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PATIENT INFORMATION LEAFLET: INFORMATION FOR THE USER
Rifampicin 75 mg and Isoniazid 50 mg, tablets

Read all of this leaflet carefully before your child starts taking this medicine because it
contains important information for your child.

- Keep this leaflet; you may need to read it again.

- If you have any further questions, please ask the doctor, health care provider or pharmacist.

- This medicine has been prescribed for your child. Do not pass it on to others. It may harm
them, even if their symptoms are the same as your child’s.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell the doctor, health care provider or pharmacist.

In this leaflet:

. What Rifampicin / Isoniazid is and what it is used for

. What you need to know before you give Rifampicin / Isoniazid to your child
. How to give Rifampicin / Isoniazid

. Possible side effects

. How to store Rifampicin / Isoniazid

. Contents of the pack and other information

= I e e

1. WHAT RIFAMPICIN / ISONIAZID IS AND WHAT IT IS USED FOR

Rifampicin / Isoniazid belongs to a group of medicines called anti tuberculosis agents. Rifampicin
/ Isoniazid tablets are used to treat tuberculosis in children weighing less than 25 kg.

Although the product is intended for children, safety information on its use in adults is also given.

2. WHAT YOU NEED TO KNOW BEFORE YOU GIVE RIFAMPICIN / ISONIAZID TO
YOUR CHILD

Do not use Rifampicin / Isoniazid if your child:

is allergic (hypersensitive) to rifamycins, isoniazid, or to any of the ingredients of this medicine
(listed in section 6).

has acute liver problems or previously have had a liver problem which was caused by drugs
known to have a condition called porphyria

has severe kidney problems

has liver damage linked to isoniazid or rifampicin before;

has had severe side effects to isoniazid or rifampicin, such as drug fever or chills;

is being treated with any of the following medications:

- voriconazole (a medicine for fungal infections)

- protease inhibitors except ritonavir when prescribed to your child.

Do not give Rifampicin / Isoniazid if any of the above apply to your child.
If you are not sure about anything, ask your child’s doctor or pharmacist.

Take special care with Rifampicin / Isoniazid

Rifampicin / Isoniazid may cause liver disease (hepatitis). You should watch out for symptoms
that might be caused by liver damage, such as unexp)as petite, nausea, vomiting,
dark urine, yellow discoloration of the skin (jaundigt e lasting longer than 3
days and abdominal pain and tenderness. If these ofsti3 iately tell your child’s
doctor or health care provider. ( e~
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People at special risk for developing hepatitis include those:

e older than 35 years;

e who drink alcoholic beverages daily (see “Taking Rifampicin / Isoniazid with food and
drink™);

¢ with chronic liver disorder ;

e who inject drugs (e.g. heroin).

The doctor or health care provider will carefully check the liver function of people at special risk.

Furthermore, the following will be carefully monitored:

e those who take any long-term medicines while being treated with Rifampicin / Isoniazid (see
“Taking other medicines™);

e those suffering from tingling in the hands and feet (peripheral neuropathy);

g pregnant women,

o those who have HIV infection.

If your child gets flu-like symptoms such as fever, headache and muscle aches, you should report
this to your child’s doctor or health care provider, since Rifampicin / Isoniazid may be the cause.

Tingling in the hands and feet (peripheral neuropathy) is the most common side effect of
isoniazid, one of the active agents in Rifampicin / Isoniazid (see “Possible side effects”). You
should report tell your child’s doctor or healthcare provider of any such symptoms. Your child
should be given a certain vitamin, pyridoxine, at a dose of 5-10 mg every day during treatment
with Rifampicin / Isoniazid, because it largely reduces the risk of your child suffering from
neuropathy.

If your child is allergic to ethionamide or niacin (nicotinic acid), you should tell your child’s
doctor or health care provider, because your child may also be allergic to Rifampicin / Isoniazid.

Tell your child's doctor or health care provider if your child:

e has epilepsy or a history of psychiatric disease because this may increase the chances of your
child suffering certain side effects with Rifampicin / Isoniazid;

o has kidney problems, diabetes or porphyria because Rifampicin / Isoniazid may then be
unsuitable;

e is taking cortisone or any cortisone-like drug because the cortisone dose may have to be
increased while your child is taking Rifampicin / Isoniazid.

It is normal for Rifampicin / Isoniazid to cause a reddish orange discoloration of body fluids such
as urine, sputum and tears. This is due to rifampicin in the medicine and you do not need to tell
your child's doctor or health care provider of this. Also, the medicine may discolour contact
lenses.

Rifampicin / Isoniazid can reduce the effects of oral contraceptive pills. Therefore, a different or
additional method of contraception (e.g. condoms, intra-uterine device, or pessary) should be used
during treatment with Rifampicin / Isoniazid.

It is important that your child’s doctor or healthcare provider knows about all your child's
symptoms, even when you think they are not related to tuberculosis infection.

Rifampicin / Isoniazid contains aspartame, which is a source of phenylalanine and may be
harmful for people with phenylketonuria. The tablets also contain ponceau 4R (cochineal red A).
Taking other medicines

It is important that you tell your child’s doctor, health care provider or pharmacist if your child is
taking or has recently taken any other medicines=— ing medicines obtained without a
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Isoniazid may affect their action. Side effects of cither medicine may become worse or the
medicines may become less effective.

Rifampicin / Isoniazid should not take with:

e voriconazole (a medicine used to treat fungal infections);

e HIV protease inhibitors (drugs used to treat HIV infection);

e aluminium hydroxide (medicine used to treat indigestion and other stomach disorders);
o disulfiram (medicine used for the treatment of chronic alcoholism).

The active ingredients of Rifampicin / Isoniazid may also interact with a great number of other
medicines, including for instance:

* Drugs to treat HIV infection (e.g. efavirenz, nevirapine)

e Drugs to treat fungal infections (e.g. ketoconazole, fluconazole)

s Antibiotics (e.g. clarithromycin)

e Drugs to treat malaria (e.g. quinine)

¢ Immunosuppressant drugs (e.g. ciclosporin, tacrolimus)

e Drugs to treat heart conditions (e.g. verapamil, digoxin)

e Drugs to treat blood lipids (e.g. simvastatin)

* Some drugs to treat diabetes (e.g. glibenclamide)

« Oral contraceptive pills

¢ Medicines to treat epilepsy (e.g. phenytoin, carbamazepine, valproate)

e Medicines used to help with sleep (benzodiazepines, e.g. diazepam, flurazepam, triazolam,
midazolam)

e Medicines for certain psychiatric conditions (antipsychotics, e.g. chlorpromazine,
haloperidol)

e Medicines for preventing blood clots (coumarin or indandione derivates, e.g. warfarin)

e Medicines used at surgery (opioids and anaesthetics, e.g. alfentanil, enflurane)

¢ Corticosteroids (e.g. prednisolone, medicines for the treatment of inflammation and other
diseases, such as asthma or rheumathoid arthritis)

e Paracetamol (pain killer)

Taking any of these together with Rifampicin / Isoniazid may be unsuitable or the dose may need
to be changed.

Taking Rifampicin / Isoniazid with food and drink

Rifampicin / Isoniazid should be taken on an empty stomach (at least one hour before or two
hours after a meal).

Alcohol should be avoided while taking Rifampicin / Isoniazid because it increases the risk of
liver damage.

Eating cheese or fish (histamine- or tyramine-rich food) while being treated with Rifampicin /
Isoniazid may cause itchiness and redness of the skin, sensation of feeling hot, rapid or pounding
heartbeat, sweating, chills or clammy feeling, headache, and/or lightheadedness. Cheese and fish
should be avoided if these effects occur while taking Rifampicin / Isoniazid.

Pregnancy

If a woman becomes pregnant, or is planning to become pregnant, a healthcare provider should
be contacted to discuss the potential benefits a e tuberculosis therapy for the mother
and the child.
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Breastfeeding

Isoniazid and rifampicin appear in breast milk. No negative effects have been reported in breast-
fed infants whose mothers were receiving these drugs. The amount of these drugs in breast milk
is too low to protect the breast-fed infant against tuberculosis.

Driving and using machines

Rifampicin / Isoniazid may cause visual disturbances, dizziness and other side effects of the
nervous system that can impair the ability to drive and to use machines.

3. HOW TO TAKE RIFAMPICIN / ISONIAZID

Rifampicin / Isoniazid should always be taken exactly as described by the doctor or healthcare
provider. You should check with your child's doctor, healthcare provider or pharmacist if you are
not sure.

The dose of Rifampicin / Isoniazid depends on the weight of your child.

Weight band Numbers of tablets
Intensive phase: RHZ | Continuation phase:
75/50/150* RH 75/50

4-7kg 1 1

8-11 kg 2 2

12-15 kg 3 3

16-24 kg 4 4

25+ kg Adult dosages recommended

Disperse the required dose of Rifampicin / Isoniazid in about 50 ml water and make sure that the
child drinks all the fluid. Once the dose has been added to water it should be drunk within 10
minutes.

Rifampicin / Isoniazid should be taken on an empty stomach (at lcast one hour before or two
hours after a meal).

If your child has a kidney disease, your child’s doctor may prescribe rifampicin and isoniazid
separately rather than in a single tablet.

Rifampicin / Isoniazid 75 mg/50 mg is not recommended for adults or children who weight more
than 25 kg. Adult dosages should be used.

Your child’s doctor or health care provider will decide on the duration of treatment for your child

If one takes more Rifampicin / Isoniazid than one should

Taking too many Rifampicin / Isoniazid tablets may cause vomiting, gastrointestinal disturbances,
fever, headache, dizziness, shurring of speech, hallucinations and visual disturbances. The skin
may become discolored reddish-orange and there may be facial swelling and itching. You should
immediately contact a doctor, healthcare provider or the nearest hospital emergency department
for further advice.

If one forgets to take Rifampicin / Isoniazid

If a dose 1s missed, a dose should be taken as

¥ 4% ™ E‘E‘T s
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A dose should not be doubled 1o make up for a missed dose.

If your child vomits less than 1 hour after taking this medicine, another dose needs to be taken.
Your child does not need to take another dose if he/she was sick more than 1 hour after taking
Rifampicin/Isoniazid.

If your child stops taking Rifampicin / Isoniazid

Your child should keep taking the medicine for as long as the doctor or health care provider has
ordered, even if feeling better. If the medicine is stopped too soon, the infection may not be
completely cured. Treatment should not be stopped unless the doctor or healthcare provider says
SO0.

If you have any further questions on the use of this product, ask the doctor, health care provider
or pharmacist.

4. POSSIBLE SIDE EFFECTS

Like all medicines, Rifampicin / Isoniazid can cause side effects, but not everybody gets them.
When treating tuberculosis, it is not always possible to differentiate between unwanted from
Rifampicin / Isoniazid and those caused by any other medicines your child may be taking at the
same time. For this reason, it is important that you inform the doctor or healthcare provider of any
change in your child’s health.

The following side effects have occurred in patients treated with medicines containing the same
active ingredients as Rifampicin / Isoniazid (isoniazid and rifampicin):

The most important side effects of isoniazid and rifampicin are nerve injuries (see below) and
severe and sometimes fatal inflammation of the liver (hepatitis).

The most commonly reported side effects (greater than 1 in every 10 patients treated) include
sensations of tingling, pricking, or numbness of the skin, especially in the feet and hands
(peripheral neuropathy). Your doctor will prescribe a vitamin called pyridoxine ito counteract this
effect (see above, “Take special care with Rifampicin / Isoniazid™). Also, increased liver enzymes,
as measured in blood samples, occur very commonly (see above, “Take special care with
Rifampicin / Isoniazid™). Usually, liver enzyme increases during the first 1-3 months of therapy
and return to normal as treatment continues. When the values rise above a certain level the doctor
or health care provider may decide to stop treatment with Rifampicin / Isoniazid. Flushing may
also occur after taking Rifampicin / Isoniazid.

Side effects that are common (greater than 1 in every 100 patients treated) include a reddish
discoloration of body fluids such as urine, sputum, tears, saliva and sweat. Further common side
effects are diarrhoea, abdominal pain, loss of appetite, nausea and vomiting, as well as skin
reactions with rash and itching, and disturbances of the menstrual cycle.

Uncommon side effects (greater than 1 in every 1000 patients treated but less than 1 in 100) are
inflammation of the liver (hepatitis), epileptic seizures, headache, inflammation of the brain,
personality changes and memory impairment. If you notice signs and symptoms suggestive of
liver damage (see “Take special care with Rifampicin / Isoniazid”), you should inform your
child’s doctor or healthcare provider immediately.

Rare side effects (less than 1 in every 1000 patients treated) include gastritis, bowel infection,
inflammation of the kidney (nephritis), photosensitivity reactions (skin sensitivity to light) and
conjunctivitis.

The following side effects have been reported in patients treated with medicines containing the
same active ingredients as Rifampicin / Isoniazid (isoniazid and rifampicin). However, it is not
known how frequently they occur:

; ; . 1&95;‘"3
e allergic reactions with fever, muscle aches, aifd & T
A
e severe skin reactions with fever, blisters #id nv
threatening anaphylactic reactions i

wcous membranes, life-
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* dizziness, drowsiness

* confusion, disorientation, hallucination
e inflammation of the lungs (pneumonitis)
» inflammation of the optic nerve

*  build up of acid in the body (metabolic acidosis), increased glucose in the blood, a vitamin
deficiency sydrome called pellagra (with e.g. dementia, loose stools and skin inflammation)

* metallic taste, dry mouth, flatulence, constipation
¢ difficulty in passing urine

e changes in the white blood cell count (leucopenia, neutropenia, eosinophilia,
agranulocytosis), possibly resulting in an increased risk of infection

* decreased red blood cell counts (anaemia), possibly leading to fatigue, weakness and
shortness of breath

* decreased platelet count, which may result in an increased risk of bruising and bleeding.

Reporting of side effects

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your child’s doctor, healthcare provider or pharmacist as soon as possible. By reporting
side effects, you can help provide more information on the safety of this medicine.

5. HOW TO STORE Rifampicin / Isoniazid

Keep out of the reach and sight of children.
Store at a temperature below 30°C. Protected from moisture.

Do not use Rifampicin / Isoniazid tablets after the expiry date which is stated on the on the label
after {EXP}. The expiry date refers to the last day of that month.

Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist

how to dispose of medicines no longer required. These measures will help to protect the
environment.

CONTENTS OF THE PACK AND OTHER INFORMATION

What Rifampicin / Isoniazid 75/50 mg tablets contains

The active substances are Rifampicin and Isoniazid.

* The other ingredients Microcrystalline Cellulose (Avicel PH101), Pregelatinized Starch (Starch

1500), Colloidal Silicon Dioxide (Aerosil 200), Saccharin Sodium, Crospovidone
(Polyplasdone XL), Ascorbic Acid, Magnesium Stearate, Aspartame,Colour Pongga;.l,d-R. ra

LD, Flavour Raspberry SD 9.07677 LD and FlavourStrawberry SD 9.01737 %H:;*Q%:*ET*J;;G%
u ,\?'; "CL
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What Rifampicin 75 mg and Isoniazid 50 mg, tablets tablets looks like and contents of the pack

Brick red colored, flat faced beveled edged, mottled, circular uncoated tablet plain on both sides with

characteristic flavor.

Pack I Aluminium Strip Pack

10 Tablets shall be packed per strip using Plain Strip Aluminium foil 0.03 mm as a base material and
Plain Strip 0.03 mm Aluminium foil as a lidding material.

Pack II: Aluminium Blister Pack

5 Tablets shall be packed per Blister using Plain Aluminium foil 25 microns as a lidding material and
Cold forming Alu-Alu base material.

Proposed pack: 14x 6's
6 Tablets shall be packed per strip using Plain Strip Aluminium foil 0.03 mm as a base material and
Plain Strip 0.03 mm Aluminium foil as a lidding material. 14 such strips of 6's tablets are packed in a

carton.

Supplier and Manufacturer

Supplier Manufacturer

Lupin Ltd Lupin Limited

Kalpataru Inspire A-28/1, M.LD.C. Industrial Area
3rd Floor, Off Western Express Highway Chikalthana

Santacruz (East) Aurangabad 431 210

Mumbai 400055 India

India Tel: 91-240-6612444
Tel:91-22-66402323 Fax: 91-240-2484121

This leaflet was last approved in {MM/YYYY}.
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Ilepexnaj yKpaiHCHKOIO MOBOIO, ABTEHTHYHICThL SKOrO MiJTBEp/UKEHA 3asBHHKOM abo HOro
YIIOBHOBAXKEHOIO 000010, IHCTPYKIII PO 3acTOCYBaHHA JiKapchkoro 3acody abo indopmartii
PO 3acTOCyBaHHs JiKapchKoro 3acofy, 3aTBEp/UKEHOI BUIMOBIAHO JI0 HOPMATHBHHX BHMOT
Kkpainu 3asBHMKa/BupoOHuka abo KpaiHM, pEryJATOpHMI OpraH sKOI KEpyeTbCs BHCOKHMH
CTaHAApTaMH SIKOCTI, IO BiANOBINAIOTH CTaHJApTaM, pekoMenjoBanum BOO3, 1a/ab0 3riHo 3
pe3yibTaTaMH KJIIHIYHAX BHIPOOYBaHb, 3acBiYECHHIl NIANMCOM YNOBHOBAXKEHOI 0codH, IO
BHcTYynae Bijl iMeni 3assHuka. (JIncroxk-Braaanm: indopmauis AJst namicuTa).
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THOOPMAIIHHUN JIMCTOK-BKJIAJIUIT: ITHOOPMAILLIS JIJISI KOPHCTYBAYA

Pudammimnn 75 mr 1a I3oniasua 50 mr, radiaerkn

VBamHo npounTaiiTe Bech Hell JHCTOK-BRIAANII 0 TOI0, SIK BAIMA JAHTHHA TOYHC
npuiiMaTi ueii Jgikapebkmii 3acid, 0CKIILKH BOHA MicTHTHL BakIMBY indopmariio aias
BAIIOT AHTHHH.

e 30epiraiiTe 1eif BKJIANIT; MOKINBO BAM 3HATIOOMTHCS IPOUHTATH HOIO 3HORY.

e Jlkimio y Bac BHHHKIIH JIOJATKOBI NHTaHHA, OY1b acka, 3BEpHIiTLCA 10 JTiKaps,
crienianicTa, Mo Hajae MenuHi nocnyru abo gapmanesra.

e Ili nixu npusnaveni nume juis Bawoi autnau. He nepepapaiite ix inmmm. 1le Moxe im
3QIIKO/IMTH, HABITH AKINO TXHI CHMIITOMH TaKi % 5K y BaIoi ANTHHH.

e Jlkwo y Bac BHHHKIM Oyab-sAKi no6iuni peakuil aGo Bu nomitunu no6iuni edextn, ne
3a3HAYCHI Y BKJIA/MINI, 3BEPHITHCA JO CBOTO JIKaps, cheliazicra, 110 Hajac Mean4Hi
nociyrd abo dpapmaiesTa.

Indopmanis y ubomy aucTKy-BKIaAMIII:

[

Ilo sBisie coboro npenapar Pudamminmn/I30Hia3n i Uit 9oro Bid BUKOPHCTOBYETHCS.

2. Illo motpibHo  3HaTHM  mepeA  3aCTOCYBAHHAM  JUIA  AMTHHH  TIpenapary
Pudamminun/Izoniasum.

3. SIx 3actocoByBatH npenapat Pudamminmn/Izoniazn.

4. Moxuuei 1061uH1 peakiii.

5. Sk 30epiratu npenapat Pudammnitmn/[3oniasua.

6. Bwicr yrrakoBku Ta iHma indopmaris.

1O SABJIAC COBOIO INIPENTAPAT PUPAMITIIIAH/I30OHIAZH/L I JIJIsI YOI'O BIH
BHKOPUCTOBY€TbHCSI

Pudamninun/I30Hiasun HanekXuTh 10 IPYIH NPOTHTYGEPKYIBO3HMX JKApPCHKHX 3acoiB.
Tabnerkn Pudamninnny/I3oniasnny BHKOPHCTOBYIOTH JUlsl JIIKYBaHHS TyOepKyIb03y y JiTeil
3 Baroro MeHine 25 Kr.

Hespaxaioum Ha Te, 1O Npenapar Npu3Haueno s Aitelf, HajaeThea indopMamia mpo
Oe3neky 0ro BUKOPHCTAHHSA Y JI0POCIIHX.

IO TMOTPIBHO 3HATH TEPEJX 3ACTOCYBAHHSM JUISI JUTHHHU
PUDAMIIIIIUHY / I30HIA3HY

He BukopucToByiite Pudamminuu/[30Hia3u1 SKImo Balia IUTHHA:

e Mae anepriio (rimepuyrimBicTh) a0 pudamniuuHy, izoniazuay abo Gyab-siKOro
IHIIIOTO KOMITOHEHTY Hpenapary (3asHadeni B MyHKTi 6)

e Mae roctpi 3aXBOpIOBaHHA IMeYiHKH ab0 paHille Mana 3aXBOPIOBAHHS MNEYiHKH,
COPHYHHEHI JIKApCHKHMH TpenapaTaMu

¢ Bawm BijloMo, 1110 BalIa IMTHHA M€ CTaH, SKUil HA3UBAIOTH opdipicio.
Mae cepiiosni npobiemu 3 HHpKaMy

e Mae ypaxenHs NeqiHKH, OB S3aHE 3 BHKOPHCTAHHIM pUDaMITiHHY 360 130Hia3u 1y
panie; :

e Mana cepiiosni noGiyni peaknii Ha pudamnimmn um
MEJIMKaMEHTO3HA rapsyka abo 03H00;

® Ha nanuit MoMeHT npuiiMac HaCTYIIHI NpenapaTy:
- Bopuxonasos (mpenapar /Ui JiKyBaHHA IpuOKOBHX mc]n,hurm\
- InriGiTopu nporeasu, KpiM PUTOHABIPY, SKIIO TaKi 1Py 3HAYER




He cain nasarn Pudamnimnn/I3omiasna, KO MOCH i3 BHINE3a3HAYEHOI0 CTOCYETLCA BAIIOT
JTHEM. SIKIIO BM B HOMYCh HE BIIEBHCHi, 3BCPHITBCA J10 JiKapsa Bawoi Antuam abo
bapmarenra.

3axoan Gesnexn npu sukopucranai Pudavmimnny/Isoniasuay

Pudamninnn/I3oniasna Moke CIPHYHHATH 3aXBOPIOBAHHA NEYiHKM (remarut). Bam cai
CHOCTEpIraT 3a MOSBOK CHMIITOMIB, 0 MOKYTb OyTH CHPHYMHEHI YPaKEeHHSM IEUiHKH,
TAaKMX K BTPATa aleTHTy 3 He3PO3YMITHX MPHYMH, HYI0Ta, OJIOBAHHS, TEMHA C€Ya, JKOBTE
3a0apBIICHHs MKIpH (KOBTAHMIA), BTOMJIIOBAHICTE, 110 TPHUBAE JIOBIIE TPLOX JHIB, Gomi Ta
6OIBOBI BIAUYTTS B KHBOTI. Y pasi NOABH TAKHX CHMIITOMIB BaM CIIiJI TIOBIIOMHTH AHTAYOIO
nikapst abo crierianicra, 110 HaJlac ME/IMYHI OCITYTH.
Kareropii mo/eii, 10 MatoTh NiJBUINEHNH PH3HK PO3BUTKY renaTuTy:
- crapuie 35 pokiB;
- Ti, XTO INOAHS BKMBAc AaJKOrojbHI Hamoi (JMBMCH pPO3JII <dIpHiioM
Pudavninnny/I3oHiaznay 3 HKelo Ta HanosAMm»);
- 0coOM 3 XPOHIYHUMH MOPYLICHHAMH POOOTH NEYIHKH;
- IOJM, 11O 3aCTOCOBYIOTH iH €KIIHI HAPKOTHKH (HAIIPUKIAL: I'€POTH).
Jlikap 4M creliamicT 3 HaJlAHHs MEIHYHHX HOC/YT NOBHHEH PETEJILHO CIIIKYBATH 3 byaxuiamu
neyiHKH mozeil 3 TPyNM pH3HKY. Bilbln TOro, Clijl PETelBHO CHOCTEPIraTd 3a TaKHMH
KaTeropisiMu:
e Ti, XTO TpHBANO TNpHIAMAIOTH OyaAb-siKi JikapchKi 3aco0W M Yac JIKyBaHHs
Pudamninunom/I30Hia3ua0M;
e Ti, XTO CTPaKJAAIOTH BiJl BiUYTTs MOKOMIOBAaHHS B pyKax Ta Horax (mepugepnuna
Heiponaris);
e  BAriTHI XKIHKH;
e BlJl-indikosani.

SIK1mo Ballla AMTHHA Mac TPHNONO O] CHMITOME TaKi SIK Xap, roJIoBHHMii 011k Ta Olib y M 532X,
BH TOBHHHI CHOBICTHTH IUTSYOro Jjikaps abo cremiamicTa 3 HaJaHHA MEAHYHHMX TIOCIYT,
OCKiTBKH MIPHYHHOIO IBOMY MOske OyTH 3acTocyBanHs Pudammninuny/I3oniasuay.

