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REPORT

Annex 29

to Procedure for Expert Evaluation of
Registration Materials for Medicinal
Products Submitted for State

Registration (Re-registration), as well as for
Expert Evaluation of Materials Introducing
Amendments to the Registration Materials
during the Validity Period of Marketing
Authorization

(paragraph 4 of Section I'V)

on pre-clinical studies

1. Name of the Medicinal Product (Marketing
Authorization No., if any):

Redeyteplus  (Ferric  Carboxymaltose
solution for Injection 50 mg/mL) (100 mg/
2ZmL, 500 mg/10 mL, 1000 mg/20 mL)

1) type of the medicinal product registered or to be
registered

Generic medicinal product

2) performed studies

O yes no if no, provide reasons

Pursuant to the requirements of the
Procedure for [Expert Review of
Registration Materials for Medicinal
Froducts Submitted for State Registration
(Re-Registration) and Expert Review of
Materials on Introducing Variations to
Registration  Materials  within  the
Registration Certificate Effective Period
approved by Order No. 426 of the MoH
dated August 26, 2005 (as amended by
Order No. 460 of the MoH dated July 23,
2015), for generic medical products no
results of own toxicological or
pharmacological studies or clinical trials
shall be provided.

2. Pharmacology:

1) primary pharmacodynamics

2) secondary pharmacodynamics

3) pharmacology of safety

4) pharmacodynamic interactions
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3. Pharmacokinetics:

1) analytical procedures and reports on their validation

2) absorption

33 distribution

4) metabolism

5) excretion

6) pharmacokinetic interactions (pre-clinical)

7) other pharmacokinetic studies

4. Toxicology:

1) single administration toxicity

2) multiple administrations toxicity

3) genotoxicity:
in vitro

in vivo (including additional estimation on
toxicokinetics)

4) carcinogenicity:

long-term studies

short-term studies
or mid-term studies

additional studies

5) reproductive toxicity and toxic effect on offspring
development:

effect on fertility and early embryo development

embryotoxicity

pre-natal and post-natal toxicity

drug-exposed offspring (immature animals) studies
and/or studies evaluating the delayed effect
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6) local tolerability -

7) additional studies of toxicity: ==

antigenicity (formation of antibodies) --

imunotoxicity -

mechanism of action studies -

substance dependence %

metabolites toxicity -

toxicity of related substances -

other s

5. Conclusions on pre-clinical studies --

Dr Reddy’'s Laboratories Ltd
Applicant (Marketing ;
8-2-337, Road No. 3, Banjara Hills, Hyderabad, Telangana - 500
Authorization holder)
034, India
Full Name Dr. XXXXXXX
Signature
Date XX/XX/XXXX -
g
i
Yo s
© /', :
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Honatok 29
1o [Mopaaky npoeeneHHs eKCNEPTHIH

peecTpalliiiHux MaTepianie Ha nikapceki 3acobm,

L0 NOJAKTECA Ha JIEPAKABHY peecTpalliio

(nepepeecTpallii), a TAKOXK eKCNEPTH3H MaTepianis
Mpo BHECEHHA 3MiH /10 peecTpauiiinux maTepianis

NPOTATOM Jii peecTpatifiuoro noceigueHH:A
(maparpady 4 Pozginy IV)

3BIT

npo JokaiHiuni JocaipKeHs

I. Haspa nikapcekoro sacofy (3a nasBHOCTI —

HOMep peecTpanifHOro noceijueHHs):

Pepuurernoe (kapdokcHMansTo3a
3aniza, po3udH Ana iH'ekuiit 50 mr/m)
(100 smr/2 mm, 500 me/10 Mo,

1000 smr/20 mn)

1) Tun nikapcesKoro 3acoby, mo Gye

3apeecTpoBaHKil abo NPOXOAHTE peecTpalio

["enepuunmii nikapebkuit 3acit

2) NpOBEMEHI NOCTiUKEHHA

O rax E ui
NPHYUHH

ARmo «Hin, 3a3HAYATH

Y pignopigHocti po eumor [lopagky
MpOBEACHHA EKCMEPTH3M Martepialie Ha
nikapeceki 3acobW, MO NOJAOTECA Ha
JepHaBiy peecTpauito
(nepepeecTpallilo), a TAKOW EKCNEPTHIH
Marepianie npo BHeceHHAa 3MiH 0
peecTpauiiinnx Matepianis nporarom il
peecrpadiiinoro MOCBIAMEHHS,
sarepikeroro Hakazom MO3 Vkpainu
Ne 426 minm 26 cepmua 2005 poky (y
peaakuil Hakasy MO3 Vkpainu Ne 460
sim 23 numua 2015 poky), He
BHMAraeTbC  HaJaBaTH  Pe3yJLTaTH
BIACHUX TOKCHKOIOTTHHMX abo
(hapMakonoriyHux  JOCHILKEHL  4M
KNHIVHMN JocniKeHb A0 TeHEepHYHHX
nikapcekux 3acobis.

2. dapmakoorivxi BIACTHBOCTI:

1) ocHoBHI (hapmakoaHHAMiuHi efekTH

2) apyropanHi gapmakonuHamiuni edexTH

3) dapmakonoris Ge3nexH

4) dpapmakoauHamigni Bzaemonii

3. @apMakokiHeTHKA:

WEPEKAAL 371Dy, rcy e . |

b

e
3 OPHTTHANOM \‘) Hozsass o
Clanitiel :{“ £ { (3




IH narety DocuSign: D26SCEBE4-BOAF-400A-BFAD-TCCESBO5A15C

) aHaniTHuHi METOOMKH Ta 3BITH WOJ0 TXHBOT --
Banigauit

2) BCMOKTYBAHHA -

3) poznomin T

4) meTaboniamM o

5) BHBeNEHHA g

6} hapmakoxiveTHyni ssacMoaii (noxniniuni gaui) | --

7) inwi papMakoKiHeTHUHI A0CNIKEHHA --

4, ToKcHKONOriA:

1) TOKCHYHICTB MPH OXHOKPATHOMY 3ACTOCYBAHHI | ==

2) TOKCHYHICTEL IpH GaraToKpaTHOMY -
Jacrocy BaHHI

reHOTOKCHHHICTh! -
in vitro

in Vivo (BKITIOUAIOYH JI0/IATKOBY OLIHKY -
TOKCHKOKIHETHKH )

4) KaHUEPOreHHICT! i

JIOBrOCTPOKOBI OCTKEHHHA -

KOPOTKOCTPOKOBI JOCTiHKEHHA .
aG0 JoCHiKEHHs CepeHBEOT TPHBAIOCTI

NONATKOBI AOCHiIKEeHHA e

5) TokcHuHicTs Ana penpoaykTHeHol dynkuiiTa | -
TOKCHYHHII BIUIMB HA PO3BHTOK MOTOMCTRA:

BIUTHE Ha QepTHABHICTE | panuiil eMOpioHanbHul | -
PO3BUTOK

eMOpPIOTOKCHYHICTD -

IPEHATANLHA | IOCTHATAILHA TOKCHYHICT -

JOCTIAKEHHS, ¥ XOi SKHX [penapaT BBOJANTLCA --
MOTOMCTBY (HECTAaTeBO3PINMM TBApHHAM), Ta/abo
NoCHipKeH A, B AKHX OLHIOETECA BilnaneHui
ehexT

