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The influence of two salts of amlodipine on systolic blood pressure in
spontaneously hypertensive rats

8.0. CONCLUSIONS

e Amiodipine maleate and besylate at all selected doses (1, 3 and 10 mg/kg)
decreased systolic blood pressure in spontaneously hypertensive rats when
compared to initial value of SBP before dosing.

« Amiodipine maleate and besylate at 3 mg/kg significantly decreased SBP from the
2™ h to the 6™ h of experiment compared to the control animals.

» The highest decrease in SBP was demonstrated by both amiodipine salts at 10
mg/kg dose. The decrease was during experiment (24 h) approximately 30% and
reached the peak with the 35% in the 5™ h after dosing.

« Dose-response relationship was demonstrated for both amlodipine salts.

The results of the study demonstrated that amiodipine is effectivel| gt

hypertensive drug and that there is no difference in anti- S | boy
amilodipine salts (maleate and besylate). FERHG KEP | A
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2) secondary /
pharmacodynamic
s

3) safety /
pharmacology

4) /
pharmacodynamic
interactions

3. Pharmacokinetics:

In accordance with Article 10(1) of Directive 200 1/83/EC, no additional pharmacokinetics studies in
animals are required. For this reason, no additional preclinical studies have been performed.

1) analytical /
methods and

reports concerning
their validation

2) absorption /

3) distribution /

4) metabolism /
5) excretion /
6) /
pharmacokinetic
interactions
(preclinical)
7) other /
pharmacokinetic
studies
4. Toxicology:
3r1AHO 3 OR3
1) single-dose . Acute toxicity of amlodipine maleate and amlod'g:irf R?ﬁ{pgelj a%‘(
toxicity administration in mice NITKAPCbK Hx
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8. CONCLUSION

| Acute toxicity study was performed in mice after oral administration of two amiodipine saits,

‘ i.e. amiodipine maleate and amlodipina besylate. Clinical signs of toxicily, mortality and body
weight changes were recorded within 14 days of observation period. All animals were
pathomorphologically examined.

Respiratory  depraession. sedafion/decreased locomotor  activity, piloerection and
hypothermia were registered in animals short time after dosing. Mast of animals died within 6 h
after treatment. Alterations in the gastraintestinal lract were found in these animals. Both salts of
amledipine do not change general condition and behavior of animals during the following days
and no substance-related changes were found by pathemorphological examination of surviving
animals at the termination of observation period No differences concerning clinical signs of
toxicity and gross pathological findings were registered between two amlodipine salls.

Body weight gain decreased only in mice administered amlodipine maleate on the 3 day
after dosing.

Taking into consideration calculated LDy, values and confidence limits, no differences in
toxicity among two amlodipine salts and sexes were found. The LDy, values of amiodipine
maleate were 16.3 mglkg in males and 18.3 mg/kg in females. After amiodipine besylate dasing,
the LDs, values were 30.7 and 44.0 mgfkg in males and females, respectively.

With respect to obtained LDy, values, both amiodipine salts were considered to be high
toxic in mice following cral dosing.

|
|

Acute toxicity of amlodipine maleate and amlodipine besylate after intravenous
administration in mice

8. CONCLUSION

Acute toxicty study was performed in mice after intravenous administration of two
amiodipine salts, i.e amiodipine maleate and amlodipine besylate Clinical signs of loxicily.
mortality and body weight changes were recorded within 14 days of observation period. Al
animals were pathomorphologically examined.

Respiratory depression, sedation/decreased locomotor activity, piloerection and tremor were
registered In mice immediately after dosing. Animals died within 3-15 minutes after treatment

Pathological alterations related to treatment included persistent pulmonary cedema and
slight/moderate gaseous distension of the small intestine, cecum and colon, and were seen in
animals that died short time after dosing. No other gross changes relating to treatment were
recorded at necropsy In any animal that died or survived 1o study termination.

Body weight gain in animals administered both salls of amiodipine was not affecled,
moracver an increase was registered in male mice given the lowest dose of amlodipine besylate.

Although it seemed that amlodipin besylale was somewhat more toxic than maleate sall and
that males were more susceptible than females, LD, values showed no significant differences i
confidence limits were taken into account.

In general, no differences concaming acute toxicity were registered betwesn two amiodipine
salts administered intravenously to mouse.

Acute toxicity of amlodipine maleate and amlodipine besylate after oral
administration in rats




8. CONCLUSION

Acute toxicity study was performed in rats after oral administration of twe amiodipine salts,
i e. amlodipine maleate and amlodipine besylate. Clinical signs of loxicity. mortality and body
weight changes ware recorded within 14 days of observation period. All animals were
pathomorphologically examined.

Respiratory depression, sedation/decreased locomotor activity, piloerection and
hypothermia were registered in animals short time after dosing (0.5-1 h). Most of rats died within
8 h after ireatment. Pulmonary cedema (accompanying with nasal frothing and seiling around
the nose), stomach distension with swollen mucosa, bile-stained watery digesta in the upper
small intestine and congestion of splanchnic and thoracic viscera were found in these animals.

impairment of general conditions, such as piloerection, dyspnea, emaciation, distended
abdomen and occasionally diarrhoea were seen in a few rats that died within the following days.
At necropsy, they were apparently dehydrated and gastrointestinal tract was the target of toxic
action. In addition, cedema fluid with haemorrhage in the lungs, uiceralive changes in the
jejunum, marked atrophy of the spleen, thymus, and male accessory sex glands, were also
found.

In animals sacrificed at the termination of the study, a very slight distension of the jejunum
filled with copious digesta was seen in the survived males receiving 370 mg/kg amlodipine
maleate. The remain gross findings found in both control and drug-treated rats appeared lo
demonstrate background, spentaneous lesions.

In general, no differences concerning clinical signs of toxicity and gross pathological findings
were registered between two amlodipine salts.

Body weight gain in male rats administered both salts of amlodipine decreased significantly
when compared to the control animals during the whole observation period, while in female rats,
body weight gain seemed to be less affected.

Caloulated LDy, values showed neither differencas between two amlodipine salts nor sexes:
LDy ware 232,9 and 268.0 mglkg in males and 223.5 and 248.4 mg/kg in females for maleate
and besylate salls, respectively.

With respect to obtained LDy, values, both amiodipine salts were considered to be
moderately toxic in rats following oral dosing

Acute toxicity of amlodipine maleate and amlodipine besylate after intravenous
administration in rats

8. CONCLUSION

Acute toxicity study was performed in rats after intravenous administration of two amlodipine
salls, .e. amlodipine maleate and amlodipine besylate. Clinical signs of toxicity, mortality and
body weight changes were recorded within 14 days of observation period. All animals were
pathomorphologically examined.

Respiratory depression, sedation/decreased locomotor activily, piloerection and tremor were
registered in rats immediately after dosing. Rats died within 5-10 minutes after treatment No
macroscopically discemible changes relating to treatment either of maleate or besylate saits of
amplodipine were observed at necropsy in any rat that died or survived to study termination

Body weight gain in animals administered both salts of amledipine was not affected

Caloulated LDy, values showed naeither differences between two amiodipine salts nor sexes.
LDse were 9.1 and 8.8 mgkg in males, and =10 and 11.5 mg/kg in females for maleate and
besylate salts, respectively.

2) toxicity in case  Amlodipin maleate: Dose-ranging study in rats
of repeated
injections




8. CONCLUSION

Dose-ranging study with amlodipine maleate administered orally for 14 days was
performed In rats to determine maximal tolerate dose, which will be used in a 3-month
toxicity study. In addition, plasma samples taken from animals at different time-points after
dosing, were analysed to determine substance concentration and to obtained optimal time-
point for blood sampling in 3-month toxicity study.

Lower food consumption was registered in rats recelved 45 and 60 mglkgiday
amlodipine maleate already after the 2™ dose. Within the following days, somnolence and
emaciation were noted. In addition, piloerection, abnormal body posture and distension of the
abdomen were seen, together with hypothermia. Animals with these symptoms died within 4-
12 days after the start of treatment.

Necropsy findings in animals revealed that toxic effect of amiodipine maleate was limited
to the small intestine only in rats received 45 and 60 mg/kg/day doses. Male rats were found
to be more sensitive than females. Megajejunitis was considered not 1o be a primary effect of
traatment, but rather a reflection of delayed small intestinal transit time. [1 is clear that a delay
transit would permit increased local fluid absorption of intestinal contents due to the
prolonged mucosal contact duration. Progressive dilatation probably led to ischemia of the
intestinal wall with resultant of the overgrowth of gut gram-negative bacteria, and consequent
sepsis and death of animals.

Body weight gain in rats administered 45 and 60 mgikg/day amlodipine maleate
decreased significantly, when compared to the control animals, and it was more than 30%
lower than those in control group. Animals received the doses of 15 and 5 mg/kg/day had
body weight gain for 7-12% and 5-7%, respectively, lower than those in control group.

HPLC analysis of plasma samples revealed a high variability in amlodipine
concentrations at all sampling time-intervals and doses. With respect to obtained results It
seemed that the sampling time-interval of 3 hours is the most appropriate for the 3-month
study.

With respect to results obtained in a dose-ranging study, it is obvious that the maximal
tolerated dose Is 15 mg/kg/day. This dose will be used as the highes! dose in the 3-month
repeated dose toxicity study.

Repeated dose toxicokinetic study of amlodipine in rats

In conclusion, 1t could be slated that bolh amlodipine salt are relatively wall tolerated by
rats Only the highest administered dose suppressed body weight gain, while functional
changes of the liver and kidney, seen as transient changes of some biochemical parameters,
seemed o be caused by the prolonged administration of both amlodipine salls The drug
concentralion in plasma increased in a dose- and time-manner, indicating the accumulation of
both amlodipine salts during repeated oral dosing. The administration caused morphological
changes in the adrenal gland. It is obvious that the toxic effects are slightly more expressed in
animals administered besylate salt of amlodipine, and that lemale rats are lass susceptible than
males

Taking into the consideration all above mentioned results in could be stated than No
Observed Dose Level (NOEL) for amlodipine maleate is 6.0 mg/kgiday, and that for amlodipins
besylate salt is 2.4 mg/kg/day :

Repeat dose toxicity study of amlodipine maleate in rats

C8i54des’




8.CONSLUSION

Repeated dose toxicity study with amlodipine maleate was performed in rats following oral
administration of 3.125, 6.25 and 12,5 mg/kg/day doses during 180 consecutive days.

In general, animals were in good condition during the study regardless of the dose
administered. Although some clinical signs of toxiclty (piloerection, hypothermia,
chromodachryorrhea, alopecia, small crusts at the different parts of the body) were noted in
small number of animals, they could not be attributed to the drug treatment.

