Patient insert ding to Ph:
Regulations (Preparations) —1986

This medicine can be sold with a physician's
prescription only

Disothiazide®25, tablets

Each tablet contains hydrochlorothiazide at a dosage
of 25 mg.

Inactive ingredients and allergens - refer to section
6 "Additional information" and section 2 "Important
information about some of the ingredients of this
medicine".

Read this entire leaflet carefully before using this
medicine. This leaflet contains concise information
about the medicine. If you have further questions, refer
to the doctor or pharmacist. This medicine has been
prescribed for you. Do not pass it on to others. It might
harm them, even if you think their medical condition
is similar to yours.

This medicine is not to be used in children and
adolescents under the age of 18, since there is no
experience with its use in this age group.

1.What is this medicine intended for?
Disothiazide is a diuretic, used to lower high blood
pressure and to treat oedema.

Therapeutic group: thiazide diuretic.

2. Before using this medicine

Do not use the medicine if:

« Youare hypersensitive (allergic) to the active ingredient
(hydrochlorothiazide) or to any of the otheringredients
the medicine contains (see section 6), other thiazides
or other sulphonamides.

o You have severe disturbances in kidney function
[renal insufficiency with small quantity of urine
(oliguria) or no urine at all (anuria)].

o You have acute inflammation of the kidney
(glomerulonephritis).

 You have severe liver function impairment such as
liver failure with impaired consciousness (coma and
hepatic precoma).

 You suffer from states of potassium deficiency
(hypokalaemia).

o You suffer from states of sodium deficiency
(hyponatremia).

o You have decreased blood volume (hypovolemia).

o You have high levels of calcium in your blood
(hypercalcemia).

o You have high levels of uric acid in your blood
that cause symptoms (patients with a history of
gout).

o You suffer from gout.

 You are breastfeeding.

Special warnings regarding the use of this medicine

o Before treatment with Disothiazide, tell the doctor
if you have had skin cancer in the past, or if you
develop an unexpected skin lesion during treatment.
Hydrochlorothiazide use may increase the risk of
developing skin and lip cancer (non-melanoma skin

cancer), particularly in long-term use with high doses.
Protect your skin from sun exposure and ultraviolet
(UV) radiation during treatment with Disothiazide.

Do not use this medicine without consulting the
doctor before commencing treatment if you suffer
or have suffered in the past from:

o Impaired function of: the respiratory system
(e.g., asthma), the heart and/or blood vessels,
the liver or kidney/urinary system (in the case
of renal failure the preparation is ineffective
and can even be harmful).

o Allergy

o Diabetes, latent diabetes or diabetes that has
not yet manifested itself

o Lupus

o Pancreatitis (inflammation of the pancreas)

o Severe drop in blood pressure

o Disturbances in blood flow to the brain

Do not use this medicine without consulting a doctor
if you have had sympathectomy, as this condition
may enhance the blood pressure-lowering effects
of this medicine.

o Tellthe doctorif you are pregnant or planning to become
pregnant (see section "Pregnancy, breastfeeding and
fertility").

o This medicine may cause special sensitivity with sun
exposure (and excessive tanning), therefore avoid
sun exposure and ensure appropriate protection (long
clothing, hat, sunscreens efc.).

o Inform the doctor if you are about to undergo
laboratory tests as treatment with this medicine
may affect the results.

o During treatment with Disothiazide, you must ensure
you drink enough fluids.

 Consult the doctor regarding the need for potassium
supplement in your diet as a result of taking the
medicine (also see section "Use of this medicine
and food").

o In case of unnecessary chronic use (abuse) of a diuretic,
apseudo-Bartter's syndrome may occur which causes
water retention in the tissues of the body (oedema).

o While using this medicine, routine follow-up check-ups
should be performed - see section "Tests and
follow-up".

o Ifyou are sensitive to any food or medicine, tell the
doctor before taking this medicine.

Tests and follow-up

Use of this medicine may cause changes in the balance
of fluids and electrolytes (such as sodium, potassium,
chlorine, calcium, magnesium and phosphate). At
the beginning of the treatment period and during the
course of treatment, routine tests for blood electrolyte
balance (mainly potassium, sodium and calcium) and
blood pressure should be performed. Testing electrolytes
in the blood and urine is particularly important when
there are many incidents of vomiting or upon receiving
intravenous fluids.

Routine monitoring of creatinine and urea levels, blood
lipids (cholesterol and triglycerides), uric acid, and blood
sugar levels should be conducted.

Notify the doctor if you are about to undergo laboratory
tests as treatment with this medicine may affect the
results.

