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Clinical Trial Report

1. Name of medicinal product (Marketing
Authorisation number, if any)

RIXEO AEROSPHERE, pressurised inhalation,
suspension, 5/7,2/160 mcg

2. Applicant

AstraZeneca AB

SE-151 85 Sodertalje, Sweden

3. Manufacturer

AstraZeneca Dunkerque Production
224 avenue de la Dordogne, Dunkerque, 59640, France

(Manufacture, primary packaging, secondary packaging,
QC release testing and batch release)

PPD Development, LP

8551 Research Way, Suite 90, Middleton, WI 53562,
USA

(Alternate site for QC release testing)

4. Conducted studies:

m yes no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned to
be conducted

Medicinal product with a fixed combination

5. Full title of the clinical trial, code number
of the clinical trial

PT010005 (ETHOS): A Randomized, Double-Blind, Multi-
Center, Parallel Group Study to Assess the Efficacy and
Safety of PT010 Relative to PTO03 and PTO09 on COPD
Exacerbations over a 52-Week Treatment Period in
Subjects With Moderate to Very Severe COPD

PTO10005

NCT02465567

6. Clinical trial phase

Phase Ill (both studies)




7. Clinical trial time frame

PT010005 (ETHOS): from 30 Jun 2015 through 26 Jul
2019

8. Countries where the clinical trial was
conducted

PTO10005 (ETHOS): Argentina, Australia, Austria,
Belgium, Canada, Chile, China, Czech Republic, France,
Germany, Hungary, Italy, Japan, Mexico, Netherlands,
New Zealand, Peru, Poland, Russian Federation, Serbia,
South Africa, Spain, Sweden, Taiwan, United Kingdom,
United States of America

9. Number of subjects

PT010005 (ETHOS):

planned: 8,400 randomised
actual: 8,588 randomised

10. Primary and secondary objectives of the
clinical trial

PT010005 (ETHOS)

Primary Objective:

* To assess the effect of BGF MDI relative to GFF MDI
and BFF MDI on the rate

of moderate or severe chronic obstructive pulmonary
disease (COPD) exacerbations

Secondary Objectives:

* To assess the effect of BGF MDI relative to GFF MDI
and BFF MDI on symptoms of COPD

* To assess the effect of BGF MDI relative to GFF MDI
and BFF MDI on quality of life

* To assess the effect of BGF MDI relative to GFF MDI
and BFF MDI on all-cause mortality

* To assess the effect of BGF MDI relative to GFF MDI
and BFF MDI on COPD exacerbations

11. Clinical trial design

PT010005 (ETHOS)

ETHOS was a 52-week trial (N=8,588) that compared
two inhalations twice daily of BREZTRI AEROSPHERE
160/7.2/5.0 micrograms or
budesonide/glycopyrronium/formoterol fumarate (BGF
MDI) 80/7.2/5.0 micrograms with two inhalations twice
daily of glycopyrronium/formoterol fumarate dihydrate
(GFF MDI) 7.2/5.0 micrograms, and
budesonide/formoterol fumarate dihydrate (BFF MDI)
160/5.0 micrograms.

The primary endpoint was the rate of moderate or
severe COPD exacerbations.

ETHOS was conducted in patients with moderate to 4"
very severe COPD (post-bronchodilator FEV1 225% 63 4=

<65% predicted) with a history of 1 or more modg{a% L




or severe COPD exacerbations in the year prior to
screening. Patients were symptomatic with a COPD

Assessment Test (CAT) score of 10 or above while
receiving two or more inhaled maintenance therapies
for at least 6 weeks prior to screening. During the
screening period, the mean post-bronchodilator
percent predicted FEV1 was 43%. The mean CAT score
was 19.6. A total of 81% of subjects were on ICS-
containing treatments prior to screening.

12. Key inclusion criteria

PT010005 (ETHOS)

Subjects with an established clinical history of COPD as
defined by the American Thoracic Society
(ATS)/European Respiratory Society {(ERS),

Current or former smokers with a history of at least 10
pack-years of cigarette smoking.

Forced expiratory volume in 1 second (FEV1)/Forced
vital capacity (FVC) ratio must be <0.70 and FEV1 must
be <65% predicted normal value calculated using
NHANES llI reference equations (or reference norms
applicable to other regions).

Subjects with history of exacerbations.

Non-child bearing potential (ie, physiologically
incapable of becoming pregnant, including any female
who is 2 years post-menapausal); or Child bearing
potential, has a negative serum pregnancy test at Visit
1, and agrees to acceptable contraceptive methods
used consistently and correctly for the duration of the
study.

13. Investigational medicinal product,
method of administration, strength

budesonide/glycopyrronium/formoterol fumarate
dihydrate, 160/7.2/5.0 micrograms/actuation,
pressurised inhalation, suspension.

Each delivered dose (the dose that leaves the
mouthpiece) contains budesonide 160

micrograms, glycopyrronium bromide 9.0 micrograms,
equivalent to 7.2 micrograms of

glycopyrronium and formoterol fumarate dihydrate 5.0
micrograms, equivalent to 4.8

micrograms of formoterol fumarate.

This corresponds to a metered dose of budesonide 182
micrograms, glycopyrronium bromide 10.4 micrograms,
equivalent to 8.2 micrograms of glycopyrronium and
formoterol fumarate dihydrate 5.8 micrograms,
equivalent to 5.5 micrograms of formoterol fumarate.




14. Comparator, dose, method of
administration, strength

PT010005 (ETHOS)

Drug: GFF MDI 14.4/9.6 g ex-actuator ; 80/7.2/4.8 pg
per actuation; MDI, 120 inhalations Taken as 2
inhalations BID

Drug: BGF MDI 160/14.4/9.6 pg ex-actuator; 7.2/4.8 ug
per actuation; MDI, 120 inhalations Taken as 2
inhalations BID

Drug: BFF MDI 320/9.6 g ex-actuator; 160/4.8 ug per
actuation; MDI, 120 inhalations Taken as 2 inhalations
BID.

15. Concomitant therapy

PT010005 (ETHOS)

Ipratropium bromide HFA inhalation aerosol

34 pg ex-actuator- Taken as 2 inhalations QID during
screening

Albuterol sulfate HFA inhalation

aerosol 90 g ex-actuator- Taken as directed

16. Efficacy endpoints

PT010005 (ETHOS)

Primary Endpoint

* Rate of moderate or severe COPD exacerbations
Secondary Endpoints

Secondary endpoints that differ between approaches
(US vs. ex-US) are indicated in

parentheses. Endpoints which are not considered
secondary for either regulatory approach

have been included under other efficacy endpoint.

» Time to first moderate or severe COPD exacerbation
* Change from baseline in average daily rescue Ventolin
HFA use over 24weeks

* Transition Dyspnea Index (TDI) focal score over 24
weeks (ex-United States [US]

[ex-US])

* Change from baseline in the Exacerbations of Chronic
Pulmonary Disease Tool —

(EXACT) total score over 52 weeks (ex-US)

* Change from baseline in St. George’s Respiratory
Questionnaire (SGRQ) total score over

24 weeks (ex-US)

» Percentage of subjects achieving an MCID of 4 units or
more in SGRQ total score at Week

24 (US)

* Time to death (all cause)

* Rate of severe COPD exacerbations

17. Safety endpoints

PT010005 (ETHOS)




-To assess the safety of BGF MDI relative to GFF MDI
and BFF MDI

18. Statistical methods

PT010005 (ETHOS)

A sample size of 8400 patients was estimated to
provide the trial with 93% power to detect a 15%
lower annual rate of moderate or severe exacerbations
in the 320- pug —budesonide triple-therapy

group than in both the glycopyrrolate—formoterol
group and the budesonide—formoterol group

(96% power for each comparison), with type |

error controlled at an equivalent of a two-sided
alpha level of 0.05

Rates of exacerbations were analyzed by means

of negative binomial regression. Time-to-first event
analyses were performed with the use of

Cox regression. The use of rescue medication was
analyzed by means of a linear mixed model

with repeated measures, and analysis of SGRQ
response was performed with the use of logistic
regression. For the comparison between the

160- pg —budesonide triple-therapy group and

the budesonide—formoterol group, the noninferiority
margin for exacerbation end points was a

rate ratio of 1.1 for the upper bound of the twosided
95% confidence interval.

19. Demographic data of the study
population (sex, age, race, etc.)

PT010005 (ETHOS)

IThe majority of subjects in the mITT Population were
white (84.9%), male (59.7%), and not

Hispanic or Latino (78.8%). The mean age was 64.7
years with 52.1% of subjects in the

>65 years age group. As expected based on
randomization, demographic characteristics were
balanced across the treatment groups.

20. Efficacy outcomes

PT010005 (ETHOS)

1. Exacerbation Endpoints

1.1. Primary Endpoint
Reductions in the rate of moderate or severe COPD
exacerbations, the primary endpoint, were
met for both doses of BGF MDI relative to both dual
comparators.
- BGF MDI 320/14.4/9.6 ug resulted in a statistically
significant reduction in the rate
of moderate or severe COPD exacerbations relative to
both GFF MDI (rate ratio

ratio [95% Cl]: 0.87

[0.79, 0.95], p=0.0027).

[95% CI]: 0.76 [0.69, 0.83], p<0.0001) and BFF MDI_‘Lr:i"t;e;' X

P X,



- BGF MDI 160/14.4/9.6 ug resulted in a statistically
significant reduction in the rate

of moderate or severe COPD exacerbations relative to
both GFF MDI (rate ratio

[95% Cl]: 0.75 [0.69, 0.83], p<0.0001) and BFF MDI (rate
ratio [95% Cl]: 0.86

[0.79, 0.95], p=0.0020).

1.2. Secondary and Type | Error Controlled
Exacerbation Endpoints

BGF MDI 320/14.4/9.6 pg resulted in improvements
(statistically significant or numerical) vs

GFF MDI and vs BFF MDI for all secondary endpoints
related to exacerbations.

BGF MDI 160/14.4/9.6 pg also resulted in
improvements (statistically significant or

numerical) vs GFF MDI and vs BFF MDI for all secondary
endpoints related to exacerbations.

Rate of Moderate or Severe COPD Exacerbations
(Attributable Estimand)

- Using the Attributable Estimand, conclusions of
benefits of both BGF

MDI 320/14.4/9.6 ug and BGF MDI 160/14.4/9.6 pg
relative to both GFF MDI and

BFF MDI on the primary endpoint was consistent with
the Efficacy Estimand.

Time to First Moderate or Severe COPD Exacerbation
- The risk of a moderate or severe COPD exacerbation
was statistically significantly

lower during treatment with BGF MDI 320/14.4/9.6 pg
relative to GFF MDI (HR

[95% Cl]: 0.880 [0.807, 0.959], p=0.0035) and BFF MDI
(HR [95% Cl]: 0.887

[0.814, 0.966], p=0.0057).

-The risk of a moderate or severe COPD exacerbation
using the Efficacy Estimand was statistically significantly
lower with BGF MDI 160/14.4/9.6 pg relative to both
GFF MDI (HR [95% Cl): 0.866 [0.794, 0.944], p=0.0011)
and BFF MDI (HR [95% Cl): 0.873 [0.801, 0.951],
p=0.0019).

Rate of Severe COPD Exacerbations

-The rate of severe COPD exacerbations using the
Efficacy Estimand was statistically significantly lower
with BGF MDI 320/14.4/9.6 ug relative to BFF

MDI (rate ratio [95% Cl]: 0.80 [0.66, 0.97], p=0.0221)
and numerically lower

£y

1.03], p=0.0944).

relative to GFF MDI (rate ratio [95% CI]: 0.84 [0.69, ~ .| "7,




- The rate of severe COPD exacerbations using the
Efficacy Estimand was numerically lower with BGF MDI
160/14.4/9.6 g relative to both GFF MDI (rate
ratio [95% Cl]: 0.88 [0.72, 1.08], p=0.2157) and BFF MDI
(rate ratio [95% Cl]: 0.83 [0.69, 1.01], p=0.0647), and
BGF MDI 160/14.4/9.6 ug was NI to BFF MDI
using the PP Estimand (rate ratio [95% Cl]: 0.82 [0.68,
1.00]).
Rate of Moderate or Severe COPD Exacerbations
-Among subjects with a history of 22 moderate or
severe COPD exacerbations in the prior 12 months, the
rate of moderate or severe COPD exacerbations was
statistically significantly lower with BGF MDI
320/14.4/9.6 pg relative to GFF MDI (rate ratio [95%
Cl): 0.73 [0.65, 0.83], p<0.0001) and numerically lower
relative to BFF MDI, (rate ratio [95% Cl]: 0.89 [0.79,
1.01], p=0.0680) using the Efficacy Estimand.
-Among subjects with a history of 22 moderate or
severe COPD exacerbations in the prior 12 months, the
rate of moderate or severe COPD exacerbations was
also statistically significantly lower with BGF MDI
160/14.4/9.6 g relative to both GFF
MDI (rate ratio [95% Cl]: 0.72 [0.64, 0.81], p<0.0001)
and BFF MDI (rate ratio [95% Cl]: 0.88 [0.77, 0.99],
p=0.0321) using the Efficacy Estimand.
2. Secondary Endpoints and Lung Function

2.1. US Approach
For the US secondary endpoints related to symptoms,
HRQol, lung function, and time to
death, BGF MDI 320/14.4/9.6 pg resulted in
improvements (statistically significant,
nominally significant, or numerical) relative to GFF MDI
and BFF MDI.
For the US secondary endpoints related to symptoms,
HRQoL, lung function, and time to
death, BGF MDI 160/14.4/9.6 ug resulted in
improvements (statistically significant,
nominally significant, or numerical) relative to GFF MDI
for all secondary endpoints and to
BFF MDI for all secondary endpoints except time to
death.
Symptoms
-Subjects treated with BGF MDI 320/14.4/9.6 g used
statistically significantly less
rescue Ventolin HFA on average over 24 weeks relative
to both GFF MDI (LS mean difference of -0.51 puffs/day;
p<0.0001) and BFF MDI (LS mean difference
of -0.37 puffs/day; p<0.0001) using the Efficacy

used statistically significantly less rescue Ventolinr I}NEA

Estimand. 1y
-Subjects treated with BGF MDI 160/14.4/9.6 pg also |
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on average over 24 weeks relative to both GFF MDI (LS
mean difference of -0.35 puffs/day; p<0.0001) and BFF
MDI (LS mean difference

of -0.22 puffs/day; p=0.0127) using the Efficacy
Estimand.

Quality of Life

-The percentage of SGRQ responders at Week 24 was
statistically significantly increased with BGF MDI
320/14.4/9.6 pg compared with GFF MDI (treatment
difference of 7.60%, p<0.0001) and BFF MDI (treatment
difference of 5.47%, p=0.0005).

-The percentage of SGRQ responders at Week 24 was
also statistically significantly

increased with BGF MDI 160/14.4/9.6 pg compared
with GFF MDI (treatment difference of 6.18%,
p<0.0001) and BFF MDI (treatment difference of 4.05%,
p=0.0103).

Death

-The risk of death (all cause) was nominally significantly
lower during treatment

with BGF MDI 320/14.4/9.6 pg relative to GFF MDI (HR
[95% ClI]; 0.544 [0.340,

0.870], p=0.0111) and was numerically lower relative to
BFF MDI (HR [95% Cl];

0.782 [0.472,0.1.296], p=0.3401) using the Treatment
Policy Estimand.

-The risk of death (all cause) using the Treatment Policy
Estimand was numerically

lower with BGF MDI 160/14.4/9.6 ug relative to GFF
MDI (HR [95% ClI]; 0.789

[0.518, 1.202], p=0.2690) and was somewhat
numerically higher relative to BFF

MDI (HR [95% Cl]; 1.134 [0.716, 1.796], p=0.5918).
Lung Function (PFT Sub-study)

-BGF MDI 320/14.4/9.6 pg resulted in a statistically
significant improvement in LS mean FEV1 AUCO0-4 at
Week 24 compared with BFF MDI (119 mL; p<0.0001)
and a nominally significant improvement compared
with GFF MDI (53 mL; p<0.0001) using the Efficacy
Estimand.

BGF MDI 320/14.4/9.6 ug resulted in a statistically
significant improvement in LS mean change from
baseline morning predose trough FEV1 at Week 24
compared

with GFF MDI (35 mL; p=0.0025) and a nominally
significant improvement

compared with BFF MDI (76 mL; p<0.0001) using the
Efficacy Estimand.

-BGF MDI 320/14.4/9.6 pg resulted in nomlnally
significant improvements in LS P
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mean peak change from baseline in FEV1 within 4 hours
postdose at Week 24 compared with both BFF MDI (126
mL; p<0.0001) and GFF MDI (54 mL; p<0.0001) using the
Efficacy Estimand.
-BGF MDI 160/14.4/9.6 pg also resulted in a statistically
significant improvement in LS mean FEV1 AUCO-4 at
Week 24 compared with BFF MDI (109 mL; p<0.0001)
and a nominally significant improvement compared
with GFF MDI (43 mL; p=0.0004) using the Efficacy
Estimand.
-BGF MDI 160/14.4/9.6 pg also resulted in a statistically
significant improvement in LS mean change from
baseline in marning predose trough FEV1 at Week 24
compared with GFF MDI (33 mL; p=0.0035), and a
nominally significant improvement compared with BFF
MDI (74 mL; p<0.0001) using the Efficacy Estimand.
-BGF MDI 160/14.4/9.6 pg resulted in a nominally
significant improvement in LS mean peak change from
baseline in FEV1 within 4 hours postdose at Week 24
compared with both BFF MDI (113 mL; p<0.0001) and
GFF MDI (41 mL; p=0.0009) using the Efficacy Estimand.
2.2 Ex-US Approach
For the ex-US secondary endpoints related to
symptoms, HRQolL, lung function, and time to
death, BGF MDI 320/14.4/9.6 pg resulted in
improvements (statistically significant,
nominally significant, or numerically) relative to GFF
MDI and BFF MDI.
For the ex-US secondary endpoints related to
symptoms, HRQol, lung function, and time to
death, BGF MDI 160/14.4/9.6 pg resulted in
improvements (statistically significant or
numerical) relative to GFF MDI for all of these
secondary endpoints and relative to BFF MDI
for all of these secondary endpoints except time to
death.
Symptoms
- Subjects treated with BGF MDI 320/14.4/9.6 pg used
statistically significantly less rescue Ventolin HFA on
average over 24 weeks relative to both GFF MDI (LS
mean difference of -0.51 puffs/day; p<0.0001) and BFF
MDI (LS mean difference of -0.37 puffs/day; p<0.0001)
using the Efficacy Estimand. The effect was
maintained over 52 weeks.
Subjects treated with BGF MDI 160/14.4/9.6 pg also
used statistically significantly less rescue Ventolin HFA
on average over 24 weeks relative to both GFF MDI (LS

MDI (LS mean difference of -0.22 puffs/day; p=0. 9127)
using the Efficacy Estimand.

mean difference of -0.35 puffs/day; p<0.0001) and BFF. -




- Subjects treated with BGF MDI 320/14.4/9.6 pg had
statistically significant improvements in LS mean change
from baseline in EXACT total score over 52 weeks
compared with GFF MDI (LS mean difference of -1.14
units; p<0.0001) and BFF MDI (LS mean difference of -
1.04 units; p<0.0001) using the Efficacy Estimand.

- Subjects treated with BGF MDI 160/14.4/9.6 had
statistically significant improvements in LS mean change
from baseline in EXACT total score over 52 weeks
relative to both GFF MDI (LS mean difference of -0.93
units; p=0.0002) and BFF MDI (LS mean difference of -
0.83 units; p=0.0010) using the Efficacy Estimand.

- Subjects treated with BGF MDI320/14.4/9.6 pg had
statistically significantly

improvements in LS mean TDI focal score over 24 weeks
relative to both GFF MDI

(difference of 0.40 units; p<0.0001) and BFF MDI
(difference of 0.31 units;

p<0.0001) using the Efficacy Estimand.

-Subjects treated with BGF MDI 160/14.4/9.6 pg had
statistically significantly improvements in LS mean TDI
focal score over 24 weeks relative to bath GFF MDI (LS
mean difference of 0.37 units; p<0.0001) and BFF MDI
(difference of 0.27 units; p=0.0005) using the Efficacy
Estimand.

Quality of Life

-BGF MDI 320/14.4/9.6 pg resulted in statistically
significant improvements in LS mean SGRQ total score
over 24 weeks compared with GFF MDI (LS mean
difference of -1.62 units; p<0.0001) and BFF MDI (LS
mean difference of -1.38 units; p<0.0001) using the
Efficacy Estimand.

- BGF MDI 160/14.4/9.6 pg also resulted in a statistically
significant improvements in LS mean SGRQ total score
over 24 weeks relative to both GFF MDI (LS mean
difference of -1.28 units; p<0.0001) and BFF MDI (LS
mean difference of -1.04 units; p=0.0017).

Death

- The risk of death (all cause) was nominally significantly
lower during treatment

with BGF MDI 320/14.4/9.6 pg relative to GFF MDI (HR
[95% Cl]; 0.544 [0.340, 0.870], p=0.0111) and was
numerically lower relative to BFF MDI (HR [95% Cl];
0.782[0.472,0.1.296], p=0.3401) using the Treatment
Policy Estimand.

-The risk of death (all cause) using the Treatment Policy
Estimand was numerically lower with BGF MDI
160/14.4/9.6 ug relative to GFF MDI (HR [95% ClJ; 0. 789 P
[0.518, 1.202 p=0.2690) and was somewhat numericaliy =
higher relative to BFF MDI (HR [95% Cl]; 1.134 01&5/

1.796], p=0.5918). ‘o AQTPAS



Lung Function (PFT Sub-study)

- BGF MDI320/14.4/9.6 pg resulted in statistically
significant improvement in LS

mean FEV1 AUCO-4 over 24 weeks compared with BFF
MDI (99 mL; p<0.0001)

and a nominally significant improvement in LS mean
FEV1 AUCO-4 over 24 weeks

compared with GFF MDI (49 mL; p<0.0001) using the
Efficacy Estimand.

-BGF MDI 320/14.4/9.6 pg resulted in a statistically
significant improvement in LS

mean change from baseline morning predose trough
FEV1 over 24 weeks compared

with GFF MDI (43 mL; p<0.0001) and a nominally
significant improvement was

observed in in LS mean change from baseline morning
predose trough FEV1 over

24 weeks compared with BFF MDI (76 mL; p<0.0001)
using the Efficacy

Estimand.

-BGF MDI 320/14.4/9.6 pg resulted in a nominally
significant improvement in LS

mean peak change from baseline in FEV1 within 4 hours
postdose over 24 weeks

compared with both BFF MDI (104 mL; p<0.0001) and
GFF MDI (51 mL; p<0.0001) using the Efficacy Estimand.
-BGF MDI 160/14.4/9.6 pg resulted in statistically
significant improvement in LS mean FEV1 AUCO-4 over
24 weeks compared with BFF MDI (85 mL; p<0.0001)
and a nominally significant improvement compared
with GFF MDI (34 mL; p<0.0001) using the Efficacy
Estimand.

-BGF MDI 160/14.4/9.6 pg also resulted in a statistically
significant improvement in LS mean change from
baseline in morning predose trough FEV1 over 24 weeks
compared with GFF MDI (30 mL; p=0.0009) and a
nominally significant improvement compared with BFF
MDI (63 mL; p<0.0001) using the Efficacy

Estimand.

-BGF MDI 160/14.4/9.6 pg resulted in a nominally
significant improvement in LS mean peak change from
baseline in FEV1 within 4 hours postdose over 24 weeks
compared with both BFF MDI (88 mL; p<0.0001) and
GFF MDI (34 mL; p=0.0002) using the Efficacy Estimand.
3 Comparison of BGF MDI 320/14.4/9.6 ug and BGF
MDI 160/14.4/9.6 ug

The objectives of the study did not formally mclude the
comparison of BGF

MDI 320/14.4/9.6 ug to BGF MDI 160/14. 4/9.6 u.g, g,ﬁd
the study was not powered to do so. / ar -
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For the primary efficacy endpoint, there was no
appreciable difference between BGF

MDI 320/14.4/9.6 pg and BGF MDI 160/14.4/9.6 pg
relative to GFF MDI or BFF MDI on the

rate of moderate or severe COPD exacerbations in the
overall population.

Small numerical differences in favor of BGF MDI
320/14.4/9.6 pg were observed for most

secondary efficacy endpoints (US and ex-US
approaches) relative to BGF

MDI 160/14.4/9.6 pug Most notably, a nominally
significant reduction of risk of death (all

cause) was observed for BGF MDI 320/14.4/9.6 pg
relative to GFF MDI but not for

BGF MDI 160/14.4/9.6 ug relative to GFF MDI.

4 Subgroup Analyses

For the endpoints of the rate of moderate or severe
COPD exacerbations, morning predose

trough FEV1, and FEV1 AUCO-4, the magnitude of the
benefit for the comparisons of interest

for BGF MDI 320/14.4/9.6 g vs GFF MDI and BFF MDI
was generally consistent across

subgroups for the following parameters:

-Age

-Gender

-Race

-Country (only analyzed for the rate of moderate or
severe COPD exacerbations)

-Percent predicted post-bronchodilator FEV1
-Exacerbation history (for the rate of moderate or
severe COPD exacerbations and

FEV1 AUCO-4)

-ICS use at screening

For the endpoints of the rate of moderate or severe
COPD exacerbations, morning predose

trough FEV1, and FEV1 AUCO-4, the magnitude of the
benefit for the comparisons of interest

for BGF MDI 160/14.4/9.6 pg vs GFF MDI and BFF MDI
was generally consistent across

subgroups for the following parameters:

-Age

-Gender

Race (for trough FEV1)

-Country (only analyzed for the rate of moderate or
severe COPD exacerbations)

-Percent predicted post-bronchodilator FEV1
-Exacerbation history (for the rate of moderate or
severe COPD exacerbations and

- ICS use at screening

FEV1 AUCO-4) g
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Benefits on the rate of moderate or severe COPD
exacerbations and change from baseline in

morning predose trough FEV1 were greater for the
subgroup of subjects with baseline blood

eosinophil counts of 2150 cells/mm3 than those with a
baseline blood eosinophil count of

<150 cells/mm3; however, benefits were observed in
both eosinophil subgroups. In general,

the ICS effect increased as eosinophil level increased.
The LAMA benefit on the rate of moderate or severe
COPD exacerbations and change from

baseline in FEV1 AUCO-4 was consistent across the
entire range of baseline blood eosinophil

levels.

5 HCRU

-Chronic obstructive pulmonary disease-related HCRU
in individual categories was generally similar across
treatment groups; however, usage tended to be
directionally higher in the GFF MDI and BFF MDI groups
compared with the BGF 320/14.4/9.6 ug and BGF
160/14.4/9.6 pg groups.