[lokomoBaHHS B pykaxX Ta Horax (nepufepuyHa HeHponarii) € HaiOLILII TMOIIMPEHAM
noGiunuM  epextoM  izomiasuay, sxkmii € OjHiclO 3 JIOYMX PEYOBHH B CKIaJ
Pudamminuny/I3oniasuay (auB. «MoxkaHBl 106Ul edexTi»). Bi nMoBWHHI MORIIOMHTH PO Bei
no/i6H1 CHMITOMH JliKaps Baimoi JUTHHH abo crelianicTa 3 Ha/laHHs MEAMYHUX nocayr. Bama
JIMTHHA MOBHHHA MIOHS OTPUMYBATH BiTaMiH MIpHIOKCHH B 1031 5-10 Mr mpoTAroM JTiKyBaHHS
Pudammninuaom/[30H1a3110M, OCKIIEKH 1i¢ 3HAYHO 3HIKYE PH3HK BHHHKHEHHS Heliponarii.
SIKIo Bamia JUTHHA Mac aleprilo Ha erioHamin abo HiauuH (HIKOTHHOBY KHCIOTY), BH HOBHHHI
NOBIZIOMHTH TIPO Ile JAUTAYOMY JHKapeBi YM CremiamicTy 3 HaJIaHHs MEIMYHMX IOCHYT, alKe
MO’ke BHHHKHYTH ryinepuyriuBicts 10 Pudamniimny/I3oniasuy.

IToBioMTe JiKaps JUTHHH YH CIEIialicTa 3 HaJlaHHA MEIHYHHX IOCITYT, AKIIO ANTHHA:

¢ Mae eninencito ab0 NcHXiaTpUuHMil po3naa B aHaMHE3i TOMY IO i€ MiJIBUILYE PH3HK
BHHHUKHEHHS NEeBHHX N0OIYHUX edekTi Bia Pudamninuny/Izoniazuay:

¢ Mae npobGnemn 3 Hupkamu, aiaGer abo mnopdipilo, OCKIILKH B TakoMy BHIIAIKY
Pudaninun/I3oniasua Moxe OYTH HENPHIATHUM JIO 3aCTOCYBaHHS,

o [lpuiimae xkopt3oH abo iHINI KOPTHKOCTEPOIZAHI Ipemapartd TOMY IO, MOXKIHBO,
icnysarume norpeba y  30UIbIIEHHI JIO3M  KOPTH30HY Ha /Jac JIIK}’BaHHS-I
Pudamminunom/I3oHia3zniomM. P ova " Tog

Pudamnimn/I3oniaznn  Moke CnpuuMHHTH 3a0apBJICHHS B 4EPBOHYE a_‘ paiiy -1‘ﬁ:1_. coItip
pijMH OpraHizMy TakmX sK ceya, MOKPOTMHHs Ta cibosu. lle 'r]qﬁ‘man%q\a ¥
pudaMIinuHy B CKIal npenaparty i Hemae noTp€611 MOBIZIOMIATH TIPO| He-fiKa pit e tieyaicTa
3 HaJl@aHHA MeHYHIX nocyr. Kpim Toro, aikapebkuii 3acid Moxe 3ne6¥ip13 i :




Pudamnimn/Izoniasun Moxke 3HnKyBaTH eeKTHBHICTh OpallbHUX KOHTpanenTurie. Tomy ciin
3aCTOCOBYBATH  J10J1aTKOBMil  alo  anbTCpHATHUBHMI  METOJ  KOHTpauenuii (Hanmpukian
NPE3ePBATHBH,  BHYTPIIHLOMATKOBI  mpucTpoi  abo  meccapii) Ha uyac  JIiKyBaHHSA
Pudamninnuom/I3011azumiom.

BazmBo w06 gikap Bamoi IMTHEYM UM CHICIHATICT 3 HAZaHis MEJAMYHHX TOCIYE 3HaB NPO BCi
CHMIITOMHM, IO BHHHKAIOTL Y AWTHHH, HARITH SKINO BM BBAKACTE, IO BOHM HE I10B H3aH1 3
TYOEPKYJILO3HOIO TH(EKLICIO.

Pudamnimn/Izoniasun mictuts acnapram, axuii € mxepenom deninananiny i Moke 3aKo T
oM 3 QeHLIKeToHypielo. TabneTkn Takoxk MicTsSTh moHco 4R (KoxiHeanbHuii yeproHMii A).

ITpuiiom inmux npenaparis.

Baxmeo nmoBizomisTH  JliKaps BAlIOi IHTHHH, CHELHANICTa 3 HANAHHA MEAHYHHX MOCIHYT UM
dapmanuesTa npo Te, mo AuTHHA npuiiMac abo HemoAaBHO NpuiiMana 6yab-AKi iHII JKapChKi
3aco0u, BKmMovaroun 6e3penenTypHi ikapebki 3aco6u. 11i npenapati MoxyTh BIUIMHYTH Ha JIi10
npenapary Pudamminun/Isoniasua, abo Pudamninun/Izoniasua Moxe BIUIHHYTH Ha IO IHX
npenapartis. [loGiuni edexrn npenapariB MOXKyTh mizcumoBaTHCa abo XK JiKH MOXKYTh CTABATH
MeHII e()eKTHBHUMH.
Pudamninun/I3oniaznn we cia npuiimaty 3:
e Bopuxonasonom (npenapar juis JIiKyBaHHs rpHOKOBHX iH(eKILit)
e IuriGiropamu BlJI-nporeasu (npenaparu juis nikysanns BIJI-indexuit)
* AIOMIHIIO TiZPOKCHAOM (JTiKapchKHil 3aci® Juisi JIKyBaHHSA MOPYIIEHHS TPABJICHHS Ta
IHIIMX PO3JIa/iiB UIIYHKY)
o Jlucynwdipam (npenapat ms JTiKyBaHHs XPOHIYHOTO ATKOTOMI3MY)
AxTuBHI KomMmoHeHTH Pudamninmny/I3oHiasniy MoXKyTh TaKOk B3aCMOISTH 3 BEIHKOIO
KUIBKICTIO IHIIMX NPenapaTiB, BKIIOYAIOYH, HAPUKIAJ:
e 3acobu ans nikysanus BlJI-indexuii (nanpuxian edasipeni, Hepipanin)
3acobn juist ikyBanHs rpuOKoBHX iHeKIiH (HanpHKIaA KeToKoHa30:, BIyKoHa301)
AHTHOIOTHKH (HaNpPHKIaJ KIAPUTPOMIIIIH)
[IpoTumanspiiini npenapats (Hanpukian Xinin)
IMyHOIEIPECanTH (HaNPUKIA HHKIOCIOPHH, TaKPOJiMYC)
Ipenapath U NiKyBaHHA cepUEBUX 3aXBOPIOBAHb (HATIPUKIIA/] BEPaNaMisl, THMTOKCHH)
Iinonininemiuni 2aco6u (HANPUKIA CHMBACTATHII)
Jesixi nporuaiabeTnyni npenapat (Hanpukiaz riGeHKIaMi)
OpasibHi KOHTpalLCI THBH
IIpoTueninenTuyni 3acobu (nanpuxnan Gpenitoin, kapdamasenin, BabIpoar)
3acobn ans nikysanHs Gesconns (GcH30aiaseninyg, HaMpHKIAa Jiasenam, (daypazenawm,
Tpia3ojaM, Mijiazoam)
o llpemapath mans NiKyBaHHs I€BHHX IICHXIYHMX 3aXBODIOBaHb (aHTHIICHXOTHYH,
HaNPHKIIA/ XJOPIPOMa3HH, raloTepH/I0)
o Jlixky s 3anobiramms yTBOpeHHIO TpomOiB (moximmi Kymapuny aGo iHjaHiony,
Hanpukiaju, sapdapus)
* 3aco0u, 110 3aCTOCOBYIOThCS IPH XipYpriYHMX BTpyYaHHsx (OIiOiAM Ta aHECTETHKH,
Hanpuknaj andentanin, eHdaypan)
* KopruxkocTepoim (Hanpikian npeHi30NoH, 3aco0u s TiKyBaHHS 3aMATCHHS T4 IHIITHX
3aXBOPIOBAHb, TAKHX K aCTMA YH PEBMATOIIHHI apTpHT)
e [lapaneramon (3ae6omoBanbuuii 3aci6)
OnnoyacHmit npuifoM LUX Tpenaparis 3 PHQ}a\mnmﬂouﬂmmaaunor\f MO >
abo Oyie HeoOXi1Ha KOpeK1lisl 103yBaHHs. I.%
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Biacmonis Pudavminuny/I3ouiasmy 3 npoayKraMun XapuyBanus 1a HANoaMu
Pudamniian/I30mia3u i npuiimaTy Hatieceprie (IpHHaiitMHI 3a oMy 710 ab0 Yepes B
FOJIMH THCIS TIPUHOMY TK1).

ITin wac npuitomy Pudammimuny/I3oniazuay crmia YHAKATH BKMBAHHS ITKOTO0J0, OCKUIbKH L
301TBIIIYE PU3HK PO3BUTKY YPaKCHHS NEYIHKH.

BoxkuBanHs cupy abo pubu (ixa, Garara Ha rictamie abo THpaMmiH) I dYac IiKyBaHHS
Pudamminunom/[30nia3n1om MoKe BUKIHKATH CBEpOLK 1 MOYepPBOHIHHES IIKIPH, BIIYYTTS XKapy,
BIIUYTTs OCHICHOrO ab0 MPUCKOPEHOTo cepieOuTTs, MTIHBOCTI, 03H00Y abo IMIKOCTI MIKipH,
rososHoro 6omo Ta/abo 3anamopouents. Ciijl YHHKATH BKUBaHHS CHpPY Ta pHOH, AKIIO i
eexTH BHHHKAIOTE Mij yac npuitomy Pudamninuny/I3oniaznay.

Baritnicts

SIkio JKiHKa 3aparitHijza abo IlaHye BariTHICTBH CIiJ 3BEPHYTHCS 0 MEMYHOTO IMpariBHHKA
11100 OLIHWTH TOTEHIHHI repeBarn Ta pH3MKH NPOTHTYOEPKYJIbO3HOT Tepamil /Uit Matepi Ta
JIUTHHH.

Ilepioa roayBaHHs rpyuio

I3onia3un Ta pudaMminMH MPOHUKAIOTH Y TPYAHE MOJOKO. He noBiioMisiocs npo HErarHBHi
HACIIIKN JUIS HEMOBIAT Il Yac Ipy/AHOTO BHIOJOBYBAaHHS MarepsiMH, KOTPi OTPUMYBAIH Iii
npenapatd. BmicT paHux mpemapatiB y TpYJHOMY MOJIOHI 3aHAATO HHU3bKHUI, OO 3aXHCTHUTH
JMTHHY, 10 3HAXOAMTHCS HA TPY/IHOMY BHTO/I0BYBAHHI BiJl TYOCPKYIIBO3Y.

KepyBanusi aprorpancnoproM ado iHIHMH MeXaHIi3MaMH

Pudamninmn/I30Hia3ua MoKe CIPHYHHHTH TOPYIIEHHS 30Dy, 3aaMOPOYEHHs Ta iHII MoOIuHI
edexTH 3 GOKYy HEPBOBOI CHCTEMH, IO MOKE IOTIPIIMTH 3aTHICTh KEPYBATH TPAHCIOPTHHMH
3acobamMHu Ta NpamoBaTH 3 MEXaHi3MaMH.

3. SIK IPUHMATH PUDAMITIIUH / I30HIA3ZU /L

Pudamninnn/[30Hia3un 3aBkaM chij npuilMaté TOYHO TakK, SK IpPH3HA4YeHO IlikapeM abo
criermianicToM, 1o Hanae MeAuyHi nocnyrd. Bam ciin NpOKOHCYNBLTYBaTHCA 3 JKapeM Bainoi
JMTHHH, MEANYHHUM NpaliBHAKOM a0 dapMaleBTOM, SKIIO BY B YOMYCh HE BIICBHEHI.

Jo3a pudamninmny/izoniazn/ty 3aineAKHTh BIJ Macy Tija Bauiol M THHH.

Bara KinbkicTh TabneTok
IntencuBHa gasza: RHZ daza npoaopxeHHs: RH
(pudamminuy, i3oHiazuy, | (pudamminuy, 130H1a31/1)
nipasuHamina ) 75/50/150* 75/50

4—-7Txkr 1 1

8—11 kr 2 2

12— 15 kr 3 3

16 — 24 xr B R

25+ kr PexoMeHIOBaHO Jlopociy /103y

Posuunite HeoOximny nmo3y Pudamminnny/I3oniaznay npubnmsso B - SG ~MJL_BOJHM Ta
MepeKoHaiiTecs, 10 AUTHHA BHIIHBAC BCIO piaMHY. SIK TiIbKH J103Y 11011?&0 ;%o \11 ciin
BUIIUTH NpoTsaroM 10 XxBuiauH. : e
Pud}ahmlunm’lsomamﬂ ¢t npuitMaTh HatTiecepite (npuHaimHi 3a rnqwqjﬁfﬂaoo [e3 1B
FOJIMH MICIs PHIAOMY TK1). ; '
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SIkno Bama JUTHHA Mac 3aXBOPIOBAHHA HHUPOK, JIKap MOXKe NpH3Ha4uTH pudamiiiui Ta
130H1a3M/1 OKPEMO, a He B CKJIa/ll OJtHIET TabIeTKH.

Pudamniumn/I3oniaznn 75 Mr/50 M He PeKOMEHJTYETBLCS 3aCTOCOBYBATH JIOPOCIHM abo JiTsaM
3 Maco1o Tina 6inbie 25 kr. Cnij1 3acTOCOBYBATH J03YBAHHA JUIS JIOPOCITHX.

TpusanicTh JiKyBaHHsA BU3HA4ac JiKap Bauwiol JHTHHA a0 COemialicT, O HAJAae MCAHYHI
MOCIIYTH.

Skmo npuitaaro dinbme Pugamminnny/I3oniaznay, Hik e

ITpuiiom 3aHaaro Bucokoi a03u Pudamniumsy/I3oHiasuay Moxe CHPUYHHATH OIMIOBaHHSA,
HUTYHKOBO-KHIIKOBI PO3JIajH, rapsuky, roJoBHHH Oilb, 3amaMOpOYeHHs, HEYITKICTh MOBH,
ramonubamii ta nopywenas 3opy. llkipa wmoxke #HabyTH 4epBOHYBAaTO-OPaHKEBOTO
3a0apBlieHHs, @ TAaKOK MOXKE BHHMKHYTH HaOpsaK 1 cepOix oOamuus. Bam coij Heraiino
3BEPHYTHCS JIO JKaps, MeJAMYHOIo MpailiBHUKa abo 10 HaHGIMKUOro BUUIICHHS LIBHJIKOI
JIOTIOMOTH 3a MOJAJIBIIAMH BKa31BKaMH.

SAxmo nponymeno npuiiom Pudgamminnny/I3oniasnny

VY BHIQJKy NpONYILICHOr0 HPHIOMY J03M mpenapary, ii CIj HpHHHATH AKoOMOra IIBHLIE,
SKIO HACTYIIHA 3allaHoBaHa [l03a HE NpPU3HAYCHa IPOTArOM HACTYNHHUX O TOIAH.
ITponycTiTh npuiiom, K10 HACTAB Yac /Ul HACTYMHOI peryIsipHOl JIO3H.

Jlo3y He cmij MoABOIOBATH, 11100 KOMIIEHCYBATH HMPOIYLIECHY JI03Y.

SIkmo y Bamoi AMTHHHA cTanocs ONMIOBaHHA MEHII HiX Yepe3 1 romuy micias npuioMy 1bOTo
npenapary, noTpioHO NPHHHATH 111e OJIHY J103Y.

Bamiii autuni He notpibHO nmpuiiMaTH 11e oJHY A03Y, SKUIO Tif cTano noraHo Oinblue Hix
yepes 1 roauny micns npuiiomy Pudamnimuny/I3oniasuny.

HAxmo Bama auruna npunuase npuiiom Pudamninnny/I3oniasuay

Bama quTHHa moBHHHA NPOJOBKYBATH NMPHIMATH JNIKH Tak JOBro, K NMPU3HAYHB jikap abo
MEJIMYHUI MpalliBHUK, HABITh SAKUIO IToYyyBae cebe Kpaimie. SIKIIo 3YNWHHTH NPHIAOM JIKIB
3aHaATO paHo, iHdekuis Moxe OyTH He MNOBHICTIO BuwiikyBana. JIIKyBaHHS He CIij
NPUIHHATH, SKIIO ILOTO HE J03BOJIMB JiKap a0 MeIUYHHI MPaIliBHUK.

Slximo y Bac BHHHUKHYTH JOJATKOBI 3aNMTaHHS II0J0 BHKOPHUCTAHHSA IBOTO JKapchKOTO
2acofy, 2RepHITLCA 110 JTiKaps, MeIMYHOro npanisauka abo gapmanesta.

4. MOKJIMBI IIOBIYHI EQEKTH

SIk 1 Bel smikapeski 3acobm, Pudammninus/I30Hia3un Moxke cipuunHaTH n06iuHi edekTH, oaHax
BHSBIIAIOTHCSH BOHH HE Y BCiX.

[Tpu JsikyBauHi TYOepKyIbo3y HE 3aBi/IM BJAECTbCS PO3PI3HUTH HeOakaHi edexTH Bin
3actocyBaHHs Pudamminuiy/I3omiasuay ta edextH, cnpuuuHCHI Oyap-KHMH IHIIAMH
JMKapChKHMH 3acobamu, sKi Balla JMTHHA MOXKe NMpHitMaTH B TOM ke yac. 3 wicl nmpHYHHH
BajJIMBO IOBLIOMIISITH JiKaps a0 MEINYHOro mpamiBHUKA Npo Oyab-siKi 3MiHH Y 3710poB’T
BaIol IUTHHH.

Hactynni noGiuHi eekTH cnocrepiraiuck y NAIicHTIB, SKi OTPUMYBAIM JIKapchKi 3aco0u,
[0 MICTATH TaKi Xk Jiroul peyoBuHH Sk Pudamnimun/I3oniasua (13oniazua ta pudamminuH):
HaiisaxmBimumy noGidHMMHE edeKTaMH Bijl 3aCTOCYBaHHS 130Hia3may Ta pudaMminuHy €
YP@KEHHSI HEpBIB ([MB. HHMXKYe) Ta BaKKe, a iHOJI 1 cMepTelibHE 3anajcHHS IICYiHKH
(renaTur).

HaiiyacTime noBizoMaseTbes npo Taki nodiuni epextr (6inbie 1 Ha KOKHUX 10 NAiCHTIB,
WO OTPUMYBAIHM JIKYBAHHS): BIIUYTTS IOKOIIOBAHHs a00 OHIMIHHS WIKIpH v@c HBO B

Horax i pykax (mepucepuyna seiiponaris). Bam jikap npH3sHaudTh Bl’ra,m ZBOIO
MIPUAOKCHH, Juis 3anobiranHs nbomy edekty (auB. BHIIE, «3{1)@&1 6c311{.w1£n
BUKOpHcTanHl Pudammiuuny/I3oniasuay»). Kpim  Toro, jyixe o s
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«3axonm Ge3nmekH nNpH  BUKOPHCTAHHI Pudamminnny/I3oniasnay»). 3assuuaii  pisens
NMCYIHKOBHX (hepMEHTIB 301MbLIYCThCA IPOTATOM nepmmx 1-3 micsnip Tepaiii i MoBepTacThes
10 HOPMH B MIpY TIPOJIOBXKEHHA JiKyBaHHs. KoiH MOKa3HUKH NiHIMAIOTHCS BULIE HEBHOIO
piBHS Jtikap aGo MeMUHMH MpauiBHIK MOKe TPHItHATH PILICHHS IIPO HPHITHHEHHA JIKYBaHHS
Pudamninmnom/I3oniasuaom.  Ilpmamen  takox MOXYTb BHHHUKATH ICAsS npuiiomy
Pudamninuny/Izoniazuny.
ToGiuni eekTh, mo BuRHKaROTHL YyacTo (Gimbmre 1 Ha koxui 100 TNALICHTIB, SKi OTPUMYBAJIHN
TKYBaHH3), BKIIOYAIOTE 3MIHY KOTLOPY PIZHH B Oprani3Mi Ha 4epBOHHIi (CeYa, MOKPOTHHHS,
CIIbO3M, CiMHa Ta 1IT). Menm yactumu noGiynumu edexramu e Jiapes, 6inb y skuBOTI, BTpaTa
ANETHTy, HYAOTA Ta OMOBAHHA, WIKIPHI pPeakiii, WO CYNPOBOKYIOTBCA — BHCHIIOM i
CBEPOIHHSIM, a TAKOXK IOPYIICHHA MEHCTPYAIBHOIO LHKITY.
Hewactumu noGiunnvu edekramu (Ginsime 1 na xoxuux 1000 NAliCHTIB, sKi OTpUMYBaIH
JIKyBaHHs, ane MeHime 1 Ha 100) € 3ananenns meyiHkm (rematur), emienTHYHi HamaH,
FOJIOBHHH OLib, 3amaleHHs MO3KY, 3MiHH OCOGHCTOCTI Ta NOTipmeHHs namM ati. SIkimo Bu
TOMITHIIH O3HAKM Ta CHMIITOMH, IO CBIXYATh MPO TOMKOKCHHS MediHKH (mB. po3nin
«3axo/m Oe3neKkH NpH BHKOPHCTAHHI Pudamminuny /I3omiasuay»), Bam cmig Heraiino
TIOBIZIOMHTH TIPO 1€ JIKaps AMTHHH YH MEAMIHOIO npamiBHUKA.
Pinkicui noGiuni edexrn (merme 1 wa koxunx 1000 nauientis, mo JKYIOTBCS) BKJIHOYAIOTh
FacTpUT, KHIIKOBY IHQEKLIo, 3ananeHus HHpoK (Hedpur), peakmii CBITIOYYTIIMBOCTI
(ITiABHIIEHHS Yy TIHBOCTI WIKIPH JI0 CBIT/IA) T KON IOHKTHBIT.
Hacrynni nobiuni epexrn Gymn 3apEECTPOBAHI Yy MalieHTiB, SKi OTPUMYyBaH TKapChKi
3aCo0H, MO MICTATH Ti K aKTHBHI KOMIOHEHTH, 1110 i Pudamninnn / I3oniasua (izoniasun ta
puamminun). OnHak yactoTa Takux eeKTiB HeBiToMa:
®  QJIeprivyHi peaKiii 3 IMXOMaHKOIO, M S30BHMH GOMISMH Ta KalLieM
® BaKKI MKIpHI peakuii 3 JIMXOMAHKOIO, YTBOPEHHAM MyXUPIB Ta ypaKeHHSIM
CIH30BHX 00010H0K, aHaQINaKTHYHI peakii, 1o 3arPOKYIOTh KHUTTIO
3araMOpPOYEHHS, COHJIMBICTh
® CIUIyTaHa CBIJIOMICTh, Ie30picHTaIis, rajJoMHHALIA
®  3QIAJCHHS JIEreHiB (ITHEBMOHIT)
®  3arajeHHs 30pOBOro Heppa
HAaKONHYCHHA KHCIOTH B OpraHisMi (MeTabosiuHuil anuno03), nigBAmenns piBHS
TJIOKO3H B KPOBI, CHHPOM BITAMIHHOTO Ae(iltuTy, sIKMil Ha3HBACTHCA nejarpa
(remen1tis, piikuil cTinCHE Ta 3anajeHHs LIKIpH)
®  METaneBHi NPHCMAaK y PoTi, CyXiCTh y POTi, METEOPH3M, 3amnop
®  TPYAHOMII 3 BHJIICHHAM ceyi
® 3AMiHW  piRHs  JleffkomuTiB  (MelikomeHis, HeHTponeHis,  eo3nHodinis,
arpaHyJIONHTO3), 1110 MOXeE IMPH3BECTH JIO MiABUIIEHOTO PH3HKY 1H}eKmii
® S3HIKeHHA KIIBKOCTI CPHUTPOUMTIB (aHeMis), W0 MOKe NPH3BECTH  JIO
BTOMJIFOBAHOCTI, C/1a0KOCTI Ta 3aJHIIKH
® 3HIKCHHA KiIBKOCTI TPOMGONMTIB, IO MOXe CHPHYHHUTH Tii/BHIICH] PH3HK
YTBOPEHHS CHHIIIB Ta KPOBOTEY.

Hosinomienns npo nobiuni edexrn

Axmo Oyap-sakmii 3 nobiunux edexTis crac CEpHO3HNM ab0 AKIIO BH NOMigacte Gyab-siki
noGiuni edektH, Mo He 3a3naveni B miii iHeTpyKuii, 6yap nacka, nosizoMTe JiKaps Bamor
ANTHHH, MEIUYHOIO IpaniBHHKa abo (apmaneBTa SKOMOra mBuLe. Hogijomusioun 1po
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S. SIK 3BEPII'ATH PUOAMIIIIH/A30HIA3ZN L

30epiraTi y He0CTYITHOMY jUIst ftiTeil Micwi.
36epiratu npu Temneparypi He sume 30 °C, 30epiraTi B 3aXHIEHOMY Bzt BoTOrH Micli.

He BukopucroByiite Pudamnimin/3oniasun nicng saxinyenmns TEPMIHY IIPHAATHOCTI, KMii
asHaucHoro Ha etukerui micns {EXP}. Tepmin mpumarnocrti TPHBAC JI0 OCTAHHLOTO JTHS
3a3HAYEHOTO Mics1s.

3abopoHsieThes BUKHIATH JIKapeeKuii 3aci6 y criuni Boau um no0yToBi Bigxoau. 3anuraiite
CBOTO (hapmarieBTa siK yTHITi3yBaTH KK, 10 Ginbiue He moTpiGHi. 1li 3axo0mm JIOTIOMOKYTh
3aXHCTHTH HABKOJIMILHE CEPE/IOBHIIIE.

