Acuitel’ A

(quinapril hydrochloride)

1. NAME OF E’H)IGNAL PRODUCTS
Acuitel® 5 mg
Acuitel®* 10 mg
Acunel‘ 20mg
Active ingredient: umaE'nI drochloride
2. Q Als. ATIVE TATIVE COMPOSITION
One ﬁ|m-ooga!ed tablet contains
5.416 mg quinapril hydruchlonde (corresponds to 5 mg quinapril)
Acuitel 1 %
One film-coated tablet co
10.832 mg quinapril hydrochlonde (corresponds to 10 mg quinapril)
Acuitel 20 mq

One ﬂlm-ooa ed tablet contains

21.664 mg quinapril hydroohlonde (corresponds to 20 mg quinapril)
For other in: ’iairedlems
UTICAL FORM

Fllm-coated tablets.
4. CLINICAL PARTICULARS
4.1 Thera) Ililcaﬂon

- essential hypertension s : ;
- heart failure - add-on to diuretics, and especially in serious heart failure also to digitalis
B.g Posology and r od of admini: ion

At the start of thew with Acuitel, there may be excessive decrease in blood pressure especially in

patients with salt for fluid deficnency (such as vomiting, diarrhea, diuretic therapy), cardiac insuffi-

ciency, acute myo%dnal infarction, unstable angina pectoris or serious hypertension.

If posslble sah r fluid dehclency should be corrected prior to startin uitel xherapy. diuretic ther-

apy should be reduced or withdrawn if appropriate. In these patients, therapy should be started with

the lowest si gls dose of 2.5 mg quinapril in the morning and blood pressure carefully monitored.

Aﬂer admnms ation of the first dose, and also when the dose of %umapnl and/or loop diuretics is
creased, these patients must be medically monitored for at least 6 hours in order to avoid uncon-

trolled hypolensxve reaction.

Adjustment of Acuitel therapy must be made in hospital for patients with malignant hypertension or

serious heart failul r%‘

IEn other cases, the following dosing guidelines apply unless otherwise prescribed:

Usuall the initial dose is 10 mg quin: nlldag If this dose does not result in normalization of blood pres-
sure, the dose may be increased to 20 mg/day. The daily dose may be taken all at once or divided into
two single doses (in the morning and evening). A dose increase should not be made for a period of 3
weeks. The malmenance dose is usually 10 mg/day, the maximum dose 2x20 mg/day.

Heart failure.

Acuitel may be i as add-on 1 to existi
initial dose is 2.5 quinapril in the morning and evenin A
wise depending on the patient's individual response to . The maintenance dose is usually 10-
20 mg qulnapn the maximum dose should not exceed mg quinapril/day.

Dosing in moderately impaired renal function (creatinine clearance 30-60 mi/min) and patients older

therapy with diuretics and digitalis. The
increase should only be made step-

than ysa of

The initial dose is. n?oqumapnl the maintenance dose usually 5-10 mg quinapril/day.
The maximum dose should xceed 20 mg quinapril/day.

Dosing in severely impaired renal function (creatmme clearlnce 10-30 ml/min)

The initial dose is mg quinapril (corresponding to 1/2 film-coated tablet Acuitel 5), the malntenanoe

dose is usually als 2.5 mg quinapriliday &%nes&mndmg to 1/2 film-coated tablet Acuitel 5). max-

imum dose is 5 quinapril/daily (corresponding to 1 film-coated Acuitel 5 tablet). he interval

between two do: hould be at least 24 hours due to the prolonged half-life.

Acuitel is available as scored film-coated tablet to facilitate individual dosing.

