Annex 29

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

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

(art. 4, section 1V)

Preclinical Research Report
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1. Name of medicinal product l Suprane, Inhalation Vapour, Liquid

(if available — number of registration i !
certificate): |
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1) the type of medicinal product for which Medlcmal product with complete dossier (stand-alone |

the registration was made or planned dosswr), other medicinal product, new active

i | substance
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2) the undertaken study: o | yes o no if not explain
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SUPRANE (desflurane) was first approved (Baxter Healthcare) by the U.S. Food and Drug i
Administration (FDA) in 1992 as an inhaled anesthetic agent for induction and or maintenance of
i anesthesia for inpatient and outpatient surgery in adults and approved in the United Kingdom in
: 1993 (Pharmacia). Over the past 30 years, it has been approved in aver 60 countries worldwide and
22 European countries. SUPRANE (desflurane) has extensive clinical experience in human '
| patients, and the clinical use and safety of this product is well established as an inhalation anesthetic
i (human and veterinary setting). While no new preclinical (nonclinical) studies have been
. conducted since its initial approval, numerous research studies have been reported in published
“public medical and scientific literature.
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; 2. Pharmacology:
H

1) primary pharmacodynamics . The potency of desflurane administered via inhalation
: was determined in mice, rats, rabbits, dogs and pigs.
! The concentration that produced LOR in 50% of the
; animals (ECsp) was determined in mice, and MAC was
’ determined for rats, rabbits, dogs, and pigs. Across all
species, desflurane was 100% efficacious as an
anesthetic. It has been demonstrated that volatile
; anesthetics, including desflurane, with different
potencies and without inducing cell death, could
{ 'rapidly interfere with physiologic patterns of
_synaptogenesis and thus might impair appropriate
_circuit assembly in the developing cerebral cortex. In
 addition, desflurane has also been shown to produce
. changes in cytosolic protein expression up to 72 h after '
"anesthesia in the rat brain, indicating yet unknown
persisting effects.

. The MAC of desflurane decreases with decrease in
! body temperature, but MAC returns to its original
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2) secondary pharmacodynamics

3) safety pharmacology

- value when the animals became normothermic again,
" Prolonged anesthesia (up to 5 hours) in normothermic
_rats does not affect MAC. The MAC for desflurane is -
t reduced during pregnancy in rats. !

similar for both anesthetics, but recovery across all
; species was more rapid for desflurane, and rats tested
on a rotating rod (rotarod) regained their motor

1

The onset of anesthesia in the rat and mouse appears i

|

I
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coordination sooner
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 In dogs, desflurane produced significant dose-related |
t decreases in arterial pressure (11445 to 43+£2 mmHg)
(0.5 MAC-2.0 MAC), cerebral vascular resistance
(1.53+0.21 to 0.50+0.03 mmHg/ml/min/100 g)(0.5 I
MAC-2.0 MAC) and systemic vascular resistance i
- (32£2 to 14+1 mmHg/l/min/m2)(0.5 MAC-2.0 MAC) ,
and increases in cerebral blood flow (61£7 to 78+£3 i
ml/min/100 g)(0.5 MAC-1.5 MAC). |

In another study in dogs, cerebrospinal fluid (CSF) |
production was increased slightly with desflurane.

| Desflurane appeared to decrease intracranial |
: compliance if the CSF pressure was normal and had |
iEthe potential to raise intracranial pressure. :
i i

‘ Desflurane depresses cerebrocortical electrical activity .

' in a dose-dependent manner in swine and dogs. It had
been suggested that acute tolerance may develop with
desflurane because the burst suppression initially '

“found in the electroencephalographic (EEG) of dogs -
during steady state 2.0 MAC (14.0%) desflurane
reverted over approximately 30 minutes to the pattern
of continuous EEG activity associated with lower
doses of desflurane. However further studies in swine
have found no EEG evidence of tolerance to

_desflurane.

" Sub-chronic exposure (30 days) to subanesthetic
concentrations of halothane, sevoflurane and
desflurane (0.1%, 0.3%, and 0.6% concentrations) was
reported to be associated with behavioral change in
rats. Of the three drugs, desflurane was associated with
the lowest learning and memory function test scores.
However, no neurobehavioral effects or changes in
body weight or alterations in behaviour, spatial

! learning, recall, reversal of learning or spatial

"localization were reported in rats after 30 days of

exposure to desflurane at the higher concentrations of

.0.6%, 1.2%, and 2.4% (12, 24, and 48 MAC-hours,

i respectively). Minor, transitory effects on anxiety level |

“and locomotor activity were observed, but these were
not toxicologically significant.




. In mechanically ventilated dogs and pigs exposed to

rvarious concentrations (1.2 to 2.0 MAC for dogs and
0.8 to 1.6 MAC for swine) of desflurane for

"approximately 30 minutes, desflurane caused

! significant concentration dependent decreases in mean

, arterial blood pressure, cardiac output, heart rate, left

! ventricular minute work, and increases in right- and

! left-heart filling pressures. No cardiac arrhythmias

: were reported with either product in either species,

even when dogs were exposed for three hours to 1.25

i MAC of desflurane.
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- Excessive levels of desflurane (greater than 2 MAC in
: pigs) can produce cardiovascular collapse. However,
| this event is unlikely during spontaneous ventilation

i because it occurs at concentrations higher than those

: producing apnea. Desflurane does not produce the
“coronary steal” effect that is seen with other
anesthetics, at least in dogs. Desflurane reduced blood
flow to stenotic, normal and occluded zones in

: conscious, chronically instrumented dogs with critical
' coronary artery stenosis. However, when arterial
pressure and heart rate were restored to control levels,
- blood flow to the stenotic zone returned to normal,

- indicating that desflurane does not cause "coronary

‘ steal",

. Cardiorespiratory parameters were observed in
spontaneously breathing dogs exposed to increasing
_concentrations of desflurane. Dogs made apneic with

- high concentrations of desflurane could be revived

, with resuscitation even though their mean blood

. pressures had decreased to 40 mmHg. However, mean

"arterial pressure at apnea was higher. The MAC

- multiple for atrial arrest, pulse pressure less than 10

~mmHg (pp<10mmHg), and abolition of the QRS
complex (no QRS) was lowered and the fatal-
anesthetic-to-MAC ratios (i.e., fatal
concentration/MAC) of desflurane for pp<10 mmHg
and no QRS were elevated.

The dose-dependent decreases in cardiovascular
parameters (systemic vascular resistance and arterial
. blood pressure) caused by desflurane in pigs induced
~marked increases in the secretion of vasoconstrictive
substances (plasma renin activity and vasopressin)
. which, nevertheless, do not maintain normal blood
‘ pressure. Desflurane appeared to also prevent
!increases in circulating catecholamines, despite
. significant arterial hypotension.

- Desflurane produces dose-dependent ventilator
" depression. Spontaneously breathing dogs and pigs
were exposed to desflurane at 1 MAC on separate




 4) pharmacodynamic interactions

occasions. Pigs were also exposed to desflurane at 1.5
~and 2 MAC on separate occasions. In dogs, no periods |
: of apnea or cardiac arrhythmias were observed.

. Desflurane in dogs produced respiratory effects. In

' pigs, there were no significant differences in pCQOz or !

' respiratory rate between the awake state and [ or 1.5 *

 MAC of either anesthetic although, as observed in the
dogs, a trend towards lower pCO; following desflurane

| was noted. At2 MAC all the pigs exposed to

: desflurane were apneic.

" A study in pigs evaluated the effects of increasing

: concentrations of desflurane on pulmonary perfusion,

' shunt fraction, and arterial oxygen tension (PaO(2))

| during one-lung ventilation (OLV) where hypoxic
pulmonary vasoconstriction (HPV) reduces venous
admixture and attenuates the decrease in arterial

* oxygen tension. In vitro, desflurane depressed HPV in
a dose-dependent manner. In this in vivo study

 increasing concentrations of desflurane did not impair

| oxygenation.

. Desflurane at 1 and 2 MAC inhibit the duration,
amplitude, and frequency of oxytocin-induced
myometrial contractions in rats in a dose-dependent
manner. The inhibitory potencies of desflurane on
isolated strips of pregnant rat myometrium were more |
sensitive to the inhibitory effects of desflurane than on
non-pregnant rat myometrial strips. \

Studies conducted in normal pigs and pigs bred to be
susceptible to malignant hyperthermia indicate that in
common with other volatile anesthetics, desflurane is a l
trigger for malignant hyperthermia. :

The EEG effects of desflurane (1.2 MAC) in
combination with several adjuvant drugs
(succinylcholine, nitrous oxide, fentanyl, naloxone,
thiopental, atracurium, edrophonium and atropine)
were evaluated in ventilated pigs. Cerebral irritability
or epileptogenicity were not observed at any time. ‘
Thiopental and fentanyl increased cerebral depression, |
although in the case of fentanyl, this was only
significant while desflurane was present. Naloxone
_superimposed on fentanyl during anesthesia with
, desflurane restored baseline activity. There were no
 significant effects of succinylcholine, nitrous oxide, |
_atracurium, and edrophonium plus atropine on the §

!
i

EEG. There were no differences between the EEG
'responses during desflurane anesthesia. These
. adjuvant drugs produced no unanticipated or toxic
'EEG responses during anesthesia with desflurane.




: The cardiovascular effects of desflurane in

: combination with agents commonly used in anesthetic {
' practice were evaluated in ventilated pigs: !
*succinylcholine (1 and 2 mg/kg), atracurium '
1 (0.6 mg/kg), atropine (5 pg/kg) plus edrophonium
(5 mg/kg), fentanyl (50 pg/kg and 100 pg/kg),
naloxone (100 pg/kg), nitrous oxide (60%), thiopental
(2.5 mg/kg and 5.0 mg/kg). Excepting thiopental, the
adjuvants were administered in the order typically used
in clinical practice in order not to exclude the potential !
i for adjuvant interaction. Succinylcholine, atracurium, i
"atropine plus edrophonium had no significant effect.
' Fentanyl was given in amounts that decreased MAC
: for desflurane by 25%-35%. A dose of 50 pg/kg IV of
. fentanyl had no cardiovascular effects, whereas
100 pg/kg IV modestly increased systemie vascular
resistance without changing other variables during
desflurane anesthesia. This returned resistance to
values not different from those in similar conscious
pigs. Fentanyl increases plasma vasopressin in
humans and this action could account for the increase |
in systemic vascular resistance observed. Naloxone |
: during infusion of fentanyl decreased systemic f
vascular resistance and increased cardiac output during |
|
I

! desflurane anesthesia and did not affect mean arterial

‘ blood pressure. Thiopental (2.5 and 5.0 mg/kg [V)

- decreased mean aortic blood pressure, cardiac output,
“stroke volume, and systemic vascular resistance

- anesthesia without altering heart rate or left- or right-
“sided cardiac filling pressures. Thiopental produced a
“similar dose-related depression of circulation, an effect

: consistent with the known cardiovascular actions of

: desflurane. The addition of 60% nitrous oxide to '
- desflurane had no cardiovascular effects. Data indicate
 that the usual clinical doses of adjuvants commonly

: administered during anesthesia have no untoward *
.cardiovascular actions during 1.2 MAC desflurane .
anesthesia in pigs.

Following intravenously infused epinephrine, the
“cardiovascular effects of desflurane were evaluated in
. chronically instrumented and mechanically ventilated
pigs. Animals were administered desflurane on
separate days at two stable end-tidal concentrations !
(0.7-0.8 and 1.1-1.2 MAC), and epinephrine was '

infused in progressively increasing rates until I
| premature ventricular contractions (PVCs) were g
' observed. Epinephrine infusions increased mean aortic |
.blood pressure. At the highest MAC multiple, higher
aortic blood pressure was observed, and at all rates of !
‘ infusion, heart rate was lowered. The rates of [
. epinephrine infusion produced lowered PVCs.




| 3. Pharmacokinetics:
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2) absorption

3) distribution

4) metabolism

5) excretion

6) pharmacokinetic interactions
(nonclinical)

l
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* Solubility in blood is a critical factor for induction }

(uptake) and elimination (recovery) of an anesthetic.
 Desflurane has low solubility in blood and body tissue,

i WhICh should produce a more rapid uptake (induction)
| of and elimination (recovery) from anesthesia, and
depth of anesthesia which can be rapldly titratable..

N/A

é The precise mechanism by which desflurane is :
' metabolized is not known. However, since structurally,
it is close to isoflurane, it would be reasonable to

z expect its metabolism to be similar too. Desflurane is

‘ thought to be metabolised to some extent by

| | Cytochrome P450 2E1 to trifluoroacetic acid and

| inorganic fluoride. Trifluoroacetyl chloride metabolite |
* has also been detected.

: In an in vitro guinea pig liver culture,

; biotransformation of desflurane was minimal

| compared with isoflurane. In vivo studies were

' conducted in rats, dogs and pigs and demonstrated that

i desflurane undergoes only limited metabolism. In rats,

 fluoride ion metabolites and organic fluoride
“metabolites were detectable in serum and urine,

: respectively, at concentrations indistinguishable from -
" those observed in contro! animals. In beagle dogs

: following a 3-hr exposure to desflurane, plasma

- fluoride levels were comparable to the levels in the

control group administered oxygen. This observation

‘ was maintained at 24-hrs post-exposure. In pigs,
plasma fluoride ion levels measured immediately after
anesthetic showed no detectable elevation compared
with levels measured in awake animals prior to

. anesthetizing, Four-hours post-anesthetic, fluoride ion
concentrations in plasma were 17% higher in the
desflurane-treated pigs, compared to the levels

"detected prior to anesthetizing,.

. Desflurane is excreted primarily through the lungs,

. with a very small amount diffusing through the skin

! and liver. Trifluoroacetic acid metabolite has been

i detected in the serum and urine following desflurane .
f administration. :
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I N/A .
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i 7) other pharmacokinetic studies

4, Toxicology:

"N/A

1) single-dose toxicity
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| Acute inhalation exposure of mice (Crl:CD-1[ICR]BR f
! strain) and rats (Crl:CD[SD]BR strain) to
concentrations of desflurane were conducted using a
| head-only exposure chamber. In each rodent species,
1 groups of 10 animals (5 male, 5 female) were exposed
' to desflurane at single chamber concentrations ranging
from 10.0 to 15.0% v/v in mice and 13.0 to 20.0 % v/v
in rats. Groups of 10 animals (5 male, 5 female)
exposed under similar conditions to an atmosphere of
oxygen, served as control groups. Survivors of the
4-hour exposure period were observed for 14 days.
The median lethal concentration was calculated for
each species.

e —
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All groups became anesthetized during desflurane

exposure. Post exposure clinical signs common to both

species included ataxia, shallow respiration/labored

| breathing, unconsciousness/prostration, piloerection

; and wet fur/fur staining. Although some of these signs

i are consistent with recovery from anesthesia, others
are commonly observed in any experiment in which

. animals are held in plastic restraint tubes, All signs
regressed rapidly post-exposure. The majority of
mortalities occurred during the exposure period or
shortly thereafter. Macroscopic evaluations post-
mortem revealed red or dark lungs (mice and rats) and
dark liver (rats), and were considered to be non-

“specific congestive phenomena associated with
cardiopulmonary failure during exposure. There were

no treatment-related findings in surviving animals.

b
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Cardiorespiratory safety of desflurane was evaluated in
beagle dogs and Landrace pigs. In ventilated animals,
once a stable end-tide anesthetic concentration had
been maintained for 15 minutes, cardiovascular
measurements were taken, and then repeated following
an increase in anesthetic concentration. This process

, was repeated until all animals had died. Fatal
desflurane concentrations ranged from 7.20% v/v to

: 19.35% v/v in dogs and 9.80% v/v t023.9% v/v in

' pigs.
|

| . . .
i In non-ventilated dogs, increasing desflurane levels
decreased arterial pressure, arterial pH, and increased

§ arterial pCO2 and end-tidal CO2. Minimal changes in |
. heart rate were observed prior to apnea. ‘




; 2) toxicity in case of repeated-dose studies . Repeated-Dose (subchronic) studies were conducted in
; “rats for 8 weeks and in dogs for 4 or 8 weeks. A

: repeated-dose toxicity study of inhalation exposure
‘was conducted in beagle dogs (24 each males and

: females). These studies showed no signs of morbidity
and no mortalities. All animals receiving MAC or
multiple MAC exposures of desflurane became :
i anesthetized and rapidly recovered once the anesthetic

| delivery was terminated.

There were no treatment-related effects on body
| weight gain after repeated exposure to desflurane in |
‘rats and dogs. Both species demonstrated reduced

i food consumption; however, these observations were
I not desflurane treatment related. No.treatment-related |
i findings were determined for hematology, clinical
{ chemistry or urinalysis investigations. No adverse !
: ophthalmic changes were found in either species after
: 8 weeks of dosing. No consistent organ weight

i changes were found for rats and dogs receiving

! desflurane. Microscopic histological examination

; showed no toxicologically significant findings after 8 .
| weeks of repeated-dose treatment with desflurane.

! |
1 3) genotoxicity: in vitro In vitro genotoxicity studies did not demonstrate !
' mutagenicity or chromosomal damage by SUPRANE. i
Tests for genotoxicity included the Ames mutation .
_assay and the metaphase analysis of human
: lymphocytes.

i

genotoxicity in vivo (including additional  In vivo genotoxicity studies did not demonstrate
toxicokinetic assessment) mutagenicity or chromosomal damage by SUPRANE.

Tests for genotoxicity included the mouse |
“micronucleus assay.

4) carcinogenicity: Animal carcinogenicity studies have not been
| performed with SUPRANE (desflurane, USP).

long-term studies N/A

% short-term or medium-term studies N/A

i additional research

l
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5) reproductive toxicity and toxic effects  No teratogenic effect was observed at approximately |

on offspring development: i 10 and 13 cumulative MAC-Hour exposures at 1 {
' MAC-Hour per day during organogenesis in rats or

rabblts At hlgher doscs mcreased mcxdences of post- ‘
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. implantation loss and maternal toxicity were observed.
‘ However, at 10 MAC-Hours cumulative exposure in

: rats, about 6% decrease in the weight of male pups was
; observed at preterm caesarean delivery.

impact on fertility and early embryonic | Fertlllty was not affected after | MAC-Hour per day
development ‘ ' exposure (cumulative 63 and 14 MAC-Hours for males
‘ and females, respectively). At higher doses, parental
“ toxicity (mortalities and reduced weight gain) was
: observed which could affect fertility.
E Rats exposed to desflurane at 1 MAC-Hour per day
% from gestation day 15 to lactation day 21, did not show |
i SIgns of dystocia. Bodyweight of pups dehvered by
: "these dams at birth and during lactation were
' comparable to that of control pups. No treatment
.related behavioral changes were reported in these pups
- during lactation. |
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embryotoxicity i Groups of 16 inseminated New Zealand White SPF
% rabbits were randomly assigned to control or treatment
. groups. Gravid females were exposed from days 6
: through 18 of gestation.

}
| The desflurane Low, Mid and High exposure groups .
recelved daily 1 anesthetic exposures of desflurane for :
:0.5, 1 and 3 hours respectively. One mortality occurred
‘ i tn the Chamber Control group. Survival was 100% for
; “the remaining Control and Treatment groups. In 1
general, maternal weight loss for the overall exposure
. period (gestation day 6 to 19) was observed in all
' groups. :

. A slight decrease in the number of viable fetuses per

 litter at the High exposure level may have resulted i
. from treatment; however, this decrease did not attain
statistical significance when compared to control

. values, No teratogenic effect was observed among any
of the exposed groups. The no observable effect level

. of desflurane when administered at an anesthetic

concentration (MAC) to gravid New Zealand White

: SPF rabbits was considered to be 1 hour for both

; - maternal and developmental toxicity.

t prenatal and postnatal toxicity { Groups of mated female Crl:CD VAF/Plus rats were |

i _randomly assigned to control or treatment groups.
- Gravid females were exposed from gestation day 15

| through lactation day 21. The desflurane Low, Mid

l tand High exposure groups received daily 1 anesthetic
exposures of desflurane for 0.5, 1 and 4 hours
respectlvely F our mortalmes occurred durmg
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. 6) local tolerability

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

i - - - e
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7) additional toxicity studies:

antigenicity (antibody formation)

immunotoxicity

study of mechanisms of action

exposures in the desflurane High exposure group,

while there was 100% survival for all other groups.

. Treatment-related reduced maternal body weight gains

|
|

' Pup survival in all treated groups was comparable to

|
|

: The nonclinical results indicate that desflurane has low

i

A series of comparisons with other inhaled anesthetics

! Carbon monoxide toxicity caused by degradation of a
volatile anesthetic in circuits containing soda lime is
"well-recognised. A closed anesthetic system was used
'to investigate potential toxic effects of any anesthetic-

were found for the desflurane High exposure group
i during gestation day 15-20 through lactation day 7.

the control groups throughout lactation. Pup size
throughout lactation for desflurane High exposure

were smaller and lighter compared to Control pups. .

The no observable effect level of desflurane when

administered at an anesthetic concentration (MAC) to !
! gravid Crl:CD VAF/Plus rats was considered to be 1
| hour for both maternal and developmental toxicity.

potential to cause reproductive toxicity.
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N/A
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was made. Results indicated that desflurane is not

toxic to the renal (rat study) or hepatic (rats and pigs

studies) systems,

soda lime interaction. Sprague-Dawley rats were

repeatedly exposed to desflurane. Twenty-four hours
after the final exposure, the rats were sacrificed and
specimens of brain, lung, heart, liver, kidney, pancreas

and duodenum were processed for microscopic
evaluation. Histopathological examination did not

identify any tissue abnormalities that were treatment-

related.

N/A
1

‘
1

N/A

N/A

|
|

i
;
i
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drug dependance

N/A

—

metabolite toxicity

‘N/A

toxicity of impurities

An impurity identified in 2 batches of desflurane,
EPY-23-1, was evaluated in mice to establish the LCs0
of the impurity and to calculate the risk, if any, to
: patients. The data demonstrated that the risk to patients

‘other

I exposed to this impurity was negligible to nil.

N/A

5. Conclusions on preclinical study(ies)

. Applicant (holder of registration
certificate)

USSRV U SUPRINS: RO —————— o Dk v ———

Desflurane is a very well-established and widely used
haloalkene, non-flammable volatile liquid anesthetic,
which is structurally related to isoflurane, The
nonclinical studies were conducted in a range of
animals and all of the toxicology studies were
conducted in compliance with the FDA’s Good
Laboratory Regulations (21 CFR, Part 58).

Desflurane has stability against chemical degradation,
higher vapour pressure, lower potency and solubility
in blood and body tissues, more rapid uptake and
elimination, more precise control and rapid titration of
anesthesia, and negligible metabolism.

: Desflurane has advantages over other inhalation
anesthetlcs in that it can be precisely controlled, it has
rapld and predictable onset and recovery, favourable
- pharmacokinetic and pharmacodynamics properties
' and an acceptable cardiorespiratory safety profile and

: low potential for toxicity when administered as
i directed. It also has minimal impairment of cognitive
and psychomotor function. ‘g

The conclusion from this nonclinical assessment is that
“desflurane has an acceptable safety profile to support
‘use in man when used for the induction and
_maintenance of anesthesia in adults and for the
‘ maintenance of anesthesia in pediatric patients.
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(Signature)

| Jeffrey C. White, Ph.D., D.AB.T.
| Vice President, Pre-Clinical Toxicology

Baxter Healthcare Corporatlon
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Joparok 29

10 [Mopsiky npoBeaeHHs €KCNEPTU3HM peccTpallifHuX MaTepialiiB Ha JlikapebKi 3aco0u,
1110 MO/IA0ThCS HA JIEPIKABHY peecTpailito (nepepeectpaitito),

a TAKOXK €KCMEepTH3M MaTepiaiB Npo BHECEHHS 3MiH 0 peecTpaliiiiHuX MaTepianis
NPOTArOM AT peecTpauiifHoOro nocsijA4eHHs

(nyHkt 4 po3ainy V)

1. Hazea nikapcbkoro 3aco0y Cynpat, napu ais iHransuii, pianHa

(3a HAsIBHOCTI — HOMEP peecTpaLliiiHOro
MOCRIYCHHS):

1) Tun nikapebkoro 3aco0y, 3a iIKUM JlikapchKHii 3aci0 3a NOBHUM J1I0CKE (ABTOHOMHE

npoBoaHaacs abo MIAHYETLCS peecTpallis  J10Che), IHLIMWIH Jlikapebkuit 3acib, HoBa Aitoua
pevoBHHA

2) npoBeaeHi 0TI KEHHS: 0 TaK e Hi AKUIO Hi, OOrpyHTYBATH

CVYTIPAH (nechaypan, bakcrep Xesnckea / Baxter Healthcare) 6yB Bnepiue cxpaneHuii
YrpaBaiHHAM 3 KOHTPOIO 32 MPOJAYKTaMU XapyyBaHHsi Ta JikapcekuMu 3acobamu CLIA (FDA) y
1992 poui AK iHraAsUIHHKWI aHECTETHK AAs IHAYKLIT Ta/abo MiATpUMaHHS aHecTesil npu
cTauioHapHiii Ta amOynaTopHii Xipyprii y Jopociux, Ta cxsasieHuit y BenukoObpuranii B 1993 poui
(Pharmacia). 3a ocranni 30 pokis Bin OyB cxBajieHuit y nonan 60 kpainax ceity ta 22
esponeiicekux kpainax. lloao nikapeskoro 3acody CYTIPAH (aechaypan) € obmphuii
KJHHIYHKIH I0CBI/1 3aCTOCYBaHHS Y JIOJAWHU, a KJIIHIYHE 3acToCcyBaHHs Ta Ge3rneka 1boro
JiKapebKoro 3aco0y siK IHrassilliHHOro aHecTeTHKA (Y JIIOJIMHMA Ta BeTepUuHapil) 100pe BUBUCHI.
Xoua 3 MOMEHTY HOro NEPBUHHOIO 3aTBEP/IKEHHS He OyJ10 MPOBEIEHO KOJHHX HOBUX
JOKJIHIYHHX JOC/TIKEHb, MPO YHCACHHI JIOCIIIKEHHS MOBIOMISAIN B 0nMyOJiKOBaHi i
3arajlbHOAOCTYIHIA MEMYHIN Ta HAyKOBIH JiTepaTypi.

2. PapmakoJioris:

Edpexrusnicts aechaypany npu iHransuiiHomMy
BBEJICHHI BU3HAYAIW HA MMLLIAX, LHIYpax, KpoJisx,
cobakax i cBuHAX. KOHIIEHTpaLlitO, 1110 CrpUYHHAIA
prpaty Bianoeiai y 50 % rteapun (ECso), BU3Hauanu y
vuteit, a MAK (MinimMasibHa ajibBeoIIpHa
KOHLEHTPALlid) — Y LYpiB, KPOJIMKIB, COOAK | CBUHEMH.
Jlns Beix BuaiB tBapuH aecaypas 6ys 100 %
e(DeKTUBHMM aHECTETUKOM. ByJl0 NpoeMOHCTPOBAHO,
1O JIETYY1 AHECTETHKH, BKJIIOYAtOUK JiecaypaH, 3
PI3HOIO CHJIOKO /1T, HE BUKJIMKAIOUM 3arubesti KIiTHH,
MOJKYTh LIBMIKO BTpyYaTHCs VY (Di3i0N0riuHi cxemu

I ) nepsuHHa papMakoMHaMiKa

MEPEKNAA 3POBAEHO
3r 1AHO 3 OPHT IHANONM

AocToBIPKHICTD
NEPERAAAY 3ACBIAYY

Kiwaypdc H.B.
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|perTudikauinnmi no.u
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BIAMOBIAHY 30ipKY JIAHLIOTIB Y KOPi FOJIOBHOTO MO3KY,
o po3suBaeThed. Kpim toro, 6yi10 nokasaHo, 1o
nechaypan BUKIIMKAE 3MIHH B €KCIIPECii LIMTO30/bHHX
OinKiB 10 72 rOJIMH MicaA aHecTe3ii y roJOBHOMY
MO3KY LLYPiB, 1110 BKa3y€ Ha LIE HeBioMi CTiHKi
eexTH.

MAK necaypany 3MEHIIYETBCS 31 3HUIKEHHAM
Temieparypu Tina, ane MAK nosepraerses 10
MOYaTKOBOIO 3HAYSHHS, KOJH TBAPUHH 3HOBY CTAlOTh
Hopmorepmiunumu. Tpusana anecresist (10 5 rojguH) y
HOpMOTepMiuHMX LiypiB He BruinBae Ha MAK. MAK
nechnypaHy 3HWKYETBCS MMl 4ac BariTHOCTI y LLYpiB.

[Touarok anectesii y uypiB | MULLEH CXOXKHIA 118

000X aHeCTETHKIB, ajl¢ BiJHOBIICHHSA Y BCIX BH/iB

BiAOyBaeThCA WBHAILLIE 115 AeciypaHy, a uLypH,

MpOTECTOBaHI Ha 00EPTOBOMY CTPHIKHI (pOTapoi),
LUBM/ILLE BiJIHOB/IIOIOTE PYXOBY KOOPAMHALLIIO.

V cobak nechaypaH cipuUMHIB 3HAYHE /10303aJI€HHE
3HWKEHHS apTepiaibHOro THEKY (Bia 114+5 no 43+2
mm prt.cr.) (0.5 MAK-2,0 MAK), uepedbpansHoro
cyauHHoro onopy (Bia 1,53+0.,21 no 0,50+0,03

mm pt.cT./Ma/x8/100 r) (0.5 MAK-2,0 MAK) Ta
CHUCTEMHOTO CyAMHHOTO onopy (Bia 32+2 no 14+1

MM pr.cr./n/xe/m?) (0,5 TJIK-2,0 I'JIK) Ta nocunenns
MO3KOBOI0 KpoBOTOKY (Big 617 no 78+3 mn/xs/100 r)
(0,5 MAK-1,5 MAK).

B inwomy nocniakenHi Ha cobakax aecduypad aeto
301/1b1YBAB BUPOOIEHHS CTUHHOMO3KOBOT Pi/IMHU
(CMP). Busisunocs, 1o aecdypan sHuxkye
BHYTPIlIHBOUYEPENHUH KOMIIaeHe, AKilo tuck CMP
OyB HOpPMaJIbHUM, 1 MA€E MOTEH LA/ MiJABMIILYBATH
BHYTPiLUHBOYEPENHHUI THCK.

2) propuHHa papMakoMHaMiKa

JlechnypaH npurHivuye eJeKTpHYHY aKTUBHICTE KOPH
rOJJOBHOIO MO3KY 3a/1€3KHO BiJI 103H Y CBHHEH Ta
cobak. byJio BUCIOB/IEHO MPHUITYLIEHHS, 1110 rOCTpa
TOJIEPAHTHICTB 10 JechiiypaHy MOXkKe PO3BMHYTHCS,
OCKIJTbKM NMPUTHIYEHHS Criajaxis, CrovyaTky BUsBICHE
Ha enexrpoeHuedanorpami (EET) cobax y
pisHoBaskHOMY cTaHi 2,0 MAK (14,0 %) necthaypany,
nosepranocs npudim3Ho yepes 30 XBUIWH JI0 KAPTHHU
Oesnepepsroi EEI-akTuBHOCTI, NOB'A3aHOT 3
MEHLIMMH /103aMu Aechaypany. OgHak nojanbiui
JOCIIIZKEHHS HA CBUHAX He BUABHIHM koaHuX EEI-
J0Ka3iB TOJEPAHTHOCTI 10 Aechaypany.

3) (hapmakoJioris 0esnexku

S IAHO 3 OPWI IHANOM
AoctoIPHICTD .
NEPERAAAY 3ACBIAYY

Kinayple "-.CB-
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cesoaypany ta aecpaypany (0,1 %, 0,3 % i 0,6%)
Oyna nog'si3aHa 31 3MiHOKO MOBEAIHKM LYPiB. 3 KX
TPBOX JIiKapchKuX 3acobiB aecdaypan OyB no'szaHuii
3 HAHHWKYMMH NOKa3HUKAMH B TECTaX HA HABYAHHSA Ta
nam'ste. Onnak, nicas 30 gHiB eKCIIo3H LT
nechaypanom y Buimx konuentpauisx 0,6 %, 1,2 %
ta 2,4% (12, 24 ta 48 MAK-roauH BinoBiiHO) ¥
LYPiB HE BUABHWIIH )KOJHHX HEHPOMOBENiHKOBHUX
eexriB abo 3MiH MacH Tina, a TAKOXK 3MiH y
MOBE/iHIL, MPOCTOPOBOMY HAaBYaHHI,
3anam'aTOByBaHHi, peBepcii HaB4aHHs abo
npocTopoBoi okanizauii. Crioctepirany He3HaYHUH
TPaH3MTOPHHIA BIJIMB HA PiBEHb TPMBOMKHOCTI Ta
PYXOBY aKTHBHICTB, aJie B 11 He 0y/10 TOKCHKOJIOT YHO
IHAYYILUMH.

V cobak i cBUHEH, SKUM MPOBOMIIN LUTYYHY
BEHTWJISILLIIO JIETeHIB i 3aCTOCOBYBAJIM Pi3Hi
- koHuentpauii (Bix 1,2 g0 2,0 MAK ans cobaxk i Bix 0,8
1o 1,6 MAK nns ceuneii) aecdiypaHy npoTsarom
npubausno 30 xBunuH, JechiaypaH BUKIMKaB 3HaYHE
3ajIeiHe Bijl KOHLUEHTPALIT 3HHIKEHHS Cepe/iHbOTO
apTepiajbHOro THCKY, CEPLEBOr0 BUKUAY, YaCTOTH
CePLEBHX CKOPOYEHb, XBHIMHHOT pobOTH J1iBOrO
IUTYHOYKA Ta MiABUILEHHS TUCKY HAMOBHEHHS MPaBUX
i niBuX BiutiziiB cepus. He moBigomisiin npo cepuiesi
apuTMiT 1pu 3acTocyBaHHi Oyb-SKOr0 rpernapary B
000X BH/IB, HABITE Micas 3-roAMHHOT €KCHO3ULIT
1,25 MAK pecduypany.

Haamipni pisni gechuypany (6insme 2 MAK y
CBUHEIH) MOXKYTh CIIPHYHHHUTH CEPLIEBO-CYAMHHHH
konarc. QHaK s Mojiis MaJToHMOBIpHA Mijl Yac
CMOHTAHHOT BEHTUIIALT, OCKIIbKM BOHA BiI0yBaeThCs
MPH KOHLEHTPALLIAX, BUIIMX 32 Ti, 11O CIPUYUHAIOTH
anHoe. Jlecpnypan He BuKkIuKae eexty
«KOPOHAPHOrO 00KpafaHHs», AKHIH criocTepiranu npu
3aCTOCYBAHHI IHIIMX AHECTETUKIB, NPUHANMHI Y
cobak. [lecypan 3mMeHIyBaB KPOBOTIK yepe3
CTE€HO30BaHI, HOPMAJIbHI TA OKIIKO30BaHI AIIIHKH Y
MPUTOMHUX cO0AK i3 KPUTHYHHUM CTEHO30M
KOpPOHapHOT apTepil, siki nepedyBaiu Ha nocTiiiHOMYy
IHCTPYMEHTAIbHOMY MOHITOpUHTY. OHAK, KOJH
aprepiallbHMi TUCK | 4ACTOTA CePLEBUX CKOPOYEHb
Oy/M BiAHOBJIEHI 10 KOHTPOJILHUX PiBHIB, KPOBOTIK Y
JUSHLI CTEHO3Y HOPMaJli3yBaBCs, 1O CBIAYUTE NPO
T€, 1O AecIiypaH He CPUYHHAE KKOPOHAPHOIO
oOKpagaHHs .

JHUX cobak nm E€KCIO3HILIT

PEKAAA 3POGAENO

3riAKHO 3 OPHr IHANON
AoCToBIPHICTD

REPEKNARY 3ACBIAYY

Kinayric H.B. N
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3pocTalOYMMK KoHLeHTpauiaMu aecdaypany. Codak 3
arHoe i/ BIJIMBOM BHCOKHMX KOHLIEHTpALIIH
jecaypany MoxkHa Oy0 NMOBEPHYTH /10 KUTTA 3a
JIOMOMOTOIO peaHiMaliifH1X 3aX0/iB, HaBITh AKIIO
TXHilt cepe/Hiii apTepianbHuit THCK 3HM3MBCS 10 40
MM pT.cT. OHaK cepe/iHii aprepiajbHUN TUCK NPH
arHoe OyB puium. Kparnicte MAK u1s 3ynuHku
nepeacepib, NyJbCOBOro THCKY MeHmie 10 MM pr.cT.
ta BizicyrHocti komruiekey QRS (6e3 QRS) Gyna
IHUIKEHA, 4 CITIBBIJHOIIEHHS NETAIBHOT /1il aHeCTeTHKa
10 MAK (To6to neransha konuenrpauis/MAK)
aeciypady npH myabCoBoMY THCKY < 10 MM pT.cT. Ta
BigcyTHocTi QRS Oyno niaBULieHUM.

Jlo303aneKHe 3HHIKEHHS CepLEeBO-CYAMHHHUX
napamerpiB (CHCTEMHOTO CyIMHHOrO OMNopy Ta
apTepiajbHOro THCKY), CipUYHHEHe nec(rypaHoMm y
CBUHEMH, BUKJIMKAJIO MOMITHE 301/1bIIeHHS ceKpeLlil
CY/IMHO3BYKYBAJIBHUX PEYOBHH (AKTUBHOCTI B njasmi
KPOBi peHiHY Ta Ba30MpPECHHY), Ki, TUM HE MEHLI, He
MiATPUMYBAIH HOPMAJILHUH apTepiabHHK TUCK.
Jlechnypan Takox 3anobiras miABUILEHHIO PIBHIB
LMPKYJTHOIOYMX KaTeX0aaMiHiB, HE3BAKAIOUH HA
3HAYHY apTepialibHY rinoTeHsiio.

Jlechypan BUKAMKAE 10303aJIeKHE IPUTHIYCHHS
nuxanns. Cobak Ta cBMHEH, sIKi CIIOHTAHHO JHUXallH,
nignaeanu ekcnosuuii aechaypany B 1o3i | MAK B
okpemux Bunajakax. CBMHEH TakoX migaaBaiu
ekcnos3muii aecaypany B no3ax 1,51 2 MAK B
OKpeMHX Bunajakax. Y cobak He criocrepiraiu
nepioais arnHoe abo cepLeBUX apUTMIi.

Jechaypan y cobak Cripu4HHABR peciipaTopHi e(eKTH.
V cBuHeit He Oy/0 CyTTEBMX BiAMIHHOCTEH 3a
nokazHukamu pCO; abo 4acTOTH AMXAHHA MiXK CTAHOM
nHecrnanus Ta 1 abo 1,5 MAK 6yab-sikoro 3
AHECTETHKIB, X04a, K i y cobak, criocrepiraim
TeHeHIL10 10 3HKeHHs pCO2 micns 3acTocyBaHHA
nechaypany. [pu 2 MAK nechaypany y Bcix cBUHENH
criocTepiraiu anHoe.

VY jocnipkeHHI Ha CBUHAX OLIHKOBAJIM BIUIUB
3pOCTAOYMX KOHUEHTpaLliit aecduiypany Ha JiereHeBy
nepdy3iro, Gppakiiito HyHTa Ta THCK KUCHIO B
aprepianbHuii kposi (Pa0O(2)) nia yac BeHTHASALLIT
onnieio nerenero(BOJT), ae rinokcuyHa JiereHesa
BazokoHcTpukilia (I'JIB) 3mMeH1Iye BeHO3HY JOMILIKY
Ta nocaaboe 3HHIKEHHs apTepialbHOrO THCKY
kg iecaypan npurnivysas ['JIB y

[ EH0I0. Y 1boMYy 10CITiKeHHi in Vivo
\ MEPERAAA 3POBNEHO
3r1AKO 3 OPHI HANONM

AocToBIPHICTD

REPERAARY 3ACBIAYYD

Kinayric H.B. \\




4) papmakoguHAMIUHI B3aEMOIT

MiZBULIEHHS KOHLUEHTpauii aecduiypaHy He
MOripLIYBaO OKCHIEHALLkO.

Hechuypan y konuentpauisx 1 ta 2 MAK npurnivye
 TPUBAJICTB, aMILIITY/ly TA YACTOTY OKCHTOLIMH-

iHZYKOBAaHHUX CKOPOUYECHb MIOMETPIst y LLypiB Y
no3o3anexHuii crnocid. [Hribyrounit moreHian
aechaypaHy Ha 130JIbOBAaHUX CMY)KKax MioMeTpist
BariTHUX CaMOK LIypiB OyB OLNBLI YYTIHBUM 10

iHribyrouof aii necdaypaty, HiX Ha cMyKKax

MIOMETpisl HeBAriTHUX CaMOK LUypiB.

JocnigxeHHs, NpoBeAeHI Ha HOPMATBHHX CBUHSIX i
BUBEICHUX CBUHAX 31 CXUJIBHICTIO 10 PO3BUTKY
3J105KICHOT rinepTepmii, BKa3yloTh Ha Te, 110, K i iHi
JIeTY4i aHEeCTeTHKH, ecIypaH € TpUrepom
3J0KICHOT rinepTepMii.

Bruus pechaypany (1,2 MAK) y komGiHanii 3
KiJIbKOMa IOTIOMiI*KHUMH MpenapaTamu
(CYKLMHINXOMiH, 3aKUC a30Ty, (PEHTAHIJI, HAJIOKCOH,
TIONEHTa, aTpaKypiyM, eapodoHii Ta aTporiin) Ha
EEI" ouiHtoBaid y BEHTHIBOBAHHUX CBUHEN.
LlepeGpanbHy noapas3nuBicTh abo emnijenToreHHicTh
He CrocTepiraau y *oaHoMy Bunaiaky. Tionenran i
(heHTaHIJI TOCUITIOBAIH NPUTHIYEHHS MO3KOBOT
JiSNBHOCTI, X0ua y BUNaaky 3 genraninom ue Gyno
3HAYHKUM JiMLIe 3a HasBHOCTI aecuypany. HamokcoH,
O HaKJIaaeTbest Ha (PEHTAHL MijJ Yac aHecTesil
aechaypaHoM, BiZIHOBIIIOBAB MOYATKOBY aKTHBHICTb.
CyKUMHLIXOIIH, 3aKUC a30TYy, aTpakypii Ta eapodoHii
IJIKOC aTpOriH He Manu 3HauHoro BBy Ha EEI". He
Oyno axkux-veGyap Biaminuocreit mix EEI-
BIAMOBIAAMU Mij yac anecresii gecuypanom. L
JOTIOMIKHI TpenapaTi He CPUYHHSIIH
HenependauyBanux abo roxkcuunux EET -ginnosigeit
Mij yac aHectesii aecdypanom.

Cepueso-cyauHHi edexT gechuypany B kKomOiHaLii 3
rnpenaparamu, siki 3a3suuail 3acTOCOBYIOTh B
aHeCTe310OTIYHIH NPaKTHL, OLIHIOBAIN ¥
BEHTUJILOBAHUX CBUHEH: CyKUMHIIXO0iH (1 12 mr/kr),
arpakypiym (0,6 Mr/kr), atponiH (5 MKI/Kr) mioc
eapodoHii (5 mr/kr), geuranin (50 Mxr/kr i
100 mkr/kr), HanokcoH (100 MKr/Kr), 3aKuc a3oTy
(60 %), Tionenran (2,5 mr/kr i 5,0 mr/kr). 3a
BUHATKOM TIOTIEHTay, JONIOMIMCHI npernapaTtu
BBOJIMJIM Y TIOPAZIKY, IKMH 3a3BUYall 3aCTOCOBYIOTH Y
KIHIYHIH MpaKTULL, 1100 He BUKJIIOYMTH NMOTEHLIAHY
B3aEMOJIIQAomemikHIX npenapatiB. CyKUMHIIXOiH,
aTpaxyffitt e tpeimmRge eapodoHiil He Mau
A SR\ EPEKNAAR 3POBAERO

3r[AHO 3 OPHT IHANOM

AoCTOBIPHICTD
REPEKAARY 3ACBIAYYD

Kinaypis H..B.\&
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3. @apmakokiHeTHKa:

cyrreBoro edexry. @eHTaH s BBOJMIM B KiJTBKOCTSX,
ki sHukysanu MAK necaypany nva 25-35 %. Jloza
50 MKr/kr B/B (peHTaHINYy HE Masia CePLEBO-CYIUHHHX
eexris, Toai sk 100 MKr/kr B/B moMipHo
MiABULIYBaJIa CHCTEMHHH CYTHHHHI omip 6e3 3MiHM
IHLIMX NMOKA3HUKIB Mij yac aHectesii gecdaypaHom.
Lle noBepHy0 oMmip 0 3HAUECHB, WO HE BiAPI3HAIOTHCS
BiJl aHAJIOTIYHMX MOKA3HUKIB Y NPUTOMHMX CBHHEH.
@DeHTaHL MiJIBUIILYE PiBEHB BA30OINPECHHY B IJ1a3mi
KPOBI JIFOJMHM 1 LSt J1ist MOXKE TMOSICHIOBATH 301/TbIICHHS
CHCTEMHOTrO CYIMHHOIO OMOpY, AKHH CIIOCTEpiraiu,

Hanokcon nig yac indy3ii denraniny 3umkysas

CUCTEMHHUI CYTMHHUIT OITip 1 301/IbLIYBAB CepUEBHIA
BUKHM/ M1i]] yac aHectesil gecduiypaHoM i He BIJIMBaB
Ha cepelHiit aprepiansuuii Tuck. TionenTan (2,51 5,0
MI/KT B/B) 3HMKYBaB Cepe/Hii aopTallbHHii THCK,
cepLeBuii BUKU, YAapHHiA 00'eM i cucTeMHMI
Cy/IMHHMIT onip aHecTe3iT 6e3 3MiHM YaCTOTH CepLEeBUX
CKOpOYeHb a00 THCKY HAIIOBHEHHS JIIBOTO YH MPABOTro
Biu1iniB cepus. TioneHTan cnpuunHAB aHaJIOTivHe
J10303aJ1e3KHE [PUTHIYEHHA KpoBoObiry, 1110
BiJIMTOBI/IA€ BIIOMUM CEPLIEBO-CYAUHHUM eeKTam
necnypany. Joaasauus 60 % 3akucy azoty a0
JechiypaHy He CIIPUYHMHSIO CEePLEBO-CYAMHHI
eexru. Jlani BkasyloTs Ha Te, 1110 3BMYANHHI KITiHIUHI
JI03H JOTIOMDKHHX Tpenaparis, gKi 3a3Buyai
3aCTOCOBYIOTH MiJl Yac aHeCTe3il, He MalOTh
HECMPUATIMBOTO BIUIMBY Ha CEPLEBO-CY/THHHY
cUCTeMY Mif yac aHecrtesii gecduypaHom y po3si 1,2
MAK y cBuneii.

ITicns BHYTPiLIHBOBEHHOIO BBEACHHS eniHeppUHy
OLLIHIOBAJIH CepLEeBO-CYIHHHI edexkTH aecduypany y
CBHHEH, sKi nepeOyBany Ha MOCTIHHOMY
IHCTPYMEHTAJIbHOMY MOHITOPUHTY Ta MeXaHiuHik
BEHTHIIALLIT ieredb. Teapunam BBoaMIM necaypaH B
OKpeMi JHI y ABOX cTabiIbHUX KOHIGHTpalligx
Hanpukinui suauxy (0,7-0,8 1 1,1-1,2 MAK), a
eninedpuH indy3yBaiu 3 NPOrpecUBHO 3pOCTAIOUOIO
LUBMJIKICTIO, JIOKH HE CMOCTepiraiy nepeayacHi
1nyHoukoBi ckopoueHHs (ITHIC). ITudysit
eninedpuHy NiABULLYBaIK CepejiHiil aopTanbHUM
vck. [lpu naituuiiii kpatnocti ['IK cniocrepiranu
MiABUIICHHS a0PTAJILHOIO THCKY Ta MPH BCIiX
IBHAKOCTAX iH(DY3ii yacToTa CEPUEBUX CKOPOYEHB
snwskyBanacs. Lsuaxicts ingy3ii eninedpuny
cnipyunnsiia 3uuxeHHs TTHIC.

MEPEKAAR 3POBAEHO
3r1AHO 3 OPHF IHANOM

AoCTOBIPHICTD
REPEKAAAY 3ACBIAYYD

Hinaveds H.B. [\
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2) BCMOKTYBaHH#

3) poznoain

- 4) merabonizm

5) BUBEIEHHS

19

Po3uuHHICT Y KPOBI € KPUTHUHUM daKTOPOM 1A
IHAYKIIT (MOrIMHAHHA) Ta eliMiHaLil (BUBEICHHS)
anecteruka. Jlechaypan mae HU3bKY PO3UHHHICT Y
KPOBI Ta TKAHMHAX OPraHi3My, 110 Mae CIPUATH
WBHIAIIOMY MOTJTHHAHHIO (IHAYKIIT) Ta BUBEIEHHIO
(BiZIHOBIIGHHIO) MiC/IA aHeCTe3il, a TAKOXK rMHOMHI
aHecTesil, 1Ky MOKHA IBUIKO THTPYBATH.

H/J

Tounnit Mmexanizm meraboniamy aechaypany
HeBioMuid. O1HaK, OCKIIbKH CTPYKTYPHO BiH
OnusbKmii 10 i30daypany, 6yn0 6 1oUITBHHM
O4iKyBaTH, 1110 ioro MetabosizM Takok Oyae
noaidHuUM. BeaxaeTnces, 1o gecdypaH neBHo0
Mipoto metabonizyerbes uroxpomom P450 2E1 no
TpU(TOPOLITOBOT KHCIIOTH Ta HEOpraHiuHoro ¢ropy.
Takox Oyno BusBieHo metaboiTt
TpUPTOPOALIETHIXTOPHI.

V KynbTypi NeYiHKU MOPCHKUX CBUHOK in Vilro
Giorpanchopmatis rechaypany Oyna MiHIMATBHOIO
nopiBHsAHO 3 i30¢uaypanom. Jlochimkenus in vivo,
MpOBe/EHI Ha Lypax, cobakax i CBMHsX, MOKa3ajH, 110
necaypan 3azHae auie obmexkeHoro merabonizmy. Y
uypie metaboniTi ioHiB TOPY Ta opraHiuHi
metadonitu Gropy Oy/iu BUSBJICHI Y CHPOBATLI KPOBI
Ta ceyi, BIANOBIAHO, Y KOHUEHTpaLigX, AKi HE
BiJIPI3HAIMCA BiJl THX, AKI CIIOCTEPIraiu y
KOHTPOJIbHMX TBapuH. ¥ cobak nopoau Oirie micas 3-
roAMHHOT eKcrno3uuii aecuypany pisai Gropy B
naasmi KpoBi OyJ1u MOPIBHAHHUMH 3 PIBHAMH B
KOHTPOJbHIH rpyIli, ska OTpPUMYBajia KuceHs. Lle
crocTepexeHHs 30epiranocs npotarom 24 roauH
nicas exkeno3uiii. Y cBuHeit piBHi ioHiB ropy B
naasmi KpoBi, BUMIpSHI Biapasy miciis aHecTesii, He
JEMOHCTPYBAJIM MOMITHOTO MiABUILEHHS MOPIBHSAHO 3
PiBHAMM, BUMIPAHUMHM Y IPUTOMHHUX TBAPHH Tepe/]
aHecrtesiero. Yepes 4OTHPH rOJAMHH T1ic/is aHecTesil
KOHLEHTpALlist i0HIB Topy B masmi kposi Oyia Ha

17 % BuLIOIWO Y CBUHEH, AKUM BBOAWIK AechaypaH,
MOPIBHSAHO 3 PiBHAMM, BU3HAYCHUMHU Nepe/l
aHecTesi€l.

HechnypaH BUBOAUTBCA MEPEBAKHO YEPE3 JIETEHI,
Jly’Ke HEeBeJIMKA KibKicTh AU YH/YE yepes LKipy Ta
neudinky. Mgzabonirt (tpudropourosa kuciora) 6ys

MEPEXAAA 3POBAEHO
3r{ANO 3 OPNT IHANON

AocTOBIPHICTD
REPEXAARY 3ACBIAYYD

HimayPic H.B.\,\
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6) hapmakokiHeTHuHi B3aeMOiT
(moxuiHIYHI)

7) inwi papMaKoKiHETHUHI A0CIIIKEHHS]

4, ToxcukoJioris:

1) TOKCHYHICTD Y pa3i 0HOPa30BOro
! BBECIACHHA

BHMSBJIEHHIT y CMPOBATILi KPOBI Ta ceui 1ic/is BBEACHH
nechaypany.