6. BMICT VIIAKOBKH TA IHIIIA IH®OPMAILIST
Cxaaa Tabaerox Pudavminnn/Izoniazng 75/50 mr

e Jlirounvu pegosnsamu ¢ Pudamminun ta I3oniazun

e [Hmi xoMHOHeHTH memoOn03a MIKpOKpHCTaTiuna  (Avicel PH101), xpoxmans
npexenatnunizosannii  (Starch 1500), KPEMHIIO JIOKCHI Konoiauuii (Aerosil 200),
CaxapuH Hatpito, Kpocnosiion (Polyplasdone XL), xucnmora ackopGinoBa, Maruiro
CTcapar, acnapram, OapBHuk Ponceau 4R Supra LD, cmakoBa moGaska mamuna SD
9.07677 LD Ta cmakoBa j100aBKa noaynuus SD 9.01737 LD.

3ouimuiii Burasa Pudamninun 75 mr Ta I3oniasma 50 mr, taGaerkn Ta Bmicr
YHAKOBKH

Kpyrii rnagenski ta6nerkn HETJIAHO-YCPBOHOTO KOIBOPY 3 BKPAIUICHHSIMH T4 CKOLUICHHMH
KpasMmu, piBHi 3 060X GOKiB, 3 XapakTepHuM apoMaToM.

Ynakoska I: Amominicsuii CTpHII

[o 10 Tabnerok B crpumi 3 BHKOPHCTaHHAM PIiBHOT amoMiHieBoi (ossri 0,03 MM SK 0CHOBH
Ta PiBHOI amoMiHieBoi Gpomsrn 0,03 My 5K IIOKPHBHOI'O MaTepiaiy.

Ynaxoka II: Amominicsuii Bmicrep

o 5 Tabnerox B Guictepi 3 BHKOpHCTaHHSM piBHOT amominicBoi Gonbru 25 MIKPOH siK
IIOKPHBHOTO MaTepiany Ta XOJIOAHOYTBOPIOIOIOro MaTcpiany Alu-Alu sik OCHORH.

3ansaena ynakoska: 14 x 6

Ilo 6 Tabnerox B cTpumi 3 BHKOPHCTaHHAM PIBHOT aiominiesol Gousiu 0,03 MM 5K OCHORMU
Ta 0,03 MM amomidieBoi dombru sk NOKpHBHOTO Martepiany. Ilo 14 takmx crpunis y
KapToHHIH ynakosuwi,

Iocravanbunk Ta Bupoduuk

[MocTavansunk Bupo6uuk

Jronin JItg Jhronin Jlimiten

Kamarapy Incnaiip, A-28/1, MIJIC Iupactpian Epia,

3-it noeepx, Op¢ Becrepn Excnpec Xaiiseit, Yikanrana,

Canrakpys (Iet), Aypanraban, 431210, A
MymGaii — 400 055, [nmia ’,’_/}-v.r;;ﬁ'ii_._: 05"
Inis Ten:91-240-6612444 7
Ten.:91-22-66402323 Daxe:91-240-2484121/
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Iactpykuis npo 3acrocysanus JiKapeeKoro 3acoby abo iHpopmanisi 1mpo 3actrocysanus
JIKapcLKOro  3acoby, 3aTBEPUKCHA  3rITHO 3  HOPMATHBHHMH  BHMOI'aMH KpaiHu
3assunka/Bupobunka aGo KPaiHH, peryIaTOPHHIi opral skoi KEPYCThCA BACOKHMH CTaHIapTaMH
AKOCTI, 1O Bi/INOBIAAIOTEH CTaniapTaM, pekomenaosannm BOO3, ta/abo 3rimno 3 pesynsratamu
KIHIYHNX  BHIIPOGYBaHb, BHKJIaZICHA MOBOIO  BIIIOBIZIHO  JIO BHMOI 1010 MOBH,
BH3HA4YCHHX a03alloM JIpyruM 4acTMHH Tpethoi crarti 26 3akony Vkpainn «[Ipo 3acamm
JICPKaBHOT MOBHOI IOJIITHKH (KopoTka xapakrepucrika JIKapcbKoro 3acody).
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Rifampin and Isoniazid
Pudamnin Ta I3oniazun
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SUMMARY OF PRODUCT CHARACTERISTICS

NAME OF THE MEDICINAL PRODUCT
Rifampin and Isoniazid dispersible Tablets 75/50 mg

QUALITATIVE AND QUANTITATIVE COMPOSITION
Each uncoated tablet contains:

Rifampin USP.......coun000 75mg
Isoniazid USP...............50 mg
PHARMACEUTICAL FORM
Tablets

Visual appearance: Brick red colored, flat faced beveled edged, mottled, circular

uncoated tablet plain on both sides with characteristic flavor.

4 CLINICAL PARTICULARS
4.1 Therapeutic indications
Rifampicin 75mg and Isoniazid 50 mg is indicated for the treatment of tuberculosis in

children, caused by Mycobacterium tuberculosis.

4.2 Posology and method of administration

Oral use.
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The following dosing table provides information on the number of daily tablets needed

to reach the proper dosing, based on the child’s weight:

Weight band Numbers of tablets
Intensive phase: RHZ Continuation phase:
75/50/150* RH 75/50

4-7 kg 1 1

8-11kg 2 2
12-15 kg 3 3
16-24 kg 4 4

25+ kg Adult dosages recommended

*Ethambutol should be added in the intensive phase for children with extensive

disease or living in settings where the prevalence of HIV or of isoniazid resistance is

high.

The following dosages of first-line anti-TB medicines should be used daily for the

treatment of TB in children:

Isoniazid (H) 10 mg/kg (range 7-15 mg/kg)
Rifampicin (R) 15 mg/kg (range 10-20 mg/kg)
Pyrazinamide (Z) 35 mg/kg (range 3040 mg/kg)
Ethambutol (E) 20 mg/kg (range 15-25 mg/kg)
As children approach a body weight of 25 kg, adult dosages can be used
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o First line treatment of drug-sensitive TB consists of a two-month intensive
phase with isoniazid, rifampicin, pyrazinamide (and, depending on the setting
and type of disease, ethambutol), followed by a continuation phase with
isoniazid and rifampicin for at least four months.

* HIV-infected children with TB require antiretroviral therapy (ART) and co-
trimoxazole preventive therapy (CPT) in addition to TB treatment.

* Isoniazid in the same dosage is recommended as preventive therapy over six
months for children under the age of five as well as HIV-positive children of

any age.

Rifampicin 75mg and Isoniazid 50 mg tablets should be taken on an empty stomach
(at least one hour before or two hours after a meal). Taking with food (e.g. to improve
gastrointestinal tolerance) reduces absorption.

If it is necessary to discontinue or reduce the dose of either isoniazid or rifampicin
then single-component preparations should be used instead of Rifampicin 75mg and
Isoniazid 50 mg tablets.

Renal impairment

Dose adjustment is generally not necessary in patients with renal impairment.
However, patients should be closely monitored for signs of isoniazid toxicity,
especially peripheral neuropathy. A dose reduction to two-thirds of the normal daily
dose may be considered in slow acetylators with severe renal failure (creatinine
clearance < 25 ml/minute) or in those with signs of isoniazid toxicity. If such cases,
separate preparations of rifampicin and isoniazid tablets should be administered (see

section 4.4).

h o
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Hepatic impairment

Limited data indicate that the pharmacokinetics of rifampicin and isoniazid are altered
in patients with hepatic impairment. Therefore, patients with hepatic impairment
should be closely observed for signs of toxicity. Rifampicin 75mg and Isoniazid 50 mg
tablets must not be used in patients with severe liver disease (see section 4.3).

4.3 Contraindications

Hypersensitivity to the active substances or to any of the excipients.

Acute liver disease, icterus or severe liver impairment, Porphyria.

Co-administration of Rifampicin 75Smg and Isoniazid 50 mg tablets with voriconazole
or any HIV protease inhibitor is contraindicated (see section 4.5).

4.4 Special warnings and special precautions for use

Liver toxicity

Isoniazid and Rifampicin may cause hepatotox icity (see section 4.8).

Whenever possible, the use of Rifampicin 75mg and Isoniazid 50 mg tablets should be
avoided in patients with hepatic impairment (ALT greater than 3 times upper limit of
normal) due to the risk of liver toxicity. Patients should be strongly advised to restrict
intake of alcoholic beverages while being treated with rifampicin and isoniazid.
Patient groups especially at risk for developing hepatitis include:

- patients with active chronic liver disease:

Furthermore, the following patients should be carefully monitored:

- patients taking long-term medication (see section 4.5);

- existence of peripheral neuropathy or conditions predisposing to neuropathy;

- pregnant patients;

- HIV-positive patients.
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Patients should be instructed to immediately report signs or symptoms consistent with
liver damage or other adverse effects. These include: unexplained anorexia, nausea,
vomiting, dark urine, icterus, rash, persistent paraesthesia of the hands and feet,
persistent fatigue or weakness lasting longer than 3 days, and abdominal tenderness
especially of the right upper quadrant. If these symptoms appear or if signs suggestive
of hepatic damage are detected, Rifampicin 75mg and Isoniazid 50 mg tablets should
be discontinued promptly, because continued use may cause severe liver damage.

In addition to monthly symptom reviews, hepatic enzymes (specifically AST and
ALT) should be measured before starting therapy with Rifampicin 75mg and Isoniazid
50 mg tablets and periodically throughout treatment.

Raised liver enzymes are common during therapy with rifampicin and isoniazid. A
cholestatic pattern is usually caused by rifampicin, whereas elevated transaminases are
associated with rifampicin or isoniazid. These effects on liver enzymes are usually
mild to moderate and will most commonly return to normal spontaneously within three
months, even with continued therapy.

If the concentration of liver enzymes exceeds three to five times the upper limit of
normal, discontinuation of Rifampicin 75mg and Isoniazid 50 mg tablets should be
strongly considered.

If deemed appropriate, component drugs can be reintroduced after intercurrent
hepatotoxicity but only after symptoms and laboratory abnormalities have subsided. In
such cases of rechallenge, the component drugs should be given one by one and at
gradually increasing doses or alternative drugs should be used: Rifampicin 75mg and

Isoniazid 50 mg tablets should not be used.
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Hypersensitivity

Rifampicin may cause a hypersensitivity syndrome including flu-like symptoms
and/or organ manifestation. The risk is higher in intermittent therapy or if treatment is
resumed after discontinuation. If case of severe acute signs of rifampicin
hypersensitivity (e.g. thrombocytopenia, purpura, haemolytic anaemia, dyspnoea,
shock, or acute renal failure), Rifampicin 75mg and Isoniazid 50 mg tablets should
immediately be discontinued. Such patients should not be treated with rifampicin
again. If rifampicin is temporarily discontinued, rifampicin should be reintroduced
carefully at a reduced dose and with close monitoring. In this situation, Rifampicin
75mg and Isoniazid 50 mg tablets should not be used.

Cross-sensitivity: Patients hypersensitive to ethionamide, pyrazinamide, niacin
(nicotinic acid), or other chemically related medications may also be hypersensitive to
isoniazid.

Peripheral neuropathy

Peripheral neuropathy is the most common toxic effect of isoniazid (see section 4.8).
The frequency depends on the dose and on predisposing conditions such as
malnutrition, alcoholism or diabetes. Concomitant pyridoxine administration largely
reduces the risk of developing neuropathy. Therefore, pyridoxine 10 mg daily should
be given routinely with Rifampicin 75mg and Isoniazid 50 mg tablets.

Epilepsy and psychotic disorders

Rifampicin 75mg and Isoniazid 50 mg tablets should be used with caution in patients

with seizure disorders or a history of psychosis.

—
[
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Haematological toxicity

Since rifampicin is associated with haemolytic anaemia, leucopenia and
thrombocytopenia, full blood count should be monitored regularly throughout therapy
with Rifampicin 75mg and Isoniazid 50 mg tablets. In case of severe haematological

disturbances Rifampicin 75mg and Isoniazid 50 mg tablets must be discontinued.

Renal impairment

Patients with renal impairment, particularly those who are slow acetylators (see
sections 4.2 and 5.2) may be at increased risk for isoniazid adverse effects such as
peripheral neuropathy, and should be monitored accordingly. As in other patients,
pyridoxine (see above), in an adequate dose, should be given to avoid neurotoxicity.
Nephrotoxicity

Rifampicin 75mg and Isoniazid 50 mg tablets should be discontinued in case of
clinical signs of nephrotoxicity.

Diabetes Mellitus

Patients with diabetes should be carefully monitored, since blood glucose control may
be affected by Isoniazid.

Drug interactions

Rifampicin is a strong inducer of hepatic drug metabolism. Therefore, Rifampicin
75mg and Isoniazid 50 mg tablets may reduce efficacy of many therapeutic drugs,
including antiretroviral agents, antiepileptic drugs, immunosuppressants and coumarin

derivatives (see section 4.5).
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Treatment with corticosteroids

Rifampicin 75mg and Isoniazid 50 mg tablets may reduce the efficacy of
corticosteroids in Addison’s disease and induce an Addisonian crisis (sce section 4.5).
Discoloration of body fluids

Rifampicin in Rifampicin 75mg and Isoniazid 50 mg tablets may cause a reddish-
orange discoloration of body fluids such as urine, sputum and tears. This does not
require medical attention.

Laboratory monitoring

Full blood count and liver function testing is required before treatment with
Rifampicin 75mg and Isoniazid 50 mg tablets and at regular intervals during
treatment.

Excipients

Rifampicin 75mg and Isoniazid 50 mg tablets contains aspartame, which is a source of
phenylalanine and may be harmful for people with phenylketonuria.

4.5 Interaction with other medicinal products and other forms of interaction
Rifampicin is a very potent inducer of the hepatic and intestinal cytochrome P-450
enzyme system, as well as of glucuronidation and the P-glycoprotein transport system.
Giving rifampicin with drugs that are biotransformed through these metabolic
pathways is likely to accelerate elimination of co-administered drugs. These effects
approach their maximum after about 10 days of treatment, and gradually return to
normal within 2 or more weeks after discontinuation. This must be taken into account
when co-treating with other drugs. To maintain optimum therapeutic blood levels,

dosages of drugs metabolised by these enzymes may require adjustment when starting
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or stopping the concomitant administration of Rifampicin 75mg and Isoniazid 50 mg
tablets.

In vitro, Isoniazid acts as an inhibitor of CYP2C19 and CYP3A4. Thus it may increase
exposure to drugs climinated mainly through either of these pathways. However, when
co-treating with rifampicin, as when using Rifampicin 75mg and Isoniazid 50 mg
tablets, these effects are likely to be outweighed by hepatic enzyme induction due to
Rifampicin.

Insofar as it has been investigated, the net effect of Rifampicin and Isoniazid on drug
clearance will be an increase due to rifampicin rather than a decrease due to Isoniazid.
Conecurrent use of Isoniazid with other hepatotoxic or neurotoxic medications may
increase the hepatotoxicity and neurotoxicity of isoniazid, and should be avoided.
Mainly due to Rifampicin, Rifampicin 75mg and Isoniazid 50 mg tablets may interact
with a very large number of other drugs, primarily by reducing the exposure to co-
administered agents, reducing their efficacy and increasing the risk of therapeutic
failure. For many important therapeutic agents, no interaction data with Rifampicin are
available. However, clinically significant reduction in drug exposure may OCCUT.
Whenever prescribing any drug with Rifampicin 7 5mg and Isoniazid 50 mg tablets,
the possibility of a drug—drug interaction should be considered. The following list of
drug interactions with Rifampicin 75mg and Isoniazid 50 mg tablets is not exhaustive,
but is a selection of interactions of putative importance. Data on drug interactions is
mainly derived from studies in adults. The scope of the table is largely based on the
WHO Model List of Essential Medicines.
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Drugs by Therapeutic Interaction Recommendations on
Area co-administration
INFECTION

Antiretrovirals: nucleoside analogues

Zidovudine + rifampicin Zidovudine AUC ¥ 47% The clinical

significance of the
lowered zidovudine
exposure is unknown.
Dose modification of
zidovudine in  this
situation has not been

formally evaluated.

Didanosine
Emtricitabine
Lamivudine

Stavudine

No interaction expected

No dose adjustment

required

rifampicin

Tenofovir disoproxil +

Tenofovir AUC 4 13%

No dose adjustment

required

Abacavir + rifampicin

Empirical ~ data  are
lacking, but rifampicin
may decrease abacavir
exposure by inducing

glucuronidation.

Efficacy of abacavir
should be closely

monitored in co-

treatment
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Drugs by Therapeutic Interaction Recommendations on
Area co-administration

Antiretrovirals: non-nucleoside analogues

Efavirenz + rifampicin Efavirenz AUC ¥ 26% When co-treating with
Rifampicin 75mg and
Isoniazid 50 mg
tablets, consideration
may be given 1o
increasing the
efavirenz dose (to
800 mg once daily in
adults)

P
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Drugs by Therapeutic Interaction Recommendations on
Area co-administration
Nevirapine + rifampicin Nevirapine: AUC | 58% | Since  neither the

appropriate nevirapine
dose when given with
rifampicin, nor the
safety of the
combination has been
established,

concomitant use of
Rifampicin 75mg and
Isoniazid 50 mg tablets
and nevirapine is not

recommended
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]_ﬁrugs by Therapeutic Interaction Recommendations on
Area co-administration

Etravirine + rifampicin

Rifampicin is likely to
significantly reduce

exposure to etravirine

l

Concomitant treatment
of Rifampicin 75mg
and Isoniazid 50 mg
tablets with etravirine

should be avoided

Antiretrovirals: protease inhibitors

Fosamprenavir
rifampicin
Saquinavir
Indinavir
Ritonavir
Nelfinavir
Lopinavir
Atazanavir
Tipranavir

Darunavir

+

Protease inhibitor
exposure will be reduced
to sub-therapeutic level
due to interaction with
rifampicin. Attempts to
compensate for this by

increasing doses of the

protease inhibitors, or an
increase  in  ritonavir-
boosting, have been ill-
tolerated with a high rate

of hepatotoxicity.

Rifampicin 75mg and ||

Isoniazid 50 mg tablets
must not be co-
administered with
protease inhibitors (see

section 4.3).

Other antiretrovirals
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Drugs by Therapeutic

Area

Interaction

Recommendations on

co-administration

Raltegravir + rifampicin

Raltegravir AUC | 40%

If co-treatment deemed
necessary, increasing
the raltegravir dose (to
600 mg twice daily in
adults) should be

considered

Maraviroc + rifampicin

Maraviroc AUC | 63%

Co-treatment should be
If deemed

necessary, the

avoided.

maraviroc dose should
be increased (to 600
mg twice daily in
adults)

Antifungals

Ketoconazole + rifampicin

Ketoconazole
80%

AUC

Co-administration

should be avoided. If
deemed necessary, a
dose  increase  of
ketoconazole may be

required
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Drugs by Therapeutic Interaction Recommendations on |
Area co-administration
Fluconazole + rifampicin Fluconazole AUC | 23% Efficacy should be
monitored. An
increased  dose  of
fluconazole may be
required
Ttraconazole + rifampicin Itraconazole AUC | Co-administration
> 64-88% should be avoided
Voriconazole + rifampicin Voriconazole AUC | Co-administration 1S
96% contraindicated. 1If
necessary, rifabutin

should be substituted

for rifampicin.

Antibacterials including antituberculosis antibacterials

Clarithromycin

rifampicin

+

Clarithromycin mean
serum concentration |
85%. 14-OH
clarithromycin levels
unchanged.

Co-administration

should be avoided

{ \
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Drugs by Therapeutic |Interaction Recommendations on
Area co-administration
Chloramphenicol + |Case reports indicate | Co-administration
rifampicin > 60-80% reduction of | should be avoided

chloramphenicol

exposure.

Ciprofloxacin + rifampicin | No significant interaction [ No dose adjustment

required
Doxycyecline + rifampicin Doxycycline AUC | 50— |If  co-treatment is
60% considered necessary,
the dose of

doxycycline should be

doubled
Metronidazole + | Metronidazole AUC iv.| | The clinical relevance
rifampicin 33% of the interaction is

unknown. No dose
adjustment is
recommended.

Efficacy should be

monitored
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Drugs by Therapeutic

Interaction

Recommendations on

Area co-administration
Sulfamethoxazole + | Sulfamethoxazole AUC { | Interaction  probably
rifampicin 23% not clinically
significant. Efficacy of
sulfamethoxazole
should be monitored
Trimethoprim + | Trimethoprim AUC < |A dose increase of
rifampicin 47% trimethoprim may be

required. Efficacy

should be monitored

Ethionamide + rifampicin

Rifampicin and
ethionamide should not
be co-administered,
due to increased risk of

hepatotoxicity
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Area co-administration
Antimalarials
Chloroquine + rifampicin - Empirical data are not
available. Since
chloroquine undergoes
polymorphic  hepatic
metabolism, lower
levels are likely during
rifampicin co-therapy.
Co-administration
should be avoided
Atovaquone + rifampicin Atovaquone AUC | 50% Co-administration
Rifampicin AUC 1 30% should be avoided
Mefloquine + rifampicin Mefloquine AUC | 68% Co-administration
should be avoided
Amodiaquine + rifampicin | Empirical data are not Co-administration
available. Since | should be avoided
amodiaquine  undergoes
hepatic metabolism, it is
likely that clearance is
increcased  when  co-
treating with rifampicin. = N
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Area

Drugs by Therapeutic

Interaction

Recommendations on

co-administration

Quinine + rifampicin

Quinine AUC | =~ 80%.
This has been associated
with significantly higher

recrudescence rates.

Co-administration

should be avoided. If
co-administration is
deemed necessary, an
increased dose  of

quinine  should be

derivatives + rifampicin

considered

Lumefantrine Empirical data are not | Co-administration
rifampicin available. Since | should be avoided

lumefantrine is

metabolised by CYP3A,

lower levels are expected

with  rifampicin  co-

treatment.
Artemisinin Empirical data are not | Co-administration

available. During co-
treatment with rifampicin,
lower levels of artemisinin
and its derivatives may be

expected.

should be avoided

e
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ANALGESICS, ANTIPYRETICS, NON-STEROIDAL ANTI-
INFLAMMATORY DRUGS
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Drugs by Therapeutic

Area

Interaction

Recommendations on

co-administration

Morphine + rifampicin

Morphine AUC po +
30%

If deemed necessary,
should be

monitored and the dose

efficacy

may mneed to be

increased

Codeine + rifampicin

Plasma level of morphine,
an active metabolite of
codeine, is likely to be

substantially reduced.

Efficacy should be
monitored and codeine
dose  increased if

necessary

Methadone -+ rifampicin

Methadone AUC | 33—
66%

should be
monitored for possible

withdrawal effects, and

Patients

methadone dose
increased as

appropriate
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Drugs by Therapeutic | Interaction Recommendations on
Area co-administration
Paracetamol Rifampicin may increase | Co-administration of
(acetaminophen) the glucuronidation of | Rifampicin 75mg and

+  rifampicin

+ isoniazid

paracetamol and decrease
its efficacy

There may be an
increased risk of
hepatotoxicity on co-
administration, but data
are inconclusive.

Concurrent use  with

isoniazid may increase

hepatotoxicity.

Isoniazid 50 mg tablets
and paracetamol should

be avoided

ANTICONVULSANTS

111
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Drugs by Therapeutic | Interaction Recommendations on
Area co-administration
Carbamazepine Rifampicin is expected to | Co-administration  of
rifampicin decrease  the  serum | Rifampicin 75mg and
+ concentration of | Isoniazid 50 mg tablets
isoniazid carbamazepine. Isoniazid |and  carbamazepine
appears to have an |should beavoided
increased risk of
hepatotoxicity when co-
treating with
carbamazepine.
Phenobarbital Phenobarbital and [ Co-administration of
rifampicin rifampicin are both strong | Rifampicin 75mg and
+isoniazid | hepatic enzyme inducers, | Isoniazid 50 mg tablets
and each drug may lower |and phenobarbital
the plasma concentrations | should be undertaken
of the other. Also, co- | with caution, including
treatment with | monitoring of clinical
phenobarbital and | effects and, if possible,
isoniazid may increase the | plasma drug
risk of hepatotoxicity concentrations
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phenytoin and isoniazid
may increase risk of

hepatotoxicity

Drugs by Therapeutic | Interaction Recommendations on

Area co-administration
Phenytoin + rifampicin Phenytoin AUC iv. 4 [Co-treatment with
+ isoniazid 42% phenytoin and
Co-treatment with | Rifampicin 75mg and

Isoniazid 50 mg tablets
should be avoided

Valproic acid + rifampicin | Interaction studies are

lacking. Since valproic
acid is eliminated through
hepatic metabolism,
including glucuronidation,
reduced plasma level of
valproic acid is likely with

concomitant use

Co-treatment should be
avoided. If deemed
necessary, efficacy
and, if possible, also
plasma concentrations
of valproic acid, should

be carefully monitored.

Lamotrigine + rifampicin Lamotrigine AUC { 45%

Co-treatment should be
avoided. If deemed
necessary, lamotrigine
dose should be
increased as

appropriate.

>
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Drugs by Therapeutic

Area

Interaction

Recommendations on

co-administration

Ciclosporin + rifampicin

Several studies and case
reports  have  shown
substantially increased
ciclosporin clearance
when co-administered

with rifampicin

Co-administration

should be avoided. If
deemed necessary,
plasma concentration
of ciclosporin should
be monitored and doses
adapted  accordingly
(35 fold increases in
ciclosporin dose have

been required).