Mode and duration ﬁ' administration
cuitel may be tal pendent of mealtimes, the daily dose may be taken all at once or divided into

two single doses.
The &hysician must determine the duration of administration.
ntraindications

Acunel must not be used in:
- hypersensitivity to the medicinally active ingredient or any of me( fgxcnplenls

serious hypeﬂrtéholemeralemla) with dextransulfate if an ACE inhibitor is admtl;l'ustered
S

shortness
of breath, vomiting, allerglc skin reactions) may occur during treatment to reduce or eliminate the aller-
gic reaction readiness (desensitization therapy) to insect toxins (such as bee or wasp stings) in con-
currenl administration of an ACE inhibitor.
JphsrsSls or desensitization therapy to. insect toxins is necessary, the preparation should be
raplace by another drug against hypertension or heart failure.
Special warnings and special precautions for use

Warmng

o not use Acuitel together with polyacry e high-flux (such as AN
69), during LDL apheresis with dextransulfate or during desensmzahon therapy to insect toxins (cf.
Contraindications).

h)“ lasia of the skull bones, retarded |nlrauter|ne gromh ﬁohydramma and neonatal anuria, and
ich may lead to the death of the neonate. Th the fetus during the second and
third trimester of pr nancy is oonsudered to be the cause I1 a switch is made to other antihyperten-
sive e first no such effects are to be expected.
Prior to the use of an ACE inhibitor Ilka Acuitel, pregnancy must be ruled out in women of child-bear-
ing potential. During Acuitel treatment, these women must use suitable contraceptive measures. If,
hawever, regnancx is determined durlng Acuitel treatment, a switch must be made under medical
rvision to another possible therapy with less risk for the "child, since the child may suffer damage
uitel is taken, especially during the final 6 months of geegnan
M a nursing mother requires treatment, the infant must weaned, since ACE inhibitors, including
iumaﬂrll pass mto breast milk to a limited extent (cf. Contralndlcahonsl)
lity to drive and use machin

Patients with the rare hereditary ?alactose intolerance, lactase deficiency or gluco: mal-
absorption should not take Acuitel

pecial precautions
ince therapy experience in the followin c? is lndequate Acuitel must not be used in
55 serious |mpa|rmsnts of renal function (creatinine clearance less than 10 mllmm)
- dialysis
- primary liver dlsease or liver failure
- children.
Acuitel may be used only after very critical b.nem-nsk ~assessment under regular controls of repre-
sentative clinical and laboratory-chemical par.
- serious kidney function impairment (creatini clearance between 10-30 ml/min)
- clinically relevant proteinuria (more than 1 )
- clinically relevant electrolyte imbalances .
des, sclero-

rtensnon with this drug requires regular medical control. Due to the different individ-
ual neact'ons abﬂlly operate a motor vehicle or machinery may be impaired. This applies espe-
CIEI'{'BK the start if the p is and in with alcohol.

4.8 Undesirable eﬁech

The following adverse events have been observed during therapy with Acuitel or other ACE inhibitors:
The mentioned ireauenaes comply \th t;]e following incidences:
1

f¥ ( (0.1-1 %), rare (0.01-0.1 %), and very rare (<
0.01 % mcludlng individual cases)

General disorde

Common: chest pain

Uncommon: an?hylactmd reamons, photosensitivity

Cardiovascular disorders

Common: Espemally at the start of Acuitel therapy and in patients with sait and/or fluid deficienc! ﬁfor

immur cohgen disease (such as Lupus ery
darmna)
- concurrent systemic therapy with _drugs whé! suppress ﬂefense mechanisms (such as corticoids,

Note: (see dosage)

Renal function must be examined prior to adnhislerlng Acuitel.

Especially at the start of therapy, Acuitel should only be used under intensive monitoring of blood pres-

sure and/or representative laboratory parameters in:

- patients with salt and/or fluid deficiency

. patlenls with limited kidney function
tients with serious hypenensmn

- patients older than 65 years of age

- patients with serious heart lallure (card|ogenlc shock)

ough
During the administration of ACE inhibitors, including quinapril, ccugh has been reported whiehnls typ-

n

ically unproductive and consistent and n_ discot of therapy.
Accordingly, cough induced by ACE inhibitors' should be conslder in the dﬂferenha! diagnosis of

cough.