Only the highest dose of amlodipine maleate (12.5 mg/kg) suppressed the body weight gain
of rats, Male rats seemed to be somewhat more affected than females, since significant fall in
body weight gain in this gender was registered during the whole period of the study, while in
female rats this effect was seen only on the 30™, 150" and 180" day.

Haematological analyses of blood samples indicated that 6-month administration of
amiodipine maleate to rats may have some effect on the population of red blood cells and
platelets (predominantly when administered in the highest dose), but most of these changes are
considered to be reversible, v

Biochemical analyses showed variations of serum electrolytes concenlrations, transiently
reduced enzyme activilies, decreased serum glucose and increase of serum urea concentration
in both sexes of rats. These changes indicated the diuretic effect of the drug, and only miner
functional changes of the kidney and llver. No significant differences in urine analyses were
seen between the control and treated groups of animals, therefore the toxic effects of
amlodipine maleate on the kidney/urinary tract could not be confirmed.

The principle compound-relatad effect, found by pathomorphological evaluation, was
alteration in the adrenal cortex morphology consistent with glomerulosa cell hypertrophy at the
6.25 and 12.5 mg/kg/day doses. The hypertrophy was graded as mild in all cases, and the
severity was not considered to be dose related. However, it seems that male rats were a slightly
more sensitive to the effect of amlodipine maleate treatment than female rats. In addition, an
Increase of the adrenal gland weight in rats at the 12.5 mg/kg/day dose was registered. No
changes in the macroscopic appearance of the adrenal glands were observed at necropsy.
Although micrescopic findings failed to identify any compound-refated myocardial lesion, an
increase of heart weight in rals is believed to have connection to amlodipine tratment, Several
other differences in relative organ weights between control and treated groups achieved
statistical significance, but these were considered incidental, and not compound-related as the,
were observed in only one sex and unaccompanied by morpholegical findings.

In conclusion, it could be stated that amlodipine maleate is relatively well tolerated by rats
and than No Observed Dose Level (NOEL) for amlodipine maleate in -month toxicity study is
3.125 mg/kg/day.

Telmisartan and Amlodipine: 13 week oral toxicity study in the rat

5. CONCLUSION

Telmisartan and Amlodipine administered in combination, once daily, by gavage, to the rat at
dos'eq of 3.2/0.8, 10/2.5 or 40/10 mg/kg/day, respectively for 13 weeks, showed no novel
toxicities when compared with 40 mg/kg/day Telmisartan or 10 mg/kg/day Amlodipine
administered separately.

A lowering in red blood cell paramelers and increases in plasma urea and kidney weights
with no associated pathology are considered to be related to exaggerated pharmacology.
These effects are a class effect of drugs that interfere with the renin angiotensin aldosterone
system (RAAS) such as angiotensin receplor blockers and angiotensin converling enzyme
(ACE) inhibitors and are due to blockade of angiotensin I1- stimulated erythropoiesis.

Based on the reduced body weight gain and the exaggerated pharmaco findings the No
Observed  Adverse Effect Level was considered 1o belom; M.Snn?;fkyday
Telmisartan/Amlodipine and at this dose level systemic exposure was characterised by Crmax
and AUCo. in Week 13 of 370/45ng/mL and 4605387 ngh/mL for males, and
385/51 ng/mL and 6921/459 ng.h/mL for females, respectively.

No novel toxicities were found when Telmisartan and Amlodipine were adminditer
combination, and variations in the degree of effects hetween the combinatigh

monocomponents were no more than would be expected [ the res
effect. Therefore the safety profile of the combinatiod |s %ﬁu

the monocomponents. H E ‘ ‘
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3) genotoxicity: Salmonella typhimurium reverse mutation assay of amlodipine maleate salt

in vitro
8. CONCLUSION

The test item, amlodipine maleate salt was soluble in DMSO up to concentration 50 mg/ml

and was toxic for the strains Salmonella typhimurium TA100 at concentrations between 40 and 200
ug/ plate and higher as it was indicated in pre-test. The first mutagenicity assay performed on the
strains Salmonella typhimurium TA97, TA98 TA100 and TA102 at concentrations 6.25, 12.5, 25, 50
and 100 pg/plate showed the toxic effect in the TA 97 strain at 50 pg/plate so the second run
concentrations were lowered and approached to the toxic concentration. The doses in second run were
9.9, 148, 222, 333, 50 pg/plate. The mutagenicity test performed on the strains Salmoneila
Yyphimurium TA97, TA98 TA100 and TA102 without and with metabolic activation, did not induce
point mutations by base changes or frameshifts in the genome of this organism, The results indicate
that under the test conditions the test substance is not mutagenic in Salmonella typhimurium,

Salmonella typhimurium reverse mutation assay of amlodipine besylate salt

8. CONCLUSION
The test item, amlodipine besylate salt was soluble in DMSO up to concentration 50 mg/ml

and was toxic for the strains Safmonella typhimurium TA100 at concentrations between 40 and 200
ug/ platc and higher as it was indicated in pre-test. The first mutagenicity assay performed on the
strains Salmonella typhimurium TA9T, TA98 TAL00 and TA102 at concentrations 6.25, 12.5, 25, 50
and 100 pg/plate showed the toxic effeet in the TA 97 strain at 50 pg/plate so the second run
concentrations were lowered and approached to the toxic concentration. The doses in second run were
9.9, 14.8, 22.2, 333, 50 pgplate. The mutagenicity test pecformed on (he strains Salmonella
typhinurium TAY7, TA98 TA100 and TA102 without and with metabolic setivation, did not induce
point mutations by base changes or frameshifls in the genome of this organism. The results indicate

that under the test conditions the test substance is not mutagenic in Selmonella typhinriun,

in vivo (including  Study of the capacity of the test item AMLODIPINE, code K-2000, Batch No.

additional S-8699 to induce gene mutation in Mouse Lymphoma L5178Y cell line
toxicokinetic
assessment) CONCLUSIONS

The test itam AMLODIPINE, code: K-2000; Batch No. $-8699 did not induce any
significant increase of gene mutation (TFT* frequency) in Mouse Lymphoma L3178Y cells
up to the concentrations of 10 and 20 pg/mL in the absence and in the presence of hepatic
microsomal enzymes, respectively, in two independent experiments.

Study of the capacity of the test item AMLODIPINE, code K-2007, e
AD-319/1 to induce gene mutation in Mouse Lymphoma L5178Y ce
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4) carcinogenicity:

long-term studies

short-term or
medium-term
studies

additional research

5) reproductive
toxicity and toxic
effects on
offspring
development:

impact on fertility
and early
embryonic
development

embryotoxicity

prenatal and
postnatal toxicity

studies in which
the medicine is
administered to
offspring (non-
mature animals)
and/or evaluated
for long-term
effects

6) local tolerability /

CONCLUSIONS

The test item AMLODIPINE, code: P-2007; Batch No. AD-319/1 did not induce any
significant increase of gene mutation (TFT- frequency) in Mouse Lymphoma L5178Y cells
up to the concentrations of 10 and 20 pg/mL in the absence and in the presence of hepatic
microsomal enzymes, respectively, in two independent experiments.




7) additional /
toxicity studies:

antigenicity /
(antibody
formation)

immunotoxicity  /

study of /
mechanisms of
action

drug dependance /
metabolite toxicity /

toxicity of
impurities

other i

5. Conclusions on  Pharmacodynamic, pharmacokinetic and toxicological properties of telmisartan,

preclinical study  amlodipine and HCTZ are well known. No further non-clinical studies are
required. Abridged applications avoid the need for repetitive tests on animals.
The non-clinical overview is based on our studies and review of data available
in several scientific databases or published in relation to the active ingredients.
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Jlonatok 29

1o [Topsaaxky npoBeieHHS eKCIePTH3U peecTpalliifHuX MaTepiaiiB Ha JIKApChKi
3aco0u, 1110 NOAIOTHCS Ha JEPIKaBHY PeecTpalliio (IiepepeecTpaiiiio), a Takox
EKCIIePTH3H MaTepialiB [IPO BHECEHHS

3MiH JI0 peecTpaniiHuX MarepiainB

MPOTArOM il peecTpaniinoro nocsigueHHs (MyHKT 4 po3ainy [V)

3BIT PO JOKJIHIYHI JOCITIKEHHS

1. Ha3pa Tenmicta® Tpio (Tenmicapran/aMao Ui H/TIAPOXIOPOTIA3KU), TAOIETKH,
nikapcbkoro 3acody 40 mr/5 mr/12,5 mr, 80 mr/10 mr/12,5 mr, 80 mr/10 mr/25 mr, 80 mr/5 mr;
(3a HAsIBHOCTI - 12,5 mr

HOMED

peecTpaniiHoro

MTOCB1TYEHHS)

1) Tun nikapeskoro  Jlikapebkwuid 3aci6 3 ¢ikcoBano KoMOiHAIED
3aco0y, 3a AKUM
npoBojuIacs abo
IAHYETHCS
peecTpartis

2) npoBesieHe o TaK 0 Hi SKIIO Hi, O0rpyHTYBaTH
JIOCITIKEHHS:

2. ®apMOKOJIOTis:

! < . . S » R .
1) nepBunHa Brums 1Box coseii amiioinmiHy Ha CUCTOTIYHHM apTepialbHIH THCK Y IIYPiB
dbapMakoguHaMika 31 CIIOHTAHHOKO TiNEPTEH3IE0

8.0. BAICHOBKHW

+ AwmnoauniHy maneat Ta Gecunar B ycix o6paHux go3ax (1, 3 Ta 10 mr/kr) 3Hnxkysanu
CUCTONIYHUA apTepianbHWil TUCK Y LLYPIB 3i CNOHTAHHOK FiNepTeH3Ien NOPIBHAHO 3
CAT Ha suxigHOMY piBHi nepej BBeAEHHA npenapary.

* Amnoauniny manear Ta 6ecunar y 403i 3 mr/kr 3HauHo 3HmwkyBanu CAT Big 2-i 4o 6-
1 roguHK focnigy NOPIBHAHO 3 TBAPUHAMMW KOHTPONBLHOT MPYNMU.

* Hamnbinbwe 3HmxenHa CAT cnoctepiranoce nicna esegeHHsa o6ox conein
amnoauniny B A03i 10 Mr/kr. 3HWKEHHA cnocTepiranock Mg Yac pocnigy (24 roa)
npnbnusHo Ha 30% Ta gocsrno niky 35 % Yepea 5 roawH Nicna BBEAEHHA npenapary.