Tacrolimus + rifampicin

Tacrolimus AUC 1iv. |
35?/0;
AUC p.o | 70%

Co-administration  of
Rifampicin 75mg and
Isoniazid 50 mg tablets
and tacrolimus should
be avoided. If deemed
necessary, plasma drug
concentrations of
tacrolimus should be
monitored, and the

dose increased - as

PR L

-
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CARDIOVASCULAR MEDICINES

Warfarin + rifampicin Warfarin AUC | 85%

Co-administration

should be avoided

Atenolol + rifampicin

Atenolol AUC | 19%

No dose adjustment
required

Verapamil + rifampicin S-verapamil p.o CL/F 1

32-fold. With iv. S-
verapamil, CL 1 1.3-fold

Rifampicin 75mg and
Isoniazid 50 mg tablets
and oral verapamil
should not be co-
administered. If iv.
verapamil is given, the
therapeutic effect
should be carefully
monitored; dose
adjustment may be
required

25 1'.154-
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Drugs by Therapeutic

Area

Interaction

Recommendations on

co-administration

Digoxin + rifampicin

AUC p.o | 30%

When co-administering
Rifampicin 75mg and
Isoniazid 50 mg tablets
with  digoxin, the
efficacy and plasma
concentration of
digoxin  should be
monitored. A dose
increase may  be

required

Lidocaine + rifampicin

Lidocaine CLi.v. T 15%

No dose adjustment
required

Amlodipine + rifampicin

Amlodipine, like other
calcium channel blockers,
is metabolised by CYP3A;
lower exposure is
expected when co-treating

with rifampicin

Efficacy should be

monitored

Enalapril + rifampicin

No interaction expected

No dose adjustment

required
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Area

Drugs by Therapeutic

Interaction

Recommendations on

co-administration

Simvastatin + rifampicin

Simvastatin AUC | 87%
Simvastatin acid AUC |
93%

Co-administration  is

not recommended

GASTROINTESTINAL MEDICINES

Ranitidine + rifampicin

Ranitidine AUC | 52%

Efficacy should be
monitored, and
ranitidine dose

increased if necessary

Antacids + isoniazid

+ rifampicin

Antacids may reduce the
bioavailability of
rifampicin by up to one-
third

Aluminium hydroxide
impairs the absorption of

isoniazid

The clinical importance
is unknown

Acid-suppressing drugs
or antacids that do not
contain aluminium
hydroxide should be
used, if co-treatment
with Rifampicin 75mg
and Isoniazid 50 mg

tablets is necessary

PSYCHOTHERAPEUTIC MEDICINES

{
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Area

Drugs by Therapeutic

Interaction

Recommendations on

co-administration

Diazepam + rifampicin

Diazepam AUC ¥ > 70%

Co-treatment is not
recommended. If
deemed necessary,
diazepam doses may

need to be increased

rifampicin

isoniazid

Chlorpromazine + | Rifampicin may reduce

+ Also, concomitant use of

chlorpromazine exposure.

chlorpromazine
isoniazid may impair the

metabolism of isoniazid

Co-administration

should be avoided. If
considered necessary,
patients should be
carefully monitored for

isoniazid toxicity
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Drugs by Therapeutic | Interaction Recommendations on
Area co-administration
Haloperidol + rifampicin Haloperidol clearance is |If co-treatment of

substantially increased by

rifampicin

Rifampicin 75mg and
Isoniazid 50 mg tablets
with  haloperidol is
deemed necessary,
efficacy of haloperidol
should be monitored. A
dose increase may be

required

Amitriptyline + rifampicin

Case reports (supported

by theoretical
considerations)  suggest
that rifampicin
considerably  increases

amitriptyline clearance

Co-treatment should be
avoided. If necessary,
efficacy and, if
possible, also plasma
concentrations of
amitriptyline should be

monitored.

HORMONES;
CONTRACEPTIVES

OTHER

ENDOCRINE

MEDICINES

AND
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Prednisolone and other | Prednisolone AUC | 66% Co-administration  of
systemically administered | Also for other | Rifampicin 75mg and
corticosteroids + | corticosteroids, exposure [ Isoniazid 50 mg tablets
rifampicin is likely to be | with corticosteroids
substantially  decreased | should be avoided. If
when co-treating with | deemed necessary, the
rifampicin. clinical status of the
patient  should be
carefully  monitored,
and corticosteroid
doses adjusted as
needed
Glibenclamide + | Glibenclamide AUC | |Blood glucose levels
rifampicin 34% should be closely
monitored. A dose
increase of
glibenclamide may be
required
Insulin No interaction
expected

fom's |
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Drugs by Therapeutic

Interaction

Recommendations on

the effect of

levothyroxine.

Area co-administration
Levothyroxine + | Case reports indicate that | TSH levels should be
rifampicin rifampicin may decrease | monitored

[
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Ethinylestradiol Ethinylestradiol AUC | | Co-adminstration with
rifampicin 66% Rifampicin 75mg and
Isoniazid 50 mg tablets
may be associated with
decreased
contraceptive efficacy.
Barrier- or other non-
hormonal methods of
contraception  should
be used
Norethisterone Norethisterone AUC | | Co-administration with
rifampicin 51% Rifampicin 75mg and
Isoniazid 50 mg tablets
may be associated with
decreased
contraceptive efficacy.
Barrier- or other non-
hormonal methods of
contraception  should
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99%

Drugs by Therapeutic | Interaction Recommendations on
Area co-administration
Praziquantel + rifampicin | Praziquantel AUC { 80— | Co-treatment with

Rifampicin 75mg and
Isoniazid 50 mg tablets

should be avoided

Disulfiram + isoniazid

Concurrent use of
disulfiram together with
isoniazid may result in
increased adverse effects
on the central nervous

system

Dose  reduction or
discontinuation of
disulfiram may be
necessary during
therapy with
Rifampicin 75mg and
Isoniazid 50 mg tablets

Enflurane + isoniazid

Isoniazid may increase the

formation of the
potentially  nephrotoxic
inorganic fluoride

metabolite of enflurane

Coadministration ~ of
Rifampicin 75mg and
Isoniazid 50 mg tablets
with enflurane should
be avoided.

Interactions with food and drink:

Alcohol: concurrent daily use of alcohol may increase the incidence of isoniazid-

induced hepatotoxicity. Patients should be monitored closely for signs of

hepatotoxicity and should be strongly advised to restrict intake of alcg};ol{igl._
il

(see section 4.4).

beverages
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Cheese and fish (histamine- or tyramine-rich food): concurrent ingestion with
isoniazid may lead to inhibition of mono- or diamine-oxidases by isoniazid, interfering
with the metabolism of histamine and tyramine. This may result in redness or itching
of the skin, hot feeling, rapid or pounding heartbeat, sweating, chills or clammy
feeling, headache, or lightheadedness.

Interactions with laboratory tests:

Therapeutic levels of rifampicin have been shown to inhibit standard microbiological
assays for serum folate and Vitamin B12. Thus alternative assay methods should be
considered. Transient elevation of BSP and serum bilirubin has been reported.
Rifampicin may impair biliary excretion of contrast media used for visualization of the
gallbladder, due to competition for biliary excretion. Therefore, these tests should be
performed before the morning dose of rifampicin.

Isoniazid may cause a false-positive response to copper sulfate glucose tests:
enzymatic glucose tests are not affected.

4.6 Pregnancy and lactation

Pregnancy

As per the information reported in literature, no adverse effects of isoniazid on the
human fetus has been reported. At very high doses in animals rifampicin has
teratogenic effects. Although rifampicin has been reported to cross the placental
barrier and appear in cord blood, the effect of rifampicin, alone or in combination with
other antituberculosis drugs, on the human fetus is not known. Use of rifampicin in the
third trimester has been associated with postnatal haemorrhage in the mother and
infant. Rifampicin 75mg and Isoniazid 50 mg tablets should be used in pregnancy only
if the benefits are considered to outweigh the risks. If Rifampicin ?S@Bmd




@ LUPIN LIMITED

Product: Rifampin and Isoniazid Dispersible Tablets 75mg and 50 mg Module 1

Section 1.3 — Product Information
Subsection 1.3.1-- Summary of Product Characteristics
Sub Subsection | -- Page 37 of 52

50 mg tablets is used in the last weeks of pregnancy, the mother and neonate should
receive vitamin K supplements.

Breastfeeding

Isoniazid and rifampicin appear in breast milk. Hence, patients receiving rifampicin
and isoniazid should not breast feed unless in the physician’s judgement the potential
benefit to the patient outweighs the potential risk to the infant. Also, breast-fed infants
should be monitored for possible signs of isoniazid and rifampicin toxicity.
Administration of pyridoxine to the breast-feeding mother and infant may be
considered,

4.7 Effects on ability to drive and use machines

Isoniazid is associated with vertigo, visual disorders and psychotic reactions (see
section 4.8). Patients should be informed of these, and advised that if affected, they
should not drive, operate machinery or take part in any activities where these
symptoms may put either the patients or others at risk.

4.8 Undesirable effects

Rifampicin is well tolerated by most patients at currently recommended doses,
although gastrointestinal intolerance can be unacceptably severe. Other adverse effects
(skin rashes, fever, influenza-like syndrome and thrombocytopenia) are more likely to
occur with intermittent administration. Temporary oliguria, dyspnoea and haemolytic
anaemia have also been reported in patients taking the drug three times weekly. These
reactions usually subside if the regimen is changed to one with daily dosage.

Moderate rises in serum concentrations of bilirubin and transaminases, which are
common at the outset of treatment, are often transient and without clinical

significance. However, dose-related hepatitis can occur, which is potentially fatal. It is
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consequently important not to exceed the maximum recommended daily dose of 10
mg/kg (600 mg).

Isoniazid is generally well tolerated at recommended doses. Systemic or cutaneous
hypersensitivity reactions occasionally occur during the first weeks of treatment.

The risk of peripheral neuropathy is excluded if vulnerable patients receive daily
supplements of pyridoxine. Other less common forms of neurological disturbance,
including optic neuritis, toxic psychosis and generalized convulsions, can develop in
susceptible individuals, particularly in the later stages of treatment, and occasionally
necessitate the withdrawal of isoniazid.

Hepatitis is an uncommon but potentially serious reaction that can usually be averted
by prompt withdrawal of treatment. More often, however, a sharp rise in serum
concentrations of hepatic transaminases at the outset of treatment is not of clinical
significance. If the enzyme levels drop rapidly when dosage is suspended, they are
unlikely to rise sharply again when treatment is resumed.

Rifampicin

The following CIOMS frequency rating is used, when applicable:

Very common > 10 %; Common > 1 and <10%; Uncommon > 0.1 and <1%:;

Rare > 0.01 and <0.1%; Very rare <0.01%, Unknown (cannot be estimated from
available data).

Reactions occurring with either daily or intermittent dosage regimens include:
Infections and infestations

Unknown: Pseudomembranous colitis, influenza consisting of episodes of pyrexia,
chills, headache, dizziness

Blood and lymphatic system disorders
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Common: Thrombocytopenia with or without purpura, usually associated with
intermittent therapy, but is reversible if drug is discontinued as soon as purpura occurs.
Uncommon: leukopenia

Unknown: Disseminated intravascular coagulation,eosinophilia, agranulocytosis,

hemolytic anemia

Immune system disorders

Unknown: anaphylactic reaction

Endocrine disorders
Unknown: adrenal insufficiency in patients with compromised adrenal function have

been observed.

Metabolism and nutritional disorders

Unknown: decreased appetite

Psychiatric disorders

Unknown: Psychotic disorder
Nervous system disorders
Unknown: Cerebral hemorrhage and fatalities have been reported when rifampicin

administration has been continued or resumed after the appearance of purpura.

Eye disorders

v
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Unknown: Tear discoloration

Vascular disorders

Unknown: Shock, flushing, vasculitis

Respiratory, thoracic and mediastinal disorders

Unknown: Dyspnoea, wheezing, sputum discoloured

Gastrointestinal disorders
Common: Nausea, vomiting
Uncommon: Diarrhea

Unknown: Gastrointestinal disorder, abdominal discomfort

Hepatobiliary disorders
Unknown: Hepatitis, hyperbilirubinaemia

Skin and subcutaneous tissue disorders

Unknown: Erythema multiforme including Stevens-Johnson syndrome and toxic
epidermal necrolysis, Drug Reaction with Eosinophilia and Systemic Symptoms
(DRESS) syndrome (See section 4.4), skin reaction, pruritus, rash pruritic, urticaria,

dermatitis allergic, pemphigoid, sweat discoloration.

Musculoskeletal and connective tissue disorders

Unknown: Muscle weakness, myopathy, bone pain
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Renal and urinary disorders

Unknown: acute kidney injury usually due to renal tubular necrosis or

tubulointerstitial nephritis, chromaturia

Pregnancy, puerperium and perinatal conditions

Unknown: Post-partum haemorrhage, fetal-maternal haemorrhage

Reproductive system and breast disorders
Unknown: Menstrual disorder

Congenital, familial and genetic disorders

Unknown: Porphyria

General disorders and administration site conditions

Unknown: Edema

Investigations

Common: Blood bilirubin increased, aspartate aminotransferase increased, alanine

aminotransferase increased

Unknown: Blood pressure decreased, blood creatinine increased, hepatic enzyme

increased.

Isoniazid

R
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Undesirable effects are listed by MedDRA System Organ Classes.

Assessment of undesirable effects is based on the following frequency groupings:
Very common: >1/10

Common: >1/100 to <1/10

Uncommon: >1/1,000 to <1/100

Rare: >1/10,000 to <1/1,000

Very rare: <1/10,000

Frequency not known: cannot be estimated from the available data

The frequency of the reactions described below cannot be determined from the data

available.

Blood and lymphatic system disorders

Frequency not known: Agranulocytosis, Aplastic anaemia, Haemolytic anaemia

Immune system disorders
Frequency unknown: Hypersensitivity reactions including various types of skin

eruptions, fever, lymphadenopathy

Metabolism & Nutrition disorders
Frequency Unknown: Hyperglycaemia, metabolic acidosis, pellagra (nicotinic acid
deficiency). Nicotinic acid deficiency may be related to an isoniazid-induced

pyridoxine deficiency which affects the conversion of tryptophan to nicotinic acid.
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Psychiatric disorders

Frequency Unknown: Psychotic disorder; euphoria. Although isoniazid usually has a
mood clevating effect, mental disturbances, ranging from minor personality changes to
major mental derangement have been reported; these are usually reversed on

withdrawal of the drug.

Nervous system disorders

Frequency unknown: Peripheral neuropathy; seizure; Hyperreflexia may be
troublesome with doses of 10mg per kg body weight, Optic neuritis

Eye disorders

Rare: Optic atrophy

Musculoskeletal and connective tissue disorders

Frequency unknown: Systemic lupus erythematosus, lupus-like syndrome

General disorders and administration site conditions

Frequency unknown: Pyrexia

Ear & labyrinth disorders
Frequency unknown: Deafness; tinnitus; vertigo. These have been reported in patients
with end stage renal impairment

Vertigo may be troublesome with doses of 10mg per kg body weight

Respiratory, thoracic & mediastinal disorders o f"‘“~\

LA '._.“_\ .,/r'_-'_-

.-f‘;l



Lyfeeen

E LUPIN LIMITED

Product: Rifampin and Isoniazid Dispersible Tablets 75mg and 50 mg | Module 1

Section 1.3 — Product Information
Subsection 1.3.1-- Summary of Product Characteristics
Sub Subsection | -- Page 44 of 52

Frequency unknown: Interstitial lung disease

Gastrointestinal disorders

Frequency unknown: Nausea, vomiting, constipation, dry mouth, pancreatitis

Hepatobiliary disorders

Frequency unknown: Acute hepatic failure, Liver injury, Jaundice

The risk of these undesirable effects increases with age, especially over the age of 35;
it may be serious and sometimes fatal with the development of necrosis.

Uncommon: Hepatitis

Skin and subcutaneous tissue disorders
Frequency unknown: Erythema multiforme, Stevens-Johnson syndrome.
Rare: Toxic epidermal necrolysis, eosinophilia systemic symptoms

Renal & urinary disorders

Frequency unknown: Dysuria

Reproductive system & breast disorders

Frequency unknown: Gynaecomastia

Vascular disorders

Frequency Unknown: Vasculitis
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Investigations

Frequency unknown: Hepatic enzyme increased

Withdrawal symptoms, which may occur on the cessation of the treatment, include

headache, insomnia, excessive dreaming, irritability and nervousness.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal

product. Healthcare professionals are asked to report any suspected adverse reactions

via
4.9 Overdose
Symptoms

Anorexia, nausea, vomiting, gastrointestinal disturbances, fever, headache, dizziness,
slurred speech, hallucinations and visual disturbances have occurred within 30 minutes
to 3 hours after ingestion of isoniazid. With marked isoniazid overdoses (> 80 mg/kg
body weight) respiratory distress and CNS depression, progressing rapidly from stupor
to profound coma, along with severe intractable seizures are to be expected. Typical
laboratory findings are severe metabolic acidosis, acetonuria, and hyperglycaemia.

When overdosed, rifampicin may cause a reddish-orange discoloration of the skin

(‘red man syndrome’). Further symptoms include facial oedema, pruritus, nausea,

vomiting and abdominal tenderness. In adults, a total dose of 14g héh;:?aqsed

cardiopulmonary arrest.

———
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Treatment

Emesis, gastric lavage and activated charcoal may be of value if instituted within a
few hours of ingestion. Subsequently, pyridoxine (intravenous injection on a gram-
per-gram basis, equal to the isoniazid dose, if latter dose is unknown an initial dose of
5 g in adults or 80 mg/kg in children should be considered), intravenous diazepam (in
case of seizures not responding to pyridoxine) and haemodialysis may be of value.
There is no specific antidote. Treatment is symptomatic and supportive with special
attention to monitoring and support of ventilation and correction of metabolic acidosis.
3 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antimycobacterials, combinations of drugs for treatment
of tuberculosis. ATC code: J04AMO02

Mechanism of action

In vitro, rifampicin is bactericidal against a wide range of organisms, including
Mycobacterium tuberculosis. It inhibits DNA-dependent RNA polymerase, inhibiting
transcription. In tuberculosis, rifampicin is bactericidal for both intracellular and
extracellular microorganisms. Microbial resistance may occur, and is a result of
alterations in the target enzyme (RNA polymerase).

Isoniazid is highly active against Mycobacterium tuberculosis. It is bactericidal in
vitro and in vivo against actively dividing tubercle bacilli. Its primary action is to
inhibit the synthesis of long-chain mycolic acids, which are unique constituents of the
mycobacterial cell wall. Resistance to isoniazid occurs rapidly if it is used alone in the

treatment of mycobacterial infection.

.
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5.2  Pharmacokinetic Properties

Rifampicin

As per the information reported in literature, Rifampicin is readily absorbed from the
gastrointestinal tract. Peak serum concentrations of the order of 10 pg /ml may occur
about 2-4 hours after a dose of 10 mg/kg body weight on an empty stomach.

The pharmacokinetics (oral and intravenous) in children are similar to adults.

In normal subjects the biological half-life of rifampicin in serum averages about 3
hours after a 600 mg dose and increases to 5.1 hours after a 900 mg dose. With
repeated administration, the half-life decreases and reaches average values of
approximately 2-3 hours. At a dose of up to 600 mg/day, it does not differ in patients
with renal failure and consequently, no dosage adjustment is required.

Rifampicin is rapidly eliminated in the bile and an enterophepatic circulation ensues.
During this process, rifampicin undergoes progressive deacetylation, so that nearly all
the drug in the bile is in this form in about 6 hours. This metabolite retains essentially
complete antibacterial activity. Intestinal reabsorption is reduced by deacetylation and
elimination is facilitated. Up to 30 % of a dose is excreted in the urine, with about half
of this being unchanged drug. Absorption of rifampicin is reduced when the drug is
ingested with food.

Rifampicin is widely distributed throughout the body. It is present in effective
concentrations in many organs and body fluids, including cerebrospinal fluid.
Rifampicin is about 80 % protein bound. Most of the unbound fraction is not ionized
and therefore is diffused freely in tissues.

Isoniazid
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As per the information reported in literature, Isoniazid (INH) is readily absorbed from
the gastrointestinal tract. Peak concentrations are attained within 1-2 hours following
oral administration. Protein binding is low.

It is widely distributed to all body fluids and tissues including cerebrospinal fluid,
pleural and ascitic fluids and caseous tissues. Isoniazid crosses the placenta and
appears in foetal blood when administered during pregnancy. It also appears in the
milk of nursing mothers.

The primary metabolic route is the acetylation of isoniazid to acetylisoniazid by N-
acetyl transferase found in the liver and small intestine. Acetylisoniazid is then
hydrolysed to isonicotinic acid and monoacetylhydrazine. Isonicotinic acid is
conjugated with glycine to isonicotinyl glycine (isonicotinic acid) and
monoacetylhydrazine is further acetylated to diacetyihydrazine. Some unacetylated
isoniazid is also conjugated to hydrazones. The metabolites of isoniazid have no
tuberculostatic activity and apart possibly from monoacetyihydrazine they are also less
toxic.

The rate of acetylation of INH and monoacetylhydrazine is genetically determined and
there is bimodal distribution of persons who acetylate them either slowly or rapidly.
Rapid acetylators have been reported to acetylate LNH about 5 times more rapidly
than slow acetylators. The halflife of isoniazid has been reported to be 0.5-1.5 hours in
rapid acetylators and 2 or more hours in slow acetylators.

Elimination of isoniazid depends on the rate of acetylation. In patients with normal
renal function approximately 70% of a dose appears in urine in 24 hours mostly as
inactive metabolites; of this amount 93% of INH as excreted in urine may oceur as the

acetylated form in fast acetylators and 63% is slow acetylators, ;%i{)’ﬁfhﬂIMll
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excreted in the urine may occur as the free or conjugated form in fast acetylators and
37% in slow acetylators.

It is also excreted in the breast milk. Small quantities are excreted in saliva, sputum
and faeces.

5.3  Preclinical safety data

Rifampicin

As per the information reported in literature, after oral administration of 100 mg/kg
bodyweight rifampicin for 6 months in rats no toxic effects were observed. After
chronic administration of 200 mg/kg swelling and hydropic degeneration of the liver
were observed.

In monkeys, vomiting, anorexia and weight loss were observed at chronic doses of
105 mg/kg/day.

Because of only limited evidence available for the carcinogenicity of rifampicin in
mice and the absence of epidemiological studies, no evaluation of the carcinogenicity
of rifampicin to humans can be made.

The available studies on mutagenicity indicate an absence of a mutagenic effect.
Rifampicin concentrations in cord blood reach 12-33% of maternal blood
concentrations.

Teratogenic effects were noted in rodents treated with high doses. 100-150 mg/kg
daily in rodents have been reported to cause cleft palate and spina bifida.

In rats neither fertility nor perinatal or postnatal development was impaired.
Malformation and death in infants born to mothers exposed to rifampicin, were

reported at the same frequency as in the general population.
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Isoniazid

As per the information reported in literature, non-clinical data reveal no special hazard
for humans at recommended doses based on conventional studies of safety
pharmacology, repeated-dose toxicity, genotoxicity, carcinogenic potential, toxicity to
reproduction.
6. PHARMACEUTICAL PARTICULARS
6.1  List of excipients
Microcrystalline  Cellulose (Avicel PHI101), Pregelatinized Starch (Starch
1500), Colloidal ~Silicon Dioxide (Aerosil 200), Saccharin  Sodium,
Crospovidone (Polyplasdone XL), Ascorbic Acid, Magnesium Stearate, Aspartame,
Colour Ponceau 4R Supra LD, Flavour Raspberry SD 9.07677 LD and Flavour
Strawberry SD 9.01737 LD.
6.2  Incompatibilities
Not applicable
6.3  Shelflife
24 months
6.4  Special precautions for storage

Do not store above 30°C. Protected from moisture.

-y
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6.5  Nature and contents of container
Pack I: Aluminium Strip Pack
Description: 10 Tablets shall be packed per strip using Plain Strip Aluminium
foil 0.03 mm as a base material and Plain Strip 0.03 mm Aluminium foil as a
lidding material.
Pack II: Aluminium Blister Pack
Description: 5 Tablets shall be packed per Blister using Plain Aluminium foil
25 micron as a lidding material and Cold forming Alu-Alu base material.
Proposed pack: 14x6's
6 Tablets shall be packed per strip using Plain Strip Alumnium foil 0.03 mm
as a base material and Plain Strip 0.03 mm Aluminium foil as a lidding
materail. 14 such strips of 6's tablets are packed in a carton.
6.6.  Intruction for use handling and disposal
No special requirements.
Any unused product or waste material should be disposed of in
accordance with local requirements.
7, SUPPLIER

Lupin Ltd

Kalpataru Inspire , 3rd Floor, Off Western Express Highway ==
Santacruz (East) ., Mumbai 400055 , India '
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8. WHO REFERENCE NUMBER (PREQUALIFICATION
PROGRAMME)
9. DATE OF FIRST PREQUALIFICATION

10. DATE OF REVISION OF THE TEXT
NIL
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SATBEPIZKEHO
Haxa3s Minicteperea oxoponn
3a0poB’s YKpaiuu
OF &S Aoy No 750
Pecerpauniiine nocBituenns

VNI LR d;/ﬂ—f pazs

IMepeximan yKpalHCBKOIO MOBOK, @BTEHTHYHICTh AKOTO IijTBepikeHa 3asBHMKOM abo iHoro
YIIOBHOBaXKEHOIO 0c00010, IHCTPYKIIT NMPO 3aCTOCYBaHHS JiKapchbkoro 3aco0y abo iHdopmanii
NpO 3aCTOCYBaHHs JKapchbKoro 3acoly, 3aTBEp/KEHO! BIANOBIAHO JI0 HOPMATHBHHX BHMOT
kpainn 3aseHuka/BupoOnuka abo KkpaiHH, peryisTopHuii oprai siKoi KepyeTbcs BHCOKHMH
CTaHJapTaMH AKOCTi, IO BiAMOBIIAIOTH cTaHiapraM, pekoMeHnaoBanum BOO3, Ta/abo 3rijgno 3
pesynbTaTaMH KIIHIYHUX BHNpOOYBaHb, 3acBIAYEHMI MiANMHCOM YHOBHOBaXKEHOI OcOOH, 10
sucTynac il imeni 3assunka. (Koporka xapakrepuernka jgikapeskoro 3acofy).