-The most frequently reported COPD-related HCRU
events were outpatient visits (range: 38.9% to 40.1%),
followed by telephone calls (range: 18.3% to 21.3%).
-While small in magnitude, the incidences of
HCRU for outpatient visits and telephone calls
were directionally higher in the GFF MDI (40.0%
and 21.3%, respectively) and BFF MDI (40.1%
and 20.5%, respectively) groups compared with
the BGF MDI 320/14.4/9.6 pg (38.9% and
18.3%, respectively) and BGF MDI 160/14.4/9.6
Mg (39.9% and 20.2%, respectively) groups.
-Non-COPD-related HCRU was generally similar across
treatment groups.

- Overall, the mean number of COPD-related and non-
COPD-related days spent in

the hospital per subject was generally similar across
treatment groups.

- The mean number of work days missed by the subject
and by the caregiver of the

subject was generally similar across treatment groups.

21. Safety outcomes
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Overall, all treatments were well tolerated, and no new
or unexpected safety findings were observed.

-The total person-years of exposure was lowest in the* "+
GFF MDI group (1770.01 person-years) and high%s-fj‘ih "

the BGF MDI 320/14.4/9.6 yg and BGF MDI ¢,/




160/14.4/9.6 pg groups (1895.38 and 1889.85 person-
years, respectively).

- Overall, the most frequently reported TEAEs by
preferred term were nasopharyngitis (10.5%), COPD
(10.4%), and upper respiratory tract infection (5.6%). In
general, the frequency and pattern of TEAEs were
similar across

treatment groups from 0 to <24 weeks and >24 weeks,

-By preferred term, the most frequently reported TEAEs
overall considered to be

drug related by the Investigator were oral candidiasis
(1.4%), and COPD, dysphonia, and dyspnea (0.7% each).
The most frequently reported treatment-emergent SAE
preferred terms considered to be drug related by the
Investigator overall were COPD (0.7%) and pneumonia
(0.2%).

-Severe TEAEs were reported in 18.4% to 19.3% of
subjects across treatment groups. The most frequently
reported severe TEAE was COPD; the incidence of
severe TEAEs of COPD was similar across treatment
groups (range: 9.4% to 11.3%).

- Overall, 1744 subjects (20.4%) reported treatment-
emergent SAEs. The most frequently reported
treatment-emergent SAEs overall were COPD (10.4%)
and pneumonia (2.5%); all other treatment-emergent
SAEs occurred in £0.7% of subjects. The incidence of
treatment-emergent SAEs was generally similar across
the treatment groups.

-Overall, 112 subjects (1.3%) experienced on-treatment
AEs with an outcome of death as reported by the
Investigator; the incidence was lowest in the BGF MDI
320/14.4/9.6 ug group (0.9%), followed by the BGF MDI
160/14.4/9.6 pg (1.3%),BFF MDI (1.4%), and GFF MDI
(1.6%) groups. On-treatment AEs with an

outcome of death were most commonly confirmed
through adjudication as due to cardiovascular (0.6%)
and respiratory (0.3%) causes. No other causes were
reported by >0.2% of subjects overall.

- Overall, 517 subjects (6.1%) reported at least 1 TEAE
leading to discontinuation of study drug. The most
frequently reported TEAEs leading to discontinuation of
study drug overall were COPD (1.6%), and dyspnea and
pneumonia (0.4% each). The incidence of TEAEs leading
to discontinuation of study drug was generally similar
across the treatment groups.

- The incidence of AESIs was low overall and similar
across treatment groups. The

most frequently reported AESIs overall by preferred
term were pneumonia (4.1%), 5 )
bronchitis (3.3%), and hypertension (2.9%). Adverse”

events of special interest in 3

{
F 1 I
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the medical concepts of Candidiasis and Dysphonia or
aphonia, which are associated with ICS administration,
were reported more frequently in the

ICS-containing groups (3.2% and 1.8%, respectively, for
BGF MDI320/14.4/9.6 pg, 2.5% and 1.3%, respectively,
for BGF MDI 160/14.4/9.6 ug, and

3.1% and 1.5%, respectively, for BFF MDI) compared
with the GFF MDI group (1.2% and 0.3%, respectively).
Overall, the incidence of confirmed pneumonia was
3.6%; by treatment group, the incidence was higher in
the ICS-containing groups (4.2% for BGF MDI
320/14.4/9.6 pg, 3.5% for BGF MDI 160/14.4/9.6 pg and
4.5% for BFF MDI) and relative to the GFF MDI group
(2.3%), which does not contain an ICS. The trend in
exposure-adjusted rates of confirmed pneumonia
events was similar to the trend seen in subject
incidence. Confirmed pneumonia incidence did not
increase within or across treatment groups from 0 to
<24 weeks (range: 1.4% to 2.0%) relative to

>24 weeks (range: 1.0% to 2.8%).

- Overall, the incidence of subjects with events
confirmed as MACE was 1.5%; by

treatment group, the incidence was highest in the GFF
MDI group (2.1%) and lowest in the BFF MDI group
(1.1%). When adjusting for exposure, the rates of
events confirmed as MACE were highest in the GFF MDI
group (26.6 events per 1000 person-years) and similar
across the BGF MDI 320/14.4/9.6 pg, BGF MDI
160/14.4/9.6 g, and BFF MDI groups (range: 13.1 to
16.9 events per 1000 person-years).

- Overall, the incidences of neoplasm preferred terms
were low and similar across

treatment groups (range: 0% to 0.3%).

- There were no notable safety findings for AEs across
treatments in safety subgroups

based on age, gender, and race that were not reflected
in the overall population.

-No clinically meaningful trends were observed in
laboratory parameters (including

potassium and glucose), vital signs, or ECGs over time
across the treatment groups.

- The incidence of post-baseline newly occurring or
worsening PCS laboratory, ECG,

and vital sign parameters was generally low and similar
across treatment groups.

- In the 24-hour Holter Monitoring Sub-study, there
were no notable differences

across treatment groups for any of the Holter
endpoints, including heart rate g
(change from baseline: 24-hour mean, daytime méan,”

.

.

/ ~

nighttime mean, 24-hour maximum, and 24-houf=




minimum), ventricular arrhythmias, and
supraventricular arrhythmias.

22. Conclusion (findings)
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-For the primary endpoint, both BGF MDI 320/14.4/9.6
ug and BGF MDI 160/14.4/9.6 pg statistically
significantly reduced the rate of moderate or

severe COPD exacerbations relative to both dual
comparators (GFF MDI and BFF MDI).

- Statistically significant benefits were observed for BGF
MDI 320/14.4/9.6 pg and BGF MDI 160/14.4/9.6 ug
relative to both dual comparators (GFF MDI and

BFF MDI) for most secondary efficacy endpoints.
-Numerically greater responses were observed for BGF
MDI 320/14.4/9.6 g relative to BGF MDI 160/14.4/9.6
ug for most secondary endpoints.

- A nominally significant benefit on all-cause mortality
was observed for BGF MDI 320/14.4/9.6 ng relative to
GFF MDI.

- The safety and tolerability of BGF MDI 320/14.4/9.6 pg
and BGF MDI 160/14.4/9.6 pg were consistent with the
known profiles of the dual comparators.

Applicant (Marketing
Authorisation Holder)
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HopaTtok 30

A0 MNopAaaKy NpoBeeHHA eKCNepTUsm
peecTpauiitHux maTepianis Ha Nikapcbki
3acobu, WO NoAAKTLCA Ha AepPKaBHY
peectpauilo (nepepeectpalio), a TakoX
eKCnepTU3n maTepianis Npo BHECEHHS
3MIH /10 peecTpauifHuX maTepianis
npoTArom Aii peecTpauinHoro
NMOCBIAYEHHSA

(NyHKT 4 pozainy IV)

3BiT Npo KAiHiYHe BUNpoByBaHHA

1. Haszea nikapcekoro 3acoby (3a
HasABHOCTI — HOMep peecTpauiiiHoro
noceigveHHsn)

TPUKCEO AEPOC®DEPA, iHranauia nig Tuckom,
cycneHsis, 5/7,2/160 mkr

2. 3aABHMK Actpa3eneka Ab (AstraZeneca AB)
SE-151 85 Copepran’e, Wseuin (SE-151 85 Sodertalje Sweden)
3. BUpobHMK Actpa3eHeka [ioHKepK MNpoaakwH (AstraZeneca Dunkerque

Production)

224 Asenio fie na flopaoHs, [loHkepk, 59640, GpaHuis /
224 avenue de la Dordogne, Dunkerque, 59640, France

(Bupo6HWUTBO, NepeUHHE NaKkyBaHHA, BTOPUHHE NaKyBaHHA,
KOHTPO/Ib AKOCTI Ta BUNYCK cepii)

niniai Aisenonment, NN (PPD Development, LP)

8551 Picepy Ye#, odic 90, MigantoH, wraTt BicKoHCiH
53562, CLUA / PPD Development, LP, 8551 Research Way,
Suite 50, Middleton, W1 53562, USA

(AnbTepHaTUBHA AiNbHULA KOHTPOMIO AKOCTI NPU BUMNYCKY)

4. MNpoBegeHi gocniasKeHHa:

m TakK Hi AKLWWO Hi, 0BrpyHTYBaTK

1) TUN NiKapcbKoro 3acoby, 3a akum
nposoannaca abo nnaHyeTben
peecTpauis

Jlikapcbknii 3acib 3 pikcosaHoo KombiHalieto

5. MoBHa Ha3Ba KAiHIYHOTO BUNPoBGyBaHHH,
KOO0BaHWIA HOMED KNiHIYHOTO
BMNPOOYBaHHA

PT010005 (ETHOS): PaHaomizoBaHe, noagsiiiHe chine,
BaratoueHTpoBse A0CNiAKEHHA Y NapanenbHUX rpynax ans
ouiHkn edexTuBHOCTI Ta GesneynocTi PTO10 y nopiBHAHHI 3
PTOO3 Ta PTO09 npwu 3aroctpeHHax XO3/1 npotarom 52-
TWXHEBOTO nepiody NikyBaHHA y nauieHTis i3 XO3/1 nomipHoro
abo gyke TAMKOro cTyneHs

PT010005
NCT02465567 g LIy
.4'. e
6. ®a3a KNiHIYHOro BUNPOBYBaHHA Aocninxenns dpasu lll (obuasa pocnigskerHs) i"'_,,' 4
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7. MNepioa NpoBeAeHHA KNIHIYHOrO
BUNPoOyBaHHA

PT010005 (ETHOS): 3 30 yepBHsa 2015 P. A0 26 annua 2019 p.

8. Kpainu, ae nposoamnocs
KNiHiYHe BUNpobyBaHHA

PT010005 (ETHOS): ApreHTuHa, AecTpanis, ABcTpin, benbria,
KaHaga, Yuni, Kuait, Yexis, ®pauis, HimeyuunHa, YropuimHa,
ITanis, AnoHia, Mekcuka, Higepnanau, Hosa 3enanpgis, Mepy,
Monbuia, Pociiiceka Pepepauyia, Cep6is, MNisoeHHa Adpuka,
Icnanis, LWseuin, TaliBaHb, Benunkobputanis, Cnonyueni WTaTtn
AMeEpPUKU

9. KinbkicTb gocnigkysaHmx

PT010005 (ETHOS):

3annaHoBaHa: byno paHaomizosaHo 8 400 navjeHTiB
$akTuyHa: 6yno paHaomizosaHo 8 588 nauieHTIB

10. MeTa Ta BTOPMHHI Wini KniHiyHoro
BUNPOOBYBaHHA

PT010005 (ETHOS)

MepBUHHa Uinb:

* OUiHWTK BNAMB 003YBaNbHOIO iHranaTopa 6yaecoHiay,
rnikonipoHilo Ta popmoTepony ¢ymapaty ([l BGF) y nopigHaHHI 3
A03YBaANbHUM IHFANIATOPOM FNIKOMIPOHItO 1 dopmoTepony
pymaparty ([ll GFF) Ta go3yBansHum iHranaTopom 6ygecoHiay Ta
bopmortepony dymapary aurigpaty (41 BFF) Ha yacTory
3arocTpeHb XPOHIYHOrO 0BCTPYKTMBHOIO 3aXBOPIOBAHHA IereHb
(X031) nomipHoro abo TaxKoro cTyneHs

BTopuHHI wini:

* Ouinmnty BnAue A1 BGF y nopisHAHHI 3 A1 GFF ta [l BFF Ha
cumnTomm XO3/1

* OuinuTn snaus [l BGF y nopiBHAHHI 3 Al GFF ta O] BFF Ha
AKICTb XKUTTA

* OuinuTu Bname A1 BGF y nopiBHAHHI 3 A1 GFF ta [l BFF na
CMEPTHICTb 3 YCiX MPUYKH

* Ouinunty Bnane [ BGF y nopiBHAHHI 3 A1 GFF 1a [I] BFF Ha
3arocTpeHHs X003/

11. insaiH kninivHoro BUNpoByBaHHA

¥le e

BEKNAL
10

B H
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ETHOS 6yno 52-tuxHese pocnigkenns (N = 8 588), y akomy
nopiBHIOBaNoca ABi iHranauii asa pasu Ha foby nikapcbKoro
3acoby EPE3TPI AEPOCDEPA (BREZTRI AEROSPHERE)

160/7,2/5,0 mkr abo 6y,u,ec0Hi,u,/rn]HonipOHiﬁ/qupMO'repony
dymapart (4] BGF) 80/7,2/5,0 MKr 3 agoma iHranauiamu asa pasm
Ha noby rnikonipoiio/dopmoTepony $ymapaty guriapary (41 GFF)
7,2/5,0 MKkr Ta byaeconiny/dopmotepony dyma paty aurigpaty (Al
BFF) 160/5,0 mkr.

MepBUHHOIO KIHLEBOK TOUYKOH Byna 4acrtoTa 3arocTpeHs
XO3/1 nomipHoro abo TAXKOro CTyneHs.

focnigkeHHa ETHOS nposoaunocs y nauienTis 3 XO3/1 nomipHoro
abo ayke TaxKoro crynens (O®B1 nicns 3aCToCyBaHHA
BpoHxonituka Big 225 % no <65 % Bifl O4IKYBAHOTO 3HAa4YeHHA), AKi

Ma/n B aHaMHesi oHe abo Kinbka 3aroctpeHb X031 NOMIpHOTO




abo TAKKOro CTyneHs NPoOTArom Poky, WO nepeyBas
CKPUHIHTY. MauieHTH Manu Ban ouUiHKKM CUMNTOMIB

Ha pisHi 10 abo binbwe BianosigHO Ao TecTy Woa0
ouiHioBaHHA XO3/1 (CAT) i sacTocoeysanu asa abo binbe
iHranAUMHUX NIATPUMYBANbHUX NpenapaTis NPOTArOM
NPUHANMHI 6 TUXKHIB [0 CKPUHIHTY. Ha MOMEHT CKPUHIHTY
cepegHe 3HayeHHa O®B1 nicna 3actocysaHHA BPOHXONITUKA
CTaHoBWNO 43 % Big odvikysaHoro CepeaHiit 6an 3a TecTom
CAT craHoBuB 19,6. 3aranom 81 % naujieHTis A0
NPOBEAEHHA CKPUHIHTY OTPUMYBANW NlIKapCbKi 3acobu, Wo
mictatb IKC.

12. OcHOBHI KpuTepii BKAOUEHHSA

PT010005 (ETHOS)

MauieHTn 3 BCTaHOBNEHUM KNIHIYHMM aHamHe3om XO3/1, ak
BM3HAYEHO AMEPUKAHCbKMM TOPaKaNbHUM TOBapPUCTBOM
(ATS)/€EBponeiicbknm pecnipatopHum Tosapucteom (ERS),
Ocobwu, aki nanatb abo nanunum woHaimeHwe 10 nayko-
POKiB.

CnissigHoweHHs 06’emy popcoBaHoro BuAKXy 3a 1 cekyHay
(ODB1)/dopcoBaHoi RUTTEBOT EMHOCTI nereHb (DXKES) mae
cTaHoBuTK <0,70 Ta OPB1 <65 % Bia NPOrHO30BaHOro
HOPMa/sIbHOTO 3H3AYEHHA, PO3PaX0BaAHOTO 3 BUKOPUCTAHHAM
pedpepeHTHUX piBHAHL NHANES 11l (a6o pedepeHTHUX HopMm,
LLLO 3aCTOCOBYOTLCA [0 IHWKX PerioHis).

MaLieHTH 3 3aroCTPEHHAMM B aHaMHe3i,

He matoTb penpoaykTuBHoro noteHuiany (to6to
$izionoriyHo He3AaTHI 3aBariTHITH, BKAKOYHO 3 By/Ab-AKOD
KIHKOI0, Aka nepebyBae y nocTmeHonaysanbHomy nepiogi
npoTarom 2 pokis); abo maroTb penpoAyKTUBHMIA NOTeHLian,
HEraTMBHWI pe3ynbTaT aHani3y CMPOBaTKU KPOBI Ha
BariTHICTb Ha Bi3uTi 1 Ta HaAatoTb 3roay Ha NocTilHe Ta
NPaBuUAbHE 3aCTOCYBAaHHA NPUNHATHUX MEeTOAiB
KOHTpaUenuii NpOTATOM YCbOTro A0CAIAMKEHHS.

13. flochigxyBaHuid NikapcbKkui

3aci6, cnocib 3actocyBaHHA, cuna aii

bypecoHin/rnikoniponiit/opmoTepony dymapaty
avrinpat, 160/7,2/5,0 MKr/BNopcKyBaHHs,
aepOo30/bHUI IHFANATOR, CycneHsis.

1 poctaBneHa f03a (4033, AKa BUXOAMWTh 3

Hacagku) micTuTh: Byaeconiay 160 mkr,

rnikonipoHito bpomiay 9,0 MKr, WO eKBiBaNEHTHO

7,2 MKr raikonipoHito Ta popmotepony dymapaty

aurigpaty 5,0 MKr, Wo eKBiBaneHTHO 4,8 MKr

dopmoTepony dymapary.

Lle BignoBigae BigmipeHin fo3i ByaecoHigy 182 mkr,
rnikonipoHito 6pomigy 10,4 mkr, Wwo EHBIBaﬂeHTHO 8,2 mKr
rnikonipoHito Ta popmoTepony $ymapary’ ,qmrl,u,pary B, 8 MKT,
IO EKBIBANEHTHO 5,5 MKr cbopnnmepony dfymapaw \
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14. Npenapat NopiBHAHHSA,
033, cnocib 3acTocysaHHs,
cuna aii

PT010005 (ETHOS)

Nlikapcokuit 3aci6: [l GFF 14,4/9,6 mMkr y gocTaBneniit 4osi;
80/7,2/4,8 mkr Ha BnopckyBaHHsa; [, 120 iHranaujii 3
3aCTOCYBaHHAM No 2 iHranauii 2 p/a

Jlikapcekuii 3aci6: [l BGF 160/14,4/9,6 MKr y ocTaBneHii aosi;
7,2/4,8 MKr Ha BnopckysaHHa; MDI, 120 iHranauin 3
3aCTOCYBaHHAM No 2 iHranawii 2 p/a

Jlikapcekuit 3acib: [l BFF 320/9,6 mkr y gocTaeneniii gosi;
160/4,8 mkr Ha snopckyeaHHs; [ll, 120 iHranawii 3 npuitomom
no 2 iHranauii 2 p/p

15. CynyTHa Tepania

PT010005 (ETHOS)

Inpatponito 6pomia HFA iHranauintmii aepo3zonb 34 mkry
AOCTaBAEHI A03i; 3 npuitoMoM No 2 iHranauii 4 p/a Ha etani
CKPUWHIHTY

AnebyTepony cynbdat HFA iHranauiiHuin aeposons 90 MKr Y
[L0CTaBNEHii A03i; 3 NpUitomoM BigNosiaHO Ao IHCTPYKLLT

16. Kputepii oUiHKK edeKTMBHOCTI

PT010005 (ETHOS)

MepBMHHA KiHUEBa ToYKa

* HacroTa 3aroctpeHb XO3/1 nomipHoOro abo TAKKOro

CTyneHs

BTOpWHHI KiHLEeBi TOUKK

BTOpuHHI KiHUEBI TOYKM, WO BiAPI3HAIOTLCA Niaxogamu (y CLUA

Ta 3a mexxkamm CLUA), BkazaHi y gyskkax. KiHLeBi TOUKM, aKi He

BBAXXalOTbCA BTOPUHHUMM [1A MOHOTO 3 PeryNaTOpHUX

niaxoAis, 6ynu BKAKOYEHI B iHLWY KiHLEBY TOUKY eeKTUBHOCTI.

* Yac fo nepworo 3aroctpeHHs X03/1 noMipHOro abo TAMKKOro
CTYNeHA

* 3MiHa Bifl BUXIAHOTO PiBHA CEPEAHBLOrO WOAEHHOTO

3aCTOCYBaHHA NiKapcbKoro 3acoby HesiaKkNaAHOT Tepanii

BeHToniHy HFA 33 24 TUMHI

* ®okanbHW 6an 3a AMHAMIYHUM IHAEKCOM 33 4ULIKM (413)

npoTArom 24 TuxHIB (3a mexkamm CnonyueHux LiTaTis

Amepuku [CLUA] [3a meskamu CLLIA])

* 3miHa BiA BUXiAHOTO PiBHA 3aranbHoro Gany 3a

ONUTYBAaNbHUKOM MPO 3aroCTPEHHA XPOHIYHOT XBOPO6OK fiereHb

(EXACT) 3a 52 TvkHi (3a meskamu CLUA)

* 3miHa BiA BUXiAHOrO PiBHA 3aranbHoro Hany 3a

OnuTYBanbHWKOM ANA NALLEHTIB i3 pecnipaTopHUMK

":-, 3axBoptoBaHHAMuK JlikapHi CeaToro Meopria (SGRQ)

{33 24 TvkHi (33 Meskamu CLUA)

- BiacoTok nauieHTie, AKi 4OCArAM MIHIMaAbLHOT KAiHIYHO 3HaYyLWOl
|pisHuui (MCID) y 4 oAuHuui abo binblwe ana 3aranbHoro Hany 3a

onutyBanbHUKom SGRQ Ha TUXKHI

24 (y CLUA)

* Hac fo cmepTi 3 Byab-AKOT NPUYUHU (yCi NpUYKMHK)
* Yacrora 3aroctpeHb XO3/1 TAXKKOro cTyneHs

17. Kputepii oyinku Besneku

PT010005 (ETHOS)




- OuinuTu BesneyHicTb 3acTocysamHa [l BGF y nopiBHAHHI
3 A1 GFF Ta 4l BFF

18. CratucTuyHi metoam
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3a ouiHkammn po3mip Bubipku y 8 400 nauieHTis 3abe3neymns

93 % NOTYXKHICTb y AOCNILKEHH] ANA BUABNEHHA HA 15 % HUMKUY
Pi4HY YaCTOTY 3aroCTpeHb CepeHbOro abo TAKKOro CTyneHs y
rPyni TPbOXKOMNOHEHTHOT Tepanii 3 6yaecoHigom 320 MKr, Hix
B 060X rpynax 3acTocyBaHHA riKonipoHi-popmoTepony Ta
byaecoHiay-popmoTtepony (96 % NOTYKHICTb A/ KOKHOTO
NOPIBHAHHA), 3 KOHTPONEM NOMWAKM | POy, eKBIBANEHTHO
ABOGIYHOMY piBHIO 3HauywocTi 0,05.

MOKA3HMKM YACTOTKH 3aroCTPeHb aHani3yBanack 3a 4ONOMOroH
HeraTueHoi biHomianbHOT perpecii. AHanisu yacy A0 HacTaHHA
nepLumnx NoAik NPoBOAWIMCA 3 BUKOPUCTaHHAM perpecii Kokca.
3acTocyBaHHA NiKapcbKoro 3acoby HesigxnaaHoi Tepanii
aHanizysanocs 3a JONOMOrO NiHIMHOT MoAeni 3milaHoro Tuny
3 NOBTOPHUMM BUMIPIOBAHHAMM, @ aHaNi3 BianoBiai 3a
onuTyBanbHWKOM SGRQ NpoBOAMBCA 3 BUKOPUCTAHHAM
NOricTuYHOT perpecii. 1nA NOPIBHAHHA MiX rpynoto
TPLOXKOMMNOHEHTHOT Tepanii 3 bygecoHigom 160 MKr Ta rpynoto
3aCToCyBaHHA ByaecoHigy-GopmMoTepOay MeKa He HUKUYOT
e(PeKTUBHOCTI ANA KIHLLEBUX TOYOK 3arOCTPEHHN CTaHOBUNA
BiAHOWeEHHA pU3KKiB 1,1 ANA BEPXHLOT MEXi 4BOCTOPOHHBLOTO
95 % posipyoro iHTepBany.

19. flemorpadiyHi NOKa3HUKK

BiK, paca, Toulo)

A0CAIAMKYBaHO! nonynaLii (cTaTs,
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BinbwicTb nauienTis y nonyaavii mITT Byan npeacTasHuKkamm
esponeoiaHoi pacu (84,9 %), yonosikamm (59,7 %) Ta
HENaTUHOAMEPUKAHCHKOTO YW NaTUHOAMEPMKAHCLKOTO
noxoaxeHHa (78,8 %). CepeaHiit Bik cTaHoBWB 64,7 POKY,
npuyomy 52,1 % NauieHTiB Hanexanu 40 BIKOBOI rpynu

2 65 poki. AK i 04ikyBanoca Ha OCHOBI paHAOMI3aLi,
nemorpadiuHi xapakTepucTnku byno 36anaHcosaHo y

rpynax NikyBaHHA.

20. Pesynbtati edeKTMBHOCTI

PT010005 (ETHOS)

1. KiHUeBi TOYKM OUIHKM 3arocTpeHb

1.1. NepBUHHA KiHLUEBA TOYKaA
3HUXKEHHA YacToTK 3arocTpeHb X03/1 nomipHoro abo
TAMKOrO CTYNeHs, NEPBMHHA KiHLeBa To4Ka, byno gocarkyto
nna obox no3 Al BGF y nopigHaHHI 3 06oma
AIBOKOMMOHEHTHUMM NpenapaTamu NoOpiBHAHHA.
- 3actocysaHHa ] BGF 320/14,4/9,6 mkr 3abezneunno
CTAaTUCTUYHO 3HAYYLE 3HUMEHHA YacToTu 3aroctpeHb X03/1
NOMIpHOTO abo TAXKKOro CTyneHs B NopiBHAHHI 3 06oma [
GFF (sigHoweHHa pu3wmkis [95 % AI]: 0,76 [0,69; 0,83],
p<0,0001) Ta [l] BFF (BigHOWeHHA pU3UKIB [95 % AI1: O 87
[0,79; 0,95], p = 0,0027). e Vel
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- 3actocysaHHa [l BGF 160/14,4/9,6 mkr 3abesneunno
CTAaTUCTUYHO 3HaYYLLE 3HMMKEHHA YACTOTH 3arOCTPeHb
XO3/1 nomipHoro abo TAXKKOro CTyneHs B NOPiBHAHHI 3
oboma [l GFF (BigHOWeEHH:A PUIUKIB

(95 % A1]: 0,75 [0,69; 0,83], p<0,0001) ta A BFF
(BigHOWeEHHA pusmkis [95 % AI]: 0,86

[0,79; 0,95], p=0,0020).