6) MiCLIEBA IEPEHOCHMICTD -

7) NonaTKOBI A0CiKEHHA TOKCHYHOCTI: --

g E

DEPEKJAZ 20 OO, 7m0
3 OPHTTHARORY, /=i

(g

¥5
A

Fa
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AHTHTEHHICTL (YTBOPEHHA aHTHTLN) -

IMYHOTOKCHYHICTB 4

NOCHIGREHHA Mexanismie oif --

NiKapChKa JaNeKHICTh -

TOKCHYHICTL MeTaGoniTin -

TOKCHYHICTE CTIOPIAHEHHX JOMIlLOK -

iHIE s

5. BHCHOBKH 32 pe3yJbTaTaMH JOKMIHIMHHX --

JOCTiIHKEHD
3asBHMK (BJACHHK «J1-p Penni'c JlaGoparopic Jita» [Dr. Reddy’s Laboratories
peecTpauifiHoro Ltd]
MOCBIAeHHA) §-2-337, Poyn Ne 3, banmxapa Xinnz, [aiigapaban,
Tenaurana — 500 034, Ingis
[8-2-337, Road No. 3, Banjara Hills, Hyderabad,
Telangana — 500 034, India]
ILLE. Hoxrop XXXXXXX
Mignue
Jara XXX XXXX
. !.- g v .:\\
HEPEKIAL STLRHO" o p, 5%
3 OPHTIHANOMGE, umgrome 51° |
i f: (!

"focpivverised.” U
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Annex 30

to Procedure for Expert Evaluation of
Registration Materials for Medicinal
Products Submitted for State

Registration (Re-registration), as well as for
Expert Evaluation of Materials Introducing
Amendments into the Registration Materials
during the Validity Period of Marketing
Authorization

(paragraph 4 of Section 1V)

Report

on clinical trial

1. Name of the Medicinal Product
(Marketing Authorization No., if any)

Redeyteplus

2. Applicant

Dr. Reddy’s Laboratories Lid

8-2-337. Road No. 3, Banjara Hills, Hyderabad,
Telangana - 500 034, India

3. Manufacturer

Dr. Reddy’s Laboratories Limited,
Formulations Unit-XI,

Survey No. 1, 28, 30 to 39,

APIIC Industrial Park, Pydibhimavaram (V),
Ranasthalam (M), Srikakulam District,
Andhra Pradesh-332 409, India.

4. Performed studies:

ves v no if no, provide reasons

1) type of the medicinal product registered
or to be registered

Generic medicinal product

5. Full name of clinical trials, code number
of ¢clinical trial

A multicenter, open label, balanced. randomized,
single-dose. two-treatment. single period, parallel
bioequivalence study of Ferric carboxymaltose
solution for injection/infusion {50 mg iron/mL) of Dr.
Reddy's Laboratories Lid, India, with that of
Ferinject® [Ferric carboxymaltose  solution  for
injection/infusion (50 mg iron/mL)] of Vifor Pharma
UK Limited, TWI18 3BA, UK in patients with iron
deficiency anemia, for whom oral iron preparations are
ineffective or cannot be used, under fasting condition.

PROJECT NO.: 22-VIN-0001

6. Phase of clinical trial

Bioequivalence study
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7. Clinical trial was held

18 May 2023 (First Patient First Visit-FPFV) to 29
Sep 2023 (Last Patient Last Visit-LPLV)

8. Countries where the clinical trial was held

India

9. Number of subjects

A total of 286 patients were sereened, of which 88
patients were screen failure and 55 patients were
iscontinued during the study.

ut of screened patients, 155 patients were enrolled and
ndomized & 143 patients completed the study as per
protocol.

otal 76 patients received the test products and 79
patients received the reference product during the study.

Out of 155 randomized patients, 150 patients were
included in the safety population who have taken at
least one dose of study drug and 138 patients were
included in PK population who completed the study as
er the approved protocol.

10. Objective and secondary goals of the
clinical trial

Primary Objective: The objective of the study was
L0 assess the bioequivalence of Test product (Ferric
carboxymaltose solution for injection/ infusion (50
mg iron/mL)) of Dr. Reddy's Laboratories Ltd, India
comparing with that of reference product. Ferinject®
[Ferric carboxymaltose injection (50 mg iron/mL)]
solution for injection/infusion of Vifor Pharma UK
Limited, TW18 3BA, UK in patients with iron
deficiency anemia for whom oral iron preparations
are ineffective or cannot be used under fasting
conditions,

Secondary Objective: The objective of the study
was to monitor the safety and tolerability profile of
ithe study formulations,

11. Clinical trial design

This was a multicenter, open label, balanced,
randomized, single-dose, two-treatment, single
period, parallel bioequivalence study.

This study was an open label and randomized study,
eligible patients were assigned randomly to one of
two treatment groups in 1:1 ratio with a screening
period of a maximum of 10 days.

12. Main entry criteria

Patients who met the following criteria were
included in the study: 1. Male and female patients
ith age 18-65 (inclusive of both) years. 2. Patients
weight within clinically acceptable normal range
ccording to normal values for Body Mass Index
18.50 to 24.90 kg/m2 (both inclusive) with minimum
f 50 kg body weight.
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3. Patients that have Iron Deficiency Anemia (1DA)
at the time of sereening based on following laboratory
parameters:

a. Hemoglobin value >7 and <12 g/dL at screening,

b. Ferritin = 100 ng/mL or < 300 ng/mL when TSAT
is = 30% at sereening.

4. Patients that meet either of the following criteria:

Unsatisfactory response to oral iron in the opinion of
the Investigator based on the history of having
received oral iron therapy

Intolerance to oral iron preparations or where oral iron
preparations cannot be used as per the Investigator. 5.
Patients requiring total iron of at least 1000 mg based
on individual assessment of iron deficiency by the
[Investigator.

6. Patients willing to adhere to the protocol
requirements and to provide written informed
consent.

7. Patients able to understand and comply with the
study procedures, in the opinion of the investigator.

For Female patients:

Female of child bearing potential having negative
Serum f-hCG (pregnancy test)

at screening and Urine Pregnancy test at admission
and practicing an acceptable method of birth control
for the duration of the study as judged by the
investigator(s), such as condoms, foams, jellies,
diaphragm, intrauterine device (ILUD), or abstinence,

OR

{Postmenopausal for at least 01 year from the last
menstrual date, OR

Surgically sterile (bilateral tubal ligation, bilateral
oophorectomy. or hysterectomy has been performed
on the Patient)

key Exclusion Criteria:

Patients who met the following criteria were excluded
from the study:

1. Ongoing pregnancy or lactation.

2. Known hypersensitivity to Investigational
medicinal Produet, excipients, or other parenteral iron
products,

3. History of:

Anaemia not caused by iron deficiency (e.g., aplastic,
megaloblastic or haemolytic anaemia, sideroblastic
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anaemia) or related to acute or ongoing,
haemoglobinopathies, rheumatic and other chronic
diseases like CKD,

autoimmune diseases, malignancies, bone marrow
diseases, enzyme defects and drug induced anaemia.

Known allergies including drug allergies, including
patients with a history of severe asthma, eczema or
other atopic allergy.

Haemaochromatosis or other iron storage /
disturbances in the utilisation of iron disorders or
evidence of iron overload.