Ar\gloedema v

Head and neck angioedema:
Angioedema has been reported in patients treated with ACE inhibitors, with ‘a frequency of 0.1% for
qulnapnl If Iagngeal stridor or angioedema of the face, tongue, or glottis occur, treatment with
be discontinued immediately. The patient should be treated ‘appropriately in accor-

anoe wnh accepted medical care, and carefully observed until the swelling disappears. In instances
where swelling is confined to the face and lips, the condition generally_ resolves without treatment.
Antihistamines may be useful in relieving d with laryngeal involve-
ment may be fatal. Where

re is of the tongue, glottis, or larynx likely to cause airway
obstruction, appropriate emevgancy therapy, in€luding, but not limited to subcutaneous adrenalin (epi-

nephrine) solution 1:1000 (0.3 to 0.5 mL), should be promptly administered.

Intestinal angioedema:

Intestinal angioedema has been reported in patients treated with ACE inhibitors. These patients pre-

sented with al ommal pain (with or without nausea or vomiting). In some cases there was no prior his-

tory of facial angioedema and C-1 esterase levels were normal. The angnoedema was diagnosed by

procedures including abdominal CT scan or ultrasound, or at surgery. Symptoms resolved after stop-

p|n%the ACE mhlbnor Intestinal anquoedsma should be included in lhe dit renual diagnosis of patients

with pain.

and other forms of intera
Th e following |nteract|ons have been observed between Acuitel or other ACE mhlbltors in concurrent
admnmstrat:on with:

€ pl e to vomiting, diarrhea, pnov diuretic tl erapy), heart !aﬂure or serious hypertension, but also
the dose of Acuitel and/or diuretics is a%s in
like dizzil ling of

or
nied by loss of (syncope).

Rare: angina pectoris, palpitations, tachycardia, vasodilation, edema
Very rare: cardiac arrhythmias, myocardial infarction, TIA, cerebral insult
Gastrointestinal disorders

'OMMON: nausea, vomi dlun'hea (upper) abdomlnal pain, dyspepsia, pharyngitis, impaired digestion
Rare: dry mouth, dry throat, fl
Very rare: ileus.
Blood and lymphatic system dhorders
Uncommon: tﬁ%ﬁ fopenia
Psychiatric disorders / nervous system disorders

ommon: headache, giddiness, exhaustion, insomnia, paresthesaas, tiredness
Uncommon: depression, nervousness, tingling, impai
equilibrium, confusion, unnnus, blurred vision, changes |n 'aste or transient loss of taste
Skin and subcutanecus tissue disorders

mmon: in. sucl
Uncommon: alopecm, m eating,
lips, face and/or extre n'es (vsr)( rarely with involvement of larynx,

3sry rare; serlwsp(s#m reactions like erythema multiforme, psoriasiform skin changes, flush, diaphore-
aﬂon d' Raynaud symptoms.
Il a senous skln reaction is the must be
Acuitel withdrawn. if appro, ng#
Note: There is an elevat of angioneurotic edema in black patients.
Skin changes may associated with fever, muscle and lmm pain (myalgias, arthralgias, arthritis), vas-
cular of serous tissues and certain changes in laboratory val-
ues (eosmophllla, Ieukocytosns and/or elevated ANA titer, elevated ESR).
ggnalidw._ma
ommon: impairment o fgo
Il(Jgeom'vncvn urinary tract inf ns, |mpotence proteinuria (sometimes with concurrent deterioration of
idney
Very rare: acute kidney failure

%y%
ncorv‘mon amblﬁpla
Common: back pain

Respiratory disorders
Cummon irritative cough, dyspnea

blurred vision, rarely

mph|gus, ruritus, anm ioneurotic edema involving the
roat and/or tongue (see emer-

at once and therapy with

salt: reductlon of the hypotenslve effect of Acuitel.
of the h .8  effect of Acuitel, esp with diureti
 analge: , antiphlogistics (such as acetylsalicylic acid, i possible reduction of the
hypof ergsuve effect of Acuitel
- ing di (such as spirc ilori i ): greater

- known history of angioneurotic edema or other ing from p increase in serum ssium ooncemralmn -

