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DEFORCE

Amlodipine, Valsartan, Hydrochlorothiazide

WARNING

AVOID USE IN PREGNANCY

When p i i DEFORCE as soon as possible. Drugs
that act directly on lhe renin-angiotensin system can cause injury or death to the
developing fetus.

COMPOSITION:

Each film-coated tablet contains:

Amlodipine (as besylate) / Valsartan / Hydrochlorothiazide

5/160/12.5 mg, 10/160/12.5 mg, 5/160/25 mg, 10/160/25 mg and 10/320/25 mg
MECHANISM OF ACTION:

Amlodipine is a calcium channel blocker. Amlodipine relaxes (widens) blood vessels
and improves blood flow. Valsartan is an angiotensin Il receptor antagonists. Valsartan
keeps blood vessels from narrowing, which lowers blood pressure and improves blood
flow. Hydrochlorothiazide is a thiazide diuretic that helps to prevent the absorption of
too much salt, which can cause fluid retention.

PHARMACOKINETICS:

Following oral administration of DEFORCE, peak plasma concentrations of
amlodipine, valsartan and HCTZ are reached in about 6 hours, 3 hours, and 2 hours,
respectively. Absolute bioavailability has been estimated to be between 64% and 90%
for Amlodipine, and 25% for Valsartan. Approximately 93% of circulating amlodipine is
bound to plasma proteins in hypertensive patients. Amlodipine is extensively (about
90%) converted to inactive metabolites via hepatic metabolism with 10% of the parent
compound and 60% of the metabolites excreted in the urine. Elimination of amlodipine
from the plasma is biphasic with a terminal elimination half-life of about 30-50 hours.
Valsartan is highly bound to serum proteins (95%), mainly serum albumin. Valsartan
is primarily recovered in feces (about 83% of dose) and urine (about 13% of dose).
Hydrochlorothiazide is not metabolized but is eliminated rapidly by the kidney. At least
61% of the oral dose is eliminated as unchanged drug within 24 hours. The elimination
half-life is between 5.8 and 18.9 hours. Hydrochlorothiazide crosses the placental but
not the blood-brain barrier and is excreted in breast milk.

INDICATIONS:

DEFORCE film-coated tablets are used for the treatment of essential hypertension.
This fixed combination drug is not indicated for the initial therapy of hypertension.
CONTRAINDICATIONS:

Hypersensitivity to amlodipine, valsartan, HCTZ, other sulfonamides or to any of the
excipients of DEFORCE.

Because of HCTZ, DEFORCE is contraindicated in patients with severe hepatic and
renal impairment (creatinine clearance <30 ml/min), anuria, refractory hypokalaemia,
hyponatraemia, hypercalcaemia and symptomatic hyperuricaemia.

USE IN PREGNANCY:

DEFORCE should not be used during pregnancy or in women planning to become
pregnant. If pregnancy is detected during therapy, DEFORCE should be discontinued
as soon as possible.

SIDE EFFECTS:

The most common side effects include dizziness, nausea, edema, headache,
dyspepsia, fatigue, muscle spasms, back pain, and nasopharyngitis. ~Orthostatic
hypotension and postural dizziness may occur. Other rare adverse reactions may
include tachycardia, blurred vision, diarrhea, asthenia, non-cardiac chest pain, chills,
malaise, upper respiratory tract infection, bronchitis, influenza, gastroenteritis viral,
respiratory tract infection, rhinitis, urinary tract infection, anxiety, depression, insomnia,
dyspnea, nasal congestion, cough, pruritus, night sweats, rash, anorexia, constipation,
dehydration, dysuria, increased appetite, viral infection, unusual bruising or bleeding.
Hematologic side effects may be associated with DEFORCE include leucopenia,
purpura, agranulocytosis, hemolytic or aplastic anemia, and thrombocytopenia.
WARNINGS & PRECAUTIONS:

Fetal/Neonatal Morbidity and Mortality: DEFORCE can cause harm to the fetus
when administered to a pregnant woman. If this drug is used during pregnancy, or if
the patient becomes pregnant while taking this drug, the patient should be apprised of
the potential hazard to the fetus.

