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Attached herewith are tlree latest safety updates respectively on tramadol hydrochloride, proton pump
inhibitors (PPIs) and orlistat(Xenical) for your reference. If physicians, pharmacists or other
healthcare professionals suspect any kind of adverse reaction subsequent to the use of tramadol, proton
pump inhibitors, orlistat(Xenical) or any other medication, please report through any of the following
metlods :
o Online - http://www.ssm.gov.mo/design/webservices/c_wservices_main.htm
o Mail to - 51 Avenida do Sidonio Pais, Edificio China Plaza,2no Floor, Macao S.A.R., China
o Faxto - 853-2E524016
The report form can be collected in person at Department of Pharmaceutical Affairs or downloaded
from the website designated as http://www.ssm.gov.mo/design/services/serpt chn.pdf. Should you
have any query, please contact Ms. Beatrice Young or Mr. Jeffrey Lam at 8598-3517 or 8598-3439
respectively from the Division of Pharmacovigilance and Pharmacoeconomics during office hours. In
caseofurgentsituationsduringoffhours,pleasepage85008068.

Thanking you in advance for your attention!
#Wr# #ff i f f iF

Chief, Department of Pharmaceutical Affairs
Oca s.
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+EE : Ef, ttFFm ffi F * @anladot hydrochloride). H+F'ffiftiJpJ@PIs)f[4ftjE {U
(orli stat,Xenical)*eft H!E#HiR

Subject : Latest safety updates on tramadol hydrochloride, proton pump inhibitors (PPIs) and
orlistat(Xenical)

*WRI,\fu#+ZJ€4EOSFDA):E*[{Fi4€*I\+!){T-FIJ1}EUFSAHffi ffi ,6 $ (ramadol
hydrochloride). H+RilJft|lg(PPls)f[4f|JEfU(orlistat, Xenical)4?HF'9ffi#iHrfl :
| . k6ffi&tr Nnadol hydrochloride F! ffi EE E tr df; -iE Efl f \Rfi ffi iq H E * trffi A#, D)&Ifr ffi ffi

ffi HJ f r fnilt9# H'!,fi z\ EJFE'UE H #H! El h, H' + tr tr,+f; FF * it$ E F! ElFf; . Hf+ffi 4r, E
tramadol€Bf, FltE t'fE+geeKF€'{Hffi ffi ffi ffi F . gAE H #rX&.9iffi ffi ffi trSAll. E
ffi ruH{0+ffiF€HJ6!,6/l. ilEt&,HtramadorytffiHlkRaffi +flEfiSf;gfi ffiffifl . rye
flXfttl. EEtEf . trrtL, usFDAff*4.f[F{b#i4'g#/\+if,HTfU€ffi :
a TFEE€'H+q&*+AffiffilEAffiffi ̂ffifi tramadol.
. ffKEaBRffiffiffiFj4frflg#. EEffiHIEffiJ-){&,€.€'\HffiEE4ilJgffiffiA,

#IaffifiAh*,
. fft\flxg4R€ H{ft{qEF!,fi^,'1+"ffi.ffiffi)FffiH'f+9FrH#.
'a fEEEFRH tramadol frltx-I, H'{trffi iEffi . XiUW H M#W&)E**Wglt[ffi tqrffi U +

ffiliFfiSfrffi.
a Effifr ffi|&ffim tramadol ffi , ffi iiH,E* /Fi*WH#W, fi m{EH&.ffi ,ArF*H!tr"

FE,t+fiElffi.
. Hff4,FR*iEEH'lElh, g+,fi,,\4.qfRffiffi,SE4.ffifHlFffigtjE.

2. EKusroaf1ryffiiffifl,tr*€fr!EffiWffift,frRfi*'tFRffiH+FilJft|lAtJePIs)H!,8*z\El':fltF,ffi
g[. +ffiffl ?5tE€ffi fi E1h. X.e.ffift&rn fl EHHA|J€HIPPIs4E Effi ffi iE-+F!,fi z|,U
IF,€ff HgElffi'&H, ftfffiTft #ffi Fltf;ll{riz\+Sffi ffi lEsoffi , El}htFE&)Ef,+z\++ffi
xrtJF +ft ffiwftlrgm. ffi*. g # ̂ *Effifi &ffiEdpprsffi , ffi REdT tu6tr :
. fi f A,\€{'l€84 . tFffi H FiHA* I l59W H lHtrF-F -€€triii'l+F ffi , PPrsEJr&