Jonin Jlimitea, Inais
Lupin Limited, India

3agBHUK, KpaiHa:

Jlronin Jlimiren, Inais
Lupin Limited, India

BupooHuk, kpaina:

Rifampin and Isoniazid
Pudamnin ta [3oniaznn

TabseTKH, o aucnepryiotses 75 Mr/50 mr Ne 84 (6x14) y crpumnax




Ha 6aanxy komnanii Jhionin Jlimimeo

Jixapcoruii 3acié: Pugpamnin ma Izoniasud, madaemxu, wo oucnepeyiomocsa 75m2 ma 50 m2
Mooynv 1

1.3. Inghopmayis wooo rikapcokozo 3acooy

1.3.1. Kopomka Xapaxmepucmuxa Jlikapcorozo 3acofy

KOPOTKA XAPAKTEPHUCTHKA JUKAPCBHLKOI'O 3ACOBY
HA3BA JIIKAPCBKOI'O 3ACOBY

Pudamnin ta [3onia3ua, Tabnerku, mo Aacnepryiotses 75 mr/50 Mr

SIKICHUM 1 KVIBKICHUHI CKJIAJL

Kosxxna tabnerka MiCTHTB:

Pudamnin O.CILIA 75 mMr

Izon1azng ©.CIIIA 50 mr

JIIKAPCBKA ®OPMA

Tabnerku

Bopnimmiii  Burasa: Kpyrmi  rinagenski  TabiaeTkH  HErISHO-YEPBOHOTO  KOIILOPY 3

BKPAILICHHAMH Ta CKOIIEHHMHE KpasiMH, piBHI 3 000X OOKIB, 3 XapaKTepHUM apOMaTOM.

4. KJITHIYHI XAPAKTEPUCTHKH
4.1 TepaneBTHYHI MOKA3AHHS

Pudamnimur 75 Mr ta [3omiasua 50 Mr npusHadyeHHil A JIKyBaHHS TyOepKylIbo3y B JITC,
cnpaunHeHoro Mycobacterium tuberculosis.

4.2 Crrocid 3acTocyBaHHS TA 1031
JIns mepopanbHOTO 3aCTOCYBAHHS.

HuxuenaBeaeHa TabiHis MICTHTE IHGOPMAIIO 010 KUIBKOCTI TabJNETOK Ha JieHb, HeOOXiIHIX
JJId JOCATHCHHSA HaJICKHOI 0 JIO3YBE1HH.‘-1, 3aJICHKHO Biﬂ. Baru 1M THHH.

Bara KinpkicTs TabMeTOK
InTencuBna dasa: (pugpavniyun, | daza TIPOJOBKEHHS:
i3oniazuod, nipazunamio ) RHZ | (pugpamniyun, izoniasud)
75/50/150%* RH 75/50

4 —7kr 1 1

8—11xkr 2 2

12— 15 kr 3 3

16 — 24 kr - -

25+ Kkr PeKoMeHI0BaHO JIOPOCIy A03Y

*EramOyton ciia nonasaty B iHTCHCHBHIH (asi AiTAM 3 BETHKHM 00CATOM ypakKeHb: 8 360 THM,
XTO NPOXKHBAIOTh HA TEPUTOPISAX, JIE CHOCTEPIracThes ]JO'SI]OBCIOIDKCHIC!b\ EUJJ
PE3UCTEHTHICTH JI0 130Hiasuy. - >




Ha boaanry komnanii Jhonin Jlinimeo

Jlikapevruu 3acio: Pugpamnin ma Izoniazuo, mabremxu, wo oucnepeyiomoca 75me ma 50 me
Mooy 1

1.3. Inghopmayis wooo nixapewrozo 3acody

1.3.1. Kopomxa Xapaxmepucmuxa Jlikapcvkozo 3acoty

Jns  nikyeamns TyOepkyneo3y B miTell Ciia  IMOAHS 3aCTOCOBYBATH HACTYNHI JI03H
NPOTHTYOEPKYILO3HIX TIpernapartiB Mepiioro psjy.

I30n1asuz (H) 10 mr/kr (uianason 7-15 mr/kr)

Pudamninmn (R) 15 Mmr/kr (mianazon 10-20 Mr/kr)
Ilipazunamin(Z) 35 mr/kr (nianazon 30-40 Mr/kr)

Erambyron (E) 20 mr/kr (nianazon 15-25 mr/kr)

1Ipy TOCATHEHH] IMTHHOK MACcH Tijla 25 KI MOKe 3aCTOCOBYBATHCh JIO3YBAaHHS JUI JOPOCIHX

e [lepua ninHis niKyBaHHS TYOEPKYILO3Y, YYTIHBOIO JI0 JiKiB, CKIAAacThes 3 JIBOMICAYHOT
IHTEeHCHBHOI a3y JiKyBaHHS 3 i30HiasuaoM, pudamminmHOM, NipasuHamizom (Ta
eraMOyTOIOM, 3anmekHO BIA nepediry 1 THIOY 3aXBOpIOBaHHA), a noTiM Qasu
NPOJIOBKECHHA 3 130Hia3HI0OM Ta pupaMIiLIMHOM, SIKa TPHBAE NPHHANMHI YOTHPH MiCSIL.

e Bll-indikosani aitn 3 TyGepkynbo3oM noTpedyioTh antHpeTposipycHoi Tepanii (APT)
Ta npodinaktuunoi Tepanii korpumokcazonom (KIIT) sik sonoBHeHHs 10 TiKyBaHHS
TYOepKYIL03Y.

e [30miasuj y TOMy K J03yBaHHI PEKOMCHAYETHCS B AKOCTI mpodinakThunoi Tepanii
MPOTArOM INECTH MICALIB U1 AiTel BIKOM JO II'SITH POKIiB, a Takoxk BlJI-nmo3suTHBHHX
aiTeii Oyab-gKoro BiKy.

Pudamnimmu 75 Mr ta [3oHia3ua cnia npuitmati Hatimecepie (npuHaiiMui 3a roguny 1o abo
depe3  JiBl rojuH micas npuitomy ixi). Ilpuitom 3 Dxero (HampHkiIan Ui IOKpalIeHHS
KHIIKOBO-TIUTYHKOBOI IEPEHOCHMOCTI) 3HHIKYE BCMOKTYBAaHHA IIpenapary.

Ao HeoOX1HO NPHIMHUTH NPHHOM YM 3MEHIIHTH 103y i30Hia3uay abo pudamminmny
TOJIL CJIiJl 32CTOCOBYBATH OJIHOKOMIIOHEHTHI Ipernaparu 3amicTs Tabneroxk Pudamninuny 75
Mr Ta [3oniasuay S50 mr.

[Topymenns ¢pyHnxiiii HUpOK

SIK mpaBuIio, NanieHTaM i3 HIPKOBOIO HEJIOCTATHICTIO KOPHTYBAHHS JI03H HE TOTpibHe.
Oxmax ciig peTelbHO CTEKHTH 3a TOABOIO y TMAIICHTIB 03HAK TOKCHYHOCTI 130HIa3HLY,
ocobnaueo nepudepuunoi Heiiponartii. SMEHIIEHHA 03K /10 IBOX TPETHH BiJl HOPMH 1060BOT
J03H MOXKE pO3SIIAJAaTHCA JUls  TOBUIBHAX AETHISTOPIB 3 B@KKOK HHPKOBOIO
HEJIOCTATHICTIO (KJIipeHC KpeaTHHIHY <25 mul/xB) abo Juls THX, XTO Ma€ 03HAKH TOKCHYHOCTI
i3omiasuay. V TaKMX BHIAAKaxX, COiJ BBOJHTH OKpeMi INpenapartd puaMminHHy Ta
130H1a3uay (auB. po3zin 4.4).

Iopymenus ¢ynkuiii newinku

Obwmexeni jaHi cBiA4aTh HPO Te, IO Y NALiCHTIB 3 IEYiHKOBOIO HEJOCTATHICTIO
¢dapmakokiHeTHKa pudaMIinuHy Ta i30Hia3uay 3miHena. ToMmy Cii YBaXKHO CTEXHMTH 3a
HOSBOIO O3HAK TOKCHYHOCTI Yy Mali€HTIB 3 nopyumeHHsMH (yHKuill neuinku. TaGnerku
Pudamninun 75 mr ta I3omiasua 50 Mr He MokHA 3aCTOCOBYBATH TMAIi€HTAM i3 THKKHMH
3aXBOPIOBAHHAMM MEYIHKH (IHB. po3jin 4.3).

4.3 Ilporunoxkasanus
ITiaBninena 4y TIMBICTE /10 JIIOYHX PEYOBHH ab0 OY/b-SKOT 3 JOMOMIKHHX peuosyH. 1 ocTpi
3aXBOPIOBAHHSA MEYiHKH, JKOBTSHUIS a00 BaKi NOpyuieHHS (QyHKIif nequ{hu, nopcblplz
lIporunokasane oanovacHe 3actocyBanus TabneTok pudamminuny 75 Ml" I‘d i3
MTI 3 BOpHKOHa30710M abo Oy/ab-skuM iHridiTopom BlJl-nporeasu (aus. pos _r1 4.
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1.3. Inghopmayis wooo nikapcovrozo 3acody

1.3.1. Kopomka Xapaxmepucmuxa Jlikapcokozo 3acoby

4.4 Ocobansi 3acTepekeHHs Ta HAJCAKNI 3aX0/1H He3MeKH NP 3acTOCYBAHHI

I'enamomoxcuunicmep
PudaMninne Ta i30Hia3WA MOKYTh CNPHYMHSATH TeNaTOTOKCHYHicTL (auB. po3ain 4.8). ITlo
MOZUIMBOCTI CJI1J1 YHHKATH 3acToCyBaHHs npenapary Pudamninuny 75 mr ta I3oniazuay 50 mry
NanieHTiB 3 Ne4iHKoBOK HenocTaTHicTIO (komu piBeHb AJIT Gimbine HiK y 3 pasH nepeBHILye
BEPXHIO MEXY HOPMH) uYepe3 PpPH3HK pPO3BHTKY remaroTokcuysocri. [Ilanienram cain
HATIONIETTHBO PEKOMEHIYBATH OOMEKYBATH NPHIOM AJIKOTOJIBHHX HANoiB y Nepiojl JiKyBaHHS
Pudamminmaom 75 mr ta I3oniaznmgom 50 mr.

Jlo rpyn nauieHTiB, sIKi 0COOJMBO CXMIIBHI J10 PO3BHTKY I'ENaTHTY, HaJleKaTh:

[TanieHTH 3 3aroCTPEHHAM XPOHIYHHUX 3aXBOPIOBAHD ICYIHKH;

Kpim Toro, ciij yBaKHO CIIOCTEpIiraTH 3a HACTYTHAMH NAlliCHTaMH:

- DALiE€HTH, K1 MOCTIHHO NPUIAMAKOTH 1HINI J1KapChKi 3ac00Hu;

- MALEHTH 3 NepuepHYHOIO HeliponaTtielo abo CTaHaMH, 110 CIIPHAIOTH PO3BUTKY Heliponarii;

- BariTHI XKIHKH;

- BUUI-indixoBaHni nauiesTH.

[MamientaM ciig HeraiiHoO TOBIZOMJISTH NP0 CHMITOMH YpakeHHS IeYiHKM abo iHu
HECHPHATINBI HACHiAK¥ y pasl IX IOsABH, 30KpeMa, Taki fK: AHOPEKCis HEBM3HAYEHOTO
MOXOJ/IKEHHsI, Hy/I0Ta, OJIF0BaHHs, TEMHA ce4a, JKOBTSHMII, BUCHII, CTiiiKa IapecTe3is pyk i Hir,
MocTiiiHa BTOMIIIOBAaHICTE 1/a00 ciabkicTh TpuBamicTio nmoHaja 3 1o6u i/abo 6ilb y JXHBOTI,
ocobnHuBo y npaBoMmy nigpedep’i. SKio 3’ABAAIOTHCSA Taki CHMITOMHU abo O3HAKH, IO CBITYATh
PO ypayKeHHs NeYiHKH, 3acTocyBaHHs Pudamminury 75 Mr ta [3oniazuay 50 mr cnia Heraiino
MPHIHHATH, OCKiIbKH TPUBAJIE 3aCTOCYBAHHS B X BUINAJKAX MOJXKE CIPHYMHHATH OiIBII TsHKKE
ypaKeHHs MeqiHKH.

OKpiM IIOMICAYHOTO aHAI3y CHMIITOMIB, CJiJI KOHTPOJIKOBATH PIBHI MEYiHKOBUX (hepMEHTIB
(ocobmmBo ACT 1 AJIT) nepen moyarkoM Ta IEPIOIMYHO TIPOTATOM JiKyBaHHA PrudamminnHom
75 mr Ta I3oniazuzom SO Mr.

30u1bIIeH s PiBHIB (YKIIOHAIBHHX EYIHKOBUX NPOO € MOIIHPEHNUM SBHILEM I11/1 Yac JIKyBaHHI
npenaparoM. XoJIecTaTHYHHH CTaH 3a3BHYAll BHHHKAE 3a paxXyHOK il pudamminuHy, Toai fK
NiJBUINEHHS PIBHIB TpaHcaMinaz Moxe OyTu cnpuunnene pudammiimaoM abo izoHiazuaoMm.
Taknii BrumB Ha (yHKIIOHAIBHI NEYiHKOBI MpoOH, K NpaBWIo, € JErKHM abo cepeiHiM, i
NOKa3HWKH HaiyacTime HOPMATI3YIOThCA CIIOHTAHHO HPOTATOM TPhOX MICAIIB, HaBITH NpH
TpUBaJiH Teparmii.

SIKIo piBHI MeYiHKOBHX NpoO KpoBi 3pociu Oinbine, HIK y 3—5 pasu, npuiioMm Pudamminuny 75
Mr Ta [3oniazuay 50 Mr HeoOXiTHO NPUITHHHUTH.

[Ticns BUHMKHEHHS TEernaToTOKCHYHOCTI B MPOIEC] JIKYBaHHS, SKIIO 1€ € JOIUTEHHM, MOXIIHBE
NPU3HAYEHHS TIOBTOPHOTO JIIKYBaHHS, ajle TUILKH IiC/Is 3HHKHEHHS CHMIITOMIB Ta BiJIHOBJICHHS
nabopaTopHUX NOKAa3HUKIB. Y TaKoMy BHOQJIKY npenapatd pudaMmninMHy Ta i30HIa3Hy
IIPU3HAYAIOTLCSA OKPEMO, V CKIIal OKpeMHX JIKapchbKUX 3aco0iB, Ta 3 NOCTYNOBUM 301IbIIIEHHAM
1103 ab0 3aCTOCOBYIOTHCS albTePHATHBHI npenapaTh. Pudgamniuun 75 Mr ta Iaomam,n 50 mr ue
CJIiJI 3aCTOCOBYBATH. ;

Linepuymausicmo ¥ = i
Pudamninme Moke CHPHYHHHTH CHHOPOM TiNepyyTJIHBOCTI, BKJI}OHEHO‘:I}{ rp}méuo i0
CHHIPOM Ta/abo nposisn 3 60KY BHYTPIILIHIX OpraHis. W\
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Ilpu  cxemi sjikyamns 3 mnepepBamu abo TpH BimHOBIeHHI JiKyBaHHS Ticas #Horo
NEPEPHUBAHNA 3pOCTAac PH3HK PO3BHTKY peakiiif rimepyyTampocTi Ta IHIIMX NOOIYHHX
peakiuiii. V pasi BUHHKHEHHs TSUKKHMX, TOCTPHX O3HAK TiNepdyTIHBOCTI pHAMIIHHY (TaKHX
AK, TPOMOOLMTOMNEHIs, Myprypa, TeMoJiTHYHA aHeMis, 3aJMIIKa, MOK abo ToCTpa HHPKOBA
HE/IOCTATHICTh) 3acToCyBaHHs pudamminuny 75 Mr ta isomiasmay S50 Mr cmij Heraiino
NPUIMHUTH.  TakuM nanicHTaM He CTiQ NOBTOPHO npusHavaty prpaMmimps. Koo
3aCTOCYBaHHS  PU(AMIILIUHY THMYACOBO MPHIHHSACTLCA, BiHOBJCHHA JIKYBAHHS  CIIi
TMPOBOJIATH 11/l PETEILHAM KOHTPOJICM, PO3NOYHHAKYH 3i 3MEHIIEHOT 1034, Y TAKOMY BHIIAKY
HE PEKOMEHJIY€ETHCS 3aCTOCOBYBATH pHdJamniuHH 75 Mr Ta i3oHia3ug SO Mr.

Hepexpecna YYMAUGICHL! NIAUICHTH 3 MABMIICHOK YYTIMBICTIO 10 eTiOHaMiay, mipa3uHaMizy,
HiauuHy (HIKOTHHOBA KHCIOTa) a60 /0 IHIMX XiMiYHO MOAIGHMX TKAapCHKHX 3ac0GiB, MOXYTh
MaTH IIJABALLIEHY YYTJIHBICTE i 710 i30Hiasuy.

Iepugpepuuna neiponamis

Iepudepuuna Heliponatis € HaHNOIMPEHIMINM TOKCHYHAM e(eKTOM i30Hiasmay (JIMB. po3in
4.8). Yactota nposBiB 3aeKHTH Bill ZI03H Ta HASBHOCTI NPOBOKYIOUHX (AKTOPIB TakuX sK
HeNoIaHHs, anKkoronism abo aiaGer. OHOYacHe NPH3HAYCHHS NIPHIOKCHHY B OCHOBHOMY
3HHIKYE PH3HK PO3BHTKY Heliponarii. ToMy iz pyTHHHO NpH3HaYaTH IHPHIOKCHH Yy 1031 10 Mr
Ha 7100y paszoM 3 Pudamminurom 75 mr ta I3oniazumom 50 Mr.

Eninencia ma ncuxiuni poziaou

Tabnetkn Pudammimun 75 mr Tta Isomiasua 50 mr cuix sacTocoByBatH 3 00epesKHICTIO
nanicHTaM, Kl MalOTHb CY/IOMHI 3aXBOPIOBaHHA a00 IICHX03 B aHAMHE3.

I'emamomorxcuunicme

Ockinpku 3acTOCyBaHHA pH(aMIILMHY [OB’s3aHe 3 BHHMKHEHHSAM TIeMOJITHYHOI aHEMil,
nefikonenii Ta TpomGoumrtonenii, mix wac nikyBaHHs npenapatoM Pudamminme 75 Mmr Ta
I30omiasnjt 50 Mr cli perysIspHO NPOBOIMTH TOBHHIL aHaMi3 KpoBi. YV pasi BHHHKHEHHS THKKHUX
TFeMaTOJIONYHHUX NOPYIICHE 3aCTOCYBAHHA NPENapaTy CJIi NPHITHHHTH.

Hopywenus gynxyiti Hupox

Y nauicHTiB 3 nopymeHHaMu GyHKIii HUPOK, 0COGIMBO MOBUIBHUX AUETHIATOPIB (IMB. PO3ia
4.2, 5.2), micns 3aCTOCYBANIA i301a3HTy MO 3POCTATH PHIHK BHITHKIIEIIIA TOGIYITIX peaKiiil
(sanpuxian nepuepuunoi Heiiponarii). Clix peTensHO KOHTPOMIOBATH CTAH TAKHX NAICHTIB.
Sk 1 IHIIMM nauiesTaMm, CIii 3aCTOCOBYBATH IIPHAOKCHH Y BIATOBITHOMY JI03yBaHHi (JIHB.
BHILIE) JUIs 3HUKCHHS PH3HKY HEHPOTOKCHYHOCTI.

Hedpomorcuunicmep
IIpu nosiBi KIIHIYHMX MPOSBIB HEHPOTOKCHUHOCTI 3aCTOCYBAHHS TAGNIETOK Pudamninuny 75 mr
Ta [3oniazuny SO Mr i BiAMIHATH.

]_[ykposuu Oiabem - -"':‘a \§\
YV 3B’43Ky 3 MOXIMBHM BIUIHBOM i30Hia3suay Ha piBCHb IJIIOKO3H B Kpom Cﬁ],ﬂ/pﬂcﬁbﬂb,\‘
KOHTPOJIIOBATH CTaH XBOPHX Ha LlYKpOBHii iaber. / e\
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Ha 6nranxy komnanii Jhonin Jlivimeo
Jikapcoruil 3acib: Pugpamnin ma Izoniasud, mabremxu, wo oucnepzyiomvca 75m2 ma 50 m2
Mooyne 1
1.3. Inhopmayis wjooo nikapcorko2o 3acoby
1.3.1. Kopomxa Xapaxmepucmuxa Jlikapcokozo 3acoby

Pudammiuun — notyxunii imaykrop neuinkosoro meraGomismy. Tomy npenapar Prdamnimun
75 Mr Ta I30Hiasua 50 Mr MOKe 3MEHIIMTH Jii0 i eeKTHBHICTE GaraThoX JiKapehbKuX 3acobis,
BKIIOYAIOYH aHTHPETPOBIPYCHI MpenapaTi, NPOTHENICTITHYHI penapaT, iMyHOACHPECaHTH Ta
MOXIZAHI KyMapHHy.

Jixysanms xopmuxocmuepoioamu
Tabnerku Pngamminun 75 mr rta Iomiasua 50 Mr  MOXyTh 3MEHIIyBaTH eQ)eKTHBHICTH
KOPTHKOCTEPOI/LiB 1P XBOPpobi Asyticona Ta cripi4uHETH AIAiCOHOBHIT Kpu3 (MB. poszin 4.5).

3nmina konvopy pioun 6 opeanizmi

Pudamninun B cknani taGnerox Pudamminmn 75 Mr ta Isomiasun 50 Mr Moxe CHPHYHHATH
3abapBIJICHHSA B YSPBOHYBATO-0PAHIKEBHIT KOJIP Pi/IMH OpPraHi3My Takux sIK ceva, MOKPOTHHHS Ta
cipo3u. Lle aBuine He noTpebye nmiKyBaHHSL.

JIlabopamopnuii konmpo.ns

Hepen nixysamusm npenaparom Pudamnimua 75 mr ta Isomiasma 50 Mr Tta uepe3 piBHi
NPOMIKKH 4Yacy IiA ¥ac NMiKyBaHHsS MOTPIGHO NMPOBECTH NMOBHMIl aHAT3 KpoBi Ta mepeBipKy
GyHKuii neviHKy.

Honomixcni pevwosunu

Tabnerkn Pudammimmn 75 mr ta Isomiasua 50 mMr micTaTe acmapram, sKHii € JuKepenoM
¢eninananiny i Mojke 3aITKOUTH JHOIIM 3 GeHiIKeTonypicio.

4.5 Bsaemonis 3 inmuvu Jikapeskumu 3acobaMu Ta inmi popmu B3aemoii

PramMninuy € NOTyXHHM iHAYKTOPOM IIC4iHKOBOI Ta KHIIKOBOi ()epPMEHTHOI CHCTEMH
nuToxpomy P450, a Takok cHCTeMH TIUIOKYpOHi3amii Ta TpaHcmopTHoi cucremu P-
rIiKONpoTeiniB.  3acTocyBaHHs  pudammimMHy 3 mpenapartamm,  SKi  IPOXOJISTE
OioTpancopmalliio 3a 1OMOMOTOI0 HMHX METaGONIYHHX HULAXIB, HaifiMOBIpHiIIe, MPHCKOPHTH
BHBEJICHHS OJIHOYACHO BBCACHHX npenaparis. Takmii edext MakcumanbHo 3pocTae npuGIM3HO
yepes 10 1HIB 1icis NOYaTKy JMiKyBaHHA i MOCTYIIOBO MOBEPTAETLCSA 0 HOPMH NMPOTATOM 2 a6o
Olmblue TWXKHIB MicNs NpHIMHEHHS npuiiomy npenapary. lle cmig BpaxoByeat 1pu
3aCTOCYBaHHi iioro 3 iHmmMHM jikapcekumu 3acobamu. Jind MiATPHMAHHS ONTHMATBHOT
TEepaneBTHHIIOl KONENTpanii B KpoBi J03H JTiKapchbKHX 3aco0iB, 110 MeTaGomi3yIoTLCA IHMH
(pepMEHTHHMH CHCTEMaMH, MOXKYTh OTpeOyBaTH KOpeKuii Ha movaTky a6o micis NPUITHHCHHS
OIHOYACHOro 3acTocyBaHHs 3 TabneTkamu Pudammniunny 75 mr ta [3omiasuay 50 Mr in vitro
I3oniasun nie sk imribitop CYP2C19 ta CYP3A4. Takum umHOM BiH MOXe NiZBHIIYBATH
KOHLIEHTPALIIO JiKapchKuX 3aco0iB, sKi IEPEeBaKHO BHBOMATHCH OYIAL-SKHM 3 [HX HUISXIB.
OnHak mpH OXHOYACHOMY 3aCTOCYBaHHI 3 PHAMIIUMHOM, SK y BHNANKY BHKOPHCTAHHS
Tabnerox Pudamminuny 75 mr Ta Isoniasumy 50 mr, Taki epexrn, iMoBipHO, 6y/1yTh nepeBaKeHi
IH/IyKI€I0 NeYiHKOBHX (EpPMEHTIB 3a PaXyHOK JIii prdamminmny.