Drug interactions:

Tell the doctor or pharmacist if you are taking, or

have recently taken other medicines, including non-

prescription drugs and nutritional supplements.

Especially if you are taking:

o Medicines associated with potassium loss and
potassium deficiency in the blood (hypokalaemia),
such as diuretics (e.g. furosemide), glucocorticoids,
the adrenocorticotropic hormone (ACTH), laxatives,
carbenoxolone, amphotericin B, penicillin, salicylic
acid and its derivatives - concomitant use with
Disothiazide may increase potassium loss in the
blood. It is recommended to monitor potassium
levels. These combinations are not recommended.

o Lithium (e.g. Licarbium) - concomitant use with

Disothiazide increases lithium’s harmful effect on the

heartand nervous system. Therefore, this combination

is not recommended. If the combination is necessary,
use only under close medical supervision; monitoring
lithium levels is advised.

Cholesterol lowering medicines such as cholestyramine

or colestipol - concomitant use reduces the uptake

of Disothiazide.

o Salicylates and other non-steroidal anti-inflammatory
medicines (NSAIDs) (e.g. indomethacin), including
selective COX-2 inhibitors - these medicines may
reduce the blood pressure-lowering and diuretic
effects of Disothiazide. There are isolated cases of
worsening of renal function, especially in patients with
pre-existing impaired renal function. When salicylates
are taken at a high dose, their toxic effect on the
central nervous system could be enhanced. In patients
who develop hypovolemia (low blood volume) during
treatment with Disothiazide, concomitant use with
NSAIDs may cause severe renal failure.

o Digitalis-based glycosides for cardiac problems
(e.g. digoxin) - the effects and side effects of these
medicines may be enhanced.

o Steroids
Insulin or oral anti-diabetic medicines, medicines for
treatment of gout (e.g. probenecid, sulfinpyrazone),
adrenaline or noradrenaline given, for example,
with anaesthetics at the dentist- the effect of these
medicines may weaken when given concomitantly
with Disothiazide. The dosage of these medicines
may need to be adjusted.

o Metformin-use with caution due to the risk of hyperacidity
of the blood as a result of hydrochlorothiazide-related
renal failure.

o Cytostatic medicines (e.g. cyclophosphamide,

fluorouracil, methotrexate) - increased bone marrow

toxicity may occur, mainly a decrease in specific white
blood cells (?ranu\ocytopenia).

The effect of curare-type muscle relaxants such as

tubocurarine éadministered during certain surgeries) may

be increased or prolonged when given concomitantly
with Disothiazide. Inform the anaesthesiologist that you

dosage is usually half a tablet per day (12.5 mg per day).
Cardiac. hepatic or renal oedema: the initial dosage is
25 mg or 50 mg per day.

The long term dosage is usually 25 mg to 100 mg per day.
Patients with impaired kidney. liver or heart function:
the dosage should be adjusted.

Elderly patients (over 65 years old): attention should be

paid to the possibility of limited renal function.
This medicine is to be taken at regular intervals as

are being treated with this medicine prior to surgery.
o Methyldopa - cases of breakdown of red blood cells

(haemolysis) were reported in concomitant use. blockers, nitrates, barbiturates, phenothiazines,
o Preparations affected by serum potassium tricyclic antidepressants, vasodilators and alcohol.

disturbances. Monitoring of potassium levels and ECG yse of this medicine and food

performance is recommended when Disothiazide s The megicine can be taken with food at breakfast with

administered with the following medicines: a sufficient amount of fluids

o Antiarrhythmic medicines (e.g. quinidine, During treatment with this medicine, drink sufficient determined by the attending doctor.
hydroguinidine, disopyramide, amiodarone,  2mounts of fluids. Due to increased’potassium loss, Do not exceed the recommended dose.

%otslql, do{gtlhdeﬁ |?ut|||de) - thiordazi potassium-rich foods (&.g. bananas, vegetables, nuts) Method of administration:

° crﬁo?;;rr]o?r?alzpi?éc ‘gv'g;g%%mgﬂeazmev should be consumed. o Swallow the medicine with water. .
tifluoperazine, cyamemazine. sulpiride, Use of this medicine and alcohol consumption * Yg“ may hhalve thehtab[et. There is no information
sultonride. amisuloride. tiapride. pimozide Do not drink alcoholic beverages during treatment with @0OUL CTUShing or chewing.