Clinically significant (svstolic =160 and/or diastolic
=100 or labile hypertension,

Any ongoing acute or chronic infection or ongoing
bacteremia at screening.

Subjects who complied with all the inclusion and
none of the exclusion criteria were checked in for the
study.

13. Studied drug, posology, strength

Ferric Carboxymaltose solution for injection /
infusion (50 mg iron/mL)

14. Comparator, dosage, posology, strength

Ferinject® [Ferric carboxymallose solution for

injection/infusion (30 mg iron/mL}]

15. Concomitant therapy

Concomitant Medications used in the study: inj. Avil,
inj. Dexona, Levocetrizing, Azithromyein,
Clobestasol. Fusidicacid, Nitrofurantion, Disodium
hydrogen citrate, Ferrous ascorbate, Folic acid,
terrous fumarate, Methylco balamin, Paracetamol,
Ferrous Fumarate, ORSL (Glucose sodium chloride+
potassium chloridet sodium citrate), multivitamin,
Amlodipine, Cyvanocobalamin, Pheniramine maleate,
Dexamethasone, FERIUM X T, Neurobion Forte
Tablet. FOLVITE TAB, Dynapar AQ, FERROUS
XT TAB. vitafol plus, Supradyn TAB, LIVOGENZ,
Meganeuron OD, ONDASETRON, Pantoprazole,
Emeset, Pantocid, Diclofenac, Hydrocortinsone,
Pheniramine. Please refer to 16.2.9 Listing of Prior
and Concomitant Medications for complete details.

16. Efficacy Endpoints

Following Pharmacokinetic parameters were
computed for baseline corrected data of Total Iron
({ TOI) and Transferrin-bound [ron (TB1) in serum:

Primary Pharmacokinetic Parameters: Cmax and
AUCq.,

Secondary Pharmacokinetic Parameters: AUCq.
Tmax, AUC_sgurap obs, t12, Vd, CL and Ka.
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17. Safety Endpoints

l[}uringlhe Visit | (Screening) and Visit 2 (at the time
of randomization)

Inclusion/Exclusion Criteria was checked.

Medical/surgical history and Medication history were
assessed at Visit 1 (Screening)

Demography details were captured at Visit |
(Screening)

[Body measurements (i.e.Body height and weight)
were done at Visit 1 (Screening)

Physical Examination was performed at Visit |
(Screening), Visit 2 [day -1 (at the time of check-in),
day 0 (baseline), day 1 (pre-dose), day 2, day 3, day 4
(at the time of checkout)], Visit 3 (day 3), Visit 4
(day 6). Visit 5 (day 7). Visit 6 (day 8), Visit 7 (day
10). Visit 8 (day 12, End of Study).

Mote: 120 minutes of Window period was provided
for physical examination prior to scheduled time of
IMP administration.

Vital signs (Blood pressure, pulse rate, respiratory
rate and body temperature) were assessed at Visit |
(Screening), Visit 2 [day -1 (at the time of check-in),
day 0 (baseline), day | (pre-dose and at the end of
infusion}*, day 2, day 3. day 4 (at the time of
checkout)], Visit 3 (day 5), Visit 4 (day 6), Visit 5
(day 7), Visit 6 (day 8). Visit 7 (day 10), Visit 8 (day
12, End of Study).

*Note: Window period of 30 minutes for collection of
pre-dose vitals and 10 minutes for end of infusion
vital assessment was provided.

N-ray (Chest PA view) was done at Visit |
(Screening)

(Mote: Chest X-ray PA view taken up to 3 months
previously was considered to be valid,

ECG was performed at Visit 1 (Screening) & Visit 8
(End of Study) of the study.

{(Hematology, Blood chemistry, Urinalysis was
performed at Visit | (Screening), Visit 8 (End of
Study). Immunological tests (HIV, HBsAg, HCV
antibody, VDRL/RPR for Syphilis) were performed
at Visit | (Screening).

Urine scan for drugs of abuse was performed at Visit
I (Screening), Visit 2 [day -1 (at the time of check-
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|in;j]3 Visit 3 (day 5). Visit 4 (day 6), Visit 5 (day 7),
Visit 6 (day 8), Visit 7 (day 10) & Visit 8 (day 12,
End of Study).

Breath test for alcohol consumption was performed at
Visit | (Screening), Visit 2 [day -1 (at the time of
check-in)], Visit 3 (day 5), Visit 4 (day 6), Visit 5
(day 7). Visit 6 (day &), Visit 7 (day 10) & Visit 8
(day 12, End of Study).

Pregnancy test for Female patients of child bearing
potential:

Serum pregnancy test: Visit 1 (Screening), Visit 8
(End of Study)

Urine pregnancy test: Visit 2 [day -1 (at the time of
check-in)]

Infusion site monitoring was done during housing. it
was performed just prior to infusion, during the
infusion and 0.50, 1.00 and 24.00 hrs after start of
infusion.

1 8. Statistical methods

All the pharmacokinetic parameters were reported for
each Patient and descriptive statistics (N, mean,
standard deviation, coefficient of variation, minimum,
median, maximum and Geometric Mean) were
computed for each pharmacokinetic parameters for
each product using non-compartmental analysis model
of Phoenix® WinNonlin® Version 8.3 Software
(Pharsight Corporation, USA).

Using the SAS® Version 9.4, the statistical analysis of
the In-transformed pharmacokinetic parameters for]
baseline corrected Cmax and AUCO-t of Total Iron
(TOI) and Transferrin-bound Iron (TBI) was
performed.

The In-transformed pharmacokinetic parameters for
baseline corrected Cmax and AUCO-t of Total lron
(TOI) and Transferrin-bound Iron (TBI) was analyzed
by analysis of variance (ANOWVA) using PROC GLM
in SAS® Version 9.4,

19. Demographics of the studied population
(zender, age, race as well)

1. Male and female patients with age 18-65 (inclusive
of both) years.

2. Patients weight within clinically acceptable normal
range according to normal values for Body Mass
Index (18.50 to 24.90 kg/m2 (both inclusive) with
minimum of 50 kg body weight.

20, Efficacy Results

Total 155 patients were randomized and enrolled into

the study. Total 138 patients included in the
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pharmacokinetic and statistical analysis for Serum
concentration vs, time

profile (Actual time of sample collection) of Baseline
corrected Total Tron (TOT) and Transferrin Bound lron
(TBI) who completed study as per the approved
iprotocol and Statistical Analysis Plan.

In accordance with the study protocol and SAP the
study met the bioequivalence criteria as the 90%
confidence intervals for the geometric least square
means ratio for the baseline corrected In-transformed
pharmacokinetic parameters Cmax and AUCO-t fon
Total Iron (TOI) and Transferrin-bound Iron (TBI),
was within the acceptance range of 80.00% - 125.00%.

21. Safety Results

A total of 150 patients were included in the safety
analysis. A total of 19 TEAEs were reported in 14
(9.3%) patients during the study. Out of 19 TEAEs, 6
ITEAESs were infusion related and reported in 5
patients. There was no serious adverse event reported
during the study.

A total of 8 treatment related adverse events were
reported in 7 (4.7%) patients during the study. A total
of 5 adverse events occurred in 4 (5.4%) patients in
treatment test and 14 adverse events occurred in 10
(13.2) patients in treatment Reference. Mumber of
patients are counted by patients having at least one
TEAE.