3a JaHAMM JOCTYNHHX JI0CITi/LKeHb, Gimbm iMOBipHO, 0 Kiipenc jikapcekux 3aco6iB Gyme
30inbIIyBaTHCA 32 PaxyHOK il pudamminumy, a He 3MeHUIYBaTHCh BHACHINOK Jiii 130Hia3My.
OJsiHoyacHe 3acTOCYBaHHs i30HIa3Way 3 IHIIMMM TIenaTOTOKCHYHHMH a00 HCHPOTOJ{CHHHHMH
TpenapaTamMu MOJKe Ii/IBHILYBATH IeNAaTOTOKCHYHICTh Ta HelPOTOKCHYHICTE 130;{15314;[}*, 1 m»oro
caijl yHukatu. ['ONMoBHMM yHHOM 3a PaxyHOK HAABHOCTI pH(aMIILHHY B KA npena ary,
tabrerku Pmbammumiy 75 Mr Ta i3oHiazuay S0 Mr MOXyThb B3aCMOJLISATH |3 ;1};)1(0 %emilhom,
KUIBKICTIO iHIIMX IMperapatiB, Hacamiepea 3MeHIIYBATH ko npenapam{ ;




Ha baanxy komnanii Jhonin Jlimimeo

Jlikapcokui 3acio: Pugamnin ma Izoniasud, madremxu, ugo oucnepayrtomocs 75mz ma 50 mz
Mooyne 1

1.3. Inghopmayis wooo nikapcvrozo 3acoby

1.3.1. Kopomka Xapaxmepucmura Jlixapcorozo 3acoby

e(peKTHBHICTh Ta 30LIBLIYIOUH PH3HK TepaneBTHYHOT HepocTaTHOCTI. JIns Gararbox BaIMBUX
MKApCHKUX 3aco0iB BiACYTHI J0CTYmHi Jami mpo B3aemoniio 3 pudammimnom. Ipote mpu
OJHOYACHOMY mMpuiioMi 3 pupaMOiMHOM MOXKIMBE KJIIHIYHO 3HAYYIIE 3MEHIICHHS
e()eKTUBHOCTI JiKapchkuX 3acobiB. ToMy npH npusHayeHHi NiKapchbKMX 3aco0iB OJIHOYACHO 3
npenapatoM Pudamninun 75 mr ta Izomiazmn 50 Mr cmig BpaxoByBaTH MONIIHMBICTH iX
B3aeMosii. Husxye maBenenmit mepenik B3aemopiii npemapatis 3 Pudamnimma 75 mr ta
Isomniazun 50 Mr He € BHYEPIHHM Ta BizoOpakae TiNbKH TepeadavyBani BUAM B3aemoiii. Jlani
MO JIKAPChKi B3a€MOJIiT MepeBaKkHO OTPUMaHI 3 LOCIT/DKEHb 3a yyacTi nopocanx. Inpopmariis,
HaBeJleHa B TaOJMI, 3HAUHOIO Mipoio Ga3ycThes Ha Teperiky OCHOBHHX JHKapchbKHX 3aco0iB

R
N

BOO3.

Jlikapewki 3aco0m 3a | Bzaemonii Pexomenamii 0710

TepaneBTHYHUMH IPyNaMu 0/IHOYACHOT0 3aCTOCYBAHHS

IHOEKIIT

Anmupempogipycii 3acobu. anano2u HyKieo3udie

3upoByaun +pudamiinun 3unoBynun AUC | 47 % KniHiyHe 3HA4YCHHsS  3HMIKCHHS
piBHS 3UAOBYHHY HEBiJIOME.
KopuryBanus 1031 3u70ByIHHY He
OyI10 JOCTATHBO OIIHEHO.

JAuauHo3nu B3aemozii He ouikyeThCs. Kopurysanns 1031 ne norpi6ue.

EmTpummuratin

JlamiBynn

Crasyann

Tenodoripy mmszonpokcna | Tenodosip AUC | 13 % Kopurysanus no3u He norpibue.

+pudamminnn

Abakasip +pudamminun Emmipuyni jami Bincyrsi, | [Ipy  oaHouacHoMy 3acTocyBaHHi

npore pupaMIiLAH MOXKE
3HW3HTH DiBeHb abakaBipy
gepes IHAYKIi10
TIIIOKYPOHIi3allii.

CHJl pEeTeNbHO  KOHTPOJIIOBATH
edeKTHBHICTS abakagipy.

Aumupempogipycui: nenykieozuoni ananozi

Edagipenn +pudammimmn Edagipennt AUC | 26 %

Ilpy  ommovacHOMY  JIiKyBaHHI
MOXKHA PO3IIIAHYTH  30iIbllIeHHs
no3u edagipeny 1o 800 mr 1 pas
Ha 1100y.

Hesipanin +pudammimmn Hesipania AUC | 58 %

Ockinbkn HE BCTAHOBIIEHO
BIIMOBIZHMX 7103 HeBipanmiHy IpH
OJIHOYACHOMY npuitoMi 3
pudpamminpaom. besneka janol
koMOiHamii He BijgoMa, TOMY
OIHOYAaCHe  3aCTOCYBaHHA  IIMX

Erpasipun + puhamninmn Pudamninmn 3HAYHO
3MCHIIYE JIiIO €TPaBipHHY.

IpenapariB He PECKOMEH 1€ ThCH.
Cnin YHUKaTH: ' OJIHOYacHOro

Anmupempogipycui: in2ibimopu npomeazu

3aCTOCYBAHHS 3 IIPEapaToM.
B G

Dozamnpenasiptpudamninmun | Ebextusnicts _inriGitopis | Tabnerkn Puibau

=




Ha baanxy komnanii Jlionin Jlimimeo
Jikapcoruu 3acié: Pugamnin ma Izoniasuo, mabnemxu, o oucnepeyiomnca 75m2 ma 50 me

Mooyaw 1

1.3. Inghopmayis o000 nikapcovro2o 3acooy
1.3.1. Kopomra Xapaxmepucmuxa Jlikapcokoeo 3acofy

A1V

Caxsinasip
Inaunagip
Puronasip
Headginasip
Jloninasip
Atazanasip
Tunpanasip

Japyunagip

IpoTeasu (ITT) Oyne
3HHJKCHA 110
cyOTepaneBTHYHOIO PIBHA
3a paxyHOK B3aeMojii 3

pudamninuaom.  Crpobu
KOMIIEHCYBAaTH TaKul
edexr 3a paxyHoK

30impmenns o3 IIT abo
301MbIIEHHS cTUMynSii
PHTOHABIPOM TOTaHo
NEPEHOCHIINCH  Ta  Maiu
BHCOKHII piBEHb
renaToTOKCHYHOCTI.

Isoniasuay S0 Mr  He cuia
3aCTOCOBYBATH 3  iHribGiTopamu
npoteasn (JIMB. po3jiia 4.3)

Tnwi anmupempogipycui

Paarerpasip + pudamrinun

Panrerpasip AUC | 40 %

OJHOYacHe
30UILIIATH

Axmo  HeoOXxigHe
3acCTOCYBAHHS, CHif
703y pairerpasipy (no
600 Mr aBivl Ha JeHb IS

JIOPOCIIHX)

Mapagipok +pudamminmn Mapasipox AUC | 63 % Cnin yHmKaTH  OZHOYACHOTO
3aCTOCYBAHHA. Aximo e
HEoOX1IHO,  JI03y  MapaBipoky

30iByI0TH 10 600 Mr 2 Ha JeHB
JUISL IOPOCITHX.

Ipomuzpubrosi

Ketokonazoua + pudamminun

Kerokonazon AUC |80 %

Daykonazou + pudaMninua

Maykonazon AUC [23 %

InTpakonasoa + pudamminun

ITpakonazon AUC |> 64-
88 %

Bopuxona3zoa + pudamninun

Bopuxkonazon AUC [96 %

Cnin  yHMKaTH 0JIHOYACHOI'0
3aCTOCYBAHHA. 33  HeoOXIIHOCTI,
7103y KETOKOHA3011y cnix
301TBIITHTH.

Edextusnicts cIi L
KOHTPOJIFOBATH. Moxe
3HaOOUTHCh 30UTBINCHHSA  JIO3H
dykonazony.

Cnix  yHUKatH OJTHOYaCHOTO
3aCTOC)’BaHHH k

OanovacHe 3aCTOCYBaHHSA 3

npernaparoM INpoTHIOKazaHe. Y

Anmubaxmepiansii, GKRIIOUAIOHU NPOMUMYOEPKYNLO3HI

pasi HeoOxiaHocTi pubamminyuH
MOKHA OyTH 3aMiHUTH
puhabyTHHOM.

Kaapurpominun + pudamminnn

Cepenns KOHIIEHTpallis
KJIAPUTPOMIITHHY B
CHPOBRATIII

| 85%. Pigenr 14-OH

Canin y’l:IIjEKjaTHn OJIHOYACHOTO
3aCTOCYBAHHIL. N\




Ha 6nanxy komnanii Jlronin Jlimimeo
Jixapcoruit 3acib: Pugpamnin ma Ioniazud, mabiemru, wo oucnepaytomoca 75m2 ma 50 m2

Mooy 1

1.3. Ingpopmayis wooo nikapcokozo sacoby
1.3.1. Kopomxa Xapaxmepucmuxa Jlikapcoxkozo 3acofy

164

KJIAPUTPOMILIMHY HE
3MIHIOETHCS.
Xaopamdeniroa+ pudaminus IHMBIAYyanbHi 3gitH | Cniy yHUKaTH 0/IHOYACHOTO
NoKasaiu 3HMIKEHHS | 3aCTOCYBAHHS.
edeKTHBHOCTI

xnopamdenikony Ha 60-80
%.

Hunpoduokcamunt pudamminmn

3HaunmMol  B3aeMoi  He

CIIOCTEPITasIocs.

Kopexkrig 1031 He notpibua

Joxkenuukain + pudammninun

Jokcuuuxnin AUC |50-60

SIK11o oJjHOYAcHe JIIKYBaHHS BKpai

% HeoOXijiHe, JI03y JIOKCHUIMKIIHY
CJ1i71 301IBIIMTH Y/IBIYI.
Merpomninaszoa+ pudamninun Merponinazon AUC /B | Kniniude 3HaueHHs  B3aeMojii
133 % Hepiome. Kopekuis 103 He
norpibna. Cnig  KOHTPOJIIOBATH

e()eKTHBHICTH JTIKYBaHHS.

Cynbdamerokcazont pudamnimin | Cynsdhameroxcason B3aemois, BiporiaHo, € KIiHIYHO
AUC|23 % He3Hauymoto. Ciijl KOHTPOIIOBaTH
e)eKTHBHICTH
_CcyIb(haMeToKCca3ony.
Tpumeronpum + pudamninun Tpumeronpum  AUC |47 | Moxe OyTn HCOOXI1THAM
(1]

Yo

301IbIICHHSA 103 TPHMETOIPHMY.
Crin xoHTpoMmOBaTH e()eKTHBHICTH
TPUMETOIIPHMY.

Erionamia + pudammninmn - Pudamninmn ta erionamia He ciij
3aCTOCOBYBATH OJHOYACHO 4Yepes
30LIbIICHHS PH3HUKY
rernaToTOKCHYHOCTI.

Hpomumanspiiini

Xopoxin +pudamninun - Emmipuyni  jgani  BigacyTtHi. Y
IDSA3KY 3 THM, MIO XJIOPOXIII
NPOXOAHTH noAMOpdHHIH
Ne4iHKOBHIT MeTaboJIi3M, BiporiaHe
3HHKEHHS  HOro  piBHIB  1pH
3aCTOCYBaHHI 3 pudaMminuHoM.
Cnip  yHukatn 0/IHOYaCHOr0
3aCTOCYBaHHs 3 IPEIapaToM.

AToBaKiH +pudamninun AtoBakig AUC |50 % Cnin  yHHKaTH 0JIHOYACHOTO

Pudamnimmmna AUC 130 % | 3acTocysanmsl.

Medurokin +pudamminun Mednoxin AUC |68 % Cnin  yHMKaTH  OJIHOYACHOIO
3aCTOCYBaHHSI.

Amopiarigt+pudamminmus Emnipuuni gawi Bigcytsi. | Coig yHHKaTd  0JHOYACHOro

Y 3p'a3ky 3 THM, 110
amo/tiakin 111JU1aC THCS
NEYIHKOBOMY MeTaboli3my,
BiporijgHe 30UIbIICHHS IOTO

3aCTOCYBaHHA.




Ha 6aanxy xomnanii Jhonin Jlimi
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Hixapeorutt 3acit: Pughamnin ma Izoniazud, madremu, o oucnepeyiomscs 75me ma 50 me

Mooy 1
1.3. Inpopmayis wooo nikapcoro

20 3acoby

1.3.1. Kopomrxa Xapaxmepucmuxa Jlikapcokoeo 3acoty

KJIipeHcy IpH 3actocyBatui
3 pudaMIinHOM.

Xinin +pudamninuy

Xinin AUC |~ 80 %. lle

Cma  yHHKaTH 0/IHOYAaCHOT O

MOBS3YIOTH 31  3HA4HO | 3aCTOCYBaHHs. SIKIIO ogHOYacHe
BHIIUMHA MOKa3HHKAMH | 3aCYTOCYBAHHs BKpail HeoOXijHe,
PEKYPEHTHOCTI. J03Y XIHIHY CJ1iJ1 3011BIIHTH.
Jlymedanrpun+pudamninus Emnipuyni gawi Bigcyrai. | Crnig yHHKaTH 0JIHOYACHOI0
OcKinbKn 3aCTOCYBAHHS.
momedaHTpUH
Mmetabomnizyerscs CYP3A,
OYIKYIOTBCS 3HHIKEHHS
piBHSA MoMeQaHTPHHY
pH 0/IHOYACHOMY
3aCTOCYBaHHI 3
pudaMninHHOM.
AptemisuH  Ta  dioro moxiami | EmMnipuuni nani Bigcytsi. | Ciig YHEKaTH  OJTHOYACHOTO
+pudamminun ITpu 0JIHOYACHOMY | 3aCTOCYBAHHSI.
3aCTOCYBaHHI 3
prudaMIiInHOM  OYiKYIOTh
3HHKEHHS piBHS
apTeMI3HHIHY
1 ioro moxiJjiHiX.
AHAJITETUKH, AHTUIIIPETUKHW, HECTEPOIIHI ITPOTU3ATIAJILHI
Mopdin + pudbamminun IIpn nepopanbHOMy | fIKnio  oagHowacHe — JKyBaHHs
sactocyBanHi AUC |30 % | HeoOxijgHe, cuiji KOHTpPOIIOBAaTH

e()eKTHBHICTL, MOJKJIHMBO BHHHKHE
notpeba y 30UIbIeHH] I03H.

Konein + pudamninns [Tnazmosi KoHueHTpaii | Ciij KOHTpomoBaTH edeKTHBHICTS
Mopginy, aKTHBHOTO | Ta 3a HeoOXigHocTi 30LIBIIHUTH
merabomity KOJZIeiny, | 103y Koaeiny.
fiMOBIpHO, OyIyTh CYTTEBO
3MEHIIEH].

Metagoun + pudamninun Metanon AUC [33-66 % | Cuix KOHTPOJIFOBATH CTaH

Nali€eHTiB yepes MOIKITHBE

BUHUKHCHHS CHHIPOMY BIAMIHH,
Moxe OyTH AOpeYHHM 30UIbLICHHS
JI0O3H METAIOHY.

IMapaneramon (aneraminoden)
+ pudammninun
+ 130Hia3u

Pudammimin MOKe
30UIBIITHTH
TJIIOKYPOHI3AIiIo
napaneTamosy

1 3HH3UTH iforo

e(eKTHBHICTS.
Takox MoKe TiJIBHIITATHCS
PH3HK TIenaTOTOKCHYHOCTL

1pH OJHOYACHOMY

Cnix  yHHKaTH 0/IHOYACHOTO
3aCTOCYBaHHS TabneTok
Pudamninuny 75 mr ta I3oniasuay
50 Mr 3 napaneTraMoioM.




Ha 6aanxy komnanii Jlronin Jlisiimeo
Jlixapcoxuil 3acio: Pugpamnin ma I3oniasud, mabiemru, wo oucnepeyiomocs 75me ma S0 me

Mooyns 1

1.3. Inghopmayis wooo nikapcvkozo 3acody
1.3.1. Kopomkxa Xapaxmepucmuxa Jlikapcokozo 3acoby

3aCTOCYBaHHI,
ale nml  jga”i  He €
ocraroynuMu. OpHouacHe
3aCTOCYBAHHA 3

130H1a31/10M MOXKe
3011bIIHTH PH3HK
renaroTOKCHYHOCTI.
INPOTHCYJIOMHI
Kapbamazenin OgikyeTnbes, mo | Coix YHUKATH OJIHOYACHOTO
+ pudamminun pudamMminnH 3HU3UTH | 3aCTOCYBAHHS TabNeToK
+ 130Hia3u ] CHPOBATKOBY Pudamninuny 75 mr ta [3oniazuny
KOHIIEHTPALIIO 50 mr 3 kapbaMa3eniHoM.
kapOamasemniny.
OaHoyacHe 3aCTOCYBaHHS
KapGamazeniny Ta
130HIa3u1y MOKeE
MABHIIATH PH3HK
rernaroTOKCHYHOCTI.
MenobapbiTan ®denobdapbiTan i | OnHoyacHe 3aCTOCYBaHHs
+ pudamninu- pudaMninue € noTy:kHuMmu | Tabnerok Pudamminuny 75 Mr Ta
+ i3oniazua IHAyKTOpaMH  TNediHKOBHX | I3omiazmmy 50 Mr 3
depmenTiB, BOHH MOXYTh | GenobapbiTamom NOBHHHE
3HM3MTH KOHICHTPAILIO B | IPOBOJMTHCE 3  00EPEKHICTIO,
niasMi KpoBi OJIMH OZHOTO. | HEOOXIAHO KOHTPOJIIOBATH

Takax 0HOYACHE
3aCTOCYBAHHA
(enobapbirany Ta
130HIa3HaY MOKe
T1JIBAIIHTH PH3HK
renaToTOKCHYHOCTI.

KJIIHIYHY e(eKTHBHICTh 1, SKILO
MOXKJTHBO, TJIa3MORB1 KOHIIEHTpaIlii.

MDeniTOTH Qenitoin B/B AUC [42 % | Cnig yHMKaTH  OJHOYACHOTO
+ pudamminna OnHouacHe 3acTOCYBaHHS | 3aCTOCYBaHHSA TabJIeToK
+ 130Hia3u ¢eniroiny 1 pudamminmny | Pubamninuny 75 mr ta I3oniazuny
MOXKe MABHIIHTH pu3HK | 50 Mr 3 GeHiToTHOM.
reraroTOKCHYHOCTI.
Baasnpocsa kueaora Jocniukens  B3aemonii | Coit  yHHKaTH — OJHOYACHOIO
+ pudamninus HEJIOCTaTHI. Ockinbky | 3acTocyBaHHs npenapartis. ko
BJILIIPOEBA KHCJIOTA | O/IHOYAacHEe JIKyBaHHsS HeoOXiaHe,

BHBOJIUTECS 3@ PaxyHOK
MeYiHKOBOro Merabonismy,
BKJTFOYAI0YH
ITIIOKYPOHI3aIIIo,
3MEHIIeHH S piBHS
BQJILIMPOCBOT  KHCIIOTH B
nnasMi  KpoBi, HWMOBIpHO,
NOB’s3aHe 3 OJAHOYACHHUM
3aCTOCYBAHHAM

CNiJIT peTeNsHO  KOHTPOJIOBATH
edexkTuBHICTL 1,  SKIIO  1Ie
MOKIJIMBO, DIBEHb  BaJbIIPOEBOL
KHCIIOTH.




Ha baanxy komnanii Jlronin Jlimimeo
Jlikapcoruii 3aci6: Pugpamnin ma I3oniasud, madiemxu, wo oucnepeyiomocs 75m2 ma 50 m2

Mooyne 1

1.3. Ingpopmayin wooo nikapcvrozo sacoby
1.3.1. Kopomrxa Xapaxmepucmuxa Jlikapcvrkozo 3aco6y

pudamnimmny.

JlamoTpuiknH
+ pudamninun

Jlamorpujuxkus AUC |45
%

Crig YHHKATH OJIHOYACHOTO
3acTOCYBaHHs Ipenaparis. SKuo
OJIHOYacHe INiKyBaHHS HeoOXijHe,
03y NAMOTPH/IKHHY cain
BIAMOBIIHO 301JIbIIHTH.

IMYHOJAEIIPECAHTH

Hukmocnopun + pudammninnn

Kinbka  jgocnijukens Ta
MOBIIOMJICHb 1oKasajiu
CYTTCBE [IJIBUIICHHS
KIpeHCY  LHKJIOCIIOPUHY
pH 0JIHOYaCHOMY
3aCTOCYBaHHI 3
pudaMminuHOM.

Cning  yHUKaTH 0JIHOHYACHOTO
3acTocyBaHHA mnpenapartiB. ko
OJIHOYACHEe IiKyBaHHs HeoOXijaue,
CHIJl  PeTesIbHO  KOHTPOJIOBATH
PIBCHB KOHULEHTpaLii
IIMKJIOCTIOPHHY B I1j1a3Mi KpoBi Ta
BUINIOBIIHO  3MIHIOBAaTH  JIO3Y
(MOKe BHHHMKATH HCOOXIJIHICTH Yy
301JIBIICHHI JI03H IHKJIOCIIOPHHY B

3-5 paziB)
Takpoaimyc +pudamninux Takponimye B/B AUC [35 | Cnix  yHMKatds  OJIHOYACHOrO
%:; 3aCTOCYBAHHS TableToK

AUC nepopansno |70 %

Pudamninuny 75 mr ta [3oniazuny
50 Mr 3 TakpoiaimycoMm. Skio
OJIHOYACHE JIIKYBaHHs HeoOXijHe,
CIIJl pPeTelbHO  KOHTPOIIOBAaTH
piBeHb KOHIIGHTpauii B miasmi
KPOBI Ta RBIAMNOBIZIHO IiJBHITHTH

J103y TaKpOJiMycy.
JIKAPCBKI 3ACOBH JUIA JIIKYBAHHS CEPHEBO-CYJIHHHOI CUCTEMHU
Bapdapun +pudamninmn Bapdapua AUC |85 % Cmin VHUKATH OJTHOYACHOTO
3aCTOCYBaHHS.
ATeHo104 +pudaMinuH Arenonon AUC |19 % Kopekuis 1031 He moTpibHa.
Bepanmamin +pudamninnn S-pepanamin:  saranniuii | ITepopanniio nepanamin i Tabnerxu
Kimipenc y mnnasmi micas | Pudammniunn 75 mr ta isoniasua S0
MEePOPATLHOTO MI  HC Bapro  3acTOCOBYBaTH
3aCTOCYBaHHS 0JIHOYACHO. IIpn

30imbInyeThes y 32 pasu
MOPIBHAHO 31 30LIBLICHHAM
y 1,3 paza micis B/B
BBEJICHHS

BHYTPIITHEOBEHHOMY 3aCTOCYBaHHI
Bepanaminzy cIi PETENBHO
KOHTPOJIIOBATH TepaneBTHYHHI
epekr. Moxe Oyrn notpibua
KOPEKIIis JIO3H.

Jurokenn +pudamniminn

AUC (nepopansno) |30 %

ITpy oaHOYAcCHOMY 3aCTOCYBaHHS
tabsnerok Pudamniuuny 75 Mmr rta
Izoniasuay 50 Mr 3 AMroKCHHOM,
CITiT KOHTPOJIOBATH €(EKTHBHICTD
Ta piBEHbL . KOHIIEHTpauii
JMTOKCHHY B 1151a3Mi- KpOBl. Ta

St
3 1 i

BIANOBINO  WiABHIIATH, . Jio3y




Ha baanxy xomnanii Jionin Jlimimeo

™

Jikapevrut 3acio: Pupamnin ma Izoniazuo, mabremru, wjo oucnepayiomocs 75m2 ma 50 me

Mooyaw 1
1.3. Inghopmayia wodo nikapcorozo 3acody
1.3.1. Kopomka Xapaxmepucmura Jlikapcokozo 3acoby

'I'ﬂKpOJIiMyC_\'. Moxe BUHHKHYTH
notpeda y 361IbLIEHH] 031,

Jlinokain +pudamninmn Kripenc nizokainy 8/ 115 Kopexuis 103u He norpibHa.
%
Amaoannin +pudamninun Amiaoaumia, #Kk 1 inmi | Choig KOHTpooBaTH eeKTHBHICTD
Onokaropn Kanblli€BUX | TIpermapary.
KaHamliB, MeTabomi3yeThes
CYP3A, OYIKYEThCH
3HHIKCHHSA i npH
OJIHOYACHOMY
3aCTOCYBAHHS.
Enananpua +pudamminmn B3aemozii He o4YiKyeThes. Kopekiiis 1031 He nOTpiOHa
CumBacraTud +pudamiinm- Cumpactatua AUC |87 % | OanouacHe — 3aCTOCYBaHHS — He
CumBacTaTHHOBA KHCIOTAa | PEKOMCH/YETHCA.
AUC
193 %
JIKAPCLBLKI 3ACOBH JUISA JIIKYBAHHS IIVIYHKOBO-KHIHIKOBOI'O TPAKTY
PaniTuans +pudamirinny Panituaun AUC |52 % Cnin kouTpomoBaTH €(eKTHBHICTh
Ta 30UIBIIUTH 103y PaHITHAMHY 34
HEOOX1THOCTI
AHTALIIH AHTALMIH MOXKYTE | KiTiHiuHe 3HaYCHHA HEBiJIOME.
+ i30Hia3uxa 3HHKYBATH 010/10¢TyNHICTh | O1HOYACHO 3 TabIeTKaMH
+ pudaMIinuH pudamninuny Ha TpeTHHy. | Panitwaua 75 mr Tta I3oniasun 50
AJTIOMIHIIO FIIPOKCHI | MI' CJIJI 3aCTOCOBYBATH JIIKapChKi
BIIHBae Ha  abcopbuiro | 3acobm, 1110 HPHTHIYYIOTH
130HIa3HTY. KHCJIOTHY aKTHUBHICTB, abo

aHTAlWJIH, SKIi  HE  MICTATH
I APOKCHIY AITIOMIHIIO.