1,2. BTOPWHHI KiIHLLEBI TOYKM Ta KiHLEBI TOYKM OLLIHKM
3arocTpeHb 3 KOHTPONEeM NOMUAIKM | poay

3actocyBaHHAa A1 BGF 320/14,4/9,6 mkr 3abe3neymnno
NOKPALWEHHA NOKa3HUKIB (CTAaTMCTUYHO 3HauyLLe abo
yncenbHe) y nopisHAHHI 3 A1 GFF ta [l BFF ans Beix

BTOPUHHMWX KiHLLEBUX TOYOK LWO/A0 3aroCTPeHb.

3actocyeanHa [ BGF 160/14,4/9,6 MK Tako

3abe3neunno NoKpPaLLeHHA NOKa3HMKIB

(cTaTcTMYHO 3HauyLLe ab0o YyucenbHe) y

nopisHAHHI 3 41 GFF ta A1 BFF gna Bcix

BTOPUHHWX KIHLEBUX TOUOK LOA0 3aroCTPEHb.

HacroTa 3aroctpeHb XO3/1 nomipHoro abo TaKKoro

CTyneHsa (npeameTHa OLiHKa)

3 BUKOPUCTAHHAM NPegMeTHOT OLIHKM BUCHOBKM NPO

kopucts [l BGF 320/14,4/9,6 mkr Ta [l BGF

160/14,4/9,6 mkry nopisHauHi 3 [l GFF Ta

A1 BFF ana nepsMHHOT KiHLEBOT TOMKM Y3roaysanmnca 3
OUIHKOI0 eeKTUBHOCTI.

Hac Ao nepworo 3aroctpeHHa X03/1 nomipHoro abo TAXKOro
CTYNeHs

-PU3UK BUHWKHEHHA 3arocTpeHHs XO3/1 nomipHoro abo
TAMKKOro CTyneHa 6yB cTaTUCTUUYHO 3HAYYLLO

HVKYMM Nig vac nikysaHHA [ BGF 320/14,4/9,6 mkr y
nopisHaHHI 3 I GFF (BP [95 % Al]: 0,880 [0,807; 0,959],
p=0,0035) Ta Al BFF (BP [95 % A]]: 0,887

[0,814; 0,966], p=0,0057).

- Pu3nK BUHWKHeHHA 3arocTpeHHa X03/1 nomipHoro abo
TAXKKOMO CTYNEeHA 33 OLHKOK eDeKTUBHOCTI BYB CTaTUCTUYHO
3HAYYLLO HWMXKYMM Nig vac nikysanHa [ BGF 160/14,4/9,6 mkry
nopisHaHHI 3 A1 GFF (BP [95 % A1]: 0,866 [0,794; 0,944)],
p=0,0011)

Ta [ BFF (BP [95 % A1]: 0,873 [0,801; 0,951],

p=0,0019).

YactoTa 3arocTpedb XO3/1 TAMKKOrO CTyneHs

-HacToTa BUHUKHEHHA 3arocTpeHb XO3J1 TAMKKOro cTynexs

33 OUiHKOI ePEKTUBHOCTI ByNa CTaTUCTUYHO 3HAYYLLO
HUXX4010 Nig yac nikysaHHa [l BGF 320/14,4/9,6 mkry
nopisHaxHi 3 [11 BFF

(BigHOWeHHA pu3ukis [95 % A1]: 0,80 [0,66; 0,97], p=0,0221) Ta
YNCeNbHO HMMYOI Yy NopiBHAHHI 3 [ GFF (BigHOWeEHHA pw3muB .
[95 % A1]: 0,84 [0,69; 1,03], p=0,0944).




- HacToTa BUHWKHEHHA 3arocTpeHb XO3/1 TAKKOro CTyneHs 3a
OLHKOI ePeKTUBHOCTI ByNa YMCeNBHO HUKYOLO Mig uac
nikysanHa [l BGF 160/14,4/9,6 mKkr y nopisHaHHi 3 [1l GFF
(BiaHOWeHHs pusukis [95 % A1]: 0,88 [0,72; 1,08], p=0,2157) Ta
[1 BFF (BiaHoweHHs puswukie [95 % A1]: 0,83 [0,69; 1,01],
p=0,0647), a [l BGF 160/14,4/9,6 MKr 6yB He MeHL
epertusHum Hixk 1 BFF 3a ouiHKoto B naujeqTis 6e3 BiAXWNEHb
BiA, NPOTOKONY (BigHOLWEHHA pu3unkis [95 % A1]: 0,82 [0,68:
1,00]).
HactoTa 3aroctpeHb XO3/1 nomipHoro abo TAMKKOrO CTyneHs
- Cepe/ nauieHTis 3 HasABHICTIO 22 3arocTpeHb XO3/1 nomipHoro
abo TAXKKOro cTyneHa B aHamHesi 3a nonepeHi 12 micauyis
4acToTa 3arocTpeHb XO3/1 nomipHOro abo TAXKOro cTyneHs
Byna CTaTMCTMUHO 3HAYYLLO HMMKYOK NPK 3actocyeaHHi [l BGF
320/14,4/9,6 mkr y nopieHaHHi 3 [] GFF (BiAHOWEHHA PU3NKiB
[95 % Al]: 0,73 [0,65; 0,83], p<0,0001) Ta YNCENLHO HUMKYOIO Y
nopisHaHHI 3 [11 BFF (BigHoWweHHA puaukis [95 % A1]: 0,89 [0,79;
1,01], p=0,0680) 3@ OLiHKOI epeKTUBHOCTI.
- Cepep nauieHTis 3 HaaBHicTIO 22 3arocTpeHb XO3/1 nomipHoro
abo TAKKOro cTyneHs B aHamHesi 3a nonepeaHi 12 micauis
4acToTa 3arocTpeHb XO3/1 nomipHoro abo TAXKOro cryneHs
Byna TakoM CTaTUCTUYHO 3HAUYLLO HUXUOIKO NPYU 3aCTOCYBAHHI
A1 BGF 160/14,4/9,6 mkry nopisHanHi 3 [ GFF
(BigHOWweHHA pusmkie [95 % A1]: 0,72 [0,64; 0,81], p<0,0001) Ta
11 BFF (BigHOwWeHHA pusukis [95 % A1]: 0,88 [0,77; 0,99],
p =0,0321) 33 OUiHKOW ehEeKTUBHOCTI.
2. BTOpWHHI KiHLEBi TOUKM Ta YHKLA NereHb:

2.1. Nigxig CLUA
3rifiHO 3 BTOPMHHWMM KiHUeBMMU Toukamu CLUA wopo
CUMMTOMIB, AKOCTI M1TTA, 06YMOBNEHOT CTAaHOM 340pOB’'A
(HRQoL), dyHKUji nereqb Ta yacy 40 HacTaHHA cmepTi
3actocyBaHHa [l BGF 320/14,4/9,6 mKr 3abe3neumno
NOKPALLeHHSA MOKA3HWKIB (CTaTUCTUYHO 3HaYyLLe, HOMIHANbHO
3Hauyuie abo uncensHe) y nopisHaHHi 3 [] GFF ta ] BFF.
3riAHO 3 BTOPUHHUMM KiHLEeBMMM TouKkamm CLUA woao
CUMNTOMIB, AKOCTI KMTTA, 0BYMOBNEHOT CTaHOM 30pOB’A
(HRQoL), dyHKUii nereHb Ta 4acy A0 HaCTaHHsA cmepTi
3acTocyBaHHa []| BGF 160/14,4/9,6 mKkr 3abezneuunno
NOKPALLEHH: NOKA3HMKIB (CTaTUCTUYHO 3HauyLLe, HOMiHabHO
3Hauyuwe abo yncensHe) y nopisHaAHHI 3 1] GFF ana Beix
BTOPUHHMX KiHLieBUX To4OK Ta [l BFF ansa BCiX BTOPMHHUX
KIHLIEBIMX TOYOK, 33 BUK/IOYEHHAM Yacy A0 HaCTaHHA CMepTi.
CumnTtomu
- MauieHTw, aki oTpumysanu nikysaHHa [ BGF 320/14,4/9,6
MKT, BUKOPUCTOBYBANWN CTAaTUCTMHHO 3HAYYLLO MEHLLY
KiNbKIiCTb NikapcbKoro 3acoby HesiaknaaHoi Tepanii BeHTONIHY
HFA y cepeanbomy 2a 24 TWKHI B nopisHaHHI 2 ] GFF
(pizHWUA cepeaHiX 3HauYeHb, pO3paxoBaHWX 32 METOA0M
HalmeHwnx keaapatis, -0,51 iHranauji/aoby; p<0,0001) Ta Al
BFF (pizHnua cepeAHix 3Ha4yeHb, po3paxoBaHux 3a MEeToA0M
HalmeHwWwwx kBaaparTis, -0,37 iHransawii/poby; p<0,0001) 3a
OLiIHKOO eDEKTUBHOCTI.
- NaujieHTw, ari oTpumyBanu nikysaHHs [| BGF 160/14,4/9,6 mkr,
TAKOXK BUKOPWCTOBYBA/IM CTATUCTMHHO 3HAYYLLO MEHLLY KiNbKiCTb

nikapcbkoro 3acoby HeBigKNAAHOI Tepanii BeHToniny




y cepeaHbomy 3a 24 TUMKHI B NOpiBHAHHI 3 [1I GFF (pi3Huua
CepeAHiX 3Ha4YeHb, PO3PAXOBAHWX 33 METOAOM HaWMeHLIMX
KeBasparis, -0,35 iHranauii/po6y; p<0,0001) Ta [ BFF (pisHuus
cepeHix 3HaueHb, PO3PAXOBAHMX 33 METOAOM HaMMEHLLWX
keagpatie -0,22 iHranauii/poby; p<0,0127) 3a oujHKOWO
eQeKTUBHOCTI.

AKICTb KUTTS

- BiacoTok nauieHTiB 3 BiANOBIAAK Ha NIKYBAHHA 3a WKaNoW
SGRQ Ha TuxHi 24 ByB CTaTMCTUYHO 3HAUYWO BinbluMM Npu
2actocysanHi 1l BGF 320/14,4/9,6 mKr y nopisHaAHHI 3 [] GFF
(pizHUUA Mmix meTogamu nikyBaHHaA 7,60 %, p<0,0001) Ta Al
BFF (pi3sHnua mix metogamu nikyBauHa 5,47 %, p = 0,0005).

- BiocoTok nauieHTis 3 BifNOBIAAID Ha NiKYBaHHA 3a WKaNoIo
SGRQ Ha TwkHI 24 ByB TaKOX CTAaTUCTUUHO 3HAYYLLO

Ginbwum npu 3actocysarHi A1 BGF 160/14,4/9,6 mkr y
nopiBHAHHI 3 11 GFF (pi3HULA MiXX METoAaMM NiKyBaHHA

6,18 %, p<0,0001) Ta [ BFF (pisHuusa misk meTogamm
nikysaHHsa 4,05 %, p = 0,0103).

CmepTs.

- PU3nK HacTaHHA cmepTi (3 ycix npuumH) 6ys HomiHanbHO
CTAaTUCTUYHO HMXUYMM Nif Yac NikyBaHHA [ BGF

320/14,4/9,6 MKry nopisHaHHi 3 [ GFF (BP [95 % A1]; 0,544
(0,340; 0,870], p=0,0111) Ta 6YB YNCENLHO HUKUMM Y
nopisHAHHKI 3 [l BFF (BP [95 % Al]; 0,782 [0,472; 0,1.296],
p=0,3401) 3rigHO 3 OUHIOBAHMM MOKA3HUKOM TaKTHMKM
NiKYBaHHA.

- PU3MK HacTaHHA cmepTi (3 yCix NpUYKH) 3riaHO 3 OLIHIOBAHUM
NOKA3HWKOM TAaKTMKK NiKYBaHHA OYB HNCENIBHO HUKYMM NPK
3actocysanHi [l BGF 160/14,4/9,6 mKr y nopieHakHi 3 | GFF
(BP [95 % A1]; 0,789 [0,518; 1,202], p=0,2690) Ta gewo
YUCENbLHO BULLIMM Y NOPIBHAHHI 3 1 BFF (BP [95 % Al]; 1,134
[0,716; 1,796], p = 0,5918).

PyHKLIA NereHb (NiAA0CNIAKEHHSA 3 BUKODPUCTAHHAM

byHKUiOHAaNbHUX nereHesux TecTis (P1T))

- 3actocyBaHHa [l BGF 320/14,4/9,6 mkr 3abe3neuynno
CTaTUCTUYHO 3HAYYLLE NOKPALWLEHHA CEPeaHIX 3HaUYEHD,
BM3HAYEHMX METOA0M HaWMEHLUMX KBaApaTiB, NOKAa3HMKIB
O®B1 AUCO-4 Ha TuHi 24 y nopiBHAHHI 3 | BFF (119 mn;

p < 0,0001) Ta HOMiHaNbHO 3HAUYLLE NOKPALLEHHA Y

nopieHaxHi 3 [l GFF (53 ma; p < 0,0001) 3a ouiHKko10
epeKTMBHOCTI.

3actocysaHHa [l BGF 320/14,4/9,6 mkr 3abezneumnno
CTAaTUCTMYHO 3HAYYLLE NOKPALEHHA BiA BUXIAHOrO piBHA
cepeHix 3HayeHb, BU3HAUYEHUX METOL0M HalMEHWMX
KBaAparis, NOKa3HMKIB PaHKOBOIo MiHimansHoro O®B1 o
BBEAEHHA 003K Ha TUKHI 24 y nopisHAHHI 3 [I] GFF (35 mn;
p<0,0025) Ta HOMiIHaNbHO 3HaYyLLE NOKPALLEHHA Y NOPIBHAHHI
3 [l BFF (76 mn; p<0,0001) 3a ouUiHKOW edheKTUBHOCTI.

- 3actocysaHHa [l BGF 320/14,4/9,6 mkr 3abezneynnc
HOMIHANbHO 3HaYyllle MOKPALEHHA MAKCMMANbHOT 3MiHW BiA
BMXIAHOTO PIBHA CepefHiX 3HayeHb, BU3HAYEHUX METOAOM
HaMMeHLNX KBaapaTiB, MOKa3HUKIB OPB1 npotarom 4 roavH
NicNA 3acToCyBaHHA A03M NiKapCbKOro 3acoby Ha TuskHi 24
nopisHaHHi 3 A1l BFF (126 mn; p<0,0001) ta Al GFF (54 mn
p<0,0001) 3a oUiHKOK epeKTUBHOCTI.
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- 3actocysaHHa [l BGF 160/14,4/9,6 mkr Takox 3abezneunso
CTaTUCTMYHO 3HAYYLLEe NOKPALLEHHA CepeaHIX 3HaUYEHD,
BU3HAYEHUX METOLO0M HalMeHLIMX KBaapaTiB, NnokasHukis OPB1
AUCO-4 Ha TukHi 24 y nopiBHAHHI 3 [ BFF (109 mn; p < 0,0001)
Ta HOMiHa/1IbHO 3HauyLLle NOKPALLEHH: Y NOPiBHAHHI 3 [1| GFF (43
mn; p =0,0004) 33 ouiHKOW edeKTUBHOCTI.
- 3actocysanHa [ BGF 160/14,4/9,6 mKkr Tako 3abe3neunno
CTaTUCTMYHO 3HAYyLLE NMOKPALWEHHA Bif BUXIAHOTO PiBHA cepeaHix
3HAYEHDb, BU3HAYEHUX METOA0M HAaMMEHLLWX KBAaApaTiB,
nokasHukis OPB1 Ha Twkki 24 y nopisHaHHI 3 1] GFF (33 mn;
p < 0,0035) Ta HOMiIHa/NIbHO 3HAYYLLE NOKPALLEHHA Y NOPIBHAHHI 3
[ BFF (74 mn; p < 0,0001) 3a ouiHKOK ePEKTUBHOCTI.
- 3actocyBaHHAa [l BGF 160/14,4/9,6 mkr 3abesneynno
HOMIHa/NbHO 3HAYYULE NOKPALLEHHA CEPEAHIX 3HaYEeHb,
BM3HAYEHUX METOAOM HaWMMEHLWMWX KBAAPaTIB, MaKCMMabHOT
3MiHW Bif, BUXigHOTO piBHA NokasHuKis OPB1 npoTtArom 4 roamH
MicnsA 3acTocyBaHHA [03M NiKapCbKOTo 3acoby Ha TWMKHI 24 y
nopisHAHHKI 3 [I BFF (113 mn; p<0,0001) Ta Al GFF (41 mn;
p < 0,0009) 3a oUiHKOK edEKTUBHOCTI.

2.2 Niaxin 3a mexamm CLLA
3rifiHO 3 BTOPUHHUMU KIHLEBUMM TOYKAMM 338 MEKaMK
CLUA woao cumnTomiB, AKOCTI UTTA, 0BymoBneHol
craHom 3g0pos’a (HRQol), dyHKuii nereHb Ta yacy go
HacTaHHA cmepTi 3acTocyBaHHA | BGF
320/14,4/9,6 MKr 3a6e3Meunno NoKpaLeHHA
NMOKa3HMKIB (CTaTUCTUUYHO 3HAYYLLE, HOMIHANBHO
3Hauyue abo uncensHe) y nopisHaHHI 3 41 GFF ta [|
BFF.
3rifHO 3 BTOPUHHUMM KIHLEBMMM TOYKAMM 3@ MEMKaMM
CLUA wono cumnTomis, AKOCTI MUTTA, 0B6YMOBNEHOT
ctaHom 3a0pos’s (HRQoL), dyHKUiT nereHs Ta yacy Ao
HacTaHHA cmepTi 3actocyBanHAa [ BGF 160/14,4/9,6 mkr
3a6e3neynno NoKpPaLWeHHA NOKa3HMKIB (CTaTUCTUYHO
3Hauylle abo yncensHe) y nopisHaHHI 3 ] GFF ans BCix
LUUX BTOPMHHUX KiHLEBUX TOYOK Ta Y NOPIBHAHHI 3 [l BFF
014 BCIX 3 UMX BTOPUHHKMX KiHLIEBMX TOYOK, 32
BMKHOYEHHAM Yacy [0 HAaCcTaHHA CMepTi.
Cumnromu
- TauieHTu, aki oTpumysanu nikysaHHa [l BGF 320/14,4/9,6
MKT, BUKOPUCTOBYBANM CTAaTUCTUUYHO 3HAYYLLO MEHLLY KiNbKiCTb
nikapcbroro sacoby HesigknaaHoi Tepanii BeHToniHy HFA y
cepeaHboMy 3a 24 TVXKHI B NOpPIBHAHHI 3 [I GFF (pisHuua
cepe/Hix 3Ha4eHb, PO3Pax0BaHWX 3@ METOA0M HalMeHLLMX
kBagaparis, -0,51 iHranauii/noby; p<0,0001) Ta [] BFF (pi3Huua
CepejHix 3HauyeHb, PO3Pax0BaHWX 32 METOAO0M HaUMEHLLIMX
KBaaparis, -0,37 iHranauii/poby; p<0,0001) 3a oujiHKo0
edektusHocTi. EdekTt nikysanHa 36epirascs npoTarom 52 TUXKHIB.
MauieHTH, AKI oTpUMyBanu nikysaHHa 1 BGF 160/14,4/9,6 mkr,
BMKOPWUCTOBYBaNM CTAaTUCTUUYHO 3HAUYYLLO MEHLLY KiNbKICTb
NiKapcbKoTo 3acoby HeBigknaaHOT Tepanii BeHToniny HFA y
cepeaHboMy 3a 24 TUKHI 8 nopiBHAHHI 3 [ GFF (pisHuus
CcepeiHiX 3Ha4YeHb, PO3PaxX0OBAHMX 332 METOL0M HalMeHLL KX
KBagparis, -0,35 iHranauii/noby; p < 0,0001) ta [ BFF (pizHuua
CepeaHix 3HaueHb, PO3Pax0BaHMX 32 METOAOM HaMMEeHLL WX
keappartis -0,22 iHranayjii/noby; p = 0,0127) 3a oyiHKotO

ePeKTUBHOCTI.




- [NauieHTw, Aki oTpumysanw nikysanua | BGF 320/14,4/9,6 MK, Manu
CTAaTUCTUYHO 3HAYYLLI NOKPALLEHHA Bif BUXIAHOIO PiBHA cepeaHix
3Ha4yeHb, BU3HaYeHWX METOA0M HaMMEHLLWMX KBApaTis, 3araNbHOro
6any 3a onutysanbHukom EXACT 3a 52 TWsKHI B NOPIBHAHHI 3 Al GFF
(pi3HMUA cepenHix 3HaYeHb, PO3PaxOBaHMX 33 METOA0M HaWMEHLLMX
KBaapartis, -1,14 oanHuui; p < 0,0001) Ta [ BFF (pisHuus cepesHix
3Ha4YeHb, PO3PAXOBAHUX 33 METOA0M HaNMEHLMX KBaAPaTIB, -

1,04 oauHuui; p < 0,0001) 3a oUiHKOW0 edeKTUBHOCTI.

- NauienTn, aki otpumysanu nikysarHa I BGF 160/14,4/9,6 mKkr, manm
CTaTUCTUYHO 3HAYYLLi NOKPaLLEHHA Bifl BUXiZHOTO PiBHA cepeaHix
3Ha4eHb, BU3HaYeHWX METOA0M HalMEeHLLUUX KBapaTi8, 3arabHOro
bany 3a onutysanbHUkom EXACT 3a 52 TUHI B NopiBHAHHI 3 [ GFF
(pi3HMUA cepeaHiX 3HAaYeHb, PO3PAXOBAHMX 33 METOA0M HalMEHWMX
kBaaparis, -0,93 ogunuyi; p = 0,0002) Ta [l BFF (pisHuua cepeaHix
3Ha4YeHb, PO3PAX0BaHUX 338 METOA0M HalMeHLWMX KBaapaTis, -0,83
oautuui; p = 0,0010) 3a ouiHKOW eheKTUBHOCTI.

- MauieHTn, aki oTpumysanm nikysaHHa [l BGF 320/14,4/9,6 mkr,
Manun CTaTUCTUYHO 3HaYYLLi NOKPaLLEHHA CepeaHiX 3HaYeHb,
BU3HAYEHWMX METOAOM HallMEHLW WX KBaaparTis, pokansHoro bany
3riaHo 3 113 3a 24 TwxkHi B nopisHAHHI 3 1] GFF (pisHuua 0,40
0AvHUL; p < 0,0001) Ta Al BFF (pi3Huus 0,31 oamHuwj;

p <0,0001) 32 ouiHKOK edheKTUBHOCTI.

- MauieHTu, aki oTpumysanm nikyeanHs [] BGF 160/14,4/9,6 mkr,
Masn CTaTUCTUUHO 3HaYYLLI NOKPALLEHHA CepeHiX 3HaYeHb,
BU3HAYEHMX METOAOM HalMeHLLMX KBaApaTie, GokanbHoro Gany
3rigHo 3 /113 3a 24 TWxHI B NopiBHAHHI 3 1| GFF (pi3HuuA cepeaHix
3Ha4eHb, PO3pax0oBaHMX 3a METOAOM HalMMeHLWWX KeaaparTis, 0,37
oAnHuUUi; p < 0,0001) Ta Al BFF (piznuusa 0,27 oguunyj; p = 0,0005) 3a
OLIHKOIO e PEKTMBHOCTI.

AKICTb XUTTA

- 3actocysanHa [1l BGF 320/14,4/9,6 MKr 3abe3neuymno ctaTUCTMUYHO
3Hauyllle NOKPAUEHHA CePeHIX 3HaYeHb, BUZHAYEHUX METO0M
HaMeHWNX KBaapaTiB, 3aranbHoro bany 3a onutysanbHUKOM SGRQ
3a 24 TWKHI B NnopiBHAHHI 3 [1l GFF (pi3HWUA cepeHix 3HaueHb,
PO3pPax0BaHWX 3@ METOAOM HaliMeHLKMX KBaapaTis, -1,62 oAnHUL;

p < 0,0001) Ta Al BFF (pi3H1ua cepegHix 3Ha4eHb, po3paxoBaHmx 3a
MeTOAO0M HaliMeHLWWX KBaapaTis, -1,38 oauMHMu; p < 0,0001) 2a
OLLIHKOK e(peKTUBHOCTI.

- - 3actocysaHHa [ BGF 160/14,4/9,6 mkr Takox 3abe3neynno
CTAaTUCTUYHO 3HaYyLLEe NOKPALLEHHA CEPeAHIX 3HaYeHb, BUSHAYEHMX
METOA0M HallMeHLUX KBAAPaTiB, 3aranbHoro Gany 3a
onuTyBanbHMKoM SGRQ 3a 24 TWxHI B NopiBHAHHI 3 [I GFF (pisHnua
CepeAHix 3HaYeHb, PO3PaxOBaHMX 33 METOAOM HAaMMEHLIMX KBaAAPATIB,
-1,28 ogunuuj; p < 0,0001) Ta [ll BFF (pizHuus cepeHix 3HaueHsb,
PO3paxoBaHMX 38 METOA0M HaMEeHLWX KBaapaTis, -1,04 oanHuLy;
p=0,0017).

CmepTs.

- - PU3UK HacTanHa cmepTi (3 ycix NnpuymH) Bye HoMiHanbHO
CTATUCTUYHO HUXKYUM Nig Yac nikysaHnHa [l BGF 320/14,4/9,6 mkry
nopisHaAHHI 3 [l GFF (BP [95 % []]; 0,544 [0,340; 0,870], p = 0,0111)
Ta OYB UMCENBHO HUNKUYMM Yy NOpiBHAHHI 3 [ BFF (BP [95 % A]]; 0,782
(0,472; 0,1.296], p = 0,3401) 3rigHO 3 OLHIOBAHWM NOKa3HUKOM
TaKTUKW NiKYBAHHA.

- PU3UK HacTaHHA cmepTi (3 yCix MpUYmMH) 3rigHO 3 OLiHIOBAHUM
MOKa3HWKOM TaKTHMKU NiKyBaHHA ByB YNCENBHO HMKYMM NpU
3actocyBaHHi 1l BGF 160/14,4/9,6 mkr y nopisHaHHi 3 [1l GFF (BP [95 %
Al]; 0,789 [0,518; 1,202], p = 0,2690) Ta AELLO YMCENLHO BULLUM y
nopisHAHHI 3 11 BFF (BP [95 % Al]; 1,134 [0,716; 1,796], p = 0,5918).