price, pride, tiapride, pi ) . o . .
haloperidol, droperidol) this medicine. If you have accidentally taken a higher dose

o Other medicines (e.g.: bepridil, cisapride, Pregnancy, breastfeeding and fertility If you have taken an overdose or ifa child has accidentally
diphemanil, intravenous erythromycin, Do not take this medicine during pregnancy. Tell swallowed the medicine, proceed immediately to a
halofantrine, misolastine, pentamidine, the doctor if you are pregnant, planning to become doctor or to a hospital emergency room and bring
sparfloxacin, terfenadine, intravenous pregnant o think you are pregnant. Usually, the doctor the package of the medicine with you.
vincaming) ) - will recommend that you use a different medicing instead The symptoms of acute o chronic overdose depend on

o Allopurinol - use of thiazides may increase the incidences  of Disothiazide, which is not intended for use during the amount of fluids and electrolytes lost. When fluid and
of allergic reaction to allopurinol. pregnancy. This is because Disothiazide penetrates Sodium loss is evident, symptoms may include thirst,
 Amantadine - thiazides may increase the risk of side the placenta and using it after the third month of feeling of weakness and dizziness, muscle pain and
effects caused by amantadine. pregnancy may harm the foetus or new-born, such as; cramps and headaches. Furthermore, rapid heart rate,
» Calciumsalts - thiazide diuretics may increase serum  risiof jaundice, low platelet count (thromboc’ytopenia) low blood volume and postural hypotension disorders
calcium levels. If calcium supplements are needed, and other side effects that occur in adults. may occur. The consequence of dehydration and reduced
calcium levels should be monitored and the calcium e, e eatieeding, donot take Disothiazide as this D1ood volume is thickening of the blood. In addtion,
dosage adjusted accordingly. y 9 convulsions, vague recognition, lethargy, confusion,

o Vitamin D suoplements - concomitant use mayincrease Medicine may inhibit the production of milk. Thiazides :
calcium Ievg e o T s are excreted in breast milk and can cause severe side collapse of the circulatory system, and severe renal

from the body, effects in nursing babies, and therefore the doctor must f;ilurel msvy oi%un Loss gf potaz?ilin:l;n?]y cause fratliguie,
« Ciclosporin - concomitant use may increase the risk of decide whether to discontinue breastfeedin?]or useof uast%e ﬂaﬁlen?:isvcgﬁstsiogytionsogar?h casrﬁigaSngse’

elevated uric acid levels and gout-like complications. this medicine, depending onits importance to the mother. |0pss oyf potassium can |§ad to bowelyobstnjction or
o Carbamazepine - concomitant use may reduce blood Driving and use of machine

b ! riving a ] . impaired consciousness or loss of consciousness.
Eodlum !?VSE. Therefore, blood sodium levels should Disothiazide has a mild-moderate effect onthe ability to The most common observed signs and symptoms were
e monitored.

mor ) - drive and use machinery. Even when used as instructed, those caused by decreased electrolytes (hypokalaemia,
* Quinidine - the excretion of quinidine may be reduced this medicine may alter your reactions. Therefore, your hypachloragmia, hyponatremia) and dehydration due to
when used with Disothiazide. . ability to drive, operate machinery or work in high altitude. excessive urination. In addition, in the event of concomitant
* Tetracycines - conconitant use may cause anincrease i unprotected sites may be impaired. Especially at the vise with digitalis, potassium loss may increase cardiac
in serum urea levels. ) beginning of the treatment, when the dose is increased, arrhythmias.
° E:r:tc)gnuwirfatﬁtsdsglFn%r;IOiLgrrez:]:g?r?g?is?(uabnséigsg;& the preparation is replaced or combined with alcohol. vy forgot to take this medicine
of hypotension caused by a change in posture. Important information about some of the pgnot take a double dose in order o compensate for
o Beta glockers and diazoxide - concomitant use may ingredients of this medicine aforgotten dose, treatment should continue as usual.
increase the risk for elevated blood sugar levels Disothiazide tablets contain lactose. If you have been persist with the treatment as recommended by the
grhyper lycaemia). told in the past by a doctor that you are intolerant to goctor.
o Thiazides may increase or accelerate the activity of certain sugars, consult a doctor before commencing Refer to the doctor or pharmacist if you feel the effect
other blood pressure-lowering medicines, such as ACE {reatment with this medicine. of the medicine is too strong or too weak.
inhibi%ors (e[.jg.: captt)(l)prilj, enalapril)imerbe is a risk olt 3. How to use this medicine? If you discontinue this medicine
an extreme drop In biood pressure at the beginning of Always use this medicine according to the doctor's i is unlimi
treatment and worsening of kidney function. Treatment instruyctions. Check with the doctor orgpharmacist ifyou Hlft‘j‘;?’a'?& osfet\r:;ittryn %?t;zlljp :I{L‘g‘s’g a,{‘f‘fe‘ﬁgﬁgdfeﬁ’m”
with diuretics should be discontinued 2-3 days prior toare unsure about the dosage and manner of treatment. ;s 1se should be gradually discontinued.
commencing treatment with ACE inhibitors in order The dosage and manner of treatment will be determined Even f your health improves, do not discontinue
Lo reduce thfe risk of drop in blood pressure at the 1 the doctor only. Generally, the usual dosage is:  treatment with this medicine without consulting the
. Tﬁg'?)?'”%o treatmelnt. ing effect of Disothiazide IafLDIocd pressure: the nitial dosage s halfa tabletor doctor or pharmacist.
© Dlood pressure-lowering efiect of Disothiazide ne tablet per day (12.5-25 mg per day). The long term