The reported TEAEs were classified based on CTCAE
grading for severity. Incidence based on the severity
grading with treatments revealed that overall, 13 (8.7)
patients had grade 1 (mild) TEAEs and 1 (0.7) patient
had grade 2 (moderate) TEAE. Of which 3 TEAEs
grade | (mild) were reported by 3 (4.1) patients, 2
TEAESs that were grade 2 (moderate) were reported by
1 {1.4) patient after receipt of test treatment. A total of
14 TEAEs were reported by 10 (13.2) patients that
were classified as grade 1 (mild) which was reported
after receipt of reference treatment.

22, Conclusions

Total 155 patients were randomized and enrolled into
the study. Total 138 patients included in the
ipharmacokinetic and statistical analysis for serum
concentration vs. time profile (Actual time of sample
collection) of Baseline Corrected Total Iron (TOL) and
Transferrin Bound Iron (TBI) who completed study as
jper the approved protocol and Statistical Analysis
Plan.

In accordance with the study protocol and SAP the
study met the bicequivalence criteria as the 90%,
confidence intervals for the geometric least squares
means ratio for the baseline corrected In-transformed
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harmacokinetic parameters Cmax and AUCO-t for
otal Iron (TOI) and Transferrin-bound Iron (TBI),

as within the acceptance range of 80.00% - 125.00%.

Applicant (Marketing Dr. Reddy's Laboratories Litd
Authorization holder) 8-2-337, Road No. 3. Banjara Hills,

Hyderabad, Telangana - 500 034, India
Signature DecuSigred by:

Neelakant Avinjikat Krishnan  18-sep-2024 | 10:47 as

Full Name Dr Neelakant

Lead Clinical and Medical Operation
Date 18/09/2024

IST
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Honarok 30 no Topagky npoBeaeHHs eKCNEPTHIH
peecTpauiiinux martepianis Ha nikapceki 3acobu,
1O NOJAI0TECA HA JIEP/KABHY peccTpaliin
(nepepeecTpaiito), a TAKOX EKCNEPTHIMH
Matepianis Npo BHECEHHS 3MIH 10 peecTpalliiHiX
Matepianis nporarom aii peectpauiiinoro
noceiguenHs (naparpad 4 Posainy 1V)

3BiT
npo KJIiHiYHE A0CHiIKeHHsI

|. Hasea nikapcekoro 3acofy (3a Penunrennac
HAABHOCTI — HOMEP peecTpallifiHoro
MoCBiAYeHHA)

2. 3asBHUK «J1-p Penni'c JlaGoparopic Jlta» [Dr. Reddy’s

Laboratories Ltd]

8-2-337, Poyn Ne 3, banmxapa Xinns, ladinapaGan,
Tenaurana — 500 034, Innia [8-2-337, Road No. 3,
Banjara Hills, Hyderabad, Telangana — 500 034,
India]

3. Bupobuuk «J1-p Penni'c JlaGoparopic Jlimiteny [Dr. Reddy’s
Laboratories Limited],

Bupobuuua nineunus — X1, Hinennua Ne 1, 28, 30-
39. APIC Inpactpian Mapk, MMiniGximarapam (V), |
Panactanam (M), Llpikakynam Jluctpukr, Anapa
Ilpaaemw, 532 409, Iuaia [Formulations Unit-X1, !
Survey No. 1, 28, 30 to 39, APIIC Industrial Park,
Pydibhimavaram (V), Ranasthalam (M),
Srikakulam District. Andhra Pradesh-532 409,

India].
4. [MpoBeaeH] NOCiUKEHH: TaKk ¥ Hi AKUIO «Hi», 383HAYHTH PHYHUHH
1) Tun nikapebkoro sacofy, wo Oye [enepuunuii nikapebkuii 3acio
sapeccTpoBadyii abo NPoOXOIHTE
peecTpaiii |
5. lNMoeHa Ha3Ba KMiHIMHKX JocnilKeHb, | baraTtouenTpose, BIKPHTE, sGanancopane,
KOJOBHH HOMEP KIHIMHOID paHzIOMiz0OBaHe, i3 OJHOKPATHHM 3ACTOCYBAHHAM
HOCTIIAEHHS N03W, 3 [BOMA rpynmamM JiKYBaHHA, 3 OIHHM

nepiogoM, B MapanenbHUX rpynax AoCiiKeHHA
fioeksizaiieHTHOCTI  KapOOKCHMMAILTOIM  3anisa,
posunuy ang in'exuiit / indiy3ii (50 Mr 2aniza/mn),
pipobHuuTBa KoMnanii «/1-p Peani'c JlaGopatopic
Jrap. Ingis, y nopiBHsHHI 3 npenapatoM
depunmext®  [Ferinject®]  [kapGokcumansTtosa
saniza, po3duH Juia  iW'exuii /indysii (S0 mr
saniza’mn)] eupoGuuiiTea komnadii «Bidop Papma |
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FOKeii Jlimiten» [Vifor Pharma UK Limited],
TWI18 3BA, Benuka bpurania, y nauientis i3
3anizonediuuTHOI0 aHeMiel, ¥ AKHX 3anizoBmicui
npenapati  and  nepopanbHoro  npuifomy ¢
HeelexTuBHUMH a0 He MOXKYTh 3aCTOCOBYBATHCH
HATIIE.

HOMEP IMPOEKTY: 22-VIN-0001

6. Paza knidivyHoro nocaimxenHs

Jocninmenns GioekpiganeuTHOCTI

7. Kniniune focniiseHHs NpoBoRIOCH

3 18 rpaBua 2023 poky (nepiumii Bi3uT nepuoro
nauiedra — FPFV) no 29 sepecus 2023 poky
{(ocTaHHiH BisuT ocTanHborO Nauienta — LPLYV)

8. Kpainu, ne nposogunocs kniniube
AOCTDKEHHS

Iunin

9. KinbKicTb y4acHUKIB

3aranom ckpuHinT npokwny 286 nauienTie, 3 AKUX
88 nauientie BUOYNIN 33 pe3YNILTATAMM CKPHHIHTY, |
53 NalieHTie JOCTPOKORO NPMITHHHIN Y4acTh ¥
JOCHTiITKEHH.

I3 nauienTiB, SKi NpoHLWIN CKpUHINT, ¥
nocnimkeHHa Gynu BKIOYeHi Ta panaomizoBani
155 nauienTis, i 143 nauicnTn 3aBepwman yyacTs y
HociUKEHH] 3rifHo 3 NPOTOKOIOM.

3aranom 76 nauieHTIB OTPUMYBAIM JOCHIMKYBaHI
nikapeski 3acotu, i 79 naiieHTiB OTPUMYBAJIH
npenapar nopiBHAHHA i Yac QoCTiIKeHHs,

I3 155 panpomizoeanux nauientie 150 nauicurie
OyIH BKIKOYEHT B NONYAAUIO NALEHTIR 118 OLIHKH
Oeanexu, AKI NPUITHATH NPUHANHMHI OTHY 103y
mocnijKyeanoro npenapary, i 138 nagientie Gynu
BEIIOYEH] B MOMY A0 MaLieHTIB 108 ouiHKK
thapmakokiHeTHRH (DK), AKi 3aBEPIUIHIN YYACTE ¥
A0CNiIKEHH] BIANOBIAHO 00 3aTBEPLIKEHOrD
MPOTOKOTY.