DyHKUIA Nererb (NiAA0CNIIMEHHA 3 BUKODUCTAHHAM
DYHKLiOHanbHUX nereHesux Tectie (PT))
- 3actocysaHHa [ BGF 320/14,4/9,6 mkr 3a6e3neynno
CTaTMCTUYHO 3HaYYLLLe NOKPALLEHHA CEPEHIX 3HAYEHb,
BM3HAYEHWX METOAOM HaMEHLUMX KBaAPaTiB, NOKa3HUKIB
O®B1 AUCO-4 Ha TuxHi 24 y nopisHaxHi 3 [11 BFF (99 mn;
p<0,0001) Ta HOMIHaNbHO 3HaYYLLE NOKPALLEHHA CepeaHiX
3HaYyeHb, BU3HAYEHNX METOA0M HaWMEHLUWMX KBaapaTis,
nokasHmkis OPB1 AUCO-4 Ha TuxkHi 24 y nopisHaHHi 3 1| GFF
(49 mn; p<0,0001) 3a OUIHKO edeKTUBHOCTI.
- 3actocyBaHHa [l BGF 320/14,4/9,6 mKkr 3abezneunno
CTaTUCTUUHO 3HAYYLLLe NOKPaLLEeHHA Bif BMXiAHOTO piBHA
cepefHix 3Ha4yeHb, BU3HAYEHUX METOL0M HalMeH KX
KBaAaparTis, NOKa3HWKIB paHKOBOTO MiHiManbHoro OPB1 Ao
BBEAEHHA A031 HA TUXKHI 24 y NOPIBHAHHI 3
A1 GFF (43 mn; p < 0,0001) Ta HOMIHAaNBLHO 3HauyLLEe
NoKpalleHHa y nopisHaHHi 3 1 BFF (76 mn; p<0,0001) 3a
OUIHKOIO ePeKTUBHOCTI.
- 3acTtocyBaHHa [l BGF 320/14,4/9,6 mKkr 3abe3neunno
HOMIHa/IbHO 3HauyLLe NOKPaLEHHA MaKCMManbHOT 3MiHM Big
BMXIZHOTO PiBHA Cepe/HiX 3HaYeHb, BU3HAYEHWUX METO0M
HallMeHWWX KBaapaTie, nokasHukis OPB1 npoTarom 4 roamH
nicNA 3aCTOCYBaHHA [03M NiKapCbKOTO 3acoby 3a 24 TWXHI
nopisHaHHI 3 ] BFF (104 mn; p < 0,0001) Ta Al GFF (51 mn;
p < 0,0001) 3a ouiHKO ebeKTUBHOCTI.
- 3actocyeaHHsa ] BGF 160/14,4/9,6 mKr 3abe3neynno craTMCTMUYHO
3HaYylle NoKpauleHHA cepeaHix 3HavyeHb, BUIHAYEHMX METOA0M
HalMeHLINX KBaApaTiB, NOKa3HMKiB OPB1 AUCO-4 3a 24 TUxHI y
NopiBHAHHI 3 ] BFF (85 mn; p < 0,0001) Ta HOMIHaNbLHO 3HauylLe
NoKpauleHHa y nopisHaHHi 3 [1 GFF (34 mn; p < 0,0001) 3a oujiHKo0O
eheKTUBHOCTI.
- 3actocyBaHHa [l BGF 160/14,4/9,6 mKr Takox 3abe3neumnno
CTAaTUCTUYHO 3HaYYLLE NOKPALWEHHA Bif BUXiQHOTO PIBHA cepeaHix
3HaYeHb, BU3HaYeHNX METOAO0M HaWMEH WX KBaAPaTIB, PAHKOBOTO
MiHimansHoro O®B1 fo BBeAEHHA 403K 33 24 TUXKHI Y NOPIBHAHHKI 3
1 GFF (30 mn; p = 0,0009) Ta HOMiHaNBLHO 3HaYYLLE NOKPALWEHHA Y
nopiBHAHHI 3 [11 BFF (63 mn; p < 0,0001) 33 0UiHKOK ehEKTUBHOCTI.
- 3acTocyBaHHA [l BGF 160/14,4/9,6 mKr 3a6e3neunno HoMiHanbHO
3HauvyLle NOKPaWEeHHA MakCMManbHOT 3MiHUW Big, BMXiIAHOTO piBHA
Cepe/aHix 3HayeHb, BU3SHAYEHWUX METOA0M HAaWMEHLIWX KBapaTis,
nokasHukis OPB1 npoTArom 4 rofuH Nicns 3acToCyBaHHA A03M
NiKapcbkoro 3acoby 3a 24 TWXKHI y NnopisHAHHI 3 [1] BFF (88 mn;
p < 0,0001) Ta Al GFF (34 mn; p = 0,0002) 3a oUiHKOK epeKTUBHOCTI.

2. MopisHanHAa ) BGF 320/14,4/9,6 mkrTa

41 BGF 160/14,4/9,6 mKr

Lini gocnigykeHHa odiliiiHo He BKAtOYanu nopisHaHHA [1| BGF
320/14,4/9,6 mkr Ta
1 BGF 160/14,4/9,6 MKr TafoCAifKEHHA HE Mano CTaTUCTUUHOT
NOTYXHOCTI ANS UbOro.

1 LMY
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[iNA NePBUHHOI KiHLEBOT TOUKM ePeKTUBHOCTI He Byno
NOMITHOI pi3HWUi mix [ BGF 320/14,4/9,6 mkr Ta []| BGF
320/14,4/9,6 mkr Ta [l BGF 160/14,4/9,6 MKr Y NOPIBHAHHI 3
[l GFF a6o [l BFF wopao BnauBy Ha 4YacToTy 3aroCTpeHb

XO3/1 nomipHoro abo TAXKKOro CTyneHs y 3aranbHii

nonynauii.

Hesenuki uncenbHi BigMiHHOCTI Ha KopucTb [

BGF 320/14,4/9,6 mKkr cnocTtepiranvca Ans HanbinbLumx
BTOPMHHUX KiHUEBNX TOHOK edekTuBHOCTI (niaxoam y CLUA Ta
3a mexkamu CLUA) y nopisHaHHI 3 1| BGF 160/14,4/9,6 mKr.
Hai6inblw nomiTHO crnocTepiranoca HOMIHaNBLHO 3HauyLe
3HUXKEHHA PU3KMKY HACTaHHA CMepTi (3 ycix NpuumnH) npu
3actocyBaHHi [ll BGF 320/14,4/9,6 mkr y nopisHaHHi 3 [l GFF,
afne He npw 3actocysanHi [l BGF 160/14,4/9,6 mkry
nopisHAHHI 3 I GFF.

4 AHanizu niarpyn

[nA KiHLeBMX TOYOK YacToTk 3arocTpeHb XO3/1 nomipHoro abo
TAMKOrO CTYNEeHA NOKasHWK PaHKoBOro MiHimansHoro O®B1 Ta
O®B1 AUCO-4, BennumnHa KOPUCTi AR NOPIBHAHD, LLLO
CTaHOBNATDL iHTepec, [l BGF 320/14,4/9,6 MKry nopisHAHHI 3 [
GFF ta [l BFF 3aranom 6ynu noaibHumm y niarpynax 3a Takumm
napameTpamm:

- Bik

- Cratb

- Paca

- KpaiHa (npoaHanizosaHo nuwwe yactoTy 3aroctpeHs X03/1
NOMIpHOro abo TAMKOTO cTyneHs)

- Biacotok nporHozoearoro O®B1 nicna 3actocyBaHHs
bpoHxoniTuka

- 3aroCTpeHHn B aHamHesi (AN 4aCTOTU 3arocTpeHb

X031 nomipHoro abo Taxkoro

cTyneHsa 1a O®B1 AUCO-4)

- 3actocyBaHHA IKC Ha eTani CKpUHiHry

[nfA KIHUEBMX TOYOK 4aCTOTK 3arocTpeHb X03/1 nomipHoro a6o
TAMKOrO CTYNeHsA NOKa3HWK PaHKOBOMO MiHimanbHoro O®B1 Ta
O®B1 AUCO-4, BesiMunHa KOPUCTI ANA NOPIBHAHD, LLO
CTaHOBNATb iHTepec, [l BGF 160/14,4/9,6 mKry nopisHaHHi 3 [
GFF ta [l BFF 3aranom 6ynn nogibHumm y niarpynax 3a Takumu
napameTpamu:

- Bik

- Cratb

- Pacosa npuHanexHicts (gna miHimansHoro OPB1)

- Kpaina (npoananizoBaHo Auwe YacToTy 3aroctperb XO3/1
NOMIpHOro abo TAXKKOro CTyneHs)

- Biacotok nporxozosanoro O®B1 nicas 3actocysaHHs
BpoHxoniTnka

- 3arocTpeHHA B aHamHesi (4718 4acTOTU 3aroCTpeHb

XO3/1 nomipHoro abo TAXKKOro cryneHa Ta

0®B1AUCO-4) . 7770

- 3acTocyBaHHsa IKC Ha-eTani EKpMHi‘Hlf.V

b/ ) 3




KopucTs wono 3aroctperb XO3/1 nomipHoro abo TamKoro

CTYMNEHA Ta 3MiHM Bif BUXiAHOTO PiBHA PAHKOBOTO

MiHimanbHoro O®B1 ao BBegeHHA 403K Byau BinbluMmK

408 NiArPYNK NaLierTIB 3 KiNbKICTIO e03uHOGINIB y KPOBi Ha

BUXIAHOMY PiBHI >150 KNITMH/MM3, HiXK Y NaLEHTIB 3

KINbKICTIO €03MHOINIB Y KPOBI Ha BUXiAHOMY piBHI

<150 KkniTH/MM3, 0fHaK KOPUCTL cnocTepiranaca B 06ox

niarpynax 3a Kinbkictio eoznHodinie. 3aranom, edekt IKC

36inblyBaBCa 3i 36iNbWeEHHAM PiBHA e03KMHOBINIB. KopucTb

3acTocyBaHHA BAK/J] CTOCOBHO 4acToOTu 3aroctpeHsb X03/1

NOMIpHOro abo TAMKKOTO CTYNeHA Ta 3MiHM Bia BUXigHOrO

pisHa ODB1 AUCO-4 6ynu nogibHUMKM y mexax BCboro

nianasoHy pieHiB e03nHOINIB y KPOBI Ha BUXiAHOMY PiBHI.

5. BuKopucTaHHA pecypciB 0XxopoHu 3a0pos’a (HCRU)

- HCRU, nos’a3aHe 3 XpOHiYHUM OBCTPYKTUBHUM

3aXBOPHKIBAHHAM NIereHb, B OKPEMUX KaTeropiax 6yno saranom

noAibHUM MidK rpynamu NikyBaHH#A, 04HaK BUKOPUCTAHHA,

3aranom, 6yno 6inbwmm y rpynax 3actocyBaHns [ GFF ta /1l BFF

Y NOpiBHAHHI 3 rpynamu [ BGF 320/14,4/9,6 mkr 1a [l BGF

160/14,4/9,6 mKr.

- HaluacTiwe nosigomnioBaHumm asuwamm HCRU,

nos’azaHumu 3 XO3/1, 6ynun ambynatopHi Biautu (gianason:

38,9-40,1 %), noTim TenedoHHi A3BiHKK (aianasoH: 18,3—

21,3 %).
= Monpu HesenWKY BenuumMHy yactota HCRU ann
ambynatopHux Bi3uTie Ta TenepoHHUX A3BiHKIE Byna
binbwoto y rpynax 3actocysaHHa Al GFF (40,0 % Ta 21,3
%, signosigHo) Ta Al BFF (40,1 % ta 20,5 %, BignosiaHo)
y NOPIBHAHHI 3 rpynamu 3actocyBaHHa [| BGF
320/14,4/9,6 mkr (38,9 % Ta 18,3 %, BignosiaHo) Ta [
BGF 160/14,4/9,6 mkr (39,9 % Ta 20,2 %, BignosiaHo).

- HCRU, He nos’asaHe 3 XO3/1, byno 3aranom nogibHe mix

rpynamu NikyBaHHA.

- 3aranom cepeHA KiNbKicTb AHIB, NPOBEAEHUX Y NiKapHI,

noe’asaHunx 3 XO3/1 Ta He noB’a3aHmx 3 XO3/1, Ha 04HOrO

nauieHTa, byna 3aranom NoAIBHOIO MiXK rpynamm NikyBaHHs.

- CepefHs KinbKicTb poboymnx AHIB, NPONYLLEHMX NALiEHTOM Ta

ocoboto, Wo 3ailcHI0E AorNAA 3a naujieHTom, byna 3aranom

NOAIBHOK MiX rpynamu NiKyBaHHA.

21. Pe3aynbTatu besneku

PT010005 (ETHOS)

3aranom yci MeToam NikyBaHHA A06pe NepeHOCUNUCH i 3KOAHUX
HOBWX abo HeouikyBaHWX AaHuX 3 Be3neKku He cnocTepiranocs.
- 3aranbHa KiNbKiCTb NIDAMHO-POKIB ekcnoauLii Byna
HalmeHwoto y rpyni il GFF (1770,01 ntoguHo-pokis) Ta
Haueuwotw y rpynax [l BGF 320/14,4/9,6 mkr Ta [l BGF

e




160/14,4/9,6 mkr (1895,38 Ta 1889,85 MOAMHO-POKIB,
BiZANOBIAHO).

- 3aranom HaibinblWw YacTUMK NOBIYHUMMK ABMLLAMM, AKI
BUHUKAW Nig Yac nikysaHHa (MAMNN), 33 TepmiHOM nepesakHOro
3acTocyBaHHaA bynu Hazodapuurit (10,5 %), X031 (10,4 %) Ta
iHpeKUia BepxHix AuxanbHUX wnaxis (5,6 %). 3aranom yactoTa i
xapakrtep MANA 6ynun noaibHumu y rpynax

NikyBaHHA y nepiog 3 0 00 <24 TUAKHIB Ta >24 TWKHIB.

- BianosigHo oo TepmiHy nepeBaXHOro 3acTOCyBaHHA
HanbinbLw yactumum NANJ, 3a OLHKOIO AOCAIAHWKA, 3aranom
BBA)Xa/IMCA ABMLLA, NOB'A3aHI 3 3aCTOCYBAHHAM NIKAPCHKUX
3acobiB, 10 AKMX HaNeXann KaHANA03 NOPOKHUHYM poTa (1,4 %)
Ta XO3/1, aucdonia Ta 3aguika (no 0,7 % 4198 KOKHOTO ABULLA).
Habinbiw yactumm CMA, AKi BUHUKAK nif, vac NikyBaHHsA, 3a
OULIHKOIO foCniAHUKA, 3aranom 6ynu XO3/ (0,7 %) Ta nHeBMOHIs
(0,2 %).

- [1po BUHUKHEHHA TAXKKX MATN nosigomnanoca y 18,4—
19,3 % nauieHTiB MixK rpynamu nikysaHHa. HalyacTiwe
nosigomntoanum MAMJ 6yno XO3/1; yactota Taxkux MAMNN y
eurnaai X03/1 byna nogibHoo mix rpynamm nikysaHHs
(aianasoH: 9,4-11,3 %).

- 3aranom, y 1744 naujenTis (20,4 %) nosigomnanoca npo
BMHUKHEHHA CA, AKi BUHMKAW Nig vac nikysaHHA. HaibinbL
vactumm CrA, AKi BUHWMKAKM Nia Yac NiKyBaHHA, 3aranom Byam
X037 (10,4 %) Ta nHeBMOHIA (2,5 %); yci iHwi CMA, aki
BMHMWKaNKM nig vac nikysaHHa, bynu y <0,7 % nauieHTie. YacTtoTa
CIA, aki BUHMKanW nig yac NikyBaHHa, byna 3aranom noaibHow
MDX FpyNamu NikyBaHHSA.

- 3aranomy 112 nauientis (1,3 %) peectpysanuca N4, aki
BUHWKaNK Nif 4ac NikyBaHHA, 3i CMepTebHUM HaCcNiAKOM, 1po
AKI NOBIAOMIAB AOCNIAHMK; YaCcTOTa BUHUKHEHHA Byna
HalHwxyoto B rpyni [l BGF 320/14,4/9,6 mkr (0,9 %), paniy
rpynax I BGF 160/14,4/9,6 mkr (1,3 %), 1l BFF (1,4 %) Ta I GFF
(1,6 %). MA, AKi BUHMKANW NiA Yac NiKyBaHHA, 3i CMEpPTENbHUM
HacniAKOM, HayacTile NiATBEPAKYBANNCA pesynbTaTamm
EKCNepTHOro BUCHOBKY AK cepueBo-cyauHHi (0,6 %) Ta
pecnipaTopHi (0,3 %) aBuwa. Mpo iHwWi aBMWa 3aranom
nosigomnanoca y >0,2 % nauieHTis.

- - 3aranom y 517 nauienTis (6,1 %) nosigomnanoca npo
npuHaimHi 1 NAN, wo npu3Benu 40 ckacyBaHHA
O0CNIAKYBAHOTO NiKapcbKoro 3acoby. Haibinbw vactumm
MAN, wo npusBenu A0 CKacyBaHHA AOCNIAKYBAHOMO
NnikapcbRoro sacoby, 3aranom 6yam X037 (1,6 %), a Takox
3aAuWluKa Ta nHesMoHia (no 0,4 % ana koxHoro). YactoTa NAMN/,
IO NPW3BEIM A0 CKACyBaHHA AOCNIAMKYBAHOTO NiKapCbKOro
3acoby, 6yna 3aranom nogibHOI MisK rpynamm nikyBaHHA.

- - HacToTa nobivHMX ABULL, L0 NPeACTaBAAOTL iHTepec

(AESI), Byna 3aranom HU3LKOI Ta NOAIBHOK MisK rpynamm
NikyBaHHA. Hailbinbl yactummn AES| 3aranom 3a TepmiHamm
NEePEBAXHOI0 3aCTOCYBaHHA Bynn nHeBmMmoOHIA (4,1 %),

BpoHxiT (3,3 %) Ta apTepianbHa rinepteHsis (2,9 %). Npo
nobiuHi ABULLA, IO CTAHOBNATL 0COBAMBWIA iHTepec,




33 MeAUYHUM NOHATTAM «KaHauao3» Ta «JuchoHia» abo
«adoHia», Akl NOB'A3aHi 3 3acToCyBaHHAM

IKC, yacTiwe nosinomnanoca y rpynax 3acTocyBaHHA NikapCbKux
3acobis, wo mictats IKC (3,2 % 1a 1,8 %, BignosigHo; ans | BGF
320/14,4/9,6 mkr, 2,5 % Ta 1,3 %, BianosigHo; ana Al BGF
160/14,4/9,6 mkr 1a 3,1 % Ta 1,5 %, BignosiaHo, ana ] BFF) y
nopisHAHHI 3 rpynow Al GFF (1,2% Ta 0,3 %, BignosigHo).
3aranom 4actoTta nigTBepaAMKeHol NHeBMOHIT cTaHoBuna 3,6 %;
3a/1€XKHO Bif rpynu NikyBaHHA, YacToTa Byna BULIOK y rpynax
3aCTOCYBaHHA NiKapcbkux 3acobis, Wwo mictats IKC (4,2 % ana O]
BGF 320/14,4/9,6 mkr; 3,5% ans [l BGF 160/14,4/9,6 mKr Ta
4,5% pna [l BFF) y nopisHaHHi 3 rpynoto A GFF (2,3 %) 6es
gmicty IKC. TeHaeHUii v 4acTOTi BUHWKHEHHA NiATBEPAMKEHOI
MHEBMOHIT,  CKOpWroBaHoi  BIAHOCHO  eKkcnosuuii, 6yau
nodibHMmn [0 TeHAeHUiW, AKi cnocTepiraamMca y  yacToTi
BMNAAKiB cepen naujeHTis. YactoTa BMNAAKIB MiATBEpPAMKEHOI
NHEBMOHIT He 36inbwysanaca ecepeauHi abo mix rpynammu
NiKyBaHHA 33 nepiod 3 TvxkHa 0 Ao

<24 TvxHiB (gianasoH: 1,4-2,0 %) y NOPiBHAHHI 3 Nepiogom

>24 TvKHiB (gianazon: 1,0-2,8 %).

- 3araNom 4acToTa NALIEHTIB 3 ABULLAMM, NIATBEPASKEHUMU AK
MACE, cTanosuna 1,5 %; 3a rpynamu nikyBaHHa yactota 6yna
HaWBuuowo y rpyni 1 GFF (2,1 %) Ta HalimeHwoto y rpyni ] BFF
(1,1 %). Mpu nonpasui Ha eKCNO3MLiK0 YacToTa ABULL,
niaTeepaxkeHnx ak MACE, 6yna HalBuwow y rpyni [l GFF (26,6
AsuLa Ha 1000 nioanHO-poKiB) Ta NoAgibHo mixk rpynamu [
BGF 320/14,4/9,6 mkr, il BGF 160/14,4/9,6 mkr, a Takox [l| BFF
(nianaszon: 13,1-16,9 senwa Ha 1000 n0AWHO-POKIB).

- - 3arasom 4acToTa TEPMIHIiB NEePEeBa)KHOT0 3aCTOCYBaHHA
HOBOYTBOPEHb ByNa HM3bKOK Ta NOAIBHOW MiXK

rpynamm nikysaHHsa (aianasox: 0-0,3 %).

- - ¥ nigrpynax ouiHkm be3nekn He Big3HAYano0ca 3HaYHMX
AaHunx 3 6esnekn woao MNA MiXk MeTofamu NikyBaHHA 3 Ornaay
Ha BIK, CTaTb Ta PacoBY HANEMHICTb, AKI He Byau 6 BinoBpaeHi
V 3aranbHii nonynauii.

- He cnocrepiranoca KNIHIYKHO 3HAYYLUMX TEHAEBHLIN Y
nabopaTtopHux NOKAa3HUKax (30Kpema, PiBHA Kanito Ta

TNOKO3M), OCHOBHMX Bi3ioNoriyHMX NoKasHUKIB abo EKI 3

Hacom MIXK rpynamu NikyBaHHA,

--Y4acToTa BUHMKHEHHA NiCNA BUXIAHOTO piBHA HOBUX abo
NOripleHHA NOTEHLINHO KNiHIYHO 3Hauywwmx (PCS)
nabopatopHux nokasHukie, EKI Ta 0CHOBHMX QizionoriyHmx
NOKa3HUKIB ByNa 3aranom HU3bKOIO Ta NoAIBHOK MiX rpynamu
NiKyBaHHA.

-- Y nigaocninKeHHi uinogobosoro

XONTEPIBCbKOTO MOHITOPUHIY NOMITHOT PI3HULI MiX

rpynamu nikysaHHa ana Oyab-AKOoi 3 KiHLEBUX TOYOK

33 XONTePIiBCbKMM MOHITOPUHIOM, BKAKOYHO 3

4aCcTOTOK CepLEeBnX CKOpoUYeHb (3miHa Bia BUXigHOTO Rl
piBHA: f0BOBa cepeaiHA, AeHHA CepeaHsa, HiYHa '
cepenHa, obosa makcumansHa Ta nobosa P




MiHiManbHa), WAYHOYKOBOK apUTMIEID Ta
HaALWNMYHOYKOBOK apMTMiEIO He CﬂOCTEp]I’BJ’IOCﬂ.

22. BUCHOBOK (3aKNto4yeHHs)
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- [AnA NepBUHHOT KiHLEBOT TOYKK 3acTocyBaHHA [1| BGF
320/14,4/9,6 mxr ta Al BGF 160/14,4/9,6 mKr 3abezneumno
CTaTUCTMYHO 3HaYYLLe 3MEHLUEHHA YaCTOTH BUHUKHEHHA
3aroctpeHb XO3/1 nomipHoro abo TAMKOro CTyneHs y
NOPIBHAHHI 3 060Ma ABOKOMNOHEHTHUMM NpenapaTamm
nopieHAHHA (4| GFF ta 4] BFF).

- - CTaTUCTUUHO 3HaYYLLA KOPUCTL cnocTepiranaca ana [l BGF
320/14,4/9,6 mkr Ta Al BGF 160/14,4/9,6 mKr

Y NOPIBHAHHI 3 060Ma ABOKOMMNOHEHTHUMM

npenapatamu nopisHAHHA (4! GFF Ta ] BFF) ana

BiNbLIOCTI BTOPUHHUX KIHLEBUX TOUOK ePEKTUBHOCTI.

- Mpw 3actocysanHi [| BGF 320/14,4/9,6 mKr y nopisHaxHi 3 [
BGF 160/14,4/9,6 mKr 3a 6inblUicTIO BTOPUHHMX KiHLEBWUX TOHOK
cnocTepiranaca ymcensHo binblua BignosBiab.

- - HoMiHanbHO 3Hauylla KOPUCTL CTOCOBHO CMEPTHOCTI 3 yCix
npuymH cnoctepiranaca ana Al BGF 320/14,4/9,6 mkr vy
nopisHaHHi 3 J1 GFF.

- - besneunictb Ta nepeHocumictb [ BGF 320/14,4/9,6 mkr ta A
BGF 160/14,4/9,6 mkr BiAnoBiganum sigommm npodinam
[ABOKOMMNOHEHTHWX NpenapaTie NOpPiBHAHHSA.

