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2. Pharmacology:

1) Primary
pharmacodynamics

The equilibrium dissociation constant (Kp) of anifrolumab-fnia with
[FNARI expressed on human and cynomolgus monkey PBMCs was
determined using by a direct saturation binding assay. The KD for
human [FNAR1T was 0.29 + 0.29 nM and for cynomolgus monkey
IFNARI was very similar at 0.65 + 0.74 nM. The binding epitope was
mapped to the IFNAR1 subdomain 3 and residues 276-279 (YLLR)
were determined to be critical for anifrolumab-fnia binding,

Anifrolumab-fnia competitively inhibited 12SI—IFN-(JQa binding to
[FNAR expressing Daudi cells with an IC5¢ of 0.14 nM. Consistent
with the blockade of ligand-induced IFNAR1/2 complex formation,
anifrolumab-fnia inhibited downstream STAT1/2 phosphorylation,
and the formation of a transcription activation complex that binds
[FN-stimulated response elements (ISRE) in the promoters of type I
[FN inducible genes. Anifrolumab-fnia potently inhibited
recombinant cynomolgus type I IFN induced ISRE activity in
monkey COS cells but failed to inhibit murine type I IFN induced
ISRE activity in murine MLE-12. These data provide further
justification for the selection of cynomolgus monkey (and not rodent)
as the pharmacologically relevant toxicology model for nonclinical
safety assessment. Anifrolumab-fnia did not exhibit ADCC nor CDC
activity.




2) Secondary

INo formal secondary pharmacodynamic studies have been conducted

pharmacodynamics  |with anifrolumab-fnia. Please refer to the Safety Pharmacology
Section.

3) Safety 'The safety pharmacology of anifrolumab was evaluated in the single

pharmacology and repeat-dose SC and IV toxicity studies in cynomolgus monkeys

(see Module 2.6.6). There were no anifrolumab-fnia-related findings
in assessments of the central nervous (clinical observations of
behavior), respiratory (rate), renal (urinalysis), and cardiovascular
systems (assessment of heart rate, electrocardiogram, and blood
pressure) were conducted. Additionally, microscopic pathology
examinations in these studies did not show any anifrolumab-fnia-
related adverse effects for key vital organs. In conclusion, there were
no anifrolumab-fnia-related adverse findings in any of the safety
pharmacologic parameters assessed in any non-clinical safety study.

4) Pharmacodynamic
interactions

No pharmacodynamic drug interaction studies were performed.

3. Pharmacokinetics:

1) Analytical Methods
and validation reports

Anifrolumab-fnia was quantified in cynomolgus monkey serum using
an enzyme-linked immunosorbent assay (ELISA) method (see Report
CVTR-0022). The assay’s lower limit of quantitation was 3.125
ug/ml and the upper limit of quantitation was 100.00 pg/ml.

2) Absorption

The absorption of anifrolumab following SC administration of a 5
mg/kg dose was evaluated in cynomolgus monkeys (see Report 7140-
142) and at 15 mg/kg and 60 mg/kg (see Report 7140-129). Peak
concentrations were reached in approximately 2 days and the
bioavailability was about 79% compared to IV administration.

3) Distribution

No specific in vitro or in vivo tissue distribution studies with
anifrolumab-fnia have been conducted as it is an IgG, and the
distribution of tezepelumab is likely restricted to the extracellular
fluid (Ryman and Meibohm 2017).

4) Metabolism

No in vitro or in vivo metabolism studies with anifrolumab-fnia have
been conducted.

Anifrolumab-fnia is a monoclonal antibody and therefore its expected
metabolism is degradation to small peptides and amino acids. No
active metabolite is expected for anifrolumab-fnia.

5) Excretion

Excretion studies with anifrolumab-fnia have not been conducted.
Anifrolumab-fnia is a monoclonal antibody and therefore its expected




elimination is through the intrinsic clearance by the
reticuloendothelial system in the same way as that for an endogenous
IgG. No renal excretion is expected for anifrolumab-fnia since the
molecular weight is higher than the glomerular filtration threshold.
The concentration of anifrolumab-fnia in milk was generally low
compared to serum levels of infants at the same time points in
cynomolgus monkey indicating limited excretion via milk in lactating
cynomoigus monkey.

6) Pharmacokinetic

No anifrolumab-fnia-related pharmacokinetic drug interaction studies

Interactions have been conducted. With respect to modulation of metabolism by

(preclinical) concomitant medications, pharmacokinetic drug interactions are not
anticipated because of minimal involvement of CYP enzymes in the
metabolism of anifrolumab-fnia.

7) Other Other pharmacokinetic studies with anifrolumab-fnia have not been

Pharmacokinetic conducted.

Studies

4. Toxicology:

1) Single-Dose

Acute toxic effects of anifrolumab-fhia were evaluated in three

Toxicity single-dose toxicity studies. There were no signs of IV anifrolumab-
fhia acute toxicity at doses up to 100 mg/kg.

2) Repeat-Dose A 4-Week Repeat Intravenous Dose Toxicity Study of MEDI-546

Toxicity in Cynomolgus Monkeys, with TK and Immunogenicity

Evaluation, followed by a 7-Week Recovery Period (Study
SNBL..263.01; GLP)

A GLP, 4-week repeat dose toxicity study (Report SNBL.263.01)
with 4 weekly anifrolumab IV infusions (Study Days 1, 8, 15, and
22) at 0, 0.5, 5, or 30 mg/kg was conducted in cynomolgus monkeys,
Three animals per gender per group were necropsied on Day 29
(3/gender/group) with remaining animals (3/gender/group)
necropsied on Day 71 after an additional 7 weeks of dose-free
observation. A test article-related increase in the occurrence of dry
feces was noted for animals in the 5 and 30 mg/kg dose groups
during the first 9 days of study (Day 10) compared to controls and
0.5 mg/kg animals. Because this change was transient, not associated
with any additional clinical signs, and resolved without treatment
prior to completion of dosing, it was not considered to be adverse.
Additionally, similar dry feces findings were not noted in other repeat
dose anifrolumab studies. The NOAEL in this study was 30




mg/kg/dose, the highest dose tested, which resulted in a mean AUC.-
7¢0f 11,100 pg-d/mL and a mean Cpax of 2,640 pg/mL.

A 9-Month (39-Week) Repeat Subcutaneous Injection and
Intravenous Infusion Toxicity, Toxicokinetic, and
Immunogenicity Study with MEDI-546 in Cynomolgus Monkeys
with a 12-Week Recovery Period (Study 7140-129; GLP)

A 9-month (39-week) repeated-dose toxicity study was conducted in
cynomolgus monkeys following weekly IV infusion (0, 5, or 50
mg/kg/week) or SC injection (0, 15, or 60 mg/kg/week) for 39 weeks.
Focal arteritis was observed in small- and medium-sized arteries of
several organs in 5 of the 24 male animals that received anifrolumab,
but it was not evident in male control animals or in female animals
regardless of treatment group. Findings were less pronounced and
generally less widespread in the recovery necropsy animals following
a 13-week dose-free period when compared to animals necropsied at
the end of the dosing phase. The NOAEL for females is at least 50
mg/kg IV and 60 mg/kg SC, the highest doses tested. The arteritis
finding in male animals may be a consequence of species-specific
immunogenicity, and its relevance to human safety is unknown
(Chamanza et al 2006). However, a possibility of other factors than
production of antibodies to anifrolumab cannot be ruled out. Based
on the arterial inflammation observed, the NOAEL for males is less
than 5 mg/kg IV and 15 mg/kg SC. If the observed arteritis is not
factored into the NOAEL determination, the NOAEL of anifrolumab
for males is at least 50 mg/kg IV and 60 mg/kg SC, the highest doses
tested. Since non-SLE vasculitis has not been a clinical safety finding
attributed to anifrolumab in the completed clinical studies to date, and
since anifrolumab has not been nearly as immunogenic in humans as
it has been in monkeys (based on immunogenicity rates and relative
titers), AstraZeneca proposes using the [V NOAEL from this study
when the observed arteritis is not factored into consideration

(50 mg/kg) for safety margin calculations in relation to the maximum
recommended human dose (MRHD).

3) Genotoxicity:
in vitro

/According to the current guidelines on the preclinical safety
evaluation of biotechnology derived pharmaceuticals (ICH S6 R1

in vivo (including
supportive
toxicokinetics
evaluation)

[ICH, 2011]), the range and type of standard studies evaluating
genotoxicity routinely conducted for pharmaceuticals are not
applicable for biotechnology-derived pharmaceuticals such as
anifrolumab-fnia. Therefore, no studies evaluating the genotoxic or
mutagenic potential of anifrolumab-fnia have been conducted.




Anifrolumab-fnia is a large protein molecule that is not expected to
cross the nuclear or mitochondrial membrane and to interact directly
with DNA or other chromosomal material inside the nucleus.
Anifrolumab-fnia is a human mAb composed entirely of naturally
occurring amino acids and contains no inorganic or synthetic organic
linkers or other non-protein portions. Thus, it is highly unlikely that
anifrolumab-fnia would react directly with DNA or other
chromosomal material.

4) Carcinogenicity:

Long-term studies

The repeat IV or SC dose non-clinical studies of up to 39 weeks dose

Short- or medium-term
studies

length, anifrolumab-fnia showed no evidence of proliferative or pre-
neoplastic effects in cynomolgus monkeys. Anifrolumab-fnia does
not bind to murine IFNAR1 and does not inhibit the biological
activity of murine IFN-q, thus precluding a direct evaluation of
anifrolumab-fnia carcinogenic risk in a 2-year rodent bioassay. As
well, cynomolgus monkey is not generally considered a suitable
model for in vivo carcinogenicity assessment. since direct
anifrolumab-fnia in vivo carcinogenicity assessment is not feasible,
alternative in vivo options (including alternative reagents) were
considered and a weight of evidence risk assessment was initiated
based on review of available literature. AstraZeneca considers the
existing literature from studies with IFNAR1- and IFNAR2-deficient
mice and mice administered IFN o/f} and anti-IFN-o/p antibodies,
including the MAR1-5A3 antibody (representing the available
models to AstraZeneca for anifrolumab-fnia carcinogenicity risk
assessment) to characterize carcinogenic potential of IFNAR1
blockade in rodents (these models generally demonstrated that
IFNAR blockade increased carcinogenic potential in rodents).
Performance of additional in vivo studies with these models and
reagents were considered unlikely to significantly impact the
conclusions of current experimental results. In this case potential risk
can be best mitigated by continued monitoring for development of
malignancies in clinical studies, and in product labelling and risk
management practices without performing additional in vivo studies
in animal models (ICH S6 (R1), 2011).

Additional studies

5) Reproductive and
Developmental
Toxicity:

Fertility and early
embryonic
development

Assessment of indirect male fertility endpoints (semen analysis
consisting of motility, count and morphology assessments and
spermatogenesis staging), organ weights (pituitary gland, prostate,




seminal vesicles, testis, epididymis), macroscopic and histopathology
(prostate, seminal vesicles, epididymis, testis) and mammary gland
were conducted in sexually mature cynomolgus monkeys during the
GLP 9-month (39-week) repeat dose study (see Report 7140-129)
with weekly I'V infusion (0, 5, or 50 mg/kg) or SC injection (0, 15, or
60 mg/kg). No statistically significant or biologically meaningful
differences were noted for any sperm evaluation parameter at any
time point (ejaculate or necropsy). There were histopathologic
testicular findings in 2 anifrolumab-fnia-treated males. At the end of
dosing phase necropsy (Day 277, 3 days after the last dose on Day
274), the left testis from one 60 mg/kg SC male had marked
seminiferous tubule degeneration. The right testis, however, had only
slight atrophy/degeneration, so the severity of the change was not
consistent between these 2 paired organs that receive similar blood
supply. The seminiferous tubular epithelium degeneration in the left
testis was ongoing, as tubules were with various degrees of
exfoliation and loss of tubular epithelial cells. No one specific cell
type or specific stage of maturation was affected. Semen was
collected via electro-ejaculation at two occasions pre-study, Weeks 6
and 20, and approximately one week prior to terminal (dosing phase)
sacrifice and approximately one month prior to recovery sacrifice.
Sperm samples were also collected at terminal and recovery
necropsies for motility, count, and morphological analyses. Though
this animal also exhibited a reduction in the number of sperm and 0%
motile sperm at the terminal sacrifice, compared to the control
animals at this collection, the sperm numbers and motility measured
in semen samples before sacrifice for this animal (137.5 million/mL,
43.3%) and for the 60/mg/kg/week SC dose group (129.4 million/mL,
23.1%) were both higher than those for the control group (mean:
101.1 million/mL, 14.2%). It is worth noting that this animal did not
have enough sperm present in the sample to evaluate motility at either
of the two pre-dose timepoints. This variability extended into the
dosing phase with motility values of 13.2% at Week 6, 84.6% at
Week 20, and 43.3% at the terminal ejaculate collection. Similarly,
total concentration (million/mL) in ejaculate for this animal varied
considerably with the two pre-dose values of 1.8 and 14.6. In the
dosing phase, this variability continued with values of 1.6 at Week 6,
379.9 at Week 20, and 137.5 at the terminal ejaculate collection.
Given the pre-dose ejaculate variability, the inconsistent microscopic
findings between left and right testis, and the lack of similar findings
at this timepoint in the 50-mg/kg/dose IV male with a higher mean
Cmax and slightly higher AUCq.7q4, this finding was not considered

treatment related (this animal also had no detected anti-anifrolumab




antibodies, and a toxicokinetics profile consistent with other animals
in the dose group).

At the end of recovery phase necropsy on Day 360, one 50
mg/kg/week IV animal had a mild depletion of the germ cells
involving the pachytene spermatocytes in Stages VII through XII,
which resulted in decreased numbers of spermatids in Stages [
through V1. Though the Day 323 (one month into the dose free
recovery phase) ejaculate revealed no sperm in the motility sample
and heavy debris that was no longer evident at the Day 360 recovery
necropsy time point, it is worth noting that this animal had variable
ejaculate results throughout the study, including no sperm present in
1 of the 2 pre-study ejaculate samples (ie, prior to any anifrolumab
exposure), and had normal sperm motility at the Week 20 and
terminal necropsy ejaculate time points during the dosing phase. The
timing in relation to active dosing and pharmacology argues against
the testis pathology resulting from a direct effect of anifrolumab in
this 50 mg/kg IV male at the recovery necropsy (this animal also had
no detected anti-anifrolumab antibodies, and a toxicokinetics profile
consistent with other animals in the dose group). A lack of direct
anifrolumab effect is further supported by the right testis from this
animal being histologically normal (ie, a unilateral effect). In mice,
type I interferons and interferon induced proteins have been shown to
be highly expressed in testis (somatic cells, but not germ cells) in
response to viral stimulus (Dejucq et al 1995, Dejucq et al 1997,
Dejucq et al 1998, Melaine et al 2003, Starace et al 2008).
Preliminary studies in transgenic mice with type I IFNs
overexpression were complicated by aspects of the study designs
(Hekman et al 1988, Iwakura et al 1988); reviewed in (Satie et al
2011), however, more recent studies in transgenic mice
overexpressing IFN-b in the testis (Satie et al 2011) showed that the
prolonged activation of type I IFN receptors can severely disrupt
spermatogenesis, leading to sterility. This was also associated with an
approximately 50% reduction in testis weight compared to control
and seminiferous tubule atrophy due to spermatogenesis disruption
(testis weight was unaffected by anifrolumab administration in the 9-
month, 39-week study). Hypofertility and reduced epididymal sperm
count occurred approximately 3 weeks after IFN levels began
increasing (post-natal Day 20) and led to sterility within 40 days
(post-natal Day 60). When mice that overexpress [FN-bin the testis
are also rendered deficient for IFNARI, testicular integrity and
fertility are maintained. Effects on spermatogenesis and sterility are
not clearly evident in Type I IFN receptor deficient mice. According
to Miiller and colleagues: “The IFRa/bR o/o mice were obtained with




a Mendelian frequency, proved fertile, and had no apparent
phenotypic anomalies by 6 months of age.” (Muller et al 1994).
According to Hwang and colleagues: “Male and female IFNAR1 -/
mice were fertile and produced normal-size litters (data not shown).
Thus, despite earlier proposals that type I INFs may be important in
reproduction and development, there is no evidence of developmental
anomalies in the [IFNARI1 -/~ mice, nor are there gross macroscopic or
microscopic abnormalities in organs of adult mice up to 6 months of
age” (Hwang et al 1995).

Studies in rats have provided contradictory data with some showing
that that intraperitoneal IFN-a injections can induce impaired
spermatogenesis (Ulusoy et al 2004), whereas daily subcutaneous
[FN-a administration to nude rats for 3 months (Hibi et al 1997)
improved testicular spermatogenesis and increased the epididymal
sperm concentration. [n humans, high levels of [IFN-a have been
detected in the semen of infertile men (Fujisawa et al 1998) and
administration of IFN-a to infertile men may restore spermatogenesis
(Yamamoto and Miyake 1994). Administration of IFN-a2b is being
used to treat infertility in men from mumps orchitis, but the
effectiveness of this treatment does not appear to be completely
established (Erpenbach 1991, Pal 2013, Yapanoglu et al 2010,
Yeniyol et al 2000).

In summary, in the 9-month (39-week) repeat-dose toxicity study
with anifrolumab in sexually mature cynomolgus monkeys there were
testicular findings noted for two anifrolumab-treated males.
Associated data for the two males argues against these testicular
findings being attributable to anifrolumab. This is consistent with
available type I IFN literature that appears suggestive that over-
expression (not neutralization) of type I IFN could impair
spermatogenesis.

Female fertility assessments in the 9-Month (39 Week) Repeated-
Dose Toxicity Study in Cynomolgus Monkeys (Study 7140-129;
GLP)Assessment of indirect female fertility endpoints [menses cycle,
organ weights (pituitary gland, ovaries and uterus), macroscopic and
histopathology (pituitary gland, ovaries, uterus, cervix, vagina, and
mammary gland)] were conducted in sexually mature cynomolgus
monkeys during the GLP 9-month (39-week) repeat dose study (see
Report 7140-129) with weekly IV infusion (0, 5, or 50 mg/kg) or SC
injection (0, 15, or 60 mg/kg). No anifrolumab-fnia-related effect on
menstruation was evident. There were no anifrolumab-fnia-related
changes in organ weights or macroscopic and microscopic pathology.




Embryotoxicity

[No development toxicity studies with anifrolumab-fnia were
conducted to evaluate early embryonic development to implantation
as it is not practical to do mating studies in cynomolgus monkeys.

Prenatal and postnatal
toxicity

Pre- and Post-natal Development Study with Intravenous
Anifrolumab in Cynomolgus Monkeys (Study SNBL.263.11;
GLP)

A GLP, pre- and post-natal development study (Report
SNBL.263.11) was conducted in cynomolgus monkeys following IV
administration of anifrolumab. In this study, pregnant cynomolgus
monkeys (16-17/group) received every other week IV infusions of 0
(vehicle control), 30, or 60 mg/kg anifrolumab from GD20 through
approximately LD28 (3 doses during the lactation period). The
number of animals per group was intended to be sufficient to allow
meaningful interpretation of the data (ICH S6 (R1), 2011, Note 5)
(Jarvis et al 2010). There were no anifrolumab-fnia-related adverse
effects (maternal, fetal, or infant) identified at the dose levels tested.
Exposure to anifrolumab-fnia did not have an abortifacient effect
because the incidence of embryo-fetal losses remained unaffected.
In addition, the number of stillbirths was comparable to the control
group and the testing facility’s historical incidence data, and the
growth and development of the infants were within normal limits for
infant cynomolgus monkeys, including immune assessments (keyhole
limpet hemocyanin [KLH] immunization immunoglobulin M [IgM]
and immunoglobulin G [IgG] titer values, peripheral blood
immunophenotyping, hematology analyses, and lymphoid organ
histopathology [spleen, thymus, and lymph nodes]). The NOAEL
was 60 mg/kg, the highest dose tested.

Studies in which the
offspring (juvenile
animals) are dosed
and/or further
evaluated

Studies in juvenile animals were not conducted. In the completed
toxicology studies, the toxicology of anifrolumab-fnia was assessed
in animals ranging from 0 to ~6 months and 3 to 7 years of age
(repeat-dose studies), which correspond approximately to human ages
0 to 2 and 12 to 21+ years, respectively. No toxicity directly
attributed to anifrolumab-fnia was observed in any study and no age-
related differences in the toxicity profile were observed.

6) Local Tolerance

Local tolerance was assessed by clinical (dermal Draize scoring),
macroscopic, and histopathology examinations of anifrolumab-fnia
infusion/injection sites during the single (Report 7140-142) and
repeat dose toxicity studies (Reports SNBL.263.01 and Study 7140-
129). No anifrolumab-fhia-related adverse changes were observed at
the infusion/injection sites.




7) Additional Toxicity
Studies:

Antigenicity
(production of
antibodies)

As per ICH S6(R1), ICH S8 (Immunotoxicity Studies for Human
Pharmaceuticals), and guidance for industry (The non-clinical Safety
Evaluation of the Immunotoxic Potential of Drugs and Biologics;
June 2023), no stand-alone assessments of
antigenicity/immunogenicity have been conducted with anifrolumab-
fnia. These end points have instead been evaluated as part of the
repeat dose toxicity studies. As expected for a human protein, ADA
(immunogenicity) developed in several animals during the dosing
and/or treatment-free phase. The formation of ADA did not interfere
with the anifrolumab-fnia toxicological evaluation in this study as
pharmacodynamically active anifrolumab-fnia serum levels were
maintained throughout the studies.

[Immunotoxicity

[n the nonclinical studies, immune assessments (immunophenotyping
[activated T cells, populations of NK cells, B cells, Th cells, and
regulatory T cells and co-expression of 2 Fc receptors on both
monocytes and lymphocytes], hematologic analyses, and pathologic
examinations of immune tissues) in animals administered
anifrolumab-fnia up to 39-weeks dosing duration showed no test
article related adverse effects on the immune system. Similarly, there
were 10 anifrolumab-fnia related adverse findings on the T-cell
dependent antigen response (anti-KILH antibodies) in cynomolgus
monkeys.

Mechanistic studies

Mechanistic studies were not conducted.

Dependence Dependence studies have not been conducted with anifrolumab-fnia
because there was no conclusive evidence of any adverse effects on
the central and peripheral nervous systems in safety pharmacology
and repeat dose toxicity studies or in clinical trials.

Metabolites toxicity  [Anifrolumab-fnia is a monoclonal antibody and therefore its expected

metabolism is degradation to small peptides and amino acids;
therefore, no metabolites toxicity studies were conducted.

Impurities toxicity

There were no impurities of concern that necessitated impurities
toxicity studies.

Other

Anifrolumab-fnia was evaluated for its potential to bind off-target
tissues or receptors. Anifrolumab-fnia is a fully human monoclonal
antibody, and thus a tissue cross-reactivity study was conducted using
panels of normal tissues for monkey and human as recommended in

the FDA guideline “Points to Consider in the Manufacture and




Testing of Monoclonal Antibody Products for Human Use” (FDA
Guidance, 1997).

