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Dear patient,
Please read the folloving Patient Information Leaflet carefully, as it contains important information about what you should bear
in mind when using this drug. If you have any questions, please consult your doctor or pharmacist.

Patient information Leafiet

SIOFOR" 850

Active substance: metformin hydrochloride
Composition
1 film-coated tablet contains:
Pharma;ofogicgg; aciive subslance:
Metformin hydrochloride 850 mg
Other constituents:
Colloidal anhydrous silica, povidone, magnesium stearate, cellulose acetaie phthalate, diethyl pathalate, macrogo: 4000.
Dosage form and contents
Siofor® 850 is available in packages of 30 film-coated tadlets (N1) and 120 film-coated tablets (N2).
Substance or indication group
Biguanide derivative, oral antidiabetic.
Pharmaceutical entrepreneur and manufacturer
BERLIN-CHEMIE AG
Glienicker Weg 125 D-12489 Berlin
Telephone: (030) 6707- 0  Telefax: (030) 6707 - 2126
Uses
Non-insulin-dependent dizbetes (type 2 diabetes mellitus), particularly in obesity. if il is not possible tc adjust the metabolism satisfactorily through
appropriate diet and exercise alone.
Siofor€ 850 can also been combined with sulphonylureas {other special tabiets for diabetes, type 2 diabetes melitus) if the contra-indications are
observed.
Contra-indications
When must you not take Siofor® 8507
Siofor® 850 must not be taken if the following risks exist:
- impairment to kidney function;
- impairment to fiver function: . | ) ,
- derangement of the sugar melatolism (excretion of acetone in the urire. preconia, diatetic ccmay; . "
- severe functional imgaifment of the heart or circulation (cardiovascular funclional impaiment), including periphera! arterial-blood flow
disturbances (arteriat occlusive diseases);
- lung disease viith impairment to lung function (respiratory insufficier.cy):
- alack of oxygenin the body tissues (hypoxic stales. e.g. due to anaemie, grgrene, collapse, shocky;
- distinct diabelic retina disease Sdiabetic retinopathy atove stage I;
- protein-degenerating (catabalic) states, for example tumour disease;
- severe chronic or severe acute infections;
- alcoholism; ) .
- knowin allergy to metformin hydrcchloride or the other constituents cortained in Siofor€ 850.
Siofor® 850 must be withdrawn:
- before planned major surgical procedures (operations under general anaesthelic);
- before X-ray examinations with intravenous administration of contrast media (see precautions);
-in slimming diets (reduction diet) with food consumption of less than 1000 kcal or 4200 kJ/day:
- in planinied or existing pregnancy and during the breast-feeding period.
In these cases, the doctor willinstitute a different blood sugar-lowering therapy {e.g. insulin).

Siofor® 850 is notindicated in the presence of;

-insulin-dependent diabetes (type 1 diabetes mellitus};

- nop-insulin-dependent diabetes (type 2 diabetes meliitus) in-which the therapy with squhonYlureas has become inadequate after initially adequate
metabolic adjustment (complete secondary failure of sulphonylurea therapy in type 2 diabstes melitus).

When must you only take Siofor® 850 after consulting your doctor?

Age over65 years

In advanced age, a certain risk exists for therapy with Siofor® 850. Patients over the age of 65 more frequently displar impairments 10 organ funclions
and/or have accompanying diseases - conditions which can increase the risk of over-acidification of the blood with lactic acid (lactic acidosis) under
treatment with metformin. The doctor treating you will check whether your state of health allows the use of Sioforé 850.

What must you bear in mind in pregnancy and the breast-feeding period? | ! i B I
Insufficient experience exists of use during Jaregnan . There 15 evidence of increased perinatal mortality of exposed children, but this is possibly
attributable to inadequate control of the underlying disease by metiormin hydrochloride in pregnancy. Instlin should be regarded as the preféred
medication.during pregnancy. " " . - ;

No experience exists on the breasl-leeding pariod. It is not known whether metformin or metabolites are excreted into the breast-milk. If s t the breas!-
feeding period is necessary, weaning off should take place.

What must be taken info considerafion with children and the elderly? )

Siofor® 850 must not be taken in insulin-dependent diabetes.(type 1*diabetes mellitus). No experienice exists on therapy of the very rare non-insulin-
dependent diabetes in young adults {the so-called MODY diabetes) with Siofor® 850.