10, OcnoBHa i ApyropaaHi wini
KAIHIYHOTD DOCTiIKeHHA

Ocuosna nins: Linmo pocnipkenus Gyna ouinka
GioeKBiBANIEHTHOCT] JOCHIAY BAHOTO NIpenapary
{kapOoKCHMANETO3a 3a1i3a, pO3UHH A8

in'exuiii / indiy3iii (50 mr zaniza/mn)), BupoGHHLTRA
komnanii «JI-p Penni'c llaGoparopic Jltay», Iuaia. y
nopieHAHHI 3 Hi0EKEiRANEHTHICTIO Npenapaty
nopienanua Qepunxext® [Ferinject®]
[kapGokcuManbTo3a 3aniza s in’exuii (50 mr
saniza/mn)], posunn ans in'exuiil / indysii,
ppoGHuITRa Komnasii «Bidop Dapma KOKeii
Jlimirens, TWI18 3BA, Benuka Bpuranis, v
nalienTis i3 sanizonediluHTHOW aHeMiclo, ¥ AKHX
1a1i30BMICH] Npenapari 11 nepopanbHoro
npHiloMy € HeeeKTHBHMMK a0 He MOKYTh
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FACTOCOBYBATHCH HATUILE.

Hpyropsana nias: Llinmo usoro gocnimkenns
OyB MoHITOpHHT Mpodimo Gesneku Ta
NEPEHOCHMOCTI IOCTI THYBAHHX NIKAPCEKHX
zacodis.

11. inzaiin knidiysoro nocaiimen s

Lle 6yno GararoueHTpoRe BiakpuTe 30anaHcoBaHe
paHoMizoBane A0CHiIKeHHs OloeKkBiBateHTHOCTI
i3 OIHOKPATHHM 3aCTOCYBAHHAM J103H NPENapary. 3
JIBOMA FPYNAMK JTIKYBaHHA, 3 0HHM [EPIOaoM, 1o
NPOBOIHIIOCH B NAPaneNsHHX MPyIax.

Le nocnimkenna Gyno BiakpuThm i
panaomizoeanus nochimkernam. [Mauientu, axi
BiANOBifaMM BHMOTaM 1718 yuacTi y noenimkenHi,
OynH BUNAAKOBUM YHHOM po3nojineHi B oauy i3
JBOX I'pyn NiKyBaHHA y CriBRiAHOWeHHI 1:1, 3i
CKPHHIHTOBHM NEpiogoM TPHEANICTIO MakcHyMym 10
IHIE,

12. OcHoBHI KpuTepil BKIIOYEHHS ¥
AOCTI e HHS

Y nocnigmeHHa BRIIOYATHCA NauieHTH, JKi
BIANOBIANH HACTYTHUM KpHUTEpiam:

1. MauienTn yonoeiuoet Ta xivovol cTati Bikom 18-
65 (BKAOUHO 115 000X 3HAYEHE) POKIB,

2. [MauienTy 3 Macolo Tina y Mexax KiiHiuHo
NPHITHATHOrO HOPMAIBHOTO [lanazoHy 3Ha4eHb
BIANORIZHO 10 HOPMANBHHUX 3HAYEHD (HAEKCY MaCcH
tina (18,50 — 24,90 kr/m? (BkAKOYHO 104 060X
3HA4UEHDb)) 3 Macow Tina He medure 50 kr.

3. lNauienTn i3 3anizonedinnriowo anemicio (3J1A)
HA MOMEHT CKPUHIHTY, 1110 BU3HAYAETHCA HA OCHOBI
HHZKYE3a3HaYeHHX N1ab0opaTOPHUX MOKA3HUKIR:

a. 3HaveHHa reMoraobiny B Mexax > 71 < 12 r/an
i “ac CKpHHIHTY.

b. Buict deputuny < 100 ur/ma abo < 300 ur/ma,
AKINO HacHueHHA TpaHcdepuny (TSAT) cTaHOBHTE
< 30% nia 4ac cKpUHIHTY.

4. IMauieHTH, aKi BIONOBIIAKOTE OIHOMY 3
HHIKYEHABEIEHHX KpHTEpiTB:

HezanosinsHa BiANOBI L HA TEpail
nepopanbHUMH NPENapaTaMu 3aiia, 3riaHo 3
OLIIHKOHO OCHIIHUKA, Ha NMiICTAB] NAHNUX aHAMHE3Y
Mpo OTPHMaHHA Tepanii nepopalbHUMH
MpenapaTaMH 3amiza.

HenepeHocHMIiCTE NepopankHUX Mpenaparis 3aniza
afo HEMOAIMBICTD 33CTOCYBAHHSA NEPOPANTBHUX
npenaparie 3a1i3a, 3riHO 3 OLLIHKOK J10CTiAHHKA,

5. MNMaujenty, axi norpedytors npuuaitmui 1000 mr
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3aranbHOl KiNBKOCT] 3aniza, 3riaHo 3
IHIMBIyanbHO OLIHKOK AediumTy 3amiza
JOCT HHKOM,

6. IatlienTn, roTOBI JOTPUMYBATHCSH BHMOT
MPOTOKONY AOCHIKEHHS | HATATH THCEMORBY
IHHOPMOBAHY 3TOMY HA YHACTE ¥ AOCTIKEHHI.

7. llauienTy, 3naTHI PO3YMITH Ta BUKOHYBATH
NpOLEAYPH AOCTIKEHHS, Ha 1yMKY J0CTiAHHKA,

Jlna nanieHToK winouol crari:

[MauienTra xinouol cTati 3 AiTopoauum
MOTEHLIANoM 3 HETaTHBHHM PE3YJIbTATOM TECTY
CHPOBATKH KPOBI Ha XOPIOHIMHWA rOHAKOTPONIH
moauad Geta (B-XI) nin vac cxpuninry Ta Tecty
cevi Ha BariTHICTb NPH BKJIKOUYEHHI ¥ J0CITIKEHHS,
AKa 3aCTOCOBYE NPUAHATHHA METO KOHTpauenuii
NPOTArOM YCHOTO AOCIIKEHHS, 3TIIHO 3 OUIHKOK
AocniaHuKa(-i), TAKHIT AK Npe3epBaTHBH, MiHKH,
reni, aiadparma. BHYTPILIHEOMATKORHI MPHCTPIN
(BMIT) abo noeHe yTpuMaHHA BIJ CTATERHX
crocyHkis, ABO

JKinka B mocTMenonaysi nporarom npuuaiivui 01
POKY 3 AaTH OCTaHHBOI MeHCTpYauii, AbO

[NauienTra, y akol Oyna BMKOHaHa XipypridHa
crepuitizauis (1eo0iuHa nepes’A3Ka MaTKOBHX
TpyG, apobiuHa opapioekTomis abo ricTepekToMin)

OCHOBHI KpHTEPIT HEBKMIOUEHHA Y AOCTIIKEHHS:

Jo yuacTi v nocnilaeHdi He Jonyckanucs
NaiieHTH, AKi BIANOBIANH HHIKYEHABENEHHM
KpHTEPiaAM:

1. Morouna pariThicTe abo naktauin.

2. Binoma rinepuyTaMBICTE 10 IOCAiIKYBAHOTO
NiKapcEKOro 3acoby, JONOMIMHHX PEYOBHH B Horo
cknagi abo iHWHX npenapartis 3anisa aia
MapeHTePanbLHOro 3acTOCYBaHHA.