* [ina oBox conei aMmnoAuniHy cnocrepiranack 3anexHicTb «403a-BiaNoBiaby.

PeaynbTati AOCNIAMEHHS NPOAEMOHCTPYBanu, LWo ammui'm‘ &aecgu
rinOTeH3MBHUM NpenapaTom Ta BiACYTHICTb Pi3HULI B aHTUrinepTeHsu E 6
amnoaunivy (ManearHux Ta 6ecunaTHux).
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2) BTOpHHHA /
(apmakoMHamMika

3) papmaxonoriyna /
Oesnexa

4) /
(bapMakoaMHaMIYHi
B3aEMOIiT

3. ®apmakokiHeTHKa:

Biamogiano no cr. 10(1) dupexrusu 200 1/83/€C, noxatkosi hapMakoKiHETHYHI I0CITIUKEHHS Ha
TBApHHAX HE MOTPiOHI. 3 i€l MPHYUHE JIOAATKOBI JOKIIHIYHI JOCII/KEHHS HE TIPOBOIHITHCE.

1) aHamiTHYHI /
METOIMKH T4 3BITH
MIOJ0 IXHBOT

nepeBipKu

2) abcopOutis /
3) po3noain /
4) meTaboJrizm /
5) BuaiIeHHS /
6) /
(papmakokiHeTHYHI
B3aEMO/IIT
(moxmiHIYHI)

7) inmni /
(hapMakoKiHeTHYHI
IOCITIIHKEHHS

4. ToKCHKOJIOTISA:

1) TOKCHYHICTB ["ocTpa TOKCHUHICTH aMJIOZMITIHY MasieaTty Ta aﬂfohﬁﬂﬁ Beow
micns epPOPAILHOTO BBEICHHS MUIIAM EPIBHK
BIAAINY PEECTP

NIKAPChKUX 3AC(§\BIB
FoHyaPOBA 0 A :



OJIHOKPATHOTO
BBEJICHHS

8. BACHOBOK

[ocnigxeHHA rocTpoi TOKCMYHOCTI NPOBOAMNM HA MWLIAX NiCns nepopanbHOro
BBElEHHA [ABOX COMeid amnoaunidy, a came amnoAunidy maneaty Ta amnogunisy
Gecunaty. KniHi4Hi 03HaKM TOKCMYHOCTI, CMEPTHICTb Ta 3MiHM Macu Tina peecTpysanu
npotarom 14 aHIB nepiogy cnoctepexeHHs. byno nposegeHo natomopdonoriyHe
AOCRIAXEHHA Ha yCiX TBApUHaXx.

MpurHiYeHHs AWXaHHA, Cepauif/3HMKEHHSA PYXOBOI aKTUBHOCTI, NiNOepekuin Ta
rinotepmia Bynu BigMiYeHi y TBapuH Yepes NeBHWIA 4Yac nicns BBEAEHHA npenapary.
BinbwicTe TBapuH 3arMHyno npotarom 6 roAMH nicns nikyBavHA. Y uux TBapuH
cnocrepiranuck 3miHu 3 GoKy LWNYHKOBO-KMLLKOBOro TpakTy. OBuaei coni amnoguniny He
3MIHIOIOTE 3aranbHUiA CTaH Ta NOBEAIHKY TBapWH NPOTATOM HACTYNHUX AHIB, a y
naTomopcponoriyHOMY AOCHIAXEHHI Ha TBapUHAaxX, AKI BUXUNW HanpukiHui nepiopy
CnocTepexeHHs, He cnocTepiranock po3anajis, Noe'A3aHnx i3 BBeAeHHAM npenaparty. Mix
ABOMa CONMAMW aMNOAWMiIHY He CnocTepiranoch BiAMIHHOCTEW y KNiHIYHMX O3HaKax
TOKCMMHOCTI Ta MakponaTonorii.

36inblUEHHA MacK Tina 3MeHLMNOCh NULLe Y MULLeR, AKUM BBOAWNKA amnoguniHy
Manear Ha AeHb 3 nicns BBEAEHHA npenaparTy.

Bpaxosyoun pospaxosaHi 3HaveHHA LDso Ta AOBipYi iIHTEPBan®, He cnocTepiranock
BiAMIHHOCTEW Y TOKCUYHOCTI MidK ABOMa CONAMU amnoannidy Ta cratTio. 3HayeHHsa LDsp
amnoaunivy maneaty craHoBunu 16,3 mr/kr y camuie ta 18,3 mr/kr y camuus. Micna
BBejeHHA amnoauniby Gecunary aHadeHHa LDsg ctaHoBunu 30,7 Ta 44,0 mr/kr y camuis
Ta camuupb BignNoBIAHO.

Bpaxosyiouu oTpumani 3HayeHHsa LDsp, MoxHa 3pobuTu BUCHOBOK, Wwo obuasi coni
amnoAuniHy € BUCOKOTOKCUYHUMM 415 MULLIEIA NICNA NEPOPAanbHOro BBEAEHHS.

["ocTpa TOKCHYHICTE aMJIOIMITIHY MajieaTy Ta aMJIOAUMNiny Oecunary micis
BHYTPIIIHBOBEHHOI0 BBE/ICHHS MUIIIAM

8. BUCHOBOK

[ocnigxeHHsa rocTpoi TOKCUMHOCTI NPOBOAUNN HA MULLAX NICNA BHYTPILUHLOBEHHOTO
BBEIEHHA [ABOX CONei amnoauniHy, a came amnogunivy ManeaTty Ta amnopunivy
Gecunaty. KniHiuHi 03HaKM TOKCMYHOCTI, CMEPTHICTb Ta 3MIHW Macu Tina peecrtpysanu
npotarom 14 pHiB nepiogy cnocrepexenHa. byno nposeseHo natomopdonoriyHe
AOCNIAXEHHA Ha YCiX TBapuHax.

MpUrHiYeHHA AUXaHHA, Cefauisi/3HUKEHHA PYXOBOI aKTUBHOCTI, ninoepekuis Ta
Tpemop Bynu BigMiyeHi y MuLen oapasy nicns BBeAEHHA npenapaty. TBapuHu 3aruHynu
npoTAromM 3-15 XBUNKUH NicnsA NikyBaHHA.

Maronorivxi 3MiHK, NOB'A3aHI 3 NikyBaHHAM, BKNIOYANK CTilkud Habpsk nerexie Ta
nerxke/nomipHe ra3oyTBOPEHHA B TOHKIWA, CNiNiA Ta TOBCTIN KLU Y TBAPWUH, AKI 3arnHynn
yepes NeBHUW Yacy nicnA BBEAEHHA npenapaty. IHWUX CepHo3HWX 3MiH, NOB'A3aHuUX 3
nikyBaHHAM, He Byno 3apeecTpoBaHo nij Yac posTuHy ByAb-AKOT TBAPWUHM, AKa noMepna
abo BwKUNa 40 NPUNUHEHHA A0CNIAKEHHA.

36inblueHHA Macu Tina y TBapwuH, sikMm BBOAMNM 0oBWABI coni amnoaunivy, He
3a3Hano BNAWBY, KPiM TOro, 30iNbLWEeHHA CNOCTePIranocs y CaMuis MULLIEA, AKUM BBOAKUNK
HaiHWwKYY A03y amnoaunivy Gecunary.

Xoya amnoauniny 6ecunar 6ye aelo GinbLU TOKCUYHUM, HX ManeaTHa Cinb, a camuj
Oynu Ginbl YyTAMBAMW, HDK Camuui, He cnocTepiranock CyTTEBUX BiAMIHHOCTER Y
3HaveHHax LDsy npu BpaxyBaHHi f0BIpUYKX iHTepBanis.
3aranom He cnocrepiranock BiAMIHHOCTER Yy rOCTPiii TOKCWMHOCTI MK ABOMa CONSMM
amnoAunniHy, Wo BHYTPILUHEOBEHHO BEBOAUNK MULLIAM,
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I'ocTpa TOKCHYHICTH aMJIOIMITIHY MaJleaTy Ta aMJIoquIIiHy Oecuiiary micis
MepOPaIbHOTO BBEICHHSA LIy pam

8. BUCHOBOK

[HocnipxeHHA rocTpoi TOKCMMHOCTI NMPOBOAWUNKU HA MULLAX NICNA NepopansHoro BBeAeHHA
ABOX COnei amnoaunivy, a came amnogunity maneary Ta amnoaunidy 6ecunary. KniHiuHi osHaku
TOKCMMHOCTI, CMEpPTHICTE Ta 3MiHM Macu Tina peectpyBanu npoTarom 14 AHiB nepiogy
cnocrepexeHHa. Byno nposejeHo natoMopgonoriyHe A0CNiAKEHHA Ha YCiX TBapUHax.

MpurHiyeHHA AUXaHHA, ceaauis/3HUKEeHHA PYXOBOI akTWBHOCTI, Ninoepekuin Ta rinotepmis
Bynu sigmiveHi y TBapuMH Yepes nNesBHWn Yac nicns eeeaeHHs npenapaty (0,5-1 rog). BinbuwicTs
LypiB 3arnHyno npotarom 6 rogunH nicna nikyBaHHA. Y uux TBapuH 6ynu BigmiveHi Habpsk nerexis
(Ha dhoHi BUAINEHHs 3 HOCA Ta 3aknajeHocTi Hoca), 30iNbLIeHHA PO3MIpIB LWNYHKa 3 HabpAKOM
cnu3oeoi 060NOHKM, IKTEPUYHUIA BOAAHUCTUIA BMICT BEPXHLOrO BifAiny TOHKOI KULLIKW Ta 3acTiiHi
ABULLA Y NOPOXHWUHI TiNa Ta rpyAHIA KniTUi.

Y Kinbkox wWypis, AKi 3ariHynu NPOTArOM HAaCTYNHUX [HIB, CNOCTEpiranoch NOriplUeHHs
3aranbHOro CTaHy, 30Kpema, NinoepeKyis, 3aauwika, BACHAXXEHHA, PO34YyTUI XWUBIT Ta iHoAi Aiapes.
Mig yac po3TnHy y HUX Gyno BCTAaHOBNEHO 3HEBOAHEHHA, a LWNYHKOBO-KULLKOBWIA TPAKT 3a3HaB
TOKCHuHOT Aii. Kpim Toro, BusiBNeHo HabpAKkoBY pPiAuHY 3 KPOBOBUMMBOM Y NereHi, Bupasky
NOPOMHLOT KULLKW, BUPAXKEHY aTPOilo CeNnesiHkK, TUMYCY Ta AOAATKOBUX CTATEBUX 3aM103 camuis.