Hy ion in Vol or Salt-Dep Patients: In patients with an activated
renin-angiotensin system, such as volume- or salt-depleted patients receiving high
doses of diuretics, symptomatic hypotension may occur in patients receiving
angiotensin receptor blockers. Correct this condition prior to administration of
DEFORCE. Do not initiate treatment with DEFORCE in patients with aortic or mitral

(FILM-COATED TABLETS)

stenosis or obstructive hypertrophic cardiomyopathy. A transient hypotensive
response is not a contraindication to further treatment, which usually can be continued
without difficulty once the blood pressure has stabilized.
Increased Angina and/or Myocardial Infarction: Rarely, patients, particularly those
with severe obstructive coronary artery disease, have developed documented
increased frequency, duration or severity of angina or acute myocardial infarction upon
starting calcium channel blocker therapy or at the time of dosage increase.
Impaired Hepatic Function: Avoid the use of DEFORCE in patients with severe
hepatic impairment. When administering DEFORCE to patients with mild-to-moderate
hepatic impairment, including patients with biliary obstructive disorders, monitor for
worsening of hepatic or renal function, including fluid status and electrolytes, and
adverse reactions.
Impaired Renal Function: Avoid use of DEFORCE in severe renal disease (creatinine
clearance <30 ml/min). The usual regimens of therapy with DEFORCE may be
followed if the patient’s creatinine clearance is >30 ml/min.
Hypersensitivity Reaction: Hypersensitivity reactions to hydrochlorothiazide may
occur in patients with or without a history of allergy or bronchial asthma, but are more
likely in patients with such a history.

Lupus Ery Thiazide diuretics have been reported to cause
exacerbatlon or acﬂvat\on 01 systemic lupus erythematosus.
El and M Monitor serum electrolytes periodically
based on DEFORCE use and other factors such as renal function, other medications,
or history of prior electrolyte imbalances.
Acute Myopia and Secondary Angle-Closure Glaucoma: Symptoms include acute
onset of decreased visual acuity or ocular pain may occur within hours to weeks of
HCTZ initiation. The primary treatment is to discontinue hydrochlorothiazide as rapidly
as possible. Risk factors for developing acute angle-closure glaucoma may include a
history of sulfonamide or penicillin allergy.
DRUG INTERACTIONS:
No clinically relevant interaction between the three components was observed during
clinical studies.
Amlodipine: In clinical trials, amlodipine has been safely administered with thiazide
diuretics, beta-blockers, angiotensin-converting enzyme inhibitors, long-acting nitrates,
sublingual nitroglycerin, digoxin, warfarin, non-steroidal anti-inflammatory drugs,
antibiotics, and oral hypoglycemic drugs. Co-administration of multiple doses of 10 mg
of amlodipine with 80 mg simvastatin resulted in a 77% increase in exposure to
simvastatin compared to simvastatin alone. The dose of simvastatin should be limited
in patients on amlodipine to 20 mg daily.
Valsartan: No clinically significant pharmacokinetic interactions were observed when
valsartan was co-administered with amlodipine, atenolol, cimetidine, digoxin,
furosemide, glyburide, hydrochlorothiazide, or indomethacin. The valsartan-atenolol
combination was more antihypertensive than either component, but it did not lower the
heart rate more than atenolol alone. In patients who are elderly, volume-depleted
(including those on diuretic therapy), or with compromised renal function,
co-administration of NSAIDs, including selective COX-2 inhibitors, with angiotensin Il
receptor antagonists, including valsartan, may result in deterioration of renal function,
including possible acute renal failure. These effects are usually reversible. Renal
function should be monitored periodically in patients receiving valsartan and NSAID
therapy
The antihypertensive effect of angiotensin Il receptor antagonists, including valsartan
may be attenuated by NSAIDs including selective COX-2 inhibitors.
Hydrochlorothiazide: When administered concurrently the following drugs may
interact with thiazide diuretics:
Alcohol, barbiturates, or narcotics: Potentiation of orthostatic hypotension may
oceur.
Antidiabetic drugs (oral agents and insulin): Dosage adjustment of the antidiabetic
drug may be required.
Other antihypertensive drugs: Additive effect or potentiation.
Cholestyramine and colestipol resins: Absorption of hydrochlorothiazide is impaired
in the presence of anionic exchange resins. Single doses of either cholestyramine or
colestipol resins bind the hydrochlorothiazide and reduce its absorption from the
gastrointestinal tract by up to 85% and 43% respectively.
Corticosteroids, ACTH: Intensified electrolyte depletion, pamcularly hypokalemia.