H/JT

H/IT

[CocTpy iHransauiiHy excno3uuio y Muuei (ram
Crl:CD-1[ICR]BR) ta mypis (wrram Crl:CD[SD]|BR)
PiI3HUMHM KOHLEHTpaLisIMK iecypaHy MPOBOAWIIH 3
BHKOPHCTAHHAM KaMepH /Ul €KCIO3MULIiT TiIbKK Ha
roJsioBy. JIjist KOKHOTO BHY TPH3YHIB rpynu 3 10
TBapHH (5 caMuiB i 5 caMOK) 3a3HaBaIM eKCO3ULIT
necduypaHy B OHil Kamepi y koHueHTpauisx Bia 10,0
710 15,0 % 3a oG'emom s muwieid 1 Big 13,0 go 20,0 %
3a 06 emom ania utypi. ['pynu 3 10 Teapun (5 camuis i
5 caMoK), sIKi 3a3HaBaJIM €KCMO3MIIiT B aHAJIOT HHHX
yMOBax B aTMocdepi KHCHIO, CYTYBaIH
KOHTPOJIbHUMHM rpynamu. TBapuH, ki BUKWIIH TiCIs
4-roIMHHOT €KCNO3MILT, criocTepiraiu npotsarom 14
auie. [lns koxuoro Buay Oyna po3paxoBaHa MeiaHHa
JIETajbHA KOHUEHTpAaLLis.

Bcei rpynu 6ynu aHecTe30BaHi Mij 4ac eKcrno3uuii
naechnypany. Kniniai 03HaK| micas eKCmo3uilii,
cHiabHI 1st 000X BUJIIB, BKJIIOYAJIH aTAKCi10,
NOBEPXHEBE AUXaHHs/YTpYAHEHe JUXaHHA, BTPATy
CBIZIOMOCTI/MIpOCTpaLlito, MiNOePeKLito Ta MOKpe
XyTpo/3abapBieHHs XyTpa. Xo4a AesKi 3 LMX 03HaK
Y3TOKYIOTECS 3 BiIHOBJIGHHAM Mic/is aHecTesil, iHLwi
3a3BMUAl crocTepiraloThes B Oyab-aKOMY
CKCIEePUMEHTI, B IKOMY TBApUH YTPUMYIOTH ¥
MIACTUKOBHX YTPUMYBaIbHUX TpyOKax. Bei o3Haku
IIBM/IKO perpecyBaiy nicis ekcno3uuii. binbicts
JeTaJbHUX BUITAJIKIB CTATMCA MMij Yac nepiory
ekcro3uuii abo Hezabapom micis HbOTO.
MakpocKomniuHi A0CHiHKEHHS MiC/Ag CMePTi BUABHIIHN
yepBoHi ab0 TeMHi jereni (y MuLueii i wypis) i TeMHy
rneuiHky (y 1Lypis), ki Oyiu posiiHeHi sk
HecrietndiuHi 3acTiliHi ABUIIA, MOB'SI3aHi 3 CepLEBO-
JIEFEHEBOI) HEJOCTATHICTIO MiJ 4ac eKcrno3uuii. Y
TBapHH, 1110 BUKWIIH, He OY/10 BUABICHO KOJHHX
|BHOB'SI3AHMX 3 JIIKYBAHHSM.

: NEPEXAAR 3POBAEHO
9 1ANG 3 OPHT [HANOM

AoctoBIPKICTD
REPENAARY 3ACBIAYY

Kinayeis H.B. \
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2) nocnipKeHHs TOKCUYHOCTI Yy pa3i
MOBTOPHUX BBEICHb

Kapaiopecnipatophy Ge3nexy jecuypany oLiHIOBaIN
y cobak nopou Girsib Ta CBUHEH opoau navapac. Y
BEHTH/ILOBAHUX TBAPHH MMicJIs MiATPHMaHHA
crabiNbHOT KOHLIEHTpaLlil AHECTETHKA HAMIPUKIHLI
BUAMXY NPOTAroM 15 XBHIMH MPOBOMIH
BUMIPIOBAHHSI CEPLIEBO-CYIMHHOT CHCTEMH, @ MOTIM
MOBTOPIOBAJIM BUMIPIOBAHHS Micis 30ibIIEHHS
KOHUEeHTpauil anecreTHka. Lleit npouec nosroprosau
JIOTH, JOKH BCi TBAPUHHU He rHHy/IM. JletanbHi
KOHUeHTpauil aecdaypany ctanoBunu Bia 7,20 % 1o
19,35 % 3a 06’emom y cobax i Big 9,80 % no 23,9 % 3a
00’€MOM y CBHHEHH.

V HeBeHTHJILOBaHUX cOOAK MiJBUILEHHS PiBHS
necduypany 3HWKYBaJO apTepianbHuid THek, pH
aptepianbHOT KpoBi Ta nigeuuLysano pCO2
aprepianbHOi KpoBi Ta kKoHUeHTpalito CO2 HanpHKiHLi
BHAMXY. MiHIMaabHI 3MiHH 4aCTOTH CePLIEBUX
CKOpOUYEHB CIIOCTEpIraiu nepej anHoe.

JlocnipkeHHs MOBTOPHUX J103 (CYOXpOHIYHMX)
MPOBOJMIIM HA ILypax MpOTAroM 8 THXKHIB Ta Ha
cobakax npotsrom 4 abo 8 ThikHis. JocaimKkeHns
TOKCUHYHOCTI MOBTOPHUX J103 NMPH IHranauiiHii
ekcrno3uuii 0yno nmposeaeHo Ha cobakax mopoau Oirimb
(no 24 ocoGuHu 40a0Bi4OT Ta KiHo4doi craTi). L
JOCJTIKeHHs He BUSIBUJIM KOJIHUX O3HAK
3aXBOPIOBAHOCTI Ta JIeTAIbHUX BUNAJAKIB. Yci
TBapuHU, aKki orpumysanu MAK necdhaypany ado
HaratopasoBy ekcriosuiito MAK aechuypany, 6ynu
AHECTE30BaHi Ta WBHAKO OAYKaIH Micas NPUITMHEHHS
nojavi aHeCTETHKA.

[Ticiia noBTOpHUX ekcrno3uuiit Jecypady y Uiypis i
cofaK He BUSBMIIM KOHOIO NMOB'A3aHOTO 3
NIKYBaHHAM BIUIMBY Ha NpupicT Macu Tizia. Obuasa
BU/IM TBAPHH NPOAEMOHCTPYBAIH 3HWKEHHS
CrOKMBAHHS 1K1, O/IHAK Lli criocTepexKeHHs He Oyiu
noB'sa3aHi 3 JiKyBaHHAM AechuypaHoMm.
["emarosoriuni, KIiHIYHI O10XIMIUHI JOC/IIKEHHS, a
TAKOXK JOCHI/PKEHHS cedi He BUSBUIIM IKOAHUX 3MiH,
MOB'A3aHKMX 3 JiKyBaHHAM. HeraTtuBHi
o(pTanbMOIOriuHI 3MiHHM HE BUSBHIIN Y KOJHOTO BUAY
TBapuH micas 8 THKHIB 103yBaHHA. Y wypiB i cobak,
sKI oTpuMyBaiu aecduiypaH, He BUSBHIN MOCIITIOBHUX
3MiH MacH opraHie. Mikpockoniute ricroJjioriuie
JIOCJ'II,EDKGHHH HE BUABMIIO Toxcmconorlqﬂo 3HAYYLHX

MEPEKNAA 3POBNEHO
3r |AHU 3 OPKI IHANOM

AoctoBiPHICTD
REPEKAARY 3ACBIAYYD

Kinayelc H.B, L\
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3) reHOTOKCHYHICTB: in Vitro

IeHOTOKCUYHICTD in vivo (BKIIIOYAKOYH
JOMATKOBY OLIHKY 3 TOKCUKOKIHETHKH)

4) KaHUEPOTeHHICTh:

JOBFOCTPOKOBI 1OC/IIIZKEHHS

KOPOTKOCTPOKOBI 1ociizkeHHs abo
JOCITI/PKEHHS! CepeJIHbOT TPUBAJIOCTI

JIOJATKOBI JOC/IZKEHHS

5) penpo/iyKTHBHA TOKCHYHICTE Ta
TOKCUYHHH BIUIMB HA PO3BUTOK
MOTOMCTBA:

BIUIMB HA GEePTHIBLHICTE | paHHii
eMOpiOHAILHUH PO3BUTOK

JlocnizKeHHs reHOTOKCHYHOCTI in vitro He
[POAEMOHCTPYBAJIM MyTareHHUX BJIaCTUBOCTEH abo
nikapcekum 3acobom CYTIPAH. Tectun na
reHOTOKCHUHICTh BKJIKOYAIM aHani3 myrtauiii Efimca Ta
meTadazHuit anani3 1iMpoLMTIB JOAUHH.

JlocnimKeHHs FeHOTOKCHYHOCTI in Vivo He
POIEMOHCTPYBA/IM MYyTareHHUX BjacTUBocTeit abo
XPOMOCOMHOI'0 MOLIKO/UKEHHS JIKapchbKHM 3acobom
CVYITPAH. TecTh Ha reHOTOKCHYHICTb BKJIHOYAJIH
MIKpOsiIepHUH TeCT Ha MULLIAX.

JlocnigKeHHs KaHLIEPOTeHHOCTI Y TBAPHH HE
MpOBOAMIH 3 Jlikapebkum 3acobom CYTIPAH
(nechnypan, papm.CLLA).

H/JT

H/JT

H/IT

He cnocrepiraau tepatoreHHoOro egexry rnpu
KYMYJIATHBHIN ekcrno3uiii npudauzno 10 ta 13 MAK-
roauH no I MAK-roauui Ha 100y nij yac
opraHoreHe3y y uiypie ta kpouis. [Ipu BuiMX no3ax
CMOCTEPITAIM MiIBUILIEHHS YaCTOTH BUMA/IKIB
MOCTIMMJIAHTALIHOT 3arubeni Ta MaTEpPHHCBKOT
TOKCHYHOCTI. OIHAK MPU KyMYJISTHBHIH eKCIO3HILIT
10 MAK-roauH y niypis cnocrepirajin 3MeHLIEHHs
Barv AUTHHYAT-CaMLiB NpuOIKU3HO Ha 6 % npH
nepea4acHMX MoJorax HuliXoM KecapeBoro po3TuHy.

He cnocrepiranu BriuBy Ha (pepTHILHICTD MiCs
excrnozuuii | MAK-roauna/noby (KymyastupHa
ekcrozuitia 63 i 14 MAK-roauH s camiliB Ta caMoK
BianosiaHo). [Tpu BUILMX 038X criocTepiraiu
TOKCHYHICTh /15 TBAPUH-0ATBKIB (CMEPTHICTS i
3HUIKEHHS MPUPOCTY MACH TiJia), 110 MOTJIO BIUIMHYTH
Ha PEPTHUNBHICTE.

Y wypis, siki 3a3HaBaiu ekcnosuuii gecduiypany B
n03i | MAK-roauna Ha 100y 3 15-ro aHs BariTHOCTI
1o 21-ro aH4 naKTauii, He CMOCTepirajn O3HaK
MOPYLIEHHA POAOBOT AifAbHOCTI. ¥ caMoK maca Tina
MOTOMCT Bk

ﬂOCIOBIPuICIb

Kiwaypic H.B.

HADOKEHHI Ta Mg uac .n
oIS __“ QIIBHUM no@ﬁf §§imﬁ?ﬂ“

REPEKAARY 3ACBIAYY
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- eMOpIOTOKCHUHICTB

npeHaTanbHa i MoCcTHATANbHA TOKCHYHICTh

naKTatii y 1ibOro noToMCTBa HE CHOCTEPIraiu )KOAHHX
3MiH Y MOBE/IHLL, MOB'I3aHUX 3 JTiKyBaHHSM.

I'pynu i3 16 3amutiqHeHNX HOBO3ENAHACKKHUX OiHX
SPF kpoaukie Oy BUNajAKOBUM YHHOM PO3MOAiIEHI
Ha KOHTPOJIEHY Ta JIKYBAJIBHY IPYITH. 3ariiHeHHX
CaMOK MiagaBaiy ekcno3uuii 3 6-ro no 18-it neHs
BariTHOCTI.

['pynu 3 HU3BKKUM, CEPEHIM | BUCOKUM piBHEM
excnosuuii aecaypany orpumyBaiu moaHs 1
aHecTe3youy ekcnosuiiro aechaypany nporsrom 0,5,
113 roauH BianosigHo. OQUH JeTalbHHI BUMNAI0K
CTaBcsl y IpyIli KAMEPHOIrO KOHTPOIIO. BrskuBaHicTh
cranosuaa 100 % B iHIIMX rpynax KOHTPOJIO Ta
JiKyBaHHs. 3arajiom, y BCIiX rpynax crnocrepiranu
BTPATy MacHu Tija MaTepiB 3a BECh NEepPioj] eKCHO3MIIiT
(3 6-ro no 19-it neHp BariTHocTi).

He3nauHe 3MeHIIEHHS KiBKOCTI JKUTTE3IaTHUX
MIOIB Y MOCIAl NPU BUCOKOMY PiBHI €KCTIO3HIIIT
MOIJIO OYTH HACHIJIKOM JIIKYBaHHA; OJHAK Lie
3MEHILEHHS HE A0CATI0 CTATUCTHYHOT 3HAYYIIOCTI
MOPIBHAHO 3 KOHTPOJBHMUMH 3HAYEHHSMH.
Teparorennuii edext He crocrepiranu y xoaHii 3
rpy1, WO 3a3Hajiu ekcnosuuii. PiBeHs BigcyTHoCT
CrOCTEPENHYBAHOTO eeKTy AecdiiypaHy NpH BBEIEHHI
B aHecTesyroulii konueHrpauii (MAK) nopocinum
HoBO3eaHACkKHUM Oinum SPF kposisim BBaXkascs, 1io
CTAHOBUB | roJiMHY K AJI1 MATEPHUHCLKOT
TOKCMYHOCTI, TaK i /11 TOKCHYHOT J1ii Ha PO3BUTOK
MI04iB.

I'pynu cnapenux camox mypie Crl:CD VAF/Plus 6ynu
BHIAKOBUM YHHOM PO3MO/IiJIeHI Ha KOHTPOJILHY Ta
NiKyBanbHY rpynu. BaritHux camok nignasanu
eKCno3uLii 3 15-ro aus BaritHocTi 10 21-ro aus
nakTauii. 'pynu 3 HU3bKKUM, CEPEAHIM Ta BHCOKMM
piBHEM ekcno3uuiT aecdaypany orpumysany woaHs |
aHecTe3yrouy ekcnosuuito aechaypany nporsrom 0,5,
1 Ta 4 ronun BianosiaHo. Yotupu neranbHi BUNaaKu
CTAMCS IMiJ] Yac €KCMO3MILLT Y TPYIi 3 BUCOKHM piBHEM
eKkcno3uiii aechrypany, Toai K B yeiX iHIIMX rpynax
sadixkcysanu 100 % Buxusanicts. [Top'ssane 3
NKYBaHHSIM 3HWKEHHS [IPUPOCTY MACH Tijia MaTepiB
BHABMJIM Y TPYITi 3 BUCOKUM PiBHEM €KCIO3MLIIT
aecuypany y nepioa 3 15-20-ro aus saritHocTi 10 7-

MIEPEKNAA 3POBAEHO
3r ANV 3 OPHT IHANOM

AocToBIPHICTD
BEPEKAAAY 3ACBIAYYD
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JOCIIDKEHHSI, TIPH SIKUX Mperapar
YBOJMTBLCS [TOTOMCTBY (HECTaTeBO3PIIUM
TBapHHaM) Ta/abo OLHIOETHLCS BijjlaieHa
Iist

6) MicLieBa NepeHOCHMICTh

7) noaTKOBI HOCIIKEHHS TOKCHYHOCTI:

AHTUIeHHICTE (YTBOPEHHS aHTHUTI.)

iIMYHOTOKCHYHICTh

BukuBaHICTh MOTOMCTBA Y BCIX JOCHIAKYBAHUX
rpynax Oyna nmopiBHAHOK 3 KOHTPOJBLHUMHU IpyramMmu
BIIPOJIOBIK YChOT0 Mepioay nakrauii. Posamip
MOTOMCTBA i/l Yac JIAKTallii 32 BUCOKOI €KCTO3MLIiT
nechuypany OyB MEHLIMM i JIErLIHM HOPIBHIHO 3
MOTOMCTBOM Y KOHTpOJi. PiBeHb BiaCyTHOCTI
criocTepexKyBaHoro eekty aeciypaHy npu BBeACHHI
B aHecte3yrouiit konuenrpauii (MAK) paritHum
camkam 1ypiB Crl:CD VAF/Plus BBaxkagcsi, 110
CTAHOBUTH | rO/IMHY SIK /I MATEPUHCHKOT
TOKCHYHOCTI, TaK i 71 TOKCHYHOT Aii HA PO3BUTOK
MJIOiB.

JlokmiHi4Hi JaHi BKa3ylOTh Ha Te, 1o aecduypan mae
HU3BKHI MOTEHIlia penpoaAyKTHBHOT TOKCHYHOCTI.

H/IL

H/[T

[TpoBoauaM psaj NOPIBHAHB 3 IHIUMMHU IHraIALIHHUMH
aHecteTukamu. PesynpTaTi nokasanu, o aechaypan
HE € TOKCHYHUM JJIs1 HUPKOBOT (J10C/IiPKEHHS Ha
ypax) abo ne4iHKoBOT (OCIIIMKEHHs! Ha Lypax i
CBMHSAX) CHCTEM.

TOKCHUYHICTE MOHOOKCH/LY BYTJIELEO, CIIPHYHHEHA
Jerpajali€ro JeTy40ro aHeCcTeTUKa B KOHTypax, 1o
MICTSITh raiieHe BarHo, € 3arajlbHOBU3HAHOIO. 3aKpUTY
AHECTEe310JIONYHY CHCTEMY BUKOPHUCTOBYBAJIH LIS
JOCTIUKeHHS MOTeHUIHHAX TOKCHYHUX edekTiB Oyab-
AKOT B3aEMO/IiT AHECTETHKA 3 rallleHUM BarHoM.
[Llypis ninii Cnper-Joyni 6aratopazoBo nijjasanu
ekcnos3uuii aechaypany. Yepes 24 roauuu nicis
OCTaHHbOT €KCIO3MUILIT LILYPIB YMEPTBIIAIHN, & 3Pa3Ku
MO3KY, JIEreHiB, cepusl, MeYiHKH, HUPOK,
NiALTYHKOBOT 331034 Ta JABAHAALSATHIIAIOT KMLLIKH
00poOASITK /1151 MIKPOCKOTIYHOT OLLIHKH.
[MicTonaronoriute A0CHIKEHHSA HE BUSABHUIIO JKOAHUX
TKaHWHHMX aHOMaJiii, MOB'I3aHMX 3 IIKYBAHHAM.

H/I1

H/JT

MEPEKNAAR 3POGAEHO
3 [AHu 3 OPHT IHANOM

AocToBIPKICTD
BEPEKAAAY 3ACBIAYYD

Hivayeic H.B. \\




NOCTIIKEHHS MEXaHI3MIB il

NiKapchKa 3a1eXKHICTh

TOKCHYHICTE MeTab0IiTIB

TOKCHUYHICTb JIOMILLIOK

1HLIe

5. BHCHOBKH 1010 JOKJTIHIYHOIO
BHBYCHHSA

H/JT
H/JT
H/JT

Jomiuky, Buseiaeny B 2 naprisx aecgnypany, EPY-
23-1, ouiHiOBaIKM Ha MyLuax s BctaHosyieHHs LC50
JOMILIIKHM Ta PO3PaxyHKY PU3HKY, AKIIO TAaKUH €, s
nauieHTiB. JlaHi nokasanu, 1O pU3MK /IS NALIEHTIB,
SIKI 3a3HAIM €KCMO3MLIT LieT oMilIKkH, OyB HE3HAUHUM
abo HYJILOBUM.

H/J1

Hecdaypan - ue moOpe BiIOMHH Ta LIKUPOKO
3aCTOCOBYBAHUM rajloajikeH, He3alMUCTHI JIeTyuuii
piAKHH aHECTETUK, AKUH CTPYKTYPHO IOB'sI3aHUi 3
izopnyparom. JIOKAiHIMHI A0CTIIKEHHS NPOBOAMIIH
Ha pi3HUX BHJAX TBApHH, a BCi TOKCHKOIOTUHI
JOCIKEHHs TPOBOAWIM BiANOBIAHO 10 HactanoBu
FDA 3 nanexnoi naboparopnoi npaktuku (21 CFR,
yacTHHa 58).

Jlecdhnypan cridikuii 1o XiMivHOT Aerpaaaiil, mae
BHILMI THCK NapH, HWKYY AKTHBHICTh Ta PO3YMHHICTh
y KpOBi Ta TKAHWHAX OpraHi3My, OibIII LIBHIKE
NOrjMHAHHA Ta BUBEAEHHS, OiJIbLI TOUHUH KOHTPOJIb |
IIBHJIKE TUTPYBAHHS aHecTe3ii, a TAKOXK He3HAYHUN
MeTaboi3M.

Jecnypan mae nepeBaru 1oA0 iHIIMX iHraasaLifHUX
AHECTETUKIB B TOMY, 1110 HOrO MOXHa TOUHO
KOHTPOJIKOBATH, BiH Ma€ IIBH/IKHIA Ta nepeadauyBaHuii
MoYaToK aHecTesii Ta BiIHOBJICHHS, CIIPUATIIUBI
thapmakokiHeTHuHI Ta hapMakoAMHAMIYHI
BJIACTMBOCTI, NMPUHHATHHIA npodink Oe3nexku ans
cepLeBO-AMXalbHOT CUCTEMM Ta HU3LKHUIA MOTEH LA
TOKCHYHOCTI [IPH 3aCTOCYBAHHI 32 MpU3HaYeHHsIM. Bin
TaKOK MA€ MiHIMalbHUI BIUIMB HA KOTHITUBHI Ta
MCUXOMOTOPHI (pyHKILT.

BHCHOBOK LIET TOKAIHIYHOT OLIHKM MOJIATAE B TOMY,
wo Aechaypan mae npuidHsaTHUI npodias Oezneku
1S 3aCTOCYBAHHS Y JIKOJAMHK IS iHAYKLIT T2
MiATPUMaHHS aHecTe3il y JOPOCIMX i s
MiATPUMAH et TE3 11 Y TEIaTPHUHHX NALIEHTIB.

MEPEKNAA 3POBAENO
3riAHY 3 OPHT IHANONM

AoctoBIPHICTD
BEPEKAAAY 3ACBIAYYD
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3asBHHUK (BJIACHUK peecTpauiiHOro
MOCBII4EHHS)
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Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section IV)

Clinical researeh report No |

number of registration certificate):

1 Name of medlcmal product (if avallable -

U — [

Suprane Inhalatlon Vapour quLIld

e el e et e

2, The applicant

[P

3. Manufacturer

4. the undertaken study:

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

N e O T

ey v, o i ebomee e e o o e g oo -

of clinical research

6. Phase of clinical research

7. Time frame of clinical research

i

| 8. Countries where the clinical research was
t conducted

9 The number of persons under mves‘ngatlon

5. Full name of clinical research, coded number I 653 MAC Awake Study in Humans

™

Baxter SA, Belgium

Baxter SA, Belgium

BRSPS, NSO U0 SV SOt U U DS T SV

Medicinal product with complete dossier (stand-
“alone dossier), other medicinal product, new |
. active substance

i
k

e— N e e e cm e o o

I653 01
et
s nowios |
' Unlted Kingdom

el e e . b e e amves € wvm g peew s

Planned: no data available
Actual: Entered — 11 subjects
Completed — 11 subjects

{

10. Purpose and secondary objectives of the
clinical research

* To determme the relatlve potency, the MAC-
awake and MAC equivalent, and safety of low

| concentration of desflurane in healthy volunteers.
|

i
S i N
H
:
i
i

- . i
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11. Clinical research design | "Single centre, open label, non-comparative

112, Main inclusion criteria » Healthy adult male volunteers, aged from 21 to .
| 35 years, with an American Society of i
| Anesthesiologists (ASA) status of .

» Normal health as evidenced by history and
physical exam.

» Normal results of ECG, urine and blood

analyses
13. Test medicinal product, method of Name of investigational medicinal product: |
administration, efficiency | Suprane® :

& Name of Active Ingredient: Desflurane

'Dosage:

. * The initial test dose was to be 1.8% inspired
: (1.6% end-tidal) desflurane concentration.

.+ Maxinmium dose 5.4% erid-tidal desflurane
concentration,

4

~Administration: Desflurane is a nonflammable

liquid administered via vaporizer

"« Initially, the volunteer was to receive 1.8%

: inspired (1.6% end-tidal} concentration of
desflurane. After completion of 30t minutes of
washin, the subject was asked to respond to

: commands. ‘
« If the subject failed to respond to command, the

“alveolar concentration was to be lowered by

. 0.8%, held constant for 15 minutes and again

s instructed to respond to commands. If the subject

i‘responded appropriately, the end-tidal ;

. concentration was increased by 0.8%.

.« This coricentration was held constant for 15

. minutes and the process of instruction-response

' repeated.

. * The step increase in concentration was to be

‘ repeated until instructions did not elicit a positive

response.
14 Reference substanee dose method of =;’N/A

administration, efficiency E
i %
15 Concomltant therapy The protocol made no pr0v131ons to exclude l
concomltant therapy during the course of the |
study The subjects were prohibited from taking |
all drugs, mcludmg over-the- counter drugs ‘




16. Efficacy evaluation criteria

alcohol, tobacco and caffeine for 24 hours prior
to study entry.

I
1
ok
1

: * MAC-awake 5
» MAC equivalent '
17. Safety assessment criteria » Adverse events (AEs) and laboratory tests 1

 (hematologic, renal and hepatic function). 1
'+ Cardiovascular function, consisting of heart
rate, blood pressure, and ECG.

_» Respiratory parameters.

18. Statistical methods

 19. Demographic indicators of the population
' study (gender, age, race, etc.)

' 20. Efficiency results
t

|

!

21. Safety results

! _ 5
' The demographic data, including age, race, sex,
| ASA status, height were summarized.
!
Efficacy: MAC-awake and MAC equivalent |
i were calculated, listed and summarized. Mean,
median and 95% confidence limits were
, calculated.

|
i

Safety: Adverse events were organized into body !
| system and pathophysiology hierarchies using
' the Coding Symbols for a Thesaurus of Adverse
' Reaction Terms (COSTART) developed by the .

U.S. Food and Drug Administration (FDA). All |

" treated subjects were included in the assessment
of safety. Adverse events and corresponding
incidences listed by both body system and
COSTART term are presented.

Changes in laboratory data values from baseline
' were analysed by paired t-tests.

; Statistical significance was declared if p<0.05
i ‘ o
The mean age was 26.4 years, range 21 to 35
years.

*» The mean desflurane MAC-awake
concentration was 2.36% (95% Confidence
Interval: 2,69-2.03) and the median 2.05%.
_* The mean desflurane MAC equivalent
' concentration was 4.59% ((5% Confidence
.Interval: 4.96-4.22) and the median 4.25%.

_Adverse events (AEs)

.*» Six out of 11 subjects reported AEs.

.*» The most frequently occurring AEs associated
with desflurane were those involving the nervous

29



22, Conclusion (evaluation)

. System (headache, lightheadedness,
disorientation and dizziness) and the digestive

- system (nausea). These reactions are commonly

-associated with the administration of potent

_inhalation agents and were.reported as probably

related to study drug by the investigator.

_» The severity of all the reported events was

' classified as mild.

| « There were no. deaths or dropouts due to
"adverse events during the study.

' Laboratory Values i
» There were statistically significant laboratory
: changes during the trial. None were judged to be

- of clinical importance by the investigator.

t» The investigator attributed the elevations in
~CPK to be related to skeletal muscle contractions.
associated with the muscular activity of the

' voluniteers. '

'+ The raised values for albumin were attributed to
- the effect of the tourniquet which can cause

' venous sludging.

i« There were no abnormalities in hepatic
“function.

. Cardiovascular function

"+ There were minimal changes in heart rate and
- blood pressure from baseline. i
. » There were no clinically significant
- abnormalities in ECG,

Respiratory function .
* There were dose-dependent increases in end- |
“ tidal CO2 (respiratory depression) and

- respiratory rate.

e non o . oo, bt i b o Sson o s v rond o AR b ot o e ok

-« The mean MAC-awake concentration was

. 2.36% (median 2.05%) and the mean desflurane
'MAC equivalent was 4.59% (median 4.25%).

-+ All reported adverse events were classified as
-mild. The most frequently occurring AEs
“probably related to desflurane were those
‘involving the nervous system, these are

' commonly associated with the administration of |

. potent inhalation agents.

I » There were no clinically important laboratory

 changes. No abnormalities in hepatic function, |

' » Changes in blood pressure and heart rate from |
j
j

s

 baseline were minimal.
| * Dose dependent respiratory depression and
' increases in respiratory rate were observed.
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Honarok 30

1o [Mopsiiky 1poBeieHHs! eKCIepTH3K peecTpaLiifHiuX MaTepianiB Ha JTiKapchKi 3aco0H,
1110 TIOJIAIOTHCS HA JEPKaBHY PEeECTpaLito (nepepeecTpalito),

a TAKOJK EKCIEPTH3HM MaTepialie 1po BHECEHHs 3MiH 10 peecTpauiifHuX martepiaiis
MPOTATOM Aii PeeCTpalliHHOTO NOCBIAYEHHS

(nyukr 4 posniny 1V)

3BIT npo KIHIMHE BUNpodyBanms No |

1. Ha3ga nikapchkoro 3aco0y (3a HasBHOCTI -
HOMEp peeCTPaLlifHOTO TIOCBIAUYEHHS)

2. 3aABHUK
3. BupoOHuk

4. [lpoBenieHi AOCTIIKEHHS:

1) T nikapceKoro 3acoly, 3a IKUM
npoBoauiacs abo raHyeThest peecTpatis

5. IloBHa Ha3Ba KJIIHIYHOTO BUNPOOYBaHHS,
KOJIOBAHWI HOMEP KJITHIYHOrO BUNPoOYyBaHHS

6. ®a3a KJIiHIYHOro BUMPOOYBaHHS

7. [lepiox npoBeaeHHs KJIIHIYHOTO
BUNPOOYBaHHS

8. Kpaiuu, ae npoBoauaocs KiiHiuHe
BUIPOOYBaHHS

9. KinbKicTh HOCIIIKYBaHUX

Cynpan, napu Juist iHrajsiii, piajuHa

bakcrep C.A., Benbris
Bakcrep C.A., Benbris

SKIIIO Hi,
00TpyHTYBaTH

4 Tak o Hi

H/JT

Jlikapcbkuii 3aci0 3a NOBHUM JIOCKE (ABTOHOMHE
JI0CKE), IHIIMI JTiKapchKuii 3aci®, HOBa Jitoua
pedyoBUHA

[-653 MAC JlocnimkeHHs 3a y4acTio Jnojei 3
BU3HAYEHHA MiHIMAJIBHOT aJ1bBEOJIAPHOT
konuenTpauii (MAK) npoOymxenns;

1-653-01

Maza |

3 21 Bepecus 1988 poxy 10 12 xoBTHs1 1988
POKY

O6'ennane KoponiBcTBo

3annaHoBaHa: JaHi BiICYTHI
®DakTuyHa: Oyau BKIKOYEHI B foCTiKeHHS — 11

Jpocaimkerus — 11 noGpoBonbiiie
\ MEPEKNAR 3POBAEHO
3rIAHL 3 OPHT IHANOM
AOCTOBIPHICTD
REPEKAARY 3ACBIAYY

K ”‘l‘,r.‘ “.B ®



10. Meta ta BTOpUHHI LI KJAiHIYHOTO
BUITPOOYBaHHS

11. JluzaiiH KaiHiYHOTO BUITPOOYBaHHA

12. OCHOBHI KpUTEPIT BKITHOUEHHSI

13. ITochipKkyBaHHi TiKapChKHid 3aci6, crnocib
3aCTOCYBaHHs, cula Jii

oo

Bu3HauMTH BiHOCHY akTHBHicTh, MAK
npoOyakeHHs Ta ekBiBaleHTHY MAK, a Takoxk
Oe3neKy HM3bKOT KOHUEHTpauil aecdypany y
3/10pOBHX JI00POBOJIBLIIB.

O/IHOLIEHTPOBE BiAKPHUTE HENOPiBHAILHE
IOCIIIKEHHS

* 310poBi gopociti JoOPOBOJIbLI YOI0BIUOT cTaTi
BikoM Bij 21 10 35 pokiB, siki MatoTh ctaryc I 3a
LIKAJIO AMEpUKaHCHKOTO TOBapHCTBA
anecresiosioris (ATA).

* HopmanbHuit ctaH 310poB's, MiATBEpIKEHHH
aHaMHE30M i (Pi3MKaJIEHUM OTJISA0M.

* HopmaneHi pesynstatu EKI, ananizis ceui ta
KpOBI

Hassa gociizkyBanoro JikapebKoro 3aco0y:
Cynpan®

Ha3sga nilouoi pewoBuHu: aecdiypas

Jo3yBanus:

* [TouarkoBa TecTOBA 032 MOBHHHA Oyna
CTaHOBMTH KOoHUeHTpauito 1,8 % nechnypany
nizx yac Bauxy (1,6 % B KiHUi BUAKXY).

~» MakcumasibHa 1033 — KOHLEHTpaLlis
necaypany 5,4 % B KiHIlI BUAMXY.

Crnocid 3acrocyBanus: lechnypas — ue
HEroprova pijiuHa, 1110 BBOJUTHCH 3
BUKOPHCTAHHAM BUMIApHUKa

* Criouarky no0poBosiels MoBHHEH OyB
orpumaru ecduypas B koHuenrpauii 1,8 % nig
yac Bauxy (1,6 % B kiHwi Buauxy). [icns
3apepuieHHA 30-XBUIMHHOT (a3 HAKOMUUEHHS
BUIIPOOYBAHOIO NPOCHIIM pearyBaTH Ha
KOMaH/H.

* Skito BunpoOyBaHUii He pearyBaB Ha KOMaH/iH,
KOHLEHTPALiIO B aJlbBEOaX 3HHIKYBAJIM Ha

0,8 %, niaTpumyBanu nocTiiiHow npoTsirom 15
XBUJIUH | 3HOBY NPOCUIIH pearyBaTH Ha KOMaH/u.
Axio BunpoOyBaHMii pearyBaB BiINOBITHAM

YMHOM, KOHLIEHTpallif B KiHIl BUAUXY

30inbyBanacs Ha 0,8 %.

* L{a koHUEHTpaLlis MiATpUMYBaiacs NOCTIHHOO
npoTArom 15 XBWIKH, i NPOLEC «IHCTPYKILisi-
BiJIMOBI/Ib» MOBTOPIOBABCHL.

¥ [ToeTanHe niABULIEHHs KOHLEHTpALLT TOBUHHO

N : "%‘ 110 nosTOploBaTHE AR KK A1IRPURHE HO

3riane 3 OPHT IHANOM
AocToBIPHICTD
SEPEKAARY 3ACBIAYYD

Hinayds BB, |
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OTPHUMAaHHSI MO3UTHBHOT BiZIMOBI/li HA IHCTPYKLLIKO
HE MPUITHHAETBCA.

14. [penapat nopiBHAHHI, 1033, C10ci® H/J1
3aCTOCYBaHHA, CHNa il

15. CynyTHs Teparis ITporokon He MiCTUB BUMOT CTOCOBHO
BHKJIFOUEHHS CYMYTHBOT Teparii B Xoi
nocnipkeHHs. BunpobosyBanum 6yJiio
3ab0opoHeHo npuiimaTy Oy1b-sKi npenapaty,
BKJIIOYAOUM Oe3pelenTypHi npenaparu,
aJIKoroJib, KoeiH, MaauTH TIOTIOH NpoTArom 24
FOJIMH 10 BKJIOYEHHS B JOCTIIKEHHS.

16. Kpurepii owinku eeKTUBHOCTI * MAK npobymxeHHs
* ExsiBanentna MAK

17. Kpurepii orjiHku 6e3nexu » Hebasxxani seuma (H5) i naGoparopHi ananizu
(remarosioriyti, QyHKIIT HUPOK i MEUiHKH).
* CepueBo-cyauHHa GYHKLsA, BKIIFOYAIOUH
HaCTOTY CEPLEBHX CKOPOUYEHb, apTepianbHUii
thek i EKT.
 [TapameTpu JHxaHHs.

18. CratucTuuHi MeTOaH bynu y3araneneni aemorpadivti aaHi,

BKJIFOYAIOYHM BiK, pacy, CTaTh, CTATYC 3a WKAI0I0
ATA, 3picT.

EdexTuBnicTb: bynu pospaxosani, BUKIaEHI
Ta y3aranbHeHi 3HaueHHa MAK npoOymkeHHs ta
exBiBanenTHoi MAK. bynu po3paxoBani cepente
3HaYeHHs, Meaiana i 95 % aoBipyi iHTepBaIH.

Besnexka: [Tob6iuni apuina Oyiu BUKIaACH] 3a
cUcTEMaMK OpraHizmy ta natogizionoriyHow
i€papXi€ro 3 BHKOPHUCTAHHSM KOIOBHX CUMBOJIIB
i3 Te3aypyca TepMiHiB MOOIUHUX peakiliii
(COSTART), po3pobneHoro YnpapiaiHHAM 3
KOHTPOJIHO 3a npoaykTamu il nikamu CLIA
(FDA). Yci nponikoBani 106poBobLL Oy
BKJIIOYEHI B oliHKY Oezneku. [Ipeacrasneni
HeOaxkaHi sBMIIA | BiIMOBIAHI YaCTOTH
nepepaxoBaHi sK 3a CUCTEMaMU OpraHi3zmy, Tax i
3a tepminamu COSTART.

3MiHM 3Ha4eHb J1a0OPaTOPHUX MOKA3ZHUKIB
QPIBHSIHO 3 BUXITHUMH PiBHAMHM Oyiu

NEPEKNAA 3POBAEHO
3r{AHY 3 OPHr IHANOM

AocroBipPHiCTb
BEPEKAARY 3ACBIAYYD

Kinayric H.B., \,\

'3; |AEHTMdIKALIAHMI KOA,

38002596




19. JlemorpadiuHi NOKa3HUKH JA0CHIIKYBAHOT
nonyJasiii (crarh, Bik, paca, TOLIO)

20. Pesyneratu edekTuBHOCTI

21. PesynbraT Ge3neku

npoaHaizoBaHi 3a 40MOMOro0 NapHUX t-
KpUTEPIiB.

CTaTHCTHYHA 3HAUMMICTB JeKIapyBanacs rnpu
p <0,05

CepeaHiii Bik cTaHOBHB 26,4 poKy, y JAianasoHi
Bia 21 10 35 pokiB.

* Cepennsa koHueHTpauis MAK npoOymkeHus
necypany craHosuaa 2,36 % (95 % nosipunii
intepsas: 2,69-2,03), a meniana 2,05 %.

* Cepeans exsiBaientHa MAK koHueHTpatiis
nechnypany cranouna 4,59 % (95 % nosipunii
intepeai: 4,96-4.22), a meniana 4,25 %.

Hebaxani senma (H5)

« llicTe 3 11 noGpoponsuip manu HL.

* HaiiGinb1 yacTuMu noGiYHUMK SBHULIAMH,
noB'sizaHumu 3 neciypanom, Oy Ti, WO
CTOCYBAIUCSA HEPBOBOT CHCTEMH (rOJIOBHUH Oilb,
3aMaMOpPOYEHHs, JIe30pieHTaLlisd Ta
rOJOBOKPYXKiHHS) Ta TPABHOT CUCTEMM (HY10Ta).
Lli peaxuii, sk npaBuio, 6yau nos's3aui i3
3aCTOCYBAHHAM MOTYKHHUX iHrasALiHHUX
3ac00iB, 1 JOCHAIAHMUK MOBIIOMMB, IO BOHH,
HAMOBIpHO, MOB'A3aHi 3 JOCHIKYBAHUM
npenapaTom.

* TspKKICTB yCiX 3apeecTpOBaHHX ABMILL Oyna
KiacuikoBaHa sK Jierka.

» [1ig wac pocaipKeHHA He OyJI0 NeTalbHUX
BUNA/AKIB a0 BUKIIIOYEHHS 3 JOCII/DKEHHS Yepes
HeOakaHi ABULLA.

JlaboparopHi NnoKa3HHKH

* ¥V X0/ A0CiPKEHHS criocTepiraaucs
CTATHUCTHYHO 3HAYY1li 1a00paTOpHi 3MiHH.
JKoana 3 Hux He Oyna olliHeHUH 10CTIAHNKOM K
KJTHIYHO 3HA4ylla.

* Jlocnianuk nosicuus niasuiueHHs pisua KOK
CKOPOUYEHHSIMH CKEJIETHUX M'A3IB, MOB'S3aHUMH 3
M'A30BOKO AKTHBHICTIO 10OPOBOJIBILIB.

* [Tizpuuieni 3HaueHHs ansOyminy Oyim
MOSICHEHI €10 JUKIyTa, IKMH MOXKe BUKJIMKATH
arperauito y BeHax.

* [Topyuiens GyHKLiT NEYiHKH BUSABICHO HE
Oyno.

\ + Criocrepiranues MiHim
f cepLeBMX CKOPOYEHb i a

i)
PPHFEYE

CepueBo-cyaHHHA tbhml}'ﬂF ENNAR 3;?5!5“0
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MOPiBHSAHHI 3 BUXiJHUM PiBHEM.
* Kniniuno 3Ha4dyumx siaxunens Ha EKT
BUABJIEHO He OYJI0.

JAuxanbua Gynkuis

* Cnocrepiranocst 10303aexHe 3011bIIEHHs
koHueHTpauii CO; B KiHLi BUANXY (MPUrHIYEHHS
JMXaHHA) | YaCTOTH AMXAHHS.

22. BUCHOBOK (3aK/JIHOYEHHS) * Cepenns konuentpauis MAK npoGymkenns

3asBHUK (BJIACHUK
peecTpaliiHOTO
MOCBIAYEHHS)

cranoBuia 2,36 % (meniana 2,05 %), a cepeaus
exsiBasienTHa MAK necduypany ctanouia
4,59 % (meniana 4,25 %).

* Vci 3apeecTpoBaHi HebaxkaHi siBuina Oyu
kiacudikosai sk nerki. Haivactimmmu HA,
HMOBIpHO MOB'I3aHUMHU 3 jiecirypaHom, Oyau Ti,
SIKi CTOCYBAJIMCS HEPBOBOT CHCTEMHM, BOHHU
3a3BHYail MOB'A3aHi i3 3aCTOCYBAHHAM MOTYKHHX
iHransuiiHuxX 3aco0iB.

» KniniuHo 3Hauymmx 1abopaTtopHux 3MiH
BHABJIEHO He Oyno. XKoaHuX nopyiueHs GyHKUIT
MEeYiHKK BUABJIEHO He OyI0.

* 3MiHH apTepiabHOro THCKY Ta YaCTOTH
CepLEBUX CKOPOUEHb MOPIBHAHO 3 BUXiHUM
piBHeM OyJH MiHIMaJTBHHMH.

« Cniocrepirajiocs 10303aJ1€3KHe NPUrHiYeHHS
JAMXaHHs Ta 301JIbLIEHHS YACTOTH JAMXaHHS.

Mianue: reccika Crarex
Enexrpounuuit nignuc: [xeccika Cparex
[Tincrapa: S 3aTBep/kyio Hei J0KyMEHT
Hara: 18.01.2024 18:45 CST

E-mail: jessica_svatek@baxter.com(rignuc)

(IL. 1. b.)

[IEPEKNAA 3POGAEHO
3r1AKHO 3 OPHF IHANOM

AocToBiPKICTD
BEPEKAARY 3ACBIAYYD

Kivayeis H.B, \\




Annex 30

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

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

(art. 4, section IV)

Clinical research report No 2

1. Name of medrcmal product (if avallable number Suprane, InhaIatlon Vapour quuld
of registration certificate): '

2, The applicant- ' Baxter SA, Belgium

3. Mantrfacturer "Baxter SA, Belgium

4, the undertaken study: ' X i yes | [ no if not explain i
— e e e et e e

1) the type of medicinal product for which the Medicinal product with complete dossier :

registration was made or planned (stand-alone dossier), other medicinal

product, new active substance

. 5. Full name of clinical research, coded number of  [-653 MAC Study In Patients
| clinical research

1-653-02
e e e e v e e G e e - — - - . i
{ 6. Phase of clinical research Phase I ;
i
7. Time frame of cllmcal research 27 December 1988 - 16 Aug 1989 |
8. Countries where the clinical research was United States '
, conducted
!
: 9. The number of persons under investigation: Planned: 60 subjects

%
. Completed: 46 subjects

10. Purpose and secondary objectives of the clinical ~ To determine the MAC value for I-653 in
research . 100% oxygen and in 60% to 70% nitrous
oxide and 30% to 40% oxygen.

37




! 11. Clinical research design

!

!

12, Main inclusion criteria

13, Test fnedicinal product, method of
administration, efficiency

e

Desflurane/initial dose:

. Open-label, non-comperetlve, parallel study |
- stratified with sequential dose design

e Age: 18to 65 years
Sex: Male and Female ( > 1 year post-
menopausal or surgically sterile).

e ASA Status: [ or II ;

¢ Desflurane 5.0% /02 100%

e Desflurane 5.5% /02 100%

e Desflurane 2.0% /N20 60-70% /02 30-
i 40%

e Desflurane 2.2% /N20.60-70% /02 30-
- 40%

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

15 Concomitant therapy

i 16. Efficacy evaluation criteria

17. Safety assessment criteria

18 Statlstlcal methods

LUV RS VR VSRR P ORI P U VR

— _.._,______-l e e e e ——— ————

N/A

: The patients were prohlblted from takmg |
lover-the counter drugs, recreational drugs,
i alcohol, tobacco and caffeine for 24 hours |

prlor to study entry. No preoperative
, ; barbiturates or narcotics were allowed.

" Antidepressant drugs, anti-inflammatory

drugs (within 10 days),

_antibiotics/antihistamine (within 2 days)
, were not allowed. When clinically indicated, .
! patients received succinylcholine (1.0-1.5 !
| mg/kg) to facilitate and expedite intubatio

+ The anesthetic potency of desflurane was
determined by observing the response to

 incision at a specified end-tidal
concentration of desflurane for each patient.

* A positive response was defined as
purposeful movements of an extremity or the
head within the minute after the incision.

"Clinical adverse events and laboratory tests
evaluating hematologic, serum chemistry
"and urinalysis tests

% m e e —_——— i = -

{ Demographic data was summarized by

| treatment group and by age stratum. The ;
' mean, median and range MAC [-653 were

' given by treatment group and by age stratum.
| Cardiovascular function, respiratory
parameters msplred agent concentratlon,
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i end-tidal agent concentration were also ;
; presented by treatment group and by age i
| stratum. Adverse reactions are summarized |

by severity and by body system.

Laboratory data were compared to the
corresponding normal ranges. Cinically
abnormally high and abnormally low
laboratory values were summarized by time,
treatment group and by age stratum.

The derivation of MAC was done using the-
-average of the midpoint concentration of
each independent pairs of patients which
involved a cross-over(a pair of patients
including one who moves and one who does |
not move in response to incision). Only
descriptive statistics and graphic displays
were given.

19. Demographic indicators of the population study { Within the younger group (18-30 years), the .
(gender, age, race, etc.) mean ages were 25.9 and 25.0 years for O/1-
653 and N20/0/1-653 groups respectively.
For the older group (31-65 years), the mean
ages were 47.2 and 42.9 years for 02/-653
and N20/02/1-653 groups respectively.

The results show that the younger patients
(18-30 years old) have a higher MAC

(7.25%) compared with the older patients =
1 (31-65 years old, MAC - 6.00%). The
concomitant administration of N2O reduced
MAUC to 4.00% and 2.83% in the younger
and older patients respectively, or a MAC

i reduction of 45-53%. The effects of age and
" nitrous oxide on MAC of I-653 reported in
tthis clinical trial are comparable to isoflurane

i
H
H

20. Efficiency results

i

21. Safety results { The most frequently observed advetse events :
. were those associated with the :

i cardiovascular system (bradycardia). This is

: commonly dssociated with the administration’
of potent inhalation agents and was reported |
: as possibly related to [-653 by the :
investigator. The incidence of symptoms E
reported postoperatively such as nausea, ;
headache, vertigo, vomiting and myalgia was E
i the expected outcome for the patient i
‘ population and the surgical procedures E
(involved.

S
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22. Conclusion {evaluation)  Desflurane provided clinically acceptable

1 anesthesia with or without the use of nitrous

. oxide in patients aged 18-65 years. As seen

: with other volatile anesthetic agents, the

' addition of nitrous oxide decreased the MAC .

of desflurane,

S
Applicant (holder of ’ signature: BSSlca Svater S cenedn e

Dt ton 5, 2024 16048 C8T
H 1 1 a: . :
registration certificate) seer-tan

Email; jessica_svatek@baxter.com (signature)

(Name)

f
—e e

|
|
|
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Hoparok 30

10 [Topsiaky npoBeeHHs eKCMEePTH3M peecTpaLiifiHuX MaTepianiB Ha JiKapehKi 3aco0u,
[0 TOAKTHCA Ha JIEPIKaBHY peecTpaiio (nepepeectpaiito),
a TAKOX EKCIIEPTH3M MaTepiaiiB npo BHECEHHS 3MiH JI0 PeECTpaLliiiHMX MaTepiaiB

MPOTArOM il peecTpauifHOro NOCBiA4EHHs
(nyHkT 4 po3ainy 1V)

3BiT npo kaiHigHe punpodypanms No 2

1. Hasea nikapcekoro 3aco0y (3a HasBHOCTI - HOMEp
peecTpaLiifHOro NOCBi UeHHs)

2. 3a8BHHK
3. BupoOuuk

4. IpoBeneHi JoCiIKEeHHS:

1) Tun nikapcbkoro 3aco0y, 3a AIKMM [IPOBOAMIIACS
abo niaHyeTbCs peecTpallis

5. IToBHa Ha3Ba KJIiHIYHOTO BUNPOOYBaHHS,
KOJOBaHUI HOMEp KJIHIYHOrO BUNPoOyBaHHS

6. ®aza KAiHIYHOrO BUNIPOOYBaHHS

7. Ilepioa npoBeaeHHs KIIHIYHOTO BUNPOOYBaHHA

8. Kpainu, ae npoBoauiocs KiliHiuHe BUIIPOOYBaHHS

9. KinbkicTb 10C1/1KyBaHHUX

10. Meta Ta BTOpUHHI Ll KJIHIYHOTO
BUMPOOYBaHHA

11. Iuzaiin kiaiHiuHOTO BUNPOOYBaHHS

12. OcHoBHI KpuTepii BKIIOYEHHS

CynpaH, nmapu s iHTansiii, piauHa

bakctep C.A., Benbris

bakcrep C.A., Benbris

AKLIO Hi,
00rpyHTYBaTH

X Tak [O Hi

JlikapceKkuidi 3aci® 32 MOBHUM J0OCKE
(aBTOHOMHE JI0CHE), IHIIUI JTIKApPChKUi
3aci0, HOBa Jlil04a peyoBUHA

Jocnimkenus MAK 1-653 y nauienris
1-653-02
®aza |

327 rpyaust 1988 poky
[To 16 cepnns 1989 poky

CLIA

3anaanoBana: 60 nauieHTiB
3aBepiniin JocaizKeHHs: 46 nauieHTiB

BusHnauuTu 3Haduenus MAK nna [-653 B
100 % kucHi Ta y 3akucy azoty Bia 60 % mo
70 % 1 xkucHi Big 30 % no 40 %.

Binkpure, HermopiBHsUIBHE, MapaeibHe,
cTpaThdikoBaHe HOCHIIKEHHS 3 AW3aliHOM

MTEPEXNAR 3POBAEHO
3ri{AHO 3 OPMT IHANOM

AoctoBIPHICTD
NEPEKAARY 3ACBIAYYD

Kinavpds .8,



13. locnimkyBaHuii nikapceKuii 3acid, crnocid
3aCTOCYBaHHS, cua il

14. [Mpenapar nopiBHsHHA, 1034, criocid
3aCTOCYBaHHs, cHia Jii

15. CynyTHs Tepanis

16. Kputepil ouinku edekTHBHOCTI

17. Kpurepii ouiHku Ge3neku

18. CraTucTHYHI METOIH

e Bik: Bix 18 1o 65 pokis.

e Crarb: 40o0BiKM Ta 3KiHKH (> | poKy B
noctmeHonaysi abo XipypriuHo
CTEePHJIBHI).

e Craryc 3a WKanow AMEPUKAHCHKOTO

toBapucTea anectesionoris (ATA) I abo
I1.