IICUXOTEPAIIEBTUYHI JIIKAPCHKI 3ACOBH

Miazenam +pudammninun Hiazenam AUC | > 70 % OnHoYacHe  3acTOCyBaHHS  HE
PEKOMEH/IyEThCS. IIpn
HeoOX1aHOoCTI OIHOYACHOI'O
BUKOPHUCTAHHS NpenapariB Jio3a
JiazenaMy MoXke noTpeOyBaTH
30U ICHH.
XiopnpomasuH Pudamminun Moxke | Cnii yHMKaTH  OJHOYAcHOTO
+ pudamninuy 3HHIKYBATH e(eKT | 3aCTOCYBAHHSL.
+ i30H1a3u ] XJIOPIIPOMAa3HHY. Akmo  nme  HeoOXigHO,  ciia
OnnovacHe 3aCTOCYBaHHS | PETEJBHO  KOHTPOJIIOBATH — CTaH
XJIOPIPOMA3HHY Ta | Nali€HTIB 1010 HposBiB

130HIa3U1y MOKE BIUIHHYTH
Ha MeTaboi3M 130Hia3muay.

TOKCHYHOCTI 130HIa3HY.

Tamonepuaoa +pudamminus Pudamminmn 3HAYHO
301nbLIVE KJIPEHC
ra’onepuIoy.

y BHITAZKY " Il.{gc‘)flilg,zﬁl‘[.iocn
OJIHOYACHOTO o, ~—33CT; 't})’&a{:Hﬂ

tabnetox  Pudammiunny
o i W a
Izoniazuay L




Ha 6nanxy komnanii Jhonin Jlimimeo
Jlikapevkuil 3acio: Pugpamnin ma Izoniazud, mabremxu, wo oucnepaylomven 73m2 ma 50 m2

Mooyns 1

1.3. Inpopmayia uwgodo rikapceobrozo 3acoby
1.3.1. Kopomra Xapaxmepucmuxa Jlixapcvkozo 3aco6y

LA

rajionep,1010M cin

KOHTPOTIOBATH eheKTHBHICTE

raJlonepuao.y. Moxingeo

3HAM00UTECS  30LIBIIMTH 03y
rajonepuIony.

AMiTpHOTHAIH +pudaMiTinun InuBigyaneni 3piti | Cnit yHHKard  OIHOYACHOIO
(minTBepIUKeHi 3aCTOCYBaHHS.

TEOPETHYHUMH Janumu) | Jxkmo  me  HeoOxigHo,  ciijg

NoKasan, o pHQaMIiuHH | KOHTPOIIOBATH KJIHIYHY

CYTTEBO 30LIBIIYE KIIpEeHC
aMITPUIITHIIIHY.

edeKTHBHICTB, NOOIUHI peakuii Ta,
AKIO MOJKJIMBO, KOHIEHTpauii B
TI1a3Mi AMITPHIOTHIIIHY.

'OPMOHM; THIIIT JIIKAPCBKI 3ACOBH /IS JIIKYBAHHS EHJIOKPUMHHOI CUCTEMH

TA KOHTPALEIITUBN.
peanizoaon Ta inmi | [lpeanizonon AUC |66% | Cmig  yHHKard  OJHOYACHOIO
KOPTHKOCTEpOian s cueremuoro | KpiM Toro, BIUIMB iHIIKX | 3acTOCYBaHHS TabneToK

3aCTOCYBAHHS + pHbaMITIIAH

KOPTHKOCTEPOI/IiB,
iiMoBipHO, Takok Oyue
ICTOTHO  3HIJKEHHHl IpH
3aCTOCYBaHHI 3
pubaMITIITHHOM.

Pudamminuny 75 mMr Ta I3oniazuay
50 Mr 3 KOopTHKOCTEpOiAaMH. SKIo

e BCe-TaKM HEOoOXIJIHO, CIIij
peTeNBHO KOHTPOJIIOBATH
KTIHIYHAR ~ craTyc mamieHTa i
KOPHIYBaTH J103y

KOPTHKOCTEPOIIiB 3a MOTpeOH.

I'niGenkaamin +pudamninnun

[midenknaming AUC |34 %

PiBeHp rmoKo3u B miasmi Kposi
CJIZI PETENBHO KOHTPOJIKOBATH.
Moxe Oytu noTpibHUM
30UIBINCHHS JI03H IIIIOCHKIaMILy.

Incyain - B3aeMoii He 04iKYEThCS.

JleBoTHpokenu +pudammimun Pudamninun moxke | Cnil  KOHTPOMIOBaTH  piBeHb
3HUKYBATH e(eKT | THPEOTPOITHOIO FOPMOHY.
JIeBOTHPOKCHHY.

Eruninecrpagion + pudamminun

Eruninecrpanion AUC |66
%

Onnouache 3aCTOCYBaHHS 3
tabnerkamu Pudamnimpny 75 mr
Ta I30Hia3zuay MoKe CIPHYMHUTH
3MCHIICHHS IIPOTH3AILIIIHOT
e(eKTUBHOCTI. Cnin
BUKOPHCTOBYBaTH METOJL
Oap’epuoi kontpauenuii abo inmi
BHIH HEropMOHAIBHOI
KOHTpallentii.

Hoperncrepoun +pudamminus

Hopetucrepon
%

AUC |51

OnnouyacHe  3acTocyBaHHsS 3
Tabnerkamu PH(})aMIL,uHHy 75 Mr
1a I3omiasuny: Mo)ﬂe cnpnqmmm
3MEHIICHHS "npmlmdlmlmml
edexTurHOCT. . "-\. Cnin
BUKOPHCTOBYHATH * % \Meron

Gap’ eproi E\OHTpaHC‘HU.ll ‘1)(_59,«11{1111
7~ 43
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Ha baauxy kovnanii Jhonin Jlisvimeo

Hikapcorui 3acio: Pugpamnin ma Izoniazuod, mabremru, wgo ducnepeyiomoca 75m2 ma 50 me
Mooynes 1

1.3. Ingpopmayis wooo nikapcvrko2o 3acooy

1.3.1. Kopomxa Xapaxmepucmuxa Jlikapcorkozo 3aco6y

BH/IH HEIrOPMOHAIBHOT
KOHTpaIeILii.
THIIII
IIpasikBanTen +pudamminnn ITpasuxkeanten AUC |80- | Cnix  yHHKaTH 0/IHOYACHOT 0
99 % 3actocyBaHHs 3 Pudamminunom 75
mr Ta Izoniazumom 50 mr.
Hucyabgipam + i30Hia3m1 OnnoyacHe 3actocypanns | Ilin wac Tepanii Pudammniunnom 75
micyisgipamy Ta | Mr Ta I3oHiazugoM 50 Mr moxe
130H1a3HLY Moxke | OyTH  HEOOXIZIHMM  3MEHIICHHS
CHPHYMHHUTH  30inblIeHHs | g03u abo BiaMiHa gucyiashipamy.
4acTOTH NMOOIYHUX peakiiii
3 OoKy LEHTPAITLHOT
HEPBOBOI CHCTEMH.
Enduaypan + izoniazun [3oniazua Moxe | Cmit  yHHMKaTH 0/IHOYACHOTO
301IBIIYBaTH  TOTEHIIIHHY | 3acTOCYBaHHHA TabneToK
HEe(QPOTOKCHYHICTh Pudamninuny 75 Mr ta I3oniazuay
HEOpPra"iyHoro 50 Mr 3 eHdypanom.
¢dTopnoxiaHoro
endaypany.

Bsaemodin 3 npodykmamu ma nanoamu:

Ankozonb: 01HOYACHE 110/ICHHE BXXKHBAHHA ATKOTOJII0 MOXKE MPH3BECTH JI0 301IBIIEHHS YaCTOTH
BUIIAJIKIB TeNaTOTOKCHYHOCTI, BUKJIMKaHOI i30HiazugoM. CIiji peTeqbHO KOHTPOMIOBATH CTaH
NAallieHTIB 3a O3HAKAMH TI'eNAaTOTOKCHYHOCTI Ta HAMOJCITIHBO PEKOMEHIYBATH OOMEKHTH
BJKMBAHHS aJIKOTOJIbHUX HaNoiB (quB. po3ain 4.4)

Cup, puba (npooykmu, b6azami na 2icmamin abo mupamin): OJHOYACHHIH TIPHIHOM 3 i30HIA3HIOM
MOXKe MPU3BECTH /10 TAIBMYBaHHS 130HIa3MJ0M MOHO-/IIaMIHOOKCHAA3H, 110 IEPEIUKOKAE
meTtabonisMy rictaminy Ta THpamidy. Ile Moke mpm3BecTH 0 TAaKMX KIIHIYHHX HpOSBIB:
N0YepBOHIHHA a00 cBepOiX WMKipH, BIXUYTTS Xkapy, BII4YTTs MOCHIEHOTO abo MPHCKOPEHOro
cepueOHTTs, MTIMBOCTI, 03500y a0 JTMIKOCTI MKiPH, FOJOBHOTO 60110 a60 3anaMOpOYeHHs.
Bsaemodin 3 aabopamopuumu  Oocniddcennsmu: BcraHoBneHo, Mo TepaneBTHYHI piBHI
pudaMIiliHy NPHTHIYYIOTh CTaHAapTHi MikpoGioioriuni anamisu Ha QomieBy KHCIOTY Ta
Bitamin B12. Takum unnOM, Clijt po3risaaTi anbTepHATHBHI MeToau anamisy. [losigzommsmnocs
PO TMMYacose NiABHIIeHHs piBHA BSP Ta Ginipybiny B cuposartui kposi. Pudamminun Mosxe
MOTIPIIMTH BHALIEHHA 3 JKOBYI0  KOHTPACTHHX PEYOBHH, IO BHKOPHCTOBYIOTHCS JIIst
Bizyanizauil

’KOBYHOTO MIXypa, BHAC/IIZI0K KOHKypeHIil 3a Oiniapuy exckpenito. Tomy Taki gocmizkeHHs ¢z
MPOBOAMTH 0 PaHKOBOI 7103M pudamminuny. [30Hia3ua MoXKe CHPHYNHATH XUOHO-TIOZUTHBHY
peaxiiiio 3 cynp(aToM Miji Ha piBeHb IIIOKO3H i NPH ILOMY HE BIUIMBATH Ha (epMEHTaTHBHI
TECTH HA ITIOKO3Y.

4.6 BarirnicTs i 1akTanis
Bacimuicmeo

Srigno indopmanii, 3a3HadeHO] B JiTeparypi, npo nobiuni edextn 130Hia3Hy. Ha JFOACHKHI]
IL1LJ1 HE NOBIIOMIAIOCA. Y TBAPHH pUd)aMIiline B TykKe BHCOKMX /103aX IPOSIBIISE Tcpa:lg; ‘CHHuUii
edexr. Xoua NOBIAOMISETLCH, MO pudaMMIiIMH ITPOHHKAE Yepes Un'lueHT,aﬁgﬂn Gﬁpep i
BUABNACTLCA B ITYIMOBHHHIN KpPOBl, BIIMB puaMiiluHy, 1o 3dCT0COByCquﬁ OKPesto 3
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Ha 6aanxy xomnanii Jhonin Jlimimeo
Jikapevruit 3acio: Pugpavnin ma 1zoniazud, mabremxu, wo oucnepzyiomocs 75m2 ma 50 me
Mooyne 1
1.3. Inpopmayis wgooo aikapcsko2o 3acoby
1.3.1. Kopomrxa Xapaxmepucmura Jlikapcorkozo 3acoby

NOEJHAHHT 3 IHIMMAMH  1pOTHTYOEPKY/ILO3HHMH IIpernapataMM  Ha Tl HE BHBYCHMIL
3acrocyranns pudamniuuny B Il Tpumectpi Baritnocti Gyio nos’ssane 3 nOCTHATATLHHMH
KpOBOBHIIMBaMH y Matepi Ta JUTHHH. Ilpenapar Pudammninuny 75 mr Tta I3oniasuay 50 mr B
Iepll BariTHOCTI CIIiJI 3aCTOCOBYBAaTH JIMILIE TOI, KOJIH KOPHCTH BiJI 3aCTOCYBAHHS TICPCBHIIYE
noTeHwUiiHmi pusnk. SIkuto Tabnerkn Pudamninuny 75 Mr ta Izomiasuay 50 Mr 3acTocoByIOTECH
IPOTArOM OCTaHHIX THXXHIB BariTHOCTI, 1 MaTepi, i HOBOHAPOIKEHOMY CIiJl 3aCTOCOBYBATH
101aTKoBO BiTamin K.

I pyone euzodosysanms

Izoniasua Ta pudamminmE MPOHHKAIOTE y IpyaHe MONO0KO. TOMY NalieHTH, fKi OTPHUMYIOTH
pudaMIiiaH Ta i30Hia3W/1, He NOBMHHI FOIYBATH IPY/BMH, SKIIO HA JAYMKY JliKaps HOTeHIiina
KOPHCTE JUIS Talll€HTa HE IEePEeBUILYE MOTCHIIHHNN PH3HK JUd HeMOBIATH. Takok HEMOBIST,
AKI 3HAXOJATBCA Ha TPYAHOMY BHIOJOBYBAHHI CJIiJI KOHTPOIIOBATH HA TIPEIMET MOKIHBHX
O3HAK TOKCHYHOCTI i30Hia3nay Ta pudamninnny. Ciix po3riasaaTé MOXIMBICTL IPH3HAYECHHS
NIPUIOKCHHY MaTepi, Ka TOAye TPyULIO, i HEMOBIIATI.

4.7 BoumiB Ha 3JaTHICTh KePYBATH TPAHCHOPTHHMH 32c00aMH Ta iHIIHMH MeXaHi3MaMu
3acTocyBaHHs i30HIa3WIy AacONIIOETBCA i3 3aMaMOpOYCHHSIM, 30pPOBHMH pO3JajaMHM  Ta
MCUXOTHYHHUMH peakuismu (quB. posain 4.8). IlamientiB cnix npoindopmysatd mpo ue Ta
NOBIZIOMHTH, 110 Y pa3i NOABH TakMX peakiliii, BOHH He TOBHHHI KepyBaTH aBTOMOGineM,
NpaiioBaTH 3 MeXaHi3MaMu Ta Opatd ydacTh y Oyab-sSKHX iHIIMX BHJI@X JUsJILHOCTI, J€ JaHi
CHMIITOMH MOXKYTb 3arpo)kyBaru abo nanieHraM, abo iHIIuM ocobam.

4.8 Hebaxauni epextTn
Pudamminun y pexkoMeHIOBaHHX Jl03aX J00pe MepeHOCHThCs OLILIIICTIO MamieHTiB, Xo4a
HEMNEPEHOCHMICTL 3 OOKY HUIYHKOBO-KHIIKOBOIO TPAKTy MOXe OVTH HENpPHIYCTHMO BajkKKOIO.
[ami wecnpusTiuei edexkTH (WMKipHI BHCHMAHHS, JHXOMAHKAa, IPHIONOAIOHMI CHHAPOM Ta
TPOMOOLIMTONIEHIS)) YacTile BHHHKAIOTH NPH NEpioMYHOMY BBejeHHI. TumyacoBa omirypis,
3aJHIIKa T4 TCMOJIITUYHA aHeMisd TaKoXK CrocTepiranacs y NalieHTIB, sKi NPHAMAIM Npenapar
Tpu4i Ha THKAeHb. Ili peakuii 3a3BHuYail CTHXAIOTh, AKIIO PEXHM NPHHOMY 3MIHHTH Ha
moznodose po3ysanns. IlomipHe miaBHmenHs piBus Gimipy6iHy Ta Tpancaminas y cuposarii
KpOBi, 11O € NOMMPEHHM Ha I0YaTKy JiKyBaHHs], 4YacTo OyBae THMYAacOBHMH Ta HE Mac
KJIIHIYHEX nposBiB. OJHaK MOXke BHHHKHYTH J0303l1€KHMIl TenaTHT, AKUi MOTeHIIHHO MOXKe
OPU3BECTH /10 3ryOHOro pesymerary. OTKe BadIMBO HE [EPEBHILYBATH MAaKCHMAJILHO
pekomenioBany n06oBy 103y - 10 Mr/kr (600 mr).

Sk npaBuio, i30Hiasu] J100pe NEpPeHOCHThCA B PEKOMEH/I0BaHHX Ji03ax. Cueremni abo mikipHi
peaxiii rinepyyTIMBOCTi iHO/i BHHAKAOTH MPOTATOM NEPIIHX THXKHIB JTiKyBaHHS.

Puszuk nepudepuunoi neiiponarii BHKIIOYACThCA, SKIIO NAUICHTH TPYNH PH3HKY IIOIHA
AOZIATKOBO OTPHMYIOTh MIPHAOKCHH. [HIII MeHII nommperi GopMH HEBPOIIOTiYHAX TOPYIIEHE,
BKJIIOYAI04YH HEBPUT 30POBOI0 HEpBAa, TOKCHYHHII NICHX03 Ta reHepaizoBaHi CYJOMM, MOXKYTh
PO3BHBATHCA B CHPHHHATINBHX 0Ci0, 0COOIMBO HA Ii3HIX CTANigX JNiKYBaHHS, Ta HEOOXiAHiCTL
BIZIMIHH 130HIa3M1y BHHHUKACE 3pijIKa. [

['enatuT — ne HeyacTa, aje NMOTEHIIHHO cepiio3Ha peak‘.uiﬂ K '3a3ﬁﬁqari' MOKHA 3anobirTH
HLJISXOM L‘LIBH,E[I\OI m,:u.uuu Ky BaHH3. O,max qacnmc pi3Ke nmmzmemm pu‘am TIeUIKOBHX
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Ha 6aanry xomnanii Jhonin Jlimimeo

Mixapevruil 3aci6: Pugpamnin ma Izoniazuod, mabaemru, wo oucnepzyiomucs 75m2 ma 50 me
Mooy 1

1.3. Inpopmayis wooo aikapcokozo 3acoby

1.3.1. Kopomrxa Xapaxmepucmuxa Jlikapcvkozo 3acoby

piBeHb (epMEHTIB LIBMIKO NaJa€, KOJIH JI03YBaHHS NMPA3YIHHAETHCS, BIH 3HUKYETHCS | HABPST
YH 3HOBY Pi3KO0 3POCTE NPH BiIHOBIEHH] TIKYBaHHS.

Pudamninun

Komm MOXIMBO, 3aCTOCOBYETLCS HACTYITHHI peiitunr yacroru CIOMS:

nyxe gacto = 10%; gacto > 1 ta <10%; neyacto > 0.1 Ta <1%:;

piaxo > 0,01 Ta <0,1%: myxe pixko <0,01%, HeBiIOMO (HEMOIIHBO OLIHUTH 3a

HassBHUMH JIaHUMH).

Peaxnii, mo BUHHKAIOTEH 3 1060BHM ab0 NepioANYHHM PEKUMAMH J103YBAHHS, BKIIOYAIOTh:
Inghexyii ma ineasii

Hesiiomo: TlcesromemMOpano3nnii KomiT, rpurm, 1O CKIafacThes 3 €Mi30/iB mipekcii, 03HOO,
roJIOBHUIL OLITb, 3aIIaMOPOYCHHS.

Hopywenns 3 boxy kposi ma nimppamu4noi cucmemu

Hacro: TpombonmToneHis 3 nypnyporo abo 6e3 Hel, 3a3BHuaii 1MOB’ g3aHa 3

EepioIMYHUM BBEJICHHAM, ale o0OpOTHA, SIKIO MPHIIOM Npenapary NPUITHHEHO IPH NEPIIHX
O3HaKax ImyprypH.

Heuwacro: neiikonenis.

Hesizomo: JliceMinOBaHA BHYTPINIHLOCYJMHHA KOAryINsiis, €o3uHo(iis, arpaHyIouLuTo3,
reMOTITHYHA aHeMisl.

Ilopywenna 3 60Ky iMyHHOI cucmemu

Heginomo: anadinakTu4Hi peakuii.

Endokpunui poznadu

Hesinomo: cnocrepiragock HEIOCTATHICTH HAJIHUPKOBHX 3103 y IAUIEHTIB i3 IOPYIICHOIO
(yHKIIi€r0 HATHHPKOBHX 3aJ103.

Hopywenna obminy pevosun ma xapyy6anns

HeBizoMO: 3HHKEHHS aleTHTY.

Hecuxiuni poznaou

Hegiyiomo: [Nenxoruyni posnam.

Hopywennas 6oky nepeo6oi cucmemu

Hesizomo: IloBizomuanocs npo MO3KOBi KPOBOBHIJIMBH Ta JICTAIbHI BHNA/KH NPH 3aCTOCYBAHHI
pudamniuuHy, Koiu BBeAeHHs OyII0 IIPOJOBKEHO ab0 BiIHOBIEHO MiC/Is MOSBH MYyPIYPH.
Iopywenns 3 6oky opzanis 30py

HesinomMo: 3MiHa KOTBOPY CITI3HOT PijiH.

Cyounni pos3naou

Hesinomo: Illok, rinepemis, BacKyJIir.

Huxanvni, 2pyoni ma cepedocminni po3naou

Hesizomo: 3aumika, XpumnHu, 3MiHa 3a0apBIeHHS MOKPOTHHHS
Topywenns 3 60Ky WAYHKOBO-KUUKOB020 MPAKIMY

Yacro: nynora, 6imoBaHHs

Heuacro: niapes

Heginomo: I1InyHkoBo-KUIIKOBHI po3aj, AUCKOMPOPT Y XKHBOTI
Iopywenna 3 6oxy cenamobiniapnoi cucmemu

Heeinomo: I'enatuTt, rinepbinipyGinemis

Topywenns 3 60Ky wkipu ma niOwWKipHoi Kiimxoeunu .
Hesiomo: M)nbm(bop\ma €pUTEeMa, BKIIOYAIOUH CHHAPOM CTlBCiicaiIlmmn.ona “rg TOKCHYHHI
eniiepManbHil HEKpOIi3, peakilis Ha npenapar 3 eo3suHodinio Ta ciiqicrsmn AHTOMAMH




Ha 6aanky komnanii Jhonin Jlimimeo

Jixapcoruit sacit: Pudanmin ma Izoniasuo, madremsu, wo oucnepeyiomucs 75me ma 50 a2
Mooynw 1

1.3. Ingpopmayisn wooo nikapcerkoeo sacooy

1.3.1. Kopomka Xapaxmepucmuxa Jlikapcokozo 3acoby

(DRESS) cunnapom (muB. posmin 4.4), mkipHa peakuis, crepOix, BHCHI, KpONHB'SHKA,
ANEPrivdmil JepMaTHT, NeM(iroiz, 3MiHa KOJILOpY HOTY.

Hopywenns 3 6OKy 0nopro-pyxoe020 anapamy ma CroAy4HOT MKAHUHU

Hesinomo: M'a30Ba crnabkicTs, mionaris, 6inb y KicTkax

Iopywenns pobomu HUPOK ma cevyosudinLHOT cucmemu

Hesizomo: rocrpe ypaseHHs HHMPOK, sIK NPABHJIO, Yepe3 HEKPO3 HMPKOBHX KaHAIbIIB abo
TyOynoinTepeTHIIANbHII HedpUT, XpoMaTypis

Bazimuicms, nicnsnonozoeuit ma nepunamansuuii cman

HeBiziomMo: Mic/s1010roBl KPOBOTEYi, BHYTPILIHLOYTPOOHHH KPOBOBH/INE

Hopywenns 3 6oky penpodykmugnoi cucmemu ma MOIOYHUX 347103

Hegizomo: Po3na MeHCTPYaIbHOrO IHKITY

Bpooaiceni, cnadkoei ma 2enemuuni nopyuenns

Hesinomo: Iopdipis

3azanvni posnadu ma peakyii 6 micyi 66edenns

Hesinomo: nabpsx

3minu 6 pezyrbmamax 00CHiONCeHb

Yacro: nmizsumeHns pisnio OinipyGiHy y KpoBi, 30inbIueHHs piBHS acnapraTaMinoTpancdepasy,
ana”iHamiHoTpanchepasu.

Hepizomo: 3HMIKCHHs apTEpilalbHOTO THCKY, IIZIBHLICHHS pIiBHA KpeaTMHIHY B KpOBI,
361 TbIICHHS PIBHA NEYiHKOBUX ()EPMEHTIB.

I3oniaznn

Hebaxani edexru nepepaxonani 3a Kimacom Cucremunx Opranis MedDRA.

Ouninka HeOakanux eexriB 6a3yeThCs Ha HACTYITHHX YaCTOTHHX TPyTIax:

Hyxe vacro: >1/ 10

ITormupeni: >1 /100 go <1/10

Heuacto: >1 / 1000 no <1/100

Piaxo: =1 /10000 xo <1/1000

Hyxe pinxo: <1/10000

YacToTa HeBiIOMa: HEMOKIIMBO OLIIHATH 332 HASBHHMH JIaHHMH

YacToTy onHMcaHHX HHKYE peaKiliii HeMOXKIIHBO BU3HAYMTH 3a JOCTYIHAMH JaHHMH.
Ilopywenns 3 6oxy kposi ma nimgpamuunoi cucmemu

YacrtoTa HeBigoMa: ArpaHyJIOLHTO3, AlUIACTHYHA aHEMIsl, FeMOJIITHYHA aHeMis

IHopywenna 3 60Ky iMyHHOI cucmemu

YacroTa HeBinoma: Peakuii rinepyyTaHBOCTi, BKIIOYAIOYHA Pi3HI THITH MIKIpHAX

BHCHIIaHBb, JIMXOMaHKa, TiM(paaeHOonaTis

Iopywenna obminy pevosun ma xap4y6anus

Yacrora Hepioma: rimepriikemis, Mertaboniuemii ammmos, nejarpa (nedinMT HIKOTHHOBOI
KHCIIOTHT). JledinuT HIKOTHHOBOT KHCIOTH Mose OYTH OB’ A3anuil i3 AedinMTOM MipHIOKCHHY,
IH/lyKOBaHMM 130Hia3WJIOM, SKHIl BIUIMBa€ HAa INEPETBOPeHHs TpHnTodaHy B HIKOTHHOBY
KHCIIOTY.