The cross-reactivity of the Alexa-Fluor-conjugated form of
Anifrolumab-fnia (MEDI-546-Alexa488 ) was evaluated in a GLP
tissue cross-reactivity study at concentrations of 2 pg/mL and 10
ug/mL using cryosections of normal human and cynomolgus monkey
tissues (Reports IM1595 and IM1596). In the human tissue cross-
reactivity study, anifrolumab-fnia-specific staining was present in
epithelium, endothelium, mesothelium, mononuclear cells, and
spindloid/dendritic cells throughout the human tissue panel
examined. Anifrolumab-fnia also stained myenteric plexi in the
gastrointestinal tract, glomerular tuft cells in the kidney, granulosa
cells in the ovary, beta cells in the pancreas, chief cells of the
parathyroid, endocrine cells and pituicytes in the pituitary, decidual
cells in the placenta, and spermatogenic cells in the testis. The
distribution of anifrolumab-fnia-specific staining on the panel of
human tissues was consistent with published reports of widespread
expression of IFNAR in tissues (de Weerd et al 2007). In the
cynomolgus monkey study, anifrolumab-fnia-specific staining was
present in epithelium, endothelium, mesothelium, mononuclear cells,
spindloid/dendritic cells, and intravascular and leaked proteinic
material (serum) throughout the cynomolgus monkey tissue panel
examined. Anifrolumab-fnia also stained myenteric plexi in the
gastrointestinal tract, Meissner’s plexi in the esophagus, glomerular
tuft cells in the kidney, granulosa cells in the ovary, beta cells in the
Pancreas, chief cells of the parathyroid, endocrine cells and pituicytes
in the pituitary, decidual cells in the placenta, and spermatogenic
cells in the testis. The observed anifrolumab-fnia staining of human
and cynomolgus monkey tissues is consistent with published reports
of widespread expression of IFNAR in tissues, and further supported
the cynomolgus monkey as a relevant toxicology model.

5. Preclinical study
conclusions

In conclusion, consistent with ICH S6 (R1) guidance, the
AstraZeneca has conducted adequate anifrolumab-fnia nonclinical
safety studies in cynomolgus monkeys are appropriate to support a
marketing authorization for anifrolumab-fnia at the recommended
dose, route, and schedule of treatment of the proposed indication.
These nonclinical safety data further provide adequate margins of
exposure between the observed 39-week repeat dose study IV
NOAEL (50 mg/kg; NOAEL not taking arteritis into account), the
pre- and post-natal development study IV NOAEL (60 mg/kg), and
the MRHD of 300 mg IV every 4 weeks. Safety margins were
calculated using the observed steady state exposure at the NOAEL




(for the 39-week study and the pre- and post-natal development
study) to exposure values at the MRHD at Week 48 to 52, predicted
from the clinical population pharmacokinetic model (refer to
Anifrolumab Population PK report, Module 5.3.3.5), accounting for
differences in dosing frequency between animals and humans. Since
type | IFN gene signature test status was identified as a covariate on
clearance, the exposure at the MRHD for both type I IFN gene
signature test high and type [ IFN gene signature test low were
considered. The most conservative approach (based on exposure at
MRHD in IFN gene signature test low subjects) results in margins of
approximately 58 for AUC and 33 for Cmax for the 39-week study,
and margins of approximately 28 for AUC and 17 for Cpax for the
enhanced pre- and post-natal development study. These nonclinical
safety data also further provide adequate margins of exposure
between the observed 39-week repeat dose study SC NOAEL (15
mg/kg; NOAEL), the pre- and post-natal development study IV
NOAEL (60 mg/kg), and the MRHD of 120 mg SC every week.
Safety margins were calculated using the observed steady state
exposure at the NOAEL (for the 39-week study and the pre- and post-
natal development study) to exposure values at the MRHD predicted
from the clinical population pharmacokinetic model (refer to
Anifrolumab Population PK report, Module 5.3.3.5), accounting for
differences in dosing frequency between animals and humans. This
resulted in safety margins of approximately 52 for AUC and 51 for
Cmax for the 39-week study, and margins of approximately 28 for
AUC and 38 for Cmax for the enhanced pre- and post-natal
development study.

Applicant (registration
certificate holder)

TS M

(signature) S
f/naﬁl}/ St Noanetz

|(full name)

T
|
|
\
|
|

{Procedure amended by new annex 29 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }

References:

Chamanza R, Parry NM, Rogerson P, Nicol JR, Bradley AE. Spontaneous lesions of the cardiovascular
system in purpose-bred laboratory nonhuman primates. Toxicologic pathology. 2006;34(4):357-63.

de Weerd NA, Samarajiwa SA, Hertzog PJ. Type I interferon receptors: biochemistry and biological

functions. J Biol Chem. 2007;282(28):20053-7.




13

Dejucq N, Dugast I, Ruffault A, van der Meide PH, Jegou B. Interferon-alpha and -gamma expression
in the rat testis. Endocrinology. 1995;136(11):4925-31.

Dejucq N, Chousterman S, Jegou B. The testicular antiviral defense system: localization, expression,
and regulation of 2'5' oligoadenylate synthetase, double-stranded RNA-activated protein kinase, and
Mx proteins in the rat seminiferous tubule. J Cell Biol. 1997;139(4):865-73.

Dejucq N, Lienard MO, Guillaume E, Dorval I, Jegou B. Expression of interferons-alpha and -gamma
in testicular interstitial tissue and spermatogonia of the rat. Endocrinology. 1998;139(7):3081-7.

Erpenbach KH. Systemic treatment with interferon-alpha 2B: an effective method to prevent sterility
after bilateral mumps orchitis. J Urol. 1991;146(1):54-6.

Fujisawa M, Fujioka H, Tatsumi N, Inaba Y, Okada H, Arakawa S et al. Levels of interferon alpha and

gamma in seminal plasma of normozoospermic, oligozoospermic,and azoospermic men. Arch Androl.
1998;40(3):211-4.

Hekman AC, Trapman J, Mulder AH, van Gaalen JL, Zwarthoff EC. Interferon expression in the testes
of transgenic mice leads to sterility. J Biol Chem. 1988;263(24):12151-5.

Hibi H, Yokoi K, Yamamoto M. Effects of alpha-interferon on sperm production, concentration, and
motility in the rat. Int J Urol. 1997;4(6):603-7.

Hwang SY, Hertzog PJ, Holland KA, Sumarsono SH, Tymms MJ, Hamilton JA et al. A null mutation
in the gene encoding a type I interferon receptor component eltminates antiproliferative and antiviral

responses to interferons alpha and beta and alters macrophage responses. Proc Natl Acad Sci U S A.
1995;92(24):11284-8.

Iwakura Y, Asano M, Nishimune Y, Kawade Y. Male sterility of transgenic mice carrying exogenous
mouse interferon-beta gene under the control of the metallothionein enhancer-promoter. EMBO J.
1988;7(12):3757-62.

Jarvis P, Srivastav S, Vogelwedde E, Stewart J, Mitchard T, Weinbauer GF. The cynomolgus monkey
as a model for developmental toxicity studies: variability of pregnancy losses, statistical power
estimates, and group size considerations. Birth Defects Research Part B: Developmental and
Reproductive Toxicology. 2010;89(3):175-87.

Melaine N, Lienard MO, Guillaume E, Ruffault A, Dejucq-Rainsford N, Jegou B. Production of the
antiviral proteins 2'S'oligoadenylate synthetase, PKR and Mx in interstitial cells and spermatogonia. J
Reprod Immunol. 2003;59(1):53-60.

Muller U, Steinhoff U, Reis LF, Hemmi S, Pavlovic J, Zinkernagel RM et al. Functional role of type I
and type II interferons in antiviral defense. Science. 1994;264(5167):1918-21.

Pal G. The effects of pegylated interferon--alpha2B on mumps orchitis. J Indian Med Assoc.
2013;111(9):612-4, 7.

Ryman JT, Meibohm B. Pharmacokinetics of monoclonal antibodies. CPT: pharmacometrics &
systems pharmacology. 2017;6(9):576-88.

Satie AP, Mazaud-Guittot S, Seif I, Mahe D, He Z, Jouve G et al. Excess type I interferon signaling in
the mouse seminiferous tubules leads to germ cell loss and sterility. J Biol Chem. 2011;286(26):23280-
95.



Starace D, Galli R, Paone A, De Cesaris P, Filippini A, Ziparo E et al. Toll-like receptor 3 activation
induces antiviral immune responses in mouse sertoli cells. Biol Reprod. 2008;79(4):766-75.

Ulusoy E, Cayan S, Yilmaz N, Aktas S, Acar D, Doruk E. Interferon alpha-2b may impair testicular
histology including spermatogenesis in a rat model. Arch Androl. 2004;50(5):379-85.

Yamamoto M, Miyake K. Successful use of interferon for male infertility. The Lancet.
1994;344(8922):614.

Yapanoglu T, Kocaturk H, Aksoy Y, Alper F, Ozbey 1. Long-term efficacy and safety of interferon-
alpha-2B in patients with mumps orchitis. Int Urol Nephrol. 2010;42(4):867-71.

Yeniyol CO, Sorguc S, Minareci S, Ayder AR. Role of interferon-alpha-2B in prevention of testicular
atrophy with unilateral mumps orchitis. Urology. 2000;55(6):931-3.




Clinical study report Nel

1. Name of medicinal product (registration {SAPHNELO
certificate Ne, if available ) (INN: Anifrolumab)
2. Applicant AstraZeneca AB
SE-151 85 Sodertalje, Sweden
3. Manufacturer AstraZeneca AB

Gartunavagen, Sodertalje, 152 57, Sweden
(Batch release)

4. Studies conducted:

myes no ifno, please justify

1) type of medicinal product, which has
been or will be registered

MEDICINAL PRODUCT WITH COMPLETE|
IDOSSIER (STAND-ALONE DOSSIER)
Other medicinal product

New active substance

5. Title of clinical trial, code number of
clinical trial

A Multicentre, Randomised, Double-blind,
Placebo-controlled, Phase 3 Study Evaluating
the Efficacy and Safety of Two Doses of
Anifrolumab in Adult Subjects with Active
Systemic Lupus Erythematosus
(D3461C00005)

6. Phase of clinical trial

Phase 3

7. Period of clinical trial

rom 9 June 2015 till 16 June 2017

8. Countries, where clinical trial has been
conducted

Argentina, Australia, Brazil, Chile, Colombia,
Germany, Hungary, Israel, Italy, New Zealand,
Peru, Poland, Romania, South Korea, Taiwan,
Ukraine, UK, USA

9. Number of trial subjects

Planned: approximately 450 subjects
(randomised in a 1:2:2 ratio)

Actual: 457 patients (anifrolumab 300 mg
group (n=180), anifrolumab 150 mg group
(n=93), placebo group (n=184))

10. Objective and secondary endpoints of
clinical trial

Primary Objective
¢ To evaluate the effect of anifrolumab 300
mg compared to placebo on disease
activity as measured by the difference in
the proportion of subjects who achieve an
SLE Responder Index
of >4 (SRI[4]) at Week 52
Key Secondary Objectives
e To evaluate the effect of anifrolumab 300
mg compared to placebo on the
proportion of patients with SRI(4) at
Week 52 in the type I IFN gene signature
test high subgroup
e To evaluate the effect of anifrolumab 300
mg compared to placebo on the
proportion of patients who achieve an
OCS dose <7.5 mg/day at Week 40,
which is maintained through Week 52 in
the subgroup of patients with baseline
OCS =10 mg/day
e To evaluate the effect of anifrolumab 300

mg compared to placebo on the




proportion of patients with a >50%
reduction in CLASI activity score at
Week 12 in the subgroup of patients with
baseline CLASI activity score >10

e To evaluate the effect of anifrolumab 300
mg compared to placebo on the
proportion of patients with SRI(4) at
Week 24

¢ To evaluate the effect of anifrolumab 300
mg compared to placebo on the
annualized flare rate through 52 weeks

Other secondary

¢ To evaluate the effect of anifrolumab 150
mg compared to placebo on disease
activity as measured by the difference in
the proportion of patients who achieve
SRI(4) at Week 52

e To assess the difference between
anifrolumab 300 mg and placebo on
measures of disease activity including
levels of SRI response other than 4,
BICLA, the individual components of
SRIa, and the number of swollen and
tender joints at Week 52, as well as SRI
and BICLA over time

e To assess the difference between
anifrolumab 300 mg and placebo on
measures of organ damage, ie, SDI at
Week 52

o To assess the difference between
anifrolumab 300 mg and placebo on
Lupus Low Disease Activity State
(LLDAYS)

o To assess the difference between
anifrolumab 300 mg and placebo on
patient-reported health status,
healthrelated QoL, and other patient-
reported outcome measures of fatigue,
pain, patient global assessment, and work
productivity at Week 52

¢ To evaluate the safety and tolerability of
anifrolumab

11. Clinical trial design

This was a phase III, multicenter,
multinational, randomized, double-blind,
placebo-controlled study to evaluate the
efficacy and safety of an intravenous (IV)
treatment regimen of anifrolumab 300 mg
iversus placebo in adult patients (18 to 70 years
of age) with moderate to severe, autoantibody-
positive systemic lupus erythematosus (SLE)
while recetving standard of care treatment




IFixed IV dose of anifrolumab 150 mg,
anifrolumab 300 mg, or placebo every 4 weeks
(Q4W) for a total of 13 doses

12. Main inclusion criteria

1. Adult patients (18 to 70 years of age)

2. SLE disease activity index 2000
(SLEDAI-2K)14 score of at least 6
(excluding points from fever, lupus
headache, or organic brain syndrome)

3. Clinical SLEDAI-2K score of at least 4
(excluding points from laboratory results);

4. British Isles Lupus Assessment Group
2004 (BILAG-2004) organ domain scores
of at least one A item or two B items;

5. Physician’s global assessment (PGA) of
disease activity score of at least 1 (0-3
scale);

6. Seropositivity for antinuclear antibodies
or anti-double-stranded DNA (anti-
dsDNA) or anti-Smith antibodies;

7. Weight of at least 40 kg at screening;

- 8. Ongoing stable treatment with at least one
of either prednisone or equivalent, an
antimalarial, azathioprine, mizoribine,
mycophenolate mofetil or mycophenolic
acid, or methotrexate

13. Investigational medicinal product, mode
of administration and strength

IV dose of 150 mg anifrolumab or 300 mg
anifrolumab every 4 weeks (Q4W) 150 mg/mL
solution of anifrolumab (clear colourless to
slightly yellow) intended for IV administration
following dilution into 0.9% saline. Each vial
of investigational product or placebo contains
1.3 mL fill volume

14, Reference product, dose, mode of
administration and strength

Solution (clear) intended for [V administration
following dilution into 0.9% saline. Each vial
of investigational product or placebo contains
1.3 mL fill volume

15. Concomitant therapy

Either prednisone or equivalent, an
antimalarial, azathioprine, mizoribine,
mycophenolate mofetil or mycophenolic acid,
or methotrexate

16. Criteria for evaluation efficacy

1. The proportion of patients who
achieved composite variable SRI(4) at Week
52, defined as:

* Reduction from baseline of >4 points in the
SLEDAI-2K;

» No new organ system affected as defined by
1 or more BILAG-2004 A or 2 or more
BILAG-2004 B items compared to baseline
using BILAG-2004;

+ No worsening from baseline in the patients’
lupus disease activity defined by an increase
>0.30 points on a 3-point PGA VAS; and




» No discontinuation of IP or use of restricted
medications beyond the protocol-allowed
threshold before assessment.

2. The proportion of patients in the type I
[FN gene signature test high subgroup who
achieved composite variable SRI(4) at Week
52 (see definition for primary efficacy
objective/variable)

The proportion of patients who maintained
OCS reduction

3. The proportion of patients with a 50%
reduction in CLASI activity score compared to
baseline

4, The proportion of patients who
achieved SRI(4) at Week 24 (see definition for
primary efficacy objective/variable)

17. Criteria for evaluation safety

» The incidence of AEs (including SAEs,
DAEs, and AESIs) during the study;

» Changes from baseline in clinical laboratory
tests, vital signs, and 12-lead ECG;

» Changes from baseline in physical
examination, and cushingoid features;

» The proportion of patients with modified
SELENA Flare Index based flares at Weeks 24
and 52,

* Proportion of patients with C SSRS suicidal
ideation or behaviour by category and
composite scores,

* Change from baseline in PHQ-8 total score

18. Statistical methods

Analysis set

o Full analysis set (FAS)
The full analysis set will be used as the
primary population for reporting efficacy
and safety data. This comprises all
subjects randomised into the study who
receive at least 1 dose of investigational
product and will be analysed according to
randomised treatment (modified
Intention-To-Treat). Any major deviations|
from randomised treatment will be listed
and considered when interpreting the
safety data.

¢ Pharmacokinetic analysis set
All subjects who received anifrolumab
and who had at least 1 quantifiable serum
PK observation post first dose, will be
included in the PX analysis dataset. All
PK summaries will be based on this
analysis set

Cochran-Mantel-Haenszel (CMH) approach

The proportion of patients achieving SRI(4) in

the anifrolumab 300 mg group were compared

to that in the placebo group using a Cochran-

antel-Haenszel (CMH) approach stratified




by the same stratification factors as for the
randomization.

19. Demographic indices of studied
population (sex, age, race, etc.)

The population had a median age of 41.0 years
and was predominantly female (92.3%) and
White (71.3%).

Patients had moderate to severe disease
activity at baseline, with a mean SLEDAI-2K
score of 11.3; 47.5% of patients had severe
disease in at least 1 organ system (BILAG-
2004 level A), 46.2% of patients had moderate
disease in at least 2 organ systems (BILAG-
2004 level B) and 31.1% of patients had
moderate to severe skin disease (CLASI
activity score =10 points).

Most patients (82.1%) were classified as type I
[FN gene signature test high. Overall, 90.2%
of patients had elevated/abnormal ANA titers
and 45.3% tested positive for anti-dsDNA
antibodies.

Approximately one-third of patients had
low/abnormal C3 complement levels.

At baseline, 83.4% of patients were taking
OCS (with over one-half of patients taking at
least 10 mg/day), 73.1% were taking
antimalarials, and 46.8% were taking
immunosuppressants.

20. Efficacy results

There was no statistically significant
difference in overall disease activity, as
measured by SRI(4) response rate, between the
anifrolumab 300 mg and placebo groups at
Week 52 (difference -4.2%, 95% CI -14.2 to
5.8; p=0.412).

Similar SRI(4) response rates were observed
between anifrolumab 300 mg and placebo
groups at Week 24 in the overall population
(difference 0.6%, 95% CI-9.4 to 10.6) and at
Week 52 in type I IFN gene signature test high
patients (ie, those with increased likelihood to
benefit from anifrolumab treatment)
(difference -3.4%, 95% CI -14.4 to 7.6).

The primary and several secondary endpoints,
are composites including “no use of restricted
medications beyond the protocol-allowed
threshold”. The results of these endpoints were
impacted by the rules used for defining
patients as nonresponders due to receiving
restricted medications. Some of the restricted

medication




rules did not comply with the intent of the
protocol and/or were not considered
appropriate for this patient population. Post-
hoc analyses using revised, more clinically
appropriate, restricted medication rules were
performed.

Post-hoc analysis of SRI(4) response rate at
Wk 52 with revised restricted medication rules
showed a treatment difference of 3.9 (95% CI -
6.3 -14.1; p=0.455) between the anifrolumab
300 mg and placebo groups.

Response rates between the anifrolumab 300
mg and placebo groups were numerically
higher at higher SLEDAI-2K thresholds
(SRI[7] and SRI[8]) in both the original
(prespecified) and post-hoc (revised restricted
medication rules) analyses.

[For anifrolumab 300 mg compared with
placebo, numerically more patients were able
to taper their OCS dose to target (<7.5 mg/day
at Week 40 and maintained through Week 52)
(difference of 8.9% [95% CI -4.1t021.9]in
the original prespecified analysis; difference of|
16.7% [95% CI 3.5 to 29.8] in the post-hoc
analysis using revised restricted medication
rules) more patients achieved improvements in
skin disease activity (CLASI) by Week 12
(difference of 17.0% [95% CI -0.3 to 34.3] in
the original prespecified analysis; difference of]
18.7% [95% CI 1.4 to 36.0] in the post-hoc
analysis using revised restricted medication
rules) that was maintained through Week 52.

Reductions (50%) in swollen and tender joint
count were consistently observed throughout
the study (difference at Week 52 of 14.7%
[95% CI -1.4, 30.8] in the original prespecified
analysis; difference of 20.7% [95% CI 4.7 to
36.7] in the post-hoc analysis using revised
restricted medication rules).

36.1% of patients in the anifrolumab 300 mg
group had at least 1 flare during the treatment
period (defined by at least 1 new BILAG A or
2 new BILAG B items compared to the
previous visit) compared with 43.5% of
patients in the placebo group.

21. Safety results

The proportion of patients with at least 48
weeks of exposure was similar across all




treatment groups (>81% across all treatment
groups).

Treatment with anifrolumab 150 mg and 300

-+ Imig was well tolerated as the majority of AEs

were nonserious, mild or moderate in intensity,
and did not lead to discontinuation of TP.

For the combined treatment and follow-up
periods, higher proportions of patients in the
anifrolumab 300 mg group compared to the
placebo group had AEs ( 89.4% vs 78.8%) and
AEs leading to discontinuation of IP (6.7% vs
3.8%); the frequency of SAEs was generally
similar to that in the placebo group (15.0% vs
19.0%).

Patients in the anifrolumab groups had an
increased incidence of herpes zoster compared
to patients in the placebo group (5.4% and
5.6% in the anifrolumab 150 mg and 300 mg
groups, respectively, vs 1.6% in the placebo
group); none of the events were serious.

Other AESI relating to infection (ie, non-
opportunistic serious infections, opportunistic
infections, TB, and influenza), the incidence
was low and similar across all treatment
groups.

22. Conclusion (summary)

This was a Phase 3, multicentre, multinational,
randomised, double-blind, placebo-controlled
study to evaluate the efficacy and safety of an
intravenous treatment regimen of anifrolumab
(150 mg or 300 mg) versus placebo in subjects
with moderately to severely active,
autoantibody-positive systemic lupus
erythematosus (SLE) while receiving standard
of care (SOC) treatment.

Anifrolumab did not meet the primary
endpoint in this study; there was no
statistically significant difference in SRI1(4)
response rate for anifrolumab 300 mg versus
placebo.

Anifrolumab 300 mg resulted in rapid,
substantial, and sustained neutralization of the
type 1 IFN PD signature.

Treatment with anifrolumab 150 mg and 300
mg IV Q4W was well-tolerated and has an
acceptable safety profile in adult patients with
moderate to severe, autoantibody-positive SLE

while receiving standard of care treatment.
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1. Ha3ga nikapcskoro 3aco0y (3a
HASIBHOCT] — HOMEp peecTpaiiHoro

CADHEJIO
(Mixcnapoona Henamenmosana Ha36a:

NOCBITYEHHS) Anichporymab)

2. 3asBHUK Actpa3eneka Ab (AstraZeneca AB)
SE-151 85 Conepran’e, lIgeuis (SE-151 85
Sodertalje Sweden)

3. BupoGuuxk Actpa3eneka Ab (AstraZeneca AB)

[epryneBeren, Conepran’e, 152 57, [lIsenis
(Gartunavagen, Sodertalje, 152 57, Sweden)
(sunyck cepit)

4. IlpoBeneHi AOCTiDKEHHS:

W TaK  Hi AKIIO Hi, OOIPYHTYBATH

1) Tun gikapcbKoro 3acoly, 3a SKUM
poBoIHIacs abo IIaHYEThCS peecTpallis

ﬂIKAPCbKI/Iﬁ 3ACIb 3A TIOBHUM
JTOCBE (ABTOHOMHHKM J10ChE)
Hwutl ikapcokul 3acio

\Hoea Oitoua pevosuna

KOJIOBAHHIT HOMED KJIHIYHOIO
BUIIPOOYBaHHS

5. IloBHa Ha3Ba KJIiHIYHOIO BUIIPOOYBaHHS,

bararoneHTpoBe, paHI0Mi30BaHe, MOABiHHE
iciTine, maanedo-KOHTPOIBOBAHE JIOCTIKEHHS
hazu 3, 1o oriHIOE eheKTHBHICTD i He3neKy
TBOX /103 aHippoirymaly y JIopociux
MaIieHTIB 3 aKTHBHUM CHCTEMHHM 4E€PBOHUM
BoByaxkom (D3461C00005)

6. Dasa KJIIHIYHOIO BUIIPOOYBaHHS

Daza 3

7. Ilepiox 1poBeAeHHS KJIIHIYHOTO
BHIIPpOOYBaHHs

3 9 uepus 2015 p. no 16 yepsus 2017 p.