Y TBapuH, 3abuTuUX HanNpUKiHLUi AOCRIAMXEHHSA, CNOCTEpiranock HeBenuke pPO3TArHEHHS
NOPOXHLOT KWWK 3 HagMIpHWM BMICTOM Y camuiB, siKi Bwxunu Ta sikum BBogunu 370 mr/kr
amnoaunivy maneary. |HWWMW MaKponaTonoriasMu, BUABNEHUMI AK Y LUYPIB KOHTPONbLHOI rpynu,
Tak i y wypis, skum BBoAWNKM npenapat, Bynu hOHOBI CNOHTaHHI ypaXeHHs.

3aranom Mix ABOMa CONAMW amnoAWUNiHY He CNocTepiranock BIAMIHHOCTENR Yy KNiHIYHMX
03HaKax TOKCMYHOCTI Ta MakponaTonorii.

36inbleHHs Mack Tina y camuiB wypis, Akum BBOAWNKM 0BWABI Coni amnoguniHy, 3HauHo
3MEHLLYBanock NOPIBHAHO 3 TBApWHaAMU KOHTPONBHOI rPYNKW NPOTArOM YCbOro Nepiogy
CNOCTEPEXEHHA, TOAI AK Y CamuUb Lypis 36inbleHHA Mach Tina 3as3Hano AeL0 MeHLIOro Bnusy.

PospaxoBaHi 3HaueHHs LDs; He npojeMOHCTpyBanu BIAMIHHOCTEA MK ABOMa CONsAMU
amnoauniny Ta mixk oBoma cratamu: 3naueHHA LDs craHoBunn 232,9 Ta 268,0 mr/kr y camuie Ta
223,5 Ta 248,4 mr/kr y camnub ANA ManeaTtHux abo 6eH3nnaTHux conei BiaNoBIgHO.

BpaxoByioun oTpumadi 3HaveHHAa LDsy, moxHa 3pobuTu BUCHOBOK, Wo oBuasi coni
amnogunivy € NOMIPHO TOKCUYHUMU ANA LLYPIB NICNA NepopansHOro BBEAEHHS.

I'ocTpa TOKCHYHICTD aMJIOUITIHY MaJieaTy Ta aMJIOJMIIiHY Oecuiary micis
BHYTPINIHLOBEHHOT'O BBEICHHS Iy pam

8. BAICHOBOK

AocnigxeHHA rocTpoi TOKCUMHOCTI NPOBOAWNM Ha Lypax Nicns BHYTPILHLOBEHHOrO
BBE/IeHHA ABOX CONer amnojunidy, a came amnoaunivy manearty ta amnoguniny Gecunarty.
KniHiYHi 03HaKN TOKCUYHOCTI, CMEPTHICTbL Ta 3MiHW MacK Tina peecTpysanu npotaroM 14 gHis
nepiogy cnocrepexeHHs. byno nposegeHo naTtomopdonoriyHe AOCAIAKEHHA Ha YCix
TBapUHax.

MpurHiveHHa auxaHHA, cefauif/3HInKEHHA PYXOBOT aKTUBHOCTI, Ninoepekuis Ta Tpemop
Bynu BigmiyeHi y wypis oapasy nicna BeejeHHA npenaparty. Lypwu 3arudynu npotarom 5-10
XBWMUH NicnA nikyBaHHA. MakpocKoniYHO BUAUMUX 3MiH, MOB'A3aHUX 3 BBEAEHHAM ManeaTHux
abo BecunatHux coneit amnoauniHy, He Byno 3apeecTpoBaHo nig Yac po3TuHy GyAb-AKoro
wypa, akuii nomep abo BUKMB A0 NPUNUHEHHS JOCHIAXKEHHSA.

36inbleHHA Macy Tina y TBapuH, AKAM BBOAWUNK 0BMABI CONi aMnoauniHy, He 3asHano
BNAWBY.

PoapaxosaHi sHayeHHs LDsp He NpoaemMoHCTpYBanu BiAMIHHOCTE! MDK ABOMAa COMAMM
amnogunidy Ta mik oboma cratamn: 3HayeHHs LDso cranoBunu 9,1 Ta 8,9 mr/kr y camuis Ta
=10 Ta 11,5 mr/kr y camuub ans maneatHux abo GeHsunaTHux conei BignosigHo.

2) TOKCHYHICTb IpH  AMJIOMIIHY Masiear: JIoc/iKEeHHS 3 METOIO A,0TLTHM a3k
MOBTOPHOMY Ha IIypax SPYIRG f lb

BBEJICHHI BIﬂ}][ngEP[.L i
5. BUCHOBOK NTKAPCbHHY

HocnigxeHHAs 3 METO BU3HAYEHHA ONTWMANbHOI 403K aunm Y, eary,
nepopancHO BBOAWNIW NPOTAroM 14 AHIB, NPOBOAMNM Ha wWypax '3 QM ﬁ auenkh
MaKCUManbHOI NePEeHOCUMOT 03K Y 3-MICAYHOMY A0CNIANEHHI TOKCUYHOCTI. Kpim Toro, 3pasku
nna3mu1 KPoBi, B3ATI Y TBAPKH Y Pi3Hi MOMEHTH Yacy nicnA BBeAEHHA nNpenapary, aHanisysanu
3 METOI BU3HAYEHHA KOHLEHTPaLii pevoBWHM Ta OTPUMAHHA ONTUMAanbHOTO MOMEHTY Yacy
Ans 3a6opy KpoBi y 3-MIiCAYHOMY A0CNIAMKEHH] TOKCUYHOCTI.

Y wypis, siki otpumyBanu 45 Ta 60 mr/kr/ao6y amnoaunity maneary exe nicns 2-i 4oan,
3MEHLUWNOCH CNOXWBaHHA KOpMy. MPOTArOM HACTYNHWUX AHIB CNOCTEpIranuch COHNMUBICTL Ta
BucHaxeHHA. Kpim Toro, cnocrepiranucs ninoepexuis, NopyLUEHHA NOCTaBM Ta 34YTTA XUBOTA



3 rinoTepmicio. TBapuHK 3 TaKUMKU CUMNTOMAMKU MMHYNIM NPOTArOM 4-12 AHIB NiCNA novaTky
NiKyBaHHA.

PesynbTaT po3TMHy TBapuH NPOAEMOHCTPYBanW, WO TOKCWMHA AiS amnojunivy
maneaty Gyna obmexeHa TOHKMM KULLEYHUKOM NULLIE Y LypiB, SKUM BBOAUNK 03K 45 Ta 60
mr/kr/poBy. Camui wypie 6ynu Ginbw yyTnUBUMK, HDK camuui. EHTEepuT BBaXasca He
OCHOBHUM eeKTOM NiKyBaHHA, a CKOpIlLe O3HaKOI 3aTPUMKW Yacy TPaH3UTY Yepes TOHKY
kuMwKy. 3atpumka TpanauTy cnpuana 6 3binsweHHio nokaneHoi abcopbuii piAUHKM KMLIKOBOTO
BMICTY Yepe3 NOJOBXEHHA TPWBANOCTI KOHTAKTy 3i cnu3oBolo obonoHkow. lMporpecyioya
AWnaTauis morna npu3BecTM A0 iWeMii KULIEYHWKY 3 HaAMIPHUM PpOCTOM KULLUKOBWX
rpamHeraTuBHux GakTepiil Ta, AK HACNIA0K, CENCUCOM Ta CMEpTIO TBapuH.

36inbwenHa macu Tina y wypis, skum BBoagunu 45 Ta 60 mr/kr/goby amnoaunivy
Maneary, 3Ha4yHO 3MEHLLYBanNOChk NOPIBHAHO 3 TBAPUHAMK KOHTpONbHOT rpyni Ta Byno GinbLu
HDK Ha 30 % HWKYMM, HDK y KOHTPONbHIA rpyni. Y TeapuH, sikum BBoaunu gosu 15 1a 5
mr/kr/poBy, 36inbweHHs macu Tina 6yno Ha 7-12 % 1a 5-7 % HwKYe, HiX Y KOHTPONbHIW rpyni.

AHania metoaom BEPX 3paakie nnasmu kposi NpoAeMOHCTPYBaB BUCOKY BapiabentHicTs
KOHUEHTpauii amnojunidy npuW BCiX MOMEHTax 4acy Ta jo3ax. Bpaxosywuu oTpumadi
pesynbTaTtv, MOMEHT 4acy Bubipkm 3 roauHu € Haibinbw NPUAHATHAM ANA 3-MICAYHOro
AOCRIAKEHHSA.

BpaxoByioun pesynbTaTi, OTPUMaHI ¥ AOCNIAXKEHHI 3 METOK BU3HAYEHHA ONTUMAaNbHOT
034, MaKCUmManbHa nepeHocuma poaa craHoButb 15 mr/kr/aoby. Lia gosa Byae Haieuwo0
AO30K Y 3-MICAYHOMY AOCRIAKEHHI TOKCMYHOCTI BaraTokpaTHOro BBEAEHHA npenapary.

TokcukokiHeTHYHE JTOCIIIKEHHS IIPH TOBTOPHOMY BBEJICHHI aMJIOIUITIHY Ha

ITypax

MoxHa 3pobuti BucHOBOK, WO oBuaBi coni amnogunity BigHOCHO Aobpe nepeHoCATHCA
wypamu. Jluwe HaikBua BBeAEHa A03a npurHivysana 36inbLUeHHA Macw Tina, TOAI AK 3MiHK
YHKUIT NeYiHKN Ta HUPOK, Lo BBAXaNWUCh TUMHACOBUMK 3MiHaMK Aeakux BioximiyHux napameTpis,
Bynu cnpuymHeHi Tpusanum BBeaeHHsM oBox coner amnoaunidy. KoHueHTpauis npenapary 8
nnasmi kpogi 36inbLUyBanack 3anexHo Bij A03M Ta Yacy, Lo BKa3ye Ha HakonuyeHHs obox conei
amnoaunidy nig 4ac GaraTokpaTHOro nepopansHoro BBeAeHHA. BBefeHHs ChnpuyuHUNO
MopdbonorivyHi 3MiHU B HaAHWPKOBIK 3an03i. TokcuuHa 4is Aewo Binbl BUpaXeHa y TBapuH, AKUM
BBOAMNKM BGEH3UNATHY Cinb aMNOAMNIHY, @ CaMuLi LUypiB Bynu MeHL YyTNUBUMK, HDK camuy.

BpaxoBylouu yci BuLie3asHa4yeHi peaynbTaTu, MOXHa CTBEpAXYBaTu, LU0 033, WO He
BUKNUKAE PO3BUTKY cnocTepexysaHux edektie (NOEL) ans amnoaunivy maneaTy craHoBuTb 6,0
mr/kr/poBy, a Ana amnoauniny 6ecunarty — 2,4 mr/kr/poby.