&,fi^+fi3BEfE{*ffi#B!ffifr"
. g'lE#.*s,F{-+fff 4 Bf, Ktrffi Prrs*1161 glBffi *[ . +WtE?iMtr +fi R ff; €H fr! e

fF..
. HffifiPPrsffi, €FffK,fr 6!fitifiE64Hffi'feHlAl€4trffiH!ffif?.
. yt tr Hffiffifi!,fr  , re&ffivilft trJffiffiHB,ffig.#.ffi , &reffiilr'ntrH!fi trf Uft Df rfl Effi

frAII.
o ftu,tr-',\fE{*TrtJ€.'afl:

i. PPIsffK-f;.t\trrBBF.fiflJE€flF!, F*/F*4.fE'zr, AFlJTffi{Pffi .
ii. HHPPlsH!,fr ffiilHtrFE,Hrnffiffi*ll. +ffifrn#ffiF{n, Ai*EHffiPPIsffi, ffi

fiiEEfrH!{I6&.81ffi.
iii. €+fHlRffiFH'&4.KFRffiHA{EElrrls4ppgffiE-+F!,tr* 
iv. lr,fi,,\$JftFffiPPls6'i1i4ffiPd, re.Affi#+-. #HIlEffi4EfU€i4.BX *.
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)E*ge4.EEffi orlistat (Xenical\'AA rc*W6nfn6p5.im5.. E FfH'1, f;EftifT6gffif&
ffi orristatFffi €ffi +F€flEXEfl {fi , ftffi , trtAE FE,H4,H5 ftT+REWffiAE.. usFDAttuf$te
g*/\f&.aft&,Ht){T-€efl :
1Fg'l8o'Jlistatgll49+H$I+8ffi ffiffiF{tEt1ffi€Ff ltFE,H+glli3,6lffi #ft E+&ffi .&
arr,t.
fiffifi *,ffiNoilistatK{f irJ)w*z\Hf ,ffi &iE&Hfaffi €ifi ffi Hlaffi ur.wafrlm@..
fi ,fi  AFR#ffi F6'H!fl ff qfE, re4*,6lnFpffi f fl pffi orlistatF.E-lfiIEffiW*W, DlkE
f]E+,IFEiF|lil,'[ff; iHUALT&AST "
#I€Etrf FH orlisratF! Jffi A
a lFF'lBorristat9+Hfr4 lE{ffiEffitflE "
. fi,HrqFE .EREF4trFtgH. FlKgR. ffi€ififfi**Ee#Bi4H!trffi, rRfrEtt

WffiEE&*tsJHf . t itftit FJheE'nf+FEWren.
. lffi trEEffi a*H fflEffila, ffitr#rE4.. *FJffi 4Ffe6i4.g*/\*.

*rnwwwtrwffi

The United Stated Food and Drug Administration(UsFDA) would like to inform health professionals
about two updates respectively on tramadol hydrochloride and proton pump inhibitors (PPIs) :
l New wamings were added to the labeling information of tramadol hydroclrloride about the risk of

suicide for patients who are addiction-prone, taking tranquilizers or antidepressants and also
about the risk of overdosage. Tramadol-related deaths have occurred in patients with previous
histories of emotional disturbances or suicidal ideation or attempts, as well as histories of misuse
of tranquilizers, alcohol, and other CNS-active drugs. Serious potential consequences of
overdosage with hamadol are central nervous system depression, respiratory depression and
death. Therefore, USFDA offers the following reminders for the physicians and other healthcare
professionals:
a Do not use tramadol for patients who are suicidal or addiction-prone.
t Prescribe with caution for patients who are already on tranquilizers or antidepressants,

drink alcohol excessively and for those patients suffering from emotional disturbance or
depression.

a Consider using non-narcotic analgesic in patients who are depressed or suicidal.
? Remind patients tramadol may be expected to have additive effets when used in

conjunction with alcohol, other opiods, or illicit drugs that cause CNS depression while on
ftamadol.

a Be aware of the possibility & risk of illegal or illicit use, addiction, abusive uses and
criminal diversion of tramadol during prescribing and./or dispensing.