3. HasBHicTh B aHaMHe3i HACTYNHUX po3Nalis:

AHemis, He BHKIMKaHa nediiunrom 3aniza
(Hanpuknan, annacTH4Ha, MeranobnactHa abo
remMoniTHYHA aHeMis, cuaepobnacTha anemin) abo
Moe’A3aHa 3 rocTpuMH abo NOTOYHUMH
remornobiHonaTiaMH, PEEMATHYHMMH Ta IHIDHMH
XPOHIYHUMH 3aXBOPIOBAHHAMH, TAKHMH AK
xponiuna xsopoGa Hupok (XXH), ayroiMmyHHi
3aXBOPIOBAHHA, 3M0AKICH] 3aXBOPIOBAHHA,

| 3aXBOPIOBaHHS KICTKOBOrO MO3KY, AediunuTi

| thepMeHTiB | MeMKaMEHTO3HA aHEeMiA,

| Bigomi aneprii, B ToMy uucni aneprii Ha JiKapcbKi
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3ac00H, BKIHOYAKYH NMALIEHTIR 13 BAMKKOK

OpPOHXIANBHOK 4CTMOK, eKieMot0 alo iHmow
ATONMHMD anepricio B aHamMHesi.

INemoxpomatos abo iHWI NopyLIIEHHA HAKOMHYCHHS
3ani3a / nopyweHHs npouecy yTHiizauil 3aniza aSo
O3HAKH MEpPeHacHYeHHA OPraHiaMy 3anizom.

Kniniuno 3nauywa (cuctonivumii aprepianbHuii
tHeK > 160 Ta/abo niactonivuuii aprepiansHuii
ek = 100) abo nabinena aprepiantHa rineprensia.

bynb-aka HasasHa rocTpa ado XxpoHivHa iHdekiis
abo HasBHa GaKTepieMis Mia Yac CKPUHIHTY.

VY nocaiiKeHHs BKIIOYANHCH ocobu, Aki
| BIANOBiNAnM BCIM KPUTEPIAM BKAIOYEHHA Ta He |
BiJANOBIAMH HOLHOMY 3 KPUTEPIlB HEBKIIOUYSHHS B |
NOCTIIREHHA,

13. Jocnipwysanuii npenapar, KapbokeumansTosa 3aniza, posudH s
JA03yBaHHA, KOHUEHTpaLia aitouoi iH'ekLif / indy3ii (50 Mr zaniza/mn)

PeUYOBHHN

14, [Mpenapar nopisHAHHA, 1034, QOepunxekT® [Ferinject®] [kapbokecuMansTosa
[A03YBAHHA, KOHLEHTpalig gidoi 3ami3a, po3unH s 0 ekuiid / indyaii (50 mr
peEYOBHHH 3aniza/mi))

15, CynyTHs Tepanis CynyTHi hikapeski 2acofu, 3acTOCOBYBAHI nia vac

gocHimxeHna: Aein pus in'ekuii, Hekcona nna

| iH'EKIii, TEBOLETHPH3MH, a3HTPOMILMH,
knobecTazon, dy3naoBa KMCIOTa, HITPO(YpaHToiH,
AWHATPiio rigpounTpat, 3anisa ackopbar, donicsa
KHC/10Ta, 3aniza hymapart, MeTHaKoOanamin,
napateramon, 3aniza gymapar, po3uud s
nepopansHoT perigparauil ORSL {rmc-t{ma 4
HATPIIO X0pHzL + Ka/liio X10pUa + HaTpito uwrpm}
I'IDJ'I]BITEMIHH BMJIUHHHIH u]aHD“ﬂﬁﬂ.ﬂdMlH
(enipaminy manear, nekcameraszon, @EPIYM XT,
Heiipobion ®opre Tabnerku, DOJIBIT
TABJETKH, Hunanap AQ, PEPPOC XT
TABJNETKH, Bitaton [Tmoc, Cynpanuy
TABJIETKH, NIBOI'EH Z, Meraneiipon OD.
OHJIAHCETPOH, [Mantonpazon. Emecer,
[ManTouma, AMKAOPEHAK, MiIPOKOPTHIOHN,
(penipamin. binbi aeraneHa indopmallia HagesieHa
B pozaini 16.2.9 «llepenik paniile 3aCTOCOBYBAHHX
i NOTOUHUX NiKapCLKHX 3acoGiBy.

16. Kinuesi TOUKH 1A OLIHKH PospaxoByBanues HHKUEIa3HAYEH]
eieK THBHOCTI (hapMaKOKIHETHUHI MApaMETPH 1A NOKa3HUKIB II
saransHOro eMicTy 3amniza (TOl) i emicTy 3ani3a,
g’ s3anoro 3 Tpacdepurom (TBI), y cuposarui
KPOBL. 3 MONPABKOK HA 3HAYEHHA BUXIIHOTO PIBHA:
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Ocnosni apmakokineTnusi napametpu: Cmax i
AUCo,

Hpyropanui dapmakokinernuni napamerpu: AUC.
o Tma?{. J&LUC_%Extmp_nhm L1z, "I'rd. CL i Kl

17. Kinuesi Toukn ans ouinku 6esnexu | [Tix uac Bisuty | (CkpHuinr) i Bisury 2 (nin vac

| panoMisauii) neperipanacs BianosiaHicTs
NALIEHTIB KPHTEPIAM BKIOYEHHA / HEBK/IIOHEHHA ¥
JOCTIKEHHA.

! Bukonypanacs ouiHka 1aHuX MeIH4YHOTO /
XipypriuHoro aHamHesy Ta MeJAHKaAMEHTO3HOTO |
aHaMHesy nia 4ac Bizuty 1 (Ckpuninr). |

byau sapeectposani aemorpadyivni gani nig yac
Bisuty 1 (Cxpuninr).

Bukonyeanocs BUMIpOBaHHA NapaMeTpis Tina
(robTo 3pocty i Mack Tina) mia yac Bizuty |
(CrpuHinr).

BHKOHYBABCA 3arajibHMA MeIHHHKMIA ornas nin vac
Bizuty 1 (Cxpuninr), Bisuty 2 [nens -1 (nig uac
npuitomy B Kniniky), y aens 0 (Buxionuil pisens), |
| nenb 1 (nepen 3acTocyBaHHAM 103U ;
JOCTiAAYBAHOTO Mpenapary), etk 2, 1eHb 3, AeHb
4 (nij yac BUNMCKH 3 Kniniku)], nig vac Bisury 3
(menb 5), Bizuty 4 (aenw 6), Bisuty 5 (aeus 7).
Bizuty 6 (nens 8), Bizuty 7 (neuw 10), Bizuty 8
(meHe 12, BizuT 3apepllieHHA AOCTiKEHHS).

[Mpumitra: byao nependavene yacore sikuo 120
XBWJIMH 11 BAKOHAHHA 3aralkHOrD MeIHYHOrD
Qrirany oo 3aniadHoBaHoro Yacy BECIOSHHA
pochimKyBaHoro nikapeskoro zacody (JJ13).