Jlocmi/pKeHHs] TOKCHYHOCT] IPH IIOBTOPHOMY BBEICHHI aMIIOIHITIHY Maeary

Ha OIypax

8. BUCHOBOK

HocnigeHHn TOKCUYHOCTI GaraTokpaTHOro BBEAEHHA amnoAuniHy maneaTy NpoBOAUNK Ha
Wwypax nicns nepopaneHoro BeeaeHHs Ao3 3,125, 6,25 ta 12,5 mr/kr/poby npotarom 180 gHig
nocnin..

3aranom cTaH TBapuH Nif Yac AocnifxeHHs GyB 3a0BINbHUM HE3aNEXHO Bij BBEAEHO!
Ao3n. Xoya Jeski KNiHIYHI O3HaKM TOKCUYHOCTI (ninoepekuis, rinoTEpPMIA, XpoMoAakpuopes,
anoneuis, ApiGHI NyLWeHHA Ha Pi3HUX yacTuHax Tina) Gynu Bia3HadveHi y HEBenwukoi KinbKocTi
TBapWH, BOHU He Bynu nos'A3aHi 3 NikyBaHHAM.

Jvwe Hahsuwa fo3a amnogunidy maneaty (12,5 mr/kr) npurdivyeana 36inblUeHHA macy Tina
wypis. Camui wypis 3asHanu 6inbLworo BNAMBY, Hix camuuli, ockinbkn 36inblieHHs macK Tina y ujiel
CTarTi 3Ha4HO 3MEHLLYBAnoCk NPOTArOM YCbOro Nepiogy AOCNIAMEHHS, TOAI AK Y caMuLb Ueil edexT
cnocTepirasca nuwe Ha AeHs 30, 150 Ta 180.

lemaTtonoriydi aHanian 3paskie KpOBi NPOAEMOHCTDYBanu, WO 6-MicAYHE BBEAEHHSA
amnoaunidy maneaty LWypam MOXe BNAWBaTW Ha KiNbKiCTe epuTpouuTiB Ta TpomGouuTie
(nepeBaxHO y HalBULLMX A03ax), ane BinbLWICTb LMX 3MiH BBXaOTbCA 060POTHUMM.

BioxiMi4Hi aHanisu NpoAEeMOHCTPYBaNKU 3MiHW KOHLEHTPaLii eNeKTPoniTiB y CUPOBaTLi Kpe!
TUMYACOBE 3HWKEHHS aKTUBHOCTI (DEPMEHTIB, 3HWKEHHA PIBHA rMIOKO3W B CUpPOBATLi KDOEH
NiABULLEHHA KOHUEHTpaLil Ce4OBUHU B CHPOBATUI KPOBi y Wypis obox craTeid. Lli amiHu 848
Ha AiypeTuyHy Ail0 npenapary Ta nuwe Ha HeaHauHi pyHKUioHanLHI 3MiHKM HUPOK Ta n
Crocrepiranoce CyTTEBMX BIAMIHHOCTEN B aHanisax cedi MDK KOHTPONLHOKW rpynoio Ths
NiKyBaHHA, TOMY TOKCUMYHY Ail0 aMNoAWNiHY ManeaTty Ha HUPKW/Ce4OBMBIAHI LNAXK NijTE
He BAANOCh. =

OcHoBHWiA edekT, NOB'A3aHWiA i3 npenapaToM, BUABNEHWA B pamkax natomopdo
AOCHIZKEHHRA, NONArae y 3MiHi mopdonorii Kopu HaAHUPKOBKX 32103 ianasjnano rinéptpoi
KNITUH KNyBOUKOBOI 30HM y A03ax 6,25 Ta 12,5 mrikr/aoby. l‘inepnifii%aa& ik R
yCix BUNajgkax, a TAKKICTb He BBaxanachk pososanexHow. OaHak camui wypie 6
YYTAMBUMKW 40 aMNofuniHy Mmaneary, Hbk camuui wypis. Kpim Toro, i %ﬁ%ﬁ e
Macu HagHWPKOBUX 3ano3 y wypis y Ao3i 12,5 mr/kr/aoby. He cnoaT :fJfﬂ aKkpo
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3)
F€HOTOKCHYHICTE:
in vitro

noB’A3aHe 3 amnoANNIHOM. IHLWI BIAMIHHOCTI Y BIAHOCHIA Maci opraHie MK KOHTPOMLHOIO rPYNo
Ta rpynoio nikyeaHHA Gynn CTATUCTUMHO 3HAYYLUMMMW, ane BOHW BBAXAaNWCb BUNAAKOBUMK, a He
NoOB'A3aHUMK 3 NpenapaTom, Tak Sk CNOCTepiranucs NULLE B OfHIET CTaTi Ta He CyNnpOBOAKYBaNUCs
MOPONOriYHUMK O3HAKaAMK.

MoxHa 3pobuTi BUCHOBOK, LLO aMNo4uniHy manear BiHOCHO a00pe nepeHoCuTLCA
uwlypamiu, a 403a, WO He BUKNUKAE PO3BUTKY criocTepexyBaHux edekris (NOEL) ans amnoguniny
maneary B 6-MiCAMHOMY AOCNIAXKEHHI TOKCUYHOCTI cTaHoBUTL 3,125 mr/kr/aoby.

Tenmicapran Ta amnoaumi: 13-THKHEBE TOCTIKEHHS NEPOPATILHOL
TOKCHYHOCTI Ha IIypax

5. BHCHOBOK

TenmicapTad Ta aMIOJMITIH, 10 BBOAWIM IlypaMm Y koMOiHalii oguH pa3 Ha 100y
yepes 30HA y no3ax 3,2/0,8, 10/2,5 abo 40/10 mr/kr/noby BinmoBiaHo npotsrom 13
THXKHIB, HE IIPOJIEMOHCTPYBAIH HOBOT TOKCHUHOCTI MOPIiBHAHO 3 103010 40 Mr /Kr/ 100y
TeaMicaprady abo 10 mr/kr/no6y amnonumniHy, BBEIEHOI OKPEMO.

3HWKEHHS NapamMeTpiB epUTPOLIMTIB Ta 301/1bIIEHHS KOHUEHTpALlil CEeYOBHHH B MJ1a3mi
KpoBi Ta MacH HHUpoK 0e3 cymyTHbOI MaTosorii BBaXalOThCS [OB’A3aHUMH 3
naroiorivHo nocuieHuM GapmakoauHamiuHuMm edextom. LI edextn € Kiac-
cnenndivHuMKu  edeKTaMH TNpenapariB, 1O BIUTMBAlOTH HA PEHiH-aHTiOTEH3HH-
anpocTepoHoBy cuctemy (PAAC), Takux sik 6110KaTOpH peLenTopiB aHriOTEH3HHY Ta
inribiTopn auHrioreH3MHNepeTBOpIOBANLHOIO (depmenty (AIID), Ta 3ymoieHi
6J10Ka/I0K0 epHTPOIIOe3y, CTHMYJILOBAHOTO aHTioTeH3HHOM 11

Ha ocHoBi 3MeHmeHHsi 30inblIeHHA Macu Tila Ta MATOJOTIYHO MOCHIEHOTO
(hapmakouHaMivHoro edexty 103a, 10 HE BUKJIMKAE PO3BUTKY CIIOCTEPENKYBAHMUX
edexris, craHouna 10/2,5 mr/kr/pody TenMicapraHy/amioaumniny, Ta y Takii mosi
CHCTeMHa eKcrno3uuis XxapaktepusyBanach Cmax Ta AUCo.; 370/45 nr/mn ta 4605/387
Hr.ro/Mn is camiie Ta 385/51 ur/mn ta 692 1/459 Hr.roa/mi Uit camHLb BiAMOBIAHO
Ha THKHI 13.

Ilpn BBeaeHni womGinauii Teamicapranw/amMnoaunid He crnocrTepirajioch HOBOY
TOKCHYHOCTI, a BigmiHHOcTI y cTyneHi edexTiB mixk KombiHauiero Ta
MOHOKOMMOHeHTAMH Oyan He GinbmIMMHM, HiK moxkHa Oyso 6 ovikyBaT Bin
OTPHMAaHOrO AoAaTKoBOIo edexty. Takum ynHoMm, npodine Gesnexkn kombinauii
B OCHOBHOMY Noi0HHH 10 npodia0 MOHOKOMIIOHEHTIB.

Tect Eiimca na 3BopoTHy MyTaito Salmonella typhimurium coui
aMJIO/IMITIHY MaJieary

8. BUCHOBOK

JocipkyBaHuii npenapart, cink amaoAuMiHy Maneary, 6yB po3unHaumM y JIMCO
110 koHueHTpauii 50 Mr/mn Ta OyB TOKCHYHMM s wTaMiB Salmonella typhimurium TA
100 y wonuenrpauiax 40-200 mkr/gamka Iletpi Ta BMine, Ak Oyno 3a3Ha4yeHO Yy
nonepenHsoMmy aHanisi. [lepmmii ananis MyTareHHOCTi, NpoBejeHHH Ha wWTAMax
Salmonella typhimurium TA97, TA98 TA100 Ta TA102 y xonueHTpauisx 6,25, 12,525,

é\‘i |

koHueHTpauii 50 mkr/uamka [lerpi, ToMy KOHIEHTpaUIl M 4ac APYroro amy

50 ta 100 mxr/vamka [leTpi, nponeMOHCTPYBAB TOKCHYHY Jil0 IITaMy

3HWKEHI Ta HabMKeHi 10 TOKCHYHOI KOHUEHTpALii. Hgpp [nm_mic gp
cranoBwiu 9.9, 14,8, 22,2, 333 1a 50 wmkr/gamka Ilerpi. AH#EFMV

npoBeneHuit Ha wramax Salmonella typhimurium TA9% G’%«%$@'¥B«IOOP{£ 9%

meTaboNiYHOK aKTHBaLiclo Ta 6e3 Hel, He CIPHUMHAB TOYKOBHX MY epel
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in vivo (BKIIOYAIOYH
JI0/IaTKOBY
TOKCHKOKIHETHYHY
OIIHKY)

OCHOBM a00 3CYB paMKH B F€éHOMi LILOTO OpraHi3My. Pe3ynbTaT NeMOHCTPYIOTH, IO 3a

YMOB aHaJTi3y JOCIiDKYBAHUIH Npenapar He € MyTareHHuM s Salmonella typhimurium.