muscle (e.g., 2):  Possible
increased responsweness to the muscle re\axam

Lithium: Should not generally be given with diuretics. Diuretic agents reduce the renal
clearance of I|th|um and add a high risk of lithium toxicity.

N y drugs: In some patients, the administration of a
non-steroidal anti-inflammatory agem can reduce the diuretic, natriuretic, and
antihypertensive effects of all types of diuretics.

Carbamazepine: May lead to symptomatic hyponatremia.

DOSAGE & ADMINISTRATION:

Recommended Dose: 1 tab/day. DEFORCE can be taken with or without food. It is
recommended to take DEFORCE with some water.

A patient whose blood pressure is not adequately controlled on dual therapy may be
directly switched to combination therapy with DEFORCE. For convenience, patients
receiving valsartan, amlodipine and HCTZ from separate tablets may be switched to
DEFORCE containing the same component doses. A patient who experiences
dose-limiting adverse reactions on any dual combination of the components of
DEFORCE may be switched to DEFORCE containing a lower dose of that component
to achieve similar blood pressure reductions.

Dosage may be increased after 2 weeks. The maximum antihypertensive effect
of DEFORCE is reached within 2 weeks after a change in dose. The maximum
recommended dose is 10/320/25 mg.

Children and Adolescents (<18 years): DEFORCE is not recommended for use in
patients <18 years due to a lack of data on safety and efficacy.

No initial dosage adjustment is required for elderly patients.

OVERDOSA!

The major symptom of overdose with valsartan is possibly pronounced hypotension
with dizziness. Overdose with amlodipine may result in excessive peripheral
vasodilatation and possibly reflex tachycardia. Marked and potentially prolonged
systemic hypotension up to and including shock with fatal outcome have been
reported. If the ingestion is recent, induction of vomiting or gastric lavage may be
considered. Administration of activated charcoal to healthy volunteers immediately or
up to 2 hrs after ingestion of amlodipine has been shown to significantly decrease
amlodipine absorption. Clinically significant hypotension due to DEFORCE overdose
calls for active cardiovascular support including frequent monitoring of cardiac and
respiratory function, elevation of extremities and attention to circulating fluid volume
and urine output. A vasoconstrictor may be helpful in restoring vascular tone and blood
pressure, provided that there is no contraindication to its use. Calcium gluconate IV
may be beneficial in reversing the effects of calcium-channel blockade.

PACKING

10 film-coated tablets in one blister/carton box.

30 film-coated tablets in 3 blisters/carton box.

STORAGE CONDITIONS:

Store at room temperature, between 15°-30°C, away from moisture.

TPP150 THIS IS A MEDICAMENT

~ Amedicament is a product but unlike any other products.

~ A medicament is a product which affects your health, and its consumption contrary to
instructions is dangerous for you

~ Follow strictly the doctor's prescription, the method of use and the instructions of the ~phar-
macist who sold the medicament. The doctor and the pharmacist are experts in - medicine,
its benefits and risks.