Icuxiuni poznadu

Yacrora nHeBijgoMa: NCHXOTHYHI PO3JIajlM; eﬁd:vopiﬂ Xoua i3omiasun 3aspuuait Mac edexrt
MOKPAUICHHSA HACTPOIO, MOBIIOMIISIIOCS PO TICHXIYHi PO3/Ia/IH, MOYHHAKYNA Bi/l HE3HAYHNX 3MiH
0COOHCTOCTI 1 3aKIHUYIOUH CEPHO3ZHUME NICHXIYHMMH PO3JIajiaMu; BOHY, K npammo 3Bop0"_rm
(3uMKaloTH Mmic/s BiAMIHH Ipenapary). / o

(6%




Ha 6nanxy komnanii Jlronin Jimimeo

Jlikapcokui 3acio: Pugamnin ma I3oniasud, mabiemxu, o oucnepeyiombcest 73me ma 30 me
Mooyae 1

1.3. Ingpopmayis wooo nikapcorozo sacoby

1.3.1. Kopomxa Xapaxmepucmuxa Jlikapcokozo 3acoby

Iopyuenns 3 00Ky Hepeosoi cucmemi

Hacrora neiznoma: nepupepuuna Heiiponaris; cysomu; Moxke TypOyBaTH rineppeduiekcis npu
no3yBaiHi Bia 10 Mr Ha Kr MacH Tijzia, HeBPUT 30pOBOTO HEPBA.

Hopyuenns 3 60ky opzanie 30py

Pijiko: arpodis 30pororo nepsa

Iopywenns 3 60Ky onopHo-pyxo6020 anapamy ma cnoiy4Hoi MKAHUHU

Yacrora Hesinoma: CuctemMHuii YepBOHMIT BOBYAK, BOBYAKOMOMGHUIT CHEIPOM

3azaneni posnadu ma peaxyii 6 micyi e6edenns

Yacrora HeBioma: ITipekcis

Topywenns 3 6oky 6yxa ma nabipunmy

HacToTa HeBifoMa: IIyXoTa; MyM y ByXax; 3anamopodeHus. [1po 1e mosiioMisiocs y namieHTis
3 KIHIIEBOIO CTA/Ii€I0 HUPKOBOI HEI0CTATHOCTI.

3anamopoveHHs Moxe TypOyBaTH IIpH j103ax Bix 10 Mr Ha KT MacH Tijia.

Huxanvui, 2pyoni ma cepedocminni poznaou

Hacrora nesijioma: InTepeTHIliaTbHE 3aXBOPIOBAHHA JICTCHb

Po3znadu 3 60Ky WAYHKOBO-KUUKOGO20 MPAKMY

Hacrora Hesijioma: Hynora, 6moBanHs, 3amop, cyXicTh y poTi, HaHKpeaTHT

Hopywenna 3 60ky 2enamobiniapnoi cucmemu

Yacrora Hesizoma: I'ocTpa nedyiHKOBa HEIOCTATHICTD, YPAKEHHS NMEYiHKH, KOBTAHUIA. PH3UK
X HeOakaHHX edeKTiB 3pocrac 3 BikoM, 0co0uMBoO y Bili crapiue 35 pokiB; 1i nopymeHHs
MOXYTh OyTH CepHO3HHUM, a iHOJIi i JIeTATILHHMH i3 PO3BHTKOM HEKPO3Yy.

Heuacrto: rematur

Hopyuenna 3 60Ky wikipu ma niOWKIpHOT KNiMKOGUHU

Yacrora HeBifoma: MynbTHGOPMHA epiTeMa, cunapoM CriBeHca-J[oHCOHA.

Piaxo: Tokcnunuit erijiepmManbHil HeKpOIIi3, CHCTEMHI CHMITOMH e03uHO( i

Hopywenns po6omu nupox ma cevosudinsnoi cucmemu

Hacrora nepizoma: {usypis

Hopywenns 3 6oxy penpoOyKmusHoOi cucmemu ma MONOYHUX 37103

Hacrota HeBizioma: I'iHekoMacTis

Cyounni posnaou

Yacrota HeBizoMa: Backyiit

3minu 6 pesynomamax 0ocaioxncev

Hacrora Heizoma: ITiBHINeHHS PiBHS NEYiHKOBUX (epMEHTIB

CHMOTOMM BiZIMiHH, SKi MOXYTh BHHUKHYTH IICNsl NPHIHHCHHS JIKYBAHHS, BKIIOYAOTh:
rosoBHuUi OL1b, Ge3conns, HagMipHa KiBKICTh CHOBHIIHB, IPaTiBIMBICTh i HEPBO3HICTS.
Iopinomiaenns npo mino3py ua nobiuni peauii

Ilopinomnenns mpo mnizospy Ha moGiumi peakiii micas o3Body miKapehKoro 3acofy e
BUKIHBUMHA. Ile 7103BosA€  MOCTIfHO KOHTPOMOBATH  CIIBBIHOMICHHS KOPHCTh/PH3HK
JiKapebKoro 3acoly. MemuHiX NPauiBHEKIB NPOCATH MOBIIOMISTH TIPO Gy ab-sKi mi03pu Ha
no0diuHi peakuii yepes

4.9 IlepenozyBanus ; -

) )
Cumnmontu 7

AHOpekcisg, Hynaora, OmoOBaHHS, TIOpyImIeHHA 3 OOKy TPaBHOI'O Tpak
TeMIIEpaTypH Tija, roJOBHHI Giib, 3aaMOpOYeHHs, PO3Iamd MOBJICHHS, Ldd




Ha 6aanxy xomnanii JTonin Jlisimeo

ixapcokuit 3acio: Pugpavnin ma Isoniasuo, madremxu, wo oucnepayiomvess 75:m2 ma 50 m2
Mooyne 1

1.3. Ingpopmayis wodo aikapcovrozo sacoby

1.3.1. Kopomxa Xapaxmepucmuxa Jlixapcvrozo 3acoby

MOPYMICHHA 30Dy, 1O BHHUKAIOTHL IPOTAroM 30 XBHIMH — 3 rojMH micis npuifoMy isoniasuuy.
Ilpu  nepenosyBamHi izomiasmjoMm (> 80 Mr/xr macu TLIA) MOKIHBA 3YIHHKA JAUXaHHA 1
NPUTHIYEHHS HeHTpanbHol HepBoBoi cuctemu (LIHC), sika mBmmko porpecye BiJl CTYHOPY JI0
ranboKol  KOMM Ta CYNpOBO/UKYETbCS —TSKKHMH — CYJOMHHMH  HanajgaMu. THIIORBHMH
1abOPATOPHEMH NIPOSBAMH € TSOKKHIH MeTaboIiunuii almnos, aneTonypis ta rinepriikemis,
llepenosysanna pudamminuaoM Moxke CHPHYHHATH YEPBOHYBATO-OpaHKeBe 3a0apBiICHHA
WKIpH («CHHAPOM 9ePBOHOI MOAMHMY). JIOMATKOBI CHMITOMH BKIIOYAIOTH HaOpsK o0muuus,
cBepOIkK, HY0TY, O/foBaHHA Ta 611b y KUBOTI. YV JI0pOCINX 3araibHa j103a 14 T TIPH3BOJIHIIA JI0
CepIIeBO-JIEr€HEBOI0 Hanamy.

Hixyeanns

Buknukasus 610BaHHs, NIPOMUBAHHS NITYHKA Ta 3aCTOCYBAHNSA aKTHBOBAHOIO BYTi/LIs MOXKYTh
OyTH eeKTHBHHMH NPOTATOM KiIBKOX TOIMH micis mpuifomy mpemapary. Yepes jesikuii wac
BBOJIATH IPHAOKCHH (BHYTPIIHLOBEHHE BBEACHHS IPaM Ha IpaM OCHOBH, IO JIOPIBHIOE 103
130Hia3u1y, SKIIO OCTAHHS /1032 HEBiZOMa, CJIiJl BPaXOBYBaTH II0YaTKOBY 7103y 5 T' Y JIOPOCIHX
abo 80 MI/Kr y JtiTeit), BHYTPIIIHBOBEHHE BBEIEHNS JiasenaMy (y pasi BUHHKHEHHS CYJIOM, 110
HEe JIKYIOTBCA NIPHIOKCHHOM) i remojiamis MoxyTh GyTH edeKTHBHMMH. Cnenudgiynoro
aHTHIOTY He icHye. JliKyBaHHS CHMITOMAaTHYHE Ta WiATPHUMYIOUC 1 CYNPOBOIKYETHCA
PETETTEHHM KOHTPOJIEM 33 BEHTHJIALIEIO JIETeHb Ta KOPEKLICI0 MeTaboiYHOT0 alia03y.

5. DPAPMAKOJIOI'TYHI BJACTHBOCTI
5.1 dapmakoaHHaAMiYHI BJACTHBOCTI

®apmakorepanesTuyna rpyna: KomGinosasi npotutyGepKyb031i 3aco0i.

Kox ATC: JO4A MO02.

Mexanizm oii

In vitro puamnini YMHATE GaKTEPHIHAHY 0 MPOTH IMPOKOTO CrEKTpa MIKpOOpraHi3MmiB,
BKJIIOYA04U MiKoGakmepilo myoepkynvo3y. Jlis pudamninuny nonsrac B ransmysanni JJHK-
sanexunol PHK-noniMepasu, mo npurnivye tpanckpunmito. [pn TyGepky:b03i pudamminas gie
OaKkTepuIMAHO K HAa BHYTPINIHBOK/ITHHHI, TaK 1 Ha MO3AKIITHHHI MIKpPoOpranismu. MoxknBe
BHHUKHCHHS OaKTepialbHOi PE3HCTEHTHOCTI, IO € Pe3ynbTaToM 3MiH ¥ KJIFOYOBOMY (hepMEHTI
(PHK-nonimcpaza).

I30Hia3u1 Mae BHCOKY aKTHBHICTB WIOJ0 MikoGakmepiit myGepkyivo3y. UnuuTh OaxTepHIUIHY
A0 in Vitro Ta in vivo mpotu mikoGakTepiii. MexaHisM Horo mii moB’s3aHmii 3 npArHiYeHHAM
CHHTE3Y MIKOJIi€BHX KHCIOT i3 JIOBIHM JIAHIIOTOM, SIKi € KOMITIOHEHTAMH KJIITHHHOT 060I0HKH
mikoGakrepiii. CrifikicTs 20 i30HIa3HIy BMHMKAac MIBHIKO, SKIIO iOro 3aCTOCOBYIOTh SIK
MOHOIIpenapat JUis IKyBaHHs KJIHIYHHX 3aXBOPIOBaHb, CIPHYMHEHHUX MiKOOaKTepisaMH.

5.2 MapMakoKiHeTHYHI BAACTHBOCTI
Pudghamniyun sedn

rizHo 3 inopmanicio, NMPEICTABIEHOIO B OmyGikoBamiil Jiteparypi, pudaniiimmn ferko
3aCBOIOCTRCA 3 LMITYHKOBO-KWIIIKOBOIO TPakTy. MakcumanbHa KOHLEHTPAlisS B CHPOBATIL KPOBi
CTaHOBUTHL Onu3pko 10 Mxr/aa npudiausHo yepes 2-4 rOAMHH MICAS J03H Wc;&_‘r' a
Harie. : ;




Ha onanxy komnanii Jhonin Jlivmimeo

Jlixapcoxuit saci6: Pughamnin ma Izoniazud, matremxu, ujo oucnepzyiomves 75m2 ma 50 vz
Mooyne 1

1.3. Ingpopmayia wooo nikapevrozo 3acody

1.3.1. Kopomxa Xapaxmepucmuxa Jlikapcokozo 3aco6y

®apmakokiHeTHKa (1epopaibHa Ta BHYTPINILOBEHHA) Y JiTel moaiGHa 10 Takol y JIOPOCIIHX.

Y HOpMaIbHEX cy0'ekTin Gionoriunmii nepios HaniBBUBeIeH S pHdaMIILHHY B CHPOBATIL KpOBI
CTaHOBHTB Y CepeHBOMY OJM3bKO 3 IOJIMH Micis npuiomMy 1031 600 Mr Ta 36inbmyeThes 10 5,1
roguan micas 103u 900 mr. Ilpyu NoBTOPHOMY BBE/ICHHI TIepio/] HAMliBBHBE/ICHHS 3MEHLIYCTHCS i
J0CATac CepesiHiX 3HayeHb MPHOIH3HO uepes 2-3 romunu. V nosi jgo 600 mr/aoGy mepiojn
HAMIBBUBE/ICHHHS HE BIAPI3HACTRCH Yy MNALICHTIB 3 HUPKOBOIO HEJAOCTATHICTIO a, OTIKe,
KOPHTYBaHHS /1034 He noTpibHe. PudaMminmH MWBHAKO BUBOAMTLCS 3 JKOBYIO i BHHHUKAC
CHTeporenaTHyHmii KpoBooOir. Ilix yac usoro mpomecy pmpamnium{ NPOXOJWThH MOCTYIIOBE
JACALETHITIOBAHHS, TaKHM YHHOM Maiike BeCh INpernapar y jKOBdYl 3HAXOJMTHCS B Takiii cbopm
npubmasno 6 roamn. Lleit MetaGonit no cyri 36epirae [IOBHY aHTHG'lKTCpiaJIbHa AKTURHICTb.
Kuinkosa peabcopOitis 3MEHIIYCTLCS 32 PAXYHOK JICAlCTHIIOBAHHS 1 e/liMinalis HOJIETIIYEThCS.
Mo 30 % nosu BHBOAHMTECS i3 ceyelo, NPHOMN3HO MONOBHHA 3 i€l KinbKOCTi — y HC3MIHECHOMY
BHIJIsL. AGcopOiis pudamMninuy 3HIKYETbCs, KOJIM TIpenapar IOTPaILsc B Opranism 3 ixero.
Pudamminus mmpoko posnoBciojukennii B opranismi. B eti)eKTHBHHx KOHHCH’]‘paLIISI}\ BIH
NpHCYTHiii B 6araThoX opranax Ta piMHax Tija, BKIKOYaouH Tiksop. Pudamminmm 38’ s3yerses 3
Oinkamu npubamsno Ha 80 %. Binbua wacTuna Hess’s3aHoi (pakuii He 10HI3y€TBCH 1 TOMY
BIIBHO JIH()Y3Y€ B TKAHMHAX.

Tzoniazuo

3rizno 3 indopmauiero, mpencTaBieHolo B Jiteparypi, Isomiazux (INH) serko abcopOyeTtbes 3
IITYHKOBO-KHILKOBOIO TpakTy. ITiKoBI KOHIEHTpauil JocAraloThess mpoTsroM 1-2 ToauH micis
NepopaIbHOTO 3acTocyBaHHs. CTyNiHb 3B A3yBaHHS 3 OLIKAMH HH3LKHI.

Bin mmpoko posnosciojukeHHit Y BCIX piAMHAX Ta TKaHMHAX OPraHi3My, BKIFOYAIOYH TKBOP,
NJICBPATBHY Ta aCUMTHYHY PIZIMHM i Ka3€03HI TKAHWHM. [30HIa3H IPOHHEKAE Yepe3 MIANEeHTY i
3'SBJICTBCSL B KPOBI II0JIa NPH BBEJCHHI MiJ 4ac BariTHOCTI. BiH TakokK IPOHMKAE B MOJIOKO
rOJIyIOYHX MaM.

OCHOBHMM META0OJIYHMM LLISIXOM € aleTHIIOBAHHS iaoﬂia:mny JI0 aleTUI30HIa3uAy 3a
Jonomoror N auemmpancdaep&n 1[0 3HAXOJUTHLCA B MEYIHII Ta TOHKOMY KHINEYHHKY. [Ticis
1BOr0 aleTHII30HIA3U rmpom:;ycmca /10 i30HIKOTHHOBOI KHCIIOTH Ta MOHOALETHITI/IPa3HHY.
[30HIKOTHHOBA KHCJIOTA 3B'S3YETHCA 3 TIIIHMHOM JI0 130HIKOTHHINIMIMAY (130HIKOTHHOBA
KHCJIOTa), a MoHoauemnrlz{pasHH Jami AUCTHIIOETBCS /10 mianeturigpasuny. Jleski yactuna
HEALETHIILOBAHOTO 130HIa3H1y TAKOK KOH IOIYEThes 3 Tifpasonamu. MetaGosiTy i 130Hi1a3u1y He
MaloTh TyOEepKyJIOCTATHYHOI AKTHBHOCTi, TAKOXX BOHH MEHII TOKCHWHI, KpPIM  MOJKITHBO,
MOHOALETHIITI/IPA3HHY.

Hlsnakicts  amerwmosanns INH Ta MOHOAUETHITIZpa3sHHY BH3HAYAETHCS TEHETUYHO,
criocTepiraeTbes GiMosanbHUI po3noin ocib, sKi aueTHIOTH IX NOBLIBHO ab0 INBHIKO.
IToBinoMs€TbCA, MO MWBHAKI aueTHIATOPH aneTmoloTs LNH npu6mmsso B 5 pasiB HBHLIE
HDK TOBIIBHI aUeTHAATOPH. SIK NOBIOMIIAETLCS, MIePio/I HATIIBBUBE/IEHNS 130Hia3HAY CTAHOBUTE
0,5-1,5 rofMBHN y MIBUIKHX aHeTHHﬂTOpIB Ta 2 abo OLIbIIe ro/IMH Y NOBLIBHUX aLleT}'IJ'IFITOplB

Busenenns i3oHiasuay 3ajieKuTh Bij msunmcn allCTHIIOBAHHA. Y NalicHTIB 3 HOPMAJBHOIO
dynkuieio Hupok npubmisno 70% 1031 3°SBNACTLCA B ceui yepes 24 ronunm, NEPEBAKHO K
HCAKTHBHI MeTaboniTh; i3 mici kinpkocti 93% INH, mo BHminseTses i3 Ceqe}o MO}KC BHJTLISTHCS
SK aUeTHILOBaHa Gopma y MBHAKHX aueTHAATOPIB 1 37% y nomnbrmx AHCTHIN




Ha 6nanxy xomnanii Jhionin Jlivimeo

Jikapeokuu saci6: Pughamnin ma Izoniaszuo, madiemxu, wo oucnepzyiomscs 75m2 ma 50 m2
Mooy 1

1.3. Inghopmayia wooo rikapevrozo sacoby

1.3.1. Kopomra Xapaxmepucmuxa Jlikapcokozo 3aco6y

Bin Takox mnpomnkac B rpyase momoko. Hepenmki KinbkocTi BHBOAATBCS 31 ComMEOIO,
MOKPOTHHHSAM 1 (eKamismu.

5.3 Jlokainiuni gani 6e3nexn
Pugpamniyun

Bunosiano o indopmartii, npesxcrasnenoto B itepatypi, micis HepOopaIbLHOro NpHHoOMy y 1031
100 mr/kr mMacu Tina pupamminuHy npoTAroM 6 Micsiis y mypis He CTIOCTEPIraATH TOKCHYHHX
eexris. ITicns xponiunoro BBesienns B 1031 200 MI/KT MacH Tila crocTepiraaucs HaOpsAKH Ta
FIPONiYHA JereHepartis NediHKu.

Y MaBn crioctepiranucs GoBaHHs, aHOPEKCis Ta BTpaTa Bary IIPH XPOHIYHHX A03ax 105 Mr/kr /
J100y.

JInme vepes obmesxeni ani Mmoo KaHueporennocti puaMminkHy Ul MHAIMEH Ta BIJICYTHICTB
CHIZAEMIONOTIIHUX JIOCTIJKEHb, BIJICYTHs OLlIHKA KaHIIEPOreHHOCT] pudaMniuuny U JOEH.

HasiBii jocnijikeHHs IMOJO MYTareHHOCTI BKA3yIOTb Ha BIJICYTHICTb MYTareHHOTO e)eKTy.
Konuentpauis puamnimimny B mynosunsiit kposi mocsrac 12-33 % Bix KOHIIEHTpallii B
MaTepHHCBKOT KPOBI.

Tepatorenni edpektn Oynm Bimsnavemi y Tpus3yHiB, sKi OTPUMYBAIM BHCOKI JIO3M.
[losinomysicTbes, O y rpusyHiB mpu m03i 100-150 Mr/kr momms IIpenapar BHKIHKAeE
pO3LIEILIEHHS MiTHeOIHHS Ta PO3ABOCHHS XpeOTa.

Y mypis ani ¢epTHIbHICTS, aHi NEPUHATATLHHIT Ta MOCTHATAILHMIA PO3BHTOK I[OpPYIICHI He
Oymu.

IIpo Baam po3BHTKY Ta CMepTh y HEMOBISIT, HAPO/UKEHMX BiJl MarepiB, 1O 3a3HAIH BIUTHBY
puQamMinuRy, NOBIIOMISETECS 3 TIEK %K YaCTOTOIO, O i Cepejl 3aralbHOT nomyasuii.

Tzoniazuo

3rizHo 3 iHopmaItiero, MpeICTaBICHOIO B JliTepaTypi, AOK/IIHIYHI JaHi He BUABIAIOTH OCOGIHBOL
HeOe3NekH JUIA JNOJCH, IPH BHKOPHCTAHHI y PEKOMEHIOBAHHMX JI03aX, HA OCHOBI 3BMYANHEX
nochiukenh  Gesnekn  apMakonorii, TOKCHYHiCHi  HOBIOPHMX 103, I'€HOTOKCHYHICTI,
KaHIIEPOreHHOT0 MOTEHIIATy, TOKCHYHICTI A/ PO3MHOKCHHS.

6. PAPMALHEBTHYHI XAPAKTEPUCTHUKN
6.1 Ilepenik JonoMizKHHX pedoBHH

Lemono3a Mikpokpucratiyba (Avicel PH101), kpoxmais npexenaTnaizoBanmii (Starch 1500),
KpeMHiI0 Jiokenn Konoiauuii (Aerosil 200), caxapun Hatpiro, kpocnosijion (Polyplasdone XL),
KHCIIOTa acKopOIHOBa, MarHilo creapar, acnapram, GapBHHK Ponceau _4R‘;'_Sl;pra LD, cmaxoBa
nobaska Mamna SD 9.07677 LD Ta cmakosa o6aeka noaynuns SD 9:01737 LD,

-

N

6.2 Hecymichicrn

He 3acrocogHo.
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Ha 6nanry xomnanii Jlionin Jlivimeo

Aikapcokuti 3aci6: Pughamnin ma Izoniasuo, maéremxu, wo oucnepzytomves 75m2 ma 50 m2
Mooy 1

1.3. Inghopmayis wooo nikapcvrozo sacody

1.3.1. Kopomka Xapaxmepucmura Jlikapcokozo 3acofy

6.3 Tepmin npuaaTnocti
24 micsui
6.4 OcobsmmBi ymoBH 36epiranns

36epiratn npu Temneparypi He Buie 30 °C. 36epiraTi B 3aXHIICHOMY Bijl BOJIOTH MiCILi.

6.5 Tun Ta BMiCT YHAKOBKH

Ynakoska I: AnmominieBuii crpun

o 10 Tabnerox B cTpHmi 3 BUKOpHCTaHHAM piBHOT amominieBoi ouasru 0,03 MM 5K OCHOBH Ta
piBHOI amoMiniesoi Gpoisru 0,03 MM K OKPHBHOTO MaTepiay.

¥Ynakoska II: Amowminiesuii Gnictep

Ilo 5 Tabnetox B Onictepi 3 BHKOpHCTAaHHSM piBHOI amowminicBoi doisru 25 MIKPOH SIK
NIOKPHBHOTO MaTepiaily Ta X0JI0IHOYTBOPIOIOYOro Marepiany Alu-Alu sik ocHOBH.

3asiBsiena ynakoska: 14 x 6

o 6 Tabnetok B cTpumi 3 BHKOpHCTAHHSM piBHOT amoMinieBoi doxsrn 0,03 MM 4K OCHOBH Ta
0,03 MM amowminicoi ponbru K MoKpuBHOTO Matepiany. Ilo 14 Takux crpunis Y KapTOHHI
VIIAKOBIII.

6.6 IHCTPYKIIs 110 32CTOCYBAHHIO, IIOBO/IKCHHIO TA YTHI3ALIT

OcobnuBHX BUMOT HEMaE.

Bynp-sikiii HEBUKOpMCTaHMH NPOAYKT 4H BIAXOXM CJijl YTHII3YBATH BiATOBIHO 70 MiCICBHX
BUMOT.

7. MOCTAYAJIbHUK

JIronin Jlta

Kanmarapy Iucnaiip, 3-it monepx, Od¢d Becrepn Excnpec Xaiiseii

Canrakpys (Ict)

Mym6aii - 400 055

Innis

8. PEOEPEHTHHI HOMEP BO3 (IIPOTPAMA INPEKBAJII®IKAILILIT)

9. TATA EPLIOI IIPEKBAJI®IKALIIT
10. JATA IIEPETJISIJTY TEKCTY

He Bka3zyerncs.
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