Tecr Elimca Ha 3BopoTHy MyTanio Salmonella typhimurium coui
amyiouIiey Oecuiary

8. BUCHOBOK

JocnimpkyBanuit npenapar, cijib aMJIoAnmiHy Maneary, 0ys pozunnauM y JIMCO
1o KoHueHTpauii 50 mr/mn ta 6yB TokcHYHHM s wtaMiB Salmonella typhimurium TA
100 y xonuentpaumisx 40-200 mkr/samka [letpi Ta Bume, sk Oyno 3a3HaueHo y
nonepeAnboMy ananisi. [lepmmii aHanis MyTtareHHOCTi, NpOBENEHMI Ha IITAMax
Salmonella typhimurium TA97, TA98 TA100 Ta TA102 y koHueHTpauisx 6,25, 12,5, 25,
50 ta 100 mxr/gamka [letpi, npoaemMoHCTpyBaB TOKCHuHy mil0 mramy TA 97 vy
KoHUeHTpauii 50 Mkr/uamka [leTpi, ToMy KOHUEHTpaLIl MiA 9ac APyroro aHamizy Oyim
3HIKeHI Ta HaOmmKeHi N0 TOKCHYHO! KOHUeHTpauii. J[03u mim ¥ac ApYroro aHanisy
cranopuau 9,9, 14.8, 22,2, 333 Ta 50 mkr/gamka Iletpi. AHani3 MyTareHHOCTI,
nposefeHuii Ha mramax Salmonella typhimurium TA97, TA98 TA100 ta TA102 3
MeTaboNiuHOI0 aKkTHBalielo Ta 6e3 Hel, He CIPHYMHAB TOUYKOBHX MYTALil Yepe3 3MiHu
0CHOBHM a00 3CYB paMK{ B I'eHOMi 1IbOr0 OpraHismy. Pe3ynsTaTté JEMOHCTPYIOTh, L0 3a

YMOB aHali3y NOCIiIKyBaHHI npenapar He € MyTareHHUM s Salmonella typhimurium.

JlocnipkeHns 31aTHOCTI AociipKyBaHoro npenapaty AMJIOJWIIIH, xox K-
2000, cepist Ne S-8699 inaykyBaTi reHHY MYTAIUIO B JTiHIT KIITHH MHIIAYOT
mmbomu L5178Y

BUCHOBKH

Hocnimkysanuit npenapar AMJIOJAUWIIIH, xon: K-2000; cepis Ne S-8699 ne
CIPHYMHKB 3HAYHOTO NMOCHIEHHA FeéHHOT MyTalil (4acToTa TPUGTOPTUMIAMHY) ¥ KIITHHAX
mumavoi gimpomu L5178Y mo xonuentpaniit 10 Ta 20 Mkr/mi 3a BiacyTHocTi Ta 3a
HaABHOCTi MEYiHKOBUX MIKpOCOMAaNIbHUX (pepMEHTIB, BiANOBINHO, Y ABOX HE3ANEKHHUX
AOCTigax.

JlocnimkeHns 31aTHOCTI JociipKy Banoro npenapaty AMJIOJIMIIIH, kox K-
2007, cepist Ne AD-319/1 innyKyBaTu reHHy MyTaliio B JIHIT KIITHH
muinaygoi mimpomu L5178Y

BHCHOBKH

Jocnimxysanuit npenapar AMJIOJUIIIH, kon: K-2007; cepis Nef#
CIPHYMHHMB 3HAYHOTO MOCHJIEHHA reHHOT MyTalii (YacToTa TpUGTOPTHMITHHY ]
muwayoi nimpomu L5178Y o kouuentpauiii 10 Ta ﬂfﬂlﬁ)fﬁé, 3] BAEN
HAsBHOCTI MEYIHKOBMX MiKPOCOMIbHMX (PEPMEHTIB, BiAMOBiAHO, [ fis

JOCTiAax. BIAainy
N1KAPCbKMX

[OHYAPOBA



4)
KaHHGPOI"eHHiCTBZ

TpUBaIi
MOCTIIKEeHHS

KOPOTKO- ab0
CEPEeIHbOCTPOKOBI
TOCITiKEHHS

IIOJIATKOBE
IOCHIiIKEHHS

5) penpoayKTHBHA
TOKCHYHICTE Ta
TOKCHYHUHN BILJIHB
Ha PO3BHTOK

' HOTOMCTBA:

BILIUB Ha
(bepTHIBHICTH Ta
paHHi# pO3BHTOK
eMOpioHy

eMOpIOTOKCHYHICTE

IpeHaTabHa Ta
[IOCTHATAILHA
TOKCHYHICTh

IOCIIDKEHHS], B
AKHX TIpenapar
BBOJISATH TTOTOMCTBY
(TBapuHaM
JUTSYOTO BIKY)
Ta/abo OILHIOTH
JIOBFOCTPOKOBI
epexTn

6) miciiera
EPEHOCHMICTh

H
BfﬂﬂlﬂyEP

”lHAPCbHHE
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7) noaarkosi
IOCTIDKEHHS
TOKCHYHOCTI:

AHTHTeHHICTh
(yTBOpEHHs
AHTHTLI)

IMYHOTOKCHYHICTE  /

JOCIIKEHHS

MEXaHI3MIB il

niKapchKa
3AJIEKHICTh

TOKCUYHICTH
MeTaboIiTiB

TOKCHYHICTH
IOMIIIIOK

=1

5. BUCHOBKH
ITOKJIHIYHOTO
IOCIIIKECHHS

3asBHHUK
(BmacHUK

peecTpaniiHoro

MTOCBITYEHHS)

(PapmakoauHaMi4Hi, (papMaKOKiHETHYHI Ta TOKCHKOJIOTI4HI BIACTHBOCTI
TeIMicapTaHy, aMJIOJUIIIHY Ta ripoxiopoTiasuay BuBdYeHi. HeobxinmicTs B
IPOBE/IEHH] MOAANBIINX JOKTIHIYHUX JOCTi/DKeHb BiacyTHs. CKopodeHi
3a5BKH JO3BOJIAIOTH YHUKHYTH HEOOXIHOCTI MPOBEICHHS MOBTOPHUX
nocnigiB Ha TBapuHaX. Oris AOKTIHIYHEX JaHWX 3aCHOBAHHH Ha
pe3yJibTaTax HallMX JOCIiHKeHb Ta OrJIsiIl IaHWX, HAABHHX Y KiJTbKOX
HayKoBHX 0a3ax JaHuX abo omyOIiKOBaHUX MO0 JIFOYUX PEUYOBHH.

(miamuc)

Sus Penens (Janja Recelj) (iM'st Ta mpi3Bume)

LWramn: «KPKA
KPKA,

TOBapHa 34pasin, 4.4.,
Hoso mecTo

6201»




Annex 30

to the Procedure of registration materials examination of medicinal products,
submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section IV)

Clinical research report
1. Name of Telmista® Trio (telmisartan/amlodipine/HCTZ)
medicinal product
(if available — 40 mg/S mg/12.5 mg tablets
number of
registration 80 mg/5 mg/12.5 mg tablets
certificate):

80 mg/10 mg/12.5 mg tablets

80 mg/10 mg/25 mg tablets

2. The applicant  Krka, d.d., Novo mesto

3. Manufacturer ~ Manufacture of finished product, primary packaging, secondary
packaging, batch control and batch release:
Kirka, d.d., Novo mesto
Smarjeska cesta 6
8501 Novo mesto

Slovenia




4. the undertaken
study:

1) the type of
medicinal product
for which the
registration was
made or planned

5. Full name of

clinical research,
coded number of
clinical research

6. Phase of
clinical research

7. Time frame of
clinical rescarch

8. Countries
where the clinical
research was
conducted

9. The number of
persons under
investigation:

10. Purpose and
secondary

objectives of the
clinical research

11. Clinical
research design

12. Main
inclusion criteria

0 yes 0 no i not explain

telmisartan/amlodipine/HCTZ 80 mg/10 mg/25 mg tablets

An open label, balanced, randomized, two-treaiment, two-sequence, two-
period, single oral dose, crossover, bioequivalence study of two products of
telmisartan/amlodipine/HCTZ 80 mg / 10 mg / 25 mg tablets in healthy, adult,
male subjects under fasting conditions

Sponsor project No: 21-718

Phase [ (bioequivalence)

From 26-May-2022 until 23-June-2022

India

planned: 70 were planned for inclusion, randomized and enrolled into the study

actual: 67 subjects completed the study

Assesment of bioequivalence of the test and reference products

An open label, balanced, randomized, two-treatment, two-sequence, two-
period, single oral dose, crossover, bioequivalence study of two products under
fasting conditions

Main inclusion criteria were:

Non-smoking, healthy, adult, male volunteers between 18 and 45 years of age
(both inclusive), having a Body Mass Index (BMI) between 18.5 and 30.0
kg/ma2 (both
inclusive), were able to understand and comply with the study procedures agfde




13. Test medicinal
product, method
of administration,
strength

14. Reference
substance, dose,
method of
administration,
strength

15. Concomitant
therapy

16. Efficacy
evaluation criteria

17. Safety
assessment
criteria

18. Statistical
methods

having given their writien informed consent were checked in for the study.
They did

not have any significant diseases or clinically significant abnormal findings
during

screening, medical history, clinical examination, laboratory evaluations, 12-
lead

ECG and chest X-ray (posterior-anterior view) recordings.

Telmisartan / Amlodipine / HCTZ 80 mg /10 mg/25 mg tablets
Manufacturer: Krka, d. d., Novo mesto, Slovenia, EU

Batch No.: SK1570

Batch Size: 600000 tablets

Re-test Date: August 2022

MicardisPluse (telmisartan/HCTZ) 80 mg/25 mg tablets

Manufacturer and Marketing authorization holder: Rottendorf Pharma GmbH,
Germany, EU/Boehinger Ingelheim International GmbH, Germany, EU and
Boehinger Ingelheim RCV GmbH & Co, KG,

Slovenia, EU

Batch No.: 20B1003

Expiry Date: October 2022

NORVASw (amlodipine) 10 mg tablets

Manufacturer and Marketing authorization holder: Pfizer Manufacturing
Deutschland GmbH, German, EU/Pfizer, S.L., Spain, EU

Batch No.: EE1008

Expiry Date: December 2023

To compare the bioavailability of the sponsor’s test product with respect to that
of reference products after single oral dose administration in healthy, adult
male subjects under fasting condition and to assess the bioequivalence.

Subjects’ safety was monitored throughout the study conduct. AEs and
clinically significant deviations from laboratory tests, physical examinations
and vital signs were reported for the evaluation of safety.