As the kidney function declines i people of advanced age, and the risk of over-acidilication of the blood with lactic acid exists in the case of impairment to
kidney function, the kidney function should be invesligated regutarly in these patients welerminalion of tiie serum creatine value and of creatinine
clearange it necessary), and treatment may only be continued if normal kidney function has been verified. it may be necessary fo reduce the dose in
elderly patients. i

Precautions for use and warnings

Which precautions must be borne in mind? a . » y

As the risk of accumulation of metformin hydrochloride in the body, and therefore the risk of over-acidification of the blood with lactic acid, is delermined
above all by the kidney function, verified normal kidney function is a prerequisite for a theralﬁz with Siofor®850.

Before the b?ipning of therapy and at sixmonthly intervals (possibly earfier, e.g. in the case of interim infections), kidney function values (serum
creatinine) and, if necessary, creatinine clearance must be determined in elderiy patients for example. )
Liver function values must also be monitored before ths beginning of therapy and during treatment, as Ihe breakdown of lactic acid may be impaired it (e
case of disturbances o liver function.

tis not possible to rule out a disturbance to vitamin B12 metabolism in isolated cases. Blood count monitoring should therefore be conducted annually.
{tmust be established whether the above conlra-indications have occurred.

If you are scheduled to have an X-ray examination with administration of contrast media into a blood vessel, treatment with Siofor® 850 must be
interrupted 2 days before Ihe examination due to the nsk of acute kidney failure, and not recommenced until 2 days after the examination.

Treatment with Siofor® 850 must also be interrupted for these times in the case of operations under generat anaesthetic.

In exceptional cases, in combined treatment with sulptionylurea preparations or on combined use with other drugs (see interactions), there may be-an
undesirably pronounced lowering of the blood sugar (hyé)ogllrcaemia). The signs of this m% be: sudden sweating, trembling, palpitations, nervousness,
intense hunger, tingling in the mouth region, paleness, headache, drowsiness, sleep disturbances, anxiety, unsleaeg?( movements, iitability, depressive
mood. In advancing low blood sugar, you may become unconscious. You can rectfy mild low blood sugar by immediately taking glucose, sugar or food
containing sugar. If you are unable to rectify the low blood sugar immediately, a doctor must be called urgently.

The consumption of alcohol entails a risk for low biood sugar and dangerous over-acidification of the blood with lactic acid occurring. You should therefore
avoid alcohol during therapy with Siofor® 850.

If pregnancy occurs under treatment with Siofor® 850 or you plan a pregnancy, then a doctor must be sought immediately, so that they can carry out a
transfer of your diabetes therapy.

What must you bear in mind with road trafiic or when working vith machines or without a secure foothold? . o L

Siofor® 850 itself does not generally lead to the ability to drive being impaired. Low blood sugar (hvpoglycaemia), which impairs the ability o take part
aclively in road traffic, is also generally unlikely. In a combination treatment with sulphonylureas or other medicines with a blood sugar-lowering effect, the
ability to drive and lo operate machines may be impaired by possible low blood sugar (hypoglycaemia).

Interactions with other drugs

Which other drugs infiuence the effectof Siofor® 8507

D{;{ring a long-term treaiment with Siofor® 850, the beginning and the ending of an additional therapy with medicines can interfere with the blood sugar
adjustment.

An intensification of the blood sugar-lowering effect is possible on simultaneous use of drugs such as:

-inanlin nral anfirtiahetics (e.a. silnhnnvlureas. acarbose):

HHH



- O)éyietracydine (antibiotic):
ACE inhibitors (for high b{ocd pressure);

-fibrates (for high blocd fats):

- cycloghosphamide or derlvatives flor luricur growi), meaning that. unfike with the action of Sicfor 850 alose, lov: biood sugas (iypagivenorm) «
possible. (For signs of low blood sugar and measures ir: low blood sucar, see precautions). )

Beta-receptor bicckers and antisympatkotonics (for high blood pressure) such as clonidine, reserpine and guanethidine car: alsc lower e blood sugar if

taken permanently; however, it s thei: charactenstic of masking the signs of low blood sugar (hypoglycaemia) tha is significani

Substances thai delay the excretion of metlormin hydrochloride, for example cimetidine (for stomach diseases), increase the risk of over-acidtication o

the blood waith factic acie. )

The blood sugar-fowering effect of Siofor¢ 850 can be reduced by the simultaneous use of drugs such as:

- glucocorticoids; g )

- 0e§tro%en-progeslogen combinations ('the pill*, or drugs for hormone therapy during the menopause);

- epinephrine and other sympathomimetics;

1 %!ucqgon:
thyroid hormones: .