8. Kpaiuu, e mpoBoIuIOCs KIHIYHE
BUITPOOYBAHHS

AprenTtrHa, ABctpaiis, bpasunis, Yuni,
Komym0Ois, Himeuunna, Yropmusa, [3paiis,
Itaniss, Hora 3emanmis, Ilepy, [lonsiia,
Pymynis, [lisaenna Kopes:, TaliBans,
Vkpaina, Benuka bpuranis, CIIA

9. KijibKiCTh JOCITIIKYBaHHX

BananoBasa: mpubmM3HO 450 y4acHUKIB
(paHIoMi30BaHKX y criBBijHOmeHH] 1:2:2)
DakTiyna: 457 namieHTiB (rpyna
arippoaymaly 300 mr (n=180), rpyna
anipponymaby 150 mr (n=93), rpyna nianebo
(n=184))

10. MeTa Ta BTOpHHHI KiHIIEBI TOYKH
[KJIIHIYHOTO BUIIPOOYBaHHS

OcnoBHa MeTa

e Ouinuty BrumB anipposymady 300 mr
MOPIBHAHO 3 IU1areb0 Ha aKTHBHICTD
3aXBOPIOBAHHS, BUMIPSIHY 32 PI3HUIEIO Y
YaCTIll YYACHHKIB, SIKi JIOCSTIIN IHIEKCY
BizmoBizi Ha JiikyBanHs CUB

>4 (BJIC[4]) na 52-My THKHI

KniouoBi BropuHHi miji

e Ouinuty BB aHippoaymaly B 1031
300 Mr mopiBHAHO 3 TIAE00 HA YaCTKY
narientis i3 BJIC(4) na 52- MA_{ THKHLY.
BUIPOOYBaHii miarpymi 3 Hfaotj)meM :
BHCOKOI €KcIIpecii rena 1 p(pepOHy
(IFN) tuny I 2 ) (DA

e OIHUTH BIUTHB aHubpo - =1\/{&6}/ 300 MI

nopmHﬂHo 3 rmaue60 Ha tlacmcy _




®

NamieHTiB, SKi JOCATIIH JT03U
nepopajibHux koprukocrepoiais (I1IKC)
<7,5 mr/noby na 40-my THXKHI, sKa
MATPUMYETBCS 10 52-T0 THXKHS B
APy HAli€HTIB 13 TOYaTKOBUM
piBaeM [TKC >10 mr/no6y

Ouinnty BruMB anidporymady B 1031
300 Mr nopiBHAHO 3 mianebo Ha YacTKy
MAIEHTIB 31 3HHIKECHHAM MTOKa3HUKA
aktuBHOCcTI CLASI (Inaexc miomi ta
TSOHKKOCTI 3aXBOPIOBAHHS ILKIPH IIPH
4epBOHOMY BOBYaKy) Ha >50% ua 12-my
THKHI B IACPY i NaLi€HTIiB 13 BUXIIHUM
noka3zHukoM aktuBHocTi CLASI =10
Ouinutu BruMB anidpponymady 300 mr
NOPIBHAHO 3 IUIaeb0 Ha 4acTKy
nauientis 13 BJIC(4) na 24-my TixkHi
Ouinuty BrumuB a”ippoaymady 300 mr
NOPIBHSAHO 3 MU1anebo Ha pivHy YacToTy
criajaxiB MPOTATOM 52 THIKHIB

Ivmi BropuHHI HiJxi

Ouinuru BB anippoaymady 150 mr
MOPIBHSHO 3 MU1aed0 Ha aKTUBHICTh
3aXBOPIOBAHHS, BUMIPSHY 3a PiI3HHUIIEIO Y
YacTIi namieHTis, Aki gocarau BJIC(4) na
52-My THXHI

OuinuTy pizHUIEO Mik aHiGpomymadbom
300 mr i mranebo 3a NOKa3HUKAMHU
AKTHBHOCTI 3aXBOPIOBAHHS, BKJIIOYHO 3
piBusimu Bianosiai BJIC, BiaMiHHUME Bij
4, knacudikauiero BICLA (I'pyna 3
KOMILJIEKCHOTO OI[iHFOBAHHS YEPBOHOTO
BOBYaKa BpUTaHCHLKUX OCTPOBIB),
okpemumu xomnonentamu BJICa (SRla)
Ta KUIBKICTIO ONYXJIUX 1 00TiCHUX
cyrno6iB Ha 52-My THXKHI, a TAKOK
nokazuukamu BJIC i BICLA nporsarom
TPHUBAJIOrO Hacy

OUiHUTH PI3HHUIEO MK aHiPporymMadoMm
300 mr i mranebo moao MOKa3HUKIB
MOIIKO/PKeHHS oprais, To6To SDI
(iHJIeKC IMOUIKO/KEHHS BiJl CHCTEMHOIO
4epBOHOTO BOBYAKA) HA 52-My THXKHI
OuiHUTH Pi3HULIO MK aHiPporyMaboMm
300 mr i murane6o 3a CTAHOM HU3BKOT
aKTHBHOCTI 3aXBOPIOBAHHS Ha BOBYAK
(LLDAS)

OuiHuTH Pi3HHUIIO MK aHippoaymMabom
300 mr i mnane6o 3a NoKa3sHUKaMH CTaHy
3nopos 51, TIOBIIOMJICHUMH u&utemm, >
SIKOCTI JKHTTS, OB’ A3aHOL/B1 ax(opon M,
a TaKOX 1HLIIMMH pesyana'i‘aMH
BUMiPIOBaHHs BTOMH, GO0, 3araan01

| fx‘




OIIIHKH 3 DOKY mallieHTa Ta

MPOAYKTHBHOCTI TIpalli Ha 52-My THXKHI
e [IpoBecTH o1iHKy Oe3neku Ta

nepeHocuMocTi anidppoaymady

11. JTu3aiis KJIiHIYHOrO BUIIpOOyBaHHS

[le Oysio OaraToueHTpOBE,
OaraToHanioHATbHE, paHJOMI30BaHe,
oJiBiiiHe ciine, mianebo-KOHTPOILOBaHE
nocoipkensst Gasu 111 3 oniHoBaHHS
e(PeKTHBHOCTI Ta OE3MEKH PEIKUMY
BHYTPIIIHBOBEHHOT'O (B/B) JIIKYBaHHS
aniporymadbom 300 Mr nopiBHAHO 3 manedo
V IOPOCIIHX TamnieHTiB (BikoM Bix 18 xo 70
[POKIB) i3 TOMIpHUM a0 TSHKKUM CHCTEMHHUM
uepBOHUM BoBYakoM (CUB) i3 no3uTuBHUM
aHAaJ1i30M Ha HAsBHICTH aBTOAHTHTIN, AKi
OTPHMYIOTH CTaHIapTHE JIIKYBaHHS

dikcopaHna BHYTpPIIIHbOBEHHA 1032
auippomymady 150 mr, a”ipposymady 300 mr
200 manedo koxHi 4 TiokHI (Q4W), 3aranom
13 103

12. OcHOBHI KpUTEPii BKIIOYEHHS

1. Jlopocii nauientu (Bikom Bij 18 no
70 pokiB)

2. Inpexc akTuBHOCTI 3axBopioBants CUB
2000 (SLEDAI-2K) 14 6aiiB npuHaiMHi
3a 6 MIOKa3HHUKIB (3a BUHATKOM OaiB 3a
JIMXOMaHKY, FOJIOBHOTO 600,
CIPHYMHEHOT0 BOBYAKOM, a0
OPraHigHOr0 MO3KOBOI'O CHHJIPOMY)

3. Kniniuna oninka SLEDAI-2K #e menuie
4 (6e3 ypaxysanus OaiB 3a
nabopaTOPHUMH pe3yJIbTaTaMu);

4, OuiHKH 32 JOMEHAMH OpraHiB A
npUHaiiMHI 3a OHUM ITyHKTOM abo B 3a
JBOMA ITyHKTAMH 32 KJIacHpiKalliero
I"py1iH 3 OLIHIOBaHHS BOBYAKa
bpurancekux ocrposis 2004 p. (BILAG-
2004);

5. 3aranena orinka mgikapem (30JI)
AKTUBHOCTI 3aXBOPIOBAHHS CTAHOBHMTH
npuHaiimHi 1 6an (mkana 0-3);

6. Cepomo3UTHBHICTE MO0
AHTHHYKJICAPHUX aHTUTLT a00 aHTUTLI 10
nsonanmorosoi JIHK (antu-dsDNA) un
aHTHUTLI 10 anTureny Cwmira;

7. Bara npunaiimMHi 40 Kr Ha MOMEHT
CKPHHIHTY;

8. Tpusaroye crabibHE JIKYBaHHSI
NpUHAKMHI OTHMM 3 TAKHX PENAPATIB:
npeHizon aGo Horo exkBiBajeHt, - -
MPOTHMAISIPIHHUIHA 3aci6,ja/3'.a"t‘iénpnﬂ,
mizopubiH, Mikoenonaty-Moderus a6o

Mikodenonosa kucioTa a00 MeToTpeKcar
s ‘
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13. JlocnimxyBaHuil JTiKapeeK#ii 3acio,
crioci6 3acTocyBaHHSs, CHIa il

BryTpinmbsorenna j1o3a 150 mr
aniponymadby abo 300 mr anidpponymady
KkoxHi 4 THkH] (Q4W). 150 Mr/mut po3unx
arigporymaly (Bix nmpo3oporo 6e30apBHOro
10 3J1erKa JKOBTYBATOTO KOJIBOPY)
NPU3HAYEHUH JUIsi BHY TPILIHBOBEHHOI'O
BBEICHHS Mmicis po3seneHHs 0,9%
chiziomoriunum pozunnoM. Koxen duakon
T0CIIKY BAHOTO IpenapaTy abo mianebo mae
00’ eM HamoBHEHHS 1,3 Mt

14. Tlpenapat nmopiBHAHHS, 1034, CII0ci0
3acTOCYBaHHS, CHJIa Jii

Po3uns (npo3opuil) npusHavYeHu 11
BHYTPIIIHEOBEHHOTO BBEJICHHS IMiCIIs
po3seenHs 0,9% ¢izionoriaHuM po34HHOM.
KosxeH ¢uiakoH J0CIiDKYBaHOIO IIpenapary
260 mranebo Mae 06’ eM HanmoBHEHHS 1,3 M

15. CynyTHs Teparnis

[Tpennizon abo HOro eKBIBaJIEHT,
poTHMAIAPIHHKN 3aci0, a3aTionpHH,
Mizopubin, mikodeHomaty Mmoderun abo
(MikodeHnonaoBa kuciota abo MEeTOTpeKcaT

16. Kpurepii ouinku eexTHBHOCTI

1t YacTka nami€HTiB, K1 JOCATIH
komOinoBanoi 3minuoi BJIC(4) Ha 52-my
TH)KHI, BH3HAYAETHCH SK:

e 3MEHUICHHS BiJIHOCHO BHXI/IHOTO CTaHy Ha
>4 Oanmu 3a ingexkcom SLEDAI-2K;

e JKo/iHa HOBa cHCTeMa OpraHiB He ypakeHa,
1110 BH3HA4aeThes K | abo Oibile MyHKTIB
[knacy A 3a xnacudikamiero BILAG-2004 uu 2
260 Ginbuie myHkTiB Ki1acy B 3a BILAG-2004
MOPIBHSHO 3 BUXIJIHUM PIBHEM 32
knacudikarmiero BILAG-2004;

e BijcyTHICTE IOTipHICHHS TTOPIBHSHO 3
BHXIJJHAM PIBHEM aKTHBHOCTI 3aXBOPIOBAHHS
Ha BOBYAK V TMAIlIE€HTIB, 0 BU3HAYAETHCS
30ipIIeHHsM Ha >0,30 Oanis 3a 3-0aJ1bHOIO
mkango PGA VAS (3araibHa omiHka
MaIieHTaAMH 32 Bi3yaIbHOK aHAJIOTOBOIO
[IKATIOH0); 1

e BiicyTHICTh NPUITMHEHHS 3aCTOCY BAHHS
ITOCITI/DKYBAaHOTO Tipenapary abo
BHKOPHCTaHHS 3a00pPOHEHUX JIIKAPCHKHUX
3ac00iB IIOHAJ TOPOrOBE 3HAYEHHS,
I103BOJICHE ITPOTOKOJIOM, 10 OLIHIOBAHHS.

£ YacTka namnieHTiB y BUNpoOyBaHii
miarpymi 3 mpogisemM BUCOKOT eKcrpecii reHa
inTepdepony (IFN) tuny I, siki gocsriau
[kommekcnoi 3minaoi BJIC(4) Ha 52-my
THKHI (AMB. BUSHAYCHHS IIEPBHHHOL
11711/3MIHHOT e()eKTHBHOCTI)

UacTka MaiienTiB, y AKUX 30epiranocs ..
sHmkenHs sactocysanns [IKC 7

3 Yacrka narienTis i3 S0% um
3MEHIIEHHSM aKTHBHOCTI 3a OanaMu iHIeKcy
axtieHOCTI CLASI NOPIBHSHO 3 BUXiAHEM

CTEHOM e ] L VA,
TI=PE A /S

L

ALY




4, YacTka manicuTiB, SIKl JOCATTIH
BJIC(4) na 24-my THXHI (IMB. BU3HAUCHHS
mepBUHHOI 111/1i/3MiHHOT e()eKTHBHOCTI)

17. Kpurepii oninku 0e31exu

e Yactora Hebaxkanux sipui (HA) (Bxmouno
i3 cepilo3HUMH HeOaKaHUMH SIBUILAMH
(CHSI), cMepTeIbHUMH BUIIAKaMH Ta
HeOaKaHUMHU SBUIIIAMH, 1110 CTAHOBIIATH
locobmuBuii inTepec (HAOI)) mix wac
1OCITIDKEHHS,

¢ 3MiHHU BITHOCHO BHXIJHOT'O CTaHy y
MOKa3HHKaX KIHIYHEX JabopaTopHUX
AHAJTI31B, OCHOBHHX MTOKa3HUKAX
DKHTTE/IISUTBHOCTI OpraHi3my Ta MOKa3HHKax
EKT y 12 BinBeneHHX;

¢ 3MiHH BITHOCHO BUXIJHOTO CTaHy y
MmoKa3sHUKax (i3UKaIbHOTO 00CTEXKEHHS Ta
KYIIHHIOITHIX O3HaKaX;

e YacTka nami€eHTiB i3 3arocTpeHHsMH Ha 24-
My Ta 52-My THXKHSAX Ha OCHOBI
Mou(ikoBaHOTO iHAEKCY cnanaxiB SELENA;
e YacTka namieHTiB i3 Cyilu1aIbHUMH
i/IesIMH 9H TTOBEIIHKOIO, 110 BiIMOBIAAIOTH
KareropisM Ta 3BegeHuM Oanam [lkann
OLIIHKH 1HTEHCHBHOCTI CYILHIAIBHAX
renneniii KomymOiiicbkoro yHiBepcuTeTy
(C SSRS);

e 3MiHa BiJl BUXIJHOTO PiBHS Y 3arajJbHOMY
oani 3a [lIkanow genpecii PHQ-8

18. CratucTH4Hi METOIH

Bubipka s ananizy

¢ [lopna Bubipka nanieHTIB A9 aHATIZY
(FAS)
ITosHa BubipKa mamieHTIiB Ul aHATI3Y
Oy/le BAKOPHCTOBYBATHCS SIK OCHOBHA
HOMYJISIISE V18 3BITYBaHHS IIPO
edexTuBHICTH 1 6e3neky. Croau BXOAATH
yci YYaCHHKH, paHIOMI30BaHi I y4acTi
y JOCIHDKEHH], SKi OTpUMAaTH pHHAHMHI
1 103y HOCHTiKYyBaHOTO Ipenapary Ta
Oy1yTh MpoaHasi30BaHi BIATIOBIAHO 10
MiKyBaHHS, IPU3HAYEHOTO [UIAXOM
panzomizanii (MoaudiKoBaHa MOy I,
sKi# OyJ10 MpU3HAYeHO JTiKyBaHHA). byib-
AKi CepHO3HI BIAXHICHHS BiJ JTiKyBaHHS,
NPU3HAYEHOT0 NUIAXOM paHIoMi3ailii,
OyayTh IIepepaxoBaHi Ta BpaxoBaHi ImijJ
qac iHTeprpeTanii JaHuX Oe3neKH.

e Bubipka st papmMakoKiHeTHYHOIO
aHaAJi3y ;
Vi yyacHUKH, SKi OTPUMYBaJH |
anidporrymad i Maym npuHafMHi 0UH
KiNbKiCHH pe3y/ibTaT BUAHAYCHHS
dbapMaKkoOKIHETUKH npenapary y

CHPOBATIL KPOBI ITic/Isi BBEJAEHHS MEpIIol

¢




J103u nipenapary, OyayTh BKIIOUEHI Y
BUOIpKY JUtst papMaKOKIHETHYHOTO
anaiizy. Yci miJICYMKH CTOCOBHO
bapmakokiHeTHKH OYyTh IPYHTYBaTUCS
Ha UiH BubIpLi A1st aHasi3y

[ixxin Koxpana-Manrtens-I'enszens (CMH)
YacTky maiienTis, sxi gocsriau BJIC(4) y
rpyri adigporymaby 300 Mr nopiBHIOBaIH 3
TAaKOIO B rpymi mianeo 3a J0moMOrow
mixony Koxpana-Mantens-I'ensens (CMH),
cTpaTU(hIKOBAHOTO 32 THMH CAMUMHU
(hakTopamu ctpatudikariii, o
3aCTOCOBYBAJIMCS 1 U1l paHAOMIi3ailil.

19. Jlemorpadiuni nokazHuKu

TOIIO)

IMoCTi/KY BaHOT ITOMY 1ALl (CTaTh, BiK, paca

[Tonynsuis mana cepeasniii Bik 41,0 pik i Oysa
[epeBaXkKHO MpejcTaBieHa xinkamu (92,3%) i
ocobamu eBporneoianoi pacu (71,3%).

[[TarienTn Manu noMipay abo TSHKKY
AKTHBHICTH 3aXBOPIOBAHHS HA [TOYATKY
mociKeHHs 13 cepeanim 6anom SLEDAI-2K
11,3: 47,5% namienTiB MaJIi TSDKKe
3aXBOPIOBAHHS MPUHAWMHI OJIHIET CUCTEMH
oprauis (piBens A 3a BILAG-2004), 46,2%
aIlieHTIB MAJIM 3aXBOPIOBAHHS CEPEIHBOTO
CTYIEHS TSHKKOCTI IPUHAKMHI IBOX CHCTEM
oprauis (pisenb B 3a BILAG-2004)131,1%
MaIiEHTIB MaJIi 3aXBOPIOBAHHS HIKipH
cepeIHBOT0 ab0 TSKKOTO CTYINEHS (IOKAa3HUK
axtusHocTi CLASI >10 6aiis).

Binbnricts nauienTis (82,1%) Oyau
Kiracu(PiKOBaHI K HAJIEXKHI JI0 TPYIIH 3
rpodisieM BUCOKOT eKCIpecil reHa
intrepdepony (IFN) tuny 1. 3aranom 90,2%
MAIICHTIB MAJIK ITiIBUIICHI/aHOMATbHI THTPH
AHTHHYKJIeapHUX aHTHTLI, a 45,3% manu
[MO3MTHBHUH TECT Ha aHTUTLIA JI0
neosaniorosoi JJHK (antu-dsDNA).

[[puGaU3HO OHA TPETHHA MALIEHTIB Maja
HU3bKHiT/aHOMATBHUN PIBEHb KOMIUIEMEHTY
C3.

[Ha mouatkoBomy erani 83,4% naiieHTiB
npuiimana [TKC (npudomy Oinblie NOTOBHHA
MarieHTiB BXUBaIM npuHaitmui 10 mr/no0y),
73,1% npuiiMany npoTHMAIAPiHHI
npernaparti, a 46,8% npuiimanu
IMYHOJIETTPECAHTH.

20. PesynbTarth e(peKTHBHOCTI

He Oy:10 3adikcoBaHO CTATHCTUYHO 3HAYYINOT
PI3HAL B 3arajibHiM aKTUBHOCTI i
3aXBOPIOBAHHS, BUMIPSHOT 38 44CTOTOIO
Binmosiai BJIC(4), Mix rpymamu

anidporymabdy 300 mr i miatiebo Ha 52-My




TrokHi (pizaung -4,2%, 95% J11 Bin -14,2 no
5.8; p=0,412).

[ToniGui mokasuuku Bianosiai BJIC(4)
criocTepiranucs Mix rpynamu anigppoaymaly
300 mr i mnanebo Ha 24-My THXHI B
BaraneHil momyasuii (pizaung 0,6%, 95% /1
Bix -9.4 10 10.6) i Ha 52-My THXKHI Y
marieHTiB 3 npodizeM BUCOKOI eKcrpecii reHa
[FN tuny [ (TobTo THX, XTO Mae MiBHILEHY
MMOBIPHICTE OTPUMATH KOPUCTH BiJ|
TiKyBaHHs aHippoaymadbom) (pizHuns -3,4%,
05% J1I Big -14.4 no 7.6).

[lepBuHHI Ta KiJIbKa BTOPUHHHUX KiHIEBHX
TOYOK € KOMOIHOBaHHMH, 3 YPaxyBaHHAM
(HEBUKOPHCTAHHS 0OMEMKEHUX JTIKapChKUX
3aco01B [10HAJL IOPOroBE 3HAYCHHS,
103B0JIeHEe TpoToKoJIoM». Ha pesynbraTy nux
KiHIIEBUX TOUOK BIUTWHYJIU TIPAaBUIIA, K]
BUKOPHUCTOBYBAIHCS [UIsi BUSHAYEHHSH
MALi€HTIB AK THX, XTO HE BiJINOBIB HA

UTIKY BAHHSI Yepe3 Te, 1110 BOHH OTPUMYBAJIH
TiIKapchbKi 3aco0M 0OMEKEHOro 3aCTOCY BaHHS.
Jlesiki 3 mpaBHJI 0OMEXEHb IPHIHOMY
ITiKapchKUX 3aco0iB He BIAMOBIIAIN MET1
[IPOTOKOJIY Ta/abo BBaKAJIHCH
HEBI/ITOBIIHUMH JUIS L1€1 IPYIH Nalli€HTIB.
byniu nmpoBejieH] peTpPOCIEKTUBHI aHali3H 13
3aCTOCYBaHHAM IIEPETISTHY THX, O11bLI
KJTIHIYHO BiATIOBITHHX, IIPABUIT OOMEXKEHb
NPUIOMY JIIKapchbKHUX 3aco0iB.
PeTpocneKTHBHMI aHaIi3 YaCTOTH BIANOBI
BJIC(4) Ha 52-My THXHI 3 IeperIsiHy THMH
[paBuIaMu 0OMeKeHHs IPHIHOMY JTIKapChKUX
3aco0iB MOKa3aB Pi3HMINO B JiKyBaHHI 3,9
(95% I Bix -6,3 mo -14,1; p=0.455) mix
rpynamu asidgponaymaby 300 mr i nnauedo.