can be increased by concomitant use with other
diuretics, blood pressure-lowering medicines, beta

position (may be aggravated due to consumption of
alcohol, barbiturates or narcotic substances), vertigo,
increased sensitivity of the skin to sunlight. . .
o Cases of increased urine excretion leading to erythematosus, lupus erythematosus-like reaction and
dehydration and reduced blood volume may cause recurrence of lupus erythematosus; pulmonary oedema.
the glood to thicken. In more rare cases convulsions, Side effects of unknown frequency (effects whose
vagiue recognition, confusion, circulatory system frequency has not yet been determined): Lips
collapse and severe renal failure may occur. In the and skin cancer (non-melanoma type skin cancer),
event of severe renal failure, the doctor will consider worsening of the metabolic state in diabetics, onset
whether to suspend or discontinue the treatment.  of latent diabetes, any diabetes that has not yet

e Thrombosis and embolism have been reported, manifested itself may become worse; in cases of
gspeciallyin elderly patients or patients with venous prmxig(tjing gallstones an acute inflammation of the

iseases. allbladder may occur.

o Loss of potassium maY cause fatigue, drowsiness, |gf aside effeci/ appears, if one of the side effects
muscle weakness, paralysis, apathy, constipation and yorsens or if you suffer from a side effect not
ac%%ulationsof gas Iin thefgastroir_]testinal tlracé ?f mentioned in this leaflet, consult the doctor.
arrhythmias. Severe loss of potassium may lead to o i
complete or partial bowel obstruction, disturbances a'dﬁ]eﬁﬁﬁtf,;iquﬁ I;(]eg?rtgdvtolm?vl\ﬂnlsﬂ .?f l:?ﬁthn
of consciousness or loss of consciousness. thaat c?an be found on theuhorlnlé age m%J the Miﬁist of

 ECG changes and increased sensitivity to preparations Health website (www.heatth ov!l))grectin o the online
containing cigitalis (sensifity to glyoosideg may 0CCUT o of adverse min_br via the?ollowin link:
Increased excretion of magnesium in the urine is httos://f 'I/pl bgld talget 9 J
common,andonlgoccasionallycauses magnesium LL1PS./HI0rMS.goy.11d 00a\Calaigelsequence

I etsequence.aspx?formType=AdversEffectMedict

deficiency in the blood. :
o Loss of erectrolytes and fluids may cause or worsen mohgov.l
5. How to store this medicine

Eetabglic allfalo?is. bood |
* Raised levels of certain blood liver enzymes; ' g/ e e e e g .

; P h . 9! This medicine, and all other medicines,

ﬁunglgtra,tﬁg%l;ggﬁ:oramslgirg?rr\rli?gﬁgl;.S)r/:gaarrlc must be stored in a safe place out of the reach and

pus ery 9 ; sight of children and/or infants to avoid poisoning.

Do not induce vomiting unless explicitly instructed

Do not take medicines in the dark! Check the label
and the dose each time you take a medicine. Wear
glasses if you need them.

If you have any further questions regarding the use

of this medicine, consult a doctor or pharmacist.

4, Side effects

As with any medicine, the use of Disothiazide may

cause side effects in some users. Do not be alarmed

by the list of side effects. You might not suffer from
any of them.

Stop the use of this medicine and refer to a doctor

if the following side effects appear:

o Allergic skin reaction, the symptoms of which maz
include itching, reddening of the skin, allergic rasl

caused by exposure to light, purpura and urticaria,

skin irritation or skin rash.

