3/62 (4.8) 3/47 (6.4) 0/18 (0) 11 /103 (10.7)
Post-revision 12 /43 (27.9) § 7/34 (20.6) 5/10 (50.0)§ 12/109 (11.0)

P-value

0.001 0.055 0.001 0.957
(pre- vs. post-)

“Pre-revision”: patients who received anti-Parkinson’s disease (PD) medications between January 2005 and March 2007. “Post-revision”: patients who received anti-PD
medications between April 2007 and December 2008. Some patients were categorized as both “pre-revision” and “post-revision.” P-value, proportion of
echocardiograms performed among pre-revision subjects vs. post-revision subjects (Cochran-Armitage trend test).

C-P group C (FRMI N EZERETR DT I —AREDEIE N 4.8%1527.9% (C1E1N(p=0.001)
SETROIT I —RBDE|IE (S reference group ELEER U CTHBE(CEL \(p=0.014)

- UGEIEROII—REB>IBRIED. 70%B EFETNTULRN
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: 2005FEH 5201 0FF TOMAD

Nakaoka S, et al. Prescribing pattern of anti-Parkinson drugs
in Japan: a trend analysis from 2005 to 2010.

PLOS One. 2014 Jun6;9(6):e99021.
2005.1~2010. 120 FRFERESES (HREELRL100H4) oLtET
Nr—57%ZER 30U LD/ —F>2 YV IREE

100

Proportion of patients (%)
N oo
@) @) @)

N
o

O

-e- L-dopa

Ergot dopamine agnists

— — Non-ergot dopamine agonists

------ Anticholinergics

2005 2006 2007 2008 2009 2010
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The NEW ENGLAND
JOURNAL of MEDICINE

U.S. Food and Drug Administration
EDA

Protecting and Promoting Your Health

HOME ‘ ARTICLES & MULTIMEDIA ~

ISSUES - ‘ SPECIALTIES & TOPICS ~ FOR AUTHORS ~

Home | Food | Drugs | Medical Devices | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Radiation-

ﬁ About FDA

Home About FDA Commissioner's Page

Commissioner’s Page

Perspective

Margaret Hamburg, M.D.

Margaret A Hamburg became the 21st
commissioner of food and drugs on May 18,
2009. The second woman to be nominated
for this position, she is an experienced

The FDA as a Public Health Agency Resources for You

) - . medical doctor, scientist, and public health
Margaret A. Hamburg, M.D., and Joshua M. Sharfstein, M.D. égomurtn?ggiggie of the axecutive. As the top official of the Food and
N Engl J Med 2009; 36022493—2495| June 11, 2[]{119| DOI: 10.1056/NEJMp0S03764 Drug Administration (FDA), Dr. Hamburg is
* FDA Leadership Profiles committed to strengthening programs and

Share; n a policies that enable the agency to carry outits

* Speeches by FDA Officials mission to protect and promote the public

Article References Citing Articles (19) health. “Strengthening FDA's programs and

* Commissioner's Fellowship

policies will help us protect the safety ofthe
Program

food supply, give the public access to safe
and effective medical products, find novel

: - - * G i I Testi "
A little more than a century ago, concerned about the potential dangers of food preservative ongressionat testimony ways to prevent illness and promote health,

. . . ; and be transparent in explaining our decision-making,” says Dr. Hamburg. "A
as formaldehyde, Congress passed, and President Theodore Roosevelt signed, the Pure Fc Past Commissioners strang FDMSDan agencﬁhmhg PTETET pubhccangmu:mn_- !

Indeed, one of the greatest challenges facing any public
health agency is that of risk communication.
... For these communications to have credibility, the public

must trust the agency to base its decisions on science.

Margaret A. Hamburg, M.D., and Joshua M. Sharfstein, M.D.
N EnglJ Med 2009; 360:2493-2495
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