[Toka3HUKH BIAMOBIAI MK IpynamMu
anipposrymady 300 mr i rrane6o Oynu
YECETBHO BUIIMMU Y Pasi BUIIUX [IOPOTOBHX
saauens SLEDAI-2K (BJIC[7] 1 BJIC[8]) ax
y TIOYaTKOBOMY (I1ONEPEeHBO BU3HAYEHOMY ),
TaK i B pETPOCIEKTHBHOMY (IIeperIsiHy T
[IpaBKIa 0OMEXEHb IPUHOMY JTIKapCHKHX
3aco0iB) aHami3ax.

JTnst anidponymaby B 1031 300 Mr nopiBHIHO
3 1a1e60 YucenbHO OiIblie MalieHTIB,
3MOTJIH 3MeHIIUTH cBOIO 103y [IKC 10
1iB0BOT (<7,5 Mr/106y Ha 404My THXKHI, 10
36epiranacs 10 52-ro TiKHs){pisHuns 8,9%
[95% Ml Bin -4,1 1o 21,9] y iogatkoBoMy

nonepeIHLO BH3HAYCHOMY aHAI31; PI3HULA




16,7% [95% Al Bix 3,5 1o 29.8]; y
PETPOCIIEKTHBHOMY aHalli3i 3 BUKOPUCTAHHAM
MEperyisTHy THX IPaBUI 0OMeXeHb IpHHoMY
TiKapChbKKUX 3ac00iB) OinbIle NaIli€HTIB
ITOCSTITH 3MEHIIIEHHS aKTHBHOCTI LIKIPHUX
zaxsoproBanb (CLASI) 1o 12-ro THxkHS
(pizuuus 17,0% [95% I Bix -0,3 no 34.3]y
IOYaTKOBOMY ITOTIEPEJHBEO BU3HAUYEHOMY
ananizi; pizauns 18,7% [95% /11 Bix 1,4 o
36,0] y perpocrieKTHBHOMY aHai3i 3
BHKOPHCTAHHAM TEPETJITHY TUX ITPaBHJI
0OMeXeHb MPUHOMY JIIKapCHKHX 3ac00iB), 110
30epiragocs 10 52-ro THKHS.

Bmenmenns (Ha 50%) KUTBKOCTI OMYXJIHX i
Oomounx Cyriao0iB HOCTIHHO crocTepIranocs
IMPOTATOM YCHOT'O JOC/IDKEHHS (pI3HUIIA Ha
52-my THxkHI craHoBuiia 14,7% [95% JI Bix
-1,4 10 30,8] y moyarkoBOMY MOIIEPEIHBO
BU3HAYEHOMY aHatisi; piznuug y 20,7% [95%
11 Bin 4,7 10 36,7] y peTpOCHEKTHBHOMY
aHaUTi31 3 BHKOPUCTAHHSIM IEPErysHy THX
rpaBi1 0OMeKeHb IIPHHOMY JTiKapChKUX
3aco0iB).

36,1% nanienTiB y rpyni anigpponrymady
300 Mr Mau npuHAHMHI OJIMH Criaiax
XBOPOOH MPOTArOM Nepiojy JiKyBaHHS (110
BH3HAYAETHCS IPUHANMHI OZTHUM HOBHM
myHKTOM A 3a kinacugikarico BILAG abo
1BOMa HOBMMH IyHKTamu B 3a
knacupikaniero BILAG nopiBHsHO 3
[OIepeHIM BI3UTOM) NOPiBHAHO 3 43,5%
cepe/1 naiieHTiB y rpymi miauedo.

21. Pesynbraru Ge3nexu

UacTka namieHTiB, SKi BAKOPUCTOBYBAJIH
Tpernapar MpoTAroM IpuHaitMHi 48 THKHIB,
0Oy71a OTHAKOBOIO B YCIX Ipynax JIKyBaHHs
(>81% y BCiX rpynax JiKyBaHHS).

JlikyBanus anigporymadom 150 mr i 300 mr
[100pe MepeHOCHIIOCS, OCKIIBKH OLIBIIICTD
HeOa)kaHUX ABHII OYJIH HeCEPHO3ZHUMH,
rerkuMu abo MOMIPHHMH 3a IHTEHCHBHICTIO,
| He ITPU3BOIMIIN [0 IIPHITHHEHHS
3aCTOCYBAHHSI JIOCIII/DKYBAHOTO IIperapary.

[1lo crocyeThes mepioaiB KoMOIHOBAHOTO
iKY BaHHS Ta [MOIAJIBIIOT0 CIOCTEPEIKEHHS,
GisbIIIa YacTKa Malie€HTiB y TpyIi
anihporymaby 300 Mr OPIBHSAHO 3. FPYHOIO.
iane6o mana Hebaxani HBHM/@’(&Q_H-%
npotu 78,8%) Ta HeGaxkaHi ABAIA IO
[IPHU3BEITH A0 MPUTTHHEHHSI 34@%6@35}«1}{51, :
nocaipkyBatoro npenapary (6.7% npoTH

3,8%): wactora CHSI GyJia 3araiom moaioHo




Imo Taxoi B rpymni mranebo (15,0% nportu
19,0%).

[TamienTu B rpynax aHigposymady majiu
[1iIBULIIEHY 9aCTOTY BUHHUKHEHHS
OTIepi3yBAIBHOIO TepIIecy MOPIBHSIHO 3
nanieHTamu B rpymi mwiane6o (5,4% 1 5,6% y
rpynax agidgporymady 150 mri 300 mr
BimoBiaHO mpotH 1,6% y rpyni niamne6o);
DKOJIHE 3 IIUX SIBULL He OYJI0 cepilo3HIM.

UTist inmmx HAOI, o’ s3anux 3 iHdekuiero
(TOOTO HEOMOPTYHICTHYHUX CEPHO3ZHUX
iH(peKIiH, ONOPTYHICTUYHUX iH(EKIiH,
TyOepKYJIb03y Ta I'PHILY ), 3aXBOPIOBAHICT
0y 12 HU3BKOIO Ta OJTHAKOBOIO B yCIX Ipynax
JTIKYBAHHSI.

22. BHCHOBOK (pe3ioMe)

[{e Oynio GararolueHTpose,
OaraToHallioHaJIbHE, PAHOMi30BaHe,
noABiiHE ciirne, mianedo-KOHTPOILOBAHE
noctiKeHHs a3y 3 3 OLIHIOBAHHS
e(DeKTHBHOCTI Ta OE3MEKH PEKUMY

BHY TPIIIHBOBEHHOTO JIIKYBAaHHS
aHi(ppoymabom (150 mr abo 300 mr)
MOPIBHSIHO 3 IUTaneb0 y MaIieHTIB 13
MOMipHEM ab0 TSKKHM aKTHBHHM CHCTEMHHMM
yepBoHKM BoBuakoM (CUB) i3 mo3utuBHEM
AHAJII30M Ha HAsBHICTH aBTOAHTHTIN, AKi
OTPUMYIOTH CTAHAAPTHE JIIKyBaHHS.

Anidpoaymab He J0CAT NePBUHHOI KIHIIEBOT
TOYKH B I[bOMY JIOCIII/DKEHH]; He 0YJI0
3adiKcOBAHO CTATHCTHYHO 3HAYYNIOL Pi3HMII
y yactoTi Binnosiai BJIC(4) nus
anidpoaymaly 300 Mr mopiBHsHO 3 maiedo.

AHIDpomymab y 1031 300 Mr npu3BOIUB 10
[IIBUKOT, 3HAYHOI Ta TpUBaAJIOT HelTpasizamii
BHCOKOI excrpecii reHa inrepdepony IFN PD
1 Tumy.

JlikyBanHs aHippoaymadom y no3i 150 mr i
300 Mr BHYTPIIIHBOBEHHO KOXHi 4 THKHI
T00pe MepeHOCHIIOCS Ta MaJIO IPUHHSATHUIHA
npo(iib Ge3neKn y Z0POCIHX MAIiEHTIB 13
noMipHuM a60 TsoxkkuM CUB 13 03UTUBHOIO
[peaKIiero Ha ayTOAHTHTLNIA I11J1 Yac
CTaHAPTHOI'O JIKYBaHHS.

3agBHUK (BIACHUK pEECTPaLiHHOrO
[OCBITYEHHS )

mmianuc/

(_ni;mnc)
KATAPIHA JIIHAXOJIBM

(CATHARIHA LINDHOLM) .




Jlonarok 29

no [opsaky MpoBeAeHHs eKCNepTU3n
peecTpauiiiHux Marepianis Ha JiiKapehbki 3acobw,
10 MOAAIOTHCA HA JIePIKaBHY PEeECTpaiio
(repepeecTpallilo), a TAKOK EKCIEPTH3H
MaTepiasiiB PO BHECEHHs 3MiH JI0 peecTpaLiiHHuX
Martepianis mpoTAroM Aii peectpauiifHoro
nocsigyenns (myHkr 4 posainy IV)

3BiT npo AoKAiHIYHI JoCHIKeHHN

1. Hassa nikapcbkoro
3aco0y (3a

HASBHOCTI — HOMEp
peecTpaiiiHoro
NOCBIIUEeHHS):

CA®HEJIO (SAPHNELO)
(Misicnapoona nenamenmosana nasea: anigponymat)

1) Tun nikapceKoro
racody, 3a SKUM
nposoamiacs abo

[JIaHYETBLCS peecTpalis

JTIKAPCHKHU 3ACIB 3A TTOBHUM JIOChE (ABTOHOMHE JIOCBE)
IHuiuii aikapcokuil 3acio
FHoea oiova pevosuna

2) IMpoeeneni
ITOCIKEHHS

B TaK HI  SKILO Hi, OOIPyHTYBATH

2. Mapmakosioris:

1) INepeunHa
(apmakoaHHaMiKa

PisHosaxkHy koHcTanTy aucoutiauii (Kp) Anidppomymaby-duia 3 Ginkom
IFNAR 1, ekcripecoBaHHM Ha MOHOHYK/IGAPHHX KJIITHH MepUdepHyuHOl
kposi (MKITK) mmoaunu Ta ABaHCHKOIO MaKaka, BU3HauajH 3a 10MOMOroko
npsMoro aHanisy Hacuuenns 38°s3ysanns. Kp s IFNAR] srouny
cranosmia 0,29 = 0,29 M, a ans IFNAR1 sBanchkoro makaka Oysia 1ysKe
noni6uoo i cranosuna 0,65 + 0,74 uM. 38’ s3y1ounii eniron 6yno
BusBeHo B cyoaomeni 3 IFNARI, i BcTaHOBICHO, 110 3ATMLIKH 276-279
(YLLR) € KpUTHYHO BJIUTHBAMM /U1 3B’ A3yBaHHA Anidponymaby-dHia.

Anidponyma6-(Hia KOHKYPEHTHO iHriOyBaB 38’ A3yBaHHA 125I.IFN-a2a 3
nituramu Jlayai, wo excnpecytots IFNAR, 3 KOHLEHTpaLi€lo
nanismMakcuManbHoro inribysauns (ICso) 0,14 HM. Y3romkyrouncs 3
GIOKYBaHHSM YTBOPEHHS JliraH-iHAYKOBAHOTO KOMILIEKCY IFNAR1/2,
Anidponymab-¢nia inribysas nonansiie GocopHIIOBaHHS STAT1/2Ta
YTBOPEHHS KOMIUICKCY aKTHBALLiT TPAHCKPHIILLT, SKHH 3B’A3y€E
cTimysboBani intepdeponom (IFN) enemenTy Binnosizi (ISRE) B
npomotopax renis, inaykosanux IFN [ tuny. Anipponyma-dria
noTysHo inriGysas akrusHicTs ISRE, inaykosany pexomGinanTaum IFN
[ tuny sBaHChKOro Makaka, y kinitnnax COS makaka, ane He iHridyBas
aktusnicts ISRE, inmykosany IFN I umy muweit, y kiitunax MLE-12
Mueit. L1 aani € 1071aTkoBuM OGTPYHTYBaHHAM BUOOPY SBAHCHKOIO
Makaka (a He rpu3yHiB) K (apMaKoIOriuHO peseBaHTHOT TOKCHKOJIOT 9HOI
Moseni uis AokiiHiuHoT oninky Gesnekn. Anidponymab-duia He
MPOIEMOHCTPYBAB Hi AHTUTIIIO-3AJIEKHOT KJIITHHHO-OTIOCEPETKOBAHOT
imrorokcruHocTi (ADCC), Hi KOMIUIEMEHT-3aJIEXKHOT IMTOTOKCHYHOCTI
(CDC).

NEPEKNALYL
BIPHO . |




2) Bropunna
dbapmakoauHaMika

DopmanbHi 1ocTiKkeHHs BTOpHHHOT (hapmakorHamiku Anidponymaly-
bria He npoBouitkck. JuB. po3in «Dapmakonoris 6e3nexn.

3) dapmakosoris
Ge3nexkn

apmakonorito 6e3neku AHidpomymaly OLiHIOBAIM Y AOCTIUKEHHIX
TOKCHMHOCTI Y pasi 0JIHOpa30BOro Ta MOBTOPHHX BHYTPilIHBOBEHHNX
BBEJICHB 33 YUACTIO ABAHCHKHMX MaKak (AuB. Momynb 2.6.6). 3a
pe3y/IbTATaAMM OLIHOK LIEHTPAIbHOI HEPBOBOT CHCTEMH (KIIiHIYHI
CIIOCTEPEKEHHS 3a MOBEAIHKOIO), AUXANBHOT (HacTOTa AUXaHHS), HUPOK
(aHati3 ceui) Ta cepLEBO-CYAMHHOT CHCTeMH (OLIiHKA YaCTOTH CEPLEBHX
CKOpOUEHD, eIeKTPOKApAIOrpaMu Ta apTepialbHOro THCKY) He 6yio
BUSIBJICHO JKO/THUX MOPYLIEHb, OB’ A3aHHX i3 3aCTOCYBaHHSIM
AnidponymaGy-dria. Kpim Toro, Mikpockomniuni naromopdosori4si
AHAJTI3N B LMX JOCIIDKEHHAX HE BUABUIIH JKOJIHUX MOB’A3aHHX 3
Anidponymabom-pria noGiuHux eeKTiB it OCHOBHHX JKHTTEBO
BasKTMBHX OPraHiB. SIk BUCHOBOK, Y HOK/IIHIYHUX NOCIIDKEHHSX OesnexH
He Gy/10 BUABJIEHO JKOIHHX MOB’13aHUX 3 AHidponymabom-pHia noGiYHUX
e(heKTiB 32 JKOIHUM 3 (apMaKoJIOriYHHX NapameTpis Ge3nexy.

4) dapmakouHaMivHi
B3aEMOJIiT

JlocimKkeHHs hapMaKoAMHAMIYHOT B3a€MOJLT 3 IHLUMMH JIIKAPCHKUMH
nacoGaMH He NPOBOJMIMCE.

3. dapMaKOKiHETHKA:

1) AnaniTHuHi
METOAUKH Ta 3BITH
LIOM0 TX Bamigaril

Anidponymal-¢Hia KibKiCHO BU3HAYaIM B CHPOBATLL KPOBI SIBAHCBKHX
MAKaK 3a J0MOMOTOI0 MeToy iMmyHodepmenTHoro aHanizy (IPA) (aus.
spiT CVTR-0022). HinkHs Meka KiIbKiCHOro BU3HAUCHHS aHaIIi3y
cranosmia 3,125 MKI/MII, @ BEPXHS MeXa KUIbKICHOrO BU3HaYeHH —
100,00 Mkr/mi.

2) BcMokTyBaHHA

BemokTypanus Anidposymady micis nepopaibHOrO BBEACHHS 1031

5 MI/KT OLIHIOBA/IM Y ABAHCHKMX Makak (JuB. 3BiT 7140-142), a Takox y
nozax 15 mr/kr i 60 mr/xr (s, 3siT 7140-129). INopieHsano 3
BHYTPIlIHLOBEHHMM BBEICHHSM ITIKOBI KOHUEHTpaLT A0CATalnCA
npuGIM3HO Yepes 2 1Hi, a 6i010CTYNHICTE CTAHOBHIIA npubnuzto 79%.

3) Po3noain

CrieLia/IbHUX HoC/ipkeHb po3noiry Anidponymaby-dHia B TkKaHMHAX in
vitro Ta in Vivo He NPOBOAMIIOCH, OCKIJIBKH Mpenapar € iMyHOrI00YyTiHOM
(IgG), ToMy, HMOBIpHO, PO3MOAIIAETECS JIHLIE B no3aKJiTHHHIN piauHi
(Ryman and Meibohm 2017).

4) Merabonizm

JlocnipkeHs meTabomizmy AnipponymaGy-dHia in vitro Ta in vivo He
NPOBOAMIOCE.

AHipponymaG-(Hia € MOHOKIOHATBHHM aHTHTINIOM, TOMY
nepeaGayacThes, WO BiH MeTaGoi3yeThes IUISXOM PO3NAAHHs JI0 MalhX
enTuaiB Ta aMiHokucnoT. Ouikyerbes, wo Anipponymad-dia He
MaTHMe aKTHBHOTO MeTaboJliTy.

5) BuseneHHs

Jlocli/pKe b 1010 BUBEICHHS Anidposnymaby-dHia He NPOBOJAKIIOCE.
Anidponymab-dHia € MOHOKJIOHAIBHUM AHTHUTLIOM, TOMY HOro
ByBeICHHS, IMOBIPHO, BIIOYBAETHCA LUISIXOM BJIACHOTO KIpEHCY
PETUKYJIOCHI0TEIABHOIO CHCTEMOIO Tak CaMo, sk i 115 eHAOTEHHOrO
[gG. He ouikyeTbCs BUBEICHHSA Anidponymaby-hHia HUPKaMH, OCKITbKH
iforo MoJieKyJIsipHa Maca BHIIA 32 rPaHHYHE 3HA4CHHA Ki1yOouKoBOi
binsrpauii. Konientpauis Anipponymaby-¢uia B Monowi OyIra 3aranom
HU3LKOIO IOPIBHAHO 3 PIBHEM Y CHPOBATLL KPOBI HOBOHAPOKEHHX
TBApHMH Y Ti caMi MOMEHTH Hacy, 11O BKasye Ha obMmeskeHe BUBEICHHS
nperapary 3 MOJIOKOM Y JIAKTYIOUHX BAHCHKHMX MaKak. '




6) DapMaKOKIiHETHUHI

Jlocnimkens hapMakokineTH4HOT B3aemoii AHidponymaby-¢nia 3

B3aeMotii (HOKIiHIYHI) [iHIIMMH JiKapebKUME 3acobamu He mposoauock. Lo crocyeTsbes

Moty AT MeTaGoni3amMy cymyTHIMH TIpenapatamH, papMaKoKiHeTHHOT
B3aEMOJIIT 3 IHITAMM JTIKapChKMMH 3ac00aMM He OYIKY€EThCs 3 OISy Ha
MinimasibHy yuacts CYP-depmentis y MetaGonismi Anipponymaly-dHia.

7) Tnui
(hapMakoKiHeTHUHI
OCIi JUKEHHS

IHui apMakokineTHuHi gociipkenns Auipponymaly-¢Hia He
MPOBOIITHC.

4. TOKCHKOJIOTIA:

1) TokcuuHicTb y pasi
0/IHOPa3OBOrO
BBCIICHHA

[octpi Tokcuuni edextn AHipponymaly-(Hia OUiHIOBAIH Y TPHOX
NOCITIKEHHAX TOKCHYHOCTI NPH 0JIHOpa3oBomy BeesieHHi. [liciis B/B
BBeeHHA AHiGponymaby-duia B 1031 1o 100 Mr/kr o3Hak rocTpoi
IFOKCHUHOCTI BUABIEHO He OyIo.

2) TokcuuHicTb Y pasi
MOBTOPHHUX BBEJECHD

4-THIKHEBe A0CTUKeHHsl TOKCHYHOCTI Y pa3i NOBTOPHHX BBEICHb
MEDI-546 na siBaHCHKHX MaKakax 3 oninkoro Tokcnkokinernku (TK)
Ta iIMyHOTeHHOCTI 3 MOAANLIIHM 7-THKHEBHM Nepioom BiZHOBJICHHS
(nocaimkenns SNBL.263.01; GLP)

A-THKHEBE J0CTIPKEHHS TOKCHYHOCTI y pasi MOBTOPHHUX BBE/IEHD (3BIT
SNBL.263.01) 3 4oTHpMa OTHKHEBUMH B/B iH]Yy3isamu AHippomymaly
(nmi nocimkenns 1, 8, 15 Ta 22) y nosax 0; 0,5; 5 abo

30 MI/KI IPOBO/IMIIM HA ABAHCHKMX MAKaKax BiANOBIAHO 0 BUMOT
Hasnesxnoi naGoparopuoi npaktuku (GLP). ITo Tpu TBapuH#H KOKHOT craTi
B KOYKHIH rpymi po3THHaTu Ha 29-i JeHs (1o 3 KoskHOT cTaTi B KOXKHi
rpymi), a pewrry TBapus (o 3 KOXKHOT cTaTi B KOYKHiH rpyni) po3THHAJIM Ha
71-i1 NeHp Mic/s JOJAATKOBUX 7 THIKHIB criocTepeskeHHs 6e3 BBEACHHS
npenaparty. [Top’s3aHe 3 10C/TIDKYBAHHM NPENapaTom 3011BILEHHS
i1BKOCTI CyXoro kamy 6y/10 NoMiueHO y TBapHH y rpymnax /103 5130 mr/kr
npoTsarom nepunx 9 auis pociimkents (10-i JIeHb) TIOPIBHAHO 3
KOHTPOJILHOIO TPYTION | TRAPHHAMM, AKI OTPHMYBAIH 103y 0,5 mr/xr.
Ockinbku L 3MiHa 6y/1a THMYacOBOIO, HE MOB’ A3aHOIO 3 Gy b-IKHMH
1OIATKOBUMH KJTIHIYHMMH O3HAKaMK Ta MUHana Oe3 JIiKyBaHHA 110
saBepLICHHS 03yBaHHs, BOHA HE BBAKANACH MOOIUHMM €(EKTOM.

IKpim Toro, nojtiGHi pe3yJibTaTH OO CYXOro Kaiy He criocTepiranucs B
{HUIHX IOCTUKEHHAX Y Pasi MOBTOPHUX BBeJeHb AHipposymady.
MakcuManbHa 1034, KA He CIPUUMHAC BUIMMHX IIKITHBUX e(eKTiB
(NOAEL), y upomy focaipkenni cranosuna 30 MI/KI/ 103y, 1o €
HAlBHIIO0 JAOCIDKEHOKO 103010, KA MPHU3Bea 10 CepeIHbOro 3HaUCHH
[LI0L i KPHBOIO «KOHUEHTPALlish — Yacy B iHTepBaJi Bi/I MOMEHTY
BReneHns 10 7-ro aHa (AUCo7q) 11 100 MKr/a/mi Ta cepe/iHboro
hHAUeHHS MAKCHMaIbHOT KoHueHTpawii B miasmi KpoBi (Cmax)

2 640 mkr/mi.