~ Do not by yourself interrupt the period of treatment prescribed for you

— Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers) (Arab Pharmacists Association)

Manufactured by:
HAMA PHARMA Hama - Syria
Tel.: +963 33 8673941 Fax: +963 33 8673943 =

HAMA PHARMA




— HAMAPHARMA/LEAF/Deforce 150 (Q:230x160mm)
~T11.10.2015/T12.10/T3.11/

el B (,..A;,.J\ o ol ol Sl V1 s tACTH cdy 2l ool )
3305 oKl n (sl y38 255 ¢ e) SUakiaS Ay pall b (LSl M) s o
L ohaall ‘ug)mu_ww
533 Lor potll 2SN bl kS o ol e o et sllae] o Lagas a2 setell
-3l fan u,u\g,bw S
Syl b VI clslas plasiend ek Of S oty il b OVl olslas
,,\).ujwtv,iuw(.mMww\}r,,;,,auuugdru.,mnun | oo el ans
el ppsge a3l ) o3 6 el
tJlaniny | A 4o g de yall
‘wv.,wkst.rkunu;g.,sc.w,md,uuiw‘,,f,,\ e gyl e 2l
o B onllaald Bl el F ) i plis | e SIS S8 e e o
gm;,mu,,s.b.._d O (el 5 VI e O WS s Sl Bl ) el
s bl Slo gz gm 1 e ] dleaine Dol U i, 5 e <0 LB
s S5 b el Galae e b 353, ) Opb ity a1 el B Sy SIS
B Jles A 3 Ol s n e 1 e 5 5T s oS o s isSe
Al Lars
& o) sl (aibdl u\un‘;\as\hwik;“‘}.p}.ﬂ L,.s,..dw.\,..mﬁlmbwgm
YO/ TNV pa e st el o eVl ulﬁﬂ\fﬂ;‘y‘.&uﬁy.d}m&
Y o Ule VA>3l b g pltsiialy oty ¥ (s VA >) i ol JUBYI
Ity el 2abazal Ll
el el agal e ) e dr s Y
) eyl b S s¥la
el bl 1,;C.r.uv.l‘w‘fb,aub,uuu.wﬂvA,Aw)t_,a\,mﬁmusw
SV s 5 ol s o L Baee el s 605 O oS pashal (0
de ol bbb Al cils 13 .3y u'}lb, R S Js Ay dda (gl Jais (Sl
B J‘y»,n,.,uw;,lw.u Jaid) il sllae] gl 135 awlk}.‘&}.su\ﬂuw)xui.uxub
At s a1 polatal 3 1S Lol 3,8 e mmoshel s ey el | s 22
b ey A5 pes I ,,JMJ,),ML,MM).;,,JW(..\MWVQL o S byd gl
a3 Oyl il oo 43109 SV ) ¢ il Slelly Al Ak 5 Sae 2310 ey
oy 5l Jahedy By ged) 2o 31 g sl e g1 e ] 955, O ey . 51
UL,S,L:«H_\»_‘L“”.JKJULJ&,JLJ&;.\.AJAJQ,&» du.»..u,»cu;uua,&w
sl u’)’u"(r——“ﬁ‘

[.x.m,wf\,;n-u,.‘.xa,.‘s,mw
okl e o 3 Y ek BT Y e e
il by
M,L,uu;v.x.,“frn"\cJ.;m,dn)\),»):jm

TPP1207317 £153 s ot
S | (8 0 53 pud (ST g paicas 19l -
A Ly Sl (2505 45 Mgty i Lo 3331 aniaws sl9adl —
Y all Sleslaiy gale o guail) Jleatuw¥ b yloy cordall diog 28 od! -
L0 pidag dadth g #1308l O piin | Lad (Y il ly ccddalld (LY Lgh pio 0T
i A1 (o Bausmll DAl Bie plaTY -
ccdal B yLadul Oge #lgd| B o 5,ST Y -

JLab ¥ gust Jobie 2 1l g ga¥ 1 w1 ,55Y
(el A IsL el s 1) (sl ol #1355 utns)