OuiHIOBAMHCA OCHOBHI MOKAIHUKH
HHTTEAIATEHOCTI (apTepiaibHHA THCK, HACTOTY
MyJIBCY, YACTOTY AMXaHHA | TEMNEPaTypy TiAa) nid
yac Bisury 1 (Ckpuninr), Bisuty 2 [aets -1 (nin
yac npuioMy B KIiHiKY), ¥ Aedb 0 (BUXignui
pieeHs), AeHs | (10 aCTOCYBAHHA J03H
AOCTIIAYBAHOTO Npenapary i B KiHli BHKOHaHHA
inyzin*, v nens 2, aens 3. neds 4 (nig vac
BHMWCKH 3 Kninikn)], nig wac Bianty 3 {nens 5), !
| Bisuty 4 (genn 6), Bisury 5 (nenn 7), Bizuty 6 '
| (neus 8), Bizuty 7 (aeus 10}, Bisuty 8 (neuns 12,
BizuT saBeplucHts Q0CHIKEHHA).

* TMpumiTtka: Byno nepenbauene yacose BikHo 30
XBMIHH A8 BU3HAYCHHA OCHOBHHX MOKA3HHKIB
HTTE LANBHOCT] 10 3aCTOCYBAHHA Q03 Npenapary
i 10 XBMAMH A9 BUIHAYEHHA OCHOBHHX MOKa3HUKIB
KHTTEMIANBHOCT] ¥ KiHI BHKOHaHHA iHdy3il.

. Bukonysanacs petrenorpadis (pentrenorpadia |
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OpraHis rpyiHOl KJIITKH, NepeIHBO-3aHs
npoekuia) nig wac Bizuty | (Cxpuninr).

[Mpumitka: Pentrenorpadia opranis rpyaxof
KIITKH (NepejHbo-3a1H8 NPOeKLin), 1o
BHKOHYBaJacs paHiiue, y Mexax nepioay mo 3
MicauiB, BEaKanaca JiAcHO0.

Bukouysanaca EKT nig yac Bizury 1 (CkpuHinr) i
Bizuty 8 (BisuT 3aBepiienns jocnimxenns) y
paMKax A0CHiIHeHHA,

Bukouysanues saralbHuil aHaniz kpoei,
DioxiMiuHuii aHanis Kposi. saransHuii ananis ceui
i yac Bisuty 1 (Cxpuninr) i Bisuty 8 (Bisur
3aBEPLIEHH: JocnixenHA). BukoHysanues

| imyHonoriuni Tectu (B, HBsAg, antutina no
BI'C, Tect na kapaionininosi anturina (VDRL) /
CKCIIPEC-TECT Ha WBHIKI Peariny niasMu Kpoei

| (RPR) (a0 3Gyanuka cudiinicy)) nig wac Bisuty 1

| (CkpuHinr).

! BHKOHYBAIOCH CKPUHIHIOBE TECTYBAHHS cedi Ha

| HAABHICTE ¥ Hil HAPKOTHYHUX PEHOEHH Tia yac

| Bizuty | (Crpuninr), Bisuty 2 [aens -1 (nig wac

| npuiioMy B KOiHIKY)], BiauTy 3 (aeHk 5). Bisuty 4
| {(aeH® 6), BizuTy 5 (geHb 7), Bisuty 6 (aeus §),

| Bianty 7 (aens 10) i Bizuty 8 (nens 12, Bisur

| 3ABEPUICHHA JOCTIIKEHHS).

BHI‘CGHFEHBCH ;I,I'IXHE!bHHfl TECT Ha CITOMHBAHHA

ankoromo nia vac Bizuty | (Ckpuninr), Biauty 2

[2eHk -1 (nin yac npuiiomMy B KNiHiky)], Bizuty 3
| (aeHE 5), Bizuty 4 (nenb 6), Bisuty 5 (aeus 7).

Bizuty 6 (neus 8), Bizuty 7 (nexs 10) i Bizuty 8
' (AeHb 12, BizuT 3apeplueHHA JOCTiTKEHH:).

TecTt Ha BAFITHICTE ¥ NAUIEHTOK 3 AITOPOIHHM
NMOTEHLIAI0M:

Tecryeanus CHpPOBATKH KPOBI HA BariTHICTL: BisuT
1 (CkpuHinr), Bizut 8 (BizuT 3apepiucHHA
aocnigmeHns)

Tectyranua ceyi Ha BariTHicTs: Biaur 2 [neds -1
(Ha MOMeHT peecTpanif)]

CrocTepeiKeHHs 3a MicLeM BHKOHAHHA 1H(pY3ii
NPOBOAMAOCH Mij 4ac nepedyBaHHA NalicHTa B
nikapHi, Deanocepeadbo nepel iHdy3ier, nia Jac
BHKOHaHHA iHdyysii Ta yepes 0,50, 1.00 Ta 24,00
rOAMHHE Nicnd novaTky iHdy3il.

18. CraTucTuunl MeToaM

| ¥ei Lbapmamdmﬂemum napamMeTp 5;-*@14 :
MpeIcTaRNeH] A1 KOXHOrO NAaUieHTa, i ONUCOR]
cTatucTHuHi napamerpu (N, cepeaie 3HAYEHHA,
cTasapTHe Biaxuienss. koediuieHT Bapiaui,
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MiHIMANIBHE 3HAYEHHSA, MeJliaHy, MaKCHMATTBHE
3HAUEHHS | CEPE/THE FeOMEeTPHUHE) POIPANOBYBAIIH
| AR KOAHOTO (hapMaKoKiHETHYHOTO napameTpa 113
KOMHOIO Npenapary 3 BHKOPHCTAHHAM MOJIeni
HEKOMMAaPTMEHTHOIO aHAMI3Y Ha TporpaMHOMY
zafeznevenni Phoenix® WinNonlin®, sepcii 8.3
(Pharsight Corporation, CILIA).

3a 101oMoro nporpamioro sabesneyents SAS®,
Bepcii 9.4, BUKOHYBABCA CTATHCTHYHHI aHanis
JorapuMivHo nepeTBopeHnx GapMakoKiHETHUHHX
napametpie Cmax i AUCO-t 1515 noKa3HHUKIB
saraneHoro eMicty 3aniza (TOl) i emicTy 3aniza,
3B’ s3aHoro 3 TpaHedepudom (TBI), 3 nonpaekowo
Hd 3HAYEHHA BHX1AHOMD PIBHA.

Jorapudmiuno nepereopeni hapmakokiHeTHUH]
napametrpu Cmax i AUCO-t nna nokazHHKIB
saranbHoro Bmicty saniza (TOI) i emicTy saniza,
3B’ A3anoro 3 Tpancdepunom (TBI), 3 nonpasgkow
HA 3HAYEHHA BUXIIHOrO piBHA, aHanizyBanuces 3a

JNONOMOroK aMcnepciitoro ananisy (ANOVA), 3
eukoprcTandam PROC GLM na nporpamiomy
3abesneueHni SASE, repeil 9.4.

19. lemorpadiuni nani nocnizmysaHol | I. TTauieHTH yonoBivoi Ta xinouol crati rikom 18-
Monyaauii (B TOMY YHCAi CTaTh, BiK i 65 (BKIIOYHO AN 000X 3HAUSHE) POKIB.

paca)

2. [NauieHTH 3 MacoIo Tijla y MeXKax KIHIYHO
NPHAHATHOTO HOPMAIBHOTO JIaNa30oHy 3HAYEHD
BIANOBIAHO A0 HOPMANEHHX 3HAYCHDL THACKSY MacH
Tina (18,50 — 24,90 KI/M> (BRMOYHO 08 000X
3HAYEHB)) 3 MACOHD TiNa He MeHie 50 kr.