Hecdaypan / nouarkosa ao03a:

e Jlecduypan 5,0 %/ O2 100 %.

e Jlechnypan 5.5 % / Oz 100 %.

e Jlecnypan 2,0 % / N2O 60-70 % /
02 3040 %.

e Jlechnypan 2,2 % / N20 60-70 % /
02 30-40 %.

H/3

IMauientam Oyso 3a00poHeHO npuiiMaTH
GespeuerntypHi jikapcbKi 3acobu,
pekpealliiiHi HAPKOTHYHI 3acO0H, aJIKOTrOJ1b,
TIOTIOH 1 KoeTH npoTarom 24 roauH 1o
nouatky pocnipkenns. He no3sonsnocs
npuimMaTH nepeaonepatiiini 6apbityparu
abo0 HapKOTHU4YHI 3acO0M. AHTHIENPECAHTH,
npotusanaibHi 3acobu (npotsarom 10 aHiB),
aHTUOIOTHKK/aHTHTiCTaMIHHI 3ac00U
(npotsarom 2 axiB) 6ynu 3abopoHeHi. 3a
KJIIHIYHHUMH MOKa3aHHSMH Nalli€HTH
oTpuMyBasiM cyKuMHiAxosin (1,0—1,5 mr/kr)

JUIst TIOJITLICHHS Ta PUCKOPEHHS IHTYOAIiT.

AHecTe3ylouy noTyxHicTs aecdaypany
BU3HAYAIM LLIAXOM CIIOCTEPE/KEHHS 3a
peaxili€lo Ha po3pi3 NMpHU BU3HAYUEHIH
KOHLIeHTpaLT aecduiypany HanpHKiHLIi
BUIMXY sl KOKHOTO rawienta. [To3uTuBHy
BIJINOBI1b BU3HAYAJIM AK LIJIECTIPIMOBaHi
PYXH KiHIIIBKH 200 roJOBH NPOTArOM
XBUJTHHH TiCJIs pO3pi3y.

Kniniuni HebakaHi siBuLIa Ta 1abopaTopHi
TECTH 3 OLIHKM reMartoJiorii, 0ioXiMIUYHKUX
MOKa3HUKIB CUPOBATKH KPOBI Ta aHali3u
ceui.

JlemorpagiuHi JaHi y3arajbHIOBaIM 3a
rpynaMu JiKyBaHHs Ta BIKOBUMH IpyNamMH.
CepenHe 3Ha4YeHHs, MeliaHa Ta Jliana3ox

= %, MAK [-653 naeseni 3a rpynamu NikyBaHHs
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MOKa3HUKH, BAMXYBAaHA KOHLIEHTpAaLlis
3aco0y, KOHLEHTpaLlis 3aco0y HanpuKiHui
BHAMXY TAKOXK MPEJCTaBIICH] 32 rpynamMu
NiKyBaHHs Ta BikoBUMH rpynamu. [ToGiuni
peaxiiii y3arajJbHeHi 3a CTyNeHeM THKKOCTI
Ta 3a CHCTEMAMHU OpraHi3my.

JlaGoparopHi gaHi NOpiBHIOBAIM 3
BiANOBIIHUMH 3HAYCHHAMH JianazoHy
HopMHu. KiHiYHO aHOMaJIBHO BUCOKI Ta
AHOMAJIBHO HH3bKI 1a00paTOpPHi MOKA3HUKH
y3arajbHIOBAJIM 38 4aCOM, FPYIO0
NiKYBaHHS Ta BIKOBOKO KaTEropieto.

OGuucnenns MAK nporoauiu 3
BHKOPHUCTAHHSM CEPEIHBOIO 3HAUEHHS
cepeIMHHUX TOYOK KOHUEHTpaLiil KOKHOT
HE3aJIeXHOT Napy NaLieHTiB, BKJIIOYEHHUX Y
nepexpecHe J0CiUKeHHs (napa nauieHTis,
IO BK/IIOYAE OJIHOTO MALi€HTa 3 pyXaMu Ta
oaHoro 6e3 pyxiB y BiNOBIAbL Ha po3pi3).
Hagezena nuiue onucoBa CTaTUCTHKA Ta
rpadiuHe npeacTaBieHHs iHopmaLis.

19. Temorpadiuni MOKasHUKH JOCTIIKYBaHOT Y monoawiii rpyni (18-30 pokis) cepenniii

rnomnysAuii (craTh, Bik, paca, TOLIO) Bik cTaHoBHB 25,9 i 25,0 poky ans rpyn
02/1-653 i N2O/O2/1-653 BignosiaHo. ¥
crapuuiit rpymi (31-65 pokiB) cepeaniii Bik
ctaHoBuB 47,2 ta 42,9 poky ans rpyn O/1-
653 ta N20/O,/1-653 BianosiaHo.

20. Pesynpratu edpekTUBHOCTI Pe3ynbraTi nokasyioTs, 110 MOJIOALII
nauienty (18-30 pokie) matote Buiy MAK
(7,25 %) nopiBHAHO 3 NALIEHTAMH CTAPLIOTO
Biky (31-65 pokis, MAK — 6,00 %).
CynyTtHe 3actocyBaHHsA N20 3HHIKYBAJIO
MAK 10 4,00 % i 2,83 % y monoaumux i
CTapilMX Mali€HTIB BIANOBIAHO, a00
3uwkeHHs MAK na 45-53 %. Bninus Biky Ta
3akucy azoty Ha MAK [-653, npo axuii
MOBIAOMJISIIH Y LILOMY KJIIHIYHOMY
JOCIIZKEHHI, MOYKHA MOPIBHATH 3 BIJIMBOM

i30(aypany.

21. PesynbraTi 6e3neku HaiivacTie cnoctepiranucs HebakaHi
SIBULLA, MOB'SA3aHi 3 CEPLEBO-CYAUHHOIO
cucremoto (Opaaukapais). Lle 3a3suuaii
MOB'SI3aHO 3 BBEJACHHSAM MOTYKHUX
IHranguiHHUX 3ac00iB 1, 32 MOBIAOMIIEHHAMH
JIOCJTiIHMKA, MOXe OYTH NOB'sI3aHO 3
npenaparom [-653. Yacrora cumntomis, rnpo
o, SIKI CHIOCTEPIraiy y nicisonepaitiiHuii

Repion, TakuX sk Hy Al FENRRR1E POBAEHO
@pTHro, OoBaHHA §f MINY1S. ORNT | HANOM

: ROCTOBIPHICTD
REPEKAARY 3ACBIAYYD

Himareis BB, |
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OYiIKYBAHWM Pe3yabTATOM IS MOMysLil
| nauieHTiB Ta Xipypriuaux npoueayp, axi
| MPOBOAMIIH.

22. BUCHOBOK (3aK/II0YEHHS) Jlechnypan 3abe3neuyBas KJIiHIYHO
MPUIAHATHY aHECTE3110 3 BUKOPUCTAHHAM abo
Oe3 BUKOPUCTaHHS 3aKUCY @30Ty Y MALli€HTIB
Bikom 18-65 pokis. Sk i y BUnajxy 3
IHIIMMM JIETKHMH @HECTETHKAMM, J101aBaHHA
3aKucy asory sHwkysano MAK

aecaypany.

3assBHHK (BJIACHUK IMiamue: Hreccika Catex
PEECTPALIHHOTO Enexrponnuii nignne: Ixeccika Cparek

IlOCBi,II‘IeH HF[) [Tincrasa: 5 3arBepmKyio ueil JOKYMEHT
Jlara: 18.01.2024 18:45 CST

E-mail: jessica_svatek@baxter.com(nianuc)

(. 1. B.)

MIEPEKNAR 3POBNEHO
3riAHO 3 OPNr IHANON

AoctoBlPrICT
REPEKAARY 3ACBIAYYD

Kivavpig 8.8, \\




Annex 30

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

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

(art. 4, section IV)

Clinical research report No 3

1. Name of medicinal product (if available — r Suprane, Inhalation Vapour, Liquid
number of registration certificate): !

GO N FUvy U VU TR

2. The applicant

Baxter SA, Belgium ;
: E
3. Manufacturer ! Baxter SA, Belgium 1
- - - R —— - - K - l 4' .
4, the undertaken study: v iyes| o ! no i if not explain '
I |

N/A

1) the typ.e of medicinal product for which the ' Medicinal product with complete dossier (stand-
registration was made or planned  alone dossicr), other medicinal product, new
 active substance

5. Full name of clinical research, coded number 5 Pharmacologic effects of desflurane in human

.of clinical research volunteers; I-653-03 ,
6. Phase of clinical research Phase 1 ’
7. Time frame of clinical research !.23 Feb 1989 —31 Jul 1989

é éoﬁhtr;é; whére -tljlé--(:miir‘lical rese;tjctzﬁrwas “ H;United Statgs

conducted ’

19, The number of persons under investigation: ~ Planned: 14 subjects;

; 'Randomized, Treated, Analysed: 13 subjects;

; , The analysis of safety pharmacology was

i conducted in 12 subjects. Data from volunteer #1 '
were not included in the analysis of
cardiovascular, respiratory, EEG and ;

_neuromuscular results because the ulnar nerve E

“stimulator was inadvertently left on and this was |
found to have an impact on the on the

. cardiovascular and respiratory results.

_Laboratory data from volunteer #1 were included
in the statistical analysis.
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10. Purpose and secondary objectives of the
clinical research

O g 8 R B L . 4 AR 8 S s s

. To evaluate the various pharmacologic actions of ;

: desflurane during three steady-state

: concentrations, with and without nitrous oxide

| (N20), and compare the effects of the anesthetic
with the conscious (unmedicated) values.

' To determine the following for desflurane:

-» The cardiovascular effects during normocarbia
(controlled ventilation) and during spontaneous
ventilation.

 Whether duration of anaesthesia modifies the
cardiovascular effects.

! The respiratory and electroencephaolographic

(EEG) effects.

* The effect on neuromuscular transmission.

* The extent of metabolism during prolonged
anesthesia.

* The hepatic, hematologic and renal effects (as
¢valuated using clinical laboratory tests).

I1. Clinical research design

o o b s b . . i oy i o e | PR RS A£ e st o S snpnn, s g

éSmgle centre, open label, randomised, 3 period
. Cross-over

1
H
H

12. Main inclusion criteria

13. Test medicinal product, method of

: administration, efficiency

' *Healthy adult male volunteers, aged from 21 to

35 years, of normal weight and height with an
American Society of Anesthesiologists (ASA)

- status of I.

" «Subjects with normal habits, unmedicated, a
 normal jaw and upper airway and able to breathe
- through the nose without obstruction.

*No history of cardiovascular, pulmonary, or

- hepatic disease and had not received anesthesia

? within the last 30 days.

'Name of investigational medicinal produet:
Suprane®

Name of Active Ingredient: Desflurane

Dosage:
» Initially planned to use 1.0, 1.5, 2.0 and 2.5
MAC (minimal alveolar concentration) of
“destlurane. The 2.5 MAC concentration was
.excluded because cardiovascular depression was
. considered too great.
' » The exact MAC (7.25%) for desflurane in
humans was determined after study initiation
‘ ' hence the study concentrations were changed by
. protocol amendment to 0.83, 1.24, and 1.66
‘MAC,

3
i
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Administration (overall duration 7 hours):

'Desflurane is 4 nonflammable liquid

. administered via vaporizer

. * Volunteers were assigned randomly to receive

 first either destlurane in oxygen (O2) or

 desflurane in 60% N20, balance Ox.

. » Physiological parameters were measured (and
calculated) when the volunteers were conscious
. (OMAC) and during all anesthetized states, with

: . !
. the exception of some of the neuromuscular :

- studies, which could not be tolerated by the
~conscious volunteet.
~» Anesthesia was induced by gradually increasing

inspired concentrations of desflurane.alone or
desflurane and N2O'in Ox.

: « Endotracheal intubation was performed after

- the end-tidal concentration of desflurane reached .
1 12% and N2O was discontinued. No other drugs
were administered.

oA 5-MHz, transesophageal echocardicgraphic

H

~were then adjusted to obtain the appropriate
. levels of anesthesia and normocarbia. At each

. probe was positioned in the esophagus. Inspired

gas concentrations and mechanical ventilation

anesthetic level, after 12 min of stable end-tidal
concentrations, the measurements taken at

+ baseline were repeated.

* The order of background gas (O versus-

N20/0») first given to each volunteer was
_randomized (n=6 per group). Desflurane at 0.83
rand 1.24 MAC were administered in random
“order, and 1.66 MAC was always administered
' last.

' » After measurements were complete (study

- period 1) the six subjects given O3 alone were
“switched to N2O/O; and the reverse in the other

six subjects. The measurements were repeated at
the three anesthetic concentrations (study period
2). However, due to time constraints only six
subjects were tested with spontaneous
ventilation, the Read rebreathing test, and
hyperventilation with each background gas.

~+ Study periods 1 and 2 lasted for approximately
-6 hours, To test for the effects of prolonged
“anesthesia, the background gas was returned to
.the original selection and data collected at 0.083

and 1.66 MAC during the seventh hour (n=6).

.+ The subject was allowed t6 awaken, and

: laboratory measurements were performed at 4

hours, 24 hours, 4 days, and 7 days post-

anesthesia.
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i 14. Reference substance, dose, method of ‘N/A
" administration, efficiency

I 1
b

15. Concormitant therapy : There were no concomitant therapies.
i

gN/A; this was considered a safety study.

1

16. Efficacy evaluation criteria

[ — . - P—— -4 —— —— -

|
e . i . ..
17. Safety assessment criteria : Cardiovascular, respiratory, ECG, neuromuscular

; (AEs) and laboratory parameters (hepatic,

|
|
effects, extent of metabolism, adverse events 1I
' hematologic and renal). i
: i

[8. Statistical methods - The demographic data, including age, race, sex, .

'ASA status, height were summarized. |

|

Duration of exposure to inhalation agents was :
also summarized.

Safety:

1 » For each echocardiograph variable tested
whether the order of administration of
-background gas or order of anesthetic

! concentration influenced the results using t-tests.
: The pooled values for each variable during each
i study condition were compared by analysis of |
tvariance with repeated measures and Newman-

5 ' Keal’s method of multiple comparisons.

: » To assess cardiovascular effects of
_desflurane/Oz or desfluraneN20/0O> during

‘ i controlled ventilation data from the various states
 tested were compared by analysis of variance

; with repeated measures and Newman-Keal’s

" method of multiple comparisons.

, * To compare the cardiovascular effects of

i * desflurane/Oz with desflurane/N20/O: during

controlled ventilation (or spontaneous

; . ventilation) data from the various states studied

1 " were compared by t-test.

"= Respiratory — to determine the ventilatory

“response to CO2 the slope of the line relating to
pulmonary capillary (PA) CO2 to minute

; "ventilation (VE) was estimated using least

. squares regression.

| * Metabolism — comparisons between values

j obtained prior to and after desflurane exposure

fwere performed by a paired two tailed t-test,

; * Quantitative (Q)EEG — compared using

* analysis of variance with repeated measures or

i two tailed t-tests as appropriate.

| -» Neuromuscular variables at different desfurane
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' concentrations were compared by repeated
measures ANOVA with Scheffe F-test for

. multiple comparisons. Results obtained with and

| s without N20O were analysed by paired t-tests and

| the effects of CO2 by linear regression analysis.

| » Laboratory test results during and after

anesthesia were compared to those before

anesthesia by analysis of variance with repeated

measures and Newman-Keal’s method of !

multiple comparisons. 5

In all cases statistical variance was accepted at
p<0.05.

19. Demographic indicators of the population !
study (gender, age, race,. etc.) 1 76 £ 5 kg (mean £8.E.). The six subjects given
. desflurane in O first were demographically |
-similar to the entire group: 23.5 + 1.2 years, and |
i weight 76.8 + 6.4 kg (mean £S.E.). Thesix l
 subjects given desflurane in N2O/O; first were |
also demographically similar to the entire group: |
; 24.2 £ 0.9 years, and weight 75.8 £ 7.4 kg (mean ' ‘

'+S.E.) i

i : |
20. Efficiency results }iN/A -
; 21, Safety results | Adverse events -

The total dose was 7.35 + 0.81 MAC-hour (mean |
+ 8.D.) desflurane. One out of 13 volunteers .
experienced an untoward effect. This was mild
aspiration; slightly elevated temperature the g
- evening of the study, accompanied by
radiographic findings compatible with mild
aspiration. The volunteer was treated with
antibiotics. The fever resolved overnight, and
. there were no further signs or symptoms of
-aspiration.

Desfurane in O controlled ventilation compared
to consctous state (0 MAC) Pulmonary arterial

; blood temperature and pH remained unchanged.

: PACO; was lower than 0 MAC (38 vs 41 .
. mmHg), but this is not physiologically important. .
‘ Desflurane caused a dose-dependent increase in

. right-heart filling pressure, a decrease in f
' systemic vascular resistance and mean systemic
arterial blood pressure. Left ventricular end-

- diastolic area did not change except for a small |
,increase (<10%) at 1.66 MAC. Systolic wall '
{ _stress was less at all concentrations of desflurane

|
|
Cardiovascular
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‘than at 0 MAC. Desflurane did not alter cardiac |
- index or left ventricular ejection fraction. t
.In the six subjects given desflurane in O first,
 heart rate did not change at 0.83 MAC (73£2

| beats per min vs. 69+ 2 conscious), but

- progressively increased with greater

' concentrations of desflurane, Subjects given

: desflurane in O after desflurane in N2O/Oz had
! higher heart rates (P<0.05) when given 0.83

l MAC (84+2 beats per min) or 1.24 MAC (872
: beats per min) than those subjects given first ;
' desﬂurane in Oa. Stroke volume index (SVI) was ]
? less at all concentrations of desflurane than when
the subjects were conscious but desflurane did

' not alter the velocity of left ventricular
circumferential fiber shortening. At all

- concentrations of desflurane, mixed venous
‘blood POz and SO; values exceeded those

| obtained in conscious subjects.

Desflurane, like isoflurane, decreases systemic

- vascular resistance and mean arterial blood

| pressure. Desflurane did not alter cardiac index,

- even with deep levels of anesthesia (1.66 MAC) :
-and heart rate does not increase at light levels of %
. anesthesia.

' Desfurane in N>0O/O; controlled ventilation i
At normocarbia, 0.91-1.74 MAC of desflurane in !
' N20/0: depressed the circulation in healthy
. young volunteers, but did not produce circulatory ;
, insufficiency: At approximately comparable
-MAC levels, heart rate was lower and systemic
blood pressures, central venous pressure, left
s ventricular stroke work index, and systemic
vascular resistance usually were significantly
“higher during anesthesia with desflurane in
'N20/02 than in Oz. :

Desflurane in O» or NoO/O» spontaneous
ventilation
All concentrations of desflurane studied
depressed ventilation and thus, increased PaCO»
and decreased arterial pH. The cardiovascular
effects of desflurane anesthesia with spontaneous
ventilation generally were similar with the two
: background gases. ;

" The cardiovascular changes seen with desflurane

| during spontaneous ventilation differ from those

- during controlled ventilation. With both

- background gases, cardiac index, stroke volume,
central venous blood pressure, left ventricular
e_]ectlon fractlon ve]omty of c1rcumferent1al ﬁber




shortening, oxygen transport and ratio of oxygen
transport to oxygen consumption were greater
with spontaneous ventilation than with controlled
ventilation. Mean arterial blood pressure did not
differ between controlled and spontaneous
*ventilation except at 1.66 MAC desflurane in Oa.

Influence of duration of anesthesia
Compared with the first 90 min of desflurane
anesthesia, the cardiovascular changes in the
' seventh hour of desflurane anesthesia with both
“background gases (in Oz and in N2O with Oz)
, were those of stimulation. The measures of
. cardiac filling did not change. Central venous
- pressure and left ventricular cross-sectional area
“did not differ between early and late anesthesia at
“either 0.83 or 1.66 MAC desflurane in either
j‘ background gas.

| Respiratory

Desflurane with and without N2O caused a dose-

dependent decrease in tidal volume and a
corresponding increase in respiratory rate.

'Respiratory rates were higher at 1.24 and 1.66
MAC in the N20/Oz group. Desflurane is a
ventilatory depressant as indicated by a dose-
dependent decrease in alveolar ventilation, an

- increase in resting carbon dioxide tension, and

"depression of the ventilatory response to carbon
dioxide. Desflurane depresses ventilation
primarily by reducing tidal volume. Increasing
ventilatory frequency during desflurane
anesthesia does not compensate for the reduction
in tidal volume. The ventilatory response to
imposed increases in arterial carbon dioxide
tension is blunted at concentrations exceeding

0.82 MAC desflurane. In two subjects, 12% end-

tidal desflurane produced apnea. The anesthetic
concentration (MAC-multiple) producing apnea,
estimated from the x-intercept of the regression
line relating the slope of the ventilatory response
to COz and MAC, were 1.8 MAC in the N2O/O2
group and 1.9 MAC in the Oz group. Dead space
ventilation (VE - VA) decreased with depth of
anesthesia, but increased as a fraction of tidal

“volume (VD/VT). Anesthesia produced increased ,

- intrapulmonary shunting which was unrelated to
“anesthetic depth and was not increased by the
addition of N2O.

! Metabolism

' Post-anesthesia serum fluoride ion concentrations

did not significantly exceed background fluoride



52

“ion concentrations. Urinary excretion of fluoride
ion and organic fluoride in volunteers also did

! _ not significantly increase following exposure to
desflurane, The low levels of fluoride

~metabolites in serum and urine following |

- desflurane anesthesia suggest that desflurane is
unlikely to be toxic to tissues. Serum

. trifluoroacetic acid levels were significantly

.elevated 24 hours after desflurane exposure and

. remained elevated (in 6 of 13 volunteers) 6 days

' after desflurane exposure. Urinary excretion of

“trifluoroacetic acid was detected in 4 volunteers
immediately after desflurane anesthesia and was

“found in all individuals 24 hours after anesthesia.

_Urinary excretion of trifluoroacetic acid was
maximal 24 hours after desflurane anesthesia,
and was still evident 6 days after anesthesia. If

; the peak serum trifluoroacetate values indicate

- the relative amounts of metabolism, then
probably less than 0.02% of the amount of

* desflurane taken up is metabolized.

FElectoencephalographic effects (EEG)
Desflurane caused a dose dependent depression
of cortical electrical activity. No epileptiform or -
other aberrant activity was seen at any time. |

'Frequency based QEEG measures detected :
progressive slowing in the change from awake to
0.83 MAC, with further slowing at 1.24 MAC.
Once burst suppression began at 1.24 MAC, the
frequency content of the remaining bursts of
activity did not slow further with increasing :
concentrations of desflurane, but did increase the 1
degree of cortical suppression. The substitution

of 60% N20 for 3% desflurane (approximately
0.45 MAC) was associated with increased EEG

: activity (decreased burst suppression) at all iso-

! dose (MAC) levels. At 1.24 MAC, changes in

X ventilation altered the PCO2 from 25.7 + 0.83
during hyperventilation to 57.53 £ .75 mmHg
during spontaneous ventilation. Repetitive
auditory stimuli (hand clapping) during

- hyperventilation at 1.24 MAC, with and without .
N20, caused clearly visible middle- and long-
latency evoked potentials. The EEG at 0.83 and

. 1.67 MAC after an additional 6 h of exposure to
“desflurane demonstrated that the burst

" suppression phenomena was non-stationary,
having a frequent tendency to appear and fade at !
inconstant intervals. On average, the degree of

| _burst supression at 1.67 MAC at the end of the

*study did not differ from that at the beginning.

All QEEG parameters correlated with changes in




22. Conclusion (evaluation)

desflurane dose. Desflurane appeared to induce
similar levels of cortical depression to isoflurane *

-at similar MAC multiples.

. Neuromuscular effect

1

b

i
.
i

1
i

i

:
'

Laboratory tests

Desflurane profoundly depresses neuromuscular
function. Values for T1 (amplitude of the first
response) and the TOF (train of four) ratio were
similar at 3, 6 and 9% desflurane, and decreased
significantly only at 12%. All concentrations of
desflurane produced significant tetanic fade, >
10%, at all three frequencies. Values obtained, at |
a given concentration of desflurane, with and
without N20 did not differ. When neuromuscular |
function during the initial period of the study was
compared to that during equivalent states in the
final period, no differences were found (i.e.
duration of exposure to desflurane had no effect).

Of all the laboratory tests performed, only four
fell outside the normal range at any time. Total
white blood cell and neutrophil count during and
at the end of anesthesia was slightly elevated to
11.8 and 11.3 thousand, but had returned to
normal (6.4 thousand) 4 days after anesthesia.
Hemoglobin concentration, hematocrit, and red
blood cell count fell to slightly below normal at
the end of anesthesia and 24 hours after .
anesthesia, but had returned to normal by 4 days
after anesthesia. All other laboratory tests
(including those of hepatic and renal function)
remained within normal limits at all times, and
did not change from the values before anesthesia.

» Desflurane produces dose-dependent
cardiovascular depression, which appears to be
less than currently available inhaled halogenated
anesthetics.

* Desflurane induced cardiovascular depression
is decreased with prolonged anesthesia.

« Desflurane produces respiratory depression
comparable to that of isoflurane, and less than
that of enflurane.

+» Desflurane is metabolized to a lesser extent

than any other available inhaled anesthetic.

+ « The electroencephalographic effects of

desflurane are similar to those of isoflurane. No
abnormal EEG activity was observed.
s Desflurane depresses neuromuscular function.
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Applicant (holder of

registration
certificate)

e s Ve beemi vt e ters | wrens b A e ki s b
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» Desflurane anesthesia is not associated with
acute hepatic, renal, or hematologic toxicity.
i

Signature: J@Ssiod Svatek

Elsclronically signed by: Jessica
Svatek |
Reason: | approve this document i
Dale: Jan 18, 2024 18:45 CST

Emajl: jessica_svatek@baxter.com (signature)

(Name)




Jonatok 30

1o [MopsiiKy npoBeJeHHS €KCNEepPTH3K peecTpaLifHuX MaTepialliB Ha NiKapehKi 3aco0M,
1110 NOAAKOTECA HA JIEPIKABHY PeECTpalliio (nepepeecTpatito),
a TaKOK €KCMEPTH3M MaTepialliB PO BHECEHHS 3MiH J10 peecTpauiiiHux marepiais

NpOTArOM Al peecTpauifHOro nocei4eHHs
(nyukr 4 po3ainy 1V)

3BIT PO KiiHIYHE BUMIPOOYBaHHA No 3

1. HazBa nikapceKkoro 3aco0y (3a HasBHOCTI -
HOMEp peecTpaLiifHOro NocBiYeHH)

2. 3aaBHHK

3. BupoGuuk

4. IlpoBeneHi JOCIIKEHHS:

1) TMn niKapceKOro 3acody, 3a AKUM
npoBoansacs abo niaHyeTbes peecTpartis

5. lMosHa Ha3Ba KIiHIYHOTO BUIIPOOYBaHHS,
KOLOBaHHH HOMEP KJIiHIYHOro BUIIpoOyBaHHs

6. ®asa KJIIHIYHOrO BUNIPOOYBaHHA

7. llepioa npoBeieHHs KJIHIYHOTO
BUNpoOyBaHHs

8. Kpainu, e npoBoAKIOCS KiiHiuHe
BUNPOOYBaHHS

9. KinbKicTh NOCHI1KYBaAHMX

Cynpan, napu Ajs iHraasuii, piauHa

bakcrep C.A., Benbris

bakctep C.A., benbris

AKIILO Hi,
OOrpyHTYBaTH

v TaKk o Hi

H/IT

Jlikapcekuii 3aci6 3a NOBHUM A0CKE (ABTOHOMHE
J0CKE), THIIKI JTiKapehKuii 3acid, HOBa aitova
peyoBHHA

dapmakonoriuni eexru gechuypany y
nobpososkiiie; [-653-03

da3zal

3 23 motoro 1989 poky 10 31 aunus 1989 poky

CLUA

3annanoBana: 14 106poBobLLIB;
PaunpomizoBano, npoJikosauo,
npoaunaizosano: 13 n1o6poBonbuis;

Amnaniz papmakosnoriuxoi Ge3znexu Oys
nposeaenuii y 12 noGpoossiis. lani
no6poaonbux Nel ne Oyny BKItOYEHI B aHami3

" \ Pe3YIBTATIB LOJI0 Ceplie | JPOBAEHD
uxanbuo‘f, HEPBOBO-M' T L#MOI
) HATATEA

MEPEKAARY 3ACBIAYYD
Kinaveds H.B, ’l\
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10. MeTa Ta BTOpHHHI 11iJ1i KJAIHIYHOTO

BUIMpoOyBaHHs

1 1. [in3aiin kaiHiuHOro BUNpoOyBaHH

12. OcHOBHI KpHUTepii BKIIOUEHHS

2N (nenruinauiinm nn.u,/\-:c,' 3
N\ 38002596
Ne1

OCKIJIbKH CTUMYJIATOP JIIKTHOBOTO Hepsa OyB
HEHABMMCHO 3aHIIEHUH BKIIOUEHUM, i OyI10
BHUSIBJICHO, 1110 1I¢ BIUIMHYJIO HA Pe3yJIbTaTH
OO CEPUEBO-CYAMHHOT Ta JMXaJbHOT CHCTEM.
JlaGoparopui aani 1o6posonbig Ne 1 Oynu
BKJIIOYEHI B CTATUCTHYHUIA aHai3.

OuinuTH pi3Hi PpapmakonoriuHi edexTu
necdrypany y TppoX piBHOBaXKHHX
KOHIIEHTpaLisX, i3 3akucoM a3zoty (N20) i 6e3
HBOTO, | MOPIBHATH e(DEKTH aHECTETHKA 3
MOKA3HMKAMH y CBiJOMOMY
(HeMeIMKaMEHTO3HOMY) CTaHi.

Busnauuty s gecdiypaHy HacTyIHe:

* CepueBo-cyquHHI e(eKTH Mij 4ac HOPMOKaIHii
(KOHTPONBLOBAHOT BEHTHIIALLIT JIETEHIB) | i vac
CIOHTAHHOT BEHTHJISALIIT JIEreHiB.

* Uu BrUIMBAE TPHBAJIICThL aHECTE3iT HA CepLIEBO-
CyauHHI edeKTH.

* JlnxaneHi Ta enexrpoenuedanorpadiuni (EET)
edexTh.

* BniiuB Ha HepBOBO-M'A30BY nepeayy.

* Ctyninb MeTaboJti3My Mij 4ac TpuBasoi
aHecresii.

* [leuinkoBi, remaTo0riuHi Ta HUPKOBI eekTH
(OLiHIOBAHHS 32 0TTOMOTOKO KJITHIUHHX
1abopaToOpHUX TECTIB).

OAHOLEHTPOBE BiIKpUTE paHA0Mi30BaHe
JOCTIKEHHS 3 NnepexpecHum ausaitnom (3
nepioau)

* 310poBi Jlopoci 100pOBOIbLL YOMOBIYOT CTATI
BiKOM Bifl 21 10 35 pokiB, HOpMabHOT MacH Tija
1 3pocTy 3i ctatycom | 3a wkanow
AMEPHKaHChKOTO TOBAPHCTBA AHECTE3I0/I0TIB
(ATA).

* JloGpoBobii 6e3 WKiATUBUX 3BHYOK, SKi He
OTPUMYIOTH MEIHKAMEHTO3HOT'O JIIKYBaHHSs, 3
HOPMaJIBHOIO OyI0BOIO LUEJEITH | BEpXHIX
JHUXaJbHUX LLUISXIB, 3/1aTHI BIJILHO JHXaTH
HOCOM.

* BigcyTHicTh B aHAMHE31 cepLeBO-CYAMHHUX,
nereHeBUX a0 NeYiHKOBUX 3aXBOPIOBAHb Ta
BIJICYTHICTB aHecTe3ii npotarom ocranuix 30
JHIB.

MEPEXNAR 3POBAEHO
3r{AHO 3 OPNT IHANON

AoctoBiPniCT
REPEKAARY 3ACBIAYYD

Kinaveis 8.8, \\
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13. JochiukyBanuii nikapcbkui 3acid, cnoci6  Hassa pocaizyBaHoro Jikapeskoro 3acody:
3aCTOCYBaHHs, cuia Aif Cynpan®

Hazsga aiouoi peuoBuHH: gechiypaH

JosyBanns:

» CriouaTky riaHyBajiocsi BUKopuctoBysatu 1,0,
1,5,2,01 2,5 MAK (miniManbHa anbBeosipHa
KoHIeHTpallis) nechaypany. Konuenrpauis B 2,5
MAK Gyna BUK/IIOY€HA, OCKIJIBKH TPUTHIYEHHS
CEpLEBO-CYIMHHOT CUCTEMH BBaXkKaa0Cs 3aHaATO
BEJIMKHM.

* Touna MAK (7,25 %) nast necuypany y
moaei Oyna BU3HAYEHA MIC/AA MOYATKY
JIOCTI/DKEHHS, OTKe, 0CIi/IPKYBaHi KOHLEHTpaLlii
OyM 3MiHEHI IUISXOM BHECEHHS MOMPaBOK /10
npotokony po 0,83, 1.24 1 1,66 MAK.

Beeenns (3arajibHa TPHBAJIICTE 7 ro/IHH):
JHechnypan — ue Heroptoua pijuHa, 1o
BBOJMTECS 3 BHKOPHCTaHHSAM BUNApHHUKA

* JloGpoBosbLii Oy/iu paHaoMi30BaHO
pO3MOJIiNIeHi s OTPUMaHHS crio4aTky ado
necuypany 3 kuciem (O2), abo nechaypany 3
60 % N20O nmoc Oa.

« Dizionoriuni napaMeTpu BUMiproBanu (i
pO3paxoByBalin), KOJIH 100poBobLi nepedyBain
y cBigomocti (OMAK) Ta nia yac ycix eranis nijg
HAPKO30M, 32 BUHATKOM JIEIKHX 10C/TIKEHb
HEPBORO-M'A30BOT nepeaadi, siki Oyiu
HEMOJKJIMBHMH LISt 1OOPOBOJIBIIIB Y CBIIOMOCTI.
* Anecrte3sis Oyna BUKIMKaHa NOCTYNOBUM
301JIBIICHHAM BIMXYBAaHOT KOHLIEHTpaUil nuie
nechuypany abo aechaypany ta N2O 3 Oa.

* EnloTpaxeansHa inTybauis npoBoauaacs nicis
TOr0, AK KOHLIEHTpaLlis aechuypaHy B KiHLIi
BUAMXY pocsrana 12 %, i seenenns NoO
npunuHsiocs. XKoaxi iHwi Jikapebki 3aco0u He
BBOHJTHCA.

* ¥V crpaBoxin OyB BBeeHUI Yepe3cTpaBOXiqHHii
exokapaiorpadiununii 3041 3 yactororo 5 MI'u.
[Torim KOHUEHTpaLlis BAMXYBAHOTO rasy Ta
LITYYHA BEHTHIIALLA OyH CKOpUTOBaHI st
OTPUMAaHHs BIANOBIAHUX PiBHIB aHecTe3il Ta
HopMmokanHii. [1pu kokHOMY piBHI aHecTesil,
uepes |2 XBHIIMH MiC/IS AOCATHEHHS CTA0IIbHUX
KOHLEHTPALLH B KiHLI BUIKMXY, MOBTOPIOBAJIHCH
BUMIPIOBAHHS, NPOBE/IEHI HA BUXiHOMY piBHi.
Ty * [Topsinok Beeaenns onosoro razy (O2 npotu
TRPAIHATEN , N20/02) kosHOMY 100pOBOBLLLO Y NEPLUUi pa3s
\OyB patiomizosannii (n = qlgP ExAmA. IPOGAEHD
Wechaypan y nozax 0,83§ [Ny A ORI AHANON

[4]

2l ROCTOBIPHICTS
IA.“;“:SE)‘;;";ZWDA_’" : 'EPE“'AI’ SACB l."‘
S0, M1 Kinaveis H.B. \\




14. Tlpenapat nopiBHAHHA, 103, cnocid
3aCTOCYBaHHs, cula Jii

15. CynyTHs Tepanis

16. Kputepii oniHku eeKTHBHOCTI

1 7. Kpurepii oulliHkH Oe3nexu

18. CraTucTHYHI METOAU
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paHIOMi30BaHUM YHHOM, a 103y 1,66 MAK
3aB)K/AM BBOAMIIH OCTAHHBOIO.

* [Ticiis 3aBeplueHHs BUMipIOBaHb (nepioj
AOCHipKeHHs 1) wicTh 100poBObLIB, AKi
orpumyBaiu Tiibku Oz, Oyiin nepeseeHi Ha
N>0/O2 | HaBnaku 1St IHILKX LLIECTH
100poBosibLIB. BUMiptOBaHHS MOBTOPIOBAJIH MPH
TPBOX KOHLIEHTPALlisX aHecTeTHKa (nepioj
nocnimxenns 2). Onnak, yepes Opak uacy, auiue
wicTh 1006poBOIBLIB OyU npoTecToBaHi 3a
JIOTIOMOTOKO CTIOHTAHHOT BEHTHIIALIIT JIETeHIB,
TECTY peLMpKYJIsiLil AuxanbHoi cymiti Piga ta
rinepBeHTHIALLIT 3 KOMKHUM (POHOBUM razoM.

s [Tepioau nocnipkenns 1 i 2 Tpupanu
npubau3Ho 6 roauH. J{ns nepeBipku edekTis
TpuBaoi aHectesii (JOHOBHIA raz nosepranu a0
BHUXiJIHOTO BapiaHTy, a aaHi 36upanu npu 0,83 Ta
1,66 MAK nipotsirom cboMoi roausu (n = 6).

* JloOGpoBobLIO 1aBAIM IPOKMHYTHUCH,
nabopaTopHi BUMIpIOBaHHA NPOBOAWIH Yepes 4
rojMHu, 24 roguuu, 4 aui ta 7 QHiB micas
aHecTesii.

H/JT

CynyTHbOT TEparii He NPOBOAMIIOCH.

H/J1; ue nocnifeHHs MiaHyBanocs sk
JIOCTiKEHHS Oe3MeKH.

CepueBo-cyauHHI, pecrnipaTopHi, HEPBOBO-
M'siz0Bi eextu, EKI', ctynine metabonizmy,
nebaxani ssuina (H) ra naGoparopui
MOKa3HUKHK (MEYiHKOBI, reMaTosloriyHi ta
HUPKOBI).

Bynu y3araneHeni gemorpadiyni aaui,
BKJIIOUYAIOYHM BIK, pacy, CTaTh, CTATYC 3a LUKAIOHO
ATA, 3picr.

Takox Gyna nijicymoBana TpuBaiicThb
eKCMO3ULLIT iHraasiHHuX 3aco0iB.

be3nexa:
* Jlns koHOTO napaMerpa exoxapaiorpadii
nepeBipAIN, YU BIUTHHYB MOPSJ0K BBEJCHHS

¢oHoBoOroO razy abo nopsaoK KOHUEHTpaLii
hﬁh@ OB AEHO

AHECTETHKA Ha PE3yJIbTaTH 3a!

kputepiis. KomGinopani 3uld HQM)H
it 0C10 1&

ﬂEPEKIAIY sucalunrl

Kiwaveis 0.8, -\\




19 IleMorpa(bquI NOKa3HH
nonyasuii (crars, Bik, pa
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napameTpa i 4ac KOXKHOI yMOBH J0CIiIKEHHS
MOPiBHIOBAIH 3a J0NOMOI0I0 JAUCHepCiiiHOro
aHasi3y 3 MOBTOPHUMH BUMIPIOBAHHAMH Ta
METO/1y MHOKHHHHX nopiBHsiHb Hetomena-Kina.
o JInst OUIHKH CEPLEBO-CYAMHHUX e(eKTiB
necaypany/Oz abo pechaypany N20/O; nia
yac KOHTPOJIBOBAHOT BEHTHJISILLIT JIereHiB 1aHi 3
Pi3HKX J0CIILKYBAHUX CTaHiB MOPiBHIOBAIH 3a
JIONIOMOTOIO IMCTIEPCiHOrO aHanizy 3
MOBTOPHUMH BUMiPIOBaHHSAMH Ta METO/LY
MHOKHHHUX nopiBHsHb Hetomena-Kina.

« JI1s1 NOpiBHSAHHS CEPLIEBO-CYAMHHUX eeKTiB
necuypany/O; 3 necuypanom/N20/O; nig vac
KOHTPOJILOBAHOT BeHTHIALIT ereHiB (abo
CTIOHTAHHOT BEHTH/ISALIT JIereHiB) AaHi pi3HUX
JOCIIPKYBAHUX CTaHIB MOPIBHIOBA/IH 32
JIONIOMOTOIO t-KpiTepito.

 JluxaabHa cucTeMa — U1 BU3HAUEHHS
BeHTHAALIHHOT peakuii Ha CO2 Oy ouiHeHHH
HaxX w1 JiiHiT, wo BigHocutees 10 CO2 y
nereHeBux kaninspax (PA) i xBunuHHoT
sentrusinii (VE), 3 BuKopucTaHHsm perpecii
HaliMEHIIMX KBa/PaTiB.

» MeTtaGoJ1i3M — NOpiBHAHHA 3HAYEHD,
OTPUMAHUX 10 i nicist ekcno3uuii nechaypany,
MPOBOIMIIN 38 IOTIOMOTOIO JIBOCTOPOHHIX t-
KpiTepiB.

+ Kinexicui nokazuuku (Q) EEI" — nopisHioBann
3 BUKOPUCTAHHAM JHUCNEPCiiiHOro ananisy 3
MOBTOPHUMH BUMIpPIOBAHHAMM a0 1BOCTOPOHHIX
t-KpuTepiiB, 3a1eKHO BiJL 00CTABUH.

* [Toka3HHUKH HEPBOBO-M'SI30BOI nepeiayi npu
Pi3HMX KOHLEHTpauUiax jecypaHy nopisBHIOBaIH
3a JI0IIOMOTOIO OLIIHIOBAHHSA NOBTOPHUX
BUMIpIOBAHb 3 BAKOPUCTAHHAM JIUCTIEPCiHHOTO
ananizy ta F-recty Hledde 1151 MHOKHHHUX
nopiBHAHb. Pesynbtat, otpumai 3 N2O i 6e3
HBOTo, OyIIM NMpoaHaiizoBaHi 3a J10MOMOroio
napHUX t-kputepii, a Brme CO, — 3a
JIOTMOMOTOFO JIIHIHHOTO perpeciiHoro aHamizy.

* PesyabraTu 1abopaTOpHMX TECTIB Nij yac Ta
Mmicis aHecTe3il NOPiBHIOBAJIM 3 pe3ybTaTaMH J10
aHecTesii 3a 10MOMOro0 AUCIIEPCiiHOro aHanizy
3 MOBTOPHUMHM BUMipPIOBAHHAMH Ta METOLY
MHOKHHHHUX 1opiBHaHb HbtomeHa-Kina.

Y Bcix BHMaAKax CTaTHCTHYHA AMCNEPCid
ponyckanacs rpu p < 0,05.

3aranom Bik craHoBuB 23,0 + 0,7 poky, a maca
Tija— 76 £ 5 Kkr (cepe,zme jaquHH + CB).

itfcim p38HARAEHO
3riaNe 3 orurmnou
AoctolpHicTp
NEPEKAAAY 3ACBIAYYD

Kinayeig W.B, }\
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aecuypan 3 Oz, Oy 3 gemorpadiuHoT TOYKH
30py NoAIOHMMHU 110 BCiel rpyru:

23,5+ 1,2 poky, a maca tina 76,8 £ 6,4 kr
(cepenne 3nauenns + CB). Lllicte 106poBObLIB,
SIKAM criouaTtky BBoAMAM aecdiypan 3 N2O/Oq,
Takox Oy 3 gemorpadiuHoi ToukH 30py
noaibHuMu 10 Beiei rpynu: 24,2 + 0,9 poky, a
maca Tina 75,8 + 7,4 xr (cepejiHe 3HaYeHHA £

CB).
20. PesynbTaTi epeKTHBHOCTI H/J{
21. PesynbraTi Ge3neku Hebaxani sBuuma

3aranpHa j103a aecaypany craHosuna 7,35 +
0,81 MAK Ha roauny (cepeane 3HavyeHHs £ CB).
Onwus 3 13 106poBOBLIB MaB HeDakaHe SIBHILIE.
[le Oyna nerka acnipaulisi; 31erka nijiBuuieHa
TeMrepaTypa BBe4epi B I€Hb JOCHILKEHHS, 110
CYIMPOBOAMKYBAIACH PEHTIEHOIOT HHUMH
JIAHUMH, CYMICHHUMH 3 JIETKOK acripalli€lo.
JlaHoro 1o6poBOBIS JIKYBaJIH i3
3acTocyBaHHAM aHTHOI0THKIB. JInXoMaHka
npoiiiiia 3a Hiy, i Oinblue )KoAHMX 03HaK abo
CHUMMTOMIB acripauii He OyJ1o.

CepueBo-cyHHHA cHCTemMa
Hechypan 3 Or pH KOHTPOIBOBAHIM BEHTHIALLIT
‘ JIereHiB MopiBHAHO 3i cTaHOM cBigomocTi (0
MAK) Temnepatypa i pH kpoBi B jiereHeBii
aprepii 3aaMianucsa HeaMiHHUMH. [TokasHHuK
| PACO; 6yB nuxue, Hixk npu 0 MAK (38 npotu
| 41 MM pr.cT.), ane 1e He 6yo dizionoriuHo
| paxciuBUM. [lechnypaH cnpu4HHAB 10303a/1e3KHe
[Mi/IBULIEHHS TUCKY HAMIOBHEHHS NMPaBUX Bii/1iB
ceplst, 3HWIKEHHS CHCTEMHOTO CYIMHHOTO ONopy
Ta cepeiHbOr0 CHCTEMHOTO apTepialbHOro
tucky. Kinuesa aiactosniuHa nioia jgiBoro
LIUTYHOYKA HE 3MiHMUJIACH, 32 BUHATKOM
HeBeaukoro 30ibLuenns (< 10 %) npu 1,66
MAK. CucToniuHe HanpyKeHHs CTiHKH OyJ10
MEHLLIWM MPH BCIX KOHUEHTpaLisX aecduypany,
nixk npu 0 MAK. Jlechnypan He 3miHIOBaB
cepueBHit inzeke abo Ppakiilo BUKHLY AiBOTO
LUTYHOYKA.
Y uiectu 100pOBOJIBLIB, AKMM CIIOYATKY
BBOAMAM Jechaypad 3 Oz, 4yacToTa cepueBUX
CKOpoueHb He 3miHtoBasnacs npu 0,83 MAK
(73 = 2 ynapy Ha XBHIMHY NpoTH 69 £ 2y
W, CBiZIOMOCTI), aJie MoTiM MOCTYNOBO
"',Ginbmyaanacn 31 30iNbLIEHHIM KOHLEeHTpaLil
Wechnypany. V noGpoaonsmﬂ,Esﬁ& ARV BOBAENHD
gcdaypan 3 Oz nicas nec@h INOPHOIHANON
/ OCTOBIPHICTD
NEPEKAARY 3ACBIAYYD

Hinavple n.a.’[\

: 5::. laesTudixavjinmg on Ay g
3800259 ' o/




4ACTOTA CEPLEBMX CKOpOUueHb Oyia BUILOIO
(p <0,05) npu Beeaenni 0,83 MAK (84 + 2
ynapy Ha XxBuiuHy) abo 1,24 MAK (87 = 2
yAapy Ha XBWIHHY), HiX y 100pOBOJbLIB, SKi
criouaTky oTpumysanu aechaypan 3 Oz. Inaekc
yaapHoro o6'emy (SVI) 6yB MeHLIMM npu Beix
KOHLIEHTpaLisX AechaypaHy, Hix KOJIH
n00poBoakLi Oynu CBiIOMUMH, alte aechiypan
He 3MiHIOBAB WIBHIKICTH HPKYIATOPHOTO
 YKOPOUEHHS BOJIOKOH JliBoro nutyHouka. [Tpu
BCiX KOHLeHTpauisx aeciaypany 3HaueHHa PO
ta SO2 y 3MiaHiii BeHO3HiH KpoBi
MepeBuIIlyBaji 3HAUYCHHSA, OTPUMAHI y
JA00poOBOJILLIB, 110 nepedyBajiu y ¢BiJOMOCTI.
Hecdnypan, sk i i3oduypaH, 3HHKYE CUCTEMHHIA
CYJAMHHMH or1ip i cepeaHii apTepia/ibHUI THCK.
Hechaypan He 3MiIHIOBaB CEpPLIEBHH iHIEKC
HaBITHL NpH MIMOOKUX piBHAX aHecresii (1,66
MAK), a yactoTa cepueBMX CKOpPO4EHb He
30inbLIYyBaIacs MpH JerkuxX piBHAX aHecTesil.

Jechaypan 3 N2O/O 2 npu KOHTPOJILOBaHIH
BEHTHJISILLIT JIETE€HIB

Ilpu HopmokanHit, no3u 0,91-1,74 MAK

aecuypany 3 N2O/O2 3umMxyBanu kpoBooOir y
310pPOBMX MOJIOJIMX 1I00POBOIBILIB, alle HE
CHPUYMHAIM HEJOCTATHOCTI KpoBooOiry. [1pu
npubiau3Ho nopiBHaHHUX piBHAX MAK yacrora
CepLEeBUX CKOpOUeHb Oyna HUIKYOIO, a
CUCTEMHMIT apTepiabHHii THCK, LIEHTPaTbHUH
BEHO3HHI TUCK, yIapHUIA IHIEKC JIIBOTO
LUTYHOYKA Ta CHCTEMHHIA CYAMHHMIA onip
3a3BHYaii OyJIM 3HAUHO BHILMMM I1i]1 Yac
anectesil nechaypanom 3 N20O/Oa, Hixk 3 Oa.

Hecdaypan 3 O2 abo N2O/Os nipu crioHTaHHii

BEHTHJISALLIT
VYei pocenimpxeHi KoHueHTpauii aecduypany
NPUTHIYYBAIM BEHTHISALIIO i, TAKMM YHHOM,
niasuiysanu PaCOs i 3HmKyBanum aprepiaibHUi
pH. CepueBo-cyaunti epektu anecresii
aecypaHoM 3i CIIOHTAHHOK BEHTHIISLIIEIO
JereHiB, AK npasuio, 6yau noaibHUMu npu
BHKOpUCTaHHI 000X (POHOBUX rasis.

3MiHU cepUeBO-CYIMHHOT CUCTEMH, 1110
CIOCTEPIraloThest MPHU 3aCTOCYBaHHI Aechaypany
MiJl Yac CNOHTAHHOT BEHTHJISALLIT JIereHb,
BiIPI3HAIOTHCS BiJI TAKUX MPH KOHTPOJIBOBaHIi
BeHTHsILIT jtereb. [Tpu 06ox doHOBHX razax

¥, cepLeBHil iHAeKe, yaapHHi 00'eM, LIeHTpaabHHHA

BEHO3HMI THCK, (ppaKiis anmiﬁﬁnq 3POGNEHO

juynotka, WBKAKICT> WPSEFRGPTOPNT | HANOM
AoctoBipPKicTb
REPEKAARY 3ACBIAYYD

Kinaugic H,B, \,\
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YKOPOYEHHSI BOJIOKOH, TPAHCIIOPT KMCHIO Ta
CNiBBIAHOLICHHS TPAHCIIOPTY KMCHIO 10
CIOKUBAHHS KHCHIO OYJIM BULLIUMHU [1PH
CMOHTAHHIH BEHTHIIALLT JIET€HIB, HIK MPH
KOHTpPOJIbOBaHIi BeHTHsLIT JereHis. CepeHii
aprepiajibHUil THCK HE BiIPI3HABCA MK
KOHTPOJIbOBAHOIO TA CIIOHTAHHOIO BEHTHJIALLIEIO
nerenis, 3a BuHsTKOM 1,66 MAK necuypany 3
Oa.

Bruaue TpuBasiocti aHectesii
[TopiBHsiHO 3 nepiuuMu 90 XBUIMHAMU aHecTe3ii

neciypaHoM 3MiHH CepLEeBO-CYAMHHOT CUCTEMH
HA ChOMIit roauHi aHecresii gecduypaHom 3
oboma (poroBumH razamu (3 Oz Ta 3 N20 umoc
02) 6ynu cnipuurHeHi ctumyssuicto. [TokasHUKK
CepLeBOro HAMOBHEHHS HE 3MIHUINCA.
LleHTpanbHH1ii BEeHO3HUI THCK i MornepeyvHa
MJIOILA J1iBOTO LIUTYHOYKA HE Bipi3HAAMCSA A1
paHHBOT Ta NMi3HbBoI cTaaiit anectesii npu 0,83
abo 1,66 MAK necdnypany 3 Oyab-siKuM
¢doHOBUM razom.