a Wam patients not to exceed the recommended doses as instructed by their physicians so as
to avoid the risk ofoverdose.

t . Based on USFDA's review on several epidemiological studies, it was reported that an increased
risk of fractures of the hip, wrist, and spine for patients who have been using proton pump
inhibitors (PPIs). Some studies found that those at greatest risk for these fractures received high
doses of proton pump inhibitors or used them for one year or more. The majority of the subject
population being studied and evaluated include individuals 50 years of age or older and the
increased risk of fiacture primarily was observed in this age group. It is important that healthcare
professionals to remember the following upon prescribing or dispensing proton pump inhibitor :
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o proton pump inhilitors provi<l-e irrriltt-i ui""nts for many patients in treating or preventing

conditionssrrchas"rorlve",opttugitit,nonsteroidalanti-inflammatorydrug-inducedulcers
and gastroesophageal reflux disease'

o Be iware of the increased risk of fracturesof the hip, wrist, and spine seen in some

observational studies in patients using proton pump inhibitors' -
oWhenprescriuingprotonpumpinhibitors,considerwhetheralowerdoseorshorterduration

of therapy would adequately treat the patient's condition'

o Individuals 
"t 

;J i;; ort.oporori, should have their bone status managed according to

cunent clinical fiu"ii.", *a should take adequate vitamin D and calcium supplementation.

o Offer the following information for the patients

i. proton p"-p"i;ifli"i, are effective in treating a variery _of 
gastrointestinal disorders.

D" 
".t 

;;'tuki;; their proton pump inhibitor unless told to do so by their healthcare

Professional.
ii. Use^ of f,roton pump inhibitors tni"fa U" aware of the possible increased risk of

fracturesoftft,nip,wrist,andspinewiththeuseofprotonpumpinhibitors'andweigh
theknownbenefits.againsthepotentialriskswhendecidingtousethem.

iii. rrr. gr.ut.s in.r.*Jd .i.k foi these fractures was seen in patients who receive high

dosed of these medications or use them longer(a year or more;'

iv. rart to oocior, pharmacist or other healthcare professional about any concerns they may

have about using proton pump inhibitors'

3. Cases of severe liver injury that have been reported rarely with the use of orlistat (Xenical)' At

thistime,althoughu"uu,"*deffectrelationshipofsevere.liveli!"'y.*torlistatusehasnot
been established, however, due to the seriousness of severe liver injury, the Agency would like to

inform both the healthcare'professionals and the public about the following information:

r Be aware th"t ;il;;;;Jlostmarketing iases of severe liver injury with hepatocellular

necrosis or acute ft"i"ti.'f"ii*.'*A in ,o-Joi Gse cases resulted in-liver transplant or death

subsequent to the use of orlistat' '
r Weigh tfr" u.r,"rrtlli *!-i^gh;ioss with orlistat against the potential risks before prescribing or

disPensing them to any Patient'
I If liver injury is .".i"ir!,i'"T n.p"ic dysfunction when using these medications' orlistat and other

suspect medicat*r| t-tt"tfa- U" iisconltinu"d immediately ind liu"r function tests and ALT and

AST levels obtained'
I Instruct patients who are on orlistat

a to be aware thalt 
"ur". 

oir.uirr liver injury have been reported rm.elyinpeople taking orlistat'

a to report alli';;;;; til pftyri"i- oi phurmucist if they develop itching, yellow eyes or

skin, aarr uririe] r"ir-Jr 
"ppltrtr, 

oi light-'colored stools. These may be signs of liver injury'

a tak to ttreir piiisiiri",i, iilLiii&rts oi otrret neatircare professional about anv concems thev

have witl these medications'

*4-6$tReference and websites :

http://www.fda.g"vs"i.rynra.awatch/Safetylnformation/SafetyAlertsforHumanMedicalProducts/uc
m2l3264.htm
http://www.fda.gov/Safety/lvledwatch/safetylnformation/SafetyAlertsforHumanMedicalProducts/uc
m213321'htm
ft;,r-*;.fd".gov/Safety/lvledWatclr/Safetylnformation/SafetyAlertsforHumanMedicalProducts/uc
m2l3448.htm

Division of Pharmacovigilance
and Pharmacoeconomics(DFF)
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