ACE-inhibitor ther‘p( - lithium: elevation of the serum lithium cor (regular ), thus of the car-
- stenosis of the renal arteries (both sldes, or one-sided in single kidney) io- and neurotoxic effect of lithium
- status following kidney transplantation - alcohol: increased alcohol effect g 2433 o
- hemodynamically relevant aortic or mitral valve stenosis or hypertrophic cardiomyopathy J \ u 3 corticoids, in leuko-
= pnmary hyperaldosteronism cyte count in the blood (leukopenia) 5

Pr * anesth P in blood p (inform the anesthetist of Acuitel ther-
3 actatlun cf. chapter 4. apyf sl T Lok 2l b F
During Acuitel thel dmlysns or hemofiltration may not be made with polyacrylnitril f - oral (such as , insulin: p of the effect by

such as AN 69), since there is danger of Acuitel.

high-flux membrai
toid reactions) up to life-threatening sl ock during dialysis treatment or hemohlt'rahon

If emergency dialysis or hemofiltration is necessary, a switch must first be made to another drug
agannﬁ%vypertensnjn or heart failure, which may not be an ACE inhibitor, or a different dialysis mem-
brana must be used (see Warnings).

ling hyp y

may occur during LDL (low-density lipoprotein) apheresis (in

- neuroleptics, |mlpram e: potentiation of the hypotensive eﬂecl of Acuitel tetracyclines and other
active substances rea g with magnesnum luced absorption.

4.6 Pregnancy and

Experience with humans is inadequate with re;pect to the safety of use dunnﬂ nancy. Cases of a

fetal syndrome have been described in recent years for ACE inhibitors, characterized by serious

Hane glossms thirst
Very rare: bronchospasm
Hepato-biliary disorders

Incommon: hepatitis
Very rare: cholestatic icterus or impaired liver function (therapy with the ACE inhibitor is to be withdrawn
if icterus occurs or there is a marked increase in hepatic enzymes)
Laborato values

lecrease in hemoglobin I count as well

as, sspemally in patients with Impalred renal 1unct|on increase m serum ooncenlratlons of urea, crea-
tinine and N serum col of sodiul
Uncommon: especially in patlems with Ilmned renal function, oollagen diseases or concurrent therapy
with allopurinol, procainamide or certain drugs which suppress the defense reactions, hyperkalemia,
anemla lhmmbocyt pema hemolytic anemia, neutropenia, eosinophilia. Rarely, even agranulocytosis

or pancyto)
Very rare: emol SIS, lncrease in bilirubin and hepatic en. ma caneemranons
Hemolysis/hemolytic anemia, also in conjunction with G- H deficiency has been reported in iso-
lated cases, whereby a causal relationship to the ACE mhlbilor could not be established.
An increase in serum potassium has been observed in patients with diabetes mellitus. The excretion
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of pro!ein in urine may occur.

Th bcvve laboratory values should be monitored prior to and at n.;tgular intervals during Acuitel thera-
py. Especially at the start of therapy and in risk patients (patients with kidney insufficiency, collagen dis-
eases, under with i Y allopurinol, igitalis glyco-
sides, g ticoids, or elderly pati controls of serum eraclrolytes and serum creati-
nine concentrations and blood oounts shouﬁi be performed at short intervals.

If sym oms like fever, lymph node swelling and/or inflammation of the throat should occur during
4 9 itel therapy, the white blood count should be checked at once.

#I fol Sl |n ible, d it the it of rdo: hypot
e lowil symptoms are possil ending on extent of ovel snng serious lension,
bra.?hy:ardna:‘a carydTovascular shock, electrol lmgalar\os kidney failure. P

a)Tl in the event of life-threatening angioneurotic

edema mvolvmg the tongue, glottis andlor larynx :

fmmediate subcutaneous administration of 0.3-0.5 mg epinephrine or sl

of 0.1 mg epinephrine (follow the dilution |ns!ructlons'? under control of

sequent systemic admmlm'tmn of glucocorticoids.
aj

intravenous administration
G and blood pressure; sub-

2 r tor is also
In addition to the use of apmephnne administration of C mactwa?ors may be considered in the case
of !I(_norwn C1 inactivator deﬁcne