- thiazide and loop diuretics (for high blood pressure or removing :ater);

- diazoxide;

- phenothiazides (tranquillisers or sleeping ablets);

- nicofinic acid derivaiives.

Substances that reduce the uptake of Siofor€ 850, for example guar and cholestyramine. tead to & reduction in the efect of Siofore 850.

How does Sioforz 850 influence the effect of other drugs?

During a treatment with Siofor® 850. the excretion of phenprocoumon and possibly oiher coumarins (drugs for inhbiting blaod clotting) is accelerated. If
Siofor® 850is started or vithdravn during an existing coumarin therapy, ciése moniloring of bload clotting must be conducted.

Please bear in mind that this information can also apply to drugs used until recently.

Which stimulants, food and drink should you avoid?

Both regular and occasional drinking of alcohol oses a risk for low blood sugar and a dangerous over-acidification of the blood with factic acid occurring.
You should therefore not drink alcohal during therapy with Siofor® 850.

Dosage instructions, method andlength of use

The following information applies unless your doctor has prescribed Siofor® 850 otherwise. Please keep to the istructions for use, as Siofor® 850 is
othenvise unable to work properly!

How much Siofor® 850 should you take and how often?

The adjusiment of the diabelic to Siofor® 850 must only be carried out by the doctor and must be adapted to dietary adjustment. Therapy should be
tapered in, beginning with 1 Siofor® 850 film-coated tablet daily {equivaler! to C.85 g metformin hydrochioride daily).

i adg(uslmem of the metabolism is inadequate, the dose is increased, under the direction of the doctor, stepwise at intervals of a few days to about two
weeks o the Iherapeutically required dose. .

The required daily doses are between 1 to 3 Siolor® 85C film-ccated tablets daily (equivalent to 0.85 to a maximum 2.55 g melionnin hydrochloride daily).
In general, the daily doses of 2 Siofor® 850 fim-coated tablets daily (equivalent to 1.7 g metformin hydrochloride daily) are adequate.

Daily doses ?’f over 3 Siofor€ 850 film-coaled tablets daily (equivalert to over 2.55 g metformin hydrochloride daily) do not generally achieve a further
increase in effect.

How and when should you take Siofor® 8507

Swallow the film-coated lablets whofe with liquid (e.?j a (?Iass of water) with meals. If your necessary daily dose is 2 or more film-coated tablets, divide the

tablets Iover 2 or 3 single doses with main meals. Dividing the daily dose is less important for a good adjustment of blood sugar levels than for better

tolerability.

As the reyquiremenl for Siofore 850 can fall when blood suger adjustment improves, the necessity for prescription should be reviewed tegularly by (‘our

doctor, for example by lowering the dose. or, in the case of lower daily doses, by an attempt at withdrawal. This pariicufarly applies in gldedy pa!m)k LY

reduce the risk of over-acidification of the bload wilh factic acid. )

If the effect of Siofor® 850 alone is not sufficient to normalise the blood sugar, Siofor® 850 can be combined with sulphonylureas.

How long should you lake Siofor® 8507

Ifit is not possible to adjust the metabolism adequately with other measures such as weight loss, exercise and appropriate diet, non-insulin-dependent

dsw'_at[)elgs (lgpe 2 diabetes mellitus) must be treated permanently with & medicine. The doctor freating you will decide as to the length of treatment with
iofor® 850.

Overdose and other incorrect use

What must be done if Siofor® 850 has been taken in excessive quantities (intentional or accidental overdose)?