Descriptive statistics are calculated and reported for the pharmacokinetic
parameters of Telmisartan, Amlodipine and Hydrochlorothiazide.

ANOVA, power, intra-subject variability and ratio analysis for In-transformed
pharmacokinetic parameters Cmax, AUCo+tand AUCo- for Telmisartan and
Hydrochlorothiazide and Cmax and AUCo-72 for Amlodipine.

90% confidence intervals for the ratio of the geometric least squares means
between

drug formulations are calculated and reported for In-transformed
pharmacokinetic parameters Cmax, AUCo+and AUCo-» for Telmisa
Hydrochlorothiazide and Cmaxand AUCo.72 for Amlodipine.

3r 1AHO 3 ONaR)
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19. Demographic
indicators of the
population study

{gender, age, race,

etc.)

20. Efficiency
results

21. Safety results

Male and female

Mean + SD
Parameter (Units) N = 70 (osed Subjects) :-:r.-sv(ns;l:j::;; :::1:;1.4 in
Age (years) 31.5+585 3144595
Height (cm) 164 .88+ 5420 164 82+ 5.524
Weight (kg) 62.061 + 8.3957 62.175+ 8.5104
BMI (kg / m?) 22.802 + 2.6458 22.856 + 2.6562

Table 3.3.1 Bloequivalence Evaluation of Telmisartan in Project No. 0084-22
{Sponsor's study code: 21.718)

Pharmacokinetic Geometric Mean Ratio

Baraster TestReference 90% Confidence intervals CV%'
AUCon 100.2 95.68 - 10494 16.1
Comax 111.2 100,39 - 123.17 36.6

‘Estimated from the Residual Mean Squares.

Table 3.3.2 Bioequivalence Evaluation of Amiodipine in Project No. 0084.22 (Sponsor's
study code: 21-718)

Pharmacokinetic Geometric Mean Ratio

Parameter TestReference 80% Confidence intervais Cvig!
AUCpr 1029 100.49 - 105.33 82
Crmmx 104.7 102.05 - 107.45 90

'Estimated from the Residual Mean Squares.

Table 3.3.3 Bioeguivalence Evaluation of Hydrochlorothiazide in Project No. 0084-22
(Sponsor's study code: 21-718)

Pharmacokinetic Geometric Mean Ratio

Paraiietor Testitetferance 80% Confidence intervals CV%'
AUCon 25 B940-9578 12.0
Comax 1004 96.15-10484 15.1

'Estimated from the Residual Mean Squares.

Three (03) adverse events were reported by three (03) of the 70 subjects, who
received at least one dose of the study drug (safety population). The breakdown
by treatment group is as follows:

One (01) AE was reported by 1.45% (N=01) of the 69 subjects who received
Treatment-R and two (02) AEs were reported by 2.90% (N=02) of the 69
subjects who received at least a single dose of Treatment-T.

The causality assessment was judged as possible for one (01) AE and as
unrelated for two (02) AEs.

Upon conclusion of the clinical portion of the study, the results from all
subjects, who completed post-study procedures including laboratory tes
vital signs measurements, confirmed the absence of significant changp#
subjects' state of health.

SFIHHOHB
BIAAINY
NIKAPCbHHKX
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22. Conclusion
(evaluation)

Applicant

The results of this study demonstrate that, the criteria used to assess
bioequivalence between the test and reference formulations were fulfilled for
Telmisartan, Amlodipine and Hydrochlorothiazide.

The test to refercnce ratio of geometric least squares means with corresponding
90% CI for In-transformed pharmacokinetic parameters Cmax and AUCo- was
within the acceptance range of 80.00-125.00% for Telmisartan and
Hydrochlorothiazide.

The test to reference ratio of geometric least squares means with corresponding
90% CI for In-transformed pharmacokinetic parameters Cmax and AUCo-72 was
within the acceptance range of 80.00-125.00% for Amlodipine.

Therefore, the Test Product-T is considered to be bioequivalent to the
Reference Product-R under Fasting condition.

(signature)

(holder of
registration
certificate)

- )

Janja Recelj (Name)
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1. Ha3pa jikapchKoro
3aco0y (3a HasIBHOCTI -
HOMEP peecTpaiiHoro
MIOCBITYCHHS )

2. 3asBHHK

3. BupoOuuk

4. TlpoBeneni
JOCJIIDKEHHSL:

1) T JiKapchKOTO
3aco0y, 3a SIKUM
npoBouacs abo
IUIAHYE€THCS peECTpaLlist

5. IloBHa Ha3Ba
KJTIHIYHOTO
JIOCIIDKEHHS,
KOJIOBaHUH HOMEpP
KJIIHIYHOTO
JOCITJDKEHHS

6. ®aza kiaiHIYHOTO
JIOCITIKEHHS

7. Ilepioa npoBeaeHH
KJIHIYHOTO
JOCIIJDKEHHS

7,

—
Jonatok 30
1o IMopsaxy npoBejieHHs eKCIIEPTH3H peecTpaLliHHUX MaTepiailiB Ha JIIKapChKi
3aco0H, 10 NMOJAIOTHCS Ha JIEPHKABHY PeecTpalliio (epepeecTpaitiio), a TaKox
eKCIIePTU3H MaTepialiB PO BHECEHHS
3MiH /IO peecTpaliifHUX MaTepialiB
NPOTArOM il peecTpaniiHoro nocsigueHns (nyHkr 4 pozaity [V)

3BIT PO KJIIHIYHE JAOCTIDKEHHS

Tenmicra® Tpio (Tenmicapran/amMIo umiH/T1IpOXIOPOTIa3u ), TabIeTKH,
40 mr/5 mr/12,5 mr, 80 mr/10 mr/12,5 mr, 80 mr/10 mr/25 mr, 80 mr/5 mr/
12,5 mr

Kpka, n.1., HoBo mecTo

Bupo6GHHIITBO rOTOBOr0 NPOAYKTY, NEPBHHHE TA BTOPHHHE
NAKYBaHHSI, KOHTPOJIb TA BHIYCK Cepil:

KPKA, n.1., Hoo mecto,

[lImap’emka mecra, 6,

8501 HoBo mecTo,

CrnoBeHis

TaKk Hi AKIIO Hi, OOIpYHTYBaTH

Jlikapcbkwii 3aci6 3 ¢gikcoBaHOIO KOMOiHAIIEIO

Binkpure 30a5aHcoBaHe paHIOMi30BaHE MEPEXPECHE TOCITIKEHHS
Oi0eKBiBAJICHTHOCTI 3 JBOMA CXEMaMH JIIKYBaHHS, 3 JIBOMA
IOCJIIIOBHOCTSIMH, 3 IBOMA NEPi0IaMH, OJJHOKPATHOTO [EPOPaIbHOTO
BBEJICHH JIBOX Npenaparie TeaMicapran/aMiioaumiH/TiIpoxIopoTia3ui,
tabnerku, 80 mMr/10 Mr/25 Mr, y 3I0pOBHX JOPOCIIHX YOJIOBIKIB
HaTIeceple

Howmep cnoncopeskoro npoekry 21-718

®a3za [ (nocmimxenns 610€KBIBA/ICHTHOCTI)
26.05.2022-23.06.2022

HE
BIAAINY

2
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8. Kpaiuu, ne
IPOBOIMIIOCS KITiHIYHE
JOCITKEHHS

9. KinbkicThb
JIOCITIJDKY BAHUX !

10. Mera Ta BTOpHHHI
1T KIIHIY9HOTO
JIOCII[DKEHHS

11. Jluzaiin KIiHIYHOTO
JIOCIIJDKEHHS

12. OcHoBHi kpuTepii
BKJIIOYEHHS

13. Jlocniky BaH#r#
npenapar, crocio
3aCTOCYBAHHS, CHJIa il

14. [Ipenapar
HOPIBHAHHS, /1034,
crnocid 3acTocyBaHHs,
cuja mil

Iupis

3aniaHOBaHa: y JOCIipKeHHs OyJI0 3alIaHOBaHO BKJIFOYUTH,
panzomisyBaTi Ta Habparu 70 y4acHHKIB

dakTiyHa: 67 y4acHUKIB MPOMIIUTH OCITIKEHHS

Oninka 6i0eKBiBaJICGHTHOCTI JOCIII/PKYBAHOTO Ta ped)epeHTHOro Ipenapary

Biaxpure 30anancoBane paHoMi30BaHe MepexpecHe JOCIiKEHHS
010eKBIBAJIEHTHOCTI 3 JIBOMA CXeMaMH JIIKYBaHHS, 3 JIBOMA
HOCJIZIOBHOCTSIMH, 3 IBOMA NIEPioaMH, O/JHOKPATHOI'0 EPOPAIBLHOTO
BBEJICHHS JJBOX IIpenapariB HaTiiecepie

OcHOBHI KpHTEpiT BKIIIOYEHHS:

310poBi, 1opociii 10OPOBOJIBLI YOIOBIHOT CTATI, AKi He KypATh, BikoM 18-45
POKiB (BKJIIOYHO), 3 iHekcoM MacH Tina (IMT) 18,5-30,0 kr/m?
(BKJIIOYHO), 03HAHOMHIIMCE Ta JOTPUMYBAIUCH MPOLEIYP AOCITIHKEHHS T4,
Ha/IaBIIH MUCHMOBY iHGOPMOBaHY 3ro/y, OyJIH BKIIIOYEHI Y JOCITi KEHHS.
VY HuX He Oy/10 cepHo3HUX 3aXBOPIOBaHb a00 KIIHIYHO 3HAYYIIHX
BUSIBJICHUX BIJIXMJICHb I1i]] 4aC CKPUHIHIY, 300py aHaMHEe3y, KIIHIYHOTO
oOcrexenns, nabopatopaux BunpoOysans, 3anucis EKI"y 12
Bi/IBE/ICHHSX Ta PEHTTEHIBCHKOTO 300paykeHHs OpPraHiB IpyAHOT KIITKH
(3a1HBO-TIEPETHS TIPOEKILiS).