O-micsiune (39-THiKHEBE) AOCTI/IKEHHS TOKCHYHOCTI,
rokenKkokineTHkn Ta imynorennocti MEDI-546 y pasi noBTopauX
pigmKipHuX in’ekuii Ta BAYTPIIHbOBEHHAX ingysii y
SIBAHCHKHX MAKAK 3 12-THKHEBHM NepioloM BiXHOBJICHHS
(nocaimxenns 7140-129; pianosigno a0 sumor GLP)

9-micsune (39-THXKHEBE) IOCTIKEHHS TOKCHYHOCTI y pa3i MOBTOPHHX
BBEIeHb NPOBOIMIIM HA ABAHCHKHX MaKaKax Micas MOTHKHEBHX B/B
indy3iii (y no3i 0, 5 aGo 50 MI/Kr/THoKIeHB) 260 1/ in’exuii (y

n03i 0,15 a60o 60 MI/Kr/THKIEHb) BIIPOIOBIK 39 TixHiB. Boruuiuesui

NEPEKMAL
BIPHO

prepiiT Gy BUSBICHO B MAJIHX i cepeiHiX apTepifix AeKiIbKOX OpraHis y



5 3 24 camuiB, ki oTpumyBanu AHidponymab, ane Bin He OyB OUEBHIHHM
y CaMLiB KOHTPOJBHHX TBAPUH a00 y CaMHMLLb, HE3ANIEKHO BiJI TPYITH
nocnimkeHHsa. Buasneni 3MiHu OyJId MEHLI BUPA’KEHUMH Ta 3arajiom
MEHIL NOLKHPEHUMH Y TBapKH, ki Oynu mijyiani posTury nicns 13-
THIKHEBOTO TIEPiO/Ly Bi/IHOBJIEHHs Ge3 BBEICHHS Npenapary, MopiBHSIHO 3
TBapUHAMM, AIKMX GYJI0 MiAaHO PO3THHY HANPHUKIHLI NePioy BBEACHH:
nperapaty. NOAEL jus camuis cTaHOBUTS oHafiMene S0 Mr/Kr B/B Ta
60 Mr/Kr /i, 1o € HAUBHIIMMH J0C/I/DKEHHMH 103aMH. BusipiieHuii
apTepiiT y camiliB Mojke GyTH HACIIKOM BHI0BOT iMyHOT€HHOCTI, 1 HOro
hHaueHHs 11d Ge3neky moauuu He inome (Chamanza et al 2006). Onnak
He MOYKHA BUKJTIOUATH MOAJIMBICTD ICHYBaHHS iHIIKX (AKTOPIiB, OKPiM
BUpoGeHHs aHTHTLI 10 AHipponymaly. 3 oryisLy Ha BUSBIICHE 3aNa/IeHHs
aprepiit, NOAEL 15 caMLiiB CTAHOBHTH MEHLIE HiXK 5 MIVKI" B/B Ta

15 Mr/kr n/u. SIKIIo BUABJICHHIE apTepiiT He BPAXOBYBATH IPH BU3HAYEHHI
NOAEL, NOAEL Anidponymaly ajis caMiliB CTAHOBHUTE LIOHAMEHINE
50 mr/kr B/B Ta 60 MI/Kr n/ui, 1o € HAMBULIMMH JIOC/TI/PKEHUMH J103aMH.
OCKIiNbKH BACKYJIiT, He CIIPMYMHEHUH CUCTEMHHUM YEPBOHHM BOBYAKOM
(CUB), e 6yB nor’s3auuii 3 KaiHiuHOIO Geanekoio Anidponymaby B
3aBepIICHHUX Ha CHOTOIHI KIIHIYHHUX JOCIIUKEHHSAX, i OCKUIbKH
Anidponymal He € Tak caMo IMyHOTEHHHM Y JIIO/IMHH, AK y SBAHCbKHX
Makak (Ha OCHOBI MOKA3HHMKIB iMyHOr€HHOCTI Ta BiIHOCHHX TUTDIB),
komnanis Actpa3eneka npononye sukopuctoBysatn NOAEL s /B
BBE/ICHHA, OTPUMAHY B LIbOMY J0CITI/DKEHHI, AKIIO HE BPaXOByBaTH
BUsBIICHHI apTepiit (50 MI/Kr), /Uis pO3paxyHKiB 3anacy Oesnexu
CTOCOBHO MaKCHMAJTBHOT PEKOMEH/IOBAHOT JI03M TS JUOAeH (MPJUT).

vitro

3) I'eHOTOKCHYHICTB: in[BiANOBIAHO 10 YHHHHX HACTaHOB LIO/I0 JIOKJiHIYHOT OLiHKK Oe3neku

GioTexHomoriuHMX (GapMaleBTHYHHX NpenapaTis (HacTaHoBa SO R1

in vivo (BKJIIOYHO 3
OATKOBOIO OLIIHKOKO
TOKCHKOKIHETHKH)

M izknapozHoi Kondepenuii 3 rapmonizauii [ICH, 2011]), Jiana3oH i THIT
CTaHZApPTHUX JOCHI/UKeHb, IKi PEryJIfApHO MPOBOJATLCS 3 METOKO OLIiHKH
reHOTOKCHYHOCTI (hapMaLleBTHYHUX NMPEnaparis, He 3aCTOCOBYIOTBCA /10
GioTexHONOrYHIX Npenaparis, skuM € AHipponymab-¢puia. Tomy
[OCTIIPKEHHS 3 OLIIHKH FeHOTOKCHYHOrO a0 MyTareHHOro NoTeHLjany
Anibponymaby-duia He MPOBOANIUCE.

Anidponymab-¢pHia — 1ie Benuka GUIKOBa MOJICKYJIA, KA HE MOKeE
rnepeTHHaTH AnepHy a6o MITOXOHApialbHY 000JIOHKY Ta GesrnocepeHbO
s3aemoisTy 3 JIHK a60 iHIIHM XPOMOCOMHHM MaTepianoM BeepenHi
anpa. AnidporymaG-¢pria — Le JOACHKE MOHOKJIOHAIbHE aHTUTLI0
(mADb), AK€ MOBHICTIO CKJIA/IA€ThCs 3 NPUPOIAHHMX aMIHOKHCIIOT i He
MiCTHTB HEOpraHiuHuX a60 CHHTETHYHHX OpraHiuHuX NIHKEPiB UM HUIHX
HeOinkosux (pakuii. TakuM YnHOM, TyXKe MaJIOHMOBIPHO, 1110
Anidponymab-¢uia Gyae pearysatn Gesnocepeaibo 3 JIHK a6o iHmmum
XPOMOCOMHHM MaTepiaiom.

4) KaHLeporeHHicTh:

JIoBrocTpoKoBi
MOC/PKeHHS

'V JOK/TiHIYHMX AOC/II/DKEHHSX i3 TOBTOPHUMH B/B a60 11/l BBEICHHAMH
Anidponymaby-dHia IBAHCHKMM Makakam npoTsrom 39 TH)KHIB HE

KopoTKOCTpOKOBi
nocipkenHs abo
NMOCIIIDKEHHA
cepe/IHBOT TPHBATIOCTI

criocTepiranocs 03Hak nposigepaTuBHOro abo nepeaAnyxXjaHHHOTO edexry.
Anidponymab-pHia He 3B’ 3Y€ThCS 3 MULIAYHM IFNARI1 i He inribye
Gionoriuny aktusHicTs Mumadoro IFN-o, mo yHEMOMKIHBIIIOE NIPAMY
OLIIHKY KaHLIEPOreHHOr0 PH3HKY Anipponymaly-dnia y 2-piaHOMY
GionoriuHoMy foc/imKeHH] Ha rpusyHax. Kpim Toro, ABAHCHKMH MaKak
araJ oM He BBYKACTHCS MPUIATHOK MOJEIUTIO JUIA OLLHKH
KaHLEepOreHHocTi in vivo. OCKiIbKK NpsAMa OliHkKa KaHIepOreHHOCTi

bTEpPHATHBHI BAPiaHTH in Vivo (BKJIIOYAIOYH aNbTEPHATUBHI peareHTH) T

EKNAQ

Q]HifbponyMaﬁy-QJHia in vivo He MOUIHBA, GYyJIH PO3rTIAHYTI al



PO3NOYATO I0KA30BY OLIHKY PH3HKIB Ha OCHOBI OTJISly HAABHHMX 1aHHX
niteparypu. Komnania Actpa3eHeka posrjisiHysia HadBHy JiTepaTtypy 3
mocIiKeHb 3a yuacTio Mutneit 3 aedinurom IFNARI ta IFNAR2, a
rakok MuLLed, skum Beoauan IFN o/B ta anturina no IFN-o/f, sokpema
anTuTino MAR1-5A3 (siki € JocTynHUMHE Uit KoMnaHii AcTpa3eHeka
MOJIEIAMM 15t OLLIHKH PH3MKIB Kanueporennocti AnigponymaGy-QHia),
11106 OXapaKTepU3yBaTH KaHLEPOreHHUH noTeHuian GI0KyBaHH:A IFNARI
y rpu3yHiB (i MOJieNi 3arasiomM NMPOIEMOHCTPYBAITH, 1O OIOKYBAHHS
IFNAR npu3BoAMTb 110 3pOCTAHHA KAHUEPOreHHOTO noTeHuiany B
opraHi3mi rpusyHis). Beaxkanocs MaroiMOBIpHHM, 10 NPOBE/ICHHSA
OIATKOBMX IOC/IIKEHB in ViVO 3 [IMMH MOJIE/ISIMH Ta peareHTaMu
CYTTEBO BIUTHHE HA BUCHOBKH, 3po6JIeHi Ha OCHOBI MOTOUHMX
eKCTIePUMEHTANLHIX pe3y/ibTaTis, Y HbOMY BHIAKy HaHKpaluM
CrocoBOM 3MEHIIEHHS MOTEHIIIHUX PU3HKIB € Ge3nepepBHUH MOHITOPHHT
PO3BHTKY 3MOAKICHMX HOBOYTBOPEHB Y KIiHIYHMX IOCIIDKeHHAX, 8 TAKOXK
31 710MOMOTOI0 iH(pOpMALLT B IHCTPYKILLT /1 MEIHYHOrO 3aCTOCYBaHHA Ta
BaXOJIiB 3 yNpasJiiHHA pU3HKaMH 6€3 NpoBeIeHHA 10aTKOBHX JIOCITI[DKEHb
in vivo na TBapunnmx mozensx (Hacranosa ICH 86 (R1), 201 1).

JlonaTKOBI
NOCHIGKEHHS

5) PernipoykTHBHA
TOKCHYHICTh Ta
TOKCHYHHH BIUIMB Ha
03BUTOK NOTOMCTBA:

Bruivde Ha

eMOpioHabHUH
PO3BUTOK

O1iHKyY HEeNPAMMX KiHIEBHX TOYOK depTrILHOCTI camiLiB (aHani3 ciM’sHOT

(bepTHIBHICTD | paHHIH [piANHH, IO CKIANAETHCA 3 OLHKH PYXJIMBOCTI, KUIBKOCTI Ta Mopornorii

CriepMaTo30iAiB i cTaiil criepMaToreHesy), MacH oprasis (rinodis,
nepeaMixypoBa 3a103a, CiM’siHi MiXypL, S€YKO, MPHIATOK AEUKA),
MAKPOCKOITYHE Ta FiCTONATONOrHe A0CIIUKEHHS (nepeamixypoBa
has103a, CiM’sIHi MIXYpLi, TPHIATOK €YK, SCUKa) Ta MOJIOYHOT 321031
MPOBOIMIIN Y CTATEBO3PUIMX ABAHCHKMX MaKak nin yac 9-micsaunoro (39-
THIKHERBOTO) JIOC/IIZKEHHS 3 MOBTOPHAM BBEJICHHAM Mpernapary, o
sinnosinano sumoram GLP (mus. 3BiT 7140-129), 3 OTHKHEBUMH B/B
indysismu (B 1031 0, 5 abo 50 mr/kr) a6o n/m in’exuismu (B 103i 0, 15 abo
60 mr/xr). He GyJ10 BUABICHO CTATHCTHYHO 3HAYYIIHX 200 GiomoriyHo
BHAYYLIAX BIAMiHHOCTEH 32 )KOJHUM NapaMeTpoM OLIIHKH CIIEPMATO30i/1iB
y Gyb-sikiif Touni wacy (eskysisT abo postuH). Y 2 camilis, sKi
orpumysani Anidporymab-¢uia, Oy BHSIBJICHI FiCTONATOJIONIUHI 3MIHH
B sicukax. 3a pe3yabTaTaMH PO3THHY HANPHKiHL nepiojay BBEJICHHA
npenapary (277-# neHb, Yepes 3 JIHi TiC/IA OCTaHHBOT 103K Ha 274-# AeHb)
y JBOMY SI€YKY OJIHOTO CaMIid, AKUH OTpHUMYBaB 1103y 60 mr/kr n/u,
criocTepiranacs BUP@OKeHa JereHeparis ciM’ sHux kaHasblie. OHaK npase
4euKo MaJIO JIHIIE He3HauHy aTpodilo/iereHepatito, ToMy THKKICTh 3MiH
te Gya Moc/IiIOBHOIO MK LIWMH 2 TApHUMH OpraHaMH, AKI OTPUMYIOTh
noaiGHe kpoBornocTauaHHs. Jlerenepauis eniTesiio ciM’ IHMX KaHATBLIB Y
[iBOMY SI€UKY TPHMBAJIA, OCKIIBKH KaHABILL XapaKTepH3yBaHCA pi3HHM
CTyrneHeM 3JIyIILyBaHHs i BTpaTH eniTeniaNbHIX KIITHH Kananbiis. JKoaeH
KOHKPETHHH THII KJTiITHH a00 KOHKpPETHa crajis nospisaHHs He Oyu
ypaskeHi. 3pasky criepMu 30Mpaju 3a 101MOMOroKo eNeKTPOoesKy/IALIT ABidi
110 MOYaTKY J0C/i/PKeHH:, Ha 6-My 1 20-My THHHSAX, @ TAKOK nprbIH3HO
ha THOKACHD 10 YMEPTBIHHS IiIOCTIIHIX TBAPHH MiC/s 3aBEPLICHHS
nepio/ty BeJeHHs npenapary i npubGIN3HO 32 MICALb A0 PO3THHY micns
nepiozy BiAHOBJIEHHS. 3pa3kH CrIepMAaTo30i/iB TAKOXK BinGUpaty Tiz yac
yMepPTBiHHS MiZUI0CTIHUX TBAPHH MICaA 3aBEPIICHH nepioy BeEHHA
npenapary Ta posTHHY Mic/is nepioay BiZIHOBJIEHHS JUTsl I0CITLIDKEHHS
PYXJIMBOCTI, KiIbKOCTi Ta mopdosoriunux ananizie. Xoua y Hiei TBapUHH




s

aKOK CIOCTEPIranocs 3MeHIIeHHS KUTBKOCTI CriepMaTo30i/iB i

% pyXJIMBHX CIIEPMATO30iiB MiJl YA€ YMEPTBiHHS MiAOC/IIHHX TBAPHH
ic/is 3aBeplICHHS Mepiojly BeleHHs Npernapary, NOpiBHAHO 3
OHTPOALHMMH TBAPHHAMH, KiNBKICTh i PYXJIMBICTh CNIEPMATO30iAiB,
BUMipsHi B 3pa3kax CrepMH Mepesi yMEepTBIHHAM i€l TBAPUHH

(137,5 mnn/mn, 43,3%) i B rpymi, ska oTpuMyBana 103y 60 Mr/kr/THKIeHb
n/un (129,4 mun/mn, 23,1%), Gyn BHLMMH, HK Y KOHTPONbHIH rpymi
(cepenne snavenns: 101,1 man/mn, 14,2%). Bapro 3a3HauuTH, 1O Y uiel
TBapuHK GyJI0 HEJOCTATHBO CTIEPMATO30I/IiB, MPUCYTHIX y 3pasKy, o0
OLIHUATH PYXJAHBICTH Y Oy/b-AKii 3 1BOX YaCOBHX TOUOK MEpesl MOYaTKOM
BBeeHHA npenapaty. Llg BapiaGenbHicTs NOMMpPHIAcS Ha MEPIO
BBEICHHS Npenapary 3i 3HaueHHAMH pyxuBocTi 13,2% Ha 6-My TiKHi,
84,6% na 20-my THkHi Ta 43,3% nia yac 300py eaKyaATy nics
saBeplueHHs nepioy Beaenns npenapaty. [ToaiGnum unHoM, 3araibHa
KOHLICHTpALs (MIH/MJT) B @SKY/IATI V1A L€l TBAPHHH 3HAYHO

papiloBajia — /iBa 3HAYCHHS MEPe/] MOYaTKOM BBEJCHHA Npenapary
craouiv 1,8 i 14,6. Ilix yac nepioay BeieHHs npenapary s
BapiaGesibHICTh MPOOBIKYBaNacs 3i 3HaUeHHAMH 1,6 Ha 6-My THAHI,
379,9 na 20-my TiokHi Ta 137,5 nin yac 360py eAKyJIATY MicC/s 3aBepIICHHS
nepiojy BesieHns npenapary. Bpaxosyioun sapiaGenbHiCTh eSKYJIATY 10
MOYATKY BBEJCHHS JI03H, HEMOC/IA0BHICTh MIKPOCKONIYHUX Pe3y IbTaTiB
Mi>K JTIBHM i IPABMM S€UKOM Ta BiACYTHICTE MOAIGHUX pe3y/IbTaTIB Y Lei
yac y camiu, Akuit oTpuMyBaB SO MI/KI/103y B/B, 3 BULLMM CepeHiM
aHaueHHAM Cmax Ta Aetio UM AUCq.7q, el pe3ynbTaT He BBayKABCH
[1OB’ A3aHMM 3 JIiKyBaHHAM (y Li€i TBAPHHM TaKOXK He OyJ10 BUAB/IEHO
anTTIN 10 AHibponymaby, a TOKCHKOKiHeTHUHHIT npodink BiAnoBiAaB
iHLLIMM TBApMHAM Y Uil rpyni 1034).

3a pe3y/ibTaTaMu PO3THHY T1iC/IA NEPiOy BiAHOBICHHA Ha 360-i neHb B
oHiET TBAPHHM, AKa OTprMYyBasia 103y S0 MI/KI/THX/ICHb B/B,
CrIoCTEpiraiocs erke BUCHAKEHHSA CTATEBUX KIIITHH 32 YJacTiO
naxiTHHOBHX criepMartouuTie Ha crajisx VII-XII, mo npuseesio 10
MEHIIEHHS KiTbKOCTI criepMaTo30inis Ha cranisx I-VI. Xoua B eskysri
Ha 323-i fenb (depes Micallb Micas noYaTKy nepioay BiAHOBICHH: Ge3
[BBEeHHs npenapaTty) He 6yJ0 BUABICHO CrepMaTo30iiB Y 3pasky,
NPH3HAYECHOMY JUTA aHAJI3y PYXJIHBOCTI, i 3HA4HI NPOAYKTH po3nay

iTHH Bke He GyJIM NOMITHI B MOMEHT po3THHY Ha 360-i neHb micns
nepio/ly BiIHOBJIEHHS, BAPTO 3a3HAYHMTH, IO LA TBApHHA Masia 3MiHHI
PE3YJILTATH EAKYJIATY NPOTATOM YChOro A0CIIUKCHHS, BKIIOHAK0TH
Bi/ICYTHICTb CIepMaTo30iiB B 1 3 2 3pa3sKiB eAKyIATY 10 MOYATKY
nocnimpkenns (To6To 10 Gyap-koro BeeaeHHa Anidpoaymaly), a TakoxK
HOPMaJIbHY PyXJIMBICTh CriepMaTo30iiB Ha 20-My THKHI Ta MiJl 4ac B3ATTA
eAKYJIATY B MEIKaX POITHHY TICIA 3aBEPUICHHS NEPIOly BEACHHS
npenapaty. AHa3 Yacy 3 ypaxyBaHHAM aKTHBHOIO BBE/ICHHS Ta
(bapmakosorii CBiIYMTE MPOTH TOTO, 1O NATOJIOris A€YKA € HACIIIKOM
npsmoro BBy AHidponymaGy y UbOro camus, SKuii OTpUMYBAB 1103y
50 Mr/kr B/B, i/ YaC PO3ITUHY MIC/s Nepioy BiaHOBICHHS (Y Ui€T TBAPHHH
rakok He GyII0 BUABIEHO aHTHTIN 10 AHidpoaymaby, a
TOKCMKOKIHETHUHMIT podith BiAMOBIAAB IHIIMM TBApHHAM Y LM rpymi
no3u). Bizcythicts npsmoi aii Anidponymaby Takox i ATBEP/LKYETHCA
THM, L0 TIpaBe A€4KO wLiei TBapHHHK 6yJI0 HOPMATILHUM 33 pe3yIbTaTaMu
ricTostoriusoro nocnimkenns (To6to onHobiuHmit edexr). Y muwieii Oyio
okasao, wo inrepdeponn I Tury Ta ingykoBaHi iHTepdepoHom Ginkm
BHCOKO €KCNPECYIOThCS B A€YKaX (COMaTHYHHX KJTITHHAX, AlTe HE CTaTeBHX
lkniTHaax) y Bianosias Ha BipycHuii crumys (Dejucq etal 1995, Dejucq et
al 1997, Dejucq et al 1998, Melaine et al 2003, Starace et al 2008).
ITonepe/tHi AOCHIDKEHHS Ha TPAHCTEHHHUX MHLIAX 3 rinepekcnpeciero IFN




I Try Gy yeKIaaHEHi AesSKMMH aCTIeKTaMH JIM3aiiHy A0CTiDKeHHS
(Hekman et al 1988, Iwakura et al 1988); reviewed in (Satie et al 2011),
oIHAK Mi3HILT IOCIDKeHHA Ha TPAHCTEHHUX MHINAX 3 TiNepeKCcrnpecieo
IFN-B B sieukax (Satie et al 2011) nokasanm, Mo TPUBaA AKTHBALIS
peuentopis IFN I Tumy Moxe cepio3HO MOPYIIHTH CNIEPMATOrCHES, 1O
NPU3BOAMTE 10 cTepuibHOCTI. Lle Takok Gy/10 NOB’43aHO 31 3MEHIICHHAM
MacH aeuka npuGianu3Ho Ha 50% MOPIBHAHO 3 KOHTPOJIBHHMH TBapHHAMH
ta aTpodiero CiM’AHUX KaHAJIBLIB BHACIZIOK NOPYIIEHHS CNEPMATOreHesy
(y 9-micsunoMy, 39-THKHEBOMY JOCIibKeHH] BBeAeHHS AHidpomymaby
ke BIUIMBAJIO HA Macy seuka). [inodepTHIbHICTh Ta 3MEHIIEHHS KUIBKOCTI
CriepMaTo30i/iB y NPUATKAX SEYOK BUHHKAIN NPUGIN3HO Yepe3 3 THKHI
micas nouarky nigsuiienHs 103 [FN (20-i neHs nicas HapowKeHHs) i
NPU3BOAMIIN JI0 CTepuibHOCTI npoTsiroM 40 auis (60-i aews mics
HapopkenHsa). SIKuo y Muwei 3 Haamiproto excnpeciero IFN-B B seukax
rakosk Buankae aedinut IFNAR1, uinicHicTs €40k i GepTHIBHICTL
3GepiraioTbes. BruiMe Ha cnepMaToreHes i CTEpHIIBHICTB He € HITKO
BupakeHuM y muieii 3 geditarom penentopis IFN I tuny. 3riauo 3
Miiller ta koneramu: «Muuii [IFRa/BR o/o Gynu orpumani 3
MEHIETIBCHKOIO YACTOTOIO, BUABHUINCSA (ePTUIILHUMH Ta HE MaJlH ABHUX
(peroTHnoBUX aHOMaNi# 110 6-Micsunoro Biky». (Muller et al 1994). 3rigHo
3 Hwang ta koneramu: «Camui ta camuii IFNARIT -/-muweii 6yin
(bepTHALHUMH i JIaBAIIH NIPHILTIL HOPMATLHOTO PO3MIPY (naui He
Hape/eHi). TakuM YHHOM, yCyTiepey paHilie BUCTIOBICHHM NPHITYIIEHHAM
npo Te, wo INF Ity MoxyTb OyTH BaKITHBHMH U4 penpoayKTHBHOT
(pyHKUIT Ta PO3BMTKY, HEMAE KOAHHX [0Ka3iB aHOMAaJliil pO3BUTKY B
IFNAR1 -/- M€, a TAKOXK He BUABJIEHO CePHO3HMX MAKPOCKOMIYHMX
laGo MIKPOCKOMIYHHMX BIZIXWICHb B OPraHax J0pOCIHX MULICH y Billi 10 6
micsuip» (Hwang et al 1995).