[3aABHUK (BNacHuK
|peecTpauiiHoro
|nocsigveHHs)

Maeryc Aypisinaiyc (Magnus Aurivillius)

(nignwc)

‘po3pobok, Actpa3eHeka

Marnyc Aypisinniyc, AMNAOMOBaHWUIA NiKap, AOKTOP
dinocodii, KepiBHUK rpynu rnobanbHUX KNIHIYHUX
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Annex 30

to Procedure for Conducting Expert Evaluation
of Materials Pertinent to Medicinal Products,
which are Submitted for State Registration
(Re-Registration) and Expert Evaluation

of Materials about Introduction of

Changes to Registration Documents

during the Validity Period of

Registration Certificate (paragraph 4,

Section V)

Clinical Trial Report

1. Name of medicinal product (Marketing  [TRIXEO AEROSPHERE, pressurised inhalation,
Authorisation number, if any) suspension, 5/7,2/160 mcg

2. Applicant AstraZeneca AB

SE-151 85 Sodertalje, Sweden

3. Manufacturer AstraZeneca Dunkerque Production
224 avenue de la Dordogne, Dunkerque, 59640, France

(Manufacture, primary packaging, secondary packaging,
QC release testing and batch release)

PPD Development, LP

8551 Research Way, Suite 90, Middleton, W| 53562,
USA

(Alternate site for QC release testing)

4. Conducted studies: m yes no if no, provide rationale

1) type of medicinal product for which Medicinal product with a fixed combination
registration was conducted or planned to
be conducted

5. Full title of the clinical trial, code number [PT010006 (KRONOS):

of the clinical trial _ )
A Randomized, Double-Blind, Parallel-Group, 24-Week,

Chronic-Dosing, Multi-Center Study to Assess the
Efficacy and Safety of PT010, PT003, and PTO09
Compared with Symbicort® Turbuhaler® as an Active
Cantrol in Subjects with Moderate to Very Severe
Chronic Obstructive Pulmonary Disease

PTO010006

NCT02497001

6. Clinical trial phase Phase Ill (both studies)

Konlﬂ BFPHA"
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7. Clinical trial time frame

PT010006 (KRONOS): From 10 Aug 2015 through 05 Jan
2018

8. Countries where the clinical trial was
conducted

PT010006 (KRONOS): Canada, China, Japan, United
States of America

9. Number of subjects

PT010006 (KRONOS):

planned: 1,800 randomised
actual: 1,902 randomised

10. Primary and secondary objectives of the
clinical trial

PT010006 (KRONOS)

Primary Objective:

* To assess the effects of BGF MDI, GFF MDI, BFF MDI,
and Symbicort TBH on lung function

Secondary Objectives:

* To assess the effects of BGF MDI, GFF MDI, BFF MDI,
and Symbicort TBH on dyspnea

* To assess the effects of BGF MDI, GFF MDI, BFF MDI,
and Symbicort TBH on quality of life

* To assess the effects of BGF MDI, GFF MDI, BFF MDI,
and Symbicort TBH on symptoms of chronic obstructive
pulmonary disease (COPD)

* To assess the effects of BGF MDI, GFF MDI, BFF MDI,
and Symbicort TBH on COPD exacerbations

* To determine the time to onset of action of BGF MDI,
GFF MDI, BFF MDI, and Symbicort TBH

11. Clinical trial design

PT010006 (KRONOS)

KRONOS was a 24-week trial (N=1,896) that compared
two inhalations twice daily of BREZTRI AEROSPHERE
160/7.2/5.0 micrograms, with two inhalations twice
daily of glycopyrronium and formoterol fumarate
dihydrate [GFF MDI 7.2/5.0 micrograms], 11
budesonide and formoterol fumarate dihydrate [BFF
MDI 160/5.0 micrograms]) and open label active
comparator Symbicort Turbuhaler 200/6 micrograms
[budesonide/formoterol fumarate dihydrate]. There
was a 28-week extension, for up to 52 weeks of
treatment, in a subset of patients.

The two primary endpoints in KRONOS were FEV1 area

change from baseline in marning pre-dose trough FEV/}"
over 24 weeks. Tay

under the curve from 0-4 hours (FEV1 AUCO-4) and . *{"." ..
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KRONOS was conducted in patients with moderate to
very severe COPD (post-bronchodilator FEV1 225% to
<80% predicted), who had a CAT score of 10 or above
while receiving two or more inhaled maintenance
therapies for at least 6 weeks prior to screening. During
the screening period, the mean post-bronchodilator
percent predicted FEV1 was 50%. A prior history of
exacerbations in the last 12 months was not required in
KRONOS and less than 26% of patients reported a
history of ane or more moderate/severe exacerbations
in the prior year. The mean CAT score was 18.3 and a
total of 72% of subjects were on ICS-containing
treatments prior to screening.

12. Key inclusion criteria

PT010006 (KRONOS)

Given their signed written informed consent to
participate.

Subjects with an established clinical history of COPD as
defined by the American Thoracic Society
(ATS)/European Respiratory Society (ERS), or other local
applicable guidelines.

Current or former smokers with a history of at least 10
pack-years of cigarette smoking.

Forced expiratory volume in 1 second (FEV1)/Forced
vital capacity (FVC) ratio must be <0.70 and FEV1 must
be <80% predicted normal value calculated using
NHANES Il reference equations (or reference norms
applicable to other regions).

Required COPD maintenance therapy:

All Subjects must have been on two or more inhaled
maintenance therapies for the management of their
COPD for at least 6 weeks prior to Screening. Scheduled
SABA and/or scheduled SAMA are considered inhaled
maintenance therapies

Non-child bearing potential (ie, physiologically
incapable of becoming pregnant, including any female
who is 2 years post-menopausal); or Child bearing
potential, has a negative serum pregnancy test at Visit
1, and agrees to acceptable contraceptive methods
used consistently and correctly for the duration of the
study.

13. Investigational medicinal product,
method of administration, strength

budesonide/glycopyrronium/formoterol fumarate

mouthpiece) contains budesonide 160 $o\ .

e !

Konig BIPH*

o

dihydrate, 160/7.2/5.0 micrograms/actuation, &

pressurised inhalation, suspension. fo Al 3
£/
s P ipT®

Each delivered dose (the dose that leaves the o - % e
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micrograms, glycopyrronium bromide 9.0 micrograms,
equivalent to 7.2 micrograms of

glycopyrronium and formoterol fumarate dihydrate 5.0
micrograms, equivalent to 4.8

micrograms of formoterol fumarate.

This corresponds to a metered dose of budesonide 182
micrograms, glycopyrronium bromide 10.4 micrograms,
equivalent to 8.2 micrograms of glycopyrronium and
formoterol fumarate dihydrate 5.8 micrograms,
equivalent to 5.5 micrograms of formoterol fumarate.

14. Comparator, dose, method of
administration, strength

PT010006 (KRONOS)

Drug: GFF MDI (PT003) 14.4/9.6 pg ex-actuator
7.2/4.8 ug per actuation MDI/ 120 inhalations,
Taken as 2 inhalations BID

Drug :

BFF MDI (PT0O09) 320/9.6 ug ex-actuator,
160/4.8 ug per actuation, MDI/ 120 inhalations,
Taken as 2 inhalations BID

15. Concomitant therapy

PT010006 (KRONOS)

Albuterol Sulfate inhalation aerosol 90 ug ex-actuator-
Taken as directed

Ipratropium bromide HFA inhalation aerosol 34 g ex-
actuator- Taken as 2 inhalations QID during Screening

16. Efficacy endpoints

PT010006 (KRONOS)

Primary Endpoint (Japan/China Approach)

* Change from baseline in morning pre-dose trough
FEV1 over Weeks 12 to 24 (BGF MDI versus BFF MDI,
BGF MDI versus GFF MDI, and BFF MDI versus
Symbicort TBH)

Primary Endpoints (EU/Canada Approach)

* FEV1 area under the curve from 0 to 4 hours (AUC0-4)
over 24 weeks (BGF MDI versus BFF MDI and BGF MD|
versus Symbicort TBH)

* Change from baseline in morning pre-dose trough

MDI versus Symbicort TBH[non-inferiority])

.%-- 'f'
Primary Endpoints (US Approach) {3 R

* FEV1 AUCO-4 at Week 24 (BFG MDI versus BEF MDl

KOniA
[l

FEV1 over 24 weeks (BGF MDI versus GFF MDI and BF R -



* Change from baseline in morning pre-dose trough
FEV1 at Week 24 (BGF MDI versus GFF MDI)

Secondary Efficacy Endpoints:

Endpoints that are not considered primary for an
approach or region have been included under
secondary endpoints. In addition, perspectives vary
about time points to be included from some end points.
Therefore, secondary endpoints differ between
approaches.

Secondary Endpoints (Japan/China Approach):

* Change from baseline in morning pre-dose trough
FEV1 over 24 Weeks

* FEV1 area under the curve from 0 to 4 hours (AUCO0-4)
over Weeks 12 to 24 (BGF MDI versus BFF MDI and BFF
MDI versus Symbicort TBH)

* Change from baseline in St. George’s Respiratory
Questionnaire (SGRQ) total score over Weeks 12 to 24
* Transition Dyspnea Index focal score over Weeks 12
to 24

* Change from baseline in average daily rescue Ventolin
HFA use over 24 weeks

e Peak change from baseline in FEV1 within 4 hours
post-dosing over Weeks 12 to 24

* Time to clinically important deterioration (CID)

* Time to onset of action on Day 1

Secondary Endpoints (EU and Canada Approach):

* Change from baseline in morning pre-dose trough
FEV1 over 24 weeks (BGF MDI versus BFF MDI)

* Transition dyspnea index (TDI) focal score over 24
weeks (EU only)

* Change from baseline in St. George Respiratory
Questionnaire (SGRQ) total score over 24 weeks

* Change from baseline in average daily rescue Ventolin
HFA use over 24 weeks

* Peak change from baseline in FEV1 within 4 hours
post-dosing over 24 weeks

* Rate of moderate or severe COPD exacerbations

* Change from baseline in the Evaluating Respiratory
Symptoms in COPD (E-RS: COPD) RS-Total score over 24
weeks

* Time to CID

* Time to onset of action on Day 1

Secondary Endpoints (US Approach):
* Change from baseline in morning pre-dose trough
FEV1 over 24 weeks




* Percentage of subjects achieving an MCID of 4 units or
more in SGRQ total score (SGRQ responders) at Week
24

* Change from baseline in average daily rescue Ventolin
HFA use over 24 weeks

* Peak change from baseline in FEV1 within 4 hours
post-dosing at Week 24

* Rate of moderate or severe COPD exacerbations

* Time to onset of action on Day 1

17. Safety endpoints PT010006 (KRONOS)

-Adverse events (AEs)

-12-lead electrocardiograms (ECG)
-Clinical laboratory testing

-Vital sigh measurements

18. Statistical methods
PT010006 (KRONOS)

Patients from all countries were included in all
statistical analysis approaches. We did all analyses using
SAS (version 9.4 or later). All efficacy assessments were
relative to pre-dose baseline values obtained at
randomisation (FEV1, BDI, and SGRQ), or over the last 7
days of screening (rescue medication use and RS-Total
score).

Baseline FEV1 was defined as the average of non-
missing values obtained 60 min and 30 min before
dosing on day 1 of treatment.

The primary estimand of interest for superiority

testing was the efficacy estimand, which was defined

as the hypothetical effect of the randomised treatment
in all patients assuming continuation of randomised
treatments for the duration of the study, regardless of
actual compliance. We did the primary efficacy analysis
for the efficacy estimand using the modified
intentionto- treat population (all patients with post-
randomisation data obtained before discontinuation
from treatment).

We analysed patients according to assigned treatment
group. The second estimand of interest for superiority
testing was the attributable estimand, which we also
assessed in the modified intention-to-treat population,
accounting for patients who discontinued treatment
because of lack of efficacy or tolerability (unfavourable |-
outcomes), and imputing missing data; patients without}-
data after randomisation were not included in d f

the attributable estimand. The per-protocol $3 4013 A=
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estimand was the primary estimand for the
noninferiority analyses of BFF MDI compared with BUD/
FORM DPI, and used the per-protocol population (all
patients who were randomly assigned to treatment,
used any amount of study treatment, and had
postrandomisation data obtained before any major
protocol deviations). For the primary efficacy analyses,
all comparisons were for superiority except for the
comparison of BFF MDI versus BUD/FORM DPI, which
was for noninferiority (margin of =50 mL from lower
bound of 95% Cl). We analysed the change from
baseline in morning pre-dose trough FEV1 using a linear
model with repeated measures. The model included
treatment, visit, treatment by visit interaction, and
inhaled corticosteroid use at screening as categorical
covariates, and baseline FEV1, percent reversibility to
salbutamol, and baseline eosinophil counts as
continuous covariates. We used an unstructured
covariance matrix to model correlation within a patient.
We calculated two-sided p values and point estimates
with 95% Cls for each treatment difference.

We analysed change from baseline in FEV1 AUC0-4
over 24 weeks and at week 24 using a similar approach
to that used for morning pre-dose trough FEV1. We
calculated AUC using the trapezoidal rule and
normalised it by dividing by the time (h) from dosing to
the last measurement included. Treatment comparisons
for which p values of 0.05 were reported were
considered as significant if they satisfied the type | error
control strategy. Comparisons for which p was less than
0 + 05, which either failed or were not included in the
type | error control strategy, are reported as nominally
significant.

19. Demographic data of the study
population (sex, age, race, etc.)

PT010006 (KRONOS)

IThe majority of subjects in the mITT Population were
male (71.2%) and not Hispanic or

Latino (97.6%). Overall, 50.1% of subjects were white
and by design, a large percentage of

subjects (44.9%) were Asian. The large proportion of
Asian subjects was due to the study

being conducted in China and Japan (Table 18). The
mean age was 65.2 years, with the |
majority of subjects in the 265 years age group (55.4%).
Demographic characteristics were fofe
generally similar across the treatment groups. 2

/




20. Efficacy outcomes

PT010006 (KRONOS)

Efficacy summaries and conclusions are presented for

the Japan/China approach, the

EU/Canada approach, and the US approach separately

due to the different interpretation of the

results based on the procedures to control Type | error.
1. Japan/China Approach

BGF MDI demonstrated statistically significant

improvements in the pre-specified pairwise

comparisons for the primary endpoint. There were also

improvements (statistically significant,

nominally significant, or numerical) favoring BGF MDI vs

GFF MDI and BGF MDI vs BFF

MDI for all secondary endpoints.

Primary endpoint:

- BGF MDI demonstrated statistically significant
improvements in LS mean change from baseline in
morning predose trough FEV1 over Weeks 12 to 24
compared with GFF MDI (20 mL; p=0.0424) and BFF
MDI (77 mL; p<0.0001), using the Efficacy Estimand.
Results using the Attributable Estimand were consistent
with those for the Efficacy Estimand. BFF MDI was non-
inferior to open-label Symbicort TBH using the PP
Estimand.

Secondary endpoints:

-BGF MDI demonstrated improvements in LS mean
change from baseline in morning predose trough FEV1
over 24 weeks that were statistically significant
compared with BFF MDI and nominally significant for
GFF MDI. BGF MDI also demonstrated statistically
significant improvements in LS mean FEV1 AUCO-4 (117
mL; p<0.0001) and peak change from baseline in FEV1
within 4 hours postdose (120 mL; p<0.0001) compared
with BFF MDI over Weeks 12 to 24. The time to onset
was 5 minutes for all treatments.

- BGF MDI showed numerical improvements in LS mean
SGRQ total score over Weeks 12 to 24 compared with
GFF MDI and BFF MDI.

-BGF MDI showed small numerical improvements in LS
mean TDI focal score over Weeks 12 to 24 compared

with GFF MDI and BFF MDI. The differences were not °
statistically significant.

------



- BGF MDI showed small numerical improvements in LS
mean change from baseline in average daily rescue
Ventolin HFA use over 24 weeks compared with GFF
MDI and BFF MDI. The differences were not statistically
significant.

-The risk of a CID event was nominally significantly
lower during treatment with

-BGF MDI relative to BFF MDI; a numerically lower risk
of a CID event was observed during treatment with BGF
MDI relative to GFF MDI,

-BFF MDI was non-inferior to Symbicort TBH using the
PP Estimand for the secondary endpoints of LS mean
change from baseline in morning predose trough FEV1
over 24 weeks, LS mean FEV1 AUC0-4 and peak change
from baseline in FEV1 within 4 hours postdose over
Weeks 12 to 24, LS mean SGRQ total score over Weeks
12 to 24, and LS mean TDI focal score over Weeks 12 to
24. Results for the secondary endpoints of LS mean
change from baseline in average daily rescue Ventolin
HFA use over 24 weeks and the risk of a CID event were
not within the pre-specified non-inferiority margins.
While non-inferiority of BFF MDI vs Symbicort TBH was
not demonstrated for time to CID, the differences
between treatments were small and the 95% Cls
included 1, suggesting that there is insufficient evidence
to conclude that the effects of BFF MDI and Symbicort
TBH on the risk of a CID event differed. The differences
between treatments for rescue Ventolin HFA use should
be interpreted cautiously given that Symbicort TBH was
administered open-label and the magnitude of
differences were small.

Other efficacy endpoint:

-The rate of moderate or severe exacerbations, an
other efficacy endpoint for the Japan/China approach,
was nominally significantly lower during treatment with
BGF MDI relative to GFF MDI (rate ratio [95% Cl]: 0.48
[0.37, 0.64], p<0.0001) and numerically lower during
treatment with BGF MDI relative to BFF MDI (rate ratio
[95% Cl]: 0.82 [0.58, 1.17], p=0.2792) and Symbicort
TBH (rate ratio [95% Cl]: 0.83 [0.59, 1.18] , p=0.3120)
using the Efficacy Estimand.

Taken together, these results provide evidence forthe~|

efficacy of BGF MDI vs GFF MDI and BGF MDI vs BFf’




MDI on improving lung function and symptoms, and on
reducing moderate or severe COPD exacerbations,

2. _EU/Canada Approach

BGF MDI demonstrated statistically significant
improvements in the pre-specified pairwise
comparisons for the primary endpoints. There were also
improvements (statistically significant, nominally
significant, or numerical) favoring BGF MDI vs GFF MDI
and BGF MDI vs BFF MDI for all secondary endpoints.

Primary endpoints:

-BGF MDI demonstrated statistically significant
improvements in LS mean FEV1 AUC0-4 over 24 weeks
compared with BFF MDI (104 mL; p<0.0001) and open-
label Symbicort TBH (91 mL; p<0.0001) using the
Efficacy Estimand. BFF MDI was non-inferior to
Symbicort TBH using the PP Estimand.

-BGF MDI demonstrated statistically significant
improvements in LS mean change from baseline in
morning predose trough FEV1 over 24 weeks compared
with GFF MDI (22 mL; p=0.0139) using the Efficacy
Estimand. BFF MDI was non-inferior to Symbicort TBH
using the PP Estimand.

-Results for the primary endpoints using the
Attributable Estimand were consistent with those for
the Efficacy Estimand.

Secondary endpoints:

-BGF MDI demonstrated a statistically significant
improvement in LS mean change from baseline in
morning predose trough FEV1 over 24 weeks compared
with BFF MDI. BGF MDI also demonstrated statistically
significant improvements in LS mean peak change from
baseline in FEV1 within 4 hours postdose over 24 weeks
compared with BFF MDI (105 mL; p<0.0001) and
Symbicort TBH (90 mL; p<0.0001). The time to onset
was 5 minutes for all treatments.

-The rate of moderate or severe exacerbations was
statistically significantly lower during treatment with
BGF MDI relative to GFF MDI (rate ratio [95% Cl]: 0.48
[0.37, 0.64], p<0.0001) and numerically lower during
treatment with BGF MDI relative to BFF MDI (rate ratie
[95% Cl]: 0.82 [0.58, 1.17], p=0.2792) and Symbicort
TBH (rate ratio [95% CI]: 0.83 [0.59, 1.18], p=0.3120)/ |
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- BGF MDI demonstrated a nominally significant
improvement in LS mean SGRQ total score over 24
weeks compared with GFF MDI; numerical
improvements were observed for BGF MDI compared
with BFF MDI and Symbicort TBH.

-BGF MDI demonstrated a statistically significant
improvement in LS mean TDI focal score over 24 weeks
compared with Symbicort TBH. BGF MDI showed small
numerical improvements in LS mean TDI focal score
over 24 weeks compared with GFF MDI and BFF MDI.
The differences were not statistically significant.

-BGF MDI showed small numerical improvements in LS
mean change from baseline in average daily rescue
Ventolin HFA use over 24 weeks compared with GFF
MDI and BFF MDI but not Symbicort TBH. The
differences were not statistically significant.

-The risk of a CID event was nominally significantly
lower during treatment with BGF MDI relative to BFF
MDI and Symbicort TBH; a numerically lower risk of a
CID event was observed during treatment with BGF MD|
relative to GFF MDI.

-BGF MDI demonstrated a nominally significant
improvement in LS mean change from baseline in RS-
Total score over 24 weeks compared with GFF MDI;
numerical improvements were observed for BGF MD|
compared with BFF MDI and Symbicort TBH.

-BFF MDI was non-inferior to Symbicort TBH using the
PP Estimand for LS mean peak change from baseline in
FEV1 within 4 hours postdose over 24 weeks, LS mean
SGRQ total score over 24 weeks, LS mean TDI focal
score over 24 weeks, and RS-Total score over 24 weeks
(EU only). Results for the secondary endpoints of LS
mean change from baseline in average daily rescue
Ventolin HFA use over 24 weeks and the risk of a CID
event were not within the pre-specified non-inferiority
margins. While non-inferiority of BFF MDI vs Symbicort
TBH was not demonstrated for time to CID, the
differences between treatments were small and the
95% Cls included 1, suggesting that there is insufficient
evidence to conclude that the effects of BFF MDI and
Symbicort TBH on the risk of a CID event differed. The
differences between treatments for rescue Ventolin
HFA use should be interpreted cautiously given that
Symbicort TBH was administered open-label and the
magnitude of differences were small. :
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Taken together, these results provide evidence for the
efficacy of BGF MDI vs GFF MDI, BGF MDI vs BFF MDI,
and BGF MDI vs Symbicort TBH on improving lung
function and symptoms, and on reducing moderate or
severe COPD exacerbations.

3. US Approach

BGF MDI demonstrated a statistically significant
improvement in the first primary endpoint,

FEV1 AUCO-4 at Week 24, for the pre-specified pairwise
comparison of BGF MDI vs BFF MDI; a numerical
improvement in the second primary endpoint, change
from baseline in morning predose trough FEV1 at Week
24, was shown for BGF MDI compared with GFF MDI.
There were also improvements (nominally significant or
numerical) favoring BGF MDI

vs GFF MDI and BGF MDI vs BFF MDI for all secondary
endpoints.

Primary endpoints:

-BGF MDI demonstrated a statistically significant
improvement in LS mean FEV1 AUCO-4 at Week 24
compared with BFF MDI (116 mL; p<0.0001) using the
Efficacy Estimand.

-BGF MDI showed a numerical improvement in LS mean
change from baseline in morning predose trough FEV1
at Week 24 compared with GFF MDI (13 mL;
p=0.2375) using the Efficacy Estimand.

Results using the Attributable and Treatment Policy
Estimands were consistent with those for the Efficacy
Estimand. Of note, analyses using the Attributable
Estimand showed that BGF MDI had a nominally
significantly greater improvement in the change from
baseline in morning predose trough FEV1 at Week 24
compared with GFF MDI (24 mL; p=0.0370) and in LS
mean FEV1 AUCO-4 at Week 24 compared

" with BFF MDI (116 mL; p<0.0001).

Secondary endpoints:

- BGF MDI demonstrated nominally significant

improvements in LS mean change from baseline in
morning predose trough FEV1 over 24 weeks compared
with GFF MDI and BFF MDI. BGF MDI also demonstrated
nominally significant improvements in LS mean peak

change from baseline in FEV1 within 4 hours G —
postdose at Week 24 compared with BFF MDI (118 mb:. | .-
p<0.0001). The time to onset was 5 minutes for all <=
treatments. iy
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-The rate of moderate or severe exacerbations was
nominally significantly lower during treatment with BGF
MDI relative to GFF MDI (rate ratio [95% Cl]: 0.48
[0.37, 0.64], p<0.0001) and numerically lower during
treatment with BGF MDI relative to BFF MDI (rate ratio
[95% Cl]: 0.82 [0.58, 1.17], p=0.2792).

-BGF MDI demonstrated a nominally significant greater
percentage of SGRresponders at Week 24 compared
with GFF MDI; a numerically greater percentage

of SGRQ responders was observed for BGF MDI
compared with BFF MDI.

-BGF MDI showed small numerical improvements in LS
mean change from baseline in average daily rescue
Ventolin HFA use over 24 weeks compared with GFF
MDI and BFF MDI. The differences were not statistically
significant.

Taken together, these results provide evidence for the
efficacy of BGF MDI vs GFF MDI and
BGF MDI vs BFF MDI on improving lung function and
symptoms, and on reducing moderate
or severe COPD exacerbations.

4. Subgroup Analyses
For the endpoints of morning predose trough FEV1,
FEV1 AUCO-4, and the rate of moderate or severe COPD
exacerbations, the treatment differences between BGF
MDI and GFF MDI and between BGF MDI and BFF MDI
were generally consistent across subgroups, including
country, and percent predicted post-bronchodilator
FEV1 (for lung function endpoints and the rate of
moderate or severe COPD exacerbations), severity of
COPD and GOLD category (for lung function endpoints
only), and exacerbation history (for the rate of
moderate or severe COPD exacerbations only). The 1
exception was that improvements in LS mean change
from baseline in morning predose
trough FEV1 for BGF MDI vs GFF MDI over Weeks 12 to
24, over 24 weeks, and at Week 24
were driven by subjects with a baseline blood
eosinophil count of 2150 cells/mm3. The differences in
improvements in lung function between BGF MDI and
GFF MDlI increased with baseline blood eosinophil
levels, with the benefit for BGF MDI exceeding 50 mL
beginning at blood eosinophil levels above
approximately 250 cells/mm3. As expected, the
differences in improvements in lung function between
BGF MDI and BFF MDI were observed over a broad
range of blood eosinophil levels, including blood
eosinophil levels as low as 50 cells/mm3. il
The differences in exacerbation rates between BGF MDI{~
and GFF MDI increased with baseline blood eosinophil




levels. The benefits of BGF MDI were apparent
beginning at blood eosinophil levels between
approximately 50 and 100 cells/mm3, a level exceeded
by about 75% of subjects in this study. Although there
was a trend for a reduced magnitude of benefit with
increasing blood eosinophil levels, there was
insufficient evidence using the LOESS regression fits to
conclude that the difference in COPD exacerbation
rates between BGF MDI and BFF MDI was related to
baseline blood eosinophil levels.

5. HCRU
IThere were no notable differences among the
treatment groups in the proportion of subjects
with COPD-related telephone calls, outpatient visits, ER
visits, or ambulance use. The proportion of subjects
with COPD-related hospitalization visits was lowest in
the ICS-containing groups. Of subjects hospitalized for
COPD related events, few spent time in
the ICU or CCU. Non-COPD-related HCRU was also
generally similar across treatment groups.
6. PK Sub-study
Steady-state PK parameters were determined for
budesonide, glycopyrronium, and formoterol
when delivered from BGF MDI, BFF MDI, GFF MDI, and
open-label Symbicort TBH in subjects with COPD. The
PK parameters were generally comparable between the
various formulations.

7. PFT Sub-study
BGF MDI demonstrated statistically significant
improvements in LS mean FEV1 AUCO-12 at
Week 24 compared with BFF MDI (95 mL; p=0.0006)
and open-label Symbicort TBH (65 mL; p=0.0150);
differences between BGF MDI and GFF MDI were small
(-23 mL; p=0.2920). Non-inferiority of BFF MDI to
Symbicort TBH for improvements in FEV1
AUCO-12 at Week 24 was not demonstrated. However,
the 95% Cl for the treatment difference
included 0, suggesting that there is insufficient evidence
to conclude that the effects of BFF MDI and Symbicort
TBH on FEV1 AUCO-12 at Week 24 differed.

21. Safety outcomes

PT010006 (KRONOS)

-BGF MDI administered to subjects with moderate to

severe COPD was well tolerated in this study with no

new or unexpected safety findings observed.

- The incidence of TEAEs was similar across treatment
groups (range: 55.7% to 61.4%). Overall, the most

upper respiratory infection (7.5%), and COPD (3.7%)- f
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frequently reported TEAEs were nasopharyngitis (72;2'%'), .




-The most frequently reported severe TEAE, by
preferred term, was COPD; the incidence was similar
across treatment groups (range: 2.5% to 5.1%). Because
COPD was the disease under study, COPD exacerbations
were expected and thus were not captured as TEAEs
unless they met the protocol definition of a severe
exacerbation (see Section 5.5.1.3). No severe TEAEs
other than COPD occurred in 21% of subjects in any
treatment group.

-Few subjects (9.1%; 173 subjects) experienced SAEs. As
expected, the most frequently reported SAE was COPD
(3.7%); all other SAEs occurred in <1.0% of subjects
overall. The incidence and type of SAEs were generally
similar across the treatment groups.

-During the study, 12 AEs with an outcome of death
were reported on-treatment: 6 (0.9%) in the BGF MDI
group, 3 (0.5%) in the GFF MDI group, 2 (0.6%) in the
BFF MDI group, and 1 (0.3%) in the Symbicort TBH
group. Three deaths were confirmed as respiratory
causes (2 GFF MDI subjects and 1 Symbicort TBH
subject) and 3 deaths were confirmed as cardiovascular
causes (2 BGF MDI subjects and 1 GFF MDI subject).
Two of the 12 AEs with an outcome of death were
considered to be drug-related by the Investigator; both
of these were confirmed as respiratory cause. No trends
in the cause of death were noted across treatment
groups.

-The incidence of TEAEs leading to discontinuation of
study drug was low (4.3%) and similar across treatment
groups. The most frequently reported TEAE leading to
discontinuation of study drug was COPD (0.7%). The
type of TEAEs leading to discontinuation of study drug
was generally similar across the treatment groups.

-The incidence of AESIs overall was low and similar
across treatment groups. The most frequently occurring
AESIs by preferred term were bronchitis (3%),
dysphonia (2.4%), and hypertension (1.8%).

-Overall, the incidences of neoplasm preferred terms
and adjudicated MACE events were low and similar
across treatment groups (range: 0 to 0.6% and 0.3% to
0.6%, respectively).

- The incidence of confirmed pneumonia events was
low and similar across the

treatment groups (range: 1.3% to 1.9%). The incidence
of confirmed pneumonia events in the BGF MDI
treatment group (1.9%) was similar to that in the non-
ICS-containing treatment group, GFF MDI (1.6%).

- No clinically meaningful trends were observed in ]
laboratory parameters, vital signs, or ECGs over time in’
any of the treatment groups. 5
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-Serum cortisol curves showed the expected diurnal
variation over the 24 hour assessment period and were
generally similar at Baseline and Week 24 within each
treatment group. The geometric mean ratio comparison
for BGF MDI to the non-ICS-containing treatment group,
GFF MDI, was 0.90 (90% CI: 0.80, 1.02),

indicating that the effects of BGF MDI and GFF MDI on
serum cortisol AUC were

comparable.

22. Conclusion (findings)

PT010006 (KRONOS)

-Overall, the study demonstrated that BGF MD|
320/14.4/9.6 pg, administered BID, is effective in
improving lung function and symptoms, and in reducing
COPD exacerbations relative to GFF MDI and BFF MDI in
subjects with moderate to very severe COPD.

- The efficacy profile of BFF MDI is comparable to
Symbicort TBH, a product with a well-established
efficacy profile.

- BGF MDI was well tolerated and there were no new or
unexpected safety findings.

- The safety profile of BGF MDI was similar to GFF MDI
and Symbicort TBH, products with well-established
safety profiles

Applicant (Marketing
Authorisation Holder)

(signature)

|
Magnus Aurivillius, MD PhD, Global Clinical Head, AZ
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[onatok 30

10 TopaaKy NpoBeAeHHA eKCnepTusn
pPeEeCTpauiiHnX MaTepianis Ha NiKapCbKi
3ac0o6M, WO NOAAKTLCA Ha AepHaBHY
peecTpaLiio (nepepeectpaiio), a TakoxK
EKCMNEePTU3N MaTepianiB Npo BHECEHH]
BMIH [0 peecTpaLiinHux maTepianis
NPOTAroM fiii peecTpayinHoro
nocsigueHHs (NyHKT 4 posainy 1V)

3BiT Npo KAiHiYHe BUNpoByBaHHsA

1. HasBa nikapcbkoro 3acoby (3a
HaABHOCTI - HOMep peecTpaLiiHoro
noceiaYyeHHs)

TPUKCEO AEPOC®EPA, iHranaujia nig Tuckom,
cycnensia, 5/7,2/160 mkr

2. 3a8BHUK AcTtpa3eHeka Ab (AstraZeneca AB)
SE-151 85 Copepran’e, Weeuis (SE-151 85 Sodertalje Sweden)
3. BUpobHUMK Actpa3eHrera [JioHkepk MpoaaKkiwH

(AstraZeneca Dunkerque Production)

224 AseHio ge na [lopaoHs, [lloHkepk, 59640, ®panuis /
224 avenue de la Dordogne, Dunkerque, 59640, France

(BMpo6HMUTBO, NepBUHHE NaKyBaHHA, BTOPUHHE NAaKyBaHHA,
KOHTPO/b AKOCTI Ta BUMYCK cepii)

NiniAi Aisenonment, NN (PPD Development, LP)

8551 Picepy Yei, odic 90, MiganToH, wraT BickoHciu
53562, CLUA / PPD Development, LP, 8551 Research Way,
Suite 90, Middleton, W1 53562, USA

(AnbTepHaTMBHA AiNbHULA KOHTPONIO AKOCTI NPW BUNYCKY)

4. MNposeaeHi AocniaKeHHs:

m TaK Hi  AKWO Hi, 0brpyHTYBaTH

1) Tvn nikapceKoro 3acoby, 3a AKUM
npoeogunaca abo nnaHyeTbca
peecTpauis

Nlikapcbkuit 3acib 3 dikcosaHo KombiHaujelo

5. MNoBHa Ha3Ba KNiHiYHOro
BUNPOBYBaHHA, KOAOBAHWMI HOMED
KNiHIYHOTrO BUNPOBYBaHHS

PT010006 (KRONOS):

PanpomisosaHe, noagiliHe cnine, y napanensHUx rpynax,
24-TvKHeBe, 6araToLEHTPOBE AOCAIAMKEHHA ANA OLIHKM
edekTUBHOCTI Ta Besneynocti PTO10, PTO03 Ta PTO09 y
NOPIBHAHHI 3 nikapcbkum 3acobom CumbikopT® Typ6yxanep®
AK aKTMBHWUM KOHTPOMIEM Y NALEHTIB 3 XPOHIYHUM
0BCTPYKTUBHUM 3aXBOPIOBAHHAM NereHb NOMipHOro abo AyKe
TSXKKOTO CTyNeHs

PT010006 3
NCT02497001 Ry £
6. ®asa KniHiYHOro BUNPO6yBaHHA focnigkenus dazum Il (0buasa gocnigmeHHs) : ’ -
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7. Mepioa npoBeAeHHA KAIHIYHOTO
BMNPOOYBaHHA

PT010006 (KRONOS): 3 10 cepnua 2015 p. 40 5 ciuns 2018

8. KpaiHu, Ae npoBoAMIOCA KAiHiuHe
BMNpobyBaHHA

PT010006 (KRONOS): KaHaga, Kutait, Ainowia, CnonyyeHi
Wratn Amepuku

9. KinbKicTb AoCNiAMYBaHMX

PT010006 (KRONOS):

3annaHoBaHa: 6yno paHaomizosaHo 1 800 nauieHTis
dbakTuyHa: 6yno paHpomizosaHo 1 902 nauieHTie

10. MeTa Ta BTOpPUHHI Lini KAiHiYHOrO
BUNpobyBaHHsA

PT010006 (KRONOS)

MepBWHHA Wink:

* Ouinuti 8nnus A1 BGF, Al GFF, Al BFF Ta nikapcbKoro
3acoby CumBikopT TEX Ha GYHKLIO nereHb

BTOpuWHHI wini:

* Ouinutu 8nams | BGF, A1 GFF, [l BFF Ta nikapcbkoro
3acoby CumbirkopT TEX Ha 3aaMLKy

* OuinuTn snnue A1 BGF, | GFF, Al BFF Ta nikapcbkoro
3acoby CumBIKopT TEX Ha AKICTb MUTTA

* Ouinutu snaus [l| BGF, A1 GFF, [I BFF Ta nikapcbKoro
3acoby CumbBikopT TEX Ha CUMNTOMM XPOHIYHOTO
O6CTPYKTUBHOTO 3aXBOPIOBAHHA NereHb (X03/1)

* OuinwuTu Bnnue A1 BGF, A1 GFF, [l BFF Ta nikapcbkoro
3acoby CumbikopT TEX Ha 3arocTpeHHa X031

* BuzHaunti yac po novatky aii 4| BGF, Al GFF, Al BFF ta
NikapcbKoro 3acoby Cumbikopt TEX

11. insaiH kniHiuHOro BUNpo6yBaHHA

PT010006 (KRONOS)

KRONOS 6yno 24-tvHesum gocnigxerHam (N = 1896), v
AKOMY NOPIBHIOBANOCA ABI iHranauji ABa pasu Ha o6y
nikapcobkoro 3acoby BPE3TPI AEPOCDEPA 160/7,2/5,0 MKr 3
[IBOMA iHranauiamMu gBa pasu Ha Aoby rnikonipoHio Ta
popmoTepony pymapaty guriapaty [ GFF 7,2/5,0 mkr],

11 6yaeconiay Ta popmoTepony dymapaty aurigpaty [ BFF
160/5,0 mxkr]) Ta HEMaCKOBaHOTO aKTMBHOTO npenapary
nopiBHAHHA CumbikopT Typbyxanep 200/6 mKr
[Byneconin/dopmoTepony pymapaty gurigpat]. Y niarpyni
NaLieHTiB NikyBaHHA B0 NPOAOBKEHO Ha 28 THKHIB 0

52 TUXKHIB.

[1BOMa NePBUHHUMMN KiIHLEBUMMW TOYKAMM Y A0C/IIKEHHI
KRONOS 6ynu nnowa nig KpUBo KoHUeHTpalis/yac O®B1
npotarom 0—4 roanH (OPB1 AUCO-4) Ta 3miHa Bif BUXiAHOTO
piBHA paHHOi?orcr'MiHimaanoro O®B1 no BBegeHHA 003U 33

24 TUXHHIL "
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[ocnigkernHa KRONOS nposoaunocs y nauienTie 3 XO3/1 nomipHoro
abo ayse TAxKoro ctyneHa (OPB1 nicna 3acTocyBaHHs
6poHxonituka Bia 225 % Ao <80 % Bif, O4IKYBAHOTO 3HAYEHHS), AKI
Manu 6an ouiHKK cumnTomie Ha pisHi 10 abo Ginblue BignosiaHo Ao
CAT i 3actocosyBanu aAga abo Binblie iHranauinHmux
NiATPUMYBANILHUX NPENapaTiB NPOTATOM NPUHANMHI 6 TUKHIB A0
CKPUHIHTY. Ha MOMEHT CKpUHIHTY cepeaiHe 3HaveHHns OPB1 nicna
3aCTOCYBaHHA BpoHxoniTMKa ctaHoBUno 50 % Bia odikysaHoro Y
aocninkenHi KRONOS He noTpibHa 6yna HasBHICTb B aHaMHe3i
3arocTpeHb 3a ocTaHHi 12 micAuis i MeHLwe Hix 26 % navjieHTiB
NOBIAOMWAM NPO HAABHICTb B aHaMHe3i 04HOro abo KifbKox
3aroCTpeHb NOMIPHOTO/TAMKOIO CTYNeHs y nonepeaHLoOMy pou,i.
Cepepniit 6an 3a Tectom CAT ctaHosus 18,3 i 3aranom 72 %
NaUEHTIB 1,0 NPOBEAEHHA CKPUHIHIY OTPUMYBaNM NiKapcbKi 3acobu,
wo mictateb IKC.

12. OcHoBHI KpuTepii BKAOUEHHSA

PT010006 (KRONOS)

3a yMOBM NiANMCaHHA HUMK NUCbMOBOT iIHGOPMOBaHOI 3roam

Ha y4acTb.

MauieHTH 3 BCTAHOBNEHUM KNIHIYHUM aHamHe3om XO3/1, Ak BU3HaueHO
AMEPUKAHCBKUM TOpaKasbHUM TOBApUCTBOM (ATS)/EBponeiicbkum
pecnipaTopH1m ToBapucTBOM (ERS) abo iHwmMmu micuesumu
BiANOBIAHUMM HACTaHOBaAMM.

Ocobu, aki nanatb abo nanunu wWoHaimeHwe 10 Nayko-pokKis.
CnissigHoweHHs 06’emy popcosaHoro Buamxy 3a 1 cekyHay
(O®B1)/dopcoBaHoi sKUTTEBOT EMHOCTI nerexb (DXKEN) mae
craHoBuTk <0,70 Ta OPB1 <80 % Bif NPOrHO30BaHOTO HOPMa/IbHOIO
3HAYeHHA, PO3PAaX0BAHOTO 3 BUKOPUCTAHHAM pedepeHTHUX PIBHAHD
NHANES Ill (abo pedepeHTHUX HOPM, LLO 3aCTOCOBYHOTLCA A0 iHLWMX
perioHis).

HeobxigHa nigTpumysansHa Tepania XO3/1:

Yci nauieHTn noBuHHI 6yan oTpumyBaTh ABa abo Ginblue iHranauiinHmux
NiATPUMYBANbHUX Npenapartis Ana NikyBanHa XO3/1 npoTarom
NPUHANMHI 6 TUMKHIB A0 CKPUHIHTY. 3annaHoBani BAK/ Ta/abo MAKA
BBAXKAOTbCA IHraNALIMHUMK NiATPUMYBANbHUMMW NpenapaTamm

He matoTb penpoayktueHoro noteHuiany (tobto gisionoriyno
He3/4aTHi 3aBariTHITK, BKNOYHO 3 BYAb-AKOI0 XKiHKOI, Aka nepebysae
Y NOCTMEHONay3anbLHOMY NepioAi NpoTArom 2 pokie); abo mMaloTb
PenpoAyKTUBHMWIA NOTEHLiaN, HEraTUBHWIA pesynbTaT aHanisy
CMPOBATKW KPOBI Ha BariTHICTb Ha BizuTi 1 Ta HagatoTk 3roay Ha
NOCTilHE Ta NPaBUNbHE 3aCTOCYBAHHA NPUIHATHUX METO/iB
KOHTpauenuii NpoTArom yCboro AOCNIAMKEHHA.

{13 AacniaxyBaHnil NikapcbKuii
[3acib, cnoeib 3acTtocyBaHHa, cuna pji
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byaecoHia/rnikonipowiii/dopmotepony dpymapaty auriapart,
160/7,2/5,0 mkr/BnopckyBaHHA, aepo30bHWIt iHranaTop,
cycneHsis.

1 pocTaBneHa [03a (4033, AK3 BUXOAUTD 3 HACAAKU) MICTUTD:
ByaecoHiay 160 mkr, rnikonipoHito 6pomiay 9,0 MKr, LLO eKBiBasIEHTHO
7,2 MKT TnikonipoHilo Ta opmoTepony dymapaty aurigpaty 5,0 MKr,

LLO eKBiBaneHTHo 4,8 mkr popmoTepony ¢pymapary.




Lle Bignosigae sigmiperiin ao3i ygeconigy 182 mkr, TNiKONipoHito
Bpomiay 10,4 MKr, WO eKBiBaNE@HTHO 8,2 MKr rnikonipoxito Ta
bopmoTepony dpymapaty guriapaty 5,8 MKr, WO eKBIBANEHTHO

5,5 mkr popmoTtepony dymapaty.

14. MpenapaT nopisHAHHSA,
£03a, cnocib 3acTocyBaHHs,
cuna aii

PT010006 (KRONOS)

Jlikapcokui  3aci6: [l GFF (PT003) 14,4/9,6 mkr vy
AOCTaBNEeHIU A03i; 7,2/4,8 mKkr Ha BnopckysaHHa; [ll/ 120
iHranAuii 3 npuitomom no 2 iHranauii 2 p/a

JlikapCbKMiA 3acib:

A1 BFF (PTO09) 320/9,6 mKr y goctasneniit no3i; 160/4,8 mkr
Ha BNopckyBaHHs; [11/ 120 iHranayiil 3 npuiomom no

2 iHranauii 2 p/g,

15. CynyTHA Tepania

PT010006 (KRONOS)

AnbbyTtepony cynbdart iHranauiitHui aeposonb 90 MKry
AOCTaB/EHIN 403i; 3 NPMIAOMOM BIANOBIAHO A0 IHCTPYKLi
InpaTtponito 6pomiag HFA iHranauiiiimii aeposons 34 mKkry
A0CTaBeHIl A03i; 3 npuitomom no 2 inranauii 4 p/a Ha eTtani
CKPUWHIHTY

16. Kputepii ouiHKK edekTmBHOCTI

PT010006 (KRONOS)

MepBUHHa KiHUeBa Touka (niaxia Anowii/Kutaio)

* 3MiHa Bif BUXiAHOrO piBHA paHKOBOro MiHiManbHoro O®B1 0o
BBeAEHHA 403K 3a nepioA 3 TwikHa 12 no 24 (4] BGF y nopiBHAHHI
3 [l BFF, Il BGF y nopieHaHHi 3 ]| GFF, a Tako [l BFF y
NOPIBHAHHI 3 likapcbkum 3acobom CumbikopT TEX)

NepBuHHI KiHueBsi Touku (niaxig EC/Kanaaw)

* Mnowa nig Kpueoto KoHuyeHTpauis/yac OPB1 npoTtarom 0—4 roguH
(AUCO-4) 3a 24 TuskHi (A BGF y nopisHaHHi 3 1] BFF Ta L1 BGF y
NOPIBHAHHI 3 NiKapcbKUM 3acobom CumbikopT TEX)

* 3miHa Bif, BUXiAHOTO PiBHA PaHKOBOro MiHiMansHoro O®B1 ao
BBEAEHHA 031 3a 24 TwkHi (O] BGF y nopisHanHi 3 ] GFF Ta Il BFF
Yy NOPiBHAHHI 3 Nikapcbknm 3acobom CrmbikopT TEX [He meHwa
eeKTUBHICTb))

NepBuHHI KiHueBsi ToukwM (nigxig CLUA)

* O®B1 AUCO-4 Ha TuxkHi 24 ([I BFG y nopisHanHi 3 [11 BFF)

* 3MiHa Bif BUXiAHOTO PiBHA PaHKOBOTO MiHiManbHOro O®B1 a0
BBEA@HHA 031 Ha TvkHi 24 ([] BGF y nopisHaHHI 3 [1| GFF)

# o f
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BTOPWHHI KiHUEBI TOYKM edeKTUBHOCTI:

KiHLeBi TOYKK, AKI He BBAKAIOTLCA NEPBUHHUMM AN nigxoay abo
perioHy, 6ynn BKAOYEHI Y BTOPUHHI KiIHLEBi TOYKM. Kpim Toro,
PI3HATLCA NIAXOAM WOA0 YaCOBMX TOYOK, AKI MalOTb BYTH BKNIOYEHI 3
ACAKNX KIHLEBUX TOYOK. TOMY BTOPUHHI KiHLLEBI TOUKU Yy Pi3HMX
nigxodax pisHATLCA.

BTopuHHI KiHuesi Touku (niaxig Anoxii/Kuta):

* 3miHa BiA BUXiAHOTO PIBHA PaHKOBOTO MiHiManbHoro O®B1 ao
BBEAEHHA 403U 3a 24 TUMKHI

* Mnowa nig KpMBo KoHUeHTpaLia/vyac OPB1 npotarom 0—4 roauH
(AUCO-4) 3a nepioz, 3 TuskHa 12 o TuskHa 24 (O] BGF y nopiBHaHHI
3 [l BFF ta [l BFF y nOpiBHAHHI 3 Nikapcbkum 3aco6om CumBikopT
TBX)

* 3MiHa Bif BUXiAHOTO PiBHA 3aranbHoro 6any 3a ONMTyBaNbLHUKOM
ANA NAUIEHTIB i3 pecnipaTopHUMK 3aXBOPlOBaHHAMM JliKapHi
CeaToro leopria (SGRQ) 3a nepioa 3 TwxHA 12 40 TuskHa 24

* GokanbHKi 6an 3a AMHAMIYHUM HAEKCOM 33IMLIKKM 3a nepiog, 3
TuxHA 12 go TuskHa 24

* 3MiHa BiA BUXiAHOTO PiBHA CEPe/HbOTO WOAEHHOMO 3aCTOCYBaHHA
NikapceKoro 3acoby HesiaknaaHoi Tepanii Bentoniny HFA 3a
24 TVHKHI

* MaKkcumanbHa 3miHa Big, BuxigHoro pisHa O®B1 npotarom 4
rOfWH NiCNf 3aCTOCYBaHHA 403U NiKapcbKoro 3acoby 3a nepiog,

3 TukHA 12 no TuxKHa 24

* Hac fo kniniYHO 3Havywworo noripwexHs (CID)

* Yac go novatky aity dexb 1
BropuHHi KiHUeBi Touku (nigxig €C Ta Kanagwm):

* 3MiHa BiA BUXIHOrO PiBHA paHKOBOTO MiHiMansHoro O®B1 go
BBEAEHHS A031 3a 24 TvkHi (4] BGF y nopisHaHHI 3 1| BFF)

* GokanbHuin 6an 3a AMHAMIYHUM iHAEKCOM 3aauwKu ([113) 3a
24 TUKHI (Tinbkn ana €C)

* 3MiHa Bif, BUXiAHOTO PiBHA 3aransHoro 6any 3a
OnuTyBanbHUKOM ANA NaLjieHTIB i3 pecnipaTopHUmMm
3axBoptoBaHHAMM JlikapHi CeaToro Meopria (SGRQ) 3a
24 TUHKHI

* 3miHa BiA BUXIAHOTO PIBHA Cepe/lHbOrO LOAEHHOr0 3aCTOCYBaHHA
nikapcokoro 3acoby HesiarnaaHoi Tepanii BeHtoniny HFA 3a
24 TVXKHI

* MakcmansHa 3miHa Big, BUXigHoro pisHa O®B1 npotarom
4 roAMH Nicns 3acTocyBaHHA 403U NiKapCcbKOro 3acoby 3a
24 TUHKHI

* YacToTa 3aroctperb XO3/1 nomipHOro abo TAMXKOro cTyneHs

* 3MiHa Bif, BUXIAHOTO PiBHA B OLiHL pecnipaTopHux CUMNTOMIB Npu
XO3/1 (E-RS: XO3/1) RS — 3aranbHuil 6an 3a 24 TUKHI

* Yac po CID

* Yac ao novatky Aiiy Adexb 1

BTopuHHI KiHuesi Touku (niaxia CLUA):

* 3miHa Bif BUXiAHOTO PiBHA PaHKOBOTO MiHiMansHoro O®B1 o
BBEAEHHA A03M 33 24 TUHKHI

* BifACOTOK NAUIEHTIB, AKI AOCATIN MiHIMaNbHOT KNiHIYHO 3HavyLWol
pisHuui (MCID) y 4 oanHuui abo binble ans 3aransHoro bany 3a
onutyBanbHMKkom SGRQ (nauienTu 3 Bignosinaio Ha NiKyBaHHA 33

wranoto SGRQ) Ha TuxHi 24




* 3miHa BiZ, BUXIAHOTO PiBHA CEPeAHbOTO WOAEHHOO 3aCTOCYBaHHS
nikapcbKoro 3acoby HeeigknaaHoi Tepanii Bentoniny HFA 3a
24 TUHKHI
* MakcumanbHa 3miHa Big BuxigHoro pisHa OPB1 npotarom
4 TOAWH NiCNA 3aCTOCYBaHHA [03M iKapcbKoTro 3acoby Ha
TuxKHI 24
* HacroTa 3aroctpeHb XO3/1 nomipHoro abo TAXKKOro cTyneHn
* Yac po nouatky aiiy derb 1

17. Kputepii ouiHkK Besnekn PT010006 (KRONOS)

- HebaaHi asmuia (HA)

- Enexktpokapgiorpama (EKT) y 12 BiasegeHHax
-KniHiko-nabopaTopHi gocnigmeHHs

-BM3HaYeHHA OCHOBHUX (i3i0N0NYHUX NOKA3ZHUKIB

18. CratmucTnyHi metoam
PT010006 (KRONOS)

MauieHTiB 3 yCix KpaiH 6yno BKAKYEHO A0 BCix niaxoais
CTaTUCTMYHOrO aHanisy. Mu npoBoauaun yci aHanisu 3
BMKOPUCTaHHAM NporpamHoro 3abesneyeHHn SAS (Bepcia 9.4 abo
6inbl Ni3HA Bepcia). Yci oLiHKKM epeKTUBHOCTI NPOBOAUAMCA LWOA0
3HaYeHb Ha BUXIAHOMY PiBHI A0 BBEAEHHA 1031, OTPUMaHKX Ha
MOMEHT paHaomisauii (OPB1, BDI ta SGRQ) abo npoTarom ocTaHHix 7
[AHIB CKPUHIHTY (3aCTOCYBaHHA NiKapcbKoro 3acoby HesiaknaaHOI
Tepanii Ta 3aranbHWil 6an 3a WKaNo OLUHKKM PecnipaTopHMX
CUMNTOMIB).

O®B1 Ha BUXiAHOMY piBHi BU3HAYANN AK CEPEAHE 3HAYEHHSA

YCix HanBHMX NOKa3HWKIB, TPUMaHuXx 3a 60 xB Ta 30 xB A0

NPUIOMY [,031 NiKAPCLKOTO 3aco6y y AeHb 1 NiKyBaHHA.
MepBUHHOIO OLIHKOIO, O CTAHOBUTbL IHTEPEC A8 BUNpoByBaHHA
6inbloi epekTUBHOCTI, Byna oLjiHKa epeKTUBHOCTI, AKa
BM3HAYaANACA AK riNOTETUYHMIA ePeKT PaHAOMI30BAHOIO /liKyBaHHA
Y BCiX NALLEHTIB 338 YMOBM NPOAOBKEHHA PaHA0MI30BaHOIO
NiKYBaHHA NPOTATOM YCbOTO JOC/IAMEHHA, HE3ANEMKHO Bif,
GaKTUUHOTO AOTPUMAHHA PEXUMY NiKyBaHHA. Mu nposenm
NePBUHHMI aHani3 ePeKTUBHOCTI 418 OLHKM epeKTUBHOCTI 3
BUKOpUCTaHHAM MoandiKoBaHOT NoNyAsLii NauwieHTie 3rigHo 3
NPU3HaYeHNM NiKyBaHHAM (yCi nawieHTn 3 AaHUMmu nicns
paHaoMI3aLT, OTPMMAHUMUK A0 NPUNMHEHHA NIKYBAHHA).

Mu npoaHanisysanu AaHi naLieHTiB BIANOBIAHO A0 NPU3HAYEHOT
rpynu nikyBaHHsa. [lpyra ouiHKa, WO CTaHOBUTL iHTepec Ana
BunpobysaHHA binbloi epeKTUBHOCTI, Byna NpeAMEeTHOK OLHKOH,
AKY MU TaKOX OLIHMAW Y MOAMPIKOBAHIM nonynaujii naLieHTis 3riqHo
3 NPU3HAYEHUM NiIKYBAHHAM, 3 YPaxyBaHHAM NALEHTIB, AKi
NPUNWHWUAK NiKYBaHHA Yepes BiACyTHICTb epeKTUBHOCTI abo
HenepeHoCUMICTb (HECTIPUATAUBI HACAIAKK), Ta 3aMilLleHHAM
BIACYTHIX A@HMX; NALIEHTIB, y AKUX HE BYN0 OTPUMAHO AaHMX Nicns
paHaomizauii, He 6yN0 BKNOYEHO B MpeaMETHY o.LLiHEy; Y meskax
OLLIHKM Y CYKYNHOCTI NauieHTis bes BiAXUNEHb Bi,q‘ﬁbomﬁony .
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ANA aHanisie He meHwoi epexTuBHOCTI [l BFF nopigHioBanu 3
MOPOLUKOBUM iHranaTopom (DPI) BY/DOPM Ta
BUKOPUCTOBYBANW NONYNALIKO NalieHTiB 6e3 BigxmaeHb sig
NpoToKoAy (yci NauyieHT, Aki METoA0M BUNALKOBOTO B1ubopy
PO3NOAINEHI A0 rpyNK NiKYBaHHA, BUKOPUCTOBYBaNM By/1b-AKY
KINIbKICTb A0CNIAXYBAHOTO NiKYBAHHA Ta Manu AaHi nicas
paHAoMmi3aUil, oTprMaHi Ao Byab-AKUX CEPHO3HMX BiAXMNEHD Big,
npotokony). Mig Yac NepBUHHUX aHani3is eheKTUBHOCTI yCi
NOPIBHAHHA NPOBOAWANCA ANA BUNPOBYBaHHA BinbLIOT
epeKTUBHOCTI, 33 BUKNIOYEHHAM NopiBHAHHA [l BFF Ta DPI
BYA/®OPM, sike 6yno aHanizom He MeHIoi epeKTUBHOCTI (meska
-50 mMA Bif, HUXKHBOT Mexi 95 % [11). Mu npoaHanisysany sminy
Bif}, BUXIAHOTO PIBHA PaHKOBOTrO MiHimanbHoro O®B1 a0
BBEJEHHA A03M 3 BUKOPUCTAHHAM NiHIMHOT Moaeni 3
NOBTOPHUMU BUMIpIOBaHHAMKW. Mogenb BKAIOYaa NiKyBaHHS,
Bi3WUTK, B3aEMOLIi 3 epeKTOM DaKTOpa NiKYBaHHA 3aNeMKHO Big,
BI3WTY Ta 3aCTOCYBaHHA IHraNALINHWUX KOPTUKOCTEPOIAi8 Ha eTani
CKPWHIHTY AK KaTeropilHi KosapiaTi, a Takox O®PB1 Ha
BMXiZAHOMY piBHi, BiICOTOK 3B0POTHOCTI Aji A0 canbbyTamony Ta
KiNbKICTb €03MHOQINIB Ha BUXiAHOMY PiBHI AK HenepepsHi
KoBapiaTh. Mu BUKOPUCTOBYBANU HECTPYKTYPOBaHY
KOoBapiauiiHy MaTpULIO AN MOAENIOBaHHA KopenaLii AaHUX
nauieHTa. Mu po3paxyBanu ABOCTOPOHHI P-3HaueHHsA Ta TOYKOBI
OUiHKKM 3 95 % [ll ANA KOKHOTO NOKA3HUKA Pi3HUL B MeToAax
NiKYBaHHA.

Mwu npoaHanisysanu 3miny Big BuxigHoro pisHa O®B1 ana
AUCO-4 33 24 TWKHI Ta Ha TXKHI 24 3 BUKOPUCTaHHAM Nigxoay,
NoAiBHOro A0 TOTO, WO BUKOPUCTOBYBABCA ANA aHasi3y pPiBHA
paHKoBoro miHimasbHoro O®B1 A0 BBEAEHHA [03U NiKaPCbKOTO
3acoby. Mu pospaxysanu AUC 3 BUKOpPUCTaHHAM Npasuna
Tpanewji Ta Hopmanisysanu oro, Po3AiNUBLKM Ha Yac (rog) 3
MOMEHTY BBEEHHA 103U NiKaPCbKOro 3acoby 40 OCTaHHbLOrO
BK/IIOYEHOro BUMIPY MOPIBHAHHA METOAIB NiKYBaHHA, ANA AKKX
NOBIAOMNANMCA P-3HAYEHHA Ha piBHi 0,05, BBaXKanucs
3HAYYLWMMK, AKLWO BOHW 3310BONBHANM BUMOram cTpaTerii
KOHTPOIO NOMKMAKK | poay. MOPIBHAHKA, ANA AKUX P-3HAYEHHSA
6yno meHwe Hix 0,05, siKi He 3a4,0BONLHANM BUMOTam abo He
BYNM BKNKOYEH] Y CTpaTerito KOHTPOMK NOMUAKMK | poay,
NPeAcTaBAeH AK HOMIHANLHO 3HAYYLL.

19. flemorpadivyHi NOKa3HUKK
A0CNiAXXyBaHol nonynauii (crats,
BiK, paca, Tol10)

PT010006 (KRONOS)

BinbuwicTe nauieHTie y nonynsauii miTT 6yamn yonosikamu

(71,2 %) Ta npeacTaBHMKamm HeNaTMHOaMEepPUKAHCLKOro Ym
NIaTUHOAMEPMKAHCbKOTo NoxoaxeHHs (97,6 %). 3aranom
50,1 % nauienTis 6ynn npecTaBHUKaMKU EBPONEOIAHOI pacH |,
3riiHO 3 M33aHOM [LOCNIAKEHHA, BEAWKUIA BIACOTOK
nauienTis (44,9 %) cTaHOBMAM NPeACTaBHUKN MOHTONOIAHOT
pacu. BennKka YyacTka NaLienTiB, AKi € npeacTaBHUKaMM
MOHr0/10IAHOT pacy, Byna 3yMmoBNEHA TUM, LLO JOCNIAMKEHHR
nposoaunoca y Kutai ta Anoxii (Tabauua 18). CepeaHiit Bik
CTaHOBMB 65,2 POKY, NpU4OMY BiNbWicTb NALIEHTIB Hanexanm
[0 BiKOBOT rpynu >65 pokis (55,4 %).

[emorpadiuHi xapakTepucTukm

B rpynax NikyBaHHA 3aranom 6ynm nogibHumu.




20. Pe3synbTath eheKkTMBHOCTI

PT010006 (KRONOS)

Pestome OUiHKM eeKTUBHOCTI Ta BUCHOBKM NpeacTaBneHi ana
nigxoay Anowii/Kutato, nigxoay EC/Kanaaun ta niaxoay CLUA
OKPEMO Yepes pi3Hi iHTepnpeTauji pe3yibTaTiB Ha OCHOBI
npoueayp KOHTPONK NOMUAKK | poay.

1. Nigxia AnoHii/Kutao
3actocyBaHHs [ll BGF npoaeMOHCTPYBaN0 CTaTUCTUHHO 3HauyLLe
MOKPALLEeHHA Y NONepeaHbo BU3HAYEHMX NapHUX NOPIBHAHHAX
017 NEPBMHHOI KiHLEBOT TOYKM. TaKoK Byn Bia3HaYeHi
NOKPaULEeHHA (CTaTMCTUYHO 3HaYYLL, HOMIHAaAbHO 3HauyLli abo
4ncenbHi) Ha Kopuctb [l BGF y nopisHaHHi 3 [l GFF ta [l BGF y
nopiBHAHHI 3 11 BFF Ans BCiX BTOPUHHUX KIHLEBUX TOYOK.
MNepBWHHA KiHUEBA TOYKA:

- 3actocyBaHHA [l BGF npoAeMoHCTPyBano CTaTMCTUMHO
3HaYyLLe NOKPALLEeHHA Bif BUXIAHOTO PiBHA CEpefHiX 3HaueHb,
BM3HAYEHMX METOAOM HaWMEHLIMX KBAAPaTIB, NOKAa3HWKIB
paHKoBOro miHimansHoro O®B1 oo BBEAEGHHA 03K 33 Nepios 3
TuxkHA 12 no TvkHA 24 y nopieHAHHI 3 [] GFF (20 mn; p<0,0424)
Ta [l BFF (77 mn; p<0,0001) 3a OUiHKOI0 edeKTUBHOCTI.
Pe3ynbTaTi 3 BUKOPUCTAHHAM NPeAMETHOT OLLIHKM
Y3roAKyBaNuCA 3 pesyabrataMu ouiHku ederkTuBHocTi. ] BFF
ByB He meHw edekTUBHUM, HiXK NiKapCbKMit 3aci6 CumbikopT
TBX, AKMI 3aCTOCOBYBABCA Y BIAKPUTOMY PEXMMI, 33 OLIHKOHO B
nauieHTis 6e3 BiAXMNeHb Big NPOTOKONY.

BTOPWHHI KiIHUEBI TOYKMW:

[TIEPEKNAL

} BIPHO
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- 3actocyBaHHa /1l BGF npoaeMOoHCTpYBan0 NOKPaLLeHHA Bif,
BUXIifIHOTO PIBHA CepeaHiX 3HAa4YeHb, BUSHAYEHUX METOA0M
HalimeHLW WX KBapaTie, PaHKOBOro MiHimansHoro O®B1 ao
BBE/EHHA 4031 33 24 TUXKHI, WO BYN0 CTATUCTUYHO 3HAUYLLMM V
nopieHAHHI 3 [1I BFF Ta HomiHanbHO 3Hauywmm ana A1 GFF.
3actocyBaHHAa [1l BGF TakoX NpoieMOHCTPYBaNo cTaTUCTUYHO
3Hauyllle NOKPaULeHHA CepeiHiX 3HauYeHb, BU3HAYEHUX METOA0M
HalMEeHWWX KBaApaTiB, NokasHukis OPB1 AUCO-4 (117 mn;

p < 0,0001) Ta MaKCMManbHOT 3MiHM Bif BUXiAHOTO piBHA
nokasHukis OPB1 npoTarom 4 roguH NicaA 3acTOCyBaHHA 403U
nikapcbroro 3acoby (120 mn; p < 0,0001) y nopisHaHKI 3 [1] BFF
3a nepioA 3 TuxkHa 12 go TuxkHa 24. Yac Ao novatky aii
CTaHOBMB 5 XBWU/IMH AN1A YCiX CXEM NIKYBaHHA.

- - 3actocyBaHHa [ BGF nokasano 4yncenbHe NoKpaweHHs
cepeHix 3HayeHb, BUZHAYEHMX METOA0M HalMeHLIMX
KBaAparis, 3aranbHoro bany 3a onutysanbHukom SGRQ 3a
nepiog 3 TwxxkHa 12 10 TUXKHA 24 y nopiBHAHHI 3 [| GFF Ta [
BFF.

- 3actocysaHHa [l BGF nokasano HeeesiMKe ynucensHe
NOKPaWeHHs cepeaiHix 3HaYeHb, BU3HAYEHUX METOA0M
HaWmeHwux KeaapaTis, GokansHoro bany 3rigHo 3 [113 3a nepiop
3 TvakHA 12 A0 TWKHA 24 y nopiBHAHHI 3 []] GFF Ta [1| BFF.

BiAMIHHOCTI He BYIM CTAaTUCTUUHO 3HAYYLLMMMU.
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- 3actocysanHa [1l BGF noka3ano HeBeIMKe YncenbHe NOKPaLLeHHS Bifl
BMXIZAHOTO PiBHA CEPe/HIX 3HaYeHb, BU3HAYEHUX METOAOM HaMMEHLLIUX
KBa/paTis, cepeHbOro WOAGHHOrO 3aCTOCYBAHHSA NiKapCbKOro 3acoby

HesigKNaaHoT Tepanii BentoniHy HFA 3a 24 TwkHi y nopisHaHHI 3 [1] GFF
Ta [ll BFF. BigmMiHHOCTI He 6yu CTaTUCTUUYHO 3HAYYLLUMMU.

- Puauk HactauHa CID 6y HOMIHANILHO CTATUCTUYHO HUMKUYMM Mig Yac
NiKYBaHHA

[ BGF y nopisHaHHi 3 [l BFF; YucenbHo HUMKYMIA pu3MK HacTaHHa CID
cnoctepirasca nig vac nikysaHHa [l BGF y nopisHaxHi 3 [ GFF

- Al BFF 6yB He MeHLL edekTUBHMM, HiXK NiKapcbKuii 3aci6 CumBikopT TEX
33 OUIHKOI0 B NauieHTiB Be3 BigxuneHb Bif NPOTOKONY ANA BTOPUHHUX
KIHLL@BUX TOYOK 3MIHM Bifl BUXiHOTO piBHA cepeaHix 3HaYeHb,
BM3HAYEHWX METOA0M HalMEHLUMX KBaApaTiB, PAaHKOBOTO MiHIManbHOrO
O®B1 o0 BBEAEHHA [03M 33 24 TUMKHI, CEPE/HIX 3HAYEHb, BU3HAYEHWX
MeTO0M HaWMeHLMX KBaapaTiB, NoKasHukis OPB1 AUCO-4 ta
MaKCMMaNbHOT 3MiHW Bify BUXiHOTO PiBHA NMOKa3HWKiB OPB1 npoTarom 4
FOAMH NicNA 3acToCyBaHHA 03U NiKapcbKoro 3acoby 3a nepioa 3 TUKHA
12 no TukHA 24, cepeHiX 3Ha4YeHb, BUZHAYEHUX METOAOM HalMEeHLLIUX
KBazparis, 3aranbHoro 6any 3a onutyBansHUKOM SGRQ 3a nepiop 3
TvKHA 12 00 TWXKHA 24 Ta cepeiHiX 3HaYeHb, BUZHAYEHUX METOLO0M
HalMmeHLWnX KBaapaTis, pokansHoro Gany 3rigHo 3 /113 3a nepio 3 TUXHA
12 po TukHA 24. Peaynbtatv ANA BTOPUHHUX KIHLEBUX TOUOK 3MiHM Big,
BUXiIHOrO PIBHA CepefHiX 3HAaYEHb, BU3HAYEHMUX METOL0M HaWMEHLL X
KBafpaTis, CepeiHbOro WOAEHHOTO 3aCTOCYBAaHHA NiKapCbKOro 3acoby
HesiAKNaAHOI Tepanii BeHToniHy HFA 33 24 TUKHI Ta pU3MKY HaCTaHHA
CID He Bynu B MmeXKax nonepeaHbo BCTaHOBAEHOT MEKi He MeHLWOoT
edeKrTnBHOCTI. Xoua He MeHwWwa edpekTUBHICTb | BFF y nopiBHAHHI 3
nikapcbKkum 3acobom CumbikopT TEX He Byna npoaeMoHcTpoBaHa AN
4acy Ao HacTaHHaA CID, pizHULA MiXK MeTodamm NikyBaHHA Byna
HeBenukoio, a 95 % [l BkAtouanu 1, Wo BKasye Ha HEAOCTAaTHICTb AOKa3iB
4148 BUCHOBKY npo Te, wo snaus ] BFF ta nikapcekoro 3acoby CumbikopT
TBEX Ha pu3uk HacTanHAa CID Bigpi3HAETHCA. Pi3HMLIO MiXK MeToamMm
NiKYBaHHA A/1A 3aCTOCYBAHHA NiKapCbKOro 3acoby HesigknaaHoi Tepanii
BenToniHy HFA chnig iHTepnpeTyBaTh 3 06epeXkHICTIO 3 ypaxyBaHHAM TOrO,
Lo Nikapcbruii 3aci6 CumbikopT TEX 3acTOCOBYBaBCA Y BigKpPUTOMY
PEXKMMI, @ BEAMYMHA Pi3HKLI Byna HEeBENWKOI.

[HWi KiHUEeBI TOYKW ePEeKTUBHOCTI:

- HacToTa 3arocTpeHb cepeHbOro abo TAKKOIo CTyneHs, iHla KiHuesa
TOuYKa epeKTUBHOCTI AnA nigxoay AnoHii/Kutalo, Byna HoMiHanbHO
CTAaTUCTUYHO HWXKYOI0 Nig Yac nikyBaHHA LI BGF y nopisHanHi 3 [ GFF
(BiAHOWeHHA puaukis [95 % []: 0,48 [0,37; 0,64], p < 0,0001) Ta
YMCENBHO HUIKYOIO Nif vac NikyBaHHA [| BGF y nopisHaHHi 3 [1] BFF
(BiaHOWweHHA pu3snkis [95 % A]): 0,82 [0,58; 1,17), p = 0,2792) Ta
nikapcbkum 3acobom Cumbikopt TBX (BigHOWeEHHs pusnkis [95 % A1)
0,83 [0,59; 1,18], p = 0,3120) 33 OLiHKOW edEeKTUBHOCTI.

3aranom ui pesynstaTi €BiayaTh Npo epekTUsHicTb | BGF y NOpiBHAHHI 3
| GFF ta [l BGF y nopigHaHHi 3 [ BFF

WOo/A0 NOKpaLeHHA GyHKLIT NereHb Ta 3MEHLWEHHA CUMNTOMIB, @ TAKOX
LLOA0 3HUMKEHHA YacTOTK 3arocTpeHb XO3/1 nomipHoro abo TAKKOro
CTyneHs.




2. Niaxig EC/Kanaawn

3actocyBaHHs [l BGF npoieMOHCTPYBaNO CTaTUCTUYHO 3HauyLe
MOKPALLEeHHA Y NonepeiHbO BM3HAYEHUX NaPHUX NOPIBHAHHAX ANA
NEPBUHHMX KIHLEBUX TOYOK. Takoxk ByNn BiA3HAYEHI NOKpaLLeHHA
(cTaTMcTMUHO 3HaYywWi, HOMIHaALHO 3HauyLWi a6o 4MCenbHI) Ha KopucTb [
BGF y nopisHanHi 3 Il GFF 1a [l BGF y nopigHaHHi 3 [l BFF ans ecix
BTOPUHHMX KiHLEBWMX TOUOK.

[NepBUHHI KiHLLEBI TOYKM:

- 3actocysaHHAa [l BGF npoaemMoHCTpyBano cTaTMCTUUHO 3HavyLLe
NOKPaLEeHHA CePeAHiX 3HaYeHb, BU3HAYEHWX METOA0M HalMEHLIMX
KBaapaTis, nokasHukie O®B1 AUCO-4 3a nepiof 24 TUMKHIB y NOPIBHAHHI
3 [l BFF (104 mn; p < 0,0001) Ta nikapcbkum 3aco6om CumbBikopt TEX
(91 mn; p < 0,0001), AKMIA 3aCTOCOBYBABCA Y BIAKPUTOMY peEXUMI, 33
OUiHKOI epekTuBHOCTI. [l BFF 6yB He MeHW edekTUBHUM, HiX
nikapcekuit 3aci6 CumbikopT TEX, 3a ouiHKOIO B NaLjeHTis 6e3 BiaxmMneHb
Bify NpoTOKONY.

- 3acTtocyBaHHAa /1l BGF npofeMOoHCTpyBano ctaTucTUUHO 3Havyue
MOKPaLWEHHA Bif BUXIAHOIO PiBHA CepeaHiX 3HAYEHb, BU3HAYSHMX
METOA0M HaMeHLLIMX KBaApaTiB, NOKA3HMKIB PaHKOBOTO MiHIManbHOTo
O®B1 no BBEAEHHA 03U 3a Nepiog 24 TUMKHIB Y NOPIBHAHHI 3 Al GFF
(22 mn; p = 0,0139) 3a ouiHkoto edekTnBHOCTI. [ BFF 6y8 He meHwW
ePeKTUBHIM, HiX nikapcbkuit 3acib CumbikopT TBX, 3a OLiHKOK B
nayieHTie 6e3 BigxuneHb Big NPOTOKOANY.

- Pesynbratv ana NepBUHHUX KiHLLEBUX TOYOK 3 BUKOPUCTAHHAM
NPeAMETHOT OLIHKM Y3ro[pKyBanuca 3 pesynbTaTamm OLjiHKM
edeKTUBHOCTI.

BTOPWHHI KiHUEBI TOYKMK:

- 3acTocyBaHHs [l BGF npoaemMoHCTpyBano cTaTUCTUYHO 3Hauyuwe
MOKPALLEHHA Bif BUXIAHOTO PIBHA CEPE/IHIX 3HAUEHb, BU3HAYEHUX
MeTO/0M HaMeHLLUNX KBAAPaTiB, NOKa3HWKIB PAHKOBOTO MiHIManbHOro
O®B1 fo BBEAAGHHA 1031 33 NEPiog 24 TUXKHIB Y NOPIBHAHHI 3 A1 BFF.
3acTocyBaHHa [1| BGF Takox NpoAeMOHCTPYBaNo CTaTUCTULHO 3Hauyue
NOKPALWEHHA MaKCMMaNbHOT 3MiHW Bif BUXIAHOTO PiBHA cepeHix
3Ha4eHb, BU3HAYEHUX METOAOM HaWMEeHLLUX KBaApaTiB, MOKa3HUKIB
O®B1 npotarom 4 rofnH Nicns 3aCTOCYBaHHA 403U NiKAaPCbKOTO 3acoby
33 24 TMXKHI y nopiBHAKHKI 3 [1I BFF (105 mn; p < 0,0001) Ta nikapcbKoro
3acoby Cumbikopt TEX (90 mn; p < 0,0001). Yac Ao NoYaTKy Aii cTaHOBMB
5 XBUNUH 1A YCIX CXeM NiKkyBaHHA.

- HacToTa BMHMKHEHHA 3arocTpeHb XO3/1 nomipHOoro abo TAMKKOro
cTyneHs Byna cTaTMCTUMYHO 3HAYYLLO HUMKYOK NiA Yac nikyBaHHA L] BGF y
nopisHAHHI 3 11 GFF (BigHoWweHHA pusukis [95 % A1]: 0,48 [0,37; 0,64],

p < 0,0001) Ta YncenbHO HUXKYOIO Nig Yac NikysaHHa [l BGF Y NOPIBHAHHI
3 Al BFF (BigHOWeHHs pusukis [95 % A1]: 0 82_1.‘%5 1,17, p=0,2792) 1a
NiKapcbKnm 3acobom Cumbikopt TEX (B|,q,g4bw§HHa pmamma [95 % Al]:
0,83 [0,59; 1,18], p=0,3120). o A
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- 3actocysarHa [l BGF npoAemMOoHCTPYBano HoMiHabHO 3Hauvyuwe
MOKPALLLEHHA cepeaHix 3Ha4YeHb, BU3HAYEHUX METOA0OM HaMMeHLIUX
KBagparis, 3arasibHoro 6any 3a onuTyBanbHUKOM SGRQ 33 24 TUMKHI B
nopisHaAHHI 3 1l GFF; YyucenbHi noKkpalleHHa cnoctepiranumcs npw
3actocyBanHi [1l BGF y nopisHaHHi 3 [l BFF Ta nikapcbkoro 3acoby
CumbikopT TBX.

- 3actocyBanHa [l BGF npoAeMOHCTPYBano CraTMCTUYHO 3HaYyLLe
NOKPALLEHHA cepeAHix 3HaYeHb, BU3HAYEHUX METOA0M HalMe HLLMX
KBaAparTis, pokanbHoro 6any 3rigHo 3 [113 3a 24 TUKHI B NOPIBHAHHI 3
nikapcokum 3acobom CumbikopT TBX. 3actocysarHa [l BGF nokasano
HeBe/IMKe YNCeNbHE NOKPALLEHHA Cepe/HiX 3HaYeHb, BUSHAYEHUX MeTO40M
HallmeHWwwx KBaaparis, pokanbHoro Gany 3rigHo 3 113 3a 24 TUXKHI v
nopisHanHi 3 A1 GFF ta [| BFF. BiaMmiHHOCTI He 6yau cTaTUCTUYHO
3HAYYLMMMK,

- 3actocyeanHa [l BGF nokazano HeBenuKe YncenbHe NOKpaleHHs Big,
BUXIAHOTO piBHA CEpe/iHiX 3HaYeHb, BUIHAUEHMX METOA0M HalMeH WX
KBa/lpaTiB, CEpeHbOrO WOAEGHHOTO 3aCTOCYBaHHA NiKAPCLKOTo 3acoby
HeBiaKkNaAHOT Tepanii BenToniHy HFA 3a 24 TwxKHi y nopisHaHHI 3 [l GFF Ta
[ BFF, ane He nikapcbkoro 3acoby Cumbikopt TBX. BigmiHHOCTI He Bynu
CTAaTUCTUYHO 3HAUYYLLMMM,

- Pu3uk HactanHa CID 6yB HOMIHANbHO CTATUCTUUHO HUMKYUM Nif, yac
nikyeakHa [l BGF y nopieHanHi 3 [lI BFF Ta nikapcbkum 3acobom CUmBIKopT
TEX; umMcensbHO HUKUMIA pU3KMK HactauHa CID cnocTepirascs nig vyac
nikysaHHa [ BGF y nopisHAHHI 3 1] GFF.

- 3actocysanHa Il BGF npofeMOoHCTpyBano HOMIHabHO 3HauylLlle
NOKpPaWEeHHA Bif, BUXiAHOMO PIiBHA Cepe/iHix 3HaueHb, BU3HaYeHMX
MeTOLOM HalMeHW WX KBaApPaTiB, 3aranbHoro 6any 3a WKanok oLiHKKM
pecnipaTopHUx CUMNTOMIB 33 24 TUXKHI B NOpPiBHAHHI 3 1| GFF; yucenbHi
NOKpaLleHHa cnoctepiranuca npu 3actocysaHHi [Il BGF y nopisHanHi 3 [
BFF Ta nikapcbkoro 3acoby Cumbikopt TEX.

- [l BFF 6yB He meHW eeKTUBHUM, HiXK NiKapCbkuii 3aci6 CumbBikopT TEX 3a
OUiHKOI B nauienTis 6e3 BiaxuneHb Bif NPOTOKONY AR MaKCMMaabHOT
3MiHW Bif BUXIAHOTO PiBHA CEpe/iHiX 3HAYEeHb, BU3HAUEHMX METOA0M
HalMeHLWWX KBaApaTiB, NOKasHWkie OPB1 npoTarom 4 roguH nicns
3aCTOCYBAHHA A03M NIKAPCbKOro 3acoby 3a 24 TWXKHI, CepeHixX 3HaueHb,
BU3HAYEHNX METOAOM HaNMEHLWNX KBaApaTiB, 3araibHoro bany 3a
onutysanbHMKom SGRQ 3a 24 TUMKHI, cepeiHix 3HaYeHb, BU3HAYEHUX
MeToA0M HalMeHLnX KBaapaTis, dokansHoro 6any srigHo 3 [113 3a

24 TWXKHI Ta 3aranbHoro 6any 3a WKaNoIo OLIHKK pecnipaToOpHUX CUMNTOMIB
33 24 TvokHI (Tinbkn ana €C). Pe3ynbTaTi ANa BTOPUHHUX KiHLLEBUX TOUOK
3MIHW Bif BUXIAHOTO PIBHA CEPe/HIX 3HAYEHb, BU3HAYEHWUX METOA0M
HaMEeHLWWX KBaApaTiB, CEPeHbOTO WOAEHHOTO 3aCTOCYBaHHA NKaPCLKOTO
3acoby HesiarnaaHoi Tepanii BeHtoniny HFA 3a 24 TvkHi Ta pusuky
HactaHHA CID He Bynu B mexax nonepeHbo BCTaHOBNAEHOT MeKi He MeHLw ol
edeKkTMBHOCTI. Xouya He MeHWwa epekTUBHICTb [l| BFF y nopiBHAHHI 3
Nikapcbkum 3acobom Cumbikopt TEX He Byna npoaemMoHCTpOBaHa ANA Yacy
A0 HacTanHa CID, pisHMUA Mixk MeToAamu NiKyBaHHA Byna HEBENUKOID, a

95 % [ll BKNOYaNM 1, L0 BKa3YE Ha HEAOCTATHICTb OKA3iB 419 BUCHOBKY
npo e, wo snnve [l BFF Ta nikapcokoro 3acoby CumbBikopt TEX Ha pu3uk
HacTanHa CID BIAPI3HAETLCA. PI3HULLIO MiX METOAaMM NiKYBAHHA ANA




e,

3aCTOCYBaHHA NiKapcbKoro 3acoby HesigknagHoi Tepanii BeHToniny HFA
CAif iHTepnpeTysaTi 3 06epeXKHICTIO 3 YpaxyBaHHAM TOrO, WO NiKapChKUA
3aci6 CmbikopT TBX 3aCTOCOBYBABCA Y BIAKPUTOMY PEXUMI, @ BENUUYMHA
pi3HULI Byna HeBeNUKOIO.

3aranom Ui pe3ynsTaTi CBiAYaTL NPOo edeKTUBHICcTs [l BGF y nopiBHAHHI 3
I GFF, [l BGF y nopisHaHHi 3 1] BFF Ta ] BGF y NOPiBHAHHI 3 NiIKapCLKUM
3acobom CumbikopT TEX LWoA0 NoKpaweHHA GyHKLIT NereHb Ta 3MeHLWeHHA
CMMNTOMIB, @ TAKOX LWOJ0 3HUKEHHA YacTOTK 3arocTpeHb XO3/1 nomipHoro
abo TAMKKOro cTyneHs.

3. Niaxia CLUA

3actocyBaHHAa [l BGF npoaeMOHCTpYBano CTaTMCTMUHO 3HavyLLe
NOKPaWeHHA 33 NEPBMHHOI0 KIHLEBOK TOYKOI0, NoKkasHnKka OPB1
AUCO-4 Ha TWXKHI 24, Ana nonepeaHbo BUIHAYEHUX NapHUX
nopisHAHb [l BGF ta []l BFF; uncenbHe NoKpalleHHs 3a BTOPUHHOIO
KiHLLeBOIO TOYKOHO, 3MiHa Bif, BUXiAHOrO PiBHA NOKa3HMKIBE paHKOBOTO
MiHimanbHoro O®B1 Ha TukHi 24 cnocTepiranaca gns [l BGF y
nopisHAHHI 3 1| GFF. Takox Byau Bin3HauyeHi NoKkpaleHHs
(HominanbHO 3HauyLi abo yncenbHi) Ha KopwcTb [l BGF y nopisHAHHI
3 A1 GFF ta [l BGF y nopiBHAHHI 3 | BFF ona BCiX BTOPUHHMX
KIHLEBMX TOYOK.

[MepBUHHI KiHUEBI TOYKW:

- 3actocysaHHa [l BGF npoeMOoHCTPYyBano CTaTUCTUYHO 3HauyLLe
NOKPAaLLEeHHA CepeHiX 3HaYeHb, BUZHAYEHWX METOA0M HaWMEH LLMX
KBaAparis, nokasHukis OPB1 AUCO-4 Ha TsKHI 24 v nopisHaAHHI 3 1] BFF
(116 mn; p < 0,0001) 3a OLHKOK epeKTUBHOCTI.

- 3actocyBaHHAa [1| BGF nokasano YucesibHe NoKpPaLleHHs Bif BUXiAHOIO
PIBHA CepeHiX 3HaYeHb, BU3HAUEHUX METOL0M HalMEeHLLWX KBaapaTis,
MOKa3HWKIB paHKoBOro MiHimanbHoro O®B1 go BBeaeHHA A03W Ha TuUKHI 24
Y NopiBHAHHI 3 Al GFF (13 mn; p = 0,2375) 3a OUiHKOW0 eDEKTUBHOCTI.
Pe3ynbTat 3 BUKOPUCTAHHAM NPEAMETHOT OLLIHKK Ta OLHIOBAaHUM
NMOKa3HUKOM TaKTUKK NTIKYBAaHHA Y3rOAXKYBaNMUCA 3 Pe3yNbTaTaMM OLLIHKK
e(heKTMBHOCTI. BapTo Big3HAYMTH, WO aHaNi3n 3 BUKOPWUCTaAHHAM
npeAaMeTHOT OLiIHKKM NoKasanw, Wo 3acTocyBaHHa [ BGF sabe3neuysano
HOMIHA/IbHO 3Ha4YHO BiNblue NOKPAaLLEHHA Y 3MiHI Bif, BUXiAHOrO piBHA
NOKAa3HWKIB PAHKOBOTO MiHiManbHoro O®B1 Ha TwxkHI 24 y NopiBHAHHI 3 [
GFF (24 mn; p=0,0370) Ta cepefiHix 3Ha4YeHb, BU3HAUEHUX METOA0M
HaUMeHLIMX KBaapaTis, NokasHukie OPB1 AUCO-4 Ha TwkHi 24 y
nopieHAHHI 3 A1l BFF (116 mn; p <0,0001).

BTOPWHHI KiHUEBI TOYKU:

NEPEKNAL
BIPHO

i

- 3actocysanHAa [1l BGF npoAeMOHCTPYBaN0 HOMIHANLHO 3HAYYLL
MOKPAULEHHA Bif BUXIAHOIO pPiBHA Cepe/HiX 3HaYeHb, BU3HAYEHUX METOL0M
HaWMeHLWMWX KBa/paTiB, NOKAa3HMKIB PaHKOBOro MiHimanbHoro O®B1 ao
BBEAEHHA A03M 3a nepioj 24 TUXKHIB y nopisHAHHI 3 [ GFF ta /1l BFF,
3actocyBaHHsa [l BGF TakoX NpoAeMOHCTPYBaN0 HOMIHANILHO 3HauyLLe
NOKPALLLEHHA MaKCMMabHOT 3MIHW Big BUXiIAHOTrO PiBHA CEpeaHiX 3HaYEeHb,
BW3HAYEHWX METO0M HAMMEHLUNX KBaAPaTiB, NOKa3HWKiB OMB1 npoTarom
4 roauH NicnA 3aCTOCYBaHHA A03M NiKAPCbKOro 3acoby Ha TuHi 24 y
nopisHaHHI 3 11 BFF (118 mn; p < 0,0001). Yac ao nouatky Aii cTaHOBKB

5 XBW/IMH ONA YCiX CXeM NiKYBaHHA.




- HacToTa BUHMKHEHHSA 3arocTpeHb X03/1 nomipHoro abo TAMKOro CTyneHs
Byna HOMIHaNLHO 3HAYYLLO HMKYOKO Nia Yac nikyBaHHA ] BGF Y NOPIBHAHHI
3 [l GFF (sigHoweHHs pusukis [95 % A]]: 0,48 [0,37; 0,64, p < 0,0001) Ta
4MCENbHO HWXKYO Nifg Yac nikyBaHHA [1| BGF y nopisHAHHI 3 [1| BFF
(BiaHOWweHHa pusnkis [95 % A1): 0,82 [0,58; 1,17], p = 0,2792).

- 3acTocyBaHHA [l BGF npoaemMoHCTPYBano HOMIHaNLHO 3HavyLLe BinbLunii
BiZICOTOK NaLjieHTIB 3 BIAMOBIAAID Ha NiKYBAHHA 33 WKaNow SGRQ Ha TUKHI
24 y nopisHaHHI 3 1| GFF; yucenbHo Binblunii BiACOTOK NaLLEHTIB 3
BIANOBIAAO Ha NiKyBaHHA 3a WKanoto SGRQ cnocTepirascs npu
3acTtocyBaHHi ] BGF y nopiBHAHHI 3 [1] BFF.

- 3acTocyBaHHA [ BGF nokazano HesenuKke unucensHe NoKpaleHHa Bif
BUXIAHOTO PiBHA CepeHiX 3HaYeHb, BU3HAYEHUX METOA0M HaMMEHLLMUX
KBaZApaTis, CEPeAHbOrO WOAEHHOIO 3aCTOCYBaHHA NiKapCbKOro 3acoby
HesiAknaaHoi Tepanii BentoniHy HFA 3a 24 TwKHi y nopiBHAHKI 3 [l GFF Ta
[l BFF. BigmiHHOCTI He Byan CTaTUCTUYHO 3HAYYLIMMMU,

3aranom uj pesynsbtati ceigyaTh Npo eGekTUBHICTb [ BGF y nopisHAHHI 3
A1 GFF 1a [l BGF y nopisHaHHi 3 ]| BFF woa0 nokpawerHs GyHKLii nereHs
Ta 3MEHLUEHHA CUMNTOMIB, 8 TaKOX LLL0/10 3HWMKEHHA YaCTOTK 3arOCTPEHb
X031 nomipHoro abo TAXKKOro cTyneHs.

4. AHaniz niarpyn
[N KIHUEBUX TOYOK NOKa3HWKIB PaHKOBOro miHimaasbHoro OPB1, 0PB1
AUCO-4 Ta yactoTu 3aroctpeHb XO3/1 NoMipHOro abo TAKKOro cTyneHs,
pi3HKULA M MeToAaMK NiKyBaHHA Npu nopisHaHHI [ BGF Ta [l GFF, a
TakoX [l BGF Ta [l BFF 3aranom 6yna noAibHOK Mix Nigrpynamm, BKAKOYHO
3 KPaiHO0, a TAKOX LLOA0 BiACOTKa nporHo3osaHoro O®B1 nicna
3aCTOCYBaHHA BPOHXONITUKA (ANA KIHUEBMX TOYOK GYHKLIT NereHb Ta 4acToTy
3aroctpeHb XO3/1 noMipHOro abo TAMKKOro CTyNeHs), CTyneHs TAxXKocTi X031
Ta KaTeropii 3a kputepiamm GOLD (nunwe Ana KiHUEBUX TOYOK QYHKLIT nereHs)
Ta HaABHOCTI 3aroCTPeHb B aHamHesi (nunwe ans 3aroctpeHs X03/1 nomipHoro
abo TAKKOro CTyneHa). EANHWUI BUHATOK NONATaB y TOMY, O NOKPALLEHHA
BiZ, BUXiAHOTO PiBHA CEpeAHiX 3HaY€eHb, BU3HAYEHMX METOA0M HaltMeH WX
KBaApaTis, MOKa3HUKIB paHKOBOro MiHiMmansHoro O®B1 Ao BBEAEHHA A03M
ana [l BGF y nopisHAaHHI 3 [l] GFF 3a nepioa 3 TusHa 12 10 TuxkHA 24, 33
24 TVXxHI Ta Ha TUKHI 24 ByNK BM3HAYeHi 33 aHMMM NaLLEHTIB 3 KiNbKICTIO
€031HO}INIB y KPOBI Ha BUXIAHOMY piBHI 2150 KnituH/Mm3. PisHuuA B
MOKpauWeHHi GpyHKUiT nereHb npu nopisHaHHI [] BGF ta [l GFF
36inblyBanaca 3anexHo Bif piBHIB €03MHOGINIB Y KPOBI Ha BMXiAHOMY piBHI,
NPU4OMY KOPWUCTL NpK 3actocyBarHi 11 BGF, wo nepesuuyye 50 mn,
NOYMHANACA 3a PiBHA e03MHOBINIB Y KPOBI BMLLE NPUBNNU3HO
250 KniTuH/MM3. AK | 04iKyBanoca, pisHMLA y NoKkpalleHHI GyHKLT nereHs
npwu nopisHaHHi [1I BGF ta [l BFF cnoctepiranaca y WWpoKomy AianasoHi
PiBHIB €03UHO®INIB Yy KPOBI, BKNKOYHO 3 PiBHAMM e03nHODINIB Y KPoBi 40 50
KNiTUH/Mm3.
Pi3HWMUA B YacTOTi 3arocTpeHb npv nopisHaHHi [| BGF ta [l GFF
30iNbLYyBanacs 3i 3poCTaHHAM PiBHIB €03MHODINIB Y KPOBI Ha BUXiAHOMY

NEPEKNARY:
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piBHi. KopucTe [l BGF Byna ouesuaHO0, NOUMHAIOUM 3 PiBHIB eosuHodinis y
Kposi npubnnsHo Bia 50 Ao 100 KniTuH/MM3, Wo € pisHem, akui Gyno
nepesuuieHo NpubansHo y 75 % nauieHTiB y LboMy AoCAiaKeHHi. Monpu Te,
WO cnocTepiranacsa TeHAeHUiA 40 3MEHILEHHA BEAUYUHIN KOPUCTI npu
NiaBMLLEHH] PIBHA €03MHODINIB Y KPOBI, 3@ AONOMOrOI0 perpeciitHoro axanisy
LOESS 6yno oTprmaHo HeA0CTaTHLO A0Ka3iB, Wo6 3poBUTH BUCHOBOK, o
Pi3HMUA y YacToTi 3arocTpeHb XO3/1 mixk []| BGF Ta [ll BFF nos’a3aHa 3 piBHem
€03UHO}INIB ¥ KPOBI HA BUXIAHOMY PIBHI.

5. BuKkopucTaHHa pecypcis oxopohu 3a0pos’s (HCRU)
He 6yn0 CyTTeEBMX BIAMIHHOCTEN MiXK rpynamm NiKyBaHHA Y YaCTL NaLjiEHTIB 3a
TenepOHHUMM A3BiIHKaMU, amByNaTOPHUMK Bi3UTamK, Bi3UTamK 40
BIAAINEHHA HafaHHA eKCTpeHOT Aonomoru abo BUKNUKaMM LBUAKOT
aonomoru, nos’asaHumum 3 XO3/1. YacTKa NawujieHTis 3 BisUTaMu 3 METO
rocnitanizauii, nos’asaHoi 3 X03/1, 6yna HalMEHLIOK y rpynax 3acTocyBaHHA
NiKapcbKux 3acobi., wo mictatb IKC. Cepep nauieHTis, rocnitanizosaxmnx
uepe3 XO3/1, avwwe fgeaki 3 Hux nepebysanu y BiaginenHi peanimauii (ICU)
abo nanari inTencueHoi Tepanii (CCU). HCRU, He nos’asame 3 XO3/1, 6yno
TAKOM 3aranom nogibHe mMixK rpynamm nikyBaHHA,

6. @K nigaocnigskeHHs
Y nauienTia 3 XO3/1 ®K napameTpu y piBHOBAKHOMY CTaHi BU3HaYanuca ann
Byaeconiay, rnikonipoHito Ta popmoTepony npu goctasui 3 [ BGF, A1 BFF, Al
GFF Ta nikapcekoro 3acoby CumbikopT TBX, AKMIA 3aCTOCOBYBaBCA y
BiAKpUTOMY pexknmi. PK napameTpu 6ynu 3aranom NopiBHAHHUMM MiXK
Pi3HWUMK AiKapcbKkuMK bopmamu.

7. TipnocnigKeHHA 3 BUKOPUCTaHHAM hYHKUIOHANbHUX NereHeBUx

TecTig (PAT)

3actocyBaHHa [l BGF npoaeMOHCTPpYBano cTaTUCTUYHO 3HauyLle
NOKPAUEHHA CEPeAHiX 3Ha4YeHb, BU3HAYEHUX METOL0M HalMeHLUMX
KBaapartis, nokasHukis OPB1 AUCO-12 Ha TuxkHi 24 y nopiBHaAHHI 3 1| BFF (95
mn; p = 0,0006) Ta nikapcbkum 3aco6om CumbikopT TEX (65 mn; p = 0,0150);
pisHuua mixk [I| BGF Ta [l GFF 6yna Hesenumkoto (-23 mn; p = 0,2920). He
meHwa edekTusHicTb [1] BFF y nopiBHAHHI 3 nikapcbkum 3aco6om Cumbikopt
TBX wopno nokpaueHb nokasHukis OPB1 AUCO-12 Ha TuxHi 24 He Byna
npoaemoHcTposaHa. OaHak 95 % [l ana pizHULi Mid MeTogammn NikyBaHHA
BKNtOYaB 0, IO BKA3ye HA HEAOCTATHICTL JOKa3iB AnA BUCHOBKY, Lo Bnams [
BFF Ta nikapcbkoro 3acoby CumbikopT TEX Ha nokasHuk O®B1 AUCO-12 Ha
TWKHI 24 BigpizHAETbLCA.

21. Pesynbtat besneku

PT010006 (KRONOS)

- 3acTocysanHa [] BGF y nauientis 3 XO3/1 NOMIPHOTO Yu TAMKKOTO CTyNeHs
pobpe nepeHocunoca y AocAigKeHHi [406pe NepeHoCMIocs, Npu Lbomy
HOBMX abo HeouikyBaHMX AaHUX 3 6e3neKun He cnocTepiranocs.

- HYacrota AN 6yna nogibHo MiX rpynamm NikysBaHHa (gianasoH: 55,7—
61,4 %). 3aranom HaWbinbL YacTMMM NOBIYHUMM ABULLAMM, AKI BUHUKIM nig
4ac nikyBaHHA (MNANN), 6ynu HasobapuHrit (7,7 %), iHpeKuia BepxHix
avxansHux wnaxis (7,5 %) ta X031 (3,7 %).

AEPEKAAL] ™ iyt /)




- BianosigHo fo TepmiHy nepesaskHOro 3actocyBaHHA HaWBinbw yactum MNAMNN
Byno X03/1; yacTota BUHUKHEHHA Byna noaibHO0 MiX rpynamu NIKYBAHHA
(aianason: 2,5-5,1 %). Ockinbku XO3/1 6yn0 AOCNIAKYBAHUM 3aXBOPHOBAHHAM,
BMHUKHEHHA 3arocTpeHb XO3J1 bya0 ovikyBaHUM, @ TOMY He PEECTPYBa/IOCA AK
NAMJ, AKWO He Bi4NOBIAAN0 BU3HAYEHHIO 3TIAHO 3 NPOTOKONOM AK TAKKE
3arocTpeHHs (AnB. po3ain 5.5.1.3). Tamkux MAN, okpim XO3/1, WO BUHUKAO y
21 % nauieHTiB, y >KOAHII 3 rpyn NiKyBaHHA 3apEECTPOBAHO He Byno.

- CNA bynu 3apeecTpoBaHi y HEBENMKOT KiNbKOCTI naujienTis (9,1 %;

173 nauieHTn). Ak i ovikysanoca HaWnowupeHiwum CMNA byna X031 (3,7 %);
NPO BUHUKHEHHA yCix iHwux CMNA nosigomnanoca y <1,0 % 3aranbHoi KinbKocTi
nauieHTie. Yacrora ta Tun CMA 6ynu 3aranom nogibHUMMU Mix rpynamm
NIKYBaHHA.

- Mig vac pocnigkenHs noeigomnanoca npo 12 NA 3i cmeprensHum
HacniAKOM, AT BUHWMKAW Nig Yac nikysaHHa: 6 (0,9 %) y rpyni 4] BGF, 3 (0,5 %)
y rpyni Al GFF, 2 (0,6 %) y rpyni 4] BFF Ta 1 (0,3 %) y rpyni, Aka oTpumyeana
nikapcbknii 3acié CumbikopT TBX. Tpu BUNAaKM cmepTi Byan nigTBepasKeHi aK
Ti, WO BUHUKAM BHACNILOK PECNIPATOPHMX NPUUMH (2 BUNAAKM Y NaLiEHTIB, AKi
otpumysanu [l GFF, Ta 1 Bunagok y nauieHTa, aknii oTpumysas CumbikopT
TEX) Ta 3 BUNagku cmepTi Byau nigTBepAMKeHi AK Ti, LLO BUHUKAN BHaCNiA0K
CepueBo-CyAMHHMX 3aXBOPIOBaHb (2 BUNaAKM y NaLieHTIB, AR oTpumysanm [l
BGF, Ta 1 Bunapok y nauieHTa, aknit otpumysas [ GFF).

[Ba 3 12 1A 3i cmepTenbHUM HACNIAKOM BBaXKaMUCA NOB A3aHUMM 3
NiKapcbKMM 3ac060M, 33 OLHKOI0 AoCNiAHMKaA; 06uABa BUNaaKu Bynu
NiATBEPANKEHI AK Ti, WO BUHUKAW BHACNIJOK PECNiPAaTOPHUX NPUYKH,
TeHAEHUIN y NPUYMHAX CMePTI MiXK rpynamm NikyBaHHA He Bia3Havanocs.

- Hactora MAMN, wo npussenn Ao ckacyBaHHA AOCNIAKYBAHOTO NiKAPCLKOTO
3acoby, byna Hu3bKow (4,3 %) Ta NOAIGHOI MK rpynamm NikyBaHHs.
Haibinbw yactum NAN, Wo NpU3BENO A0 CKAaCyBaHHA AOCAIAMKYBAHOMO
nikapcbKoro 3acoby, 6yno X031 (0,7 %). Tun NANN, wo npussenu ao
CKacyBaHHA AOC/IAKYBAHOro NikapcbKoro 3acoby, By 3aranom noaibHUM Mix
rpynamu nikysaHHa.

- HYacroTa nobiuHmMx ABULL, WO NpeACTaBNAOTh iHTepec (AESI), Byna 3aranom
HU3BKOI Ta NOAIBHO MiXK rpynamu nikyeaHHa. Hanbinsw yactumu AESI 3a
TEPMIHOM NepeBa)kHOro 3acTocyBaHHaA Bynn BpoHxiT (3 %), ancdoHia (2,4 %)
Ta apTepianbHa rinepTeHsia (1,8 %).

- 3aranom 4acToTa TEPMIHIB NepeBakHOro 3acToCyBaHHA HOBOYTBOPEHb Ta
niaTeepaxkennx auw, MACE 6yna HU3bKOK Ta NOAIGHOK MiXK rpynamu
nikysaHHA (aianasoH: 0-0,6 % 1a 0,3-0,6 %, BignoBsigHO).

- Yacrtora aBuuy nigTBepAXKEHOT NHEBMOHIT ByNa HM3LKOK Ta NOAIBHOI MiXK
rpynamu nikyeaHHa (gianason: 1,3-1,9 %). Yactota asuuy, niaTeepakeHol
NHEBMOHITy rpyni nikysanHa | BGF (1,9 %) 6yna nogibHoto ao yactoTu y rpyni
NiKyBaHHA Nikapcbkummn 3acobamm 6e3 emicty IKC, Al GFF (1,6 %).

- He cnocrtepiranoca KNiHIYHO 3HAYYLWMX TEHAEHLIN Y NabopaTopHUX
NOKa3HWKax, OCHOBHUX Pi3i0NOTiYHNX NOKa3HKKIB aBo EKT 3 yacom y wo/Hil 3
rpyn NikyBaHHA.

- KpMBi CMPOBATKOBUX KOHLIEHTPaLii1 KOPTU30AY NOKa3anu odikysBaHy Ao6oBy
Bapiauilo NpoTarom 24-roAMHHOrO NepioAy OuiHKK Ta 3aranom 6ynu
noAibHUMM Ha BUXIAHOMY PiBHI Ta Ha TWXKHI 24 y KOKHIN rpyni NikyBaHHs.
MopiBHAHHA CNiBBIAHOWEHHA reOMETPUMHUX cepeaHix ans [l BGF Ta rpynu
NiKYBaHHA NiKapCbkuMm 3acobamu He3 emicty IKC, [l GFF, ctaHosuno 0,90
(90 % Ai1: 0,80; 1,02), wo BKasye Ha Te, Wwo snaus Al BGF ta [l GFF Ha AUC

CMPOBATKOBUX KOHLEHTPALM KOPTU301Y BYB NOPIBHAHHWIA.




22. BUCHOBOK (3aKNt04EeHHA)

PT010006 (KRONOS)

- 3aranom A0CNiAKEeHHA NPOAEMOHCTPYBANO, O 3acTocyBaHHsA [l BGF
320/14,4/9,6 mkr gga pasu Ha 0oby edekTHBHE NoKpaweHHAa GyHKLT
NereHb Ta 3MeHLWEeHHI CUMNTOMIB, @ TAKOXK Y 3HUXEHHI YaCTOTH 3aroCTpeHb
XO3/1y nopigHaxHi 3 il GFF ta A1 BFF y nauienTis 3 XO3/1 8ia nomipHoro ao
[YKe TAMXKKOro cryneHs.

-Mpodinb  edpertusHocti [l BFF  cniBctaBHuit 3 npodinem
edeKTMBHOCTI Nikapcbkoro 3acoby Cumbikopt TEX, wo mae aobpe
BMBYEHMIN Npodinb edheKrTUBHOCTI.

- 3actocyBanHa [l BGF pobpe nepeHocunocs i HOBMX aBo HeouiKyBaHMX
AaHWX 3 Beanekn He cnocTepiranoca.

- Mpoginb 6esneunocti [l BGF 6ys noaibHuit o Al GFF Ta nikapcskoro
3acoby Cumbikopt TBX, nikapcbkux 3acobis 3 4obpe BuB4eHUM npodinem
be3zneyHocri.

3aABHWK (BNACHUK
peecTpauiiHoro
nocBiAYeHHs)

MaeHyc Aypisinaiyc (Magnus Aurivillius)

(nignuc)

MarHyc Aypiginniyc, AMnnomoBaHWii nikap, JoKTop dinocodii,
KepiBHUK rpynu rnobanbHmx KNiHiuHMX po3pobok, ActpadeHeka
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