Tenmicapran/amnoaunin/rizpoxiopotiazu, Tabnerku, 80 mr/10 Mr/25 mr
Bupobuuk: KPKA, 1.1., HoBo Mecto, Cnosenis, €C

Howmep cepii: SK1570

Poamip cepii: 600 000 rabnerok

Jlata noeroproro tecryBanHs Cepnens 2022 poky

Mikapauc [Imoce (Tenmicapran/rizpoxiopoTiasu), Tadnetku, 80 Mr/25
MT

BupoOHuK Ta BracHHK peecTpaliifHoro nocsiguenus: « Porrenaopd
®apma 'MO6X», Himeyuuna, €C/«bepinrep lurensxaiim [nTepHenu
I'M6X», Himeuunna, €C ta «bepinrep Iurensxaiim PCB I'm6X yua Ko.,
KI'»

Cnogenis, €C

Homep cepii: 20B1003

Tepmin npunarrocti: Xostens 2022 poky

HOPBACw® (amnoaunin), tabnerku, 10 mr
Bupobuuk Ta B1acHuK peecTpauiitnoro nocsixdenns: «[Idafze]
Menydexupin Joitunang ['M6X», Himeuunna, €C/«ITdaiisd

[cnanis, €C
Howmep cepii: EE1008 BHRHOHEPOEP
BIALINY PEECTRS
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NNIKAPCBbKHKX 3ACOB\B
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15. CynyTHs Tepamnis

16. Kputepii oniHku
etheKTHBHOCTI

17. Kputepii ouinku
Oe3nexu

18. Craructruni
METOIH

19. Jlemorpadiuni
MMOKA3HUKH

ZIOCITIIKY BAaHOT
nonysAuii (cTatk, BIK,
paca ToIo)

20. Pe3ynbraTn
e(heKTHBHOCTI

ws
{r\"\}

Tepmin npunarnocti: I'pyaens 2023 poxy

[MopiBusATH 6i10JOCTYNHICTE JOCIIIACYBAHOTO MpenapaTy CIoHcopa 3
0i00CTYNHICTIO pedepeHTHHX MpernapaTiB Mic/s OJHOKPATHOTO
MEPOPaILHOIO BBEJICHHS 3/I0POBHM JIOPOCIIMM YOJIOBIKaM HaTuieceplie Ta
OLIIHUTH O10€KBIBAJIEHTHICTb.

Be3sneka y4acHHKIB KOHTPOIIOBAIACS IIPOTATOM YChOTO JOCHimKeHHs. s
oliHKH Oe3meKH MoBiaoMIsIoch po Hebakauni seuia (HS) ta kiiniuHo
3HAYYII BIIXHJICHHS BiJ 1a00OpaTOpHUX aHali3iB, (Pi3UKATBHOTO
00CTeKeHHS Ta BUMIPIOBAHHS HHTTEBO BAXUIMBHX (yHKILIH.

OnmcoBa CTaTUCTHKA pO3paxoBaHa Ta MpeICTaBIeHa st
(hapMakOKiHETHYHMX [1apaMeTpiB TeIMicapTany, aMmJIOUITIHY Ta
I1IpOXJIOPOTIA3HLY.

JucnepciiHui aHali3, CTaTHCTHYHA MOTYXKHICTh, IHTpa-1HAMBI Ay albHA
BapiabesIbHICTh Ta aHaJi3 BIAHOCHUX MOKA3HUKIB JIIA JIorapupMidHO
nepeTBopeHuX (apmakokiHeTHUHUX mapaMeTpiB Cmax, AUCo-tTa AUCo-
IUTS TeaMicaprany Ta rijipoxiaoporiazuay 1a Cmax ta AUCo-72 uist
aMIIOTHITIHY.

90 % noBip4i iIHTEPBAIH IJIs CITIBBIIHOIMECHHS F€OMETPHYHHUX CEPEIHIX,
pPO3paxoBaHUX METO/IOM HAHMEHIIUX KBaJpaTiB, MIXK JTIKapCHKHUMHU
(dopmamMu po3paxoBaHi Ta rnpejcTaBieHi st JorapudmiuHo
nepeTBopeHuX (papmakokiHeTHYHHX mapaMeTpiB Cmax, AUCo-tta AUCo-
IUTS TeaMicapTany Ta rijpoxsoporiazuay 1Ta Cmax ta AUCo-72 uis
aMJIOJIMITIHY.

Yo10BiKH Ta KIHKH

Cepeanc 3auennn + CB
ﬂapamel:p = Sy . | N=67 (kirbKicTb yuacHukin,
(oannumni) N=70 (KiBKICTHL Y4ACHHKIB, BRIIOMEHHX Y ﬂE]JEBipKy
SAKHM BBOJH/IH Npenapar) Gloexainanenxnoct)
Bik (pokis) 31,5+5,85 31,4+£595
3pict (cM) 164,88 + 5,420 164,82 + 5,524
Maca Tina (kr) 62,061 + 8,3957 62,175 +£ 8,5104
IMT (kr/m?) 22 802 +2,6458 22,856 = 2,6562

Tabnuusn 3.3.1 AHani3 6ioekBiBaneHTHOCTI TenmicapTaHy y npoekTi Ne 0084-22 (kon
AocnigXeHHs cnoHcopa: 21-718)

CnieBigHOWeEHHA
. , cepeHiX reoMeTpuyYHUX
:’iaapma::mue'rmunu 3HaueHb 90 % pos.ipui iHTepBanu KB %'
PRunTp aocnipxysanoro/pedep
€HTHOro npenapary
AUCg.1 100,2 95,68-104,94 02 b KATGYs
G 11,2 100,39-123, 0 %. | 3663
'Po3paxoBaHo 3a METOA0M CepefHix KBaapaTia pisHuui. P 'g
§§’ ﬂo,(ya/]g
Tabnuus 3.3.2 AHanis GioekBiBaneHTHOCTI amnoauniHy y npoe 084- 22@0% §
i :21-718 e
AocnigxeHHs cnoHcopa ) 3I- I ﬂH 030 X
| ®apmakokiveTuuHmiA |  CniseigHowewws | 90 % mosibdi firlel o ] M3
= :
BIAAINY PEEC T )
NIKAPCbHAX  3ACOBIB [ / |
(/i
Fonyaprosa 0 A (/]




napameTp cepefHiX reoMeTpuYHuX
3Ha\eHb
nocnigxysanoro/pedep
| @HTHOro npenapary
| AUC .1y 102,9 100,49-105,33 8,2
Crnax 104.7 102,05-107,45 9,0

'Po3paxoBaHo 3a METOA0M CEpPeAHIX KBaApaTie PisHULI.

Ta6nuus 3.3.3 Ananis GioeksiBaneHTHOCTI rinpoxnoportiasuay y npoekri Ne 0084-
22 (kop pocnigKeHHs cnoHcopa: 21-718)

CniBBigHOWeEHHA
B cepenHix reoMeTpUYHUX
::p;::::niue'mqunn 3Ha4YeHb 90 % poBipyi iHTepBanu KB %'
P B Aocnipky BaHoro/pedep
E@HTHOro npenapary
AUCp.1) 92,5 89,40-95,78 12,0
Cinic 100,4 96,15-104,84 15.1

'Po3paxoBaHo 3a METOAOM CepefHiX KBaapaTiB piaHWL.

21. Pesynbraru Oesneku Tpu (03) nebaxani ssuina (HS) 6yno 3adikcosano y tprox (03) 3 70
YYACHHKIB, SKi OTPUMAITH [IOHAWMEHIIIe OJJHY 03y JOCIiKYBaHOTO
npenapary (Bubipka juis ouinku Oe3nexu). Posnoain 3a rpynamu
JIKYBaHHS BUTJISIAE TAKMM 9HHOM:

Onne (01) HS 6yno 3adikcoBano y 1,45 % (N = 01) 3 69 yyacHUKIB, SKi
otpumyBanu JikyBanHs R ta asa (02) H 6yno 3adikcosano y 2,90 % (N
=02) 3 69 yuacHHUKIB, sIKi OTpUMYBaJIH JiKyBaHHus T.

O1iHKy OCTOBIPHOCTI IPUYMHHO-HACIIIIKOBOIO 3B'A3Ky OYyJIO BU3HAHO
MOXxTHBOO Juts ogHoro (01) HS Ta venor’s3anoro s asox (02) HALL
[Ticnsa 3aBepiieHHs KIIHIYHOT YACTHHH JOCIIDKEHHS Pe3yJIbTaTH YCix
YYACHHKIB, SIKi IIPOMIILUIH MPOLETYPH 3aBEPUICHHS A0CIDKEHHS,
BKJIFOYAIOYH JIabOpaTOPHI aHAII3H Ta BUMIPIOBAHHS JKHTTEBO BaXKJIMBHX
(yHKIIH, TiATBEpAMIH BIICYTHICTH CYTTEBUX 3MiH y CTaHi 3/J0pOB’s
YYaCHHUKIB.

22. BucnoBok (oninka) Pesympraté nporo 10ciipkeHHS IEMOHCTPYIOTh, IO KPHTEPIT,
BHKOPHCTaHI JUIS OIIHKM 010€KBiBAJIEHTHOCTI MiX JJOCHIIPKYBAHUM Ta
pedepeHTHHM npenapaTom, OyJIH 3aCTOCOBaHI Ui TeJIMicapTaHy,
aMJIOJTUIIIHY Ta iAPOXJIOPOTIa3H/Ly.

CriiBBI/IHOIIEHHS TEOMETPUYHHUX CEPe/IHIX, PO3PAXOBAHUX METOIOM
HaWMEHIIUX KBa/IpaTiB, VIS JIOCII/KYBAHOTO Ta pedepeHTHOro npenapary
3 Bianosiguum 90 % JII aus norapudmMivHO nepeTBOpeHUX
dhapmakokineTHaHHX napameTpiB Cmax Ta AUC0-t 3HaX0AHIIOCH B MEXkKax
nianaszony npuitHaTHUX 3nadens 80,00-125,00 % nns Tenmicaprany Ta
TApOXJI0OpOTIA3HIY.

CriBBiIHOIICHHS TEOMETPHYHHUX CEPEIHIX, PO3PAXOBAHMX METOLOM
HaWMEHIIHMX KBaIpaTiB, [UIs JOC/II/DKYBAHOTO Ta pedepeHTHOro npemnapary
3 Bignosigaum 90 % JII ais norapumMidHO nepeTBOPeHHX
bapmakokineTHYHHX napameTpiB Cmax Ta AUC0-72 3HaX0AMIIOCH B MEXaX
nianazoHy npuiHaTHUX 3HaYeHb 80,00-125,00 % ans amnoauniny.
Takum unHOM, HOCHTiPKYBaHu#H niperniapat T BBaXaeThes
OloekBiBasieHTHUM pedepeHTHOMY npenapary R Hatmiecepie

3asBHUK (miamuc)
(BITacHUK

Aua Peuens (Janja Recelj) (IM's Ta npi3BUILE) A 1AHO 3 OA




peecTpaiifHoro
MOCBI/TYEHHS)

Wramn: «KPKA
KPKA,

TOBapHa 34pasin, 4.4.,

Hoso mecto
6201»

BIAAINY

NTKAPCHHUX 3A

[OHYAPOBA

0 A