An intoxication with Siofor® 850 does not lead to low blood sugar (hypoglycaemia), but entails the risk of over-acidification of the blood with lactic acid If

over-acidification of the blood with lactic acid is suspected, or there Is evidence in the medical history of a metformin overdose, for exemple in suicital

intent, emer?ency admission o a hospilal is necessary.

The signs of over-acidification of the biood with laciic acid beginning can resemble the direct side effects of metiormin in the gastro-intestinal tract:

nausea, vomiting, diarrhoea and abdominal pain. The full-blown picture with muscle pain, excessive increase in breathing (hyperventilation), clouding of

consciousness and coma may develop within hours. Completely developed over-acidification of the blood with lactic acid caused by metformin leads to

deathin 50 % of cases.

Counter-measures

Immediaie emergency admission to a hospilal!

Washing the blood by means of an artificial kidney (haemodialysis) is the most effective measure for removing lactic acid and metformin. The circulation

must be stabilised, the over-acidification (acidosis) compensated for, and the lack of oxygen in the blood and body tissue (hypoxia) must be rectified.

What must you bear in mind if you have taken too fittle Siofor® 850 or have forgotten to use it?

If you have forgotten to take Siofor® 850, continue fo take Siofor® 850 as prescribed by the doctor, without making up for the forgolten administration

through an increased dose.

What must you bear in mind if you interrupt or prematurely end treatment?

If you discontinue reatment without being directed to do so by a doctor, you must expect that biood sugar levels will rise uncontrollably and that the late

complications of diabetes, such as eye, kidney and vessel damage will occur in the long term.

Side effects

Which side effects can occur on use of Siofor® 850?

Gastro-intestinal complaints such as nausea, vomiting, abdominal ?ain, flatulence, weight loss, diarrhoea and metallic taste occur at the beginning of
theragy in 5 -20 % of those treated. Interruption of therapy is generally not necessagr, as the complaints usually recede, even if the dosage is unchanged
Any diarrhoea that might persist stops after withdrawal ol therapy. The frequency and severily of the gastro-intestinal complaints can be reduced by a slow
dose increase and taking Siofor® 850 with meals,

Headache, dizziness and tiredness occur occasionallK.

In rare cases, thefe may be allergic reactions of the skin. . )

One case of inflammation of the vessels and éaneumonia under therapy with metformin was reported.

Due to a reduction in the uptake of vitamin By2 and folic acid there may in isolated cases be a Iowerin%h the number of red blood cells (megaloblastic
anaemia). Annual monitoring of the blood count is thesetore required during therapy with Siofor® 850. tn the case of a disturbance, the blood count change
can be rectified by an additional By administration. ]

In very rare cases, over-acidification of the blood with lactic acid, which can assume life-threatening proportions (e.g. coma), may occur under treaiment
with Siofor®850. 3

The causes of over-acidification of the blood may, besides overdose, be the existence or occurrence of contra-indications (see *Contraindications"). The
contra-indications must therefore be strictly observed. . . K

The signs of over-acidification of the blood with lactic acid beginning can resemble the side effects of metiormin in the gastro-intestinal tract: nausea,
vomiling, diarrhoea and abdominal pain. The full-blown picture with muscle pain and cramps, an excessive increase in bréathing, as well as clouding of
consciousness and coma, can develop within hours. ) . . i

Therefore, if these symptoms occur under therapy with Siofor® 850, tablet-taking should be interrupted and a doctor sought or notified immediately, so that
counter-measures (possibly emergency admission to a hospilal) can be instiiuted. ’

Ifyou observe that you have side effects not listed in this package insert, please inform your doctor or pharmacist.

Which counter-measures should be faken in the case of side effects?

Please inform your doctor immediately. Only the doctor can decide whether you should continue taking the drug prescribed.

It over-acidification of the blood with lactic acid is suspected, the immediate assistance of a doctor shouid be sought (see *Overdose and otherincomect use”).
Notes and information on the shelf ife of the drug

The expiry date is printed on the folding box and the push-through package. Do not use this drug afler this date!

Last revised

March 2001

This drug is on the market in accordance with legal transitional provisions. Investigation by the authorilies of the pharmaceuticat quality, efficacy and
safety has not yet been completed.

Keep drugs out of the reach of children!

Marketing Authorization Holder:
BERLIN-CHEMIE AG - Berlin - Germany
Further informations are available on request: &l