Jlochi/pkeHHs Ha ILypax HAJal CyMepewInBi AaHi, AesKi 3 AKHX
nokasajiy, 1o iHTpanepuToHeanbi in’ekuii IFN-o MOKYTb IHAYKyBaTH
nopymenns cnepmaroresesy (Ulusoy et al 2004), TOI SIK LIOJEHHE
nigwkipre Beenenns IFN-o 6e3THMYCHUM LLypaM MPOTAroM 3 MiCALIB
(Hibi et al 1997) nokpaltyBaio CriepMaTOreHes B Aeukax i 30inBLIYBATIO
KOHLEHTPALLIO CTIepMATO30i/1iB B NPHAATKaX A€YOK. ¥ Jo/IeH BHCOKI piBHI
IFN-a Gyau BusBieHi B ciepmi Gesrutinaux vonosikis (Fujisawa et al
1998), a sesienns [FN-a GesrmiaHum YOJIOBIKAM MOKE BiJITHOBHTH
criepmarorenes (Yamamoto and Miyake 1994). Beeaenns IFN-a2b
BHKOPHCTOBYETHCA JUIS JIIKyBaHHSA GE3MIIiUIA B HOIOBIKIB nicns
MAapOTHTHOTO OPXITY, ale ePeKTHBHICTE LbOrO METOLY JKyBaHHA
octaTouno e Beranosnena (Erpenbach 1991, Pal 2013, Yapanoglu et al
2010, Yeniyol et al 2000).

Omxe, y 9-micsunomy (39-TwKHEBOMY) JOCIiDKEHH] TOKCHYHOCTI Y pasi
NOBTOPHHUX BBeJeHb AHipponymaly CTATEBO3PIIMM ABAHCHKHUM MaKakam y
JIBOX caMLLiB, ki oTpumMyBain Anidponymal, Gynu BusBieH 3MIHH B
qeukax. CynyTHi AaHi OO IHX JIBOX CAMLB CBIA4ATH MPOTH TOTO, IO i
AMiHM y sedKax nop’a3aHi i3 3actocysannam Anipporymaly. Lle
Y3rOJUKYETBCS 3 HAABHOIO JIITEPATYPOIO PO IFN I Tuny, fKa BKa3ye Ha Te,
110 HaaMipHa excnipecis (a e nefitpanizauis) IFN I tuny moxe
MOripUIMTH CIEPMaTOreHes.

Ouinka GepTHABHOCTI CaMHLIb Y 9-MiCHYHOMY (39-THXKHEBOMY)
OCHTIKEHH] TOKCHYHOCTI Y pasi MOBTOPHHX BBE/ICHb Y ABAHCHKMX MAKAK
(nocnimkenns 7140-129; sinnosiaso ao sumor GLP) OuiHKa HeNPAMHUX -
iHIIEBMX TOYOK XKiHOUOT (PePTHILHOCTI [MEHCTPYaIbHUH LIMKJI, Maca
prauis (rinogis, A€CUHAKK Ta MaTKa), MaKpOCKOMNivHa Ta




ricronaronoriuna kaprusa (rinodis, S€YHUKH, MaTKa, IKHKa MATKH, nixBa
i MONOUHa 3aJ103a)] NPOBOAMIINCS HA CTATEBO3PUINX ABAHCHKHX MaKakax
nia yac 9-micauHOTro (39-THHKHEBOr0) AOCIIKEHHS Y pa3i MOBTOPHHUX
BBEeHb BianosiaHo 1o Bumor GLP (muB. 3BiT 7140-129) 3 IOTHKHEBHM
B/B iHdysiavu (B 103i 0, 5 abo 50 mr/kr) aGo nimKipHuMK iH’€KULisMA (B
no3i 0, 15 a6o 60 mr/kr). He Gy/10 BHSRIEHO MOB’A3aHOTO 3
Anidponymabom-dHia BBy Ha MeHCTpyaiito. Kpim Toro, He
criocTepiranocs nos’s3anux 3 AnipponymaGom-tHia 3MiH y Maci oprasis i
pe3ysIbTATAX MAKPOCKOMIYHOTO Ta MIKPOCKOMIYHOro NaTo(isionoriqaHoro
OC/iPKEeHHS TKAHUH PENPOAYKTHBHHX OPraHiB CaMHLb.

EMGpioTOKCHHHICTD

JlocnimkeHHs TokenuHoi il Anipponymabom-¢Hia Ha
BHYTPILIHEOYTPOGHHI PO3BUTOK JUIS OLIHKH PAHHBOTO PO3BHTKY
eMGpioHa 710 IMIUIaHTALT He IPOBOJIMIIUCE, OCKIJIbKH HA MPAKTHLL
HEMOYK/THBO NMPOBECTH J0CIIUKEHHS CTIapiOBaHHsA Ha ABAHCHKUX MaKaKax.

IMpenaTanbya i
MOCTHATAIbHA
TOKCUYHICTD

JlocaipkeHHs ipe- T4 NOCTHATAJILHOIO PO3BHTKY NPH
BHYTPIlllNLOBEHHOMY BBeleHHi AHi(poaymady IBAHCEKAM MaKaKaM
(nocaimkenns SNBL.263.11; siznosiano a0 sumor GLP)

By10 NPOBE/IEHO AOCIIVKEHHSA IPEHATANIBHOIO Ta MOCTHATAILHOTO
po3euTKy (38iT SNBL.263.11) ABaHCBKMX MaKaK Micis B/B BBE/ICHHS
Amnidponymaby. ¥V upomy J0CHiKeHH] BariTHI sBaHCBKI MakakH (16—

17 TBapUH Y KOXKHiii rpymni) OTpUMYBAJIH pa3 Ha JiBa THWKHI B/B iIHDY31i B
nosi 0 (xonTponbHa rpyna), 30 a6o 60 mr/kr Anidponymaby Bix 20-ro aus
BATFITHOCTI 10 MPUGN3HO 28-r0 [HA NakTauii (3 1031 NPOTAroM nepiozy
nakrauii). KinpkicTs TBapuH y KOXKHi# rpyni 6ysia JIOCTaTHBOIO V1S TOTO,
11106 3a6e3meunTy 3MicToBHY inTeprperauito nannx (Hactanosa ICH S6
(R1), 2011, Tpumirka 5) (Jarvis et al 2010). He Gyn0 BUSBICHO HKOAHUX
0B’ s3anmx 3 Anidporymabom-Hia nobiunmx eexris (s Matepi,
r1oa a60 HOBOHAPO/DKEHOT TBAPHHK) NPH 3aCTOCYBaHHI AOCIIDKEHHX
n03. Bruiue AnigponymaGy-(hHia He MaB aGOPTHBHOIO €(EKTY, OCKIILKH
yacToTa BTpaT eMOpiona Ta nuioja He 3sMinunaca. Kpim roro, KJTBKICTD
MepTBOHAPO/DKeHb OyJ1a MOPiBHAHHOIO 3 KOHTPOJIBHOIO IPYTIONO Ta
iCTOPHUHHMHU JJAHHMHU TIPO YACTOTY 3aXBOPIOBAHOCTI B JOCITIAHULIEKOMY
LleHTPi, a picT i PO3BUTOK HOBOHAPOKEHNX TBAPHH OYJIN B MEXkKaX HOPMH
/1151 HOBOHAPO/UKEHHX TBAPHH ABAHCBKHX MAKaK, BKJIIOYAIOUH iMyHHI
ouinky (THTpH iMmyHornoGyniny knacy M [IgM] ta iMyHOrI00yJTiHY Kacy
G [IgG] nicna iMyHizaiii reMoLiiaHiHOM nimbu pasnuka [KLH],
iMyHO(DEHOTHITYBaHHS NepHdepHIHOT KPOBI, aHaJli3u KpoBi Ta
ricTomaronoriio AiMQoiIHuX oprauis [cesesiHkn, TAMYCY Ta JiMpaTHIHHX
py371ie]). NOAEL cranoBiia 60 MI/Kr, 110 € HAHBUILOIO JIOCJIPKEHOIO
03010,

JlocitiKeHHs, Py
SKHX Tperiapar
BBOIAMUTBCA MTOTOMCTBY
(HecTaTeBO3PLIMM
TBapHHaM) Ta/abo

nis

JTocni/pkeHHs Ha HECTATEBO3PUIMX TBAPHHAX HE POBOIHIMCE. ¥
3aBepIIeHHX TOKCHKOJIOTUHHX JI0CITIZDKEHHAX TOKCHKOJIOTIIO
Anidpomymaby-dhHia OLiHIOBATH HA TBAPHHAX BiKOM iz 0 110 ~6 micsALiB
ra Bij 3 20 7 POKiB (3aranbHOMPUIHATI AOCII/UKEHHS 3 OBTOPHHMH
BReICHHAMK), L0 BiaANOBiAac Biky moaunu Bia 0 1o 2 Ta Bix 12 o

oLiHIOEThCA BifyiaieHa [21+ pokiB BiANOBIAHO. Y KOAHOMY JIOCTTIDKeHHI He CrocTepiranocs

TOKCHUHOCTI, 6e3rocepe/iHbo NOB’ A3aHOT 3 Anipponymabom-dHia, i He
criocTepiranocs BiaMinHocTel y npodini TOKCHYHOCTI 3aJI€JKHO BiJl BIKY.

6) Micuesa
MepeHOCHMICTD

MiclieBy NepeHOCHMICTb OLHIOBAIH 3a JI0MIOMOTOI0 KiHIYHHX (OLiHKa 32
Lukanoio Jlpeise), MaKpOCKOMIYHHUX Ta riCTONATONOr YHHX JA0CIKEHD
micib indys3ii/in’ekuiii Anidponymaby-duia nia vac JOCTKEHD
TOKCHYHOCTI Y pasi 0JIHOPA30BOrO (3BiT 7140-142) Ta NnOBTOPHHX BBE/ICHb




(3BiTn SNBL.263.01 Ta nocnimkenns 7140-129). V micuax
indy3il/in’ ekuii He BiA3HA4aNO0CH HKOAHUX MNOGIYHMX 3MiH, OB’ A3aHHX 3
ractocyBaHHaM AHibponymalby-dHia.

7) Honarkosi
IOCIIKEHHS
TOKCHYHOCTI:

AHTUT€HHICTh
(YyTBOpEHHS aHTHTL)

Binnosiano mo nacranos ICH S6(R1), ICH S8 (JlocnimkenHs
iMYHOTOKCHYHOCT JiKapehKHX 3ac001B 1 MEAMYHOrO 3aCTOCYBaHHsA) Ta
ranysesux iHCTpyKUiH (JlokTiHiuHA OLiHKa Ge3reKn iMyHOTOKCHYHOTO
noTeHLiaTy Jikapchkux 3aco0iB i GiooriuHMX Npenaparis;

uepsern 2023 p.), He MPOBOINIIOCH OKPEMHX OLIHIOBaHb
AHTHreHHOCTI/IMyHOTeHHOCTI a0 iMyHOTOKCHYHOCTI AHidponymaly-
pria. HaTomicTh 1 KiHLEBI TOUKH OLIHIOBATMCA B MEXKaX J0CTIKeHb
TOKCHYHOCTI B Pa3i MOBTOPHMX BBE/CHb Npenapaty. Sk i ouikyBanocs
110110 moackkoro Ginka, ADA (IMyHOreHHICTb) PO3BHHYJIHMCA B KITIBKOX
TBapHH Ha eTani BBeIeHb npenapaty Ta/abo B nepiojt Bi/HOBICHH.
VTBOpEHHS aHTUTLN 10 Jlikapcskoro 3acoly (AJI3) He nepelko/pKaino
rokcHKonoriunii ouinui Anigponymaby-dHia B IbOMY JOCTIUKEHHI,
ockinbku piBHi GioakTHeHOTO AHidpomymaGy-¢uia B cuposarui
nGepiraucs NPOTAroM YChOro J0CHKEHHS.

[MYHOTOKCHYHICTh

YV NOKTIHIMHKX JAOCTIDKEHHAX IPH OLIHIOBAHHI IMYHITETY
(imyHoderoTumyBanus [axTiBoBaHi T-KmiTHHH, NOMyAALT NK-xJ1iTHH, B-
itnn, T-xennepis i peryastopaux T-KIiTHH Ta Koekenpecis peLenTopis
D Fe sik Ha MOHOLMTAX, TAK i Ha JliMdouMTax], anasisu Kposi Ta
raTo(hizionoriumi JOCHIUKeHHS IMyHHHX TKAHHH) Y TBAPUH, IKHM
BBOIM AHiponymab-hHia npoTsrom 39 TikHiB, He GyI0 BUABIEHO
HECTIPUATIMBOrO BIUTHBY Ha iIMYHHY CHCTEMY, MOB’A3aHOT0 3
nocnimkysanum nperiapatom. [opibHum uHHOM, He Gyno BUABJICHO
JKOIHHX TIOB’ 13aHuX 3 AHipponymaGom-duia noGiunux edexrie Ha T-
KJTITHHHY 3a/1eKHY BiANOBi/b Ha aHTHIeH (aHTHTINA JI0 KLH) y SBaHCBKHX
MaKak.

JlocipikeHHA
MeXaHi3MIB il

JToc1ipKeHHs MeXaHi3MiB /T He POBOIUIIUCH.

UTikapchbka 3aJIeKHICTh

Tlocnimkenns 3anesxkHocTi Big Anidponymaby-(Hia He MPOBOAMIHCE,
oCKiBKH i Yac A0CivKeHb GapMakonorii Ge3rneKu Ta TOKCHYHOCTI
noBTOpHHUX /103 a60 Nij Yac KIIHIYHHUX J0CITiKeHb He OyI10
epeKOHIMBUX 0Ka3iB Oy/b-IKOTO HECTIPHATIIMBOIO BILIUBY Ha
LIeHTpASTbHY Ta nepu(pepruyHy HEPBOBY CHCTEMY.

TOKCUYHICTE
MeTaboJiTiB

AnippomymaG-hHia € MOHOKTOHAILHUM AHTHTLIIOM, TOMY
nepenGavacThes, o BiH MeTaboi3y€eThCA LIAXOM po3najanHs 10 MaiX
MenTH/B Ta aMiHOKHCIIOT; 0TXKE, AOC/IIKEHHS TOKCHYHOCTI MeTabOiTIB
He TIPOBOJWIINCE.

TOKCHYHICTE JOMILLIOK

He GyJ10 BUSIBIICHO JOMILIOK, 110 BUK/IHKAIHX 6 3aHEINOKOEHHS Ta BUMarajiu
[IPOBE/ICHHS I0CITI/UKEHb TOKCHYHOCTI JIOMILLIOK.

[HiE

Anidponymab-¢pHia OUIHIOBAIH HA MPEAMET #ioro 3AaTHOCTI 3B’ A3YBATH
HewiboBi TKanunu aGo pererropu. Anidponymab-pHia e LUTKOM
TIOICHKMM MOHOKJIOHAILHUM aHTHTLIOM, ToMy OyJio mpoBeieHo
NOC/TIDKeHHA NepeXpPecHOl PeakTHBHOCTI TKAHHH 3 BUKOPHCTAHHAM
naHesei 3/10pOBHX TKAHWH MaBIlK Ta JIFO/IUHH, 3riHO 3 PEKOMEHJIALIAMHE B
nacranosi Yrpasninng CILA 3 KOHTPOJIIO AKOCTI XapuoBHMX TPOYKTIB i

nikapcbkux 3aco6is (FDA) «AcnexTy, K CJ1i1 BpaXOBYBaTH MpH




HPOGHMIITBI Ta TECTYBAHHI Npenaparis Ha OCHOBI MOHOKJIOHAJIbHHX
HTHTIA As moauany (Hactanosa FDA, 1997). ¥V nocnimwkenHi
epexXpecHoOi PeaKTHBHOCTI TKaHHH, 110 pinnorinano sumoram GLP,
on’roropany 3 Gapsunkamu Alexa Fluor popmy Anidponymaby-pria
(MEDI-546-Alexa488) oUiHIOBANH y KOHUEHTPALiAX 2 MKI/MII Ta
10 MKI/MJT 3 BUKOPHCTaHHAM KpPi03pi3is HOPMaJIbHHX TKAHHH JIKOJWHH Ta
apaHchkUX Makak (3siti IM1595 ta IM1596). V nocnimkenHi
epexpecHol PeakTMBHOCTI TKAHHH IOJMHU crietmdivne s
Anidponymaby-duia papGysanns cnioctepiranocs B eniTeii, eHaoTeNii,
Me30Tellil, MOHOHYK/ICAPHHX KJIITHHAX Ta BEPETEHONOAIGHHX/ IeHAPHTHHX
KJIITHHAX Y BCIX A0CHIUKYBaHUX 3pa3skaX TKAHHH JIOAWHH. Anidpomymab-
(puia Takox dapGysas ayepGaxoBi CIUIETEHHS 1Ty HKOBO-KHIIKOBOIO
TpaKTy, KJIITHHY K1yOOUKIB HHPOK, 3ePHUCTI KIIITHHH A€UHHKIB, OeTa-
KTITHHM MUY HKOBOT 3aJ103H, FOJIOBHI KJIITHHH NapatuTonoaioHoT
Bas1034, SHIOKPMHHI KJIITHHH Ta riTyiuuTy rinodisa, NeUUaYalbHI KIIITHHHA
[IALEHTH Ta CrIePMATOTeHH] KIITHHH seuka. Posnozin cnetmdiunoro s
Anipponymaby-dria GpapGysaHns Ha naHei TKAHUH JTIOAUHHA
y3ro/uKyBaBes 3 olyG/IiKoBaHUMH TOBIZIOMJICHHAMM MPO LIKPOKY
ekcripeciio IFNAR y Tkannnax (de Weerd et al 2007). ¥V nocniukeHHi Ha
BaHCHKMX Makakax criemmdiune ans AnidponymaGy-duia papOysanns
GyJ10 NPUCYTHE B eniTenii, enoTenii, Me30Telil, MOHOHYKJIEapHHX
KJIITHHAX, BEPeTeHONOMIGHNX/ICHAPUTHHX KIIITHHAX, @ TAKOXK Y
BHYTPILIHBOCYIHHHOMY Ta puTiKalouomy GisikoBoMy MaTepiai
(cupoBartili) B yCiX JOCIKEHHX 3pa3KaX TKAHWH ABAHCHKHX MaKaK.
nidponyma6-dria Takoxk dapGysas ayepGaxosi CTUIETEHHS LUTYHKOBO-
MILIKOBOTO TPAKTY, CruieTeHHs MelicHepa B CTPABOXO/U, KJIITHHH
yGOUKiB HUPOK, 3¢PHUCTI KIITHHH ACUYHMKIB, GeTa-KIITHHH
111 ILLUTY HKOBOT 3&/103H, FOJIOBHI KJIITHHM NapaldTonoaioHol 3a1034,
eH/IOKPHHHI KIITHHH Ta MITYiuMTH rinodisa, NeLMAYATBHI KIITHHH
[LTALIeHTH TA CIISPMATOreHHI KIITHHH A€dKa. Pe3ynbTaTh, OTpUMaHi NPH
apGysanni Anipporymabom-(Hia TKAHHH JIOJMHH Ta SBAHCLKUX MAKaK,
Y3rOLKYIOThCS 3 OITYGTIKOBAHWMH TOBIIOMICHHAMH MPO UHPOKY
excrpecito [FNAR y TkaHMHaXx i 101aTKOBO MiATBEP/KYIOTh, 11O ABAHCHKI
MAKaKH € PeeBAHTHOIO TOKCHKOJIOTT4HOKO MOJEILTIO.

5. BUCHOBKM 111020
MOKJTHIMHOTO
BUBYECHHS

Y niJICYMKY CJ1iJ] 3a3Ha4HTH, 1110 giznosiano ao nacranosu ICH S6 (R1)
omnanis AcTpa3eHeka npoBea afeKBaTHi AOKITiHIYHI JIOCITI/KEHHA
Geanekn Anidponymaby-(Hia B ABAHCBKMX MaKaK, fKi MiAXOAATh U1
[1i/ITBEP/UKEHHS PEECTPALIHHOrO NOCBIIYEHHS Anidponymaby-pHia 3a
yMOBH 3aCTOCYBAHHA PEKOMEHI0BAHOT 103H, LUIAXY BBE/CHHS Ta CXEMH
fTiKyBaHHs 3a 3aMPONOHOBAHUM NOKA3aHHAM. Lli noksiHivHi 1aHi 3
Geaneki TAKOK 3a0e3MeuyioTh aIekBaTHI MEXi eKCro3HLiT npenapary B
mianaszoni Mk NOAEL y 39-TiwkHeBoMYy JIOCTI/UKEHHI B pa3i MOBTOPHHX
8/B BBeseHb (y 1031 50 mr/kr; NOAEL He BpaxoBye aprepiit), NOAEL y
OCITiUKEHHI Npe- Ta MOCTHATANIBHOTO PO3BHTKY 3 B/B BBEJEHHM (Y 1031
60 MI/Kr) Ta MAKCHMA/IBHOIO PEKOMEH/I0BAHOIO 103010 JUIA JIOAMHH
(MPJUUT) y mo3i 300 Mr B/B KOXKH 4 TioKkHi. Mexi Gesnexu Gyiu
pO3paxOBaHi 3 BUKOPHCTAHHAM CHOCTepeKyBaHOT PIBHOBAXKHOT EKCTIO3HLIIT
npu NOAEL (s 39-THHKHEBOrO JOCIKEHHS T2 J10C/I1DKEHHS npe- i
NOCTHATAIBHOTO PO3BHTKY) 10 3HAYCHb excriosuuii npu MPJJ1 na 48—
52-My THIKHI, IPOrHO30BAHMX HA OCHOBI KIIHIUHOT MOmysLidHOT
(hapmakoKiHeTHuHOT MO (JIMB. agiT mpo nonyaauiisui OK ananis
Anidponymaby, Moaysb 5.3.3.5), 3 ypaxyBaHHAM Bi/IMiHHOCTEH. Y HacTOTI

BBE/ICHHS MPenapaTy TBAPHHAM i JIOAMHI. OcCKiTbKM CTAaTyC 33 TECTOM HA
renny curHatypy (npodine reHHot excnpecii) IFN I Tumy Gysi0 BU3HAYEHO
qK KoBapiaTy KiipeHcy, 6y0 BpaxoBaHo excriosuitiro npu MPJUI sk nnst

lBUCOKOTO, TAK i JUISi HU3BKOTO CTATYCY 38 TECTOM Ha FCHHY CHIHATYPY IFN




I Tuny. 3rigHo 3 HalikoHcepBaTHBHIMIMM niaxoaoM (o 6aszyeTbes Ha
excriosuilii Ha pisui MPJUJ1 y cy®’€kTiB 3 HU3bKHM PE3yJIbTATOM TECTY Ha
renny curnarypy IFN), mexi Gesnexu cTaHoBASTH npubiu3Ho 58 uid
AUC Ta 33 sl Ciax 7188 39-THKHEBOTO JOCIIKEHHA Ta MPHOIH3HO

28 st AUC Ta 17 st Cinax A7 PO3LUMPEHOTO JOCIKEHHS Npe- Ta
nocTHAaTanbHOro po3sHTKY. Ll moktiniuni nani 3 Ge3nekn Takox
saGesnedyroTh afiekBatHi Mexi excriosuuii mizk NOAEL y 39-TikHeBOMY
ociipkeHHi B pasi nosropuux n/u BeeneHs (y n03i 15 mr/kr; NOAEL),
NOAEL y 1ociijkeHHi npe- Ta OCTHATAIIBHOTO PO3BMTKY B/B (y 103

60 mr/kr) Ta MPJIUT y no3i 120 mr i/ momiokus. Meski Gesrniexu Oy

npr NOAEL (15 39-THXKHEBOT'O J10C/IDKEHHS Ta 0C/I/UKEHHS T1pe- |
MOCTHATAIBHOTO PO3BUTKY) /10 3Ha4eHb ekcnozuuii npu MPUI,
[pPOrHO30BaHMX Ha OCHOBI KJIHIYHOT MOMYIAUiHHOT hapMaKOKIHETHYHOT
mozei (nuB. 3BiT npo nonynsuiiauii GK-ananiz Anidponymady,
MoAy/b 5.3.3.5), 3 ypaxyBaHHSIM BiIMiIHHOCTEH y 4acTOTi BBEJICHHS
npenapaTy TBapUHaM i MOIHHI. Y pesynbTaTi MexKi Ge3nekH CTaHOBIATh
npu6auzno 52 ana AUC Ta 51 mns Coax 181 39-THKHEBOTO JIOCTT1JDKEHHS
ra npuGuzHo 28 wist AUC T1a 38 anist Conax VIS PO3LIHPEHOTO
MOCIIi/IZKEHHS TIpe- Ta MOCTHATANIBHOIO PO3BHTKY.