S

-~
—

ngllA pHARMA T TYATVYALY D S6 +i'\\" Yy /\‘W\'ﬁi\ tisla

ol B s bl ey e g [ J.swa,dt Vi 0y e o
S W Ikl bandl iyl o JUISHY Ll s Sl ) i r Ol cn )
M i a3 ¢ puominald izl sl ) il 3l pan Y L g3l ANT el
el i el 3 e gas O3 Syl g
ol 2V g 50 ol o5 5l S5 53l 3 qw e eliz! 5f/ 5 &y ynall Zowdll sbs))
Yy e ol 335 dis r,..JlSJInL:Ul,.abquLuJi ey ki ool Al Al sl of 2,0l
pETRA] J»LJ\ Ol slas! el Jé,dvu;\..,,.«
LS S (S ) pay mbael J‘)‘J‘u’u‘)}‘” pliial s LA da ) ga
Cellaall el sl BN, 315y Bl pedl 231 a2 STy S i)l L3110
Sl e oy il (ol 03 3 Ly e inedl ) it (55 5ty fbaedly e
gyl s &l
) 3l S5l ey tleandl el B s plutsil i oy 1 g Aab I ) gead
L ML,&JA Lo OIS 13] sbimedl gy S Pl gt Sy (835 o Yo 2 il SN
s/ Ja Yo a el
wd_,.d\ﬂ,d\@.uju,),ﬁ”uabuMWL}u}l;,;,u.w.» u...a.J\.b;_,W\a
ST doe o Lo s Sy @LoYl oln ) e ol S madll g S el Lo L2
Mdn,‘r@u‘,u\yﬂj\

Al el plasid e &5l daleanll 231 bt BB Jores o5 14l Loaladdl (]
sl g3 IS8 el e 48 4310 ot o MEzaYly ‘;Jﬂsu O3 Ol ot
SV 3l ol e Y1 s YI plasial o &Sl b Jo 6 T Lalgey g plisizud
e Sl il

65l padl sl Al ety 31V ks T Tt Glie B3l sl s
IV Bl (25 3,155 Bl ey o gl ) ol 0528 3 onll o i
Sl dygl 1 Blan Gyl g 5t 8 gasdl ol s Junts . S Lo (ﬂL 355l 5,en e Bl
L cldeidl S ._,n_ub,a,u e o)l 3
240 gall SA Ll
Al Sl S ol B S L)»L,\; gl Ly o)
ey ol ooy 5L Jdl il yhe e Ol s gl plasiad o3 m,,.n okl B 5 s gl
Ol o s ek 2l dpmitadl sl Sl 2illy (oSS Jgmadl 531 llariny
ol S il y & geonll ,uwy, Ll b OVl laling o follly cpomS lly
oA talians g (fe V1) gl (o B30a0 e ) (ool 2] sl ool G b o
o ol o i oy il g &l lialion ] o a3 TVY o ylade 5345 )
Dog e ¥ L Gomosboly ol bl 3,000 5 il s
o u—-‘*}l" e QL)L.JLA el el ru;...«w L L,ﬂ Ul &S > s Ly o «J\.«)\.JU
ol frns ] 51 255,508 5,00 ol oy ple S sy B 5T S s o e 5T Il
oda 0T Y Gia> o 0,86 JS 36 e ST J;Muuaufu OB S BRI
).; AV lslias slas] 533 26 o g) Jylyisl o ST N s Juten s o 35 L2l
Loy el o V) 3 o o ol 1L 31 COX2 ot U3 5 Loy ity )
ol el S L2 gt TS U3 b Ly il Bl jes ] 06,6 S5
S (ol sy Bl Ol N U ) pll e s sl Gl LS
Sy 310 sy Bl B 0555 S 0 201 ) 3 s ) () el
w,,..ﬁ,;,uwuwxg,mcmcwl 2 It D3y o ) il 350 S5 S
SO U3 Loy el o s SO s bl el (il S sy o 55
Y COX2 wllrte b i ey oy il b SVl lslite gl
sl el plase VI e &Ll sl o ke e LN ES] S 8 .L)\..,,)IKS,)J_A
RETURCSL) Jn.wupluuY L Sl L3 a).br...ﬂ u;:\lulut)_,...)ul,l d,’rSJI
TR S O (PG, (PP s WAN) JRPJC U PN E RN R PR
RECORREREN]
i o 8Ll b =Y el b il
Y1 Dol sy s 3l IS 5, ool (a1 e 555 el 550 ol
J,)u,,Ls,)J.a Ly dgmied S 51 ol i sS oty o JS r Bl el psi o
oA e /iY}/AolewwMi)wvwwLM\w}