{ depend on the route and time of administration

as well as the nature and sevemy of the symptoms
In addmon ttr)‘dgensral measures to eliminate quinapril (such as ?as'ﬂc lavage, administration of
sodium sulfate within 30 minutes after quinapril was taken| me vital parameters must

than 65 Years of age) and in patients with serious heart failure. The skywmg correlates with limitation of
the renal function, which is oﬁen presant in elderly patients. Patients wi elr limited renal func-
tion (creaumne clearance 30-60 ml/min) or severely limited renal functlon (10- 30 ml/min), and in elder-
ly pal ?lﬁln may therefore be necessary to reduce the quinapril dose.
ioavailal
on movevy studies in urine, quinapril absorption following oral administration is about 60 %.
53 Precllnlc safety data

Acute t
values following oral administration of quinapril were 1440 2150 mg/ 2g in mice and 3541-
4280 mg/kg in rats. The values intravenous 504-523 mg/kg (mice) and

107-300 %g (rats).
hronic toxicity was examined in rats and d using doses up to 100 mg/kg for 1 year. Weight loss,
Ievaled serut ‘gUN renin and a decreaseoqiv? gluggse values were !nund gl’he heart welghls were
iced, the kld lar hypertrophy or hyperplasia.
The dog studies s similar results. Here, 100 an 1ncrease in plasma renin values and |
glomeru lar hymophy was observed. Under the highest doses, the serum BUN values and the t-
were elevated in some animals.
Some animals had gastric erosions, in the highest dose group, focal inflammations were observed in
the liver. The changes in kldneﬁ observed in rats and dogs f?even very high doses are typical for ACE
inhibitors and do not appear to be the result of a direct toxic effect, but an e))(cess pharmacological effect
of cel renin,

Tumoﬂ enic and mutagenic potential

Mo were rved in studies onrats and mice with daily doses of 75 or 100 Mg
Qulnaprll for There was no relevant evidence of
mutagenic polentlal Qumapnl also showed no mutag f?:ctmc propemes in the Ames test with and without

be monnared or corrected under intensive-medical conditions. Qum ril is

In hypotension, saline and volume substitution should first le, if there is no response, cate-

daolaenémes should in addition be administered intravenously. Therapy ‘with angiotensin Il may be con-
er

Pace-maker therapy should be performed in case of therapy-refractive bradycardia.
-_|ect"Al‘te and creahmne concentrations in serum should be continuously monitored.
I PROP! ES

5:."1 Pharmt:godynam ic properties
iotensin converti e%me inhibitor
ATC cods 5
drolyzed in the liver to quinaprilat, which is an inhibitor of the angiotensin converting

Quinapril is
sze (ACE). The angimensm _converting enzyme (ACE) |s a peptidyldipeptidase, which converts
anglotensin | fo the .g bst:
Inhlbmon of ACE leads to reduced ion of the in Il in tissue and plas-
? Idosterone secretion is reduced, thus permi ltling anTncrease in serum potassium con-
cenlratwn levated plasma renin actlvlly results 1rom the elimination of the negative back-coupling of
gngmtencsg\ gm renin secretion.

peptide, i d activity of circulating
and local callicrein-kinine systems and lhus activation of me prostaglandin system) result from inhibi-
tion of ACE. It is possi it this mechanism is involved in the antihypertensive effect of ACE inhibitors
and is pamally responSIbb for certain adverse el
Moreover, it has be o y that ¢
striction, an indication o dy
‘Afurther effect, of which ﬂe mechamsm has not yet been elucidated, is the elevation of insulin sensi-
v

ity. ]
Pharma namics '
n hypertensive patients, %nnapn! produces
rate.

il reduces acetyicholine-induced vasocon-

. Quinapril had no mutagenic ef in vitro or in vivo in extensive testing in gene
and chromosome mutation tests.