Yellowing of the skin or eyes.

o Bruises.

o Erythema multiform, incIuding Stevens-Johnson
syndrome (diffuse rash with blisters and scaling
of the skin mainly around the mouth, nose, eyes
and ?enltals), scaling of the skin over vast areas
(exfoliative dermatitis), including toxic epidermal
necrolysis.

o Signs of fluid and electrolyte imbalance (mainly
a decrease in the levels of potassium, sodium,
magnesium, and chloride, and an increase in blood
calcium levels); in high dosages, loss of fluids and dysfunction: bald
sodium can occur, usually manifested by dry mouth, | ysfunction; 'ad nefsfs. ts - (effects that
thirst, feeling of weakness and dizziness, muscle Very common side effects - (effects that appear 1545, by a doctor.
cramps or muscle pains, headache, nervousness, in more than 1 out of 10 users): Raised levels of o Do not use the medicine after the expiry date (exp.
strong heartbeats (palpitations), regulation disorders uric acid that may lead to gout attacks in PFEdISFUSEd Date) that appears on the package. The expiry date
of blood pressure related to bOdY position. patients, increased blood lipids (cholesterol and  refers to the last day of that month.

o Sleepiness, drowsiness, restlessness, muscle triglycerides), raised blood sugarlevels (hyperglycaemia) e Storing conditions: Store at a temperature not
spasms, convulsions, tachycardia (increased heart and increased excretion of sugar into the urine  eyceeding 25°C. Store in the original package.
rate), hypotension, loss of balance due to drop in (glycosuria) have been observed in individuals with 6.Additional information
blood pressure, paraesthesia, small quantity of urine. healthy metabolism, in patients with early stages of %-ACCIHONALIMTOMMAton - - -

o Gastrointestinal disorders such as nausea and diabetes (latent diabetes) or in diabetics, and patients In addition to the active ingredient, the medicine
vomitin]q, diarrhoea, abdominal pains and cramps, With potassium deficiency. also contains: ) ) '
unusual abdominal pain with nausea and vomiting, Common side effects - (effects that appear in 1-10 Lactose monohydrate, maize starch, microcrystalline
sensitivity in bowel functions, anorexia, inflammation out of 100 users): Temporary increase in urine-excreted cellulose, magnesium stearate, carmellose sodium,
ofthe pancreas, inflammation of the salivary glands. substances (creatinine, urea), loss of appetite, strong silica colloidal anhydrous, orange lake (E110).

Vision Froblems such as blurred vision, colour heartbeats (palpitations). What the medicine looks like and contents of
o ooy o ol STOOE Uncommen o et - s bt appr n thopaclage L

s s s domoe v 110gte 00 At e oottt

%Chualr}/ggyi?w ?(-;‘Csutsa‘rbil)gtl)r(]}'tests le.g. aplastic anaemia of breath, acute interstitial pneumonia, acute kidney SOQ, 1000. Not all package sizes may be marke?eq.

(anaemia due to a disturbance in the production of mﬂammatmrp], |mp%tence, fever caused by an allergic T][]ll_sl Ieﬂﬂej vga? cgg%ed Zmd 2p?rgyedeyé the M%ﬁtgy

blood cells in the bone marrow), low white blood réaction to the medicine. ) orhealln In July 2014 and updated in February ZUt9.

cells, reduction in blood platelets (sometimes with Rare side effects - (effects that appear in 1-10 out of Drug registration number at the national medicines

purpura), hyperglycaemia, hyperuricemial, excessive 10,000 users): Sleep disorders, depression, constipation, registry of the Ministry of Health: 03285 21827 00
lucose in the urine. dizziness, headaches, sensory disturbances in the limbs. Disothiazide PIL PB0419-05

o Necrotizing inflammation of the blood vessels.  Very rare side effects - (effects that appear in less

. E‘&iﬁ’é’é‘é‘?&%‘é‘i@’é? including pneumonia and  than 1 out of 10,000 users):

e ) . Bone marrow depression, a major reduction in the Manufacturer and registration holder:

* Central nervous system disorders, acute inflammation nymber of white blood cells with a tendency toward excel’® L 9
in the gallbladder, worsened near-sightedness, infections and severe general symptoms (agranulocytosis), {Dexeal St Or Axiva 3 srael
severe renal failure. h ; h ) h excel St., Or Akiva 3060000, Israe

V! ! haemolytic anaemia, autoimmune haemolytic anaemia,

Additional side effects » ~ hyperchloremic acidosis, severe skin reactions such

o Loss of balance when rising from a sitting or lying as toxic epidermal necrolysis, cutaneous Iupus



https://forms.gov.il/forms/Resources/DowloadSetup/AGFormsDownloadToolbar.htm?formid=AdversEffectMedic@moh.gov.il