(s ol 1) (o 992D

3L 9818 9y /L5 HLeat 1 / (s Lol

pdos

Joodl <Ll el ¥l oo oy

o o 8,30 35 A 258 ) o) s Sl Com Jom B g SLEST 20
‘,.,‘uur,tu;twutus.ﬂﬂ,a| e

s il
139yl 5,0 / DL / (o JS8) el (il ke 523 IS s
C\.ra/r AN A L AR AR R AN A R e DAL PR AL
sl il
52 ULl G o iy e ooV g 5ib IS 22 ~,;L> ekl
) lais ks Lo ¢ Gt opo B gandl 2o N1 OB,LG i 1 o ool 3] Gl
S b polanel g e el gl ‘,A}U-"";‘ L5kl g s (.,\.H B e ey
- Bl ol wmdsﬁ s i
A1 gall il jall

b 5 maed IS5 dny 3ol sy DLy sl o LS 3 oy A Jos
A5 TNE G el gl A ey A e el Ty colele ¥ olel Tl dn o1
lisis g Ol b ogmgell mp a8 pn TAY o Loy O ol 7Y ¢ sl
S8 H) oy St mmosbel I - G20 50l il laall ol 3 L3l
oo Ty e TSl e TN e (gl Y] b e b b i
otknwﬁdﬁ,)yuu_}g‘u}mvwfww bl o dadl G e izl
b K g NI (180) Muu\“,ff.sywdu L6 s il o AT Sl
2 Y (Rl e AT ) dilly (el o JAY o) 5101 (3 oty S DL -
Lyedll de o SV e 7 ey IS G 8 e gt o L1858 S
IS o Al VAR 50N oy el s s gl el YOS i o S
G o 5y pall Eled) ol m Y At
obldaiuy)
el i o8 2l E31501 25 Ld) odn it ¥l p )l Jahd i) domlland sl fais
e ot
oblbiuy ! alibas
i)l iS5 AV ol o 03, IS 508 o L f g shef el ] b 3
ISy (o] Jo 70> il S Lohoas) AUy ST 2y S il 5 0 Ol () 5000
U5 g3 gmall (5 5tmmn oLty Aimall sl (5t Sty Jpl el el )l
2 Il e iy g S (5 e
Jom b Joonld lalas 01 oLl o ol gl ) s e VT o Jesnll ol plasica
Ty elyadl Gilis] o Josdl Ul LS|

ozl ool (gl s pliall o3 I DL ¢yl L,.\, SV 2l :

LS s sy platl Lid bys s oS LS Y1 poald Ll L,éun H‘ il

Gl b (5)den r” comy edlgmd @I bt (Al g s gl .,;ux Lol Y1 penars

el Ol o5 iV e laill Olgdl (sl il et .

G Y DSV Gl (Sl Slendl e ¥ Ll u,.a‘.n el et v,,,m

gl ot il (¥ (gl 2l Qun oGl el S Ju..ln._m Ozl ¢ il

S Al el ool 5V s 23l b S 55 e ¢ g et gl 2L

5 ‘)J‘)bui £ Ay Sleomall aliy L3 Ally Gand) Sl Sl Ak s plisial g G5 ol

Sl jaBy sy

tJlasiu¥ &l piaad

130 Jolon o lla] ze (i) 231 oyt oy OF s ¢ .ux,m/«.,m“vu,nj Bk
s Sl syl g 2l daslod w,& ol 13] 5l ¢ Jandl ol sl gl 1l

I s Jazmadl ol e 5l g3

oty e o]l s padl Csu t,_},l,_.!l_;,,...‘y,,.n@ww,_.n

o il ey Dolaall e dltll Ty gl S o pedl oo il sl

11+ o oY1 s > poelial die o0 bis by play O Ky ol ykdl