rodu toxicit

ies on rats doses up to 300 mg/k%lday and rabbits up to 1.5 mg/k%da brought no evidence
ofa mraelg?emc potential. Whlle no embryotoxic effects were observed in rat -toxic and embryo-
toxic effects were observed in rabbits starting at a dose of 1 mg/kg/day. In administration during fetal
development and lactation, the growth of the rat offspring was retarded starting at doses of 25
No detrlrryenl to fertility was observed in parent animals or offspring.
No experience has been gained in the administration to pregnant women. Rebarded grow!h in utero,
premature birth and persistent Ductus arteriosus have been observed in connection with the use of
othar inhibitors of the oonverllng enzyme. It has not been clarmed whether and to whal extent the drngg

for these patt Inrai anuria has been obsel
m neonate when the mothers were treated with a combmatn)n of ACE-inhibitor and diuretic.
No studies have been made of gaosn(al permeability.
6. PHARMACEUTICAL PARTICULARS

1 Other ing
Candililla wax,

elatin, hy lactose y 400, magnesium car-
bonate, magnesium stearate ﬁ’h, Eur.), hypromellose, titanium dioxide (E 1771).

alg moow tibilities are known so far.

The juct should be us?gr before the expiry date written on the outer carton.
Do not store above 25°C.
6.5 Nature and contents

Acuitel 5
30 film-coated tablets

of container

of blood pi supine and without Acuitel 10
a compensanng lncre heal 30 film-coated tablets
arsnhnl marked Acuitel 2t
Usuauy there was no clinically relevant changas in venal plasma ﬂow and ?fomerular lmrauon rate. 30 film-coated tablets
In most patients, the onsg‘ f antihypertensive effect was observed about T hour after oral 6 for so and
tion, the maximum effect usually altamed after 2-4 hours. cial instruction:
The maximum hypotensive effect of a defined quinapril dose was usually apparent after 3-4 weeks. The UFACTURED BV
antihypertensive effect i laily dose even during Iong term therapy. Pnur mbH - Freiburg
Brief withdrawal of qulnapil dose not result in rapid, exoesswe increase in bl (rebound 1 79090 Freiburg / Germany
Heenmlgdynamlc studies on patients with heart failure showed that quinapril produces a decrease in UndirthEc %nFse mge pave TEXT
peripheral systemic resistance and elevation of venous capacity. This results i m reducnon of the pre- ,;‘pﬁ, 2005 B BOETHE
and afterload of the heart (decrease in ventricular filling p in cardiac :
guzmut stroke |Eexﬁand exercise capacity has been observed under wﬂh q P T\
rmacokinetic properties
Pharmacokinetics THIS IS A MEDICAMENT

ing or: ministration of quinapril are observed within 1
hour. Food consumption has no eﬁect on umapnl absorption. After absorption, quinapril is rapidly and
almost completely metabolized to the a ual|y active mam metabolne quinaprilat. In addition, some
other quantitatively unimportant and pt are formed. Maximum

plasma levels of quinaprilat, the active ‘metabolte, are observed about 2-3 hours after oral administra-

n of quinapril. Protein binding of quinapril and qulnapnial is about 97 %. Al % of a quinapril
dose are eliminated via the. kldneys, 40 % with feces. Quinaprilat is eliminated ggmanly via the kidneys;
the plasma half-life is about 3 hours, the dissociation half-life from ACE about 26 hours. In patients with
renal insufficiency, normal qulnarnl ‘and quinaprilat plasma curves are measured up to creatinine clear-
ance of 60 mi/min. If creatinine clearance is less than 60 mi/min, the quinaprilat levels increase, the time
to occurrence of plasma level maximum is prolonged, the sllmlnabon halt-life is also prolonged
Pharmacokinetic studies on patients with terminal kidney disease, undergoing chronic hemodialysis or
treated with outpatient peritoneal dialysis, showed that dialysis has only a slight influence on the elim-
ination of quinapril and quinaprilat. The elimination of quinaprilat is also slower in elderly patients (older

Medicament is a product which affects your health and its consumption contrary to instruc-
tions is dangerous for you.
Follow strictly the doctoris prescription, the method of use and the instructions of the
Pharmacist who sold the medicament.
- The doctor and the pharmacist are the experts in medicines, their benefits and risks.
- Do not by yourself interrupt the period of treatment prescribed
- Do not repeat the same prescription without consulting your doctor.
- Keep all medicaments out of reach of children
Council of Arab Health Ministers
Union of Arab Pharmacists
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