PO3paxoBaHi 3 BUKOPUCTAHHAM CHOCTEPEXKYBAHOI PIBHOBAXKHOT eKCTIO3HLIT

BasBHUK (BIACHHUK /migmac/

peecTpaLiiHoro (nianumc)

MOCBIAUEHHS) Tisomi Cxomm Manpemy (Timothy Scott Manretz)
(I11B)

{TTopsoox donosneno nosum Jooamxom 29 seiono 3 Haxasom Minicmepcmea oxopoHu 300po6 s
Ne 1528 6io 27.06.2019}
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Clinical study report No2

1. Name of medicinal product (registration [SAPHNELO
certificate Ne, if available ) (INN: Anifiolumab)
2. Applicant AstraZeneca AB
SE-151 85 Sodertalje, Sweden
3. Manufacturer AstraZeneca AB

Gartunavagen, Sodertalje, 152 57, Sweden
(Batch release)

4. Studies conducted:

myes no ifno, please justify

1) type of medicinal product, which has
been or will be registered

MEDICINAL PRODUCT WITH COMPLETE
DOSSIER (STAND-ALONE DOSSIER)
Other medicinal product

New active substance

5. Title of clinical trial, code number of
clinical trial

Multicentre, Randomised, Double-blind,
Placebo-controlled, Phase 3 Study Evaluating
the Efficacy and Safety of Anifrolumab in
Adult Subjects with Active Systemic Lupus
Erythematosus (D3461C00004)

6. Phase of clinical trial

Phase 3

7. Period of clinical trial

from 9 July 2015 till 6 December 2018

8. Countries, where clinical trial has been
conducted

Argentina, Belgium, Brazil, Bulgaria, Canada,
France, Germany, Japan, Lithuania, Mexico,
RF, South Africa, South Korea, Spain, USA

9. Number of trial subjects

planned: approximately 360 subjects
(randomised in a 1:1 ratio)

actual: 362 patients (anifrolumab 300 mg
eroup (n=180), placebo group (n=182))

10. Objective and secondary endpoints of
clinical trial

Primary Objective

e To evaluate the effect of anifrolumab 300
mg compared to placebo on disease
activity as measured by the difference in
the proportion of patients who achieve a
BICLA response at Week 52

Key Secondary Objectives

e To evaluate the effect of anifrolumab 300
mg compared to placebo on the proportion
of patients with a BICLA response at
Week 52 in the type I IFN gene signature
test high subgroup

e To evaluate the effect of anifrolumab 300
mg compared to placebo on the proportion
of patients who achieved an OCS dose
<7.5 mg/day at Week 40, which was
maintained through Week 52 in the
subgroup of patients with baseline OCS
>10 mg/day

e To evaluate the effect of anifrolumab 300
mg compared to placebo on the proportion
of patients with a >50% reduction in
CLASI activity score at Week 12 in the
subgroup of patients with baseline CLASI

activity score.>10




r

* To evaluate the effect of anifrolumab 300
mg compared to placebo on the proportion
of patients with >50% reduction in joint
counts at Week 52 in the subgroup of
patients with >6 swollen and >6 tender
joints at baseline

s To evaluate the effect of anifrolumab 300
mg compared to placebo on the annualized
flare rate through 52 weeks

Other secondary

e To assess the difference between
anifrolumab 300 mg and placebo on
measures of disease activity including
levels of SRI response, the individual
components of SRI and BICLA, the
number of swollen and tender joints at
Week 52, the LLDAS, as well as SRI and
BICLA over time

e To assess the difference between
anifrolumab 300 mg and placebo on
measures of organ damage, ie, SDI at
Week 52

o To assess the difference between
anifrolumab 300 mg and placebo on
patient-reported health status, health-
related QoL, and other patient-reported
outcome measures of fatigue, pain, patient
global assessment, and work productivity
at Week 52

¢ To evaluate the pharmacokinetics,
immunogenicity, and pharmacodynamics
of anifrolumab 300 mg

e To cvaluate the safety and tolerability of
anifrolumab 300 mg

11. Clinical trial design

This was a phase III, multicenter,
multinational, randomized, double-blind,
placebo-controlled study to evaluate the
efficacy and safety of an intravenous (IV)
treatment regimen of anifrolumab 300 mg
versus placebo in adult patients (18 to 70 years
of age) with moderate to severe, autoantibody-
positive SLE while receiving standard of care
treatment

Fixed IV dose of anifrolumab 300 mg or
placebo every 4 weeks (Q4W) for a total of 13
doses

12. Main inclusion criteria

1. Aged 18 through 70 years at the time of
screening

2. Written informed consent and any locally
required authorisation obtained from the

subject prior to performing any protocol-




related procedures, including screening

evaluations

3. Completion of all screening procedures

needed to determine subject eligibility and

stratification within 30 days after signing the

informed consent form (ICF)

4. Weigh >40.0 kg at screening

5. Adequate peripheral venous access

6. Diagnosis of paediatric or adult SLE with a

diagnosis of SLE according to the ACR

1982 revised criteria >24 weeks prior to

signing the ICF

7. Currently receiving at least 1 of the

following;:
Where prednisone is the single SOC
medication, a dose of oral prednisone >7.5
mg/day but <40 mg/day (or prednisone
equivalent) for a minimum of 8 weeks
prior to Day 1. In addition, the dose of oral
prednisone or prednisone equivalent the
subject is taking must be stable for a
minimum of 2 weeks prior to
randomisation
Where prednisone is not the single SOC
medication, a dose of oral prednisone <40
mg/day (or prednisone equivalent) for a
minimum of 2 weeks prior to signing of
the ICF. In addition, the dose of oral
prednisone or prednisone equivalent the
subject is taking must be stable for a
minimum of 2 weeks prior to
randomisation
Any of the following medications
administered for a minimum of 12 weeks
prior to signing the informed consent, and
at a stable dose for a minimum of 8 weeks
prior to signing the informed consent
through Day 1:

o  Azathioprine <200 mg/day

o  Antimalarial (eg, chloroquine,

hydroxychloroquine, quinacrine)

o  Mycophenolate mofetil <2 g/day or

mycophenolic acid <1.44 g/day

o  Oral, subcutaneous (SC), or

intramuscular methotrexate <25 mg/week

o  Mizoribine <150 mg/day

13. Investigational medicinal product, mode
of administration and strength

1V dose of 300 mg anifrolumab every 4 weeks
(Q4W) 150 mg/mL solution of anifrolumab
(clear colourless to slightly yellow) intended
for IV administration following dilution into
0.9% saline. Each vial of investigational
product or placebo contains 1.3 mL fill volume

14. Reference product, dose, mode of
administration and strength

Solution (clear) intended for IV administration
following dilution into 0.9% saline. Each vial




x

of investigational product or placebo contains
1.3 mL fill volume

15. Concomitant therapy

Either prednisone or equivalent, an
antimalarial, azathioprine, mizoribine,
mycophenolate mofetil or mycophenolic acid,
or methotrexate

16. Criteria for evaluation efficacy

1. The proportion of patients who achieved

BICLA response at Week 52, defined as:

e Reduction of all baseline BILAG-2004 A
to B/C/D and baseline BILAG-2004 B to
C/D, and no BILAG-2004 worsening in
other organ systems (worsening defined as
=1 new BILAG-2004 A or >2 new
BILAG-2004 B);

e No worsening from baseline in SLEDAI-
2K (worsening defined as an increase of
>0 points);

¢ No worsening from baseline in the
patients’ lupus disease activity (worsening
defined as an increase >0.30 points on a 3-
point PGA VAS);

¢ No discontinuation of IP;

e No use of restricted medications beyond
the protocol-allowed threshold before
assessment

2. The proportion of patients in the type I IFN

gene signature test high subgroup who

achieved a BICLA response at Week 52 (see
definition for primary efficacy
objective/variable)

3. The proportion of patients who maintained

OCS reduction, defined as:

¢ Achieved an OCS dose <7.5 mg/day
prednisone or equivalent at Week 40;

e Maintained an OCS dose <7.5 mg/day
prednisone or equivalent from Week 40 to
Week 52;

e No discontinuation of IP;

e No use of restricted medications beyond
the protocol-allowed threshold before

assessment

4. The proportion of patients with a 50%

reduction in CLASI activity score compared to

baseline, defined as:

e Achieved >50% reduction in CLASI
activity score at Week 12 compared to
baseline;

¢ No discontinuation of IP;

¢ No use of restricted medications beyond
the protocol-allowed threshold before

assessment




5. The proportion of patients with >50%
| reduction from baseline in number of swollen
and tender joints, defined as:

e Achieved >50% reduction in number of
both swollen and tender joints, separately;
and

e No discontinuation of IP;

¢ No use of restricted medications beyond
the protocol-allowed threshold before
assessment

17. Criteria for evaluation safety 1. The incidence of AEs (including SAEs,
DAE:s, and AESIs) during the study,
2. Changes from baseline in clinical
laboratory tests, vital signs, and 12-lead
ECG;
3. Changes from baseline in physical
examination, and Cushingoid features; ‘
4. The proportion of patients with modified ‘

SELENA Flare Index based flares at
Weeks 24 and 52;

5. Proportion of patients with C-SSRS
suicidal ideation or behaviour by category
and composite scores,

6. Change from baseline in PHQ-8 total
score

18. Statistical methods Analysis set

e All subjects analysis set
This analysis set will comprise all subjects
screened for the study and will be used for |

reporting disposition and screening

|

failures.
e Full analysis set (FAS)
The full analysis set will be used as the
primary population for reporting efficacy
and safety data. This comprises all subjects|
randomised into the study who receive at
least 1 dose of investigational product and
will be analysed according to randomised
treatment {(modified Intention-To-Treat).
Any major deviations from randomised ‘
treatment will be listed and considered
when interpreting the safety data.
Cochran-Mantel-Haenszel (CMH) |
approach |
The proportion of patients achieving BICLA :
response in the anifrolumab treatment group
will be compared to that in the placebo group
using a Cochran-Mantel-Haenszel (CMH)
approach stratified by the same stratification |
factors as for the randomization.




19. Demographic indices of studied
population (sex, age, race, etc.)

The population had a median age of 43.0 years
and was predominantly female (93.4%) and
White (59.9%).

20. Efficacy results

Patients treated with anifrolumab 300 mg had
a statistically significant and clinically
meaningful benefit in overall disease activity,
as measured by BICLA response rates at Week
52, compared with patients in the placebo
group (47.8% vs 31.5%; difference 16.3%,
95% confidence interval [CI] 6.3 to 26.3;
p=0.0013), with a numerical difference for the
anifrolumab 300 mg group compared with the
placebo group beginning at Week 8 that was
maintained throughout the treatment period.

For type I IFN gene signature test high
patients, the BICLA response rates at Week 52
were consistent with those in the overall
population, with a statistically significant and
clinically meaningful reduction in overall
disease activity in patients treated with
anifrolumab 300 mg compared with placebo
(difference 17.3%, 95% CI 6.5 to 28.2;
p=0.0022).

For the subgroup of patients with QCS >10
mg/day at baseline, a statistically significant
and clinically meaningful benefit following
treatment with anifrolumab was observed, with
a higher proportion of patients in the
anifrolumab 300 mg group able to taper their
OCS dose to <7.5 mg/day at Week 40 and
maintain this lower dose through Week 52
compared with the lacebo group (difference
21.2%, 95% CI 6.8 to 35.7; p=0.0135).

There was no notable difference between
treatments in the proportion of patients with at
least a 50% reduction in swollen and tender
joint counts at Week 52 (difference 4.7%; 95%
CI -10.6 to 20.0; p=0.5469).

The annualized rate of flares through Week 52
was numerically lower in the anifrolumab 300
mg group compared with the placebo group;
however, the difference between treatments
was not statistically significant (rate ratio 0.67,
95% CI 0.48 to 0.94; p=0.0809).

21. Safety results

Treatment with anifrolumab 300 mg was well
tolerated as the majority of adverse events
(AEs) were nonserious, mild or moderate in
intensity, and did not lead to discontinuation of]
IP.




For the combined treatment and follow-up
periods, a higher proportion of patients in the
anifrolumab 300 mg group compared to the
placebo group had AEs (90% vs 84.6%) while
a lower proportion of patients in the
anifrolumab 300 mg group compared to the
placebo group had AEs leading to
discontinuation of IP (2.8% vs 7.7%); the
frequency of serious adverse events (SAEs)
was lower in the anifrolumab 300 mg group
compared to the placebo group (8.9% vs
18.7%). There was 1 death (pneumonia in the
anifrolumab 300 mg group during treatment).

The most frequently reported AEs in patients
treated with anifrolumab were upper
respiratory tract infection, nasopharyngitis,
infusion-related reaction, bronchitis, and
urinary tract infection.

22. Conclusion (summary)

This is a Phase 3, multicentre, multinational,
randomised, double-blind, placebo-controlled
study to evaluate the efficacy and safety of an
IV treatment regimen of 300 mg anifrolumab
versus placebo in adult subjects with
moderately to severely active, autoantibody-
positive SLE while receiving SOC treatment.

Treatment with anifrolumab 300 mg treatment
with anifrolumab 300 mg demonstrated
statistically significant and clinically
meaningful benefit in overall disease

activity (as defined by BICLA response rate at
Week 52), as well as in its steroid-sparing
effect and in improving SLE skin
manifestations.

Anifrolumab 300 mg resulted in rapid,
substantial, and sustained neutralization of the
type 1 IFN PD signature.

Treatment with anifrolumab 300 mg IV Q4W
was well-tolerated and has an acceptable safety
profile in adult patients.

Applicant (registration certificate holder)
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o
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CATHBAAN S LiwdDiHouiM
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3BiT npo KiaiHivuHe JocuaiKeHns Ne 2

1. Ha3Ba nikapcbkoro 3aco0y (3a
HAsBHOCTI — HOMEp peecTpanifHoro

CADHEJIO
(Mixcnapoona nenamenmoegana Hasea:

[IOCBiTYEHHS) Anichponymad)

2. 3asiBHHK Actpa3eneka Ab (AstraZeneca AB)
SE-151 85 Copepran’e, llIBenis (SE-151 85
Sodertalje, Sweden)

3. Bupobuuk IActpa3eneka Ab (AstraZeneca AB)

["epryneseren, Cozmepran’e, 152 57, IIsewis
(Gartunavagen, Sodertalje, 152 57, Sweden)
(gunyck cepiti)

4. IlpoBeaeHi TOCTiDKEHHS: W TaK Hi SKIIO Hi, OOIPyHTYBaTH
1) THI JiKapehKOro 3acoly, 3a IKUM JIIKAPCBKHH 3ACIB 3A TIOBHHMM JIOChE
npoBo/itacs abo nuanyersed peectpanis  |(ABTOHOMHUM JIOCHE)

Huiuil nikapcokui 3acio
Hoea oioua pevoeuna

KOJIOBAaHHH HOMEP KJIIHIYHOTrO
BUITPOOYBaHHS

5. IloBHa Ha3Ba KJIIHIYHOIO BUIIPOOYBaHHS,

baraToreHTpoBe, paHIOMi30BaHe, No/BiiHe
ctine, 11anedo0-KOHTPOJIBOBAHE JOCIIIKEHHS
azu 3, wo ouinioe eGeKTHBHICTD 1 6e3neKy
aHipposrymady y 10pOCTHX MAIEHTIB 3
AKTHMBHHUM CHCTEMHUM YE€PBOHHM BOBYAKOM
(D3461C00004)

6. daza KIHIYHOro BUITPOOYBaHHS

(haza 3

7. Ilepion npoBeieHHS KJIIHIYHOTO
BUIIPOOYBaHHS

3 9 manus 2015 p. no 6 rpyaust 2018 p.

8. Kpaiuu, 1e mpoBoAnIocs KIiHIUHE
BUIIPOOYBaHHS

AprenTuHa, beneris, bpasunis, bonirapis,
Kanana, ®pannis, Himeuuuna, fnonid, Jlutsa,
Mekcuka, PO, [liBnenna Adpuka, [liBnerHa
Kopes, Icnianis, CITIA

9. KinpKicTb JOCTIKYBaHUX

sarianHoBaHa: npubaH3Ho 360 yyacHUKIB
(panoMizoBaHMX y crHiBBiaHOUIEHHI 1:1)
(axkTruna: 362 namienTu (rpyna anigpoaymady
300 mr (n=180), rpyna nianebo (n=182))

10. MeTa Ta BTOpHHHI KiHIEBI TOYKH
KJIIHIYHOTO BHIIPOOYBaHHS

OcHOBHA MeTa

e  Ouinuty BB aHippoaymaby 300 mr
MOPIBHAHO 3 TU1anedo Ha aKTUBHICTh
3aXBOPIOBAHHS, BUMIPSHY 3@ PI3HULIEIO Y
YacTI NAalli€HTIB, AKi JOCATIN BIAMOBI I
Ha jiKyBaHHs 3a kiacudikamicio BICLA
(I'pymna 3 KOMILIEKCHOTO OLIIHIOBAHHS
YepPBOHOI'O BOBYaKa bpUTaHCHKHX
OCTpPOBIB) Ha 52-My THIKHI

[KsrowoBi BTOpHHHI 1ijti

e Ouinutn BB a"ipponrymaly B 1031
300 Mr nopiBHsAHO 3 MuIaebo Ha YacTKy
HAIieHTIB, SKi AOCAT/IA BIAMNOBiII Ha
JKyBaHHS 3a Kaacugikamiero BICLA Ha
52-My THKHI Y Bnnpo6y13% [
npoQijeM BHCOKOT EKCTIPES MeH
inteppepony (IFN) Tugly:

e OmiHuTH BIUIUB aHi(
NOPIBHSHO 3 11a1e60 i
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HAIIEHTIB, K1 JOCAIIIN JIO3U IIEPOPaIbHUX
kopruxoctepoinis ([TKC) <7.5 mr/no0y Ha
40-My THXHI, SIKa MIATPAMYETHCS 10 52-T0
THIKHSL B TTACPY T MALIEHTIB i3
nodatkoBuM pisHeM [TKC >10 mr/noby
OuiHuTH BIUTHB aHipposymady B 1031

300 mr nopiBHsiHO 3 m1ae00 Ha YacTKy
MANi€HTIB 31 3HWKSHHSIM MOKa3HUKA
akruHocti CLASI (Inaexc miomi Ta
TSOKKOCT] 3aXBOPIOBaHHS IIKIPH IPH
4epBOHOMY BOBYaKy) Ha >50% Ha 12-my
THOKHI B ITArpy1Ii Malli€HTIB 13 BUXIAHUM
nokazuukom aktuBHocTi CLASI >10
OuninuTH BIUMB aHippoaymady B 1031

300 mr mopiBHAHO 3 MUIAe00 HAa YaCTKY
MAIlEHTIB 31 3HWKEHHAM KiJIbKOCTI
ypaxeHux cyrio0iB Ha >50% Ha 52-My
THIKHI B IIArpyni NalieHTiB i3 BUXITHOIO
KIJIBKICTIO ypajkeHHX CcyrinobiB: >6
HAOpAKIUX Ta >6 OomicHUX Cyra00iB
OuinuTty BruB a”ipporymady 300 mr
NOPIBHSHO 3 IU1a1e00 Ha piYHy YacTOTy
CHaJIaxiB MPOTAroM 52 THIKHIB

IHmi BTopuHHI 1T

OuiHATH PI3HUIIO MiX aHipporymabom
300 mr i miane6o 3a noKazHUKaMH
AKTHBHOCTI 3aXBOPIOBAHHS, BKIFOYHO 3
piBusmu Bianosiai BJIC (Bianosiae Ha
nixkyBanHs CYB), okpeMuMu
komnonenTamu BJIC Ta knacudixauii
BICLA, a Tako KiJIbKiCTIO OIYXJIHX i
GouicHuX cyri06iB Ha 52-My THXKHI,
LLDAS (cTan HM3BKOI aKTUBHOCTI
3aXBOPIOBAHHS HA BOBYAK) & TAKOXK
nokasaukamu BJIC i BICLA nporsirom
TPUBAJIOTrO Yacy

OuiHuTH pi3HULEO MK aHidporymabom
300 mr i rutane6o Mmoo MOKa3HUKIB
MOINKO/KeHHS opradis, To6to SDI
(iH/IEKC TTOMIKO/DKEHHS Bi/l CHCTEMHOI'O
YepPBOHOI'0 BOBYAKa) Ha 52-My THXKHI
OuiHuTH Pi3HULIO MK aHipporymMabom
300 mr i rmuane6o 3a NOKa3sHUKaMM CTaHy
3710pOB’si, IIOBIIOMICHUMH TTAIliEHTaMH,
SIKOCTI JKHTTS, [TOB’S13aHOT 31 3I0pOB’sIM,
a TAKOX 1HIIUMH pe3yJIbTaTaMi
BHMIipIOBaHHS BTOMH, 00JTIO, 3arajibHOL
OIIIHKH 3 OOKY TalieHTa Ta
IPOAYKTHBHOCTI Iparli Ha 52- My ;rm{m 3