20). Peaynetati ouiHkH ediekTHEHOCTI 3aranom y gocnipkeHni Oynu panaomizopani 155
NalieHTiB, aKi YW BKIKYEH] ¥ 10ChiReHH.
3aranom 138 nauienTie, axi Gynn BKIOYEH] ¥
(hapMaKkOKiHETHYHHIT | CTATHCTHYHMEA aHanis
npodino 3anemHOCTI KOHUEHTPAaLT B cHpoBaTui
Kpoei Big dacy (dakTHYHWUN Yac B3ATTA 3pazka) 114
NOKa3HHKIB BMicTy 3aransHoro samiza (TOI) i
3aniza, 38 a3anoro 3 Tpancipepurom (TBI), 3
MOTNPABKOK Ha IHAYEHHA BHXIIHOTO PIBHA,
JABEPUINIM YHACTE ¥ 10CNiAMeHH] Biinosiano no
3aTREp/IKEHOro npotokony i [aany cratveTHaHoro

aHamiay.

Bianosiano Ao npotokony aocnigxenus ta [lnany
cTaTHCTHYHOro ananizy (SAP), nocninaenna
Biznoeigano kpurepiam GioekpiBanenTHoCTI,
ockineku 90% AoBipui iHTEpRATH NI BiIHOLIEHHS
reOMETPHYHHX CePe/HIX, PO3PAXOBAHHX METOIOM
HaliMeHIINX KBaapatig, ana norapudmidno
nepeTEopeHnx (hapMakoKiHETHUHHX napaMeTpis
Cmax i AUCO-t 118 noKa3HHKIB 3aralbHOTD BMICTY
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saniza (TOI) i saniza, 3p'a3aHoro 3 TpaHcdepuHom
(TBI). 3 nonpaekow Ha 3HAYEHHS BUXiHOTO pieHs,
3HANO/MIIHCA B NpuiiHsTHOMY Aianazoni 80,00% —
125,00%.

21. Peaynetati ouinku Geanexu

| Bynw sapeectporani ¥ 5 nauienTig. [Npotarom

| manienTie, [IPOTATOM ULOro A0CTiTKeHHs Gya0

3aranom B aHaniz deanexu 8yno BemoyeHo |50

BHABACHO 3aranomM 19 HebamaHHX ABHLL, WO
BHHHKIH Ha OHI J0CHiTHYBaHOro NiKy BaHHA
(JIHA), aki cnocrepiramuca v 14 (9.3%) nauienTis.
I3 19 JIHA 6 JIHA 6ynu indysifinamu peakuismu i

LLOro M0C1iKeHHs He DY10 3apeccTpORaHo .
JKOOHMX CepO3HNX HeDaKaAHNN ABMLLL, ;

3aranom npoTarom aocnimkeHHsa 6yno
3apeccTpoBaHo 8 HebaKaHuX SBULL, NOB A3aHMX i3 |
nikyeauuam, v 7 (4.7%) nanieurie, 3aranom 5 |
HeDamanHx ABril BUHNKIH ¥ 4 (5.4%) nauicuTis v
rpyni NiKyBaHHA GOCTiKYBAHHM Npenaparom, i 14
Hebamanux asuil BHHEKIH v 10 (13.2%) nauienris
¥ FpyIi JiKyBaHHA NPEnapaToM nopiBHAHHA.
KinbKicTs NalieHTiE NiapaxoByeThes 3a
MaEHTaMH, ¥ AKHX BHHHKIO NpHHaiiMHi oaHe
JIHA.

Crynine sasskocti JIHA, npo aki nosinomasnocs,
OLLHIOBABCA 32 AONOMOTOK 3aranbHHX
TEPMIHONOTIYHNX KpHTEpITB HeDamaHHX ABHIL
(CTCAE). Ouinka 4acTOTH BHHHKHEHHHA
HeOaMmaHuX ABMLL 38 CTYNEHEM BAKKOCTI MTPH
3aCTOCYBAHHI Npenaparis noKasana, 1o 3araioMm y
13 (8,7) nauienTie cnoctepiranuca JIHA | crynens
BaKKOCTI (nerkoro crynens), i y 1 (0,7) nauienra
cnoctepiranoca JIHA 2 crynexs pamkocti .
(nomipuoro ctynenn). 3 uux HeDamaHUX ABMLL, PO |

' 3JIHA | crynens BaKKOCTI (MerkKoro cTyness) |
| noeigoMunn 3 (4.1) nauientn. npo 2 JIHA 2

| MOPIBHAHHA.

CTYNEHS BAKKOCTI (MOMIPHOTO CTYNEH:A) i
nosizomus | (1.4) nauieHT nicns oTpuManHsa
NIKYBaHHA JOCTITKYBAHHM NpenaparoM. 3araioM
10 (13,2) nauienTis nosigoMunu npo 14 JIHA, axi
Oynu knacuikosani sk HeGamaHi ApuiLa |
CTYTEHA BAKKOCTI (JIErKOro CTYMEHA), Mpo wwo
Oy10 NOBIAOMIIEHO MICNA OTPHMAaHHSA npenapary |

22. BHCHOBEH

Saranom y fdociigxenni Gynu panpomizosani 155
nauieHTis, AKi GYIH BRIOHEH] ¥ A0CHIBKeHHA.
Jaranom 138 nauienTie, ski Oyau BKIIOUYEH] Y
(hapMakoKiHeTHYHKIT | CTaTHCTHYHRIT ananis
npodinio 3anerHocTi KOHUEHTpauUT B cHpoBaTui
kpoBi Bijl yacy (GakTHHHHIA Yac BIATTA 3paska) aas
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NOKATHKUKIB BMIiCTY 3aransHoro zaniza (TOI) i
3aniza, 38’ a3aHoro 3 Tpavcdepunom (TBI), 3
NONPaBKOK HA 3HAYSHHA BHXIIHOTO PiBHA,
SABCPLUWIH YHACTE Y OOCHIIKEHH] BiONOBiAHO 10
JATBEP/KEHOTO npoTokony i [nany craTHCTHYHOrO
aHaisy.

Binnosinno po nporokony nochimxedHa ta [nany
CTATHCTHYHOIO aHanisy (SAP), pocnimmenus
BiINOBIIANO KpUTepiaM BlockBiBaNeHTHOCTI,
ockinkkn 90% noripui iHTEpRANK AN BIIHOIIEHHA |
reOMETPHHHHX Cepe/HIX, POIPAXOBAHMX METOJOM |
Hafimenwuy keazparis, nug norapudmiune
nepeTopeHuy apMakoKiHETHYHHX napaMeTpie
nokasuukie Cmax i AUCO-t nas saraneHoro BMicTy
zaniza (TOI) i 3aniza, 38'93aH0T0 3 TpaHchepHHOM
(TBI), 3 nonpaEKol Ha 3HAYEHHA BUXITHOIO PIBHA,
IHAXO/MIIMCA B NpHifHATHOMY Aianazoni 80,00% -
125,00%.
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