PecnipaTopna cuerema
Hechnypan 3 N2O i 6e3 HBOro cpU4HHAB
 10303aJIe5KHe 3MEHILIEHHS MXaibHOro 00'eMy Ta
BiAMOBiAHE 301/1BbUIEHHS YACTOTH JUXaHHS.
YacroTa nuxanHs Oyna uioro npu 1,24 ta 1,66
MAK B rpyni N20/O;. Jlecaypan npurniuye
BEHTHJIALLIIO JIEreHiB, MPo WO CBIAYUTE
10303aJ1e3KHE 3HWKEHHST allbBEOIAPHOT
BEHTHISALLIT, 30UIbIIEHHS KOHLEHTpALLIT
BYIJIEKMCIIOTO a3y B CMOKOT | MPUrHIYEHHSA
peaxuii BeHTHJISLIT Ha BYTJIEKUCIINH ras.
HecdnypaH npUrHiuye BEHTHIIALIIO FOJIOBHUM
YUHOM 32 PaXYHOK 3MEHIIeHHs 1UXalbHOIo
00'emy. 36i1bIIEHHS YACTOTH IMXAJIBHUX PYXiB
mia yac aHectesii aecdypaHoOM He KOMIEHCYE
3MEHLLIEHHS AuXaibHoro o0'emy. Bentunsuiiina
peakxilisi Ha BUK/IMKaHe MiBULIECHHS
apTepianbHOT KOHUEHTpALLT BYrJIEKUCJI0r0 razy
MPUTYIUISETHCA NPH KOHLEHTPALLiSIX
necaypany, o nepesuiytors 0,82 MAK. ¥V
JIBOX NaLieHTiB go3a aechaypany 12 % B KiHui
BUAMXY cripuuKHKiIa anHoe. KonuenTpatis
anecreruka (MAK-kpatHa), 1110 CipUUYUHSE
anHoe, oliHeHa no X-nepeTuHy aixii perpecii,
10 3B'I3Y€ HAXMJ BeHTHIsILLIHHOT peakuii Ha CO2
i MAK, cknana 1,8 MAK B rpyni N20/O21 1.9
MAK B rpyni Oz. Bentuisiuist mepreoro
o npocropy (VE - VA) smeHuryganacs 3
<7\ rmbuHoto anecresii, ane 36i1bEREBEAA AP OBAEHO
‘©\RuacTka quxansaoro o6'emy 3 DININ ARKEIHANON
18 OCTOBIPHICTD
REPEKAAAY 3ACBIAYYD

Kiwareis B.B. |
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MPU3BOJMIIA JI0 MOCHIIEHHS

| BHYTPILLIHBOJIET€HEBOTO LYHTYBAHHS, SIKE HE

| Oyn0 nop'a3aHe 3 rAMOHHOIO aHecTesil i He Oyo
30inbiueHo qoaasanHaM N2O.

Merabo.izm
Konuenrpattis ¢ToprI-ioHiB B CHPOBATILI KPOBI
mic/is aHeCcTe3iT ICTOTHO He NepeBHLLyBala
BMXiJHY KOHLEHTpauito Gropua-ioHis.
Exckpeuis gpropua-ionis i opraniysoro gpropury
i3 ceuero y 100pOBOBLIB TAKOXK ICTOTHO HE
301NbLIYyBaacs nicis excrnosuuii gecdiypany.
Hu3spkwmii piBeHs GropuaHux mMetaboiTiB B
CHpOBATIL KPOBI Ta cedi niciis aHecTesii
aecdurypaHoOM CBIIYMTB NPO Te, 110 JechaypaH
HaBPS/L YM € TOKCUYHUM U1 TKaHHUH. PiBHi
TPUPTOPOLTOBOT KUCIOTH B CHPOBATILII KPOBi
Oy/n 3Ha4YHO MiABUILEH] Yepe3 24 roauHHU nicns
eKcro3uilii AechuypaHy Ta 3aJHiLannucs
nigsuinenumiu (y 6 i3 13 no6pososneii) yepes 6
JHIB micas ekeno3uuil necduypany. Exckpenis
TpUPTOPOLTOBOT KMCIOTH i3 ceuero Oya

| BHsABJIEHA y 4 10OPOBOJBILIB BiApazy mic/s
a”ecTtesii aecduiypaHoM i y BCiX naujieHTiB yepes
24 roauuu nicns anecresii. Exckpertis

| TPUPTOPOUTOBOT KMCIIOTH i3 ceueto Oyna

‘ MaKCHMabHOIO Yepe3 24 roJMHu Mmicis aHecTesil
necaypaHoM i criocrepiraiacs yepes 6 JHIB

‘ nicns anecresii. AKio nikosi 3HaYeHHS

| TpudTOpaLeTaTy B CHPOBATII KPOBI BKAa3ylOTh Ha

1 BIZIHOCHI piBHI MeTaboi3My, TO, HMOBIpHO,

‘ metabomizyerbes meniue 0,02 % Bin BBeaeHOT

KinbKocTi aechaypany.

Enexkrpoenuedanorpadiuni edpexrn (EEI)
Jechaypan cipuurHsB 10303a1€KHE
MPUTHIYEHHS eJIEKTPUYHOT aKTHBHOCTI KOPH
rojoBHoro mo3ky. YKoaHot eninentiudopmHoi
abo iHwol abepaHTHOT AKTUBHOCTI NOMIYEHO He
Oyno. Yacrorhi oninropanusa K-EEI" Busieuin
OCTYIOBE YIOBLIbHEHHS 3MiH BiJ CBIIOMOTO
crany g0 0,83 MAK, 3 nopanbiinum
ynosinbHeHHsM 110 1,24 MAK. Sk Tinbku
MpUrHiYeHHs craiaxis nounHasocs npu 1,24
MAK, 4acToTHMI BMICT peliT crnanaxis
AKTHBHOCTI Jajii He 3HWKYBaBcs 31 30i/bIIEHHAM
KOHUEHTpaLii aecduypany, aje 30ijibiyBanacs
CTYIiHb MPUTHIYEHHS KOPH FOJOBHOIO MO3KY.
3amina 60 % N2O Ha 3 % necdhnypany
(npubnuzno 0,45 MAK) Oyna nos'si3ana 3
%, MigBHIeHHAM akTHBHOCTI EEI" (3MeHLeHHs
% SWpPUrHiueHHs cnanaxiB) Ha BCIX piBHAX i30/103H
PR Tipn 1,24 MAK flérewsan SROEAEHO
3r[AKO 3 OPHT IHARON
i,qemu@namﬂuuu Koa A ﬂOCTOB I PH I CIb
38002596 NEPEKAARY SACBIAYYD

i Kiuayeit H.8. \\




HacTynHuMH: nokazHuk PCO;z 3MiHuBCs Bif
25,7 + 0,83 nig yac rinepBeHTHIIALIT 10

57,53 £ 1,75 MM pT.CT. niji 4ac CNOHTAHHOT
peHTHIsALIT. [ToBTOpIOBaHI ClIyXOBi NOAPAa3HUKH
(naeckaHHs A0JOHAMM) Mij Yac rinepreHTHIALIT
npu 1,24 MAK, 3 N2O Ta 6e3 Hboro, BUKJIMKAIH
4iTKO BHAMMI BUKJIMKaHI MOTEHLIAH cepeHbO |
tpueanol nareHtHocti. EEI" npu 0,83 1 1,67
MAK nicis 10AaTKOBOT 6-rOAMHHOT €KCIO3H LT
nechaypaHy npoJeMOHCTpYyBaa, 110 ABULIA
NpUrHiYeHHs craiaxis He Oy/IM cTalioHapHUMH,
3 YACTOIO TEH/CHLIEIO 3'ABISATHCS | 3HUKATH 3
HENOCTIMHUMHU iHTEepBaiaMu. Y cepeHbOMY
CTYNiHb NpUrHiueHHs cnanaxis npu 1,67 MAK B
KiHIL TOC/iIPKeHHs He BiApi3Hsiacs BijJ TaKol Ha
noyarky. Yci napamerpu K-EEI™ kopentoBaiu 3i
3Minamu 1031 Jaechaypany. ldechaypan
CIPUYMHAB TaKi cami piBHI KOPTUKAIBHOT
aenpecii, wo i i3oduaypaH, npu noaibHux
3HaueHHAX kparHocti MAK.

HepsoBo-m's1308Bi edpexTH

Jlechaypan 3Ha4HO NPUTHIYYE HEPBOBO-M'SI30BY
¢byHKuUi0. 3HavyeHHs cniBBigHowenHs T1
(amrutityam nepiuoi Bianoeiai) i TOF
(nmociAoBHOCTI 3 YOTHPBOX) Oy MOAIOHUME
npu 3, 6 1 9 % koHuentpauisnx gechnypany i
3HAYHO 3MeHLMaKnes nue npu 12 %. Vei
KOHLEHTpALT aecdaypaHy CpUYHHAIN 3HAYHE
TeTaHiuHe 3racaHHsA, > 10 %, Ha BCiX TPpOX
yactotax. OTpUMaHi 3Ha4YCHHS NPU NEeBHii
koHLeHTpauil aecdaypany 3 N2O i 6e3 Hporo He
poszpizusuincs. Koau HepBoBo-M'30BY pyHKLIO
B MOYATKOBHH 1EPioj 1OCIiIKEHHS
MOPiBHIOBAIM 3 TAKOIO M1/l Yac eKBIBAJICHTHUX
CTaHIB y 3aKJIOYHHI nepioj, He Oy10 BUSIBIECHO
JKOJIHMX BiIMiHHOCTEH (TOOTO TpUBAICTD
eKcrno3uuii gechaypany He Maia }KOAHOTro
BILJIUBY ).

JlaGoparopui TecTH

3 ycix nposeeHUX 1abOpaTOPHUX TECTIB TiJILKM
YOTHPH BHXOIM/IHM 38 MeXi HOPMH Ha Oyab-sKHH
MOMEHT 4Yacy. 3arajibHa KiIbKICTb JEHKOLMTIB i
Heirpodinis B KpoBi miJ yac i B KiHLi aHecTesil
Oyna He3HauHo miauieHa 1o 11,8 1 11,3 tuesy,
asie moBepHyaacs 10 HopMmu (6,4 Tucaui) yepes 4
aHi nicns anecrtesii. KoHueHnTpauis reMornobiny,
reMaToOKPMT i KIIBKICTh €PUTPOLIMTIB BTN
TPOXM HMIKYE HOPMH B KiHLIi aHecTesil i yepes 24

%, FOJIMHH MIC/IA aHecTe3ii, aje NoBepHyJIucs J10

san

e opMHu Yepes 4 1Hi Tics agec i idud
GopatopHi ananizu (B%ng@ﬁ El:a

: /; BocToBIPRICTH
/4 BEPEKAARY 3ACBIAUYD

Hiwaveic B.B.\
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22. BUCHOBOK (3aKJIFOYEHHSA)

3asBHUK (BJIACHHK
peecTpalliiHoro
MOCBIINEHHA)

Mianue: JIxeccika Cpatex

Enexrponnuit nianuc: Jixeccika Cparek
[Migcrasa: 5 3arsepaxyio ueil 1okymesT
Jara: 18.01.2024 18:45 CST

(bYHKLIT Ne4iHKK | HUPOK) 3aBXAH 3a/IULIAIHUCS B
MeKax HOPMH i He BiAPI3HSIMCS Bijl 3HAUEHb 10
aHecresii.

s JlecthnypaH cnpuyuHHAE 10303a0€3KHE
MPUrHIYEHHS CePLEBO-CYIMHHOT CHCTEMH, SIKE,
CKOpILl 32 BCE € MEHILIMM, HIXK Y IOCTYITHHX B
JaHui Yac iHransUiHHUX raloreHoBaHUX
AHECTEeTHUKIB.

* [IpurHiyeHHs cepUeBO-CYAMHHOT CHCTEMH,
cripuunHene aecqrypaHom, 3MEHILYETCA MPU
TpUBaiii aHecTesii.

* Jlechaypan cripyduHsie NPUTHIYEHHS JHXAHHS,
NOpiBHAHHE 3 i30(hTypaHOM, | MEHIIIe, Hix
eHdypan.

* Jlechaypan metaboni3yeThes MEHIIOO MipOtO,
HiJK Oyab-AKUM IHIITHH JOCTYNHUIA iHransuidHuH
AHECTETHK.

* Enextpoenuedanorpadiuni edexru
nechaypany noaioHi a0 edekris izodaypany.
Anomanstoi aktuBHocTi Ha EEI He
crocTepiranocs.

¢ JlechnypaH NpUTHIYYE HEPBOBO-M'A30BY
byHxuito.

* AHectesis necuypaHoM He MoB's3aHa 3
rOCTPOIO NMEeYiHKOBOK, HUPKOBOKO abo
reMaToJIOriYHOK TOKCHYHICTIO.

E-mail: jessica_svatek(@baxter.com(niamuc)

(. 1.B.)

24 TEPEKAAA 3POBAEHO

Vi gr{AHO 3 OPHT IHANOM
AoctoBlIpPKICTD

REPEXAAAY 3ACBIAYYD

Hinaveic B.B, \
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Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section IV)

Clinical research repon No 4

o e

1. Name of medlcmal product (if avallable -
number of registration certificate):

Suprane Inhalatlon Vapour quurd

2. The applicant
3. Manufacturer

4. the undertaken study:

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

: 5 Full name of clinical research coded number
l of clinical research

6. Phase of cl1mcal research

-
|
| -
|
l

o . s R [P —

7. Tlme frame of cllmcal research

' 8. Countrles where the clinical research was
conducted

19, The number of persons under investigation:
i

10. Purpose and secondary objectives of the
clinical research

|
|
|

| Phase I

E Baxter SA, Belgium

, Baxter SA, Belgium

v |
|
i

N/A

| Medicinal product with complete dossier (stand-
alone dossier), other medicinal product, new
 active substance

Comparative Neuromuscular Effects of I-653 and
+ Isoflurane in Combination with Pancuronium in

- Surgical Patients;
[-653-05A (Study 1)

o PR —

16 May 1989 — 08 Feb 1990

United States

Planned: 20 subjects

Randomized and Treated: 20 subjects;
Analysed: 19 subjects {efficacy); 20 subjects
(safety)

| The present study was designed to investigate the

“interaction of the inhalation agents 1-653 and

' isoflurane with the muscle relaxant pancuronium
during anesthesia.




i
1
|
i

i

11. Clinical research design

12, Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

14, Reference substance, dose, method of
administration, efficiency

Open label, controlled, randomized, comparative,
parallel study

'« Age: 18 to 65 years

* Sex: Male and female (>1 year
post-menopausal or surgically sterile)
» ASA Status: T or II

Name of investigational medicinal product: I-
653

Name of Active Ingredient: Desflurane

'Dosage: During induction of anesthesia the dose

was [-653 4-15% (1-3 MAC), and 70% N>0 and
30% O by mask. Subsequently N2O was
discontinued.

After 15 minutes of anesthesia without nitrous
oxide and 1.25 MAC [-653, the patients were
given an initial dose of pancuronium 0.005
mg/kg. The investigator waited until the peak
effect was seen up to; but not longer than 7
minutes before a subsequent dose of
pancuronium 0.005 mg/kg was administered.
Dosing with pancuronium was to be continued
until approximately 90% depression of the twitch
height was achieved (the first twitch was 10% of
control height). The cumulative dose of
pancuronium causing this degree of depression
was referred to as the "final dose™.

Administration: The duration of [-653 ranged
from 66 to 226 minutes for the [-653 group.

Name of Reference product: Isoflurane

Dosage: During induction of anesthesia the dose
was isoflurane 1-4% (1-3 MAC), and 70% N0
and 30% Oz by mask. Subsequently N2O was
discontinued.

After 15 minutes of anesthesia without nitrous
oxide and 1.25 MAC 1-653 or isoflurane, the
patients were given an initial dose of
pancuronium 0.005 mg/kg. The investigator
waited until the peak effect was seen up to, but

'not longer than 7 minutes before a subsequent

dose of pancuronium 0.005 mg/kg was
administered. Dosing with pancuronium was to
be continued until approximately 90% depression

-of the twitch height was achieved (the first twitch

was 10% of control height). The cumulative dose
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15. Concomltant therapy

16 Efﬁcacy evaluatlon crlterla

17. Safety assessment criteria

18. Statistical methods

g N e e e e m = —_ = - — —_— - - TS

of pancuronium causing this degree of depression
was referred to as the "final dose”.

: Administration: The duration of isoflurane
, administration ranged from 49 to 413 minutes for
, the isoflurane group.

]
1

Patlents recelved the followmg as cllmcally

- indicated: atropine, ephedrine, fentanyl,
droperidol, lidocaine, phenylephrine, cocaine,
"epinephrine and prophylactic antibiotic.

-+ S e = - 1
Te Max1mum twitch depressnon Ttme to

maximum twitch depression and cumulative
pancuronium doses were evaluated.

S —

e et m—— — — ——— - - - - - —_

» Safety was assessed by momtormg v1tal signs \
intraoperatively, comparing pre- and post-

treatment laboratory values and ECGs and noting
~adverse events throughout the study. i

! Demographlc data was summarized by treatment -
' group.

Efficacy: The mean and range of muscular
blockade and time to recovery by treatment
group were presented. The end-tidal agent
concentration was also presented by treatment

group.

Two-sample t-test was to be employed to
compare the between-group difference in twitch
depression, duration of anesthesia, awakening
time, end-tidal concentration of pancuronium,
additional fentanyl doses required and vital signs.
Probit analysis was used to depict the relation of
% twitch depression and pancuronium dose. This
dose-response relationship was determined by
linear regression of the logarithm of each dose
vs. the probit transformation of the T depression
which it produced. The values for the slopes of
" the dose-response curve and the estimated doses
"producing twitch depression of 50% (EDso) and
95% (EDpgs) obtained during I-653 or isoflurane
- anesthesia were compared by t-test. The
demographic and background variables were
"evaluated using two-sample t-test or Fisher's
Exact test. All analyses were done using two-
51ded test The statlstlcal agmﬁcancc was
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study (gender, age, race, etc.)

20, Efficiency results

: 21. Safety results

——ee ¢ i

19. Demographic indicators of the population

"declared when P-value was equa! to or less than
. 0.05. The descriptive statistics and graphic
"displays were also given.

Safety: Adverse reactions were summarized by
severity and by body system. Laboratory data
was compared to the corresponding normal '

ranges. Clinically abnormally high and low
“values were summarized by group.

i The mean ages were 37.3 and 41.2 years for
02/1-653 and O»/Isoflurane group respectively;

' the mean weight was 75.5 kg and 77.0 kg for
02/1-653 and O»/isoflurane groups, respectively.
' There were 5 patients of ASA status IT and 6
patients of status I in the O2/1-653 group and 5
patients.of ASA status IT and 4 patients of status I |
_in the Oz/Isoflurane group. :

i

1 0,/1-653 group !
E Final Pancuronium Cum. Dose — 0.021 mg/kg

| EDso — 0.009 mg/kg

- EDgs — 0.022 mg/kg

Os/isoflurane group

1 Final Pancuronium Cum. Dose — 0.022 mg/kg
.EDso—0.014 mg/kg
 EDgs — 0.033 mg/kg

. The interaction of desflurane with pancuronium
is similar to isoflurane. Increasing doses of

' pancuronium at 1.25 MAC of both inhalation
agents intensify the neuromuscular blockade.

Adverse events

02/1-653 group
Hypotension {n=5)

Oy/isoflurane group
Hypotension (n=1), laryngospasm (n=1),
bronchospasm (n=1)

Laboratory
Changes observed in serum chemistry tests and
. complete blood count among patients who |
received 1-653 were comparable to changes ’
observed among patients who received '
. isoflurane; none were judged clinically
. significant or related to I-653 by the investigator.

69




70

|

} |
.22. Conclusion (evaluation) There are no significant differences in the EDso
- and EDys of pancuronium when either O2/1-653
g tor isoflurane was administered at 1.25 MAC.

i

|

Electronically signed by: Jessica ,
Svatek

Ap].:hcal.lt (hOldCI' of 4 Signature: Jesstod Svatek Reason: | approve this documant ,
registration certificate) ! Date: Jan 18. 2024 18:45 CST ;

. Email:_jessica_svatek@baxter.com (signature)
: (Name)
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Hopnatox 30

1o [MopsiaKy NpoBeIeHHs eKCNepTH3N peecTpaLliifHuX MaTepiaaiB Ha JlikapebKi 3ac00H,
1110 MOIAKOTHLCS Ha AEPKaBHY PEECTPaLlito (nepepeecTpattiio),
a TAKOK eKCIIepTH3HM MaTepiaiiB PO BHECEHHs 3MiH 0 peecTpalliiHuX MaTepiaiis

1. Hasga nikapcekoro 3aco0y (3a HasiBHOCTI -
HOMep peecTpaLiifHoro nNocBiT4eHHs)

2. 3agBHHK
3. BupoOnuk

4. IlpoBeneHi AOCTIIKEHHS:

1) Tvn nikapceKoro 3acody, 3a AKUM
npoBoauacs abo rIaHyeThes peecTpartis

5. IoBHa Ha3Ba KAIHIYHOTO BUNPOOYBaHHS,
‘ KOJOBAHHWI HOMEP KJIIHIYHOTrO BUNPOOYBaHHS

6. ®aza KJIiHIYHOro BUMPOOyBaHHs

7. llepioa npoBeaeHHs KITiHIYMHOTO
BUNPOOYBaHHs

8. Kpainu, e npoBoauIocs KiiHiuHe
BHNpoOyBaHHA

9. KinekicTh 10CHiZKYBaAHHX

MPOTArOM Aii peecTpaiiiHoOro nocBig4eHHs
(nyHkt 4 po3ainy IV)

| 3BiT rpo KAlHIYHE BUIPoOyBaHHs Ne 4

Cynpan, napu /Ui iHransuii, piauia

bakcrep C.A., benbris

bakctep C.A., benbris

AKIIO Hi,
oOrpyHTyBaTH

v TaK o Hi

H/JT

Jlikapcbkwuii 3aci0 3a NOBHUM J10Che (aBTOHOMHE
JIOCKE), IHILIME JliKapcbkuid 3aci0, HOoBa Jlitoya
pedoBHHA

[TopieusaabHI HepBOBO-M's130Bi eexTH [-653 Ta
iodaypany B koMOiHaLT 3 MAHKYPOHIEM Y
XipypriuHux nauieHris;

[-653-05A (nocnimxenns 1)

(Daza |

3 16 tpasua 1989 poky no 8 atororo 1990 poky

CIIA

3annanosana: 20 naijieHris

PangomizoBano ta npoaikoBano: 20 naiieHTig;
®lpoananizoBano: 19 naieHris (epeKTHBHICTD);

: ienTiB (Oe3srneka)
' MEPEKNAA 3POBAEHO
3r{AHO 3 OPHF IHANONM
AoctoBlPHICTD

NEPEKAAAY 3ACBIAYYD

Kinayeit H.B. L&\l\




10. Mera Ta BTOPHHHI 11iJTi KAiHIYHOTO
BUMPOOYBaHHS

1 1. Tu3aiiH KaiHiYHOrO BUNPOOYyBaHH

12. OcHoBHI KpUTepii BKIIOYEHHS

13. JlocaimKyBaHuii JTikapebKuii 3acib, crocid
3aCTOCYBaHHS, cuiia Aii

14. Tpenapar nopiBHAHHA, 1033, crnocid
3aCTOCYBaHHSA, cuia aii

-----

Lle nocnipkents 6yno po3pobIeHO 3 METOIO
BUBYEHHs B3aEMOJIT iHramsiiiHux npenaparis [-
653 Ta i30haypaHy 3 MiopeslakCaHTOM
MaHKypoHIeEM Mij1 yac aHecTesi.

Biakpurte KOHTpOJIbOBaHE paH0Mi30BaHe

MOpiBHANbLHE AOCIIUKEHHS Y napajiesibHuX
rpynax

» Bik: Big 18 1o 65 pokis

» CraTh: YOJIOBIKHM i KiHkM (> | poky nicns
MeHomnay3u abo XipypriuHa CTepHIILHICTE)
* Craryc 3a MKanow AMEPHKaHCHKOTO
tosapucTa anectesionoris (ATA): I abo Il

Hasgsa JocipKyBaHOro JIiKapebKoro 3acody:
1-653

Ha3zsa airouoi pevoBunn: gechiypan

JlozyBauHsi: i yac inaykuii anecresii go3a I-

1653 cranopuna 4—15 % (1-3 MAK), a takox
70 % N20 i 30 % O yepe3 macky. 3room

BBeeHHs N2O npUnuHsIM.

[Ticns 15 xBunuH aHecTe3ii 0e3 3aKucy a30Ty Ta
npu 1,25 MAK 1-653 nauientam BBOAKIH
Mo4aTKoBY A03y nankypoHito 0,005 mr/kr.
JIOC/IiTHUK Y€KaB, MOKH HE MPOSBUTHCS
MaKcHMajbHU eeKT, ane He Oinblue Hixk 7
XBMJIMH J10 BBEACHHA HACTYITHOI 1031
nankyponito 0,005 mr/kr. BreaeHHs
NaHKypOHilO MPOJOBXKYBAJIK 10 THX Tip, TOKHU He
JIOCATAJIOCS 3HWIKEHHS BEIMYMHU M'I30BOTO
ckopodeHHs npudausHo Ha 90 % (nepiue
ckopoueHHs — 10 % Big KOHTPOIBHOT BEJIMUUHU
ckopouenHsi). KymynstusHa 103a naHKypoHiio,
1110 BUKJMKAE TAKUI CTYNiHB Aenpecii,
BBAXKAIACA «KiHLEBOK 103010,

BBenennsi: TpuBanicts BeeieHHs [-653
KonuBasacs Big 66 10 226 xeuauH y rpymi 1-653.

Ha3sea pedepenrnoro npenapary: izoduypan

Jo3yBaHHsI: Mij 4ac iHAYKUIT aHecTe3iT 103a
i3oaypany cranosuna 14 % (1-3 MAK), a

Ry, TAKOK 70 % N20 i 30 % O uepe3 macky.
723 ro1om BeeeHHs NaO NPHITHHSAITH.

ns1 15 xBunuH a"ectesil ﬂea 33K
1,25 MAK 1-653 ao 3 M%%Wﬁmo
OCTOBIPIHCTb
IEPEHM! JACBIAYYD

Hinaveic BB .\\
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15. CynyTHs Tepariis

16. Kpurepii ouinku edexTuBHOCTI

17. Kpurepii ouinku 6e3neku

18. CtaTHCTHYHI METOAHU

73

BBOJIMJIM MOYATKOBY /103y MAHKYPOHIIO

0,005 mr/kr. TociAHUK YeKaB, MOKH HE
[POSIBUTHLCSI MAKCUMAaTbHUIT edekT, ane He
Oinbiie HK 7 XBHIMH /10 BBECHHS HACTYIHOT
no3u nankyponiro 0,005 mr/kr. Breaenus
MaHKypOHIKO MPOAOBIKYBAIN [I0 TUX M1ip, MOKH He
JOCATANIOCS 3HUIKEHHS BEJIMUUHHU M'SI30BOTO
ckopoueHHs npudauzno Ha 90 % (nepie
ckopoueHHst — 10 % BiL KOHTPONBHOT BETHYHHH
ckopoveHHs ). KyMynsTHBHA 71032 NMAHKYPOHIIO,
110 BUKJIMKAE TaAKUH CTYMiHb Aenpecii,
BBaKaIacs «KiHUEBOK 103010%.

BBegenusi: TpuBanicTh BBeieHHs i30(u1ypaHy
craHoBua BiJ 49 10 413 XBUIMH 1018 TPYITH

izodaypany.

[TauieHTH OTPUMYBAIM HACTYIHE 32 KIIHIYHUMH
MOKa3aHHAMM: aTportiH, edeapun, penrani,
JPOTIEPUAO, JiloKaTH, deHinedpuH, KokaiH,
aapeHasid i aHTuOioTHK (U1 npodinakTHKH).

» MakcumalbHe MpUrHiyeHHs M's30B0ro
CKOPOYEHHS; OLIHIOBA/IN Yac 10 MAKCHMAIbHOIO
MPUrHiYeHHs M'A30BOr0 CKOPOYEHHA Ta
KYMYJIATHBHI 1031 NaHKYPOHIlO.

* besneky oUiHIOBaIN HIIAXOM MOHITOPHHTY
JKMTTEBO BayKJIMBHMX MOKA3HUKIB M vac
onepatiii, MOPiBHIOKOYH 1abOPaTOPHI MOKA3HUKH
ta EKI" 10 Ta nicsist nikyBaHHA, a TAKOK
peecTpytoum HeGaKkaHi SBULLA NPOTATOM YCbOrO
JIOCTJPKEHHSI.

Hemorpadiuni nani 6ynu yzaranbHeHi 3a
rpynamu JIiKyBaHHS.

Edexrusnicrs: Oyau npejacrasieHi cepeHe
3HAYEHHS 1 Aiana3oH M'a30B0T OJ10KaaH, 8 TAKOWK
4ac /10 Bi/IHOBJICHHS 3aJI3KHO BiJl rpyIu
nikyBanHs. KoHueHTpauis npenapary B KiHili
BUAMXY TakoX Oya npejicTaB/ieHa 3a rpynamu
JKYBaHHS.

Jisi opiBHAHHSA BiAMIHHOCTEH MK rpynamu
1110/10 NPUTHIYeHHs M'S30BOr0 CKOPOYEHHS,
§pHBAJIOCTI aHecTesii, yacy npobymKeHHs,

< RQuIeHTpaLlil MAHKYPOHi iH1d
HEODX I 1HIX ,uonamoamémswg 4 : : :ga

AoctoBiPHICTD
REPEKAAAY 3ACBIAYYD

Hinavede 0.8,

T
‘o,
NQJE
[y




19. Jlemorpadiyni NoKasHUKKU A0CHIKYBAHOT
nonynuii (crare, BiK, paca, TOIIO)

20. PeayabTaT €(heKTHBHOCTI

JKMTTEBO BAXJIMBUX MOKA3HUKIB
BHKOPHCTOBYBAJIH t-KpUTEPii 3 1BOMA
subipkamu. [1poGiT-ananis Oys BUKOpHUCTAHHH
N1 BU3HAYEHHS CIIBBIIHOIIEHHS NMPUTHIYSHHSA
M'30BOT0 CKOPOYEHHS y NPOLEHTAX i 103H
naHkyposito. s 3anexnicts «103a-edexr» Oyna
BH3HAYEHA LUISXOM JIiHIHHOT perpecii
norapudmMy KOKHOT 103 MOPIBHAHO 3 NPoOIT-
neperBoperHsm aenpecii Ty, sKy BoHa
BUKJIMKAJIa., 3HAUEHHs HAXWIIIB KPUBOT «J103a-
ehexT» i pO3paxyHKOBi 103, 1110 BUKIUKAKOTh
MPUTHIYEHHS M'S30BOr0 cKopoveHHs Ha 50 %
(EDs0) i 95 % (EDos), orpumani iz yac
anecresii [-653 abo i30¢ypaHom, NOpiBHIOBAIH
3a JI0MOMOroro t-kpurtepito. Jlemorpadiuni ta
BMXiIHI 3MiHHI OL[IHIOBAIM 32 IONOMOTOIO t-
KpUTepito 3 ABoMa BUOipkamMu abo TOYHOro TecTy
Miwepa. Yci ananizu OyJiM npoBejieHi 3
BHKOPHCTAHHSAM JIBOCTOPOHHBOTO KPHUTEPIIO.
CraTHCTHYHA 3HAUYMMICTb JCKIapyBaiacs, KOJIu
P-3nauenns nopipHoBaio adbo Oyno menue 0,05.
Takox HaBeeHi ONMUCOBI CTATUCTHYHI JaHi Ta
rpagiuni 300paKeHHs.

Besneka: noGiuni peakuii Oyau niacymosani 3a
CTYNEHEM TSKKOCTI i 32 CHCTEMAMH OpraHismy.
JlaGopartopHi jaHi NOPiBHIOBAJM 3 BiATNOBITHUMH
HOpMaJIbHUMHU JlianazoHamu. KiiniuHo BUpakeHi
BiIXMJICHHS 3HAYEHb BiJl HOPMHU (3011bIIEHHS
a0 3meHLIeHHs) Oy NiJICYMOBaHI 3a rpynamH.

Cepenniii Bik cranoBus 37,3 i 41,2 poky ans
rpyn 02/1-653 ta O2/i30duypan BiANOBIHO;
cepesiHs Maca Tina cranosuia 75,5 krta 77,0 kr
s rpyn O2/1-653 ta O2/izodaypan BiaNoBiaHO.
VY rpyni O2/I-653 Gys0 5 naiieHTiB 3i cTarycom
Il 3a mkanoo ATA i 6 nauieHTis 3i cratycom I, a
B rpyni O/izodaypan — 5 nauieHTis 3i crarycom
I 3a mikanow ATA i 4 nauiedtu 3i crarycom [

['pyna O»/1-653

KiHueBa KyMy/isiTHBHA /1032 MTAHKYPOHIIO —
0,021 mr/kr

EDso — 0,009 mr/kr

EDgs — 0,022 mr/kr

[pyna O»/izodaypany
KiHuera KyMyJIsITHBHA /1032 [TAHKYPOHIIO —

: Ry, 0:022 mr/kr

X Dso — 0,014 mr/kr
X2WDos — 0,033 mr/kr MEPEKNAA 3POBAENO

3r{AHO 3 OPHT IHANOM
AocToBIPHICTD
NEPEKAAAY 3ACBIAYYD

Hinayele H.B.\\
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B3aemopis aecaypany 3 naHKypoHiem nojioHa
10 B3aeMOAIT i30(haypaHy. 30inblIeHHs 1031

nankypoHito npu 1,25 MAK o6ox iHransuiinux
rpenaparis MOCHIIKOE HEPBOBO-M'A30BY OJ0Kay.

21. PezynpraTi 6e3neku Heb6axani sBuma
['pyna Oy/1-653
[inorensis (n=5)

['pyna O»/izodaypan
[Minotensis (n=1), napunrocnasm (n=1),
Opouxocnazm (n=1)

JlaGoparopui aauni

3minu, 1o cnoctepiranucs NpH GioximiuHOMY
aHai3i CUPOBATKH KPOBi i 3ara/ibHOMY aHaJisi
KPOBI y NMalieHTiB, AKi oTpumyBanu [-653, Oyiu
MOPiBHAHHI 31 3MiHAMH, 1110 CrIOCTEpIraNnCs Y
MatieHTiB, SKi OTPUMYBAaIIK i30Qu1ypaH; ’KoAHa 3
HHMX He Oys1a BU3HAHA JOCHIHUKOM KJiHIYHO
3Ha4y11010 abo noe'a3aHoro 3 [-653.

22. BUCHOBOK (3aK/IHOYEHHS) CyrreBux BiaminHoctei y nokasuukax EDso i
EDgs nankypoHito npu BeeaeHHi abo 02/1-653,
abo izodaypany B 103i 1,25 MAK Hemae.

3asiBHUK (BJIACHUK Iignue: /Dxeccika CraTex
PEECTPALIIHHOIO Enexrponnuii nianuc: [xeccika Cparek

ﬂOCBi,ﬂquHﬂ) ITincrasa: A sarsepaxyio ueil J0KyMeHT
Jlara: 18.01.2024 18:45 CST

E-mail: jessica_svatek(@baxter.com(nianuc)

(I. L. B.)

NEPEKAAA 3POGAENO
3r [AHO 3 OPHr IHANOM

AoctosipkicCTe
NEPEKAAAY 3ACBIAYYD

Hinaveic H.B. |




Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section IV)

Clinical research report No 5

e S OO et e e - .

1 Name of medlcmal product (1f avallable -
number of registration certificate):

: Suprane, Inhalation Vapour, Liquid

2. The applicant

3, Manufacturer

4, the undertaken study

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

15, Full name of clinical research coded number
of clinical research

6. Phase of clmlcal research

. Time frame of clinical research

: 8. Countrles where the cl1mcal research was
! conducted

[ 9 The number of persons under mvestlgatlon

— N—. FESPURSRRPUUUP SV E T S et it

10 Purpose and secondary ob_]ectlves of the
clinical research

1 Baxter SA, Belgium

 Baxter SA, Belgium

yes | o no ! if not explain

v | ]
1

|
I

N/A

i Medicinal product with complete dossier (stand-
 alone dossier), other medicinal product, new
| active substance

Comparative Neuromuscular Effects of [-653 and
 Isoflurane in Combination with Succinylcholine |
' in Surgical Patients;

[-653-05A (Study 2)

Phasel

e [ [ -

22 Jun 1989— 13 Oct 1989

" United States

Planned: 12 subjects
- Actual: Entered — 12 subjects
Completed — 12 subjects

o A R S i [

The present study was desngned to mvestlgate the
_interaction of the inhalation agents I-653 and

' isoflurane with the muscle relaxant
"succinylcholine during anesthesia.
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11. Clinical research design Open label, controiled, randomized, comparative,
' parallel study

12. Main inclusion criteria | » Age: 18 to 65 years
|+ Sex: Male and female (>1 year
! post-menopausal or surgically sterile)
I+ ASA Status: Tor II
|
13. Test medicinal product, method of I»Name of investigational medicinal produect: I- 1
administration, efficiency ;653

Name of Active Ingredient: Desflurane

-Dosage: During induction the dose was [-653 4-
15% (1-3 MAC), and 70% N»0 and 30% O: by
mask. Subsequently N2O was discontinued. I

1 After approximately 15 minutes at 1.25 MAC of |
I-653, the patients were given 0.04, 0.08, 0.16,

, 0.20, 0.30 and 0.40 mg/kg succinylcholine as i
independent 1.V. doses. Dosing with '
succinylcholine was to be continued until !

_approximately 90% depression of the twitch '
height was achieved (the first twitch was 10% of |
control height). The dose of succinylcholine ‘

* causing this degree of depression was referred to
as the "final dose".

' Administration: The duration of -633
administration ranged from 87 to 276 minutes for
the I-653 group. !

14. Reference substance, dose, method of Name of investigational medicinal product:
administration, efficiency Isoflurane '

Dosage: During induction the dose was
isoflurane 1-4% (1-3 MAC), and 70% N20 and
30% Oz by mask. Subsequently N2O was
discontinued.
After approximately 15 minutes at 1.25 MAC of
isoflurane without N>Q, the patients were given
0.04, 0.08, 0.16, 0.20, 0.30 and 0.40 mg/kg
succinylcholine as independent V. doses.
' Dosing with succinylcholine was to be continued
-until approximately 90% depression of the twitch
; height was achieved (the first twitch was 10% of .
i control height). The dose of succinylcholine
! causing this degree of depression was referred to
 as the "final dose™.
|




_ Administrationé The duration of isoflurane {
- administration ranged from 88 to 278 minutes for |
 the isoflurane group.

£
i

' Patients received the following agent(s) as
“clinically indicated: atropine, ephedrine,

. fentanyl, droperidol, lidocaine, phenylephrine,

i cocaine, epinephrine and prophylactic antibiotic
: therapy (vancomycin or cefazolin).

5. Concomitant therapy

i

» Maximum twitch depression

i * Time to maximum twitch depression (min)

1 » Time from injection of succinylcholine to
spontaneous recovery (return to control height of
| the twitch on the first twitch of a train-of-four).

« Total duration of anesthesia and awakening
time.

« Effective dose of succinylcholine required to
depress twitch heights to 50% and 95% of
control twitch. :
* Mean and end-tidal concentration of [-653 or
tisoflurane.

 » Additional fentanyl doses required to maintain
i hemodynamic stability.

16. Efficacy evaluation criteria

17. Safety assessment criteria . * Safety was assessed by monitoring vital signs
"intraoperatively, comparing pre- and post- J
treatrient laboratory values and ECGs and noting -

_adverse events throughout the study. E

SV — P

18. Statistical methods Demographic data was summarized by treatment °
4 .
' group.

: Efficacy: The mean and range of muscular
"blockade and time to recovery by treatment

. group were presented. The end-tidal agent

" concentration was also presented by treatment

group.

. Two-sample t-test was to be employed to

i compare the between-group difference in twitch

i depression, duration of anesthesia, awakening

| time, end-tidal concentration of succinylcholine,

r additional fentanyl doses required and vital signs. |
; Probit analysis was used to depict the relation of 3
| % twitch depression and succinylcholine dose., |
t This dose-response relationship was determined

' by linear regression of the logarithm of each dose *
' vs. the probit transformation of the T depression
1 which it produced. The values for the slopes of
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19. Demographic indicators of the population
study (gender, age, race, etc.)

|
L

20. Efficiency results
!
i
|
|
f
!
i

21. Safety results

"the dose-response curve and the estimated doses
' producing twitch depression of 50% (EDso) and
. 95% (EDgs) obtained during [-653 or isoflurane
' anesthesia were compared by t-test. The

| demographic and background variables were

; evaluated using two-sample t-test or Fisher's

' Exact test. All analyses were done using two-
sided test. The statistical significance was
declared when P-value was equal to or less than
0.05. The descriptive statistics and graphic
displays were also given.

Safety: Adverse reactions were summarized by
i severity and by body system. Laboratory data

- were compared to the corresponding normal
ranges. Clinically abnormally high and low

i laboratory values were summarized by time and
* by treatment group.

| The mean ages were 46.2 and 37.7 years for

;_ 02/1-653 and Oy/isoflurane group, respectively;
the mean weight was 76.0 kg and 78.7 kg, for

02/1-653 and O»/isoflurane group, respectively.

' There were 5 patients of ASA status IT and 1

' patient of status I in the O2/1-653 group and 3

!
[

"patients of ASA status II and 3 patients of status I

in the Oyjisoflurane group.
: 02/1-653 group
: Final Succinylcholine Dose — 0.26 mg/kg
‘EDso — 0.15 mg/kg
"EDgs — 0.36 mg/kg
f O»/isoflurane group
“Final Succinylcholine Dose — 0.19 mg/kg
EDsp—0.12 mg/kg
EDys — 0.28 mg/kg

The interaction of desflurane with

succinylcholine is similar to isoflurane.ED 50

and ED95 were similar in both groups, and
“increasing doses of succinylcholine at 1.25 MAC
*similarly intensify neuromuscular blockade.

Adverse events

0,/1-653 group
Hypotension (n=1), laryngospasm (n=1)

- Ox/isoflurane group

. Hypotension (n=2)
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Laboratory
‘No significant changes in laboratory results pre-
vs. post-operative. '

'
|
H
1
|

22. Conclusion (evaluation) : There are no significant differences in the EDso
! and EDys of succinylcholine when either Oo/I-
| 653 or isoflurane was administered at 1.25 MAC. |

E.'a-;rmn.'mﬁy signed by: Jessica ' R ) .i

Applicant (hOIdel' Of Signature: jﬁssiag 5\/6?’]‘5/‘ g;:rsegn:.' approve thig documeant
registration ek @bt Dato: Jan 16, 2024 1845 CST

: il: jessica_svate axter.com
certificate) Email; jessica_svatek@ (signature)

(Name)
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Jonarok 30

‘ 1o Topsaky npoBeneHHs eKCMePTH3H peecTpallifiHkX MaTepiasis Ha JlikapebKi 3aco0H,
110 MOJAKTHCS Ha JIEPHKaBHY peecTpaLiio (nepepeectpattito),
a TAKOK EKCIIEPTU3H MaTepialiB PO BHECEHHS 3MiH [0 peecTpalifHuX MaTepiais

MPOTArOM i1 peecTpaliifHoro nocBiueH s
(nynkr 4 posziny 1V)

3BiT PO KNIHIYHE BUIIpoOyBanHus No 5

1. Hasga nikapcbkoro 3aco0y (3a HasiBHOCTI -
HOMEp peecTpaLifHOro NoCBiIYeHH)

2. 3a9BHUK

3. Bupobuuk

4. TTpoBeaeHi 10CIiIPKEHHS:

1) Tvn nikapcbKoro 3acody, 3a SKUM
npoBouiacs abo MiaHyeTbest peecTpalis

5. [loBHa Ha3Ba KJIiHiYHOTO BUNpoOyBaHHs,
KOJOBaHUI HOMEP KJTHIYHOrO BUNPOOYBaHHs

6. @a3a KJIiHIYHOrO BUNPOOYBaHHS

7. llepion npoBeEHHS KIiHIYHOTO
BHITpOOyBaHHs

8. Kpainu, ae npopoauiocs KjaiHiuHe
BUNpOOYBaHHs

9. KinpKicTb 10CiPKYBaHUX

Cynpan, napu ajs iHraisuii, piauna

Bakcrep C.A., benabris
bakctep C.A., benbris

v Tak o Hi AKIIO Hi,
OOIpyHTYBaTH

H/IT

Jlikapebkuii 3aci0 3a NOBHUM JI0ChE (ABTOHOMHE
JIOCKE), IHIIMH JiKapcbKUii 3aci0, HoBa Aiova
pedoBHHA

[MopiBHsABHI HepBOBO-M's130B1 edextu [-653 Ta
i3odaypany B komMOiHaLIl 3 CYKLMHIIXO/IHOM Y
XIpyprivHUX NaiieHTiB;

[-653-05A (nocnimkeHHs 2)

daza |

3 22 uepsus 1989 poky a0 13 xoBTHa 1989 poky
CIIA

3annaxopana: 12 nauieHTiB
MaxTuyna: Oy BKIOYEH] B 10CHiKEHHA — 12

NEPEKNAR 3POGNEHO
3riAHO 3 OPNF IHANOM

A0CTOBIPHICTD
NEPEKAARY 3ACBIAYYD

Hiuarese H.B '\
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10. Mera ta BTopuHHI il KIiHIYHOTO
BUNPOOYBAHHSA

11. JTuzaita kAiHIiYHOTO BUIIPOOYBaHHS

12. OcHOBHI KpHTEpIT BKIIOUEHHS

13. JocnimkyBanuit nikapebkuid 3acid, cnocid
3aCTOCYBaHHs, cuia Jii

14. INpenapat nopiBHsAHHSA, /1034, crnocid
3acTocyBaHHs, cua il

Lle nocnimxenns 0yno po3pobieHo 3 METOIO
BMBYEHHS B3a€MOJIT iHransuiiHux npenapatis [-
653 Tta i3oduaypaHy 3 MiopenakcaHToM
CYKLMHIJIXOJITHOM Mij1 yac aHecTtesil.

BinkpuTe KOHTPOJIbOBAHE PaHIOMi30BaHe
MOPIBHAIBHE JOCIIKEHHs Y napaie/IbHUX
rpynax

* Bik: Bia 18 10 65 pokis

» CtaTh: 4OJIOBIKHM i xKiHKH (>] poky nicis
MeHonay3u abo XipypriuHa CTepHIbHICTB)
* Craryc 3a WKano AMEpPUKaHChKOro
tosapuctsa anecresiosoris (ATA): I ado 11

Ha3sa nocaixkyBaHoro jJikapebkoro 3acofy:
1-653

Ha3zsa aiouoi peyosunu: nechaypan

HdoszyBauusi: mia vyac inaykuii gosa [-653
craHosuia 4—-15 % (1-3 MAK), a rakoxk 70 %
N20 i 30 % O2 yepe3 macky. 3roloM BBEJCHHA
N20O npunussam.

[Tpubnuzno uwepes 15 xBunun npu 1,25 MAK I-
653 nauienram seoauiu 0,04, 0,08, 0,16, 0,20,
0,30 i 0,40 Mr/Kr CyKUMHIIXOMIHY Y BUMASAI
He3aleKHUX BHYTPIIHBOBEHHMX /103. BBeaeHHs
CYKLIMHIJIXOJTIHY NPOAOBKYBAJIH 10 THX Iip,
MOKH HE JIOCATANOCH 3HHIKEHHS BEJIMUUHU
M'I30BOT0 CKOpoUeHHs npudanzno Ha 90 %
(nepiue ckopoueHHs — 10 % Big KOHTPOIBHOT
BEJIMYMHH CKOpoYeHHs). Jl03a CYKLIMHIIXOJiHY,
1110 BUKJIMKAE TaKUil CTYNiHb JAenpecit,
BBAKAJIACH «KIHLEBOIO 103010,

Beejenusi: Tpupanicth BeeaeHHs [-653
koauBanacs Big 87 no 276 xeuiuu y rpymi 1-653.

Ha3sea pocaimkyBanoro Jgikapebkoro 3aco0y:
i3odaypan

JlozyBauHsi: nij yac iHAYKIIT 1032 i30¢uypaHy
cradosuna 1-4 % (1-3 MAK), a rakox 70 %
N0 i 30 % O; uepe3 Macky. 3roJ oM BBeACHHS
N20 npunussim.

mm] [pHOIH3HO Yepes 15 xsunuu npu 1,25 MAK

98N0.16. 0,20, 0,30 i 0,40 REGENNAR IPOBAEHO
JER1IXOMIHY Y BUTIA/E HERNGSHGPNT | HANOM
off BocToBIPHICTD

REPEKAARY SACBIAYYD

owaveic 0.8 |,
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15. CynyTHs Tepanis

16. Kpurepii ouinku edeKTHBHOCTI

17. Kpurepii oulinkn Ge3neku

18. CtaTHCTUYHI METOIH

BHYTPILIHBOBEHHUX /103. BBeaeHHs
CYKLMHINXOMIHY MPOIOBKYBAJH JIO THX TIip,
MOKH He JIOCATaN0Cs 3HHKEHHS BEJIMYMHH
M's130BOr0 ckopoueHHs npubauzuo na 90 %
(nepiue ckopouenHs — 10 % Big KOHTPOJILHOT
BEJIMYMHM cKopoueHHs). [lo3a cyKumHinxoniny,
110 BUKJIMKAE TAKWii CTYMiHb Aerpecit,
BBa)KaJacs «KiHUEBOIO 03010%.

Beeaenusi: TpMBaiicTh BBECHHS i30daypany
cranoBuia Bia 88 10 278 XBUIMH A1 TPYNH

izoduypany.

[TauwienTH oTpUMyBaIM Taki npenaparu 3a
KTIHIYHUMHM NOKa3aHHAMM: aTporiH, eeapuH,
denTanin, aponepuaon, aigokain, peHinedpu,
KOKaiH, afipeHait i npodinakTuuHy
anTubaKTepianbHy Tepanito (BaHKOMILMH abo
uedaszonin).

* MakcumanbHe 3HWKEHHS BEJTMYMHHU M'A30BOTO
CKOPOYEHHSI

* Yac 10 MaKCUMaJILHOTO 3HHIKEHHS BEJTHYMHH
M'AI30BOTO CKOPOUYEHHS (XB)

* Yac Bij iH'eKiT CYKUMHIIXOMIHY 10
CMOHTAHHOTO BiZIHOBJIEHHS (ITOBEPHEHHS /10
KOHTPOJIHOT BEJTMMHHH M'S30BOI0 CKOPOYEHHS
MPH NEepLIOMY CKOPOYEHHI Yy cepii i3 YHOTHPBOX).
* 3arajibHa TPUBAJIICTL aHeCTe3ii 1 Yac
npoOyKeHHs.

* EdexTrBHa n03a CyKLMHINXOJIHY, HEOOXi1Ha
JUIsl 3HWOKEHHS BEJIMYMHU M'A30BOI0 CKOPOUYEHHS
10 50 % i 95 % BiJ KOHTPOJIBHOT BEJTHYHHH.

* Cepe/iHa KOHLEHTpALlis | KOHLEHTpaLif B KiHLli
Buauxy 1-653 abo izoduypany.

* Jlonatkoei 1031 (eHTaHiny, noTpibHi ans
NiATPUMKH FeéMOJIMHaMIYHOT ¢TaliIbHOCTI.

* be3neky OUiHIOBAIM IASXOM MOHITOPHHTY
JKHTTEBO BAXKIIMBHMX MOKA3HUKIB 111/1 4ac
onepatlii, NopiBHIOIOYH 1ab0OPaTOPHI MOKAZHUKH
ta EKI" 10 Ta nicas nikyBaHHs, a TAKOK
peecTpyroun HebaXaHi SBHILA MPOTATOM YChOIro
JOCHIIPKEHHS.

Jemorpadiuni nani 6ynm yzaranbHeHi 3a

rpynamu JiKyBaHHS.

boRIHBHICTb: YK N1 i
EAR i manang M H}%th%@gwmﬁﬂ
Vo)l AoCTOBIPRICTD

REPEKAAAY 3ACBIAYYD

Hinaveic 8.8,
L
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4ac /10 BIIHOBCHHS 3AJICIKHO BiJ IPYyNu
nikyBanHs. KiHiieBa KOHIEHTpallig npenapary B
KiHIlI BUAMXY TakoK OyJia npejcrasiieHa 3a
rpynaMu JKyBaHHS.

Jlns nopiBHSAHHA BiAMIHHOCTEH MiK rpynamu
LI0/10 MPHUTHIYEHHS M'A30BOr0 CKOPOYEHHH,
TPHBAJIOCTI aHecTe3il, yacy npoOyKeHHs,
KOHLEHTpALiT CYKUMHIUIXOJIIHY B KIHLL BUAKXY,
HEOOXIAHMX NOJATKOBHUX J103 (PEHTAHITY i
JKMTTEBO BaKJIMBHX MOKA3HHKIB
BUKOPHCTOBYBAJIU t-KpUTEPiii 3 1BOMA
BuOipkamu. [TpoGiT-ananiz OyB BUKOpPHUCTAHHIA
JUIS BA3HAYEHHS CITiBBIJIHOLLEHHS PUTHIYEHHS
M'SI30BOI0 CKOPOUYEHHS Y NMPOLIEHTAX i 1031
cyKuMHiaxouminy. List 3anexxHicTs «ao3a-epexr»
Oyna BU3HAYeHa LWUISIXOM JliHiitHOT perpecil
norapudmy KOMKHOT 1034 NOPIBHAHO 3 NpobiT-
neperBopertam aenpecii Ti, sky BoHa
BUK/IMKAa. 3HAYEeHHs HAXUIIIB KPUBOT «/103a-
eekT» i pO3paxyHKOBI /I03H, 1110 BUKIIMKAIOTh
MPUrHiYeHHs! M'A30BOTO cKopoueHHs Ha 50 %
(EDs0) 1 95 % (EDgs), otpumani nij yac
anecresii [-653 abo i30¢gnypaHom, nopiBHIOBaIIH
3a JIoNoMoroto t-kputepito. Jlemorpadiuni ta
BUXIJHI 3MiHHI OLIIHIOBAJIM 33 I0NOMOTOHO t-
KpUTEpito 3 iBoMa BUOipKaMu abo TOYHOTO TeCTy
Diwepa. Ycei ananizu Oysiu nposeseHi 3
BHUKOPHCTAHHSM JIBOCTOPOHHBOTO KPUTEPIIO.
CraTMCcTHYHA 3HAYUMICTD JeKIapyBanacs, KO
P-3nauenns gopisHiosaio abo 6yno menure 0,05.
Takoxk HaBejeHi ONUCOBI CTATHCTHYHI AaHi Ta
rpadiuHi 300paxeHHs.

be3neka: noGiyHi peakuii Oyau niacymoBaHi 3a
CTYIEHEM THKKOCTI i 38 CHCTEMaMH OpraHizmy.
JlaGopaTopHi naHi NOpPiBHIOBAIM 3 BIAMOBIIHUMU
HOpMalibHUMU Aianazonamu. KiiHidHO BUpaxeHi
BIIXWJIEHHSI Ta0OPATOPHUX 3HAYEHB Bijl HOPMHU
(30inb1IeHHs a0 3MeHIueHHs ) Oynu
MiICYMOBAHI 32 YaCcOM Ta rpyrnaMH JiKyBaHHs.

19. lemorpadiuni nokazHuku pocnipkyeanoi  Cepeaniii Bik craHoBuB 46,2 Ta 37,7 poky i
nonynsuii (crare, BiK, paca, TOI0) rpynu O2/1-653 i O2/izodnypan BiANOBIAHO;
cepejiHda Maca Tina ctaHoBuia 76,0 kr ta 78,7 kr
s rpynu O2/1-653 1 O2/izodaypa BianosiaHo.
Y rpyni 02/1-653 Gy0 5 nauieHTiB 3i cTaTycoM
Il 3a wkanowo ATA i 1 nauieHr 3i cratycom I, a B
‘ rpymni Oz/izodaypan — 3 nauieHtu 3i crarycom 1
~xg, ka0 ATA i 3 nauignty 3i crarycom L.

EPEKNAA 3POBAEHO

3riaHo 3 OPHr IHANOM
AoctoBiPHICTL

REPEKAAAY 3ACBIAYY

Kimaypic H.B4

\ e wTadpikauiHAi ¥ A
3800259




20. PesynbtaTh epeKTHBHOCTI [pyna Oy/1-653

Kinuesa noza cykuuniaxoniny — 0,26 mr/kr
EDso — 0,15 mr/kr
EDos — 0,36 Mr/kr

pyna O/izodunypan

Kinuesa po3a cyxuuninxoniny — 0,19 mr/kr
EDso — 0,12 mr/kr
EDgs — 0,28 mr/kr

Baaemouist aecuiypany 3 CyKUMHIIXONHOM
noaioHa 10 B3aemoii izodnypany. [TokazHuku
EDso i EDgs 6ynu noaibHumu B 060X rpynax, i
36inblIeHHA 103 CYKIMHIIX0MiHY npu 1,25 MAK
AHAJIOTIYHO MOCHITIOE HEPBOBO-M'30BY ONOKay.

21. Pezynbratu 6e3nexu Heba:xani spuma

[pyna O»/1-653
[inorensis (n=1), napunrocnasm (n=1)

[pyna Oo/izopnypan
[inorensis (n=2)

JlabopaTopHi noka3HHKH

CyTTeBHX 3MiH y pe3yibTaTax 1abopaTopHUX
JOCIIIKEeHb 10 1 michst onepauii He
criocTepiranocs.

22. BUCHOBOK (3aK/II0UEHHA) CyTtreBux BiagMiHHOCTeH y nokasHukax EDso i

3asBHHK (BJIACHHUK
peecTpaLiifHoro
MOCBIAYEHHS)

EDgs cykumninxoniny npu BeeaeHHi abo Oy/1-
653, abo izopaypany B no3i 1,25 MAK Hemae.

Hignue: /breccika Cratex
Enexrponnuii nignuc: xeccika Cparek

[ligcrasa: 5 3aTBepIKyIO Uit 1OKYMEHT
Mara: 18.01.2024 18:45 CST

E-mail: jessica_svatek(@baxter.com(nianuc)

(I. L B.)

MEPEKNAA 3POBAENO
3 1AHO 3 OPHT IHANOM

AoctoBiPniCTb
NEPERAAAY 3ACBIAYYD

Kimayeic B.B. \f
. X




Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section IV)

Clinical research report No 6

of registration certificate):

1. Name of medicinal product (if available — number | Suprane, Inhalation Vapour, Liquid

2. The applicant

— - O M m JEEpUR—

3. Manufacturer

4, the undertaken study:

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

| 5. Full name of clinical research, coded number of
, clinical research

i
|

]
L
h

t

6. Phase of clinical research

I

1

i . . . .

. 7. Time frame of clinical research
[

t
t 8. Countries where the clinical research was
* conducted

9. The number of persons under investigation:

1
T

Baxter SA, Belgium

| Baxter SA, Belgium

v | yes [ o) |nol if not explain 1
!

— . .i

; Medicinal product with complete dossier !

| (stand-alone dossier), other medicinal
. product, new active substance

: The Interaction and Potentiation of [-653 and
_Isoflurane with Muscle Relaxants in Man:

' The Effect of Several Alveolar (End Tidal)

! Concentrations of 1-653 and Isoflurane on
Neuromuscular Blockade with Pancuronium

]

 [-653-05B (32,363)

' Phase [
I

“June 20, 1989 — Feb 15, 1990

‘USA
|
b . .

Planned: up to 24 patients ’
{ Actual: Entered — 26 patients ( study

camended to include 2 additional patients)
' Completed - 25

!

36




E 10. Purpose and secondary objectives of the clinical 'To investigate the interaction and

 research ' | potentiation of the inhalation agents I- 653

I and isoflurane at two concentrations with

' pancuronium. :

11. Clinical research design

Open—label controlled randomlzed parallel
« study.

1
;
!
P

i
12. Main inclusion criteria l. Age: 18 to 65 years !
i

2. Sex: Male and Female (>1 year post-
menopausal or surgically sterile)

3. ASA Status: [ or II

13 Test medlcmal product method of | Desflurane (1-653)

administration, efficiency Anesthesia was induced using thiopental 2-
. 10 mg/kg, followed by inhalation of :
! ' Desflurane (I-653) 4-15% with 60% i
N20/40% Oz by mask.

i Initial dose Pancuronium of 0.005 mg/kg, the
| investigator was to wait until the peak effect, '
i but no longer than 7 minutes. Subsequent
| doses of pancuronium were to be 0.005
| mg/ke, dosing with pancuronium was to
continue until greater than or equal to 90%
, depression of the twitch height.

'Treatment Group A: 1-653/0.65 MAC;
Treatment Group B: 1-653/1.25 MAC
Pre-incision 4-15% (1.0-3.0 MAC)

'
et it =

' desflurane ;
l Inhalation
f I
! 14. Reference substance, dose, method of Isoflurane
i . . . '
| administration, efficiency Anesthesia was induced using thiopental 2-10

[ ' mg/ke, followed by inhalation of isoflurane 1-4%
| with 60% Nz0/40% Oz by mask.

Pancuronium dosing management same with
" desflurane groups.

Treatment Group C: Isoflurane/0.65 MAC
X Treatment Group D: [soflurane/1.25 MAC
Pre-incision 1-4% (1.0-3.0 MAC)
s isoflurane

i Inhalation

15. Concomitant therapy , Concomitant therapy was administered as
. clinically indicated. Succinylcholine, for
example, was administered to Patient 102
vand 114,

87




16. Efficacy evaluation criteria

17. Safety assessment criteria

18. Statistical methods

. a. Maximum twitch depression

. b. Time to maximum twitch depression

(min.) : |
c. Time to injection of pancuronium to .
spontanecus recovery

d. Effective dose (ED) levels of pancuronium
required to depress twitch heights 50% and
95% of control twitch.

e. Total duration of anesthesia and !
awakening time

f. Mean end-tidal concentration of [-653 or
isoflurane

g. Additional fentanyl doses required to

| maintain hemodynamlcs

| Blood pressures, heart rate oxygen

; saturation, end-tidal CO; , temperature and

i ECG were obtained prior to the induction of
t anesthesia; two-minute intervals prior to

. incision, at incision, at 1 minute intervals for |
. 10 minutes after incision, and every 15
- minutes until the end of surgery.

' Laboratory evaluations consisting of

. hematology, serum chemistry, and urinalysis

_were performed prior to induction and post-
induction. :

Electrocardiography (12-lead) was

monitored within 24 hours prior to surgery
.and at exit from the study if any ECG ‘

abnormalities were noted intraoperatively. !

' ANOVA was employed to compare the
between-group difference in twitch

' depression, duration of anesthesia,

, awakening time, end-tidal concentration of

. pancuronium, additional fentanyl doses
required and vital signs. Probit analysis was
used to depict the relation of % twitch
depression and pancuronium dose. This
dose-response relationship was determined
by linear regression of the logarithm of each
dose vs. the probit transformation of the T1

!  depression which it produced. The values for |
the slopes of the dose-response curve and the -

| estimated doses producing 50% (EDso) and

1 95% (EDys) block obtained during 1-653 or '

, isoflurane anesthesia were compared by
-analysis of variance. The demographic and
 background variables were evaluated using

analysis of variance or Cochran-Mantel- !

Haenzel test. All analyses were done using
two-sided test. The statistical significance

88




19. Demographic indicators of the population study
(gender, age, race, etc.)

89

i . was declared when P-value was equal or less
than 0.05. The descriptive statistics and ,
graphic displays were aiso given.

oo

122 M/4F; Age approximately 39.9 years;
+ ASA Status I or II

i

20, Efficiency results

21. Safety results

22. Concluston (evaluation)

Applleant (holder of
' registration certificate)

Signature:

Email:

jessica_svatek@baxter.com

o i e vy mimm e - —md

1 The interaction of desﬂurane W1th
pancuronium is similar to isoflurane. At 0.65
and 1.25 MAC the agents almost identically
potentiate the action of pancuronium in ;
depressing neuromuscular transmission. By
increasing the MAC of both inhalation |
agents, the ED50 and ED95 were decreased

Two patlents inI- 653/0 65 MAC group had
laryngospasm of moderate severity. Both
adverse events were treated rapidly and
reported as possibly related to the study drug
1 by the investigator.

i Review of laboratory data indicated that :
there were potentially significant changes !
_during the trial. None were judged to be of !
clinical importance by the investigator.

;

! The hemodynamic and respiratory !
parameters were comparable across all

: treatment groups.

] '

' There is no clinically significant difference
*in the ED50s and ED95s of pancuronium a
'when comparing patients administered I-653 -
i with patients administered isoflurane at 0.65
Lor 1.25 MAC. Increasing the concentration

f of both agents similarly decreased the ED50

‘ and ED95s of pancuronium.

Elactranically signed by; Jessica

Jessioa Svatek  Svetek

Reason: | approve this document
Date: Jan 18, 2024 18:45 CST

(signature)

(Name)




Jonarok 30

no [MopsaKy NpoBeieHHs eKCIEePTH3H PeecTpaLliifHiX MaTepialiiB Ha JIiKapehKi 3aco0H,
110 NMOAAOTECSA Ha JEPIKaBHY peecTpalliio (nepepeectpaiiito),
a TAKOK €KCIEePTH3H MaTepiaiiB Npo BHECEHHs 3MiH [0 peecTpauiiiHuX martepiais

NPOTArOM AiT peecTpaLiiftHoOro nocBijyeHHs
(nyHkT 4 po3ainy V)

3BIT PO KAIHIYHE BUIPOOYBaHHa N 6

- 1. Haspa nikapcekoro 3aco0y (3a HasBHOCTI - Homep  Cyrpau, napu ais iHraisuii, pigna

peecTpauiiHOro NocBiAYeHHs)

2. 3asgBHHUK

3. BupoGHuk

4, lpoBeaeHi A0CTIUKEHHS

1) Tun nikapcbkoro 3aco0y, 3a AKMM MMPOBOAKIACH
abo naaHyeTbes peecTpallis

5. IloBHa Ha3Ba KAiHIYHOTO BUNpoOyBaHHs,
KOJOBaHUI HOMEP KJIHIYHOTO BUIPOOYBaHHSA

6. daza kaiHiYHOrO BUNPOOYyBaHHs

7. [Nepioa npoBeaeHHs KIIHIYHOTO BUIIPOOYBaHHS

8. Kpaiuu, e npoBoamiocs KiiHiuHe BUnpoOyBaHHs

9. KinbKicTh DOCIKYBaHHX

Bakcrep C.A., benbris

Bakcrep C.A., benbris

v Tak o Hi SKILO Hi,
oOrpyHTYyBaTH

Jlikapcbkuii 3aci® 3a MOBHUM 10ChE
(aBTOHOMHE J10CHE), IHIIUI TIKapChKUii
3acib, HOBA Jiil04a pe4OBHHA

[MoreHuitoBanHs Ta B3aemois 1-653 ta
i30(aypaHy 3 MiopesakcaHTaMH Y JIKOAMHU:
BIJIMB KLJIbKOX aJIbBEOJIAPHUX (B KiHIL
BMIMXY) KOHLeHTpauii [-653 Ta izodnypany
Ha HEPBOBO-M'530BY OJ0Ka1y NaHKYpOHiEM

[-653-05B (32,363)

(asza |

3 20 uepua 1989 poky mo 15 motoro 1990
POKYy

CLIA

3amaHoBana: 10 24 naunieHTiB

222 daKTHYHA: 3ATYYEHO AA"5POBNENO
S alocimkenns — 26 ﬁg‘% @Oﬁﬂmﬂ

AoctoBIPHICTD
NEPEKAAAY 3ACBIAYY

Kinayric H.B,

90




10. Merta ta BropuHHi Lili KJ1iHIYHOTO

- BUNpoOyBaHHA

11. JIu3aiin kiaidiyHoro BunpoOyBaHHs

12. OcHOBHI KpUTEpiT BKIIOYEHHS

13. TocnimkyBaHuii JikapcbKuii 3acib, cnocit
3acTOCYBaHHs, cCuia il

14. lNpenapar nopieHsHHSA, 1034, cnocid
3aCTOCYBAHHA, cuna Jii

S "’? ITepen pospizom: 1-4 ‘gor

91

Oy10 3MiHEHO 1714 3a/y4eHHs e 2
MalieHTiB)
3aBeplunan AOCTIUKeHHS 25 naujieHTis

JIoCniAMTH NMOTEHLIIOBAHHSA Ta B3aEMOIIFO
iHransauiinux npenaparis [-653 Ta
i30aypany y ABOX KOHLEHTpALisX 3
NaHKypoHieM.

Biakpute KOHTPOJILOBAHE PAHIOMI30BaHE
JOCIIKEHHS Y TTapaje/IbHUX rpynax

1. Bik: Bin 18 1o 65 pokis
2. CraTh: 4OJIOBIKH i KiHKH (OinblIe OAHOTO

POKy micis MeHonay3u abo XipypriyHo
cTepuIiizoBani)

3. Cratyc 3a mKanow AMEPHKaHChKOTO
toBapucTBa anecresionoris (ATA): [ abo 1

Hecdnypan (1-653)

AHecTesito iHAYKYBaJIH 32 10110MOrolo
TioneHTany B 1031 2—10 Mr/kr 3 nojajibLow0
iHransuieto aechaypany (I-653) 4-15 % 3
60 % N20/40 % O uepe3s macky.
[ToyaTkoBa 103a NaHKYPOHIIO CTAaHOBWIIA
0,005 mr/kr, JOoCaiAHMK NOBUHEH OyB
J0YeKaTHCs A0CATHEHHSA MaKCUMAallbHOTO
edekry, ane He Oinbiue 7 xBunuH. Hactynui
1034 naHkypoHito ctanoBuin 0,005 mr/kr,
BBEJCHHS MAHKYPOHIIO TPUBAJIO 10 THX Mip,
MOKH BeJIMYHHA M'S30BOr0 CKOPOUEHHS He
3MeHinyBanacs Ha 90 % abo Ginbiue.

['pyna nikypanus A: 1-653/0,65 MAK;
I'pyna nikyBauus B: 1-653/1,25 MAK
[Tepen pospizom: 4—-15 % (1,0-3,0 MAK)
necaypany

[Hransuis

[3o¢uypan

AHecTe3il iHAYKYBaJIM 32 J0NOMOIOK
TioneHTany B 1031 2—10 MI/Kr 3 noaanbmoro
iHransuiero i3odaypany 1-4 % 3 60 %
N20/40 % O uepe3 macky.

Jlo3yBaHHsA NaHKYPOHIIO — aHAJIOT4YHO
rpynam aecduypany.

['pyna nikysanus C: izopnypan/0,65 MAK

['pyna nikysauns D: isoQuypan/1,25 MAK
‘ﬂ}%ygqﬁ&{pum
AKg’ IHANOM

AoCTOBIPHICTD
REPEKAARY 3ACBIAYYD

Kivavels B,.B \\




15. CynytHsa Tepanis

- 16. KpuTepil otlinku edekTHBHOCTI

17. Kpurepii owinku Ge3nexu

18. CtarucTHYHI METOIH

g2

i3odnypany
[Hransmis

CynyTHs Tepanis npoBoauaacs 3a
KJAiHIYHUMH nokazanHsaMu. Hanpuknag,
CYKLMHIJIX0JiH BBoAWAM nauieHTam 102 ta

114,

a. MakcuMallbHE 3HWIKEHHS BEJIMYHHH
M'A30BOI0 CKOPOUYEHHS

b. Yac 10 MAKCUMAaJILHOTO 3HUKEHHS
BEJMYMHU M'I30BOr0 CKOPOUYEHHSA (XB)

¢. Yac Bij iH'eKLiT MAHKYPOHiIO A0
CIIOHTAHHOT'O BiJIHOBJIEHHS

d. Pieui edextuBHOi 1034 (ED) mankypoHito,
HeoOXiiH1 U1 3HMIKEHHS BeJTMYHHU
M's130BOrO cKopodeHHs Ha 50 % i 95 % Bin
KOHTPOJIBHOTO 3HAYCHHS.

e. 3arajbHa TPUBAiCTh aHecTe3il Ta yac
npoOyHKeHHS

f. Cepeans koHueHrpais [-653 abo
i30(ypaHy B KiHLi BUIHUXY

g. lonatkoBi 103u deHrtaniny, HeoOXiaHi
JUIS TATPUMKH TeMOAMHAMIKH

AprepiajbHU THUCK, YaCTOTY CEpLEBUX
CKOpOYEHb, HACHYEHHS KMCHeM, pireHb CO2
B KiHLI BUAUXY, TeMiepaTypy Ta EKI
OULIHIOBAJIM 10 IHAYKUIT aHecTesiT; 3
JIBOXBHJIMHHUMH IHTEpBanaMu 10 po3pizy,
MiJ 4ac po3pisy, 3 iHTepBanoM B | XBUIIMHY
npotaroM 10 XBUIMH Mic/ist po3pi3y Ta KOXHI
15 XBHJIMH /10 3aKiHYEHHS onepartii.

JlaGopaTopHi A0CiXKEeHHs, 1O CKIaaucs
3 aHajli3y reMaToJIOriYH|X MapameTpiB,
6ioXiMiUuHOrO aHalli3y CMPOBATKH Ta aHAJI3Y
cedi, MPOBOAMIIM 10 IHAYKLIT Ta r1icis

THLY KT

Enekrpokapaiorpadito (B 12 BiiBeIeHHAX)
NPOBOAWIM MPOTAroM 24 roJMH 10 oneparii
i MpH BUXOAL 3 JOCIKEHHS, SKIIO MiJ] 4ac
onepauii Oynu BiazHaueHi Oyab-sKi
BiaxuneHHs Ha EKT.

Jnst nOpiBHSIHHSA BIAMIHHOCTEH MiX rpynamu
11010 MPHUTHIYEHHS M'A30BOT0 CKOPOYEHHS,
TPHUBAJIOCTI aHecTe3il, yacy npoOyaKeHHs,
KOHLIEHTpaLlii NaHKYPOHIlO B KiHL BUMXY,
HeOoOXiJHUX JOJATKOBMX /103 heHTaHlIy i
KUTTEBO BaXKAMBUX NOKFHEQPENRAAR 3POB REHO
BUKOpHCTOBYBaMK IMGRPANGIS! ORNTIHAANON
AocToBIPHICTD
REPEKAARY 3ACBIAYYD

Hinavelde H,.8. \\



19. JlemorpadiuHi mokazHHUKH A0CTIPKYBaHOT
nomynsuii (cTaTe, BiK, paca, TOUILO)

20. PesynbraTy edpekTHBHOCTI

21. Pezynstatn 6e3nexku

93

[TpoGiT-anani3 OyB BUKOpUCTAHUM 115
BH3HAYEHHS CITiBBIIHOLLIEHHS MPUTHIYEHHS
M'S130BOTO CKOPOUYEHHS Y MPOLEHTaX i 103U
naHkypoHirw. Ls 3anexHicte «1o03a-edexr»
Oyna BU3HAYeHa LUISIXOM JiHiliHOT perpecil
norapudmy KOKHOT 71031 MOPIBHAHO 3
npobGir-nepersopernsm aenpecii T1, sky
BOHA BUKJIMKa/a. 3HAYEHHS HaXUJIiB KpUBOT
«a03a-e(heKT» i po3paxyHKOBi 103H, L0
3abesneuytors 50 % (EDso) i 95 % (EDgs)
Onokaau mijg yac anecresil [-653 aGo
i30ypaHoM, mopiBHIOBaIUCS 32
JOIOMOTOI0 1McnepciiiHoro aHanizy.
Hemorpadiuni Ta BUXiIHI 3MiHHI OLIIHIOBATH
3a IOMOMOTOK0 AMCIEPCiiiHOTO aHami3y abo
tecty Kokpana-Mantens-Xenuens. Yci
aHanizu Oy npoBeaeHi 3 BAKOPUCTAHHSAM
JIBOCTOPOHHBOTO KpuTepito. CTaTHCTHYHA
3HAYMMICTB JeKiapyBaacs, Koy P-
3HAuYeHHs JopiBHIOBaI0 abo Oyn0 MeHuie
0,05, Takox HaBeaeHI OMMUCOBI CTATUCTHYHI
Jani Ta rpadivui 300paskeHHsL.

22 4. / 4 x.; Bik npudau3Ho 39,9 poky;
CTATYC 32 WKaI00 AMEPUKAHCHKOTO
ToBapucTBa aHectesionoriB (ATA) I abo 11

Bzaemonis nechaypaHy 3 maHKypoHieM
noaioHa 10 B3aemoii izoduypany. [Tpu 0,65
i 1,25 MAK ui npenapatu maiike 0THaKOBO
MOCHJTIOIOTH Jit0 MaHKYPOHIKO 3 MPUIHIYEHHS
HEepBOBO-M's130B01 nepenavi. [pu

30inpwendi MAC o6ox iHramsiiHmux

npenaparis pisHi EDso i EDos 3Hukanues.

Y asox nauienris 3 rpynu [-653/0,65 MAK
CrocTepiraBest JIAPUHIOCIIA3M CEPEIHLOrO
crynens Tsokkocti. OOuaBa HebGaxkaHi sBHlIA
OyJIi IIBMJKO YCYHEHI, i JOCHIAHUK
MOBIZOMHB PO HUX SIK PO MOIKIHBO
3B'A3aHi 3 J0CHIUKYBAHHUM MPENapaToM.

Amnaniz nabopaTopHMX JaHUX
MPOAEMOHCTPYBAB, 1O B XO/1 JOCIIDKEHHS
MaJIM MicLle MOTEHILIIHO 3HAaYYILli 3MiHH.
JKoany 3 HUX JIOCJIIHMK HE BBAYKAB
KJITHIYHO 3HAYYIIO0.

[ [oKa3HUKY reMOIMHAMIKY Ta AMXaHHs Oyiu
BRgHHI Y BCIX rpynax JiKyBaHHs.

MEPEXAAR 3POBAEHO
3r1AHO 3 OPHT IHANOM

JocToBIPHICTD
NEPEKAARY 3ACBIAYYD

Ki ﬂl"l‘ ".B . '\\
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22. BUCHOBOK (3aKJIHOYEHHS) KoaHoT kiaiHiuHO 3HaYyLIOT pi3HULI B

3asBHUK (BJIACHUK
peecTpauiiiHoro
MOCBIAYEHHA)

nokazHukax EDso i EDes asis nankyposiro
[pH MOPIBHAHHI NMALIEHTIB, AKI OTPUMYBAIH
[-653, 3 nauieHTamu, SIKi OTPUMYBAIH
isodaypan B 103i 0,65 abo 1,25 MAK, He
criocrepiranocs. 36ibLUIEeHHs] KOHLEHTpaLlii
060X npenapariB aHAAOT YHHM YHHOM
3HMKyBaso nokasHuku EDso Ta EDos nns
NaHKYpPOHilO.

Mignue: Jxeccika Cratex
Enexrponnuii nianuc: [Dreccika Crarex

[Tincrasa: 5 3aTBepaKyIO el 10KYMEHT
Jara: 18.01.2024 18:45 CST

E-mail: jessica_svatek(@baxter.com(nianuc)

(IL. 1. B.)

TEPENNAA 3POBAENO
3riAHO 3 OPNF IHANOM

AoctoBIPHICTD
NEPEKAAAY 3ACBIAYYD

Hinaveic B.B. '\\




Annex 30

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

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

(art. 4, section 1V)

Clinical research repoat No 7

SUp—— v oo e Y e — A e o av s W g mnes s S o i o gy sy o iin i s Sewmems e g aw e eme e s

1. Name of medlclnal product (1f avallable number Suprane Inhalation Vapour, Liquid
of registration certificate):
2, The applicant i Baxter SA, Belgium
3. Manufacturer | Baxter SA Belgmm |
4. the undertaken study: v é yes § 0 5 no E lf not explam
i : o
1) the type of medicinal product for which the Medicinal product with complete dossier
registration was made or planned (stand-alone dossier), other medicinal
product, new active substance i
i
i

S Full name of cllmcal research coded number of E The Interactlon and Potentratron of I 653 and

clinical research  Isoflurane with Muscle Relaxants inman:
j Comparative Neuromuscular Effects of [-653 !
‘and Isoflurane in Combination with |
‘ Atracurium in Surgical Patients :

'1-653-05C (IND #32,363)

§
! .

; 6. Phase of clinical research i Phase II

: 7. Time frame of clinical research 16 May 1989 — 14 May 1990
8. Countries where the clinical research was United States ;
conducted -
9. The number of persons under investigation: Planned: up to 96 patients

Actual: Entered — 94 patients
Completed 94 patlents

110. Purpose and secondary ob]ectwes of the clmlcal This study was conducted to lnvestlgate the
research  interaction and potentiation of [-653 and
 isoflurane with atracurium during anesthesia.

95



11. Clinical research design

12. Main inclusion criteria

. This was an open-labeled, multicenter,
; randomized, parallel controlled study

' comparing the interaction and potentiation of
]

- I 653 and 1soﬂurane WIth atracurtum

1. Age: 18 to 65 years

2. Sex: Male and Female (>1 year
post-menopausal or surgically
sterile)

3. ASA Status: Tor II

06

13. Test medlcmal product method of
administration, efficiency

administration, efficiency

15. Concomitant therapy

i 14. Reference substance, dose, method of

'1-653, Inhalation

10 mg/kg (> 5 L/min)], followed by
inhalation of I-653 4-15% with 60%
N20/40%04 by mask. Anesthesia was
“continued with [-653 administered in 40%
02/60% nitrous at 0.65 or 1.25 MAC for at
‘least 15 minutes before the injection of
atracurium. Anesthesia was supplemented
with fentany! (2-8 ug/kg IV) as needed.

- A dose-response curve was derived for each
" inhalatioh treatment group after single bolus
‘ doses of atracurium (0.025, 0.05, 0.10, 0.15
| mg/kg)

i

| Isoﬂurane Inhalatlon

; Anesthesia was induced using thiopental [2- :

. 10 mg/kg (> 5 L/min)], followed by

| inhalation of Isoflurane 4-15% with 60%

: N20/40%0: by mask. Anesthesia was

- continued with Isoflurane administered in

" 40% 02/60% nitrous at 0.65 or 1.25 MAC
“for at least 15 minutes before the injection of
s atracurium. Anesthesia was supplemented

, with fentanyl (2-8 ug/kg IV) as needed.

; A dose-response curve was derived for each

Anesthesia was induced using thiopental [2-

%
;
|
i
i

i . inhalation treatment group after single bolus

doses of atracurium (0.025, 0.05, 0.10, 0.15
i ' mg/kg)
§

§ The patients also received the following

% drugs as clinically indicated: neostigmine,
! glycopyrrolate, succinylcholine, lidocaine,
s fentanyl, morphine, dexamethasone,
, atropine, ephedrine, neosynephrine,
"nitroprusside phenylephrine, hydralazine,

§
1




epinephrineand prophylactic antibiotic
(oxacillin, cefazolin, cefoxitin, vancomycin). |
: On a case-by-case basis, evaluability of

| patients administered succinylcholine was
considered, Factors used to make the
determination included the dose and time of
administration relative to the initial injection
of atracurium.

16. Efficacy evaluation criteria

produced through regression analysis.

Efficacy (dose-response) was evaluated by
the measuring the twitch response after
initial atracurium administration. The

time to maximum depression and the time
from injection of atracurium to recovery
were also evaluated. The effective dose
estimate of atracurium required to block |
50%, and 95% of twitch height was !

17. Safety assessment criteria

. Safety was assessed by monitoring vital
signs intraoperatively, comparing pre- and
post-treatment laboratory values, and noting
adverse events throughout the study.

- 18. Statistical methods

19. Demographxc mdxcators of the population study
(gender, age, race, etc.)
E

20. Efficiency results

N TN - P R — L T8 5 o i

Demographic data was summarized by i
treatment group. The mean and range of '

+ muscular blockade and times to recovery by .

treatment group were presented. The end-

Itidal agent concentration was also presented .

by treatment group. Adverse reactions were
summarized by severity and by body system. :
Laboratory data were compared to the '
corresponding normal ranges. Clinically
abnormally high and abnormally low i
‘ laboratory values were summarized by time

‘and by treatment group.

f 74 Males and 20 F emales were enroIled in
 the study

Mean age was 33.5 yrs in the [-653 0.65 i
-MAC group; 28.4 yrs in the I-653 1.25 MAC '
s group; 31.9 yrs in the 0.65 Isoflurane group

i and 30.4 yrs in the 1.25 MAC Isoflurane

; group.

oo i e e I T U Y A S AL L Akt U A b A Rl o e e A s e o o A s P J—

Concentrations equwalent to 0. 65 and 1 .25

potentiate the action of atracurium in
depressing neuromuscular transmission. The
effective doses of atracurium required to
depress twitch height 50% and 95% were
comparable with [-653 and isoflurane. Also,

MAC I-653 and isoflurane similarly |
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f increasing doses of atracurium at 0.65 and

i 1.25 MAC of both inhalation agents
'similarly intensify neuromuscular blockade.
| By increasing the MAC of both agents the
| EDso and EDos were decreased. With respect |
to time of awakening, the patients receiving !
[-653 had significantly faster times than the |
patients on isoflurane. Laryngospasm was |
observed in both [-653 and isoflurane
treatment groups, however, the frequency |
was considerably greater in the [-653 groups
compared with the isoflurane groups. All |
episodes of laryngospasm were rapidly and !
successfully treated by deepening anesthesia, )
by the application of positive pressure
ventilation or by administering
succinylcholine.

Review of laboratory data indicated that
there were potentially significant changes
during the trial. Predominant increases in
CPK. and plasma glucose were reported with
equal frequency among 1-653 and isoflurane-
treated patients. The changes were attributed
to muscle damage intraoperatively. !
' The hemodynamic and respiratory |
| parameters were comparable across all
!treatment groups.

21. Safety results

22. Conclusion (evaluation) ' In conclusion, the interaction of desflurane
: with atracurium is similar to isoflurane.

1 t hO lder f ]. N . Electronicaily signad by: Jessica
Ap]')llcar.l ( ero . Signature: TBSSIoAq SVaTeK ST oo nis document
registration certificate) Dato: Jan 18. 2024 18:45 CS

| Ernail:_jessica_svatek@baxter. com (sngna%ure)
I (Name)
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10. MeTa ta BropuHHi Uil KJAiHIYHOTO
BUNPOOYBaHHS

1 1. Tu3aiin kaiHiYHOrO BUIIPOOYBaHHS

12. OcHOBHI KpUTEpIT BKIIOYEHHs

13. JlocnimkyBanuii Jikapebkuid 3acid, crnocit
3ACTOCYBAHHSI, cHa AT

14. Tpenapar nopiBHsAHHSA, 1034, cnocid
3aCTOCYBaHHS, CHJIa il

2y, BHYTPIilIIHLOBEHHO).

:‘_‘ InenTudikauiiinmii kog

X\ 38002596
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[le nocnipkents Oyj10 NPOBEAEHO 3 METOKO
BUBYEHHS MOTEHLIFOBAHHSA Ta B3aeMoil I-
653 Ta i3odaypany 3 arpakypieM i yac
aHecTesil.

Lle 6yn0 Biakpure GaraToLEeHTPOBE
paHzoMi3oBaHe TOCHTiKEHHS Y
napasenpHUX rpynax,

B SIKOMY MOPiBHIOBAIH MOTEHLIIOBAHHS Ta
B3aemo/ito [-653 Ta izodnypany 3
aTpaKypieM.

1. Bik: Big 18 mo 65 pokis

2. CraTh: 4OJIOBIKH i *KiHKH (OiNblIE OAHOTO
POKYy micisi MeHomnay3u abo XipypriuHo
CTEepHJIi30BaHi)

3. Craryc 3a WKanow AMEPUKAHCHKOTO
tToBapucTBa aHectesionoris (ATA): 1 abo 11

[-653, inranauis

AHecTe3i0 iIHAYKYBaJIM 32 J0NOMOI0K0
TioneHTany B 103i 2—10 mr/kr (> 5 1n/xB) 3
NMoAablIow iHransauicto [-653 4—15 % 3

60 % N20/40 % O; uepe3 Macky. AHecTe3ito
NPO/IOBIKYBAJIH i3 3acTOCYBaHHAM [-653

oc 40 % 02/60 % 3akucy azoty npu 0,65
abo 1,25 MAK wmonalimentue 15 XBHJIHH 10
iH'exuii atpakypito. [Ipu HeoOxiaHocCTi
aHecTe3il0 JOMOBHIOBAIM (eHTaHiIoM (2—

8 MKI/KI BHYTPIILIHBOBEHHO).

bysia orpumana kpuBa «103a-eekT» s
KOKHOT rpynu iHransiuiiHoro BBeACHHS
Mmic/is OIHOPa30BUX OOMOCHHUX 103
arpakypito (0,025, 0,05, 0,10, 0,15 mr/kr).

[30¢paypan, inransiis

AHecTe3il0 iHAYKYBaJH 3a JI0MOMOT0I0
tionenTany B 103i 2—10 mr/kr (> 5 n/xB) 3
MOAAIBIIOK iHramsiuiero i3oquiypany 4—
15 % 3 60 % N20/40 % O; uepes macky.
AHecTe3ilo Npo0BIKYBaH i3
3acTOCYBaHHAM i30duypany nioc 40 %
02/60 % 3akucy azorty npu 0,65 abo 1,25
MAK 1monaiimenine 15 XBUIKH 10 iH'ekLii
atpakypito. [Ipu HeoOxiaHOCTI aHecTe3110
JIONOBHIOBAH (heHTaHiIoM (2—8 MKI/Kr

IEPEKAAR 3POGAENO
3r[AHo 3 OPHrIHANON

AoctosiPnicTh
NEPEKAARY 3ACBIAYYD

Kisaveic H.B. \«
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Byna orpumana kpua «ao3a-edexr» s
KOKHOT IPYNH iHrajsAliifHOrO BBEICHHS
mic/ist OAHOPa30BUX OOJIOCHUX /103
arpakypito (0,025, 0,05, 0,10, 0,15 mr/kr).

15, CynytHs Teparis ITanieHTH TAKOXK OTPUMYBAIU HACTYITHI
rnpenapary 3a KJIiHIYHUMH MOKa3aHHAMM:
HEOCTUTMiH, MIKOTIpoIaT, CYKIHHIIXOJiH,
ninokaiH, eHTaHin, MopgiH, JeKcaMeTas3oH,
aTponiH, edenput, HeocuHepUH,
HiTponpycu, gpeHinedpuH, ripaiasut,
aZipeHaiH Ta NpodinaKTH4HY
aHTubaKTepiaibHy Tepanito (OKcalluIiH,

- 1edazonif, 11ePOKCUTHH, BaHKOMILMH). Y
KOYKHOMY KOHKPETHOMY BHMIa/IKy
pO3risIanacst MOMKIMBICTD OLIIHKA
3aCTOCYBaHHS CYKLMHIUIXOJIHY NalieHTaMH.
daxTopH, BAKOPUCTaHI J/Is1 BA3HAYEHHS,
BKJTFOUAJTH JI03Y Ta Yac BBEJECHHS BiJJHOCHO
MOYaTKOBOI iH €KLIT aTpaKypiymy.

16. Kpurepii oninku edekTHBHOCTI EdexruBnicth («103a-eeKT») OlliHIOBaIAC
LLUISIXOM BUMIPIOBAHHSA CKOPOYYBaJIbHOT
peaxiii mic/is Mo4aTKOBOro BBEACHHS
atpakypiro. Tako OLiHIOBaJIH Yac
J10 MAaKCHMAJIBHOTO MPUIHIYSHHS Ta Yac BijJ
iH'exuii aTpakypito A0 BigHOBIeHHs. OLiHKa
edextuHOI 1034 (ED) aTpakypito,
HeoOXisHoT 11 OnokyeanHs 50 % ta 95 %
BEJIMUMHH M'SI30BOr0 CKOpPOYEHHS, Oyna
MpOBe/ieHa 3a JI0TIOMOroI0 perpeciiHoro
aHanisy.

17. Kputepil otinku 6e3nexku Besneky OLiHIOBAIM LLISIXOM MOHITOPUHI'Y
JKUTTEBO BAXKJIMBHMX MOKA3HUKIB Mij vac
ornepatuii, NOpiBHIOIOUH JabopaTopHi
MOKa3HUKH 10 Ta MicJis JiKYBaHHs, & TAKOXK
peecTpytoun HebakaHi ABULIA POTATOM
YCBOTO MOCIIVKEHHS.

18. CratrcTHyHi MeTOAM Jlemorpadiuni gani Oyau yzaraibHeni 3a
rpynamu JikyBaHHs. Bynu npesactasneHi
cepe/iHE 3HAYeHHS 1 Alana3oH M'sI30BOT
OJ0KaH, a TAKOXK Yac /10 BiAHOBJIEHHS
3a/1eKHO BijJ rpynu nikyBanus. Kinuesa
KOHIIEHTpallis npenapary B KiHII BUIUXY
Tako OyJia npejcTaBlieHa 3a rpynamMmu
nikyBanns. [ToGiuni peakuii Oysiu
MiICYMOBaHI 3a CTYNEHEM TSKKOCTI i 3a
CUCTEMaMH OpraHi3my.
ylaGoparopHi j1aHi Oynu 3icTaBieHi 3
oM ITTOBI AHUM K Hopmaﬂbﬂﬁﬂﬁﬁﬂﬁ'ﬁﬁﬁeﬁlﬂw
WRiniuno supaeni sfhikbunk OPNT IHANON
) AoctoBliPkiCTb
REPEKAARY SACBIAYYD

Niwasedc H.B. |
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19, JlemorpadiuHi NOKazHUKHK J0CIIKYBAHOT
nonyasuii (crath, Bik, paca, TOLO)

- 20. Pesynbrati eeKTUBHOCTI

21. PesynbraTth Ge3neku

2] lp.emmbixauiﬁnuﬁ KOA, 5

‘ -‘"-:. 38002596 /7
Ne1

- nabopaToOpHHUX 3HAYECHb BiJL HOPMU

(30inpwennHs abo 3menwenns) Oyau
MiJICYMOBAHI 3a 4acoM Ta rpynamu
NiKyBaHHS.

Y [ochiKeHHI B3sIM y4acTh 74 4OJOBIKH
Ta 20 xKiHOK

Cepenniii Bik cranosus 33,5 poky B rpymi I-
653 3 0,65 MAK; 28,4 poky B rpyni 1-653 3

1,25 MAK; 31,9 poky B rpyni i3oduypaHy 3
0,65 MAK i 30,4 poky B rpyni izoduypany 3
1,25 MAK.

Konuenrpauii, eksisanentsi 0,65 ta 1,25
MAK [-653 Tta i3opaypany, aHajorivHum
YHHOM MOCHITIOIOTE JIi0 aTPaKypilo 110710
NPUTHIMEHHs HEPBOBO-M'A30BOI Nepeaaui.
EdexruBni no3u (ED) arpakypito, HeoOXiaHi
JUIS BMEHLLIEHHS BETMYUHU M'SI30BOT0O
ckopoueHHs Ha 50 % ta 95 %, Oyau
nopiBHaHHI s [1-653 Ta izodaypany. Kpim
TOro, 30iIbLIEHHS 103 aTpaKypito npH
3acToCyBaHHi 000X iHransuiiHMxX 3acoliB y
0,651 1,25 MAK ananoriynum 4uMHOM
MOCHIIIOE HEPBOBO-M'A30BY Onokany. [1pu
36inemenHi MAK o6ox npenaparis EDsp i
EDgs 3umicyBanucs. [Llo crocyeTses uacy
npoOyILKEHHS, TO Y NMaLIEHTIB, AKi
orpumyBanu [-653, Bin OyB 3Ha4HO
LIBUILLKM, HIXK Y MALIEHTIB, SKi
oTpuMyBau izo¢gaypan. Jlapuurocnaszm
criocTepiraBcs sk y rpynax [-653, tak i B
rpynax, ki orpuMyBanu izoduiypas, oaHak
4acToTa HOro BUHUKHEHHS Oy/ia 3HA4HO
BUILOKO y rpynax [-653 nopiBHAHO 3
rpynamMu, ski otpumyBaiu izoduypan. Yci
SIBMILA JTAPUHTOCNa3My Oy/Id LIBUIKO |
YCIIIHO YCYHEH] HIIXOM NoraubaeHHs
aHecTesii, 3aCTOCYBAHHS TYYHOT
BEHTHJISILLIT JIEreHiB 3 MO3UTUBHHUM THCKOM
abo BBeJEHHS CYKUMHIIXOJIHY.

Amnaniz 1abopaTopHHUX JaHUX
POJEMOHCTPYBAB, 1110 B XO/1i A0CIUKEHHS
MaJid MicLie MOTeHLiHHO 3HauyILi 3MiHMU.
["0JIOBHUM YHHOM MOBIZOMIIAIOCH PO
niasumenns K@K ta piBus riokosu y
naasmi KpoBi, Lie crnocTepiranocs 3
O/IHAKOBOIO YACTOTOIO Y NALLIEHTIB, SKI

RgrpuMysain 1-653 ta isodaypan. Lli sminn

AuTH nosicHeHi TpaMyH3BREW M POS NEHO

8

Sigg onepauii. 3r[AHV 3 OPKI IHANOM

AocToBiPHICT
NEPEKAARY 3ACBIAYYD

Himaveic H,B, |
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[Toka3HKMKK reMoAHHAMIKK Ta JMXaHHdg Oyu
MOPiBHSAHHI Y BCIX Ipynax JiKyBaHHS.

22. BUCHOBOK (3aK/JIHOYEHHS) MoskHa 3p0OMTH BUCHOBOK, LIIO B3aEMO1iA
necduypaHy 3 atpakypiem nojioHa 10
B3aeMOAiT i30(ypaHy.

3asBHUK (BIACHUK IMignuc: reccika Cratex
peecTpauinHoro Enexrponuuii nianuc: xeccika Crarek

l'IOCBiI[‘-ICHHﬂ) ITincrasa: 5 3aTBEpPIIKYIO 1eil JOKYMEHT
: JHara: 18.01.2024 18:45 CST

| E-mail: jessica_svatek@baxter.com(nianuc)

(IL 1 B.)

MEPEKNAR 3POBAEHO
3r1AHO 3 OPNF IHANOM

AoctoBlipPriICTD
NEPERAARY 3ACBIAYYD

Hiwavede B,B. |\
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Annex 30

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

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

(art. 4, section 1V)

Clinical research report No 8

1 Name of medlcmal product (if avallable - I Suprane, Inhalation Vapour, Liquid |
. number of registration certificate): i 1
2. The applicant Baxter SA Belglum '
3. Manufacturer | Baxter SA, Belgium ;

. [
4. the undertaken study: v | yes | o |no | if not explain '
IN/A |

1) the type of medicinal product for which the E Medicinal preduct with complete dossier (stand- |
{ registration was made or planned | alone dossier), other medicinal product, new '
| active substance

'5. Full name of clinical research coded number The Interactlcn and Potentlatlon of I 653 and

“of clinical research ' Isoflurane with Muscle Relaxants in Man:

| ' Comparative Neuromuscular Effects of [-653 and
: Isoflurane in Combination with Atracurium in

| ' Surgical Patients;

! . 1-653-05D .
' 6, Phase of clinical research : Phase I
L
7. Time frame of clinical research 05 Jun 1989 — 16 Jan 1990
P o 1
8. Countries where the clinical research was ' United States

conducted !

E |
| 9. The number of persons under investigation: ' Planned: up to 48 patients

. ' Actual: Entered — 48 patients
!, ! Completed — 48 patients

1
i

o ——— ——— o —— o — —_— _1_....,_ VUV Cm—— -

I 10. Purpose and secondary objectives of the . To investigate the mteractlon and potentratlon of

i clinical research I [-653 and isoflurane with atracurium (0.05, 0.10
i ‘and 0.15 mg/kg) during anesthesia.
i
|

o



: 14, Reference substance, dose, method of

1
1

|

:
i
t

16. Efficacy evaluation criteria

11. Clinical research design

12. Main inclusion criteria

13. Test medicinal product, method of

administration, efficiency

administration, efficiency

15. Concomitant therapy

An open-label randomized controlled parallel
' comparative study.

o Apge: 18 to 65 years

o Sex: Male and Female (>1 year post-
menopausal or surgically sterile)

e ASA Status: [ or II

653

Name of Active Ingredient: Desflurane

l_Dosage: The dose was [-653/1.25 MAC. After at
least 15 minutes of anesthesia using [-653

| without N2O, the patients were given a single.

i bolus dose of atracurium (0.05,0.10, or

10.15 mg/kg).
|

' Administration: The duration of administration
; of inhalation agent varied depending on the

1 surgical procedure ranging from 70 to 284

. minutes for I-653.

I

. Name of reference medicinal product:
[soflurane

.Dosage: The dose was isoflurane/1.25 MAC.

' After at least 15 minutes of anesthesia using

tisoflurane without N20, the patients were given a

I single bolus dose of atracurium (0.05,0.10, or

'0.15 mg/kg).

' Administration: The duration of administration

; of inhalation agent varied depending on the
surgical procedure ranging from 74 to 272
minutes for isoflurane.

The patients also received the following drugs as

-clinically indicated: neostigmine, glycopyrrolate,
succinylcholine, fentanyl, atropine, ephedrine, or
neosynephrine,

| Efficacy was evaluated by measuring the twitch
response after initial atracurium administration.

| The time to maximum twitch depression and the

| time from injection of atracurium to recovery
were also evaluated. The effective dose estimate

+ of atracurium required to block 50% and 95% of

Name of investigational medicinal product: [- .
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?twitch height was produced through probit

! -analysis.

| - | | _

. 17. Safety assessment criteria . Safety was assessed by monitoring vital signs |

!  intraoperatively, comparing pre- and post- !

_treatment laboratory values and noting adverse }
i
]

events throughout the study.

18. Statistical methods Demographic data was summarized by treatment
group.

Efficacy: The mean and range of muscular
blockade and time to recovery by treatment

" group were presented. The end-tidal agent
concentration was also presented by treatment

group.

Safety: Adverse reactions were summarized by
severity and by body system.

: Laboratory data were compared to the
corresponding normal ranges. Clinically |
abnormally high and abnormally low laboratory
values were summarized by time and by '

: treatment group.
i

| .
19. Demographic indicators of the population 45 males and 3 females were enrolled in the

_study (gender, age, race, etc.) i study.
1

i

' Mean age of the 1-653 groups at 0.05, 0.10, 0.15

. mg/kg atracurium, were 33.5 yrs, 29.5 yrs, 28.4

. yrs, respectively. .

“Mean age of the Isoflurane groups 0.05, 0.10,
i 0.15 mg/kg atracurium, were 31.9 yrs, 33.1 yrs,
304 yrs, respectively.

20. Efficiency results - The interaction of desflurane with atracurium is

“similar to isoflurane. Concentrations equivalent
"to 1.25 MAC similarly potentiate the action of
-atracurium in depressing neuromuscular

i , transmission. The effective doses of atracurium
i required to depress twitch height of 50% and :
1 95% were comparable between [-653 group and |
 Isoflurane group. '

1 1-653 group
: EDso: 0.03 mg/kg
: EDgs: 0.12 mg/kg

S
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21. Safety results

B e e e P

f Isoflurane group
'EDso: 0.04 mg/kg
"EDgs: 0.14 mg/kg

1-653 grou
Final Twitch Depression:

0.05 mg/kg Atracurium — 66.2%
0.10 mg/kg Atracurium — 91.2%
0.15 mg/kg Atracurium — 96.7%

Time to Final Twitch Depression:
0.05 mg/kg Atracurium - 7.7 min
0.10 mg/kg Atracurium — 7.4 min
0.15 mg/kg Atracurium — 3.8 min

Time to Open Eyes:

0.05 mg/kg Atracurium — 3.5 min
0.10 mg/kg Atracurium — 15.6 min
0.15 mg/kg Atracurium — 10.6 min

Time to Squeeze Hands:

0.05 mg/kg Atracurium — 15.4 min
0.10 mg/kg Atracurium — 18.5 min
0.15 mg/kg Atracurium — 14.3 min

t Isoflurane group
! Final Twitch Depression:

10.05 mg/kg Atracurium — 58.2%

~0.10 mg/kg Atracurium — 89.6%

; 0.15 mg/kg Atracurium — 94.5%

' Time to Final Twitch Depression:

-0.05 mg/kg Atracurium — 7.4 min

.0.10 mg/kg Atracurium — 5.7 min

| 0.15 mg/kg Atracurium — 5.1 min

|

' Time to Open Eyes:

0.05 mg/kg Atracurium — 24.1 min
0.10 mg/kg Atracurium — 19.1 min
0.15 mg/kg Atracurium — 22.5 min

; Time to Squeeze Hands:

10.05 mg/kg Atracurium — 28.9 min
0.10 mg/kg Atracurium — 22.1 min

10.15 mg/kg Atracurium — 25.5 min

| Adverse events
Laryngospasm was observed in both groups (15
.in 1-653 groups compared with 8 in the

. isoflurane groups) and was the only adverse
"event observed in the study.

—_— e [
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22, Conclusion (evaluation)

‘ Laboratory Values

‘ Changes observed in clinical chemistry and
hematology assessments among patients who
ireceived [-653 were comparable to changes

| observed among patients who received
isoflurane; none were judged clinically
significant by the investigator.

There was no clinically significant difference in
the EDsp and EDsys of atracurium when
comparing patients administered 1-653 with
patients administered isoflurane at 1.25 MAC,

']-655104 ‘SV i 5/4 Reasomn: | approve this decumsnt
Data: Jan 18, 2024 18:45 CST

jessica_svatek@baxter.com (signature)

Applicant (holder of *  signature:
registration. : Ermail:
certificate) 2

(Name)

"é."sc;a‘;bm’m!f;r s.'gn‘ed';l;y:j',}e.shsj'.;:z‘lmm' st em vt e e e i e i
Svatek
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1o IMopsaKy npoBe/ieHHs €KCIePTH3H PeEcTpalliiiHuX MaTepianis Ha jikapcbki 3acobwu,

109

Hopnarok 30

110 MO/Ial0ThCS Ha JIEPIKAaBHY peecTpaiio (repepeectpaitiio),
a TAKOXK EKCNEePTH3M MaTepialiiB Npo BHECEHHS 3MiH 10 peecTpaliifHuX marepiais
MPOTATOM JIil peecTpaliiHOro NoCRi4eHHs
(nyHKT 4 po3ainy V)

3BIT Mo KiiHIYHE BUNPOOyBaHHs Ne §

1. Hazea nikapcekoro 3aco0y (3a HassBHOCTI -
HOMEp peecTpaLiitHoro MocBiTUeHH:)

2. 3asBHUK

3. BupoOHuk

4. IlpoBeneHi TOCTIAKEHHS:

1) TN nikapcbKoro 3acoby, 3a sKUM
npoBoaunacs abo MniaHyeTbes peecTpallis

5. [ToBHa Ha3Ba KJAiHIYHOrO BHNIPOOYBaHHS,
KOJOBAaHHH HOMEP KJIiHIYHOTrO BUNPOOyBaHHA

6. ®asza KaiHiuHOTO BUMpoOyBaHHs

7. llepioa npoBeaeHHA KIAIHIYHOIO
BUINPOOYBaHHs

8. Kpaiuu, ne npoBoauiocs KiiHiuHe
BUNPOOYBaHHS

9. KinbKicTh A0CTIKYBaHUX

Cynpan, napu s iHraasuii, piguna

bakcrep C.A., benbris

bakcrep C.A., beabris

AKIIO Hi,
0OIpyHTYBaTH

v Tak o Hi

H/JT

JlikapcbKuii 3acid 3a NOBHUM J10CHE (aBTOHOMHE
JIOCKE), THILKHA JTiKapehKkuii 3aci0, HoBa aiova
pevyoBHHA

[MorenuitoBanus Ta Bzaemonis [-653 i

30 aypaHy 3 MiopeaKCaHTaMH Y TIOAHHHU:
MOPiBHAILHI HEpPBOBO-M'A30Bi edextn [-653 i
i30aypany B komOiHalii 3 aTpakypiem y
XipypriuHux nauicHTiB;

[-653-05D

dazsa |

3 5 uepeHs 1989 poky 10 16 ciuns 1990 poky

CILIA

e, 3AIIAHOBaHA: 10 48 naiieHTiB

LONRAKTHYHA: Oynu BKIIOYEHI B OCiKeHHs — 48
/ u;;_mnna MEPEKAAA 3POBNEHO
S JKPATIA NTY =

I:¢: |nentudlkauiinai ko ";
.‘":-. 38002596 b

3riAHO 3 OPHF IHANOM
RoctoBiphicTb
NEPEKAARY 3ACBIAYYD

Hinayeic .8, \




10. MeTa Ta BTOpPHHHI LI KJAIHIYHOIO
BUNPOOYBaHHS

1 1. In3aiin kaiHiuHOro BUNPOOyBaHHs

12. OcHoBHI KpUTEpiT BKIIOYEHHS

13. ocnimkyBaHuii IikapebKui 3aci6, crnoci6
3aCTOCYBaHHs, cHaa il

14. llpenapat nopiBHsiHHS, /1034, crnocid
3aCTOCYBaHHsA, cuia ail

3aBeplumiin J0CHiAKeHHs — 48 nauieHTis

JlocaianTy MOTEHUIKOBAHHA Ta B3aemo/ito [-653
Ta i3odaypany 3 arpakypiem (0,05, 0,10 ta
0,15 mr/kr) mig yac anecresii.

Binkpure paHaomi3zoBaHe KOHTPOJILOBaHE
MopiBHSAJIbHE AOC/IUKEHHS Y napanesibHUX
rpynax.

e Bik: Bin 18 10 65 pokis

e (Crare: 4oNoBIKM 1 3kKiHKM (OinblIE 0HOTO
poKy micast MeHonay3u abo XipypriuHo
CTEepHIIi30BaHI)

e (CraTyc 32 WKaA0K AMEPHKaHCHKOro
toBapucTsa anecresiosoris (ATA): [ abo II

Hassa goc/iazKyBaHoro Jikapcbkoro 3acody:
[-653

Ha3sa airouoi pewounn: nechaypan

Jo3yeanus: 1o3a cravosuna [-653/1,25 MAK.
[Ticng moHaiimene 15 XBuianH aHectesil i3
zacTocyBaHHaM [-653 6e3 N2O nauienram
BBOJIMIIM O/IHOPa30BY DOJIIOCHY /103y aTpaKkypito
(0,05, 0,10 abo 0,15 mr/kr).

BBeaenns: TpuBanicTh BBEIGHHA IHTaALIHHOTO
npenapary BapitoBajia 3aJeKHO Bl XIpypriuHoi
npoueaypH i cranouia ia 70 go 284 xBuiaun
ana 1-653.

Hassa pedepenrtHoro Jikapebkoro 3acody:
i30¢gypan

Jo3zyBanus: 103a craHoBuaa izodaypan/1,25
MAK. [Ticns wonaiiMeniue 15 xBunun anecresii
i3 3acrocyBanHsam i3oqaypany 6e3 N2O
nauieHTaM BBOJM/IH OIHOPA30BY OOIOCHY 103y
arpakypito (0,05, 0,10 a6o 0,15 mr/kr).

Bpeaenns: TpUBANCTh BBEJAEHHS IHrasILiHHOIO
npernapary BapiioBajia 3aJieiHo BijJ| Xipypriutoi
MPOLEAYPH i cTaHOBUNA Bij 74 10 272 XBUIUH

mugd 151 130(1ypany.

MEPEKAAR 3POBAEHO
3r1AHO 3 OPNF IHANOM

AoctoBIPKICTD
NEPERAARY 3ACBIAYYD

Kivaveic B.B. \



15. Cynytus Tepanis [TauieHTH TaKoXK OTPUMYBAIN TaKi NpenapaTH 3a
KJIIHIYHUMHU MMOKA3aHHAMM: HEOCTHIMIH,
rJIiKOMIpoJIaT, CyKUMHIIXO0H, eHTaHi,
arponin, edenput abo HeocHHehpuH.

16. Kpurepii orinkn epekTMBHOCTI EdexrusHicTh OLIHIOBaNac MIIAX0M

BUMIPIOBAHHs CKOPOUYBAIbHOT peakuil mics
[104YaTKOBOTO BBeJeHHs aTpakypito. Takox
OLLIHIOBAJIM 4ac 10 MAKCUMAJIbHOTO MPUTHIYEHHS
CKOpOUEHHS Ta Yac Bij iH'€KLii aTpakypito 10
BisHosaeHHsa. Ouinka epekTuBHOT 1031 (ED)
aTpakypito, HeoOXiaHoi s GuokysaHHs 50 % Ta
95 % BeIMUMHHU M'I30BOr0 CKOpOoUeHHS, Oyna
npoBezieHa 3a 0NOMOrol0 NpodiT-aHanisy.

17. Kputepii ouinku 6e3nexu Besnexy oLiHIOBaIM LIISXOM MOHITOPHHTY
’KMTTEBO BOKJIMBUX MOKA3HMKIB NiJL 4ac
onepatii, NOpiBHIOKYH J1a00PaTOPHI MOKAZHUKH
JI0 Ta Mic/is NiKyBaHHs, a TAKOK PeECTPYOYH
HeOaxaHi ABUIIA NPOTATOM YChOTO
JOCITiKEHHS.

18. CrarucTnyHi MeTOU Jlemorpadiuni nani Oy y3araabHeHi 3a
rpynamu JiKyBaHHS.

EdexTuBnictb: Oyin npeactapieHi cepejiHe
3HAUEHHS | iana3oH M'A30B0T O/10KaaHK, a TAKOK
4ac 710 BiAHOBJICHHS 3a/1€3KHO BiJ rpyIin
nikyeanus. KiHueea KoHUeHTpallis npenapary B
KIHIII BUAMXY Takox Oyjla npeacTarieHa 3a
rpynamu JliKyBaHHs.

Besneka: noGiuni peakuii Oysu nijgcymosati 3a
CTYMEHEM TSIKKOCTI i 32 CUCTEMaMK OpraHizmy.

JlaGoparopHi JaHi NOpiBHIOBAJIM 3 BIANOBIAHMMH
HOpMaJIbHUMHU JlianazoHamu. KiniHiuHo BupakeHi
BIAXHIICHHS 1a00OpaTOPHMX 3HAYEHD BiJ HOPMH
(36inbmenHs abo 3mMeHLIeHHs ) Oyiu
[MiACYMOBaHI 32 4aCOM Ta rpyramMu JiKyBaHHS.

19. Jlemorpadiuni nokasHuku jociijpkyBaHol Y jociipkeHHi B3sau yyactsb 45 4onoBikis i 3
nonynauii (crate, BiK, paca, TOLLO) JKIHKH.

Cepenniii BiK y rpynax 1-653, saxi orpumyBau
0,05, 0,10, 0,15 mr/kr arpakypito, cTaHOBUB 33,5
poky, 29,5 poky, 28,4 poky BiaAnoBiaHo.

Y pe/IHii BiK y rpynax i3 15905 BEHO

Bnans 005.0.1 05 308" GRyTRAHON
AoctoBIPHICTD
REPEKAAAY 3ACBIAYYD

Kimayeic H,B, \\
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cranoBuB 31,9 poky, 33,1 poky, 30,4 poky
BILMOBIJIHO.

20. PesynbraTi e(heKTUBHOCTI Bsaemonis aecaypany 3 arpakypiem noaiona
10 B3aemoii izoduypany. KoHueHtpauir,
exBiBanenTHi 1,25 MAK, ananoriyHum 4HHOM
MOCHJIKOIOTH 10 aTPaKypito OO0 MPUTHIYEHHS
HepBOBO-M'130B0T nepesayi. EdexTusHi 103u
(ED) atpakypito, HeoOXiHi 4715 3MEHILEHHS!
BEJIMYMHH M'A30BOTO ckopoueHHs Ha 50 % ta
95 %, Gynu nopiBHaHHI s rpyn [-653 Ta
i30dnypany.

['pyna 1-653
EDso: 0,03 mr/kr

EDgs: 0,12 mr/kr

I'pyna izodaypany
EDso: 0,04 mr/xr
EDos: 0,14 mr/kr

I'pyna 1-653
Kinuese npurHiueHHs M's30BOro CKOPOUYEHHS:

0.05 mr/kr arpakypito — 66,2 %
0,10 mr/kr atpakypito — 91,2 %
0.15 mr/kr atpakypito — 96,7 %

Yac 10 KiHIEBOrO NMPUIrHiYeHHs M'I30BOro
CKOPOYEHHS:

0,05 mr/kr arpakypito — 7,7 XB

0,10 mr/kr atpakypito — 7,4 XB

0,15 mr/kr atpakypito — 3.8 xB

Yac /10 BiAKpUTTS O4eit:

0,05 mr/kr arpakypito — 13,5 xB
0,10 mr/kr arpakypito — 15,6 XB
0,15 mr/kr arpakypito — 10,6 xB

Yac 10 CTHCHEHHS KHCTI:

0,05 mr/kr arpakypito — 15,4 xB
0,10 mr/kr arpakypito — 18,5 xB
0,15 mr/kr atpakypito — 14,3 xB

I'pyna izoduaypany

Kinuese npurHiyeHHs M's30BOI0 CKOPOUYEHHS:
0,05 mr/kr arpakypito — 58,2 %

0,10 mr/kr atpakypito — 89,6 %

0,15 mr/kr arpakypito — 94,5 %

‘ox%lac 10 KiHIEBOrO MPUrHiueHHs M'sS30BOr0

Rppouenns: TEPEXNAR 3POGMEHO
* § KPATIR mp@, mr/kr atpakypiio — 3¢ KeHo 3 OPHT |HANON
o Nive BocToBIPRICTD

NEPEKAARY 3ACBIAYYD
Kinayeic H.B. \\

N 33002595 -
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0,10 mr/kr atpakypito — 5,7 xB
0,15 mr/kr arpakypito — 5,1 xB

Yac 10 BiAKpUTTS OYeil:

0,05 mr/kr atpakypito — 24,1 xB
0,10 mr/kr arpakypito — 19,1 xB
0.15 mr/kr arpakypito — 22,5 xB

Yac 10 CTUCHEHHS KHUCTI:

0,05 mr/kr atpakypito — 28,9 xB
0,10 mr/xr arpakypito — 22,1 xB
0,15 mr/xr arpakypito — 25,5 xB

21. PesynbraTu 6e3neku Hebaxani suima
Jlapunrocnasm crioctepiraes B 000x rpynax (15
Bunajakis y rpymnax [-653 nopisusato 3 8 y
rpynax izodgaypany), i 1e 6yJa0 eIuHUM
HeOaXKaHUM SBHUIIEM, SIKE CriocTepiranocs B
JOCTI JKEHHI.

JlaGopaTopHi noKa3zHUKH

CnocrepexyBaHi 6i0XiMiuHi Ta reMaToI0riyHi
3MiHHM y MalieHTIB, AKi oTpumyBanu [-653, Oyau
MOpiBHAHHI 31 3MiHAMM, 110 CHIOCTEpiraanucs
cepe NalieHTiB, sIKi OTpUMYBaIH i30Qu1ypaH;
’)KOJIHA 3 HUX He Oy/ia BU3HAHA J10C/IIHHKOM
KJIIHIYHO 3HAYYILIOKO.

22. BUCHOBOK (3aKIHOUYEHHS!) HoaHoT kniHiYHO 3HaAYY 0T PI3HULI B
nokasuukax EDso i EDos jist arpakypito npu
MOpPiBHSAHHI NALEHTIB, AKi oTpumysanu [-653, 3
nalieHTamMu, siKi OTpUMyBaIH i30(uiypaH B 103
1,25 MAK, He cnoctepiranocs.

3adaBHUK (BITACHHUK IMignne: /xeccika Crarex
PEECTPALIIHHOTO Enexrpounuit niamue: JHxeccika Cparex

ﬂOCBi,{J,‘-ICHHS{) Mincrasa: 5 3aTBepiKkyIO LeH T0KYMEHT
[Hara: 18.01.2024 18:45 CST

E-mail: jessica_svatek@baxter.com(nianuc)

(I. L. B.)

MEPENNAA 3POBNEHO
3r1AHO 3 OPNF IHANOM

AocTOBIPHICTD
REPEKAAAY 3ACBIAYYD

Hisaveie H.B. \\
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Annex 30

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

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

(art. 4, section [V)

Clinical research report No 9
1. Name of medicinal product (if available — number | Suprane, Inhalation Vapour, Liquid
of registration certificate):

i
1
i

2. The applicant : Baxter SA, Belgium

|
i S L
3 Manufacturer i Baxter SA, Belgium
4. the undertaken study: ! yes T I:l | o;; if not explain :
f b
{N/A '
a - - T ’ I
1) the type of medicinal product for which the i Medicinal product with complete dossier
registration was made or planned (stand-alone dossier), other medicinal

product new active substance

.

1 5. Full name of clinical research, coded number of ' The Comparative Anesthetic Effects of -653

* clinical research . and Isoflurane in Combination with Fentanyl -
' in Surgical Patients; !
! '1-653-06A
6 Phase of clmlcal research Phase I
| |
i 7. Time frame of clinical research "19 Jun 1989 — 22 Dec 1989
3 8 Countrles where the clmlcal research was United States
‘ “conducted
9. The number of persons under investigation: 'Planned: 150 subjects

_Enrolled: 135 subjects
. Analyzed: 135 subjects

i

U U VU SO bt e 4

10. Purpose and secondary Ob_]eCtIVCS of the chmcal To determme the safety and MAC reductlon ‘
research . of 1-653 and isoflurane when administered in

: combination with fentanyl, and to determine
: , the effects of this combination on the




11. Clinical research design

' maintenance of, and awakening times from
+anesthesia.

H

‘ Open-label, controlled, randomized parallel
; study.

12. Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

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

15. Concomitant therapy

' |
3 VU VU |
e Patient must be undergoing elective i
surgical procedures. ;
Age: 18 to 65 years.
Sex: Male and Female.
ASA Status: T or II. |
Written informed consent must be
obtained.

i Name of investigational medicinal
: product: [-653

i Name of Active Ingredient: Desflurane

Dosage The doses were 1.0-1.5 MAC of
.1-653 at 2-3 liters per minute with fentanyl 3
~or 6 ug/kg or no fentanyl in the control

! group, until intubation.

i
H

: Administration: Inhalational agent was

; administered for the duration of the surgical
-procedure. The duration of administration of |
-inhalation agent varied depending on the

' surgical procedure. .

|

Name of reference medicinal product:
Isoflurane
%Dosage The doses were 1.0-1.5 MAC of
“isoflurane at 2-3 liters per minute with
- fentanyl 3 or 6 ug/kg or no fentanyl in the
_control group, until intubation.

" Administration: Inhalational agent was
administered for the duration of the surgical
" procedure. The duration of administration of
- inhalation agent varied depending on the

; surgical procedure.

i !

i There were no restrictions on other peri-

{ operative or post-operative medications. All
" concomitant medications administered were
:to be recorded on the case report form.

H
H
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1 16. Efficacy evaluation criteria

¢ Anesthetic agent MAC determination

o Total duration of anesthesia (time from

i fentanyl administration to the time the
inhalational agent was discontinued) and
awakening time '

e Mean end-tidal concentration

¢ Additional fentanyl doses to maintain

' hemodynamic stability

e Time to open eyes

¢ Time to respond to verbal commands
("squeeze my hand")

17. Safety assessment criteria

18. Statistical methods

s Blood pressures, heart rate, respiration,

" oxygen saturation, end-tidal COz and

| temperature were obtained prior to the |
. induction of anesthesia, at induction, and
i at intubation; 2 minute intervals prior to
!

incision and at 1 minute intervals for 5
minutes after incision, and every 15 |
l minutes until 360 minutes post-incision.
s Laboratory evaluations consisting of
hematology (WBC, RBC, platelets,
hemoglobin, hematocrit and MCV),
serum chemistry (sodium, potassium,
chloride, creatinine, calcium, albumin,
glucose, CPK, total bilirubin, SGOT,
SGPT, alkaline phosphatase, BUN), and
urinalysis (ph, specific gravity, glucose,
ketone, protein, WBC, RBC, casts, \
bacteria and crystals) were performed at
admission and post-operative period. f
e Electrocardiography (12-lead) was
monitored prior to study drug !
., administration and at exit from the study
‘ if indicated.

Demographic data was summarized by
treatment/fentanyl dose group and then
pooled over fentanyl doses within each
inhalational agent.

Efficacy: The mean, median and range of
MAC were given by treatment/fentanyl dose
group and by age stratum. Cardiovascular
| function, respiratory parameters, inspired
! agent concentration, end-tidal agent
- concentration were also presented by
treatment group and by age stratum.

f Safety: Adverse reactions are summarized
by severity and by body system. Laboratory
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. .
_data were compared to the corresponding
"normal ranges. Clinically abnormally high
"and abnormally low laboratory values were

i summarized by time and by
treatment/fentanyl dose group.

19. Demographic indicators of the population study
(gender, age, race, etc.)

A < o P A-Y 5 A e i £ . s e e

| significance.

20, Efficiency results

+'1-653:
MAC:
18-30 yrs - 6.35%
31-65 yrs - 6.33%

| Anaesthetic:

Time - 124 min

Time to open eyes — 6 min
Time to squeeze hands — 7 min

1-653/Fent. 3 ug/ke:
MAC;

. 18-30 yrs — 3.46%
|31-65 yrs —3.12%
|

 Anaesthetic:
Time - 140 min
+ Time to open eyes — 6 min
i Time to squeeze hands — 6 min

1-653/Fent. 6 ug/kg:
'MAC:

18-30 yrs — 2.97%
31-65 yrs —2.25%
| Anaesthetic:
i Time - 166 min
. Time to open eyes — 5 min
i Time to squeeze hands — 6 min

1 Isof./Fent. 3 ug/kg:
iMAC:

| 18-30 yrs — 0.70%

! 31-65 yrs — 0.65%

1
1 Anaesthetic:
K

. There were no significant differences among
, treatment groups for body weight, sex, race
and ASA status. However, there was a
 statistical difference between the ages in the
02/1-653 with fentanyl 6 ug/kg and the
O2/isoflurane with fentanyl 6 ug/kg groups

as compared with the other treatment groups.

| These differences are of no clinical '
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: Time - 130 min
: Time to open eyes — 8 min
i Time to squeeze hands — 9 min

 Isof./Fent. 6 ug/kg: :
MAC:

18-30 yrs = N/A
31-65 yrs — 0.50%

Anaesthetic:

Time - 142 min

Time to open eyes — 9 min
Time to squeeze hands — 10 min

21. Safety results.

§
%

:22. Conclusion (evaluation)

" Adverse Events:
1-653: Nausea (n=0); vomiting (n=1);
i hypertension (n=2)

+1-653/Fent. 3 ug/kg: Nausea (n=5); vomiting
{n=1); hypertension (n=2)

[-653/Fent. 6 ug/kg: Nausea (n=6); vomiting
: (n=4); hypertension (n=1)

‘ Isof./Fent. 3 ug/kp: Nausea (n=5); vomiting
: (n=1); hypertension (n=2)

+ [sof /Fent. 6 ug/kg: Nausea (n=3); vomiting
(n=2); hypertension (n=1)

; Laboratory:

i Potentially clinically significant laboratory
_abnormal increases were observed in WBC, ;
j prothrombin time, glucose, CPK, SGOT and :
. SGPT. None of the abnormalities were :
1 considered clinically significant. Elevation

. of CPK and glucose were clinically
“significant and were probably as a result of
-surgical manipulation.

'1-653 (Desflurane) provided clinically

' acceptable anesthesia with or without the use
 of fentany! in patients aged 18-65 years. As

' seen with other volatile anesthetic agents, the
{ addition of fentanyl decreased the MAC of
desflurane and isoflurane. A fentanyl dose of !
' 3 ug/kg in the desflurane group decreased

‘ the MAC from 6.33% and 6.35% to 3.12%
“and 3.46% (a 51-46% reduction). Ata

i fentanyl dose of 6 ug/kg, the MAC was
“further reduced to 2.25% and 2.97% (a 64-

. 53% reduction). Similarly, in the isoflurane

At S S s i) s s v g NS 8 3 R g s
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treated groups, the MAC was reduced 45% l
in the presence of fentanyl 3 ug/kg and 57% |
with a fentanyl dose of 6 ug/kg. The i
awakening time was significantly shorter (6
min} in all desflurane groups versus the
isoflurane treated groups (9 min.). The most
frequently observed adverse events were
nausea, vomiting and hypertension. All were
related to the surgical procedure.

i
e e g e i = e
Appllcant (hOIdCI' of i Signature: Jessioa Svatek gg;gn: | approve this documant
registration certificate) L Datéi.Jon 16, 2024 18:40 GS7
: Email: jessica_svatek@baxter.com (51gnature)

(Name)
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Honarox 30

1o IMopsaky nposeeHHs €KCIEPTH3H PeecTpaliiiHuX MaTepianis Ha NikapebKi 3aco0w,
10 MOAAKTHCS HA JepPIKaBHY PeecTpallifo (mepepeecTpailito),
a TAKOK €KCIIEPTH3M MaTepialiiB Npo BHECEHHs 3MIH 10 peecTpaliiHuX MaTepianis

NPOTATrOM Aii peecTpaLifHOro NOCBi4eHHs
(myHkT 4 po3ainy V)

i e, P - 2wy A £
SBIT (DO KMHIMHE BHIODOODYRAHHA N Y

|. Hazga nikapcekoro 3aco0y (3a HassBHOCTI - HOMeEp
peecTpaLiifHOro NOCBiAHEHH)

2. 3asBHUK

3. Bupobuuk

4. IpoBeneHi 1OC/IKEHHS:

1) Tin gikapchKoro 3acofy, 3a siKUM NpOBOAHIIACH
abo nuaHyeThes peecTpattis

5. INoBHa Ha3Ba KJAIHIYHOTO BUMPOOYBAHHS,
KOJOBaHWH HOMEP KIIIHIYHOTO BUNPOOYBaHHA

6. @aza KJAIHIYHOrO BUNPOOYBaHHS

7. llepioa npoBeneHHs KJIIHIYHOIO BUITPOOYBaHHS

8. Kpainu, ae npoBoaMIocs KiliHIiUHE BUNPOOYBAHHS

9. KineKicTh A0CTIKYBAHUX

CynipaH, napu as iHraasuii, piaMia

Bakctep C.A., benbris

Baxcrep C.A., benbris

Tak [ Hi AKIILO Hi,
OOIpyHTYBaTH

H/IT

Jlikapcbkuii 3acib 3a MOBHUM J10ChE
(aBTOHOMHE [1OCKHE), IHIIWH JTIKApChKUH
3aci0, HOBa Jil04Ya peHoBHHA

[TopiBHAABHI aHecTeTHYHI edekTH [-653 Ta
izoaypany B kombiHaulii 3 peHTaHinom y
XIpypriyHuX NalieHTiB;

[-653-06A

(aza Il

3 19 uepBHa 1989 poky 10 22 rpyans 1989
poKy

CILIA

Banaanosana: |50 naujexris,

aRgizoBano: 135 nauieHtis

MEPEKNAA 3POBNEHO
3rANO 3 OPHF IHANOM

AocToBIPHICTD
REPEKAAAY 3ACBIAYYD

Kinaypic H.B.\\




10. MeTa Ta BTOpHHHI 11iJTi KJIHIYHOTO
BUNPOOYBaHHs

11, Tuzaiid ki1iHIYHOTO BUNIPOOYBAHHS

12. OcHOBHI KpuUTeEpil BKIFOUSHHS

13. MocnipkyBaHui jikapcbkuid 3acid, croci6
3aCTOCYBaHHs, cHia Jii

14. Ilpenapat nopiBHAHHA, 1034, CI10CIO
3acTOCYBaHHs, cHila Jii

(KPATIS T\

Busnauutu Gesneky i sHmxenns MAK 1-653
i i30ypany npu BBeAeHHI B KOMOiIHALIT 3
(hbeHTaHIJIOM, a TAKOK BU3HAUMTH BIUIMB L€l
koMOiHaLT Ha MIATPUMKY aHecTe3ii i uac
MpoOyKeHHs! TTiciis Hef.

Binkpute KOHTpOALOBaHE paHIOMi30BaHe
JOCJIUKEHHS Y apaneabHUX rpynax

e TlanienTam noBHHHI OyaH BUKOHYBATHCS
IJIAHOBI XipypriyHi npoueaypH.

e Bik: Big 18 1o 65 poxkis.
CraTh: 4ONIOBIKH 1 KIHKH.
Craryc 3a 1Kanow AMepUKaHCLKOTrO
ToBapucTBa aHectesiosoris (ATA): I abo
11.

e HeobOxinHo Oy/10 OTpUMATH MUCEMOBY
iH(OpPMOBaHY 3rojy.

Ha3zsa pocikyBaHoOro jlikapcbKoro
3aco0y: [-653

Hazssa ngitouoi peuosunmn: gecduypan

HosyBauusi: 1034 ctaHosuu 1,0-1,5 MAK
[-653 3i mBUaKicTIO 2—3 NiTPH HA XBUJIHHY 3
(enraniziom y 103i 3 abo 6 Mkr/kr abo Ge3
(heHTaHiNy B KOHTPOJILHIH rpyrii, 10
iHTYGauii.

Cnocib 3acTocyBanns: iHraasuiiHuii
npenapar BBOJAMIIM MPOTIArOM XipypriuHol
npoueaypu. Tpusanicts BBeACHHS
IHraJIALiHHOTrO Npenapary BapiloBaia
3a/1e)KHO Bijl XipypriyHol npoleaypu.

Ha3ga pedepeHTHOrO JiKapchKoro
3aco0y: i3o0duypan

Ho3yBanus: 1034 ctanosunu 1,0-1,5 MAK
i3odypany 3i WBKHAKICTIO 23 1iTpH Ha
XBUJIMHY 3 eHTaHIIOM Y 1031 3 abo

6 MKr/kr abo 6e3 eHTaHily B KOHTPOJIBHII
rpymi, 10 iHTyGanii.

Cnoci6 3acTocyBaHHs: iHranaiiHui

I DENAPAT BBOJAMIIM NPOTATOM XipypriuHoi

NEPEKNAR 3POGAEHO

{EN 3r |AHO 3 OPHT IHANON
R\% Naevmtiationdvon AocToBIPHICTD
NG 20002596 ¢ NEPEKAARY 3ACBIAYYD

Kinayede H.B. \\
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iHranguiiiHoro npernapary Bapiiosana
3aJIeKHO BiJ XipypridyHoi mpoueaypH.

15. CynyTHs Tepanis He 6yno »xoaHuX 0OMexeHb o0
3aCTOCYBaHHA IHIIMX Mpenaparis 110,
npotsarom abo micis onepauii. Yci

| 3aCTOCOBAHI CyNyTHIi npernaparu 6yno
HeoOXiJHO 3apeecTpyBaTH B MeIUYHIH
KapTLi naijieHTa.

16. Kpurepii ouinku edekTHBHOCTI

Busnauenns MAK anecTeTHKa

e 3arajbHa TpUBAIiCTh aHecTe3ii (Jac Bij
BBeJIeHHs (eHTaHiIy 10 NPUITHHEHHS
BBEJICHHS iHraJALiiHOTO NMpenapary) i
qac npoOyHKeHH

o CepeaHsi KOHUEHTpPALSA B KiHLI BUANXY

e JloparkoBi 103u (eHTaHiNy 114
MiATPUMKH FeéMOIMHAMIYHOT
cTabiNBHOCTI

e Yac 10 BiAKpUTTS Ouei

e Yac 10 peakuii Ha BepOasibHi KOMaHIH

(«CTHCHITE MOKO KHCTh)

17. Kpurepii ouinku Oe3neku e AprepianbHHii THCK, YaCTOTY CEpPLEBHX
CKOPOUEHb, AUXAHHS, HACUYEHHS
KucHeM, piseHb COz B KiHLI BHAMXY i
TeMIepaTypy OLIHIOBAIM 10 iHAYKLIT
aHecTe3ii, Mpu IHAYKUIT i npu iHTYOAWIT;
3 IHTEpBAJIOM B 2 XBUJIMHH 10 pO3pi3y, 3
iHTepBaaoM B | XBHJIMHY MPOTATOM 5
XBUWJIMH Micist po3pisy i koxuHi 15
XBWIMH 10 360 XBHIWH MicJs po3pisy.
e JlaGopatopHi JOC/Ti/IKEHHS, 1O
BKJIIOYAIOTH IeMaToJIoriuHi (IeHKOLMTH,
EePUTPOLIMTH, TPOMOOLUTH, reMoriobiH,
reMaToKpHT i cepeiHiil 06'em
epPUTPOLIUTIR), OIOXIMIUHI MOKA3HHKH
CHUPOBaTKH KPOBi (HATpii, Kanii,
XJIOpUIK, KpeaTHHiH, Kanbllii, ane0ymiH,
ratoko3a, KOK, saranshuii 0inipyoin,
ACT, AJIT, nyxHa ¢ocdarasa,
KOHLIEHTpaLlisl a30TY CEYOBMHHM Y KPOBi) i
aHasi3 ceyi (pH, nuroma Bara, rioko3a,
KEeTOH, OIN0K, JEHMKOIUTH, EPUTPOLIMTH,
LMAiHApY, Gakrepii i kpuctanu) Oynu
BUKOHAHI NPU HAXO/KEHHI i B
nicasionepauiiHoMy nepiozi.
Enexrpokapaiorpadiro (B 12
% Bi/IBE/IEHHSIX) BUKOHY PR AR BESBUEHE HO
N2 ocaizakysaioro Ie[ARETY | OPKF |ANON
: AocToBIPHICTD
REPEKAARY 3ACBIAYYD

Kimayeic H.B. \,\




18. CtaTucTHYHI METOIH

19. Hemorpadiuni NOKasHUKH JOCIIKYBAHOT
nonyasuii (cTars, BiK, paca, TOLL0)

20. Peaynbratu eeKTUBHOCTI

5
e
N
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BUXO/1 3 JJOCTIIIKEHHS, 32 HAABHOCTI
MOKa3aHb.

Jlemorpadiuni fani Oyau yzaraibHeHi 3a
rpynamu JiKyBaHHs/103010 geHraniny, a
noTiMm JaHi 3a jg03aMu pentaniny Oynu
06'eIHaHI B paMKax KOJKHOTO iHrassliiHHOro
npenapary.

EdexTHBHICTB: cepe/iHE 3HAUCHHS, MeliaHa
ta aianazoH MAK Oynu BKazaHi 3aj1€xHO Bij
rpyIiu JIiKyBaHHs/ 1031 (peHTaHily Ta BIKOBOI
kateropii. CepueBo-cyanHHa (yHKLis,
napaMeTpH JAMXaHHs, KOHLEHTpAaLlis
B/INXYBAHOTO Mpenapary, KOHIEHTpaLis
npenapary B KiHIi BUAMXY TaKox Oysin
BKA3aHi 3a/1€XKHO BiJl IPYNHM JIIKyBaHHS Ta
BIKOBOI KaTeropii.

Be3neka: nobGiuni peakuii Oynau
MiICyMOBaHi 3a CTYTMEHEM TAXKKOCTI i 3a
cuctemamu opratiamy. JlaboparopHi aani
MOPiBHIOBAJIN 3 BiANOBIHUMHU
HOpPManbHUMHM AianazoHamu. KniniyHo
BUpaXKEHi BiIXHJIEHHA 1abopaTOpHUX
3Ha4YeHb BiJi HOpMH (30inblueHHs abo
3MeHILeHHs ) OyIu miacyMOBaHi 3a yacoM Ta
rpynamMu JIiKyBaHHs/103aMu GeHTaHiLy.

CyTTeBMX BiIMIHHOCTEH MK rpyrnamu
JiKYBaHHS 33 Macolo Tijla, CTaTTIO, PAacolo Ta
cratycom ATA He cnoctepiranocs. OnHak
Oysla CTaTUCTHYHA PI3HULLA MIXK BIKOM Y
rpynax 02/1-653 3 dentaninom y 1031 6
MKr/kr ta O2/izoduaypan 3 peHTaHiioM y
1031 6 MKI/KI MOPIBHSHO 3 iHIIMMH Ipyramu
JikyBaHHs. L pisHMLs He Majia KIiHIYHOTO
IHAYEHHS.

MAK:
18-30 pokis — 6,35 %
31-65 pokis — 6,33 %

AHecTeTHK:

Yac — 124 xs.

Yac 10 BiakpuTTa oueid — 6 xB.
Yac 10 CTHCKaHHS KHUCTi — 7 XB.

N\ 1653 / henr. 3 wicr/aflEPENAAR IPOBAENO
.QKKPATlﬂ Ny
f-

AK: 3r[Ae 3 OPNFIRANON
0CTOBIPHICTD
REPEKAAAY 3ACBIAYYD

Himaveic H.B, |

\
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Pesynbratu Ge3neku
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18-30 poxis — 3,46 %
31-65 pokiB — 3,12 %

AHECTETHK:

Yac — 140 xB

Yac 10 BiAKpHUTTA oYeil — 6 XB
Yac 10 cTHCKaHHA KMCTI — 6 XB

1-653/dent. 6 MKI/KI:
MAK:

18-30 poki — 2,97 %
31-65 pokiB — 2,25 %

AHECTETHK:

Yac — 166 xs.

Yac 10 BiakpuTTa oueit — 5 XB.
Yac 10 cTUCKaHHA KUCTI — 6 XB.

I30¢./bent. 3 MKI/KI:
MAK:

18-30 pokis — 0,70 %
31-65 pokiB — 0,65 %

AHECTETHK:

Yac - 130 xs,

Yac a0 BiakpurTs oueil — 8 xs,
Yac 10 CTHCKaAHHA KUCTI — 9 XB.

I30d./denT. 6 MKI/KI:
MAK:

18-30 pokis — H/JI,
31-65 pokis — 0,50 %

Amnecresis:

Yac — 142 xs.

Yac 10 BiAKpuTTA oueit — 9 xB.
Yac 10 cTHcKaHHg KuceTi — 10 xB.

Hebaxkani siBHina:
1-653: nynora (n=0); GnioBauns (n=1);
aprepiajibHa rinepreHsis (n=2)

1-653/benT. 3 MKr/Kr: HyaoTa (n=5);
Omosanus (n=1); aprepianbHa rinepreHsis
(n=2)

1-653/dent. 6 MKI/Kr: HypoTa (n=6);
6nroBanHs (n=4); apTepiaibHa rinepreHsis

(n=1)

[30d./denT. 3 MKI/Kr: HynoTa (n=5);

Waiosanks (n=1); aprefiBREHD AikicpPEbIE HO

3riAHY 3 OPHF IHANOM
AocToBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kiwaveis H.B. |




22. BUCHOBOK (3aKJIFOUYEHHS)

3asaBHUK (BIACHUK
peectpauiiiHoro
MOCBIAUCHHS)

Mianuc: /Dreccika Cratex

Enexrponnuit nianue: Mxeccika Cparex
[Tincrasa: 51 3aTBep/UKYIO Ueil JOKYMeHT

Jlara: 18.01.2024 18:40 CST

E-mail: jessica_svatek(@ fie
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(n=2)

130./dent. 6 MKI/Kr: HygoTa (n=3);

GmoBanHs (n=2); apTepianbHa rineprexsis

(n=1)

JIabopaTopHi NOKAZHUKH:

[TigBuiienHi piBHi 1adoparopHux
MOKA3HUKIB, SIKI TOTEHLIITHO MOTJIM MaTH
KJiHIYHE 3HAYEHHs, criocTepiranucs 3 60Ky
NeHKOLMTIB, MPOTPOMOIHOBOTO Yacy,
rmoko3u, KOK, ACT 1 AJIT. XKoane 3 uux
BIZIXMIIEHB HE BBAXKAJIOCS KJIIHIYHO
3Hauymum. [ligsunienns pisusg KOK i
rIIOKO3M Oy/10 KAIHIYHO 3HAYYLIMM i,
MMOBIpHO, 6Y10 pe3ybTaTOM XipypriyHux
MaHIImyJIsiiii.

[-653 (necdnypan) 3abe3nedyBaB KJIiHIYHO
MPUAHATHY aHECTE3110 13 3aCTOCYBaHHSM
(denTaniny abo 6e3 HBOro y NalieHTIB BIKOM
18-65 pokis. Sk i y BUnaaky 3 iHWHUMH
JETIOYMMH aHECTeTUKAMHM, 10JaBaHHS
(enTaniny 3umwkysano MAK nechuypany Ta
i30aypany. Jloza denraniny 3 MKr/kr y
rpyni aecaypany 3Hmkysana MAK 3

6,33 % 16,35 % 1o 3,12 % i 3,46 %
(3HMKeHHd Ha 51-46 %). [pu nosi
denraniny 6 mxr/kr MAK noaatkoso
sHKanacs 10 2,25 % i 2,97 % (3HuKeHHs
Ha 64-53 %). AHANIOTIYHHUM YHHOM, Y
rpynax, siki orpumysanu izodaypan, MAK
3HMAKanacs Ha 45 % npu BBeIeHHI
denTaniny B 103i 3 MKr/kr i Ha 57 % npu
BBeJCHHI (peHTaHiny B 103i 6 Mxr/kr. Yac no
npoOyKeHHs OYB 3HAYHO KOPOTIIHM (6 XB)
y BCIX rpynax, ki orpumyBasu aecdaypa,
MOPIBHAHO 3 rPyNaMH, sKi OTPUMYBaIH
i3o¢aypan (9 xB). Haltuacrituumu
noOiuHMMHM sABUILAMH Oy HY10Ta,
OnoBaHHs i aprepiaibHa rineprensis. Yci
BOHU OyJIM NOB'A3aHi 3 XipypriuHoio

MPOLELYpPOIO.

MEPEKAAR 3POBAERQ
37 [AHY 3 OPNF INANOM

Aocrosirnicts
BEPEKAAAY 3ACBIAYYD

Kimavpic H.B, \\
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Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

Clinical research

‘1. Name of medlcmal product (1f avarlable number
of registration certificate):

during the validity of the registration certificate
(art. 4, section IV)

rcport. No 10

o Evp—— b tere g

Suprane, Inhalatron Vapour quurd

2. The applicant

4. the undertaken study:

e o e e g e e

3, Manufacturer

: 7. Time frame of clinical research

§
£
i
i

9. The number of persons under investigation:

1) the type of medlcmal product for whlch the
registration was made or planned

[EUUSRERE ST - [V, ol e

5. Full name of clinical resecarch, coded number of

clinical research

P St ot e st et

6 Phase of clinical research

8. Countries where the clinical research was
conducted

i i

Baxter SA, Belgium |

o i v s g £

Baxter SA, Belgtum

[ —

if not explain

P

Medlcmal product wrth complete dossrer
: (stand alone dossier), other medicinal

i product, new active substance
i ;

LA Fmal Report of Comparatrve Anesthetrc
 Effects of I-653 and Tsoflurane in

:. " Combination with Midazolam in Surgical ‘
Patients;

"1-653-06B
CIND #32,363

Phase II

28 Jun1989 — 19 Apr 1990

; United States

: Planned: 150 subjects
: Enrolled:'93 subjects
! Analyzed: 93 subjects

i
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E 10. Purpose and secondary objectives of the clinical ' To determine the safety and MAC reduction
: research . of desflurane and isoflurane when

; administered in combination with

: midazolam, and to determine the effects of

" this combination on the maintenance of, and
emergence from anesthesia. |

t
¥

11. Clinical research design Open-Label, controlled, randomized, parallel :
Study 1
‘ !
12. Main inclusion criteria ¢ Patients undergoing elective surgical .
procedures i
;¢ ASA Status: Iorll '

o Age: 18 to 65 years
e Sex: Male and Female !
s Patients giving written informed consent

after the nature of the study has been '
fully explained.

13. Test medicinal product, method of Name of dug product: Desflurane (1-653)

administration, efficiency

| i' Treatment groups:

‘ i Group 1: O2/Desflurane

! ;

i ' Group 2: Oz/Desflurane with midazolam 25 |
'ug’kg '

| Group 3: Oz/Desflurane with midazolam 50
pglkg

fMode of administration: inhalation

+ [ 4. Reference substance, dose, method of : Name of dug product: Isotlurane
' administration, efficiency :

‘Name of dug product:
Group 4: Oz/Isoflurane with midazolam 25
‘nglkg

. ; Group 5: O2/Isoflurane with midazolam 50
- 'peke

Mode of administration: inhalation
H

. 15. Concomitant therap : There were to be no restrictions on other

peri-operative or post-operative medications

i used. All concomitant medications given will |
be recorded on the appropriate case report

Efom‘n.

i

o i o e e = i

16. Efficacy evaluation criteria . ‘e Anesthetic agent MAC determination
+ and MAC reduction by midazolam.

L)
'
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e Total duration of anesthesia (time from
induction to the time the inhalational
agent was discontinued) and awakening
time.

e Mean end-tidal concentration required to '
maintain hemodynamics. .

s Additional fentanyl, antihypertensives |

and inotropic agents required to maintain !

hemodynamics.

Time to open eyes.

Time to respond to verbal commands.

17. Safety assessment criteria

Blood pressure, heart rate, oxygen
saturation, end-tidal COz and
temperature were obtained prior to the
induction of anesthesia, at 2 minute
intervals from induction to incision, at 1
minute intervals for 5 minutes after
incision, and every 15 minutes until the
end of surgery.

e Laboratory evaluations consisting of
hematology (WBC, RBC, platelets,
Hemoglobin, Hematocrit, MCV and .
prothrombin time), serum chemistry '

| (sodium, potassium, chloride, BUN, '

' ! creatinine, calcium, albumin, glucose,

i | bilirubin, CPK, SGOT, SGPT, alkaline

' phosphatase), and urinalysis (pH,

specific gravity, glucose, ketone, protein,

{ ¢ WBC, RBC, casts, bacteria and crystals) ,

were performed at admission and post-

! operative period.

! ; . 3

i o Electrocardiograph was monitored prior

| to study drug administration and if

| medically indicated, prior to study

i

completion.

s PR e - B .- [ - - -

Demographic data was summarized by

treatment/midazolam dose group and then

pooled over midazolam doses within each
_inhalational agent.

; 18. Statistical methods

Efficacy: The mean, median and range of
‘MAC were given by treatment/midazolam
dose group and by age stratum.
Cardiovascular function, respiratory

] parameters, inspired agent concentration,

‘ end-tidal agent concentration were also
presented by treatment group and by age

i stratum.

; ' Safety: Adverse reactions are summarized
5 by severity and by body system,
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Laboratory data were compared to the
. corresponding normal ranges. Clinically
: abnormally high and abnormally low
| laboratory values were summarized by time |
and by treatment/midazolam dose group.

| The determination of MAC of inhalational
agent was achieved by up-and-down
technique.

19. Demographic indicators of the population study . There were no significant differences
(gender, age, race, ctc.) | between treatments groups for any of the
demographic variables recorded.

e el e ——

| Desflurane:
Mean age: 39.8 yrs

Desflurane/Midazolam 25 pg/kg:
; Mean age: 44.6 yrs

£

;DesfluranefMidazolam 50 ng/kg:
| Mean age: 42.5 yrs

%

|

; i Isoflurane/Midazolam 25 pg/kg:
+ Mean age: 45.1 yrs

I

 Isoflurane/Midazolam 50 pg/kg:
-Mean age: 43.2 yrs

20. Efficiency results Desflurane:

 MAC 18-30: 6.86

'MAC 31-65: 5.85

' Anesthetic Time (min.): 149

: Time to Open Eyes (min.): 8
? iTime to Squeeze Hans (min): 10
i

Desflurane/Midazolam 25 pg/kg:

; MAC 18-30: N/A
| 'MAC 31-65:4.93
Anesthetic Time (min.): 140
Time to Open Eyes (min.): 7
Time to Squeeze Hans (min): 7

Desflurane/Midazolam 50 pg/kg:

(MAC 18-30: N/A

. MAC 31-65: 4.88

1 Anesthetic Time (min.): 149

' Time to Open Eyes (min.): 6

i Time to Squeeze Hans (min): 7

|

' Isoflurane/Midazolam 25 ng/kg:
; . MAC 18-30: 1.10
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' MAC 31-65: 091

' Anesthetic Time (min.): 161 '
‘Time to Open Eyes (min.): 19

; Time to Squeeze Hans (min): 21

Isoflurane/Midazolam 50 pg/kg:
MAC 18-30: N/A '
MAC 31-65: 0.94 :
* Anesthetic Time (min.): 151 .
Time to Open Eyes (min.): 16 !
| Time to Squeeze Hans (min): 18

s = mm i e i s o s e st 4o dem e oo m b gk S o Sepepe we e i e debiien M{
21. Safety results ‘Desflurane: !
‘Nausea: 4

Vomiting: 3

t

| Desflurane/Midazolam 25 pg/kg:
]Nausea: 4

: Vomiting: 1

i
1

? Desflurane/Midazolam 50 png/kg:
_Nausea: 4
| Vomiting: 2

? Isoflurane/Midazolam 25 ng/kg:
- Nausea: |
-Vomiting: 1

: Isoflurane/Midazolam 50 pg/kg:
.Nausea: 4
Vomiting: 2
22, Conclusion (evaluation) ‘ Desflurane proved to be a safe and effective
agent inhalational anesthestic for general
‘surgical procedures. Desflurane
demonstrated superior awakening from

anesthesia.
i . . . Electronically signed by: Jessica
! AppllCal’lt (hO]der Of signature: fﬁSSl’Gﬂ 5\/6?"[7/’}2 E;:l::n:!approvs :hi.j dogument
i registration certificate) . Data: Jan 16. 2024 16.40 ST
Email: jessica_svatek@baxter.com (signature)

(Name)

i
:
i
H




131

Ionarok 30

no TopsaaKy npoBeaeHHs €KCNepTH3U peecTpaLliiHUX MaTepiajie Ha Jikapeeki 3acobu,
L0 M0/1aK0THCs HA JIepIKaBHY peecTpaltiio (nepepeecTpaitiio),
a TAKOK eKCMEePTH3W MaTepiasiB Mpo BHECEHHS 3MiH JI0 peecTpalifHUX MaTepianis

MPOTArOM il peecTpalifHOro MOCBiIYEeHHS
(nyHkT 4 po3ainy V)

3BIT Npo KjiiHiuHe BunpoOyBauus Ne 10

1. Ha3ga nikapcepkoro 3aco0y (3a HasBHOCTI - Homep  Cynpas, mapu Juist iHraasiii, piainHa

peecTpaniiHoro NocBi4eHHs)

2. 3agBHUK

3. Bupobuuk

4. ITpoBeseHi 10OCI KEHHS:

1) Tun nikapcekoro 3acofy, 3a AKMM IPOBOMIIACH
a0o nuaHyeTbes peecTpauis

5. IloBHa Ha3Ba KJiHIYHOTO BUNIPOOYBaHHs,
KOJOBAHUIA HOMEP KJIIHIYHOIO BUNPOOyBaHHA

6. Maza kniHiYHOrO BUNpoOyBaHHs

7. llepioa npoBeaeHHs KAIHIYHOIO BUNPOOYBaHHSA

bakcrep C.A., Besbris

bakcrep C.A., Benbris

B Tak [J HI SAKILO H,

oOrpyHTyBaTH

Jlikapchkuii 3acib 3a NOBHUM JIOCHE
(ABTOHOMHE J10CLE), IHIIMI NiKapChKUit
3aci0, HOBa Jil0Ya peyoBHHA

PiHasbHUN 3BIT LIOI0 NOPIBHSHHS
aHecreTuuHux edextis [-653 ta i30duypany
B KOMOiHawii 3 Mia3onaMom y XipypriuHux
NallieHTIB;

[-653-06B

IND #32,363

dasza Il

3 28 uepsna 1989 poky no 19 ksitHs 1990
POKY

8. Kpaiuu, ne npoBoaunocs kiiHiune sunpoOyeanus CILUA

9. KinpKicTb 10CHIAAKYBaHUX

3r[ANO 3 OPKF IHANOM
AoctoBiPHICTD
NEPEKAAAY 3ACBIAYYD

Kinaypie n.a.\



10. MeTa Ta BTOPHHHI LiJli KNiHIYHOTO
BUMpPOOYBaHHS

12. OcHOBHI KpuTepil BKIIOYEHHS

13. JlocnimxyBanuii jikapebkuii 3acid, crnocid
3aCTOCYBaHHA, cuna ail

14. I1penapaT nopiBHAHHSA, 1034, CTIOCIO
3aCTOCYBAHHs, cHia Jii

15. CynyTHs Tepartis

132

MaLieHTH
IMpoananizoBano: 93 nauieHTu

Busnauntu 6e3neky ta 3HuxeHHs MAK
necuypany Ta i3odaypaHy npu BBEACHHI y
KOMOiHALIT 3 MiZa30/1aMOM, a TAKOHK
BU3HAYMTH BIUIMB L€l KOMOiHaLIT Ha
MiITPUMKY aHecTe3il Ta BUXij 3 Hel.

Bigkpure KOHTPOIBOBAHE PAHIOMI30BaHE
JOCJIIKEHHS Y napaielbHUX rpynax

e [lauieHTH, IKUM NMPOBOAATHCS IJIAHOBI
Xipypriuti BTpy4aHHs

e (CraTyc 3a WKan0 AMEPHUKaHCBKOIO
ToBapucTBa aHectesionoris (ATA): | abo
11

e Bik: Bix 18 10 65 pokie
Crarb: YOJOBIKH 1 )KIHKH
[TauieHTn HagaBaau MUCEMOBY
iHpopmoBaHy 3roay micias Toro, Ak im
MOBHICTIO MMOSICHEHO XapakTep
JOCITIKEHHS.

Ha3ssa npenapary: necdnypa (1-653)

I'pynu gikyBanus:
['pyna 1: Ox/pnecdnypan

['pyna 2: O2/nechaypan 3 migazonamom 25
MKI/KT

['pyna 3: Ox/necthaypan 3 migazonamom 50
MKI/KD

Cnoci6 3acTocyBaHusi: iHransuiiHui
Hazea npenapaty: izoduypaH

Ha3zsa npenapary:

['pyna 4: Oy/izodnypan 3 migazonamom 25

MKTL/KD

['pyna 5: Ox/izodnypan 3 migazonamom 50
MKI/KIP

Cnocib 3acrocyBaHHsI: iHrANALIHHUIH

e Oyn0 )oAHUX 0OMeXKeHb o0

S Neroeysama inuix npFERERTVI-3PO5 AEHO
 AjBorarom aGo nicasa oBFHAND YCOPHF | HANOM

BocToBiPniCT
REPEKAARY 3ACBIAYYD

Kiwareic .8 . \
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3aCTOCOBAaHI CynyTHi npernapatu Oyno
HeoOXiHO 3apeecTpyBaTH B MEAHYHIH
KapTLi nawieHTa.

16. Kpurepii ouinku epeKTHBHOCTI e Busnauenuss MAK anecreruka i
sumkeHHs MAK minazonamom.

e 3araipHa TPUBAIICTH aHecTesil (dac Bij
IHYKLIT 10 NPUITUHEHHS BBEJCHHS
iHranAiHOrO Npenapary) i uac
npoOy/HKEHHS.

e (CepeaHs KOHLEHTpaLlis B KiHI BUANXY,
HeoOXiaHa 118 NiATPUMKH
reMOJMHaAMIKH.

e JlonarkoBe BBe/IeHHs (peHTaHINY,
rinOTeH3WBHUX Ta IHOTPOITHUX
npenaparis, HeOOXiAHUX U1 IATPUMKH
reMOAMHAMIKH.

e Yac 10 BiAKPHTTS OYEid.

e Yac o peakiiii Ha BepOaibHI KOMaH/IH.

17. Kpurepii ouinku 6esneku e AprepiaJibHHii THCK, YACTOTY CEPLIEBUX
CKOpOYEHb, HACHYEHHSsI KHCHEM, PiBeHb
CO; B KiHIli BUIUXY 1 TEMTIEpATYPY
OLIIHIOBAIIM 10 IHAYKILIT aHecTesil, 3
IHTEPBAJIOM B 2 XBHJIMHH BiJl IHAYKLUIT 110
po3pi3y, 3 iHTepBaJioM B | XBUIHHY
NPOTArOM 5 XBHIIHH [TiCJIs po3pisy i
KOXKHI |5 XBWIMH 10 3aKiHYEHHS
ornepauii.

o JlaGopaTopHi 0CTiUKEHHS, 1110
BKJTIOYAKOTH MEMATOJIOT UHI (TEHKOUMTH,
EPUTPOLIMTH, TPOMOOLIMTH, reMOTI00iH,
reMaToKPUT, cepeaHii 06'eM
EPUTPOLIMTIB i NMPOTPOMOIHOBMI HaC),
OioXiMi4Hi MOKA3HUKH CHPOBATKH KPOBI
(HaTpiii, Kanii, XJOPUIH, a30T CEHOBUHH
KPOBi, KpeaTHHiH, Kabllii, a1b0yMiH,
rmoko3a, 6inipyoin, KOK, ACT, AJIT,
ny:kHa ¢ocdarasza) i ananis ceui (pH,
MUTOMa Bara, riioKo3a, KeToH, 010K,
NeHKOLIMTH, CPUTPOLIUTH, LIUITTHIPH,
Oakrepil i kpucTann) Oy BUKOHAHI NPH
HaJIXO/KEHHI 1 B micasionepauiiHOMY
nepioi.
e EnexktpokapaiorpadiyHuil MOHITOPHUHT

MPOBOJIMBCS MEepe/l BBE/ICHHSM

JIOCITIIKYBAHOTO Mpenapary i, 3a

MEeMYHUMHU MOKa3aHHAMH, Nepes

w  3ABEPILEHHAM JIOCITiIKeHHS.

. SO\ MEPEKAAA 3POBAEHO
. o v rpadiuni nani 6yau yFFRRGHSHORNI | HANON
5 N«KPATIA ﬂTﬂr} 8 vu 1ikyBanns/ 103010 Aioeiomhes KCTh

NEPEKAARY 3ACBIAYYD
Howavpis H.B.|

18. CtaTUcTUYHI METOIHU

: 5:: IneTwbivauiinmit kon LO‘ 5
X, 38002596 () I
/.
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MOTIM JaHi 3a 103aMu Mifazonamy Oy
o0'eaHaHi B paMKax KOMKHOIO iHrajsilliiHoOro
nperapary.

EdexTuBHicTh: cepe/iHe 3HA4YEHHS, Me/liaHa
Ta aianazod MAK Gynu BkazaHi 3aiexHo Bij
rpyIu JiKyBaHHA/ 1034 Mifa3onamy Ta
BikoBOI Kateropii. CepleBo-cyiMHHA
(byHKLis, napaMeTpy IUXaHHs,
KOHLIEHTpAaLlisl BAUXYBAHOIO npenapary,
KOHLEHTpaLlisi mpenapary B KiHLi BUAUXY
TaKo Oy M BKa3aHi 3aJI€)KHO Bifl Fpynu
NiKyBaHHs Ta BIKOBOT KaTeropii.

Besneka: nobiuHi peakuii Oyan
MiJICyMOBaHI 3a CTYNEHEeM THKKOCTI i 3a
CHCTEMaMH OpraHiamy.

JlaGopatopHi AaHi NOPIBHIOBAIHN 3
BIZIMOBIIHUMH HOPMATBHUMH Jliana3oHaMHu.
KniHiuHO BUpaXKeHi BiIXHICHHS
1abopaTOpHUX 3HAYEHB Bi/l HOPMH
(30inbLienHs abo 3meHLIeHHs) Oyin
MiICYMOBAaHi 3a 4acoM Ta rpynamu
JiKyBaHHA/103aMH Mija3onamy.

Buznauennss MAK inransuiiinoro 3acofby
3/iHCHIOBAIOCS METO/IOM «BroOpy-BHH3».

19. JlemorpadiuHi noKazHUKH JOCTIZKYBaHOT CyTTeBuX BiAIMIHHOCTEH MiK rpynaMmu
nonyJsiuii (craTte, Bik, paca, TOLIO) JIKYBaHHS 32 JKOTHOIO i3 3apeecTPOBAHMX
aemorpadiyHUX 3MiHHHX He 0yJ10.

Hechaypan:
Cepenniii Bik: 39,8 poky

Hechaypan/mizazonam 25 Mrr/kr:
Cepenniii Bik: 44,6 poky

Hecpaypan/migazonam 50 mrr/kr:
Cepenniii Bik: 42,5 poky

I30¢aypan/migazonam 25 mrr/kr:
Cepenniii Bik: 45,1 poky

3oy pan/minaszonam 50 mrr/kr:
Cepenniii Bik: 43,2 poky

20. Pe3ynbraTy e(heKTUBHOCTI Hechaypan:
e MAK 18-30: 6,86
IR > MAK 31-65: 5,85
<70 Yac anecresii (xB.): 1

%ﬂEPEIUIAA 3POBNEHO
Yac 110 BIAKPHUTTS Oue

5&35” 3 OPHT IHANOM
188 1PHICTD
REPEKAARY 3ACBIAYYD
Kinaypic H.B.
\

V% I,p,eum@iaaumuuﬁ uon"'
R 38002596
Net (i
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Yac 10 cTickanHs KUcTi (xB.): 10

JMecduaypan/migazonam 25 MKr/kr:
MAK 18-30: H//1,

MAK 31-65: 4,93

Yac anecresii (xB.): 140

Yac 0 BiakputTTs oueit (xB.): 7

Yac 10 cTHCKaHHA KMCTI (XB.): 7

Hechaypan/minazonam 50 mxr/kr:
MAK 18-30: H/J1

MAK 31-65: 4,88

Yac anecresii (xB.): 149

Yac 1o BigkpuTTa oueii (xB.): 6

Yac 10 cTucKaHHA KUCTi (XB.): 7

I3odurypan/minazonam 25 MKr/Kr:
MAK 18-30: 1,10

MAK 31-65: 0,91

Yac anecresii (xB.): 161

Yac 10 Biakputta oueii (xB.): 19
Yac 10 cTHCeKaHHsA KUCTi (xB.): 21

130ty pan/minasonam 50 mkr/kr:
MAK 18-30:H/]1

MAK 31-65: 0,94

Yac BBeaeHHs aHecTeThka (xB.): 151
Yac 10 BiakpuTTa ouei (xB.): 16
Yac 10 cTucKaHHs KueTi (xB.): 18

21. Pesynbrath Oe3nexku Hechaypan:
Hypnora: 4
bmosanus: 3

Hecdaypan/minazonam 25 mrr/kr:
Hynora: 4
baoBanus: 1

Hechaypan/migazonam 50 mrr/kr:
Hynora: 4
bmopanns: 2

3oy pan/minazonam 25 Mrr/kr:
Hypora: 1
bmosanus: |

I3odaypan/minazonam 50 mrr/kr:
Hynota: 4
bnoBanHs: 2

22. BUCHOBOK (3aK/IIOUEHHS) JHechunypan BusiBuBcs Oe3nedHuM i

1,;_" N edexruBHUM iHranﬂuimiMﬂmemeHO
2\ A saransaux XipyETdAOnPo PRI HAIOM

| ——— RocToBIPHICTh

AR 3800259 49 BEPEKAARY 3ACBIAYYD

Kinavpic H.B. \
L




- 3agBHMK (BJIACHHK
peecTtpauiitHoro
- MOCBiJYEHHs)

JlecnypaH NpoaeMOHCTPYBAB Kpaili

XapaKTepPUCTHKH 1110/10 NPOoOYKeHHS nics
aHecresil.

IMignue: /Ixeccika Cparex
Enexrpouuuii mianuc: [hkeccika Caarex

[Tincrasa: 5 sarsep/iyio ueil JOKyMeHT
Jara: 18.01.2024 18:40 CST

E-mail: jessica_svatek@baxter.com(rianuc)

(I. 1. B.)

TEPEKNAA 3POGNENO
3rIAKG 3 OPNr IHANOM

AocToBIPHICTD
NEPEKAARY 3ACBIAYYD

Kimaypic H.B.\,\
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Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section V)

Clinical research report No 11

1. Name of medicinal product (if available — number Suprane, Inhalation Vapour, Liquid

of registration certificate):

2. The applicant

3. Manufacturer

4. the undertaken study:

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

5. Full name of clinical research, coded number of
clinical research

6. Phase of clinical research

7. Time frame of clinical research

8. Countries where the clinical research was
conducted

9. The number of persons under investigation:

10. Purpose and secondary objectives of the clinical
research

Baxter SA, Belgium

Baxter SA, Belgium

XI yes [ no if not explain

Medicinal product with complete dossier
(stand-alone dossier), other medicinal
product, new active substance

The Comparative Anesthetic Effects of -653
and Isoflurane with Nitrous Oxide and
Fentanyl in Surgical Patients;

1-653-06C

IND #32, 363

Phase II

24 Jul 1989 — 03 Feb 1990

United States

Planned: 120 subjects
Enrolled: 91 subjects
Analyzed: 91 subjects

To determine the safety and MAC reduction
of desflurane and isoflurane when
administered in combination with 60%




11. Clinical research design

12. Main inclusion criteria

' nitrous oxide and fentanyl, and to determine

the effects of this combination on the
, maintenance of, and emergence from
_anesthesia.

it me o ot

H

: study

13. Test medicinal product, method of
administration, efficiency

| 14. Reference substance, dose, method of

; administration, efficiency

| 15. Concomitant therapy

16. Efficacy evaluation criteria

» Patients undergoing elective surgical
procedures.

ASA Status: [ or II.

Age: 18 to 65 years, inclusive,

Sex: Male and Female.

after the nature of the study has been
fully explained.

i Treatment groups:
Group 1: 60% N20/O2/Desflurane

t Group 2: 60% N20/Oa/Desflurane with
fentanyl 3 pgikg

Group 3: 60% N20/0O2/Desflurane with
‘fentanyl 6 ug/kg

i Group 4: 60% N20/O2/Desflurane with
“fentanyl 9 pg/kg

;
Mode of administration: inhalation

]
&

‘Name of drug product: Isoflurane

-Treatment groups:
" Group 5: 60% N20/0»/Isoflurane with
. fentanyl 3 ng/kg

.Mode of administration: inhalation
fThere are no restrictions on other peri-

t operative or post-operative medications
. used. All concomitant medications given

Open-label, controlled, randomized, parallel

!
i

Patients giving written informed consent |

—_— ————— e e e

Name of drug product: Desflurane (I-653)

i
H
i
i
I
I

“were recorded on the appropriate case report ;

' form.

t

¢ Anesthetic agent MAC determination
and MAC reduction by fentanyl,

i induction to the time the inhalational

e Total duration of anesthesia (time from

138



17. Safety assessment criteria

|
| 18. Statistical methods
i
f
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agent was discontinued) and awakening
time.
¢ Mean end-tidal concentration required to '
maintain hemodynamics. '
» Additional fentanyl, antihypertensives
and inotropic agents required to maintain |
hemodynamics.
Time to open eyes.
Time to respond to verbal commands.

» Blood pressure, heart rate, oxygen
saturation, end-tidal COz and .
temperature were obtained prior to the !
induction of anesthesia, at 2 minute |

!
i

-~

intervals from induction fo incision, at 1
minute intervals for 5 minutes after |
incision, and every 15 minutes until the
. end of surgery. |
| Laboratory evaluations consisting of
hematology (WBC, RBC, platelets,
hemoglobin, hematocrit, MCV and
prothrombin time), serum chemistry
(sodium, potassium, chloride, BUN,
creatinine, calcium, albumin, glucose, |

bilirubin, CPK, SGOT, SGPT, alkaline '

. phosphatase), and urinalysis (pH,

i specific gravity, glucose, ketone, protein, :

WBC, RBC, casts, bacteria and crystals)

were performed at admission and post-

© operative period.

1o Electrocardiograph was monitored prior

to study drug administration and if

medically indicated, prior to study !
completion. i ‘

: Demographic data was summarized by
‘treatment/fentanyl dose group and then :
- pooled over fentanyl doses within each ‘
_inhalational agent.

i

‘Efficacy: The mean, median and range of
MAC were given by treatment/fentany] dose
group and by age stratum. cardiovascular

 function, respiratory parameters, inspired

. agent concentration, end-tidal agent

! concentration were also presented by

treatment group and by age stratum. '

Safety: Adverse reactions are summarized
i by severity and by body system.

{

; Laboratory data were compared to the

, corresponding normal ranges. Clinically




19, Demographic indicators of the population study
(gender, age, race, etc.)

i
i
- - - - e e e e
i

i
é 20. Efficiency results
i

"abnormally high and abnormally low
 laboratory values were summarized by time
and by treatment/fentanyl dose group.

The determination of MAC of inhalational
-agent was achieved by up-and-down
1 technique.
! There were no significant differences
i between treatments groups for any of the
: demographic variables recorded.

: Desflurane:
i Mean age: 39.9 yrs

Desflurane/Fentanyl 3 ng/kg:
Mean age: 42.5 yrs

IDesﬂurane/Fentanyl 6 ng/kg:
‘Mean age: 44.3 yrs

?

‘Desflurane/Fentanyl 9 pg/kg:
5 Mean age: 39.0 yrs

f Isoflurane/Fentanyl 3 pg/kg:

' Mean age: 37.9 yrs

: Desflurane:

‘MAC 18-30: N/A

iMAC 31-65: 4.37

| Anesthetic Time (min.): 121
+Time to Open Eyes (min.): 9

: Time to Squeeze Hans (min); 11

Desflurane/Fentanyl 3 ng/kg:
MAC 18-30: N/A

MAC 31-65:3.42

Anesthetic Time (min.): 83
Time to Open Eyes (min.): 5
Time to Squeeze Hans (min): 7

Desflurane/Fentanyl 6 pg/kg:
.MAC 18-30: N/A
‘MAC 31-65: 1.07

Anesthetic Time (min.): 129
: Time to Open Eyes (min.}: 4
i Time to Squeeze Hans (min): 6
11 Desflurane/Fentanyl 9 pg/kg:
"MAC 18-30: N/A
IMAC 31-65: N/A
* Anesthetic Time (min.): 129
, Time to Open Eyes (min.): 4
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!Time to Squeeze Hans (min): 5

‘Isoflurane/Fentanyl 3 pg/kg:
| MAC 18-30: 0.35
| ' MAC 31-65:0.30
' Anesthetic Time (min.): 117
Time to Open Eyes (min.): 11
Time to Squeeze Hans (min): 12
21. Safety results : There were no significant differences
; between treatments groups for any of the
demographic variables recorded.

 Desflurane:

: Nausea: 5

; Vomiting: 2

|

' Desflurane/Fentanyl 3 pg/kg:
Nausea: 2

Vomiting: 3

- Desflurane/Fentanyl 6 ug/kg:
Nausea: 7
Vomiting: 3

i Desflurane/Fentanyl 9 pg/kg:
‘Nausea: 8
! Vomiting: |

Isoflurane/Fentanyl 3 pg/kg:
‘Nausea: 6
Vomiting: 5

: 22. Conclusion (evaluation) 'Desflurane proved to be a safe and effective
“agent inhalational anesthetic for general
 surgical procedures. The concentration of
desflurane used needs to be reduced in the
presence of fentanyl and nitrous oxide.
{ Desflurane demonstrated supertor awakening
, from anesthesia.

F

Elactronically signed by: Jessica

i Ap}.) hcar.lt (hOId?r of Signature: Jessica Svatek Reasan: | approve ths document
registration certificate) o Date: jan 16, 2024 16:40 CST

! ' Email: jessica_svatek@baxter.com (signature)

|

|

L

___(Name)
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Hopnatok 30

1o IMopsiaky npoBe/ieHHs eKCNEPTH3M peecTpallifiHuX MaTepianis Ha Jlikapchbki 3acobu,
110 MOJAI0THCS Ha IePIKABHY peecTpaltiio (nepepeectpaiito),

a TAKOK EKCTIePTH3U MaTepialiB Npo BHECEHHS 3MiH 110 peecTpalifiHuX marepiais
MPOTAroM Jii peecTpaiiifHoro nocBif4eHHs

(myHkt 4 posainy 1V)

3BiT rpo KalHiuHe sunpodysanusa Ne 11

1. Hassa nikapcekoro 3aco0y (3a HasBHOCTI - Homep  Cynpan, napu s iHraasuii, pianta
peecTpauifHOro NOCBiueHHs)

2. 3asBHHK bakcrep C.A., benbris
3. BupoOnuk bakcrep C.A., benbris
4. [TpoeaeHi AOCHIKEHHS: X Tak [ Hi SAKIIO HI,

oOrpyHTYyBaTH

1) Tin sikapcbkoro 3aco0y, 3a skuM npoBoauaacs  Jlikapebkui 3acid 3a MOBHUM 10CKE
abo nuaHyeTbes peecTpalis (aBTOHOMHE J10Ch€), iHILHI TiKapChKUii
3acif, HOBA Jlil0Ya peYoBHHA

5. [loBHa Ha3Ba KJAIHIYHOrO BUNPOOYBaHHS, [MopiBHsiibHI aHecTeTH4HI edektn 1-653 Ta
KOJOBaHWi HOMEP KIiHIYHOrO BUIIPOOYBaHHA i30(aypaHny i3 3aKMCOM a30Ty Ta
beHTaHIIOM Y XipypriyHuX MauieHTiB;
[-653-06C
IND #32, 363

6. @aza kaiHIYHOrO BUNPOOYyBaHHs Dasa Il

7. Iepioa npoBeaeHHs KAiHIYHOIO BUNPOOYBaHHA 3 24 nunusa 1989 poky 1o 3 motoro 1990
POKY

8. Kpainu, ne npoBoaunocs kiiniune sunpoOypanus CLLIA

9. KibKicTh 10CTIKYBAHMX mmBgnnanosana: 120 nauientis,

MEPEKAAA 3POBAEHO
3riAke 3 OPHF IHANOM
0CTOBIPHICTD
REPEKAARY 3ACBIAYYD

Kinavele II.B.\\




10. MeTa Ta BTOpvHHI LiJ1i KAIHIYHOTO
BUMPOOYBaHHs

11. JTu3aiiy kniHi4yHOrO BUMpoOyBaHHsA

12. OcHOBHI KpUTepii BKIIOUEHHS

13. TocnimkyBaHuii Jikapcekuii 3acio, crnocid
3aCTOCYBaHHsA, cuia aii

14. [1penapat nopiBHAHHA, 1034, cnocid
3aCTOCYBaHHs, cuia Jii
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naiieHT
[IpoananizoBano: 91 nauienr

Buznauutu Oesneky Ta 3HmwkeHHs MAK
aechuypany Ta i3odypaHy npu BBeIEHHI Y
kombinauii 3 60 % 3akucom a3oTy Ta
(eHTaHJIOM, @ TAKOXK BU3HAYUTH BIUIMB LIET
koMOiHawii Ha MiATPUMKY aHecTe3il Ta BUXiA
3 Hel.

Biakpure KOHTPOJIBOBAHE PaHAOMi30BaHe
NOCII/UKEHHS Y apaie/ibHuX rpynax

e [lauieHTH, AKUM MPOBOJATHCS MJ1AHOBI
Xipypriuti BTpy4YaHHs.

e Craryc 3a WKaJIOK AMEPUKAHCHKOTO
TosapucrTia aHecresionoris (ATA): I abo
I1.

e Bik: Bia 18 10 65 pokiB BKIHOYHO.

e Crarb: 4OJIOBIKHM 1 KIHKH.
[TauieHTH HagaBaan MUCEMOBY
iH(hopMOBaHy 3rofy micis TOro, AK im
MOBHICTIO NMOACHEHO XapaKTep
JIOCITIJKEHHA.

Hassa aikapebkoro 3acody: aechnypan (I-
653)

I'pynn aikyBanHs:
I'pyna 1: 60 % N20/O2/nechnypan

['pyna 2: 60 % N20/O2/necdnypan 3
(eHTaHINOM 3 MKI/KI

['pyna 3: 60 % N20/Oz/nechnypan 3
dbenTaninom 6 MKr/Kr

['pyna 4: 60 % N20/O2/nechnypan 3
dentaninom 9 mkr/kr

Cnoci® BBegeHHs: IHraIsIL HHMI
Ha3sga aikapeskoro 3acody: izoduypan

I'pynn gikyBaHHa:
I'pyna 5: 60 % N20/Oz/izodnypan 3

denTaninom 3 MKr/kr

[TEPEKAAA 3POBAEHO
3riAHy 3 OPNF IHANON
OCTOBIPHICTD
BEPEKAARY 3ACBIAYY

Kinaveic H.B.
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15. CynyTHs Tepanis He Gys10 swoanux oOMekeHb 100
3aCTOCYBaHHS IHIIMX Npenaparis 10,
npotsarom abo nicns onepauii. Yei
3aCTOCOBAaHI CYMNyTHi npenaparu 0yJo
HEeoOXiIHO 3apeecTpyBaTH B ME/IMUHIH
KapTui nauieHTa.

Busnauenns MAK aHecteTHKa i
snmkerHss MAK ¢eunrauninom.

e 3arajpHa TPUBAJICTH aHeCTe3il (4ac Bij
IHAYKLIT 10 NPUNTHHEHHS BBEACHHS

16. Kpurepii oninku edexTHBHOCTI

iHraJAaUifHOTO Mpenapary) i yac
npoOyKEeHHS.

o Cepe/Hs KOHUEHTpALLIS B KIHLL BUIMXY,
HeoOXiaHa /1S MiITPUMKH
reMoJIMHAMIKH.

e JloaarkoBe BBeAeHHs (heHTaHINY,
rinOTeH3UBHUX Ta IHOTPOITHHUX
npenaparis, HEOOXiAHUX AJIA MIATPUMKH
reMOAMHAMIKH.

e  Yac 10 BiAKPHUTTS OYECH.

e Yac 10 peakuii Ha BepOanbHi KOMaHIH.

i 17. Kpurepii ouinku 6e3neku e AptrepialibHUi THCK, YAaCTOTY CEPLIEBUX

| CKOPOY€Hb, HACHYECHHS KUCHEM, PiBEHb
COz B KiHLi BUAMXY | TeMnepaTypy
OLIIHIOBAJIH JIO THAYKLIIT aHecTesit, 3
IHTEpBaJIOM B 2 XBUJIMHH BiJL IHAYKLIT 10
po3pi3y, 3 IHTEpBaJIOM B | XBHIIMHY
NPOTArOM 5 XBHJIHH ITic/Ist po3pisy i
KOHI 15 XBUIIMH 10 3aKiHYEHHS
orneparii.

e JlabGopaTopHi JOCHIPKEHHA, 1110
BKJIKOUAKOTH FeMaTooriuHi (JIeHKoLMTH,
€PUTPOLIUTH, TPOMOOLIUTH, remMoriobiH,
remMaToKpMT, cepe/iHii 00'eM
EPUTPOLUTIB i MPOTPOMOIiHOBMIA Yac),
OioXimMiuHI MOKA3HMKH CUPOBATKH KPOBI
(HaTpii, Kanii, XJI0pUAH, a30T CEHOBUHH
KpOBi, KpeaTHHiH, KaJbllii, anb0yMiH,
rimoko3a, 6inipydin, KOK, ACT, AJIT,
ayxHa docedarasa) i ananis ceui (pH,
MUTOMA Bara, riiroKo3a, KETOH, OIoK,
NICHKOLIMTH, EPUTPOLIMTH, LIMJTIHAPH,
Oaktepil i kpucTanu) Oynu BUKOHaHI NpH
HAIXOKEHHI i B micasonepauiiHoMy
nepioai.
e EnexrpokapaiorpadiyHuii MOHITOPUHT
NPOBOIMBCA TNIEpe/] BBEJAECHHAM
ocm;mcysaﬂoro npenapary i, 3a

MEPEKAAL 3POBAEHO
3r {AHv 3 OPNT IHANOM

AoctoBiPHICTb
NEPEKAAAY 3ACBIANYD

Kiwaveic H.B.|

laenTudikaviiinmil kon

N\ 38002596 'S




18. CraTucTHYHI METOIH

19. lemorpadiduni nokazsHHKH JOCHIKYBaHOT
nonysauii (crare, BiK, paca, TOII0)
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MeJIUYHUMH MOKA3aHHAMH, Nepej
3aBEPUICHHAM J0CTi/IZKEHHS.

Jlemorpadiuni nani Oyau yzaraibHeHi 3a
rpynamu JjiKyBaHHs/103010 genraniny, a
MoTiM JaHi 3a 1o3aMu (entaniny Oyau
00'e/iHaHI B paMKaxX KOMHOIO iHrasiiitHoro
rnpenapary.

EdexkTHBHIiCTB: cepeaiHe 3HAUEHHA, MeliaHa
ta aianazod MAK Gynu BKazaHi 3a1exHO BiJ
IpYIK JiKyBaHHs/1034 eHTaHly Ta BIKOBOT
kateropii. Jlaui o0 cepueBo-cyiIMHHOT
(GbyHKUIT, napaMeTpiB AUXaHHS,
KOHLIEHTpALT BAWXYBAHOIO npenapary,
KOHLIEHTpALLT npenapary B KiHIli BUANXY
Takox Oy/M npeacTapieHi B po30UBLI Mo
rpynax JiKyBaHHs 1 BIKOBMM rpynam.

Besnexa: nobGiuni peakuii Oyin
MiACYMOBaHi 3a CTYIMEHEM TAMXKOCTI 1 3a
CHCTEMAaMH opraHiaMy.

JlaGopaTopHi aaHi MOPiBHIOBAJIH 3
BIAMOBIAHMMH HOPMAJIBHUMH J11ala30HAMH.
KniniuHo BUpaxeHi BiAXHICHHS
n1abopaToOpHUX 3HAYEHb BiJ HOPMH
(30inblueHHs ab0 3MeHLIeHHs) OyIn
MiICYMOBAHI 3a 4acoM Ta rpyrnamu
JIKYBaHHA/103aMHU (heHTaHITY.

Busnavenns MAK inransuifinoro 3acoby
3A1HCHIOBAIOCH METOIOM «BrOpY-BHH3M.

CyTTEBHX BiIMIHHOCTEH MiXk rpynamu
NIKyBaHHs 3@ KOAHOIO i3 3apeecTpOBAHUX
aemorpadiuHuX 3MiHHHUX He OyJo.

Hechaypan:
Cepenniii Bixk: 39,9 poky

HMechaypan/pentanin 3 mxr/kr:
Cepenniii Bik: 42,5 poky

JMechaypan/dpentanin 6 Mer/kr:
Cepenniii Bik: 44,3 poky

Hechaypan/pentania 9 Mrr/kr:
Cepenuiii Bik: 39 pokis

%, [30¢urypan/penrania 3 mxr/kr:

INCPHiF BiK: 37.9 PR e AR 3POBRENO

3r[AHv 3 OPHF IHANOM
JocToBIPHICTD
REPEKAARY 3ACBIAYYD

Kinaypie u.a.\\




20. Pe3ynbTaTtn eeKTHBHOCTI

21. PesynbraTy Ge3neku

146

Hechaypan:

MAK 18-30: H/J{

MAK 31-65: 4,37

Yac anecresii (xB.): 121

Yac 10 BiakpuTTa oueit (xB.): 9
Yac n0 ctuckanHs kueti (xB.): 11

Hechaypan/dpentanin 3 MKr/kr:
MAK 18-30: H/[1

MAK 31-65: 3,42

Yac anecresii (xB.): 83

Yac 1o BiakpuTTs oueit (xB.): 5
Yac 10 cTHCKaHHS KMCTI (XB.): 7

Jechaypan/pentaniia 6 mrr/kr:
MAK 18-30: H/]

MAK 31-65: 1,07

Yac anecre3ii (xB.): 129

Yac no BiakpuTTa oueit (xB.): 4
Yac 10 cTUCKaHHs KUCTI (XB.): 6

Hecpaypan/pentanin 9 Mr/kr:
MAK 18-30: H/[T

MAK 31-65: H/]1

Yac anecresii (xB.): 129

Yac 10 BIAKpUTTS oueit (xB.): 4
Yac 10 cTHCKaHHS KUCTI (XB.): 5

[3o0duaypan/dpenTania 3 Mgr/kr:
MAK 18-30: 0,35

MAK 31-65: 0,30

Yac anecresii (xB.): 117

Yac no BiakpuTTa oueid (xB.): 11
Yac 10 cTHCKaHHs KUCeTi (XB.): 12

CyTTeBUX BIAMIHHOCTEH MK rpynamu
MiKyBaHHS 3a %OIHOIO i3 3apeecTpOBaHUX
nemorpadiuHuX 3MIHHMX He OyI10.

Hechaypan:
Hynora: 5
bmoBanus: 2

Hechaypan/pentania 3 Mrr/kr:
Hynora: 2
bmosanns: 3

HMecuypan/dentanin 6 Mr/kr:
Hynora: 7

Ty, BitoBanHs: 3

3r1AH 3 OPNI IHANON
AoctoBiPHICT
BEPERAAAY 3ACBIAYYD

Kinayeic H.B. \\
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Bmosanus: |

I3odaypan/pentania 3 MKr/kr:
Hynora: 6
bmoBanus: 5

22. BUCHOBOK (3aKJHOUYEHHS) Jlecdnypan BUsiBUBCS Oe3neuHUM |
e(heKTUBHUM IHraIALIHHAM aHECTETHKOM
JUIs1 3arajibHUX XIpypriuHux npouesyp.
KoHueHTpauito BAKOPUCTOBYBAHOTO
necuypany HeoOXiJIHO 3HU3UTH MPH
3acTOCYBaHHi (heHTaHiy 1 3aKUCy a30TYy.
Jechaypa npoaeMOHCTPYBaB Kpalili
XapaKTEPUCTHKH 1010 NMpoOY/UKEHHs mic/s
aHecresii.

3agBHUK (BIACHHUK IMianuc: Ixeccika Crarek
pe€ECTpalliHHOTO Enexrponnuit mianuc: /ikeccika Cparek

rIOCBi,H‘:[CHHH) ITizcrasa: 51 3aTBEpPKYIO 1IeH JOKYMEHT
Jlara: 18.01.2024 18:40 CST

E-mail: jessica_svatek@baxter.com(mianuc)

(IL.LB)

NEPEKAAR 3POGAEHO
3riAHG 3 OPNF IHANON

AocToBiPHICTD
SaE L BEPEKAARY 3ACBIAYYD

. Kinayeic H.B. ,\\

'5: \nenTudikauiinmii kon 4 ;
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Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section IV)

Clinical research report No 12

i

o e e

1. Name of medlcmal product (if available — number
of registration certificate):

AR VT K v S N £ 0

'Suprane Inhalatron Vapour quurd

2. The applicant

3. Manufacturer

L wiv t B e e i i e a v dr g Sraas e b o S

tl. the undertaken study:

e e s e e, e il e 40 8

Baxter SA, Belgium

. Baxter SA, Belglum

X | yes j O 1no % if not explain
i

L

i e iy e b o e o o o e B o

l) the type of medlcmal product for wh1ch the
registration was made or planned

5. Full name of elinical research, coded number of
clinical research

6. Phase of clinical research

7. Time frame of clinical research

8. Countrres where the clm1cal research was
conducted

5. The number of persons under investigation:

g e i

i Medlcmal product wnth eomplete dosswr
(stand—alone dossier), other medicinal

i product, new active substance

!

H

i

The Comparative Anesthetic Effects of
i Desflurane and Isoflurane During Coronary
| Artery Bypass Surgery

1-653-07
; !
[IND #32,363

Phase 11

3 Oct 1989 24 Jul 1990

Umted States

i

‘Planned: 120 subjects ,’
Enrolled L15 subjects
| Analyzed: 115 subjects l

10. Purpose and secondary objectwes of the clinical
research

PRV o PO S

. o

To evaluate the effectiveness (somat1c !
- sympathetic and hemodynamic responses to |
surgrcal stlmulatron) and safety of desﬂurane

{
{
| ]
E
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-as compared to isoflurane in cardiac surgical

patlents
11 Clmlcal research desrgn : Multi-center, open- label controlled
randomlzed paraIleI study
12. Main inclusion criteria e Patients undergoing electlve coronary
artery bypass surgery
o ASAILIMorlIV
e Age: between 35 and 80 years, inclusive
+ Sex: male or female
e Patients giving written informed consent

after the nature of the study has been
fully explamed %;

13 Test medtcmal product method of Name of drug product Desﬂurane
administration, efficiency

Dose: 1.0 to 2.0 MAC during induction and
1.0 MAC for maintenance

Mode of admmlstratlon Inhalatron

14. Reference substance, dose, method of Name of drug product. Isoﬂurane
administration, efficiency

Dose: 1.0 to 2.0 MAC during induction and %
1.0 MAC for maintenance

Mode of administration: Inhalation

o 4 o e e e e e N.,.,,emw,,. e i us r fmmgme om in d rtb A 518 S S W

| 15 Concomltant therapy i There are no restrlctlons on other peri-
operatrve or post-operative medications. All
' concomitant medications given will be
recorded on the approprlate case report form

16. Efficacy evaluation criteria : Intra-operatlve Parameters
-« Hemodynamic and biochemical
| parameters

{ e Mean and peak end-tidal

concentration of inhalational agent to

: maintain blood pressure and heart
rate within 20% of baseline

- » End-tidal concentration of

: inhalational agent at the end of
anesthesia

¢ Percent of patients needing additional
fentanyl dose and/or benzodiazepine
during induction and/or maintenance
of anesthesia inciuding ;
cardiopulmonary bypass

¢ The doses of additional fentanyl
and/or benzodiazepine during
maintenance of anesthesia inciuding
cardiopulmonary bypass; the time




U O SV VR PR B VR PP WS U PP

17. Safety assessment criteria

' 18. Statistical methods

i
i
H
i

sy o b i M

from induction to the administration
of these agents

o Duration of administration of
inhalation agent (from induction of
anesthesia to the time the inhalation
agent was discontinued before
cardiopulmonary bypass)

e Duration of administration of
inhalation agent after
cardiopulmonary bypass until the end '
of surgery ;

e Number of patients needing
additional antihypertensive, beta-
blocker, anticholinergic and inotropic
agents to control heart rate and blood '
pressure

Postoperative Parameters
. Incndence of 1ntra-operat1ve recall

- e kb v, « oy

i ® Medlca] history, physical examination, i

12 lead electrocardiogram (ECG) and
laboratory evaluations consisting of
hematology, hemoglobin, hematocrit and
serum potassium were performed at !
admission and in the post-operative
period. 1

e Discharge information and adverse
reactions were collected. Adverse events
were rated by the investigator by severity
and relationship to study drug. The times |
from surgery to the times the patient was
discharged from the ICU and from the
hospltal were collected.

!
i

Demographlc data was summarized by

- center by treatment group and then pooled
-over all centers.

= Efficacy: Hemodynamic and biochemical
. parameters, inspired agent concentration,
‘end-tidal agent concentration, number of

patients requiring additional fentany! and/or

: benzodiazepine and duration of
“administration of inhalational agent were

the pooled analyses.

also presented by treatment group and by
. center. The overall conclusions are based on '

4
i

Safety Adverse reactions were summarized
by severity and by body system. Laboratory
' data were compared to the corresponding

‘normal ranges. Clinically abnormally high

150




s & e e ey e i i e, b o i e R

-19. Demographic. indicators of the populatlon study
(gender, age, race, etc.)

20. Efficiency results

wonsd

1 Sex (male/female): 48/9

1 ASA status (II/II/IV): 2/27/28

EpH: 7.35;7.36

151

| and abnormally low laboratory values were
summarrzed by t1me and by treatment group %‘

There were no 51gn1ﬁcant drfferences !
 between treatments groups for age ot body
weight at baseline. The distribution of sex,
I'race and ASA status. was comparable
between the two groups,

Desflurane

Age (yrs): 60.3
Weight (kg): 86.1
Height (cm): 173

Race (Caucasian/Black/Hispanic/Other);
50/4/0/3

Isoflurane

Age (yrs): 60.4

Weight (kg): 83.1

Height (cm): 170

Sex (male/female): 42/16

Race (Caucasian/Black/Hispanic/Other):
50/6/1/1

- ASA status (I/IIVIV): 1/23/32

)

Desﬂurane

Baselme, End of Surgery:

. MAP (mmHg): 115; 93.5

. Heart Rate (BPM): 60.1; 83.5

{ Pulm Diast (mmHg): 14.2; 14.6

 Pulm Cap Wedge P (mmHg): 16.1; 12.5
‘ Cardiac Output (L/min): 5; 5.2% _
: O2/Sat (%): 98.4; 99.5 ;
“PaCO; (mmHg): 43.6; 37.3

:pH: 7.35;7.36

' SVR (dynes/S/cm): 1380; 1164

PVR (dynes/S/cm®): 103.9; 145.2

. Cardiac Index (L/min/m?): 2.5; 2.6*

' Stroke Vol. Index (mL/beat/m?): 42.69;
31.71%

[ERTE . R L R A

it vy e e e b

“Isoflurane

"Bascline: End of Surgery: :
: MAP (mmHg): 119; 97.2 *
. Heart Rate (BPM): 64.2; 90.5 §
{ Pulm Diast (mmHg): 13.0; 13.7 !
{ Pulm Cap Wedge P (mmHg): 14.5; 12.8

j Cardiac Output (L/min); 5.4; 5.2

' O2/Sat (%): 98.0; 99.2

 PaCO; (mmHg): 43.4; 38.6




| SVR (dynes/S/em®): 1348; 1309
'PVR (dynes/S/cm®): 98.3; 144.2 ;
' Cardiac Index (L/min/m?): 2.8; 2.6 %
i Stroke Vol. Index (mL/beat/m?): 44.84;
29.93

*The mean change from baseline for ,
desflurane is significantly different from the
mean change for isoflurane (p <0.05)

'21. Safety results

‘Desflurane

Adverse Events - Possibly Related: 2
: Deaths - Not Related: 2

| Days to Discharge from ICU: 2.1
Days to Discharge from Hospital: 9.9

Isoflurane

Adverse Events - Possibly Related: 1
Deaths - Not Related: 2

Days to Discharge from ICU: 2.6
Days to Discharge from Hospital: 10.5

22. Conclusion {(evaluation)

registration certificate)

Neither Oz/isoflurane nor Oz/desflurane
caused any consistent hemodynamic

i changes. The majority of the patients had
" experienced decreases of hemoglobin and
" hematocrit due to blood loss (during the
surgery) or hemodilution with intravenous
fluids. Four patients died after the end of |
i surgery but prior to discharge from the :
' hospital. Two received desflurane, two :
received isoflurane. None of the deaths were |
considered related to the anesthesia.
Desflurane was comparable to isoflurane

- with respect to both safety and efficacy for
' patients undergoing coronary bypass
 surgery.

e i < ‘Ef;ct;or;t“éa?ly;;nad‘b e s e S e < s e
. Svatek

Slgnature: fBSSIGﬂ Sl/ﬂfﬁk Reason; | approve this document

Date: Jan 18. 2024 18:40 CST

Email: _jessica_svatek@baxter.com (signature)

(Name)
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Hopatok 30

| 1o TTopsiaKy NpoBeeHHs eKCNepTH3N peecTpaLliifHuX MaTepiani Ha J1iKapehbKi 3aco0H,
| 1110 MOJAI0TLCS Ha ISPKaBHY peecTpallito (rnepepeectpailito),
i a TAKOK EKCIEPTH3M MaTepiaiiB Mpo BHECEHHs 3MiH 10 peecTpalliiHX MaTepiaiB
|
\

MPOTATOM JIiT peecTpaliiHOrO MOCBIYEHHS
(nyHkt 4 po3ainy V)

3BiT npo KiiniuHe Bnpodysanus Ne 12

1. Hazga nikapcbkoro 3aco0y (3a HasiBHOCTI - HOMEp
peecTpaiiifHOro MoCBiYeHHs)

2. 3asBHUK

3. BupobHuk

4. ITpoBeneHi AOCHIUKEHHS:

1) TMN NnikapcbKoro 3aco0y, 3a AKMM MpOBOMIACS
abo nuanyeTbes peecTpallis

5. IToBHa Ha3Ba KJIIHIYHOIO BUIPOOYBAHHSA,
KOJIOBAHMH HOMEpP KJIIHIYHOro BUMpoOyBaHHs

6. Maza KAiHIYHOTrO BUNPOOYyBaHHs

7. llepioa npoBeAeHHs KATHIYHOTO BUIIPOOYBaHHS

8. Kpainu, ae npoBoauiocs kiiHiuHe BUnpoOyBaHHs

9. KinbKicTh J10CHIKYBaHHX

Cynpas, napu uist iHraiasuii, piguna

bakctep C.A., benbris
bakctep C.A., benbris

XK rtak [ Hi SIKLIO Hi,
ofbrpyHTyBaru

Jlikapcbkuii 3acib 3a MOBHUM J10CHE
(aBTOHOMHE JI0CKE), IHIIMH JTiKapChKHii
3acib, HOBa Jit0Ya peyoBHHA

[TopiBHAABHI aHecTeTHYHI e(heKTH
nechnypany Ta izodaypasy nij yac
ornepaiii a0pTOKOPOHAPHOTO IYHTYBaHHA

1-653-07

IND #32,363
Maza Il

3 3 soBTHA 1989 poky g0 24 nunus 1990
poKy

CIHA

3ansanorana: 120 nauieHris
Byan Braw4eni B gocaigxkenns: 115

3r|nuu 3 OPNT IHANOM
BocToBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kinayric H,B.




10. MeTa Ta BTOpUHHI LiJli KJIIHIYHOTO
BUNpPOOyBaHHs

11, [luzaiin kiiHi4HOrO BUNpoOyBaHHA

12. OcHOBHI KpUTEpIi BKIIOYEHHS

13. locaimiyBanuii nikapebkuii 3acid, cnocid
3aCTOCYBaHHA, CHia il

14. Ilpenapat nopiBHsiHHA, 1034, cnoci

3aCTOCYBaHHSA, CHIa AiT

15. CynyTHs Tepariis

16. Kputepii ouinku eeKTHBHOCTI

m«KPAm nm»‘ 3\

Ouinnry edekTuBHICTH (COMATHYHI,
CUMMATHYHI Ta reMOAUHAMIYHI peakuii Ha
XipypriuHy cTUMYJIsiLIiKO) Ta Oe3rneky
necduypaty nopiBHIHO 3 i30daypaHoM y
KapioXipypriyHuX MaifieHTiB.

bararolieHTpOBe BiAKPUTE KOHTPOJILOBAHE
paHIOMi30BaHe JOCiKEHHS Y
napajejbHHUX rpynax

o TlauieHTH, IKUM MIPOBOANTHCS MIAHOBE
A0PTOKOPOHAPHE LIYHTYBAHHS

e Craryc 3a WIKaJ0K AMEPHKAHCHKOTO
ToBapHcTBa aHectesionoris (ATA) I1, 111
abo IV

e Bix: Bix 35 no 80 pokis BKi1tO4YHO

e (CraTh: YOJIOBIKH Ta WKIHKH

e [lauieHTy HaJABAIK [TUCEMOBY
iHpopMOBaHy 3rojty micist TOro, siK iM
MOBHICTIO MOSCHEHO XapaKTep
JOCITIPKEHHSL.

Hasga aikapcbkoro 3acoby: necdaypaH

Ho3a: Big 1,0 go 2,0 MAK niig yac iHgykumif i
1,0 MAK anst miaTpumku

Cnocib 3acTocyBanHs: lHFaJIHLLlHHHH

Hasga nikapebkoro 3aco0y: :30cbnypaH

Hoza: Bijg 1,0 no 2,0 MAK nipg vac inaykuii i
1,0 MAK ans miaTpumMku

Cnoci6 3acTocyBaHHs: iHransinHui

He 0yJ10 s0aHHUX 00OMEMKEHB 111010
3aCTOCYBaHHA iHLIMX Mpenaparis 10,
npotsiroM abo nicns onepauii. Yci
3acTOCOBaHI CyNyTHI npenapatu Oyno
HeoOXi/IHO 3apeecTpyBaTH B MEHYHIM
KapTLi NalieHTa.

Inrpaonepauiiini napamerpu
e [‘emonmHamivHi Ta GioximiuHi
MOKa3HUKH
e CepenHs i NiKOBa KOHUEHTpALLis
iHrassuidHoro 3aco0y B KiHLi
BUIIMXY 1A THATPUMKH
apTepiajbHOrO TUCKY i 4YaCTOTH
NCEPLEBAX CKOPOUEHD B MEKaX 20 %
41 BUXiTHOTO piBHSA
MEPEKAAA 3POBNEHO
3r{Alo 3 OPNT IHANOM
AocToBIPHICTD

N

l,neumd&mau.mmﬁ R /‘?
38002596 /-
% Netl o1

NEPEKAAAY 3ACBIAYYD
Kinayeic H.B.M




17. Kpurepii ouinku Oe3nexu
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o KonuenTtpauis inransuiiinoro 3aco0y
B KiHIli BHIMXY MPH 3aBEpLICHHI
aHecresii

e Bixcotok nauieHTis, ski norpedyiors
JI0ZIATKOBOIO BBEJACHHS (PEHTaHITY
ta/abo GeHsoaiazeniny mij yac
iHAYKLiT Ta/ab0 miaTpUMKH aHecTesii,
BKJIIOYAIOYH LUTYYHUI KPOBOOOIT

e JlomaTkoBi 1034 (eHTaHiny Ta/abo
Oensoniaseniny iz yac
MiATPUMYIOUOT aHecTesil,
BKJTFOYAIOYH LITYHYHHH KpOBOOOIr;
yac BiJ iHAYKLIT 10 BBEAEHHS LIMX
npenaparis

e  TpuBanicTh BBEJCHHS iHraisaLiiHOrO
3aco0y (Bia iHAYKLIT aHecTesii 10
MPUITHUHEHHS BBEICHHS
iHransuiiinoro 3acody nepen
MPOBECHHAM LITY4HOTO
KpoB00Oiry)

e TpuBanicth BBeJEHHA IHraMALIHHOTO
3aco0y micJis WTY4YHOro KpoBooOiry
JI0 3aBepIIEHHs onepauii

e KinpkicTh naijieHTis, AKi
notTpeyoTh J0/1aTKOBOrO BBEICHHS
rinoTeH3UBHUX npenaparis, Oera-
OaokaTopis, aHTUXOJIIHEPriYHUX Ta
IHOTPOIHUX TIpernapaTis s
KOHTPOJIIO YACTOTH CEPLEBUX
CKOpOYeHb Ta apTepiaibHOTO TUCKY

[Ticasionepaniiini napamerpu
e Yacrora npoOyzKeHHs 1 vac
OMNepaTHBHOIO BTPYYaHHS

e [Ipu HaAXOMKEHHI | B
nicagonepaiiiiHoMy nepioi OLiHIOBANK
aHAMHE3, NPOBOAWIH (Di3HKaTBEHUHA
ornsn, enexrpokapaiorpagito (EKIY) B
12 BigBeneHHsX i nabopaTopHi
JOCIIKEHHS, BKJIIOYaOUH
reMaToJIOriuHi MOKa3HUKH, reMornodiH,
reMaTOKpPHT i KaJlili B CHpOBATIL KPOBI.

e byna siOpauna indopmatiis nNpo BUIMCKY i

nHebaxxani spuia. Hebaxani asuina

OL[IHIOBAJIUCS TOC/TIZIHMKOM 3a CTYTIEHEM

TAMKOCTI i 32 B3aEMO3B'A3KOM 3

JOCTIKYBaHUM nipenapaTtom. byau

3i0paHi aHi npo vac Bij onepauii 10

Ry, MOMEHTY BUIHCKH natieHTa 3

i/U1iIeHHs IHTeHCUBHOT Tepanii Ta 3

Mapni. TEPEKNAR 3POBAEHO

- CKPATIR nm»‘%; 3C1AHO 3 OPKT |HANOM
N AoctoBiPHICTD

Inesnwgivauivnd o8 /) REPEKAAAY 3ACBIAYYD
Kinayeic H.B.




18. CtaTUCTHYHI METOAU

19. lemorpadiuni nokazHUKH J10CiKYBaHOT
nonynsuii (cTare, BiK, paca, TOLIO)

20. Pe3ynbraTi e(hpeKTUBHOCTI

156

Jlemorpadiuni nani Oyau y3araabHeHi y
LEHTPax 3a rpyrnamu JIiKyBaHHs, a MoTiM
JaHi Beix neHTpiB Oyau ob'eHaHi.

EdexTuBHIiCTL: reMoIMHAMIUHI Ta
GioximiuHi apamMeTpy, KOHLEHTpallis
iHraIAUiiHOrO Mpenapary Ha BJHXY,
KOHLIEHTpallisi npenapary B KiHLi BUANXY,
KIJIBKICTB MalieHTiB, AKi NoTpedyloTh
JIOJIATKOBOTO BBEAEHHS (peHTaHiny Ta/abo
OeH30/1iaseniHy, Ta TPUBAIICT BBEACHHS
iHraJISiHHOTO Npenapary Takox O0yiu
npeacTaBieHi y po30uBLi 3a rpynamu
NIKYBaHHs Ta UEHTPaMu. 3arajibHi BUCHOBKH
3aCHOBaHi Ha 00'€/IHAHOMY aHali3i.

bBesnexa: noGiuni peaxuii Oynu
MiZICyMOBaHi 3a CTYNeHeM TSHKKOCTI i 3a
cucteMamu opradizmy. JlaboparopHi naHi
MOPiBHIOBAJIM 3 BiAMOBIAHUMH
HOpMaabHUMH AianazoHamu. KiniHiuHo
BUpaKeHi BiaxuaeHHs 1abopaTopHUX
3Ha4YeHb BiJ HOpMH (30iablLeHHs abo
3MEHILeHHs ) OyJIu MiIcyMOBaHi 3a 4acoMm Ta
rpynamu JgiKyBaHHs.

Ha BuxigHOMYy piBHI He OyJ10 BUABJICHO
CYTTEBUX BiMIHHOCTEH MiX rpynamu
niKyBaHHs 3a BikoM abo mMacoro Tina.
Po3noain 3a cTarTio, pacoro Ta CTaTycom
ATA OyB nopiBHAHHUM MK ABOMA
rpynaMM.

Jechaypan

Bik (pokig): 60,3

Maca tina (kr): 86.1

3pict (eM): 173

Cratb (yonosik/skinka): 48/9

Paca (eBponeoian/Herpoiau/icnancbkoro
noxopkeHus/inmi): 50/4/0/3

Cratyc ATA (IVIII/IV): 2/27/28

I30¢aypan

Bik (poki): 60,4

Maca Tina (kr): 83,1

3pict (em): 170

Crath (yosoBik/xinka): 42/16

Paca (eBponeoinn/Herpoian/icnancbKoro
noxomkeHHs/inimi): 50/6/1/1

iy pan MEPEKNAR 3POBAENO

uct Bt pigenn: Kindl bitpadiOPHT IHANOM
: HocioslPHiCTb

REPEKAARY 3ACBIAYYD

Kinaveic u.a.\\
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Cepenniii AT (Mm prt. ct1.): 115; 93,5
Yacrora cepueBux ckopoueHs (BPM): 60,1;
83.5

Jleren. miacron. (mm pr. ct1.): 14,2; 14,6
THCK 3aKIMHIOBaHHS B JIEreHEBUX Karijaspax
(MM pt. c1.): 16,15 12,5

Cepueuii Bukua (1/xs): 5; 5,2*
Oy/nacuuenns (%): 98.4: 99.5

PaCO; (mm prt. cT.): 43,6; 37,3

pH: 7,35; 7,36

SVR (,U,PIH/C/CMZ): 1380; 1164

PVR (aun/c/em?): 103,9; 145,2

Cepuesuii ingekce (1/xs/M?): 2,5; 2,6*
[HEeKC CHCTONIMHOTO 00'€MY KPOBOTOKY
(Ma/ynap/m?): 42,69; 31,71%*

Izodaypan

Buxianuii pieHb; KiHELb Onepaitii:
Cepenniit AT (MM pr. c1.): 119; 97,2
Yacrora cepueBux ckopoueHb (BPM): 64,2;
90.5

Jleren. piacron. (Mm pr. ct.): 13,0; 13,7
THCK 3aKIMHIOBAHHSA B JIETEHEBUX Kamiisapax
(Mm pT. ct1.): 14,55 12,8

Cepuesuii BUkug (1/xe); 5,4; 5,2
O»/nacuuenns (%): 98,0; 99,2

PaCO; (mm pt. c1.): 43,4; 38,6

pH:7.35% 7,36

SVR (aun/c/em?): 1348; 1309

PVR (aun/c/ecm?): 98,3; 1442

Cepuesuii inaeke (n/xs/m?): 2,8; 2,6

[naexc cuctoniuHoro o0'eMy KpoBOTOKY
(ma/ynap/m?): 44,84; 29,93

*CepeHs 3MiHa BijJl BUXITHOTO PiBHS 15
necuiypaHy 3Ha4HO BiIpi3HAETHCS Bill
cepeaHbOT 3Minu A izopaypany (p < 0,05)

21. PesynbraTu Oe3neku Hechaypan
HebaxaHi siBUIIA — MOKJIMBO 1MOB’s3aHi: 2
JletanbHi BUNaKyu — He NOB'A3aHi: 2
JIHi 710 BUITMCKHM 3 BiJULiIEHHS IHTEHCHBHOT
Tepanii: 2,1
JIHiB 10 BUNuUcKH 3 nikapHi: 9,9

[30¢aypan
Hebaxkani siBuLIa — MOXKIMBO NOB’ s3ani: |

JleTansHi BUNAaAKKU — He NOB'A3aHi: 2

JIHIB /10 BUIMCKH 3 BiJUII/IEHHS IHTEHCHBHOT
Tepanii: 2,6

JIHiB 10 BUNKCKH 3 nikapHi: 10,5

li O2/isodnypan, Hi O2kEedKyl 38 06 NEHO

22. BUCHOBOK (3aK/IHOUYEHHS)

: : N Wgpuunnsam skonnnx SRR GRRTMANON i
(S \(KPATIA N> 15 AocToIPHICTS ‘
(2R penrudikaulitniit KOA gy nE PE“‘A‘, SACB l .'.'D

RSN 38002596

Kinayeic H.B. \\




3aaBHUK (BJIACHHK
peecTpauiiiHoro
MOCBIIMEHHS)

IMignue: Jkeccika CraTex

Enextponuuit nianuc: xeccika Cparex
[Tincrasa: S 3arBepaxkyto ueil J0KyMEHT
Jlara: 18.01.2024 18:40 CST
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reMoAuHaMiku. Y GibLIOCTI MaLieHTIB
CTIOCTEPITaNocs 3HHIKEHHS PIBHA
remMorso0iHy Ta reMaTOKpHUTY uepes
KpoBOBTpaty (nij yac onepatii) abo
reMOJMIIIOLLIIO BHYTPILIHBOBEHHHMH
piavHamu. Byio 4OTHPH NeTalibHI BUITAJIKH
nic/is 3aKiHYeHHs onepawii, ajae 10 BUTHCKH
3 jlikapHi. Y JBOX BMITaJKax 3aCTOCOBYBABCS
nechaypan, y aBox — izopaypan. XKojeH 3
JIeTaJbHUX BHITAKIB He BBAXKABCH
nos's3aHuM 3 aHectesiero. [lecaypan Oys
nopiBHAHHUHA 3 i30daypaHoMm siK 3a
napametpaMu Oe3neku, Tak i 3a
e(eKTUBHICTIO y MALi€HTIB, AKUM
IMPOBOMIIN ONEpaLilo KOPOHAPHOTO
IIYHTYBaHHS.

E-mail: jessica_svatek@baxter.com(mniarnuc)

(I. L. B.)

TEPEKNAA 3POBAENOD
3riAHY 3 OPNTIHANON

AoctoBiPHICTb
REPEKAARY 3ACBIAYY

Kivaypic H.B.

002596 V3
e Net 2 .‘?
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Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate

(art. 4, section IV)

Clinical research report No [3

1, Name of medicinal product (if available — number . Suprane, Inhalation Vapour, Liquid

of registration certificate):

2. The applicant

3. Manufacturer

4, the undertaken study:

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

5. Full name of clinical research, coded number of
clinical research

6. Phase of clinical research

7. Time frame of clinical research

8. Countries where the clinical research was
conducted

9. The number of persons under investigation:

10. Purpose and secondary objectives of the clinical
research

Baxter SA, Belgium

Baxter SA, Belgium

X yes [ no if not explain

Medicinal product with complete dossier
(stand-alone dossier), other medicinal
product, new active substance

A Final Report of the Safety and Efficacy of
Desflurane Versus Fentanyl in Patients
Undergoing Coronary Artery Bypass Surgery

[-653-07A

IND #32,363

Phase |

17 Apr 1990 — 26 Feb 1991

United Kingdom

Planned: 60 subjects
Enrolled: 50 subjects
Analyzed: 50 subjects

To determine the safety and efficacy of
desflurane versus fentanyl for coronary
artery bypass surgery.




. 11. Clinical research design

% 12. Main inclusion criteria

13. Test medicinal product, method of
adminjstration, efficiency

14, Reference substance, dose, method of
administration, efficiency

e s mmm— mpimvan m—

15 Concomltant therapy

16. Efficacy evaluation criteria

Open-label, randomized, active-controlled

- study

}
§

]
k|

|

|
|

l
|
?

» Patients undergoing elective coronary
artery bypass surgery

o ASA Status: IL, lll or IV

e Age: 35 to 80 years, inclusive

e Sex: male or female

i@ Patients giving written informed consent

| after the nature of the study has been

fully explained.

i Name of drug product: Desflurane

Dose; 1.0 t0 2.0 MAC

Mode of administration: inhalation

Name of drug product: Fentanyl
Dose: up to 50 pg/kg

Mode of administration: intravenous

O

. There were to be no restrictions on other

peri-operative or post-operative medications
used. All concomitant medications given

- were to be recorded on the appropriate case
report form

'Intra- -operative parameters

¢ Hemodynamic and biochemical
parameters {measured at previously
mentioned intervals).

e Mean and peak end-tidal desflurane and
halothane (if administered for light
anesthesia in fentanyl treated patients)
concentration required to maintain blood
pressure and heart rate within 20% of
baseline.

' End-tidal desflurane agent concentration

at the end of anesthesia.

o The doses of thiopental, fentanyl, and/or
midazolam during induction and/or
maintenance of anesthesia including
cardiopulmonary bypass; the time from
induction to the administration of these

agents.

¢ Percent of patients needing additional
fentanyl, midazolam, thiopental, and/or
halothane during induction and/or

;
i
|

———— e
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'

18. Statistical methods

? e
%

17. Safety assessment criteria

161

maintenance of anesthesia including
cardiopulmonary bypass.

e Duration of administration of desflurane
(from induction of anesthesia to the time |
the desflurane is discontinued before
cardiopulmonary bypass, duration of
administration of desflurane after
cardiopulmonary bypass until the end of |
surgery). '

¢ The patients needing additional
antihypertensive, beta blocker, .
anticholinergic, and inotropic agents to
control heart rate and/or blood pressure.

¢ The specific agents and doses used to !
control heart rate and/or blood pressure
and the time from induction to the
administration of these agents.

Post-operative parameters
¢ The incidence of intraoperative recall.

s Patients were to be questioned about
adverse events that occurred during the |
study, including their severity (mild, '
moderate or severe). The relationship to

~ drug was to be determined by the |

i investigator as either rémote, possible or .

¢ probable. '

¢ The time from when the patient
underwent surgery until discharge from
the ICU or recovery room was analyzed.
Thetime from when the patient '

' underwent surgery until discharge from

~ the hospital was analyzed.

+e Laboratory evaluations consisting of
hemoglobin, hematocrit and potassium
were performed at admission and during
the post-operative period.

¢ Electrocardiograms were monitored at
admission, prior to study drug
administration, and prior to study
completion.

Demographic data were to be summarized by
treatment group.

Efficacy: Cardiovascular function,
| respiratory parameters, duration of
: anesthesia, end-tidal desflurane
_concentration, total dose of fentanyl, intra-
i operative recall, number of days to discharge
{ from the ICU, and number of days to
discharge from the hospital were also to be
presented by treatment group.




(gender, age, race, etc.)

20. Efficacy results

+ 21, Safety results

i
)

b
I

[

: Safety: Adverse events were to be
~summarized by severity and by body system.

| The quantitative efficacy parameters were to

be analyzed by analysis of variance. The
categorical data and adverse event
incidences were to be analyzed by a chi-
square test. Laboratory data were to be
compared to the corresponding normal
ranges. Clinically abnormally high and

i abnormally low laboratory values were to be
summarized by time and by treatment dose

 group.

19. Demographic indicators of the population study | Desflurane/Oz: Mean Age 59.9; ASA I =

1 10; ASA-III = 15

Fentanyl/O2: Mean Age 59.9; ASA 11 - 10;

% ASA-III-15

[
i

—_—— - — ——— e e e

I Desflurane

{ Days until discharged from ICU: 1.3
, Days until discharged from Hospital: 10.8

'Fentanyl

. Days until discharged from ICU: 1.2

Desflurane

' Days until discharged from Hospital: 8.8

¢ Cardiovascular adverse events: 12%.
Nervous system adverse events: 0%

‘Fentanyl

Cardiovascular adverse events: 32%
Nervous system adverse events: 4%

“22. Conclusion (evaluation)

i
J
i
E
i
(: Applicant (holder of Signature:
{ registration certificate)

Desflurane is a safe and effective inhalation
agent when used for anesthesia before and
after cardio-pulmonary bypass. Desflurane
treated patients exhibited hemodynamic and
biochemical parameters that were generally
as stable as those seen in fentanyl patients.

Jessica Svatek

Reasen: | ap,

Elactronically signed by: Jassica
Svatek

va this document

Date; Jan 18. 2024 1840 CST

Email; jessica_svatek@baxter.com

(signature)

(Name)

|
|
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Jlopatox 30

1o [Mopsaky npoBeieHHS EKCNePTH3N peecTpaLliiiHMX MaTepialliB Ha JliKapebKi 3aco0u,
1O TOJIAIOTHCA HA AEPKABHY peeCTpallito (nepepeectpario),

a TAKOK €KCMEPTU3H MaTepiaiiB Mpo BHECEHHS 3MiH JI0 peecTpaliiiHux MaTepiais
MpOTArom Aii peecTpaLiifHoro nocsig4eHHs

(nyHkT 4 po3ainy 1V)

1. Hazga nikapcekoro 3aco0y (3a HasBHOCTI - Homep  CynpaH, napu s iHransauin, piavsa
peecTpaLiifHoro MocBiueHHs:)

2. 3asBHUK bakcrep C.A., benbris
3. Bupobuuk Bakcrep C.A., Benbris
4. IpoBeneHi A0C/iKEHHS: K Tak [0 Hi KO Hi,

OOrpyHTYBaTH

1) Tun nikapebkoro 3acoly, 3a skuM npoBoauaacs  Jlikapebkuii 3acid 3a NOBHUM J10ChE
abo nuaHyeTbes peecTpaltis (aBTOHOMHE JIOChE), IHLIMHI JIIKAPChKUA
3aci0, HOBA Jil04a peyOBHHA

5. [MoBHa HazBa KJIiHIYHOTO BUNIPOOYBaHHS, Dinanbumii 38iT 3 Oe3nekn Ta ePeKTUBHOCTI

KOJOBaAHHI HOMEP KJIHIYHOTO BUNPOOYBaHHs AecuypaHy nopiBHAHO 3 (peHTaHLIOM Y
NauieHTIB, AKUM MPOBOJMUTLCA Ornepatlis
A0PTOKOPOHAPHOTO LIYHTYBaHHA

[-653-07A

IND #32,363

6. ®aza KJIIHIYHOrO BUMPOOYBaHHA Daza |

7. llepioa npoBeaeHH s KIIHIYHOrO BUNPOOYBaHHS 3 17 kBiTHa 1990 poky 1o 26 motoro 1991
pOKYy

8. Kpaiuu, ae npoBoaniocs kiiHidHe Bunpodysanus O6'eanane KopoaiscTro

3annanosana: 60 nauieHTIB
CyJ/IH BKJIIOYEHI B Jocaiakenus: 50

MEPEKNAA 3POBAEHO
3r iAo 3 OPHT IHANOM
RocToBIPHICTD |
NEPERAARY 3ACBIAYYD

2277 RIsii iy \’\

9. KifibKiCTh 10CHIKYBAHUX




10. MeTa Ta BTOpUHHI LTI KJIIHIYHOIO
BUITPOOYBaHHS

11. [In3aiid kniHiuHOro BUNpoOyBaHHs

12. OcHOBHI KpUTEpiT BKIKOYEHHH

13. NocnipkyBanuit likapebKkuit 3acib, cnocid
3acTOCYBaHHsA, cHaa il

14. I1penapar nopiBHAHHSA, /1034, cnocid

3aCTOCYBAHHSA, CHa Jif

15. CynyTHa Tepanis

16. Kpurepii o1liHKH eeKTHBHOCTI

164

naiieHTiB
Ipoananizoano: 50 nauieHTiB

Buznauntn Ge3neky ta eheKTHBHICTD
aecuiypany nopiBHsHo 3 enraniziom npu
A0PTOKOPOHAPHOMY LIYHTYBAHHI.

Biakpure panaomizoBaHe A0C/HIKEHHS 3
AKTHBHUM KOHTPOJIEM

o [lauieHTH, SKMM MPOBOANTHCA NJIAHOBE
A0PTOKOPOHAPHE LLYHTYBAaHHs

e Craryc 3a wKagow AMEPUKaAHCHKOTO
ToBapuctpa anectesionoris (ATA) 11, 111
abo IV

e Bix: Bia 35 1o 80 pokis BK/IOUHO
Crarb: 4O/IOBIKH TA HKIHKH
[TaiienTH HagaBaJu MUCLMOBY
inopmoBany 3roay nicns Toro, siK
Xapakrep AociaKeHHs OyB MOBHICTIO M
MOSICHEHHH.

Hassa aikapcebkoro 3acoby: nechaypan
Ho3a: Big 1,0 mo 2,0 MAK

Cnocib 3acrocyBanus: iHransaiuiinui

Ha3zsa aikapebkoro 3acoby: deHranin
Hoza: no 50 mkr/kr

Cnoci6 3acTocyBaHHsI: BHYTPilLLIHLOBEHHUH

He Gyno moanux odmMekeHb 11010
3aCTOCYBAHHS IHILIMX Mpenaparis 10,
npotarom abo nicas onepauii. Yci
3aCTOCOBaHI CynyTHi npenapatu 6yio
HeoOXiAHO 3apeecTpyBaTH B MEAMYHIH
KapTui natieHra.

Inrpaonepauiiini napamerpn

e [‘emoauuamiuni Ta GioxiMiuHi
MOKa3HUKH (BUMIpIOBaIKCS 3 paHille
BH3HAYEHUMHM IHTEPBAIaMH).

e CepenHs | MAKCHMMasbHa KiHLIEBA

KOHLIeHTpaLis aecduypaHy i raloraHy

(npu BBEACHHI U151 JIETKOT aHecTe3il

najeHTaMm, siki oTpumyBaiu (eHTanin),

HeoOXiaHa A1 MIATPUMKH

. apTepiaJbHOro THCKY i YaCTOTH

R cepleBHX ckopoyeHb B Meskax 20 % Bia

X, laerTvdixauiimii kon
S 38002596
oves, Nel 70

Zaeuxinnoro pisna. [IEPEKAAR 3POBAEHO

: 3riAHO 3 OPNT IHANOM
BocToBIPRICTH

NEPEKAAAY 3ACBIAYYD

Kivaveic H.B. \,\




17. Kpurepii ouinku 6e3nexu
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» Kouuenrpailis aecduypany B KiHui
BUJIMXY TP 3aBepLUeHHI aHecTesil.

e Jlo3u tioneurany, ¢peHraniny ta/abo
Mijazonamy rij yac inaykuii Ta/abo
MiATPUMKHN aHecTe3il, BKIIOUaoyuu
WITYYHHIA KPOBOODIT; yac Bij| iHAYKLUIT 10
BBE/ICHHS LIUX Npenaparis.

e BiacoTok maiieHTiB, AKi noTpedytoTh
JIOIATKOBOTO BBeIcHHA deHTaniny,
Mizazonamy, tionenrany Ta/abo
raJoTaHy i yac iHaykuii ta/ato
MiATPUMKH aHecTe3il, BKIIOYa0YH
LITY4YHHI KpOBOOODIr.

e Tpusanicts BBeneHHs aecduypany (Bin
MoYaTKy aHectesii 10 NpUIHHeHHs
BBe/ICHHs Jlecdaypany nepe
MPOBEAEHHAM IITYYHOr0 KpoBooOiry,
TPUBAJIICTH BBeleHHA Aechaypany nicis
WTYYHOTO KpoBoOOiry 10 3aKiHYeHHA
onepattir).

o [lauienty, ski noTpedyrOTH 10AaTKOBOTO
BBEJCHHS IOTEeH3MBHUX Npenaparis,
GeTa-6J0KaTOPIB, AHTHXOJIHEPTiYHUX Ta
iHOTPOINHUX MpenapariB A KOHTPOJIIO
YaCTOTH CEPLIEBHUX CKOpPOYEHB Ta/abo
apTepiaabHOro THCKY.

e OkpeMi npenaparu Ta 4034, WO
BUKOPHUCTOBYIOTBLCS U1l KOHTPOITKO
YaCTOTH CEePLIEBHX CKOPOYEHb Ta
apTepiajbHOro TUCKY, a TAKOXK 4ac Bijl
IHAYKLUIT /10 BBEJECHHS LKX Mpernaparis.

[Micasionepauiiini napamerpu
e Yacrora npoOy1KeHHS M yac
OMepaTuBHOIO BTPYYAHHS

e [lauieHTiB onuTyBanu npo HebaxaHi
ABUILA, IO MAJIW MiCLIE T[] Yac
JOCHIKEHHS], BKJIOYAIOYH TX TSKKICTh
(nerki, nomipui abo TsxkKi). 3B'130K 3
npenaparom Mas 0yTH BU3HAYEHHH
JOCTIIHUKOM K BiUIAJICHHH, MOMKITMBUI
abo BiporiaHuii.

e bylio npoaHasizoBaHO 4ac 3 MOMEHTY,

Kosiu nauienty Oyna 3pobiena onepatis,

110 BUIIMCKH 3 BiJIUICHHS! iIHTEHCUBHOT

tepanii abo nicasonepauiitHol nanaru.

Byo npoananizoBaHo 4ac 3 MOMEHTY,

KoM nauieHty Oyna 3pobiena onepadis,

Ry, 110 BUIUCKH 3 JTIKAPHI.

S a00paTopHi A0CaIKEHHS, 1110
¥ 1104aI0Th Busﬂaqeuﬁﬂm JPOBAEHO
AvorioGiny, rema@bkpity 3 ARNG.] HANON
AoCTOBIPHICTD
REPEKAARY 3ACBIAYYD

Kisayeic H,B. \\



166

OyJIM NPOBEIEHI MPH HAXO/UKEHHI i B
nicasonepauifHuii nepioa.

o Enexrpokapaiorpadis npoBoaniacs npu
Ha/IXO/PKEHHI, Nepe/1 BBEACHHAM
J0C/TIPKYBAHOTO Npernapary i nepej
3aBEPIICHHAM JOCTiKEHHS.

18. CrarucTuuHi MeTOAU Jlemorpadiuni aani 6yau yzarajasHeHi 3a
rpynamu jiKyBaHHs.

EdexTHBHICTb: CeplLEBO-CyAnHHA QYHKLIs,
napameTpy AMXaHHs, TPUBAIICTh aHeCTe3il,
KOHIEHTpaLlis AecdiypaHy B KiHLl BUAMXY,
3arajibHa /103a (peHTaHiay, YacToTa
npoOyHKEeHHS M1i/] Yac onepaTuBHOro
BTPY4YaHHS, KIIbKICTH JHIB 10 BUTTUCKH 3
BifIi/IeHHs iIHTEHCUBHOT Teparnii Ta KiNbKiCTh
JIHIB /10 BUITHCKH 3 JIIKapHi Tako:K Oyu
[peACTaB/ieHi 3a rpynamu JiKyBaHHS.

Besneka: nebaxkani asuina 6ynu
1iACYMOBAaHi 3a CTYMEHEM TKKOCTI i 3a
CHUCTEMaMM OpraHizmy.

KinbkicHi napametpu edekTuBHoCTI Oy
TMpoaHasi3oBaHi 3a J0NOMOror
aucriepciiinoro ananizy. KareropiasnbHi aani
Ta yactoTa HebaxaHux sBuill Oyau
npoaHaiizoBaHi 3a J0MOMOrOK KpUTEPIKo Xi-
kBajapar. JlaGoparopHi AaHi nopiBHIOBaNIH 3
Bi/INOBITHUMH HOPMaJIBLHUMH J1iara3oHaMH.
KniniyHo BUpakeHi BiAXHICHHSA
nabopaTopHUX 3HAYEHB BiJ HOPMH
(36inbIenHs abo 3MeHIneHHs ) Oy
MiJICYMOBaHi 32 4aCOM Ta J03aMH Y rpyrnax

JKYBaHHS.
19. Jlemorpadiuni NOKasHUKK J10CTIKYBAHOT JMechaypan/O:2: cepeaniii Bik 59,9; ATA 11
nonyasuii (ctath, Bik, paca, TOlI0) =10; ATAIIl=15

®enranin/O2: cepenniii Bik 59,9; ATA 11—

10; ATATII- 15

20. PesynbraTi eeKTHBHOCTI Jechaypan
JIHi 10 BUITUCKH 3 BiULIJIEHHS IHTEHCUBHOT
tepanii: 1,3

JHi 1o BunuckH 3 nikapsi: 10,8

MenTania
o ALHI 10 BUIUCKH 3 BiJUILICHHS IHTEHCHBHOT
peparii: 1,2

=/ /10 BUITHCKHM 3 NiKApHi: 8.8

HEPENAAR 3POBAERD
: 3r{AHV 3 OPKT IHANOM
P AocToBiPHICTH
' 380&2596; s‘-” ‘ REPEKAARY 3ACBIAYYD

NG Kiuayeic H.B.
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21. Pesynbratu Ge3neku Mechaypan
HeGaskani siBuiia 3 00Ky cepueBO-CyAHHHOT
cucremu: 12 %

Hebaxani siBuiia 3 60Ky HEpBOBOT CHCTEMH:
0%

MenTaHia
HebakaHi siuia 3 60Ky cepueBo-CyAHHHOT
cuctemu: 32 %

HebGaxaHi apuina 3 60Ky HEPBOBOT CHCTEMHU:
4%

22. BUCHOBOK (3aKJIIOUEHHS) Jechnypan € Ge3neunHum i epeKTHBHUM
iHransuiiHum 3acob0M MpH 3aCTOCYBAHHI B
aHecTe3il 710 i mic/is NPOBEACHHs WTYYHOrO
KpoBOOOIry. ¥ mauieHTiB, SKi OTPUMYBAIH
necdaypaH, remoauHamivHi Ta GioxiMiuHi
[MOKA3HUKH, K NPaBHIIO, OYJIM TAKMMH K
cTabiIbHUMM, 5K 1 y NauieHTiB, gKi
OTpUMYBau (peHTaHi.

3assBHUK (BIACHUK IMianuc: /Dxeccika Carek

peeECTpaLmHOro Enextponnnii nianue: [xeccika Cparex

ﬂOCBiﬂl{eHHﬁ) [incrasa: 5 3aTBep/kylo el TOKYMeHT
Jlara: 18.01.2024 18:40 CST

E-mail: jessica_svatek@baxter.com(mianuc)

(IL.1.B.}

MIEPEKAAA 3POBAEHO
3rlAHY 3 OPHT IHANOM

AocToBiPRICTD
REPEKAAAY 3ACBIAYYD

Kinavpic H.B.\\

'\ :'._. IneHTdikauliNui koA AV
; 38002596 4/
S
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Annex 30
to the Procedure of registration materials examination of medicinal products,
submitted for state registration (re-registration),
as well as expert review of material for changes to registration materials
during the validity of the registration certificate
(art. 4, section 1V)

Clinical research report No 14
1. Name of medicinal product (if available — number ! Suprane, Inhalation Vapour, Liquid !
of registration certificate): ! |

e —— —— e m e e et b & e e e = e g b iy O Il T}

2 The appllcant i Baxter SA Belglum |
| I
X - - - - . [ - e b - . 1
3. Manufacturer | Baxter SA, Belgium

- - i 1 E '!
4. the undertaken study: t X ; yes 1 O 'no é if not explain |
H g l 1 ' '
- B i S O O,
U | e e e me e -
!
e e S S e - e e e e -

1) the type of medlcmal product for whlch the Medlcmal product with complete d0331er
' registration was made or planned ' (stand-alone dossier), other medicinal '

1 .
product, new active substance
1

1
i

' 5. Full name of clinical research, coded number of ' Effect of Desflurane and Isoflurane on

 clinical research Cerebrospinal Fluid Pressure During
| Neuroanesthesia |
1 H
i ! ,
E . [-653-08A1 :
H L]
E . NDA #20-118
{ Ll
I 6. Phase of clinical research Phase I
|
7. Time frame of clinical research N/A
¥
" 8. Countries where the clinical research was United States

conducted !

9. The number of persons under investigation: Planned: N/A ,

- Enrolled: N/A !
| Analyzed: 13 subjects

i 10. Purpose and secondary objectives of the clinical To evaluate the effects of desflurane on
ir research “cerebrospinal fluid pressure (CSFP) and
P cerebral perfusion pressure (CPP) under




‘ hypocapnic conditions in patients with

_intracranial tumors.
§

11. Clinical research design ' Open-label, randomized study.

{
12, Main 1nclusxon crlterta l N/A
|

13. Test medicinal product, method of ;Name of drug product: Desflurane !
administration, efficiency ' :

i Dose: N/A !
| i

; Mode of administration: Inhalation

L

i

14 Reference substance, dose method of Name of drug product: Isoﬂurane
administration, efficiency

Dose: N/A

Mode of administration: Inhalation

15. Concomitant therapy N/A
| |
16. Efficacy evaluation criteria ,Mean ET (MAC equwalent), mean ET at end
: of surgery, MAC hours
l
[ ——— —— . N - - = R —— _- - - - — — e e - — - -
'17. Safety assessment crlterla Adverse events laboratory testmg '

¥ I
i i -

: 18. Statistical methods i The small sample size precluded meaningful
I ' comparison of the treatment groups.

| . However, for reference purposes, a 1-way
l ANOVA by time contrasted between
|
|'
}
|

B I oo " T P . e aemew R

treatment within time was performed on the
CSFP data. The differences between
desflurane and isoflurane were statistically
significant at p = 0.05 level from 30 minutes
to 60 minutes post induction.

! 19 Demographlc lndlcators of the popu]atlon study Mean age 37-76 years o[d ASA Status I
{ (gender, age, race, etc.) and [T, male and female.

20. Efficiency results | The premductlon CSFPs were s1mllar for
 both treatment groups. A decrease in the :
mean CSFP of the isoflurane treated patients

, was observed beginning at 15 minutes
, postinduction and the mean CSFP remained

{ " below the preinduction (baseline) level at all

| recorded time pomts unt11 the mclsmn of the

e LT T - - - — - - P T pesee
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21. Safety results

l..m.mm [FR— R

22, Conclusxon (evaluatlon)
I

v
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- dura. In the desflurane treated patients, an

i increase in CSFP was observed from 10

: minutes postinduction and remained elevated
i until the incision of the dura. The greatest

 increase in CSFP from preinduction levels
was observed 45 minutes postinduction. |
There were no untoward cardiovascular or |
neurological events in any patient during the
rest of the surgical procedure.

In both treatment groups the CPP decreased
similarly 10-30 minutes postinduction when
compared to preinduction levels. The

| greatest decrease in CPP from preinduction
 levels was observed in the isoflurane group
10-15 minutes after induction. The mean
CPP of the desflurane treated patients
remained slightly below their preinduction
levels from 10 minutes postinduction unti]
the incision of the dura.

i There were no deaths. All reported adverse
events were associated with the nervous
system. One desflurane patient reported

' postoperative psychiatric depression, and

f one desflurane patient suffered a grand mal
: convulsion. One isoflurane patient

" experienced hemiplegia of the right side
following surgery and convulsions of the
'right side three days after surgery. All |
- adverse events were successfully managed
by conventional countermeasures. There

: were no remarkable laboratory results.

. Abnormalities observed were compatible

with anesthesia and surgery.

P —

[ER——— R [ —— s e [— -,

’Patlents with mtracramal tumors receiving
1.2 MAC desflurane with air/Oz under

- hypocapnic conditions developed

“cerebrospinal fluid pressures (CSFP) of 14 +

‘4 to 18 £ 6 mm Hg (mean std) 15 to 45

-minutes after induction of anesthesia

fcompared to 9+ 7 to 7+ 3 mm Hg for
“isoflurane. During this period, the cerebral

¢ perfusion pressures (CPP) for desflurane

i were 67 + 16 to 79 + 17 mm Hg (mean + std)

' compared with 52 + 4 to 91 + 27 mm Hg for !

. isoflurane. All reported adverse events were

. associated with the nervous system.
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JHoparok 30

1o Iopaaky npoBejieHHs €KCIIePTH3H peecTpalliifHuX MaTepiaiis Ha Jlikapchbki 3aco0m,
1110 NOJIAIOTHCS HA JIePIKABHY PeecTpalliio (mepepeecTpaitito),

a TAKOK €KCMEPTH3U MaTepiaiB Mpo BHECEHHS 3MiH /10 peecTpalliiiHuX matepiais
MPOTATOM AiT peecTpaLiifHoOro nocBi4eH s

(nyHkr 4 po3niny 1V)

3BIT Npo KAHIYHE BUNpoOyBanua No 14

| 1. Hazsa nikapcekoro 3aco0y (3a HasisHocTi - Homep  Cynpau, napu Ans iHransuii, pinuxa
peecTpalifHOro MOCBiIYEHH)

2. 3as9BHHUK bakctep C.A., beabris
3. BupoGuuk bakctep C.A., beabris
4. IlpoBesieHi A0OCHAKEHHS: X Tak [J Hi AKLLO Hi,

oOrpyHTYBaTH

1) Tun nikapeekoro 3acofy, 3a skum nposoaunacs  Jlikapcbkuii 3aci6 3a MOBHUM 10CkE
abo MIaHyeThCs peecTpallis (aBTOHOMHE J10CHE), IHIIUI TIKapChKUid
3aci0, HOBA Ait0yYa peyoBHHA

5. TloBHa Ha3Ba KJIIHIYHOrO BUIPOOYBaHHs, Brnaus aecdiaypany Ta izodaypany Ha THCK
KOJIOBAHHMI HOMEp KJIIHIYHOro BUMPoOyBaHH:A CIMMHHOMO3KOBOT PiIMHM Mij yac
HelpoaHecTesil
[-653-08A1
NDA #20-118
6. @a3a KJIiHIYHOrO BUNPOOYBaHHs daza |

7. [Mepioa nposeseHHs KiiniuHoro punpodysanus  H/JI
8. Kpainu, se nposoaunocs kiiniune sunpodysanus CILIA

9. KifbKicTh JOCIIIKYBAHUX sanaanosana: H/JI

TEPEKNAR 3POGREHO
3r{AHe 3 OPNI IHANOM

AoctoBlpricTh
NEPEKAARY 3ACBIAYY

Kinayric H.B.

N\ MaeHTHGiKaUiM Ko AT ] B

WX 38002596 1
Ne1 b




10. MeTa Ta BTOPUHHI LiJli KJiHIYHOrO
BUNpoOyBaHHA

11, duzaiin k1iHIYHOTO BUNIPOOYBAHHS

12. OcHOBHI KpuTepii BKIIOYEHHS

13. MocnipkyBaHuii ikapebkuii 3acid, cnocid
3aCTOCYBaHHsI, cua Jii

14. Tlpenapar nopiBHAHHS, 1034, CMOciO
3acTOCYBaHHs, cHiIa Jii

15. CynyTHs Tepanis

16. Kpurepii OLliHKH epeKTHBHOCTI

17. Kpurepii ouinku 6e3nexu

18. CTaTUCcTUUYHI METOIH

19. I[emorpaqnqm MOKa3HUKH ,uocmnncyaaﬁm

nomynsAuii (cTare, Bik, paca, Tolo)

173

Ouinuty BruuB aecdaypaHy Ha TUCK
cnuHHOMO3K0BOT pianHu (TCMP) Ta
uepebpansruit nepdysiiinuii Tuck (LIIT) B
YMOBaXx TinoKanHii y nauieHTiB 3
BHYTPiLUHbOYEPETHUMHU MyXTHHAMH.

Bigkpure paHaoMiz0oBaHe HOCTiIKEHHS.
H/T

Ha3ssa jgikapebkoro 3aco0y: aecdiypan
Hoza: H/]1

Cnoci6 3acTocyBaHHs: iHrANALIHHUWIA

Hassa aikapebkoro 3aco0y: izodaypan
Hoza: H/]]

Cnoci0 3acTocyBaHHdA: iHrajsuiiHui
H/J1

Cepenne 3nauenns ET (exksiBasent MAK),

cepenHe 3HaueHHs ET B kiHui onepauii, yacu
MAK

HebazkaHi aBuiua, naGoparopHi
JIOCJTKEHHS

Hepenukuii po3mip BUOipKH BUKIIIOUAB
MO3KJIMBICTB 3MICTOBHOTO MOPiBHSIHHS rpyn
JgikysaHHs. OnaHaKk aas J0BIIKOBHX Lijei
woxao nanux TCMP OyB npoeenenuii
oHO(aKTOpHUI AucniepciitHuii aHais 3a
4acoM i3 MOPIBHAHHAM MK BUIaMH
JIKyBaHHs POTAroM vacy. BigminHocTi Misk
aechayparom i izodaypanom Oynu
CTATUCTHYHO 3HAYYILUMH 3 piBHeM p = 0,05
B niepio Bia 30 1o 60 xBUIHH mics

THAYKLIT.

ke epenmu Bik 37-76 pokis, craryc 3a

MEPEKNAA 3POBAEHO
3r{AHY 3 OPNT IHANOM

AocToBIPHICTD
REPEKAAAY 3ACBIAYYD

Kinaypic H.B.
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anecresionoris (ATA) I1 i I11, yonoBiku i
JKIHKH,

20. PesynbraTd e(peKTUBHOCTI [Toxkazuuku TCMP nepen seenennsm Oyau
noaioHUMHU 1A 060X rpyn JiKyBaHHs.
3HMKEHHsA cepe/iHboro 3HadeHHs TCMP y
MaieHTiB, AKi OTpUMYBaH i30daypaH,
criocTepiraaocs NOYMHauM 3 15 XBUIUH
nicss inaykuii, i cepenne 3navenus TCMP
3aJIMILIAIOCS HHXKYE nepeiHayKuiiiHoro
(BHMXiHOTrO) piBHS B yci 3apeecTpoBaHi
MOMEHTH 4acy JI0 po3pi3y TBEP/A0i MO3KOBOT
00010HKH. Y MauieHTiB, siKi OTPUMYBaJIH
aecdaypan, niasuienns TCMP
crioctepiranocs yepes 10 XBuauH nicjis
IHAYKLIT | 3a7T|1Ia10Cs TABMILEHAM 10
po3pi3y TBEpAOT MO3KOBOT 000J0HKH.
Haii6ineme miapumenus TCMP nopisnsino 3
piBHEM 10 iHAYKLIT criocTepiranocs uepes 45
XBWIMH micas iHaykuii. Hebaxanux
CepLEBO-CYAMHHUX ab0 HEBPOJIOTTUHUX
SIBHLL Y YKOJJHOTO MaIli€HTa MPOTATOM PEIUTH
XipypriuHoi npoueaypu He 0yJo.

B obox rpynax nikysanus LI[1T 3nmkyBascs
aHaJoriyHuM YuHoM uepes 10-30 XBUIIHH
nicas iIHAYKUIT MOPIBHAHO 3 PIBHSAMHU J10
inaykuii. HaiiGineue 3umxenns LT
MOPiBHAHO 3 PIBHEM J10 iHAYKIIIT
criocrepiranocs y rpyfii, sika OTpuMyBana
i3othaypan, yepes 10—15 xpunun nicns
innykuii. Cepenne 3nauenns LT y
MalieHTIB, AKi OTpUMYBaH aechaypaH,
3aIMIIANIOCS €U0 HHXKYWM 3a PIBEHB Mepe]
iHAYKUi€eto 3 10-1 XBUAKMH micas iHAYKLIT 10
po3pi3y TBepa0T MO3KOBOT O00JIOHKH.

21. PesynbraTth Gesneku JleranbHux BUNaaAKiB He Oyno. Yci
criocTepekyBani Hebaxani seuuia Oynu
MOB'sI3aHI 3 HEPBOBOIO CUCTEMOIO. Y OJIHOTO
naiicHTa, SKUi OTpUMyBaB aec(ypaH,
crioctepiranacs nicasonepartiiita ncuxiuxa
JIernpecisi, a y OJHOTO MalieHTa, ssKni
orpumyeaB aechaypan, Oyau
reHepalizoBaHi cyioMu. Y 0JHOTO MaijieHTa,
SAKMH OTpUMYBaB i30daypaH, nicias onepawii
PO3BHHYJIACA FeMITUIEris NpaBoi CTOPOHHU Ta
cyaomu MpaBoi CTOPOHH Yepe3 TPH JHI Mics

mpOliEpallii. ¥Yci HeGakaHi spuma Oynu

VERLILIHO npomlconam i3 CTcE)ImHHﬂM

_jum¢i£§’ : EQAEHO
y P prarax jsadopa %ﬁ%ﬁ

HANON

REPEKAANY sAcalmn
Kimayeic H.B.\\

} lqemmbmaqmnun ko

: 38002595




22. BUCHOBOK (3aKJIKOUEHHS)

3asiBHUK (BJIaCHHK
peecTpauiiHoro
MOCBIJYEHHS)

Mignue: xeccika Catek

Enextponnnii nianuc: [Bxeccixka Carek

[Tinctasa: f 3aTBepUKYIO el T0KYMEHT

Jara: 18.01.2024 18:40 CST

He 6yno. CnocTepexyBaHi BiZIXHIEHHSA
MOACHIOBAIMCS AHECTE3I€H0 Ta XipypriuHum
BTPYYAHHSAM.

V nauieHTis i3 BHYTPiLIHBOYEPENMTHUMH
NyXJIMHAMH, SIKi OTPUMYBaIIK aeciypaH y
no3i 1,2 MAK 3 nositpam/O; B ymoBax
rinoKanHii, THCK CTUHHOMO3KOBOT Pi/IMHHU
(TCMP) cranoBus Bia 14 £ 4 10 18 £ 6 mm
pT.CT. (Cepe/iHe + cTaHIapTHE BiIXHUIICHHS)
uepe3 15-45 XBUAMH ricas iHAYKLUIT
aHecTe3ii NopiBHAHO 3 NMOKA3HUKAMHM Bi 9 +
7 no 7 £ 3 mm pr.ct. st i3odaypany.
[TpoTsarom uporo nepioay nepedpaibHHii
nepdysiiiamii Tuck (LIITT) npu 3actocypani
aecuypany craHoBuB Big 67 £ 16 10 79 £
17 MM pr.cT. (CepeHe + cTanapTHe
BIIXMJICHHA) NOPIBHAHO 3 NOKa3HUKAMM BiJl
52+ 4 no 91 £ 27 MM pr.cT. ANIA
isoduypany. Ycei crnioctepekyBati HeGaxkani
sBuLIA Oy/IM NOB'A3aHi 3 HEPBOBOIO
CHCTEMOIO.

E-mail: jessica_svatek@baxter.com(mianuc)

(I. 1. B.)

AoctoBIPHICT
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[IEPEKNAR 3POBREHO
3T AHY 3 OPNT IHANOM

REPEKAARY 3ACBIAYYD
Kivaypic H.B. L\
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Annex 30
to the Procedure of registration materials examination of medicinal products,
submitted for state registration (re-registration),
as well as expert review of material for changes to registration materials
during the validity of the registration certificate
(art. 4, section IV)

Clinical research report No 15

| 1. Name of medicinal product (if available — number : Suprane, Inhalation Vapour, Liquid

of registration certificate): I .
S SN VU
2. The applicant | Baxter SA, Belgium
1
. ] L .
3. Manufacturer iBaxter SA, Belgium !
o N i
4. the undertaken study: I B i yes | O : no ' if not explain
i I *
|
. 1) the type of medicinal product for which the . Medicinal product with complete dossier
 registration was made or planned | (stand-alone dossier), other medicinal

! z
i i
! ¥

. 5. Full name of clinical research, coded number of ¢ Effect of Desflurane and Isoflurane on

product, new active substance

i clinical research - Cerebrospinal Fluid Pressure During
| Neuroanesthesia

| '1-653-08A2

| "NDA #20,118

b !

’ 6. Phase of clinical research Phase I

:

' 7. Time frame of clinical research N/A

. 8. Countries where the clinical research was

: | United States
- conducted '
| S
9. The number of persons under investigation: Planned: N/A
'Enrolled: N/A

i Analyzed: 14 subjects

10. Purpose and secondary objectives of the clinical ; To evaluate the effects of 0.5 MAC of
research  desflurane in 50% N20/50% Oz on

' cerebrospinal fluid pressure (CSFP) and
:i ; cerebral perfusion pressure (CPP) under




11. Clinical research design

12. Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

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

15. Concomitant therapy

H
b e wan

L16. Efficacy evaluation criteria

17. Safety assessment criteria

18. Statistical methods

19 Demographic indicators of the population study
. (gender, age, race, etc.)

120, Efficiency results

IN/A

'hypocapnic conditions in patients with
| intracranial tumors.
H

' Open-label, randomized study

N/A

¥Name of drug product: Desflurane

i

Dose: N/A

'Mode of administration: inhalation

Name of drug product: Isoflurane

Dose: N/A

: Mode of administration: inhalation

i

i

B

177

i

| Mean ET (MAC equivalent), mean ET at end

tof surgery (MAC equivalent at end of

j surgery), MAC hours

3
b

| Adverse events, laboratory testing

H

F
H

The CSFP and CPP were averaged over time
(0 to 60 minutes post induction) and
compared with student's t-test. No
statistically significant difference was found.

14 neurosurgical patients, 26-75 years old,
' ASA Status II and III, male and female.

! Desflurane

'Mean ET: 2.6 — 5.56%

‘MAC equivalent: 0.43 — 0.92%

. Mean ET at end of surgery: 0.0- 3.5%
 MAC equivalent at end of surgery: 0.0 —
i 0.58%

i MAC hours: 0.0-8.1%

' Isoflurane
' Mean ET: 0.2-0.6%
, MAC equivalent: 0.19 - 0.56%
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‘Mean ET at end of surgery: 0.0- 0.6%
MAC equivalent at end of surgery: 0.0 —
0.49%

iMAC hours: 0.64-1.8%

| !

21. Safety results { There were no deaths. The one adverse event
1 was associated with the nervous system. An
i isoflurane patient experienced a grand mal
seizure four hours following surgery. The
: patient recovered spontaneously. There were !
i no remarkable laboratory results. |
; Abnormalities observed were compatible |
E with anesthesia and surgery. ‘
i !
! |

22. Conclusion (evaluation) | Patients with intracranial tumors receiving

0.5 MAC desflurane with 50% Na0 under

t hypocapnic conditions developed f

| cerebrospinal fluid pressures (CSFP) of 72
to 9+2 mm Hg (mean+std) 5 to 60 minutes
after induction of anesthesia compared to

E 815 to 10+5 mm Hg isoflurane. During this

' period, the cerebral perfusion pressures

| (CPP) for desflurane were 87+12 to 85+6

. % mmHg (meanzstd) compared with 98+16 to

193+16 mmHg for isoflurane. The reported

. adverse event was associated with the

“nervous system.

§

Elactranically signed by: Jasslca

Applicant (holder of Signature; J&SSsicd Svatek S

r A N - Reas_an: I approve this' document
reglstratlon certlﬁcate) : . ) i Date; Jan 18, 2024 1?‘40031'
Email: jessica_svatek@baxter.com (signature)

(Name)
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HNonatox 30

10 [Mopsaaxky npoBeeHHs eKCIepTH3H peecTpalifHuX MaTepianiB Ha JliKapehKi 3aco0u,
1O MOAAIOTECA Ha JAEP/KaBHY peecTpalliio (nepepeecrpaltiio),

a TAKOK EKCIEPTU3M MaTepialiB Mpo BHECEHHs 3MiH [0 peecTpalliiiHux maTepiasis
MPOTATOM JiT peecTpauiitHoOro noceiAueHHs

(nmyHKT 4 po3ainy IV)

3BiT npo KiiHiuHe Bunpodysanua No 15

1. Hazsa nikapcekoro 3aco0y (3a HasisHocti - Homep  Cynpas, mapu ans iHransuii, pinusa
peecTpauiifHOro MnocBix4eHHs)

2. 3asiBHUK bakcrep C.A., benbris
3. Bupobuuk bakctep C.A., bensbris
4. ITpoBeneHi AOCTI/PKEHHS: X Tak [] Hi SIKILIO Hi,

oOrpyHTYBaTH

1) Tun nikapebkoro 3acody, 3a skum npooaunacs  Jlikapebkuit 3acib 3a NOBHUM 10Che
abo MIaHyeThCs peecTpaltis (aBTOHOMHE JI0ChE), iHIIWH NiKapchbKHii
3acid, HOBA Jlil0Ya peyoBHUHA

5. [loBHa Ha3Ba KJIiHIYHOTO BUIIPOOYBaHHs, Brume aecaypany Ta izoduiypaHy Ha THCK
KOJIOBaHHMI HOMEP KJIIHIYHOrO BHIIPOOYBaHHs CMMHHOMO3KOBOT PiAMHU 1]l Yac
HelpoanecTesil
[-653-08A2
' NDA #20,118
6. ®@aza KIiHIYHOTrO BUNPOOYBaHHA Paza |

7. llepion npoBeAeHHsA KJIIHIYHOIO BUNPOOYBaHH H/LT
8. Kpainwu, e npooauiocs kiainidne sunpoOysanns CLLA

9. KinbKicTh 10CHIKYBAHUX 3annanosana: H/J|
oYeni B gocimaxennsn: H/J1

MEPEKNAAR 3POGAERO
3r |AHO 3 OPHI IHANOM

AocToBIPHICTD
REPEKAARY 3ACBIAYYD

Kinareic 0,B.

& memv«hiuu'liuuﬁ KOA ;
SR 38002596 4
S Nl KY




10. MeTa Ta BTOPHHHI LT KJIIHIYHOTO
BUMPOOYBaHHA

11. uzaiin kainiuyHoro BunpoOyBaHHs
12. OCHOBHi KpHTEpIT BKIKOYEHHS

13. JlocniapkyBaHuii nikapcbkuii 3acib, cnoci6
3aCTOCYBAHHS, CHJIA il

14. [penapar nopiBHAHHS, 1034, crnocid
3acTOCYBaHHs, cuna il

15. CynyTHs Tepanis

16. Kpurepii ouiHku eheKTHBHOCTI

17. Kputepii ouinku 6e3nexu

18. CraTucTUYHI METOAM

19. JlemorpadiuHi mMoKazHHUKH A0CIKYBAHOT
nonyasiii (cTars, Bik, paca, TOLIO)

20. Pesynbratu edekruBHOCTI

Ouinntu Brume 0,5 MAK gecduypany nitoc
50 % N20/50 % Oz Ha THCK
cniHHOMO3k0BOT piauuu (TCMP) Ta
uepebpanbuuii nepdysiinuii Tnek (LINT) B
YMOBaX TiMOKanHii y nauieHTis 3
BHYTPILIIHBOUEPENTHUMH ITyXJIMHAMM.

Biakpure paHioMizoBaHe 10CI]iKEHHS

H/J1

Ha3ssa sikapebkoro 3acody: necdiypan
Hoza: H/]]

Cnoci6 3acTocyBaHHsI: iHransLiHHAI

Hasga aikapebkoro 3acoby: isoduypan
Ho3za: H/J1

Cnioci6 3acTocyBaHus: iHransiiuui
H/J{

Cepeane 3naveHHs ET (exsipanent MAK),
cepenne 3naveHHs ET B kiHui onepauit
(exsiBasient MAK B kinui onepauii), MAK
(rogunm)

Hebaxani asuiua, naboparopsi
AOCIKEHHS

[Mokazuuku TCMP ta LIITT Oynu
ycepeHeHi 3a yacom (Big 0 g0 60 xB nicuis
IHAYKILT) Ta NOpPiBHAHI 32 I0MOMOTOO t-
kpurepito CteionenTa. CTaTHCTHYHO
3HAYYLLOT PI3HULLL BUABJIEHO He 0yJ0.

14 HeltpoxipypriuHux nauienris, 2675
POKiB, CTATYC 3a LUKaJI0K AMEPHKAHCBKOTO
toBapuctea aHecrezionorie (ATA) Il ra III,
YOJIOBIKH 1 WKIHKH.

EMAK: 0431@%1 3POBAEHO
a3 mEmumanmmmu
vzl BoctosipkicTp

BEPENAARY 3ACBIAYYD

Kinayeic H.B.x\
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21. PesynbraTh Oe3neku

22. BUcHOBOK (3aKJIHOUEHHs)

3asBHUK (BITACHHUK
peecTpauiifHOro
MOCBITYEHHST)

IMignuc: xeccika Cparex

Enexrpounuii minuc: [Ixeccika Cparek
incrasa: S 3aTpepakyto uel A0KyMeHT

Jlara: 18.01.2024 18:40 CST

181

0,0-3,5 %

Exsisanent MAK B kinui onepariii: 0,0—
0,58 %

MAK (roauuun): 0,0-8,1 %

I30rypan
Cepenne 3nauenns ET: 0,2-0,6 %

Exsisanent MAK: 0,19-0,56 %
Cepenne 3Havenns ET B kinui onepauii:
0,0-0,6 %

ExsisasienT MAK B KkiHui onepauii: 0,0—-
0,49 %

MAK (roaunun): 0,64—1,8 %

JleraneHux Bunaakis He Oyno. OaHe
HebaxaHe sBuile OyJI0 rnos's3aHe 3
HEPBOBOKO CHCTEMOKD. Y MallieHTa, IKOMY
BBOJWIH 130¢utypaH, yepes YOTUPH rOJAUHH
nicis onepauii cTaBes reHepanizoBaHui

cyaomuui Hanaa. Lle sBuine MuHyno

crnoHTaHHO. YKOAHUX MOMITHHUX 3MiH