IMyHOTEHHICTb Ta (hapMagQHH:
aripporymaly 300 mr f 2
Oninuty Gesneky Ta nepeHOCHMI

amtbponymaﬁy 300 MT




11. JluzaiiH KIiHIYHOrO BUIIPOOYBaHHS

[{e 6yno GararoneHTpoBe, OaraToHaliOHAIBHE,
[paH/I0Mi30BaHe, Mo/IBiliHe ciine, nianedo-
KOHTPOJIbOBaHe JociiukeHHs dasu III 3
OLIIHIOBAHHS e(PeKTHUBHOCTI Ta OE3MeKH PeKUMY
[BHY TPIIIHBOBEHHOTO (B/B) JIIKYyBaHHS
aridpoaymabom 300 mr nopiBHSAHO 3 11anebo
y Z0pociuX nauieHTiB (Bikom Big 18 mo 70
POKIB) 13 MOMipHUM 200 TSIKKAM CHCTEMHUM
yepBOHUM BoBYaKkoM (CUB) 13 no3uTHBHUM
AHATI30M Ha HAsBHICTH ABTOAHTHTLI, SIKI
OTPUMYIOTH CTaHJapTHE JIIKYBaHHS

dikcoBaHa BHYTPIIIIHBOBEHHA /1034
anibposymady 300 mr abo nianebo koxHi 4
TokHl (Q4W), 3aranom 13 103

12. OcHOBHI KpHTEPil BKIIOUCHHS

1. Bik Bix 18 1o 70 poki Ha MOMEHT

CKPHHIHTY

2. HasiBHicTh mucbMOBOT iHGOPMOBaHOT 3roin

Ta OyIb-SKOT0 JJ03BOJTY 3TIHO 3 MiCIIEBUMH

BUMOraMH, OTPUMaHI BiJl y4acHHKa 11epes

BUKOHAHHSAM OY/Ib-SKHX IPOLEIYD, OB A3aHNX

3 MPOTOKOJIOM, BKJTIOUHO 31 CKPUHIHTOBUMH

OLlIHKaMH

3. IIpoBeieHHs BCiX NpOLEAYp CKPHHIHTY,

HeOOXITHUX /Uil BU3HAUESHHS PH/IaTHOCTI

lygacHHMKa Ta cTpaTudikauii nporsrom 30 gHiB

ricost mignucanss Gopmu iHpopMoBanoi 3roau

(ICF)

4. Maca Tina >40,0 K Ha MOMEHT CKPHHIHTY

5. Hanexuuii nepudepuannii BeHO3HUM

ocTy

6. [liarno3 CUB y nireii abo qopociux,

npudomy giarao3 CUB mae Bianosizatu

neperiasHyTaM Kputepism ACR

(AMEPHKaHCHKOTO KOJIEIXKY PeBMAaToIorii)

1982 p. 3a >24 TikHi 10 mianucaHug GopMu

ICF

7. OTpuMaHHs Hapasi npHHAKMHI OHOTO 3

TaKUX [pernaparis:

e SIKIIO MPeHI30H € €AUHUM IIperapaToM
CTaHapTHOI Tepaii, 103a IepopabHOrO
npe/Hi3oHy (abo eKBIBATEHTY IPEIHI30HY)
>7.5 mr/no6y, ane <40 Mr/go0y npoTarom
MiriMym 8 TxkHIB 10 1-ro qHs. KpiM
TOTO, J103a NepopaTLHOTO IpeIHI30Hy ado
eKBIBaJIeHTa [Pe/IHI30HY, AKY IpuiimMae
VUYACHHK, TOBUHHA OYTH CTab1IBHOIO
MPOTATOM MIHIMYM 2 THXKHIB /10
paHaomizarii

o SIKimo mpeaHi30H HE € EAMHEM . -
HpenapaToM CTaHIapTH Tépaml
NEpOPATLHOTO MPe/IHi3 v
eKBiBaJICHTY npenmsq‘(-xy 4140 Mrfnoﬁy

3)103&

IPOTATOM MlHlMyM P "I‘PEKHIMO




miamucanus Gpopmu ICF. Kpim Toro, n1o3a
epopaibHOro mpeaHizony abo
eKBIBaJICHTA IIPEIHI30HY, Ky IpHiMaE
YYaCHHK, IIOBUHHA OyTH CTabLIbHOKO
MPOTATOM MIHIMYM 2 THIKHIB J10
panoMi3anii
e DbByab-gKuil i3 HABEJCHUX HIKYE

npenaparis, IKUH 3aCTOCOBYBaBCH
moHaiMeH1ue 3a 12 THKHIB 10
mignucanHs iHGOPMOBAHOT 3r0M Ta B
cTabUIbHIHM 1031 MPOTAroM HIoHalMeHIe 8
THIKHIB JI0 HiANKUCaHHs 1HPOPMOBAHOT
3roJu 10 1-ro gHs:

o  Asarionpun <200 Mr/noby

o [Tpotumanspiiini npenaparu

(HanpHKIa/1, XJIOPOXiH, IIPOKCHXIIOPOXIiH,

KBIHAKPiH)

o} Mikogenomnary modern <2 r/noby

abo mikodenonosa kuciora <1,44 r/noby

o  Merotpekcart, 0 BBOAUTHCS

nepopanbHo, niamkipao (I11I) a6o

BHYTPIIIHEOM S30BO, ¥ 1031 <25 MI/THKIEHb

o  Mi3zopubin <150 Mr/no6y

13. JocmipKyBaHK# Jlikapeekuit 3acib,
crioci6 3acToCyBaHHs, CHIIA il

EHyTpi]_IIHBOBeHHa no3a 300 mr anidponymaby
oxHi 4 ka1 (Q4W). 150 Mr/mut po3ynH
aripoymaly (Bijx npo3oporo 6e36apBHOTO /10
3]IerKa )KOBTYBATOr0 KOJIBOPY) NPU3HAUYEHU ]
11l BHY TPIIIHBOBEHHOTO BBE/ICHHS MICIs

possenenns 0,9% ¢izionorivHUM pO3YHHOM.
[Koxken ¢urakoH HOCTiIKYBaHOTO Ipenapary
260 11anebo Mae 00’ eM HarmoBHEHHS 1,3 M1

14. Tlpenapat nMopiBHAHHA, 1032, crocid
3aCTOCYBaHHS, CHIa il

Po3unH (MMpo30pHii) MpU3HAYEHUH 15

BHY TPIIIIHBOBEHHOTI'O BBEICHHS ITiCIIs
possenerHs 0,9% (i3i0n0ri9HUM PO3UHHOM.
KoxkeH (uiakoH AOCIIPKYBaHOTO Ipernapary
00 ruianeto mae 06’ eM HanmoBHeHHS 1,3 M

15. CynyTHs Teparis

[Tpeani3zon abo HOro eKBIBAJICHT,

mpoTHMaIApiiiHuit 3aci0, azaTionpuH,
i30pubin, mikoderonary moderui abo

Eimdyenon%a KucioTa abo MeToTpeKcar

16. Kputepii oniHku e(eKTHBHOCTI

1. YacTka naii€eHTiB, SKi JOCATJIM BiAMOBIII HA

TikyBaHHs 3a Knacudikaniero BICLA na 52-My

TUKHI, BA3HAYAETLCS AK:

e 3MeHIIEHHS BCiX BUXIJHUX [IPOSBIB
xBopoOu 3a knacudikariero BILAG-2004
Biz kmacy A no B/C/D i Bix xiacy B 1o
C/D, BiaCyTHICTb MOTipIICHHS 32
knacudikaniero BILAG-2004 B iHmmx
CHCTeMax OpraHis (l‘IOI‘lpIIJCHHSl o
BU3HAYAETHCA AK =1 HOBHH nppsns macy Al
3a BILAG-2004 a60 >2 HOBHX npOsBiB \
kinacy B 3a BILAG- 20(}4)' HIGN A

e Bixcyruicts nonpmeHhx nopIBHHHO o B

BI/IXII[HI/IM plBHeM 3a mgexcom SLEDAI- ¥




2K (moripmeHHs BA3HAYAETHCS SIK
30inbmeHHs Ha >0 Oanis);

e BijacyTHICTE NOTipIICHHS IOPIBHAHO 3
BHXIJIHUM PiBHEM aKTHBHOCTI BOBYaKa y
NaIieHTiB (OTipIIeHHS BU3HAYACTHCS K
30ineIenHs Ha >0,30 6anm 3a 3-6abHOI0
mkanow PGA VAS (3araibHa oniHKa
MAIiEHTaMH 32 Bi3yaJIbHOIO aHAIOTOBOIO
[IKaJIO0));

e BiiCyTHICTh NIPUNMHEHHS 3aCTOCYBAHHS
JIOCITI/DKYBAHOTO TIpeTiapary;

e BiacyTHicTh 3acTOCYBaHHS 3a00POHEHHX
JiKapcbkux 3aco0iB ITOHA/] IOPOroBe
3HA4YEHHsI, JO3BOJIEHE IPOTOKOJIOM, 10
OLIIHIOBAHHS

2. YacTka namieHTiB y BUNPOOyBaHii miarpymni

3 mpodizeM BHCOKOI eKcmpecii reHa

inTepdpepony (IFN) tumy I, axi mocsariu

Bi/ITTOBI I Ha JIIKYBaHHS 3a Kiacu(ikali€eo

BICLA Ha 52-My THXHI (IUB. BU3HAYEHHS

MepBUHHOI I[1JTi/3MiHHOT €()eKTHBHOCTI)

3. YacTka namieHTiB, y Skux 30epiranocs

sHIKeHHs 3acTocyBanHs [IKC, Buznavanacs

TAKUM YHHOM:

e Jlocaruyto mo3u ITKC <7.5 mr/no0by
npeaHizoHy abo ioro exBiBaieHnTa Ha 40-
MY THXHI;

o [ligrpumyetscs no3a [1IKC <7.5 mr/noby
npeaHizoHy abo ioro exBipanenTa 3 40 no
52 THIKIIEHE:

e BiacyTHICT NPUIIMHEHHS 3aCTOCYBAHHS
JIOCTTIDKYBAHOTO TIpenapary;

e BixcytHicTs 3acTocyBaHHs 3a00pOHEHUX
JIKapchKUX 3ac001B IMOHAJ IOPOIOBE
3HAUEHHS, J03BOJIEHE IIPOTOKOJIOM, JI0
OLIIHIOBAHHS

4. YacTka naiieHTis i3 50%-1M 3MEHIIEHHAM

AKTMBHOCTI 3a OaaMy 1HJeKCYy aKTHBHOCTI

CLASI nopiBHAHO 3 BUXiJJHUM CTaHOM, IO

BH3HAYAETHCS TAKUM YHHOM:

o JlocaruyTo >50% 3HHKEHHS 1HIEKCY
axktuBHOCTI CLASI Ha 12-My THXKHI
IIOPIBHSIHO 3 BUXIJHUM PiBHEM;

e BiacyTHICTh IPUIIMHEHHS 3aCTOCY BAaHHS
JOCTIDKYBAHOTO Ipenapary;

e BiacyTHIiCTh 3acTOCYBaHHS 3a00pOHEHHX
JIKapCchKUX 3ac001B NOHA/ [IOPOTOBE
3HAYEHHS, JI03BOJIEHE IPOTOKOJIOM, 110
OLIHIOBAHHS :

o QaCTKa HaHiGHTiB 3 3MEHIIEHH,




Hocsrayro >50% 3MeHIIeHHS KiTbKOCTI
ONnyXJIMX 1 OOJTICHHX CYTI00iB OKpeMo; i
BiacyTHiCTE IPHIIHHEHHS 3aCTOCYBAHHS
JOCITIIKYBAHOTO IIpenapary;
BincytHicTs 3acTocyBaHHS 3a00pOHEHUX
JIKapchKUX 3aco0iB IMOHA/ TOPOroBe
3HAYEHHsI, JJO3BOJICHE IPOTOKOJIOM, 10
OIIIHIOBAHHSI

17. Kputepii oninku 6e3mnexu

LI

3.

6.

Yacrora Hebaxanux ssui (HA) (BriouyHo
13 cepiio3HUMH HeOAKAHUMHE SBHIIAMH
(CHS5I), cmMepTeTbHUMH BUIIAIKAMHU Ta
HeOaXaHMMHU SIBUIIIAMH, 1110 CTAHOB/IATH
ocobmBwuii inTepec (HAOI)) mix gac
JIOCJIIIYKEHHSI;

3MiHH BITHOCHO BHXIZIHOTO CTaHy Y
NOKa3HHKaX KIHIYHUX JJa00paToOpHUX
aHali31B, OCHOBHHX ITOKA3HUKAX
KUTTENISUIBHOCTI OpraHi3My Ta
nokasHukax EKI" y 12 BinBenenusx;
3MiHH BIIHOCHO BHXIJHOI'O CTaHy y
IOKa3HUKaxX (Pi3UKaTBHOro 00CTEHKEHHS Ta
KYLIMHIOITHMX O3HaKax;

YacTka nauieHTIB i3 3aroCTPEHHAMHE Ha 24-
My Ta 52-My THXHSX Ha OCHOBI
MOJIM(IKOBAHOTO IHIEKCY CHalaXiB
SELENA;

YacTka nauieHTiB i3 cyilu1anbHUMH
1JIesIMH YH TTOBEIIHKOIO, 10 BiNMOBIIAIOTE
KaTeropisiM ta 3peeHuM banam lkamu
OLIHKH 1HTEHCHBHOCTI CYIIHIAIbHIX
teraeHnid Komym0iiicbkoro yHiBepcHTeTY
(C SSRS);

3MiHa BiJl BUXiTHOTO PiBHS Y 3aralbHOMY
6aui 3a llIkanoio nenpecii PHQ-8

18. CrarucTHyudl METOIH

Bubipka ais anamisy

Bubipka ycix ygyacHHMKIB 115 aHATI3Y
s Bubipka /uist aHasi3y BKIHOUATHME BCIX
YYaCHHUKIB, BIIIOpaHUX A/ DOCTIDKEHHS,
1 BAKOPHCTOBYBaTHMETHCS /7S 3BITYBaHHS
PO PO3IO/LT Ta IOMUJIKK CKPHHIHTY.
IloBHa BuOipKka namieHTIB A1 aHATI3Y
(FAS)

IToBna BubipKa MarieHTiB IS aHAII3Y
OyJie BUKOPHCTOBYBATHCS SIK OCHOBHA
IOMYJISILS U151 3BITYBAHHS IIPO
edexruBHicTS 1 6e3neky. Cro1 BXOAATh
yCl YHYaCHUKH, PaHI0Mi30BaH1 I y4acTi y
TOCITIDKEHH], SIKI OTpUMAaH NMpUHaiMHI 1
03y ,uocninxcyBaHoro npenapa




[IPH3HAYEHOTO IIISIXOM paHIoMi3alli,
OyayTh nepepaxoBaHi Ta BpaxoBaHi mifg
gac iHTeprpeTanil 1aHuX Oe3NeKH.
Mixxin Koxpana-Manrens-I'ensens (CMH)
YacTKy maiieHTiB, sSKi JOCSIIIM BIAMOBIL Ha
iTikyBaHs 3a Knacudikaniero BICLA y rpymi
TiKyBaHHS aHihporyMaboM, MOPIBHIOBAIHM 3
TaKoIO B I'pyIi M1anedo 3a JOIoMOorox
migxony Koxpana-Manrens-I'enzens (CMH),
cTpaTH(IKOBAHOI'O 32 THMH CAMHMH
(daxTopamu crpaTudikamii, o
3aCTOCOBYBAIIHCS 1 JUIS paHI0Mi3allii.

19. JlemorpadiuHi NOKa3HUKH
ITOCTIIKYBaHOT MOy AT (CTaTh, BiK, paca
TOIIO)

[Tomynsmis mana cepenniit Bik 43,0 poku i Oyna
epeBaXKHO MpeacTaBneHa xinkamu (93,4%) i
locobamu eBporeoiHoi pacu (59,9%).

20. Pesynbpratu eheKTHBHOCTI

[lamienTn, axi oTpuMyBaiH aHippoiaymad y
mo3i 300 Mr, MaTi CTAaTUCTHYHO 3Ha4yUIll Ta
KJIIHIYHO Baromi rnepeBart 3a NoKasHUKaMu
BaraJbHOI AKTHBHOCTI 3aXBOPIOBAHHS, 1110
BH3HAYAIUCS 3a MIOKA3HUKAMHU BiJIOBI/1
BICLA Ha 52-My THXHI, HOPIBHSHO 3
maricHTamMu B rpyii mianebo (47,8% npotu
31,5%; pizauug 16,3%, 95% nosipuuit
inTepean [/1] Bix 6,3 o 26,3; p=0,0013), 3
UHCEBHOK PI3HULEIO 1S TPYITH
anippoaymaly 300 Mr mopiBHSIHO 3 IPYINOO
raneo, MOYMHAIOYH 3 8-r0 THXKHS, AKa
BGepirajiacs NPOTIroM YChOTO Iepioay
UTiIKyBaHHS.

1151 maiieHTiB i3 mpogineM BUCOKOI excnpecii
rena inTepdepony Ty | TOKa3HUKM BiANOBii
BICLA na 52-My THXHI BiIITOBi 111
MOKA3HMKaM Yy 3arajbHil momysmii 31
CTATHCTHYHO 3HAYYIIMM 1 KJIIHIYHO BarOMHUM
BHIIKEHHSM 3arajlbHOl aKTUBHOCTI
3aXBOPIOBAHHS Y MALIEHTIB, SIKI OTPUMYBAIH
anippossymad v 1031 300 Mr, HOPIBHSHO 3
iane6o (pisauus 17,3%, 95% [ Bix 6,5 1o
28,2; p=0,0022).

s migrpynu naiienTis i3 [IKC >10 mr/no0y
Ha [OYAaTKOBOMY €Talli crocTepiraiacs
CTATHCTHYHO 3HAUYINA Ta KJIIHIYHO Baroma
KOPHCTH ITiCJIs JIIKYBaHHs aHi(porymMaboMm,
npryoMy OiTbIIa YacTKa NallieHTiB y IpyIi
anidponymady 300 Mr cipomoriacs 3MEHIIUTH
cgoto o3y IIKC no <7,5 mr/100y Ha 40-my
THIKHI Ta I ATPUMYBATH IO HIKHY., 03y 210 52-

(pizaung 21,2%, 95% JII Bix 6.8 10 35
b=0,0135). -




He Gy10 Bi3HAYEHO MOMITHOT Pi3HHLI MiXK
rpynamu JIKYBaHHS Y 4acTIll MallieHTiB 31
BMeHIIeHHSIM npuHaiiMHi Ha 50% KiibKocTi
HaOpsik/uX 1 6010unX cyrinodiB Ha 52-My
okl (pizauus 4,7%; 95% J11 Bin -10,6 1o
20,0; p=0,5469).

Piyna yacrora cnayiaxis 10 52-ro THxHs Oyia

UHCETBHO HUMKYOIO B rpyni anidpponymady

300 Mr TOPiBHSHO 3 IPyMNOI0 ru1anedo, 0HaAK

[Pi3HHMILA MIX IpyIIamMu JIiKyBaHHs: He OyJia

CTATHCTHYHO 3HAYYIIOKO (CITiBBIIHOLICHHS

wactot 0,67; 95% I Bix 0,48 no 0,94,
=0,0809).

21. PesynbraTu Oe3neku

UlixyBauus anidppoaymadom y 103i 300 mr
no0pe MmepeHoCHI0C, OCKUIBKH OLIBIIICTh
HeOaxanux sull (HA) 6ynu HecepiiozHumu,
lIerKUMH ab0 TOMIPHHMH 32 iHTEHCHBHICTIO,
| He IPU3BOIMIIN 10 IPUITMHEHHS
3aCTOCYBaHHS JIOCIIIKYBAHOTO Mpenapary.

ILlo crocyeThes nepioaiB KoMOIHOBAHOTO
UTIKYBaHHS Ta NOJAJIBLIONO CIIOCTEPEKEHHS,
0iTbIIa YacTKa MaIi€eHTIB Y Ipyni
aHi(pporrymady 300 Mr OPiBHSHO 3 TPYIIOKO
mianebo masa Hebaxani spuina B oMy (90%
potH 84,6%), B TOI Yyac K MEHIIA YacTKa
manieHTiB y rpymni anigpporymady 300 Mr
MOPIBHSIHO 3 TPy IUtanedo mana HebaxaHi
STBHIA, [0 IPH3BEJIN 10 TPUITHHEHHS
3acTOCYBaHHS JIOCIIIKYBAHOTO IIpernapary
(2,8% npotH 7,7%); yacToTa cepiio3HUX
HeOaxxanux syl (CHA) Oyna 3aranom
HUKYO0K0 y TpyT aripponymaby 300 mr
OpiBHSHO 3 rpynoro mianedo (8,9% npotu
18,7%). Bys 3adikcoBanuii 1 netanpHuit
BUIIa/I0K (THEBMOHIs B Tpymi aHidpoirymady
300 Mr i yac JiKyBaHHS).

HajtuactimmuMu HeOaKaHHUMHU SBHILAMHU Y
nalieHTiB, SKi OTpEMYBaIH aHippomymad, Oyiu
iHdexii BepXHiX AUXaTbHUX IUISXIB,
Ha30(apHHIiT, peakilis, MoB’s3aHa 3 iH}y3ieio,
OpOHXIT Ta iH(EKIis CeHOBHBIIHUX IILISXIB.

22. BucHOBOK (pe3tome)

[LTe Gysio GararoueHTpoBe, baraToHaliOHAIBHE,
paHIOMi30BaHe, 10/BiitHe ciine, nanebo-
OHTPOJIbOBaHE JoCIipKeHHs (aszu 3 3
I[IHIOBaHHS e(beKTHBHOCTi Ta Oe31eKH PeKUMY
HYTPIITHEOBEHHOTO JIKYBaHHS
Hl(bponyMaﬁoM 300 mr IIOplBHHHO 3 nnaue6o
nauieHTiB i3 moMipHEM abo/ THKKIM

KTHBHUM CHCTEMHHM ‘-IepBOHHM BOBYAKOM

CYB) i3 103U THBHUM aHammM Ha HaﬂBHICTB




ABTOAHTUTLI, SIKi OTPUMYIOThH CTAHIApTHE
UTIKy BaHHS.

UlikyBanus anipposymadbom 300 mr. JlikyBanus
anidposymabom 300 Mr rmpoieMOHCTPY BaJIO
CTATHCTHYHO 3HAUYYIIly Ta KJIIHIYHO Baromy
[KOPHCTB 1IOJI0 3arajlbHOI aKTHBHOCTI
3aXBOPIOBAHHS (K BU3HAYEHO YacTOTOIO
BioBii 3a Kiacugikauiero BICLA na 52-my
THJKHI), @ TAKOK 1010 HOro CTepoi-
BOepexyBAILHOrO eeKTy Ta MOKpalleHHs
kipHux nposieie CUB.

Anidponymad y no3i 300 Mr npu3BoaMB 10
LIIBUIKOT, 3HAYHOI Ta TPHUBANOI HeHTpamizanii
BUCOKOI excrpecii rena intepdepony IFN PD 1
THITY.

UlikyBanus anippoaymadom y 1031 300 mr
BHYTPILIHBOBEHHO KOXHI 4 THXKHI 1006pe
[IepEeHOCHIIOCS Ta MaJIO IPUHHATHHHI 11podiis
0e3neKy y JOPOC/IHX NAIli€HTIB.

3asBHUK (BJAaCHHK peecTpamiifHoro
MOCBIAUEHHS)

mianuc/

(_r{i,unuc)
KATAPIHA JITHAXOJIBM
(CATHARINA LINDHOLM)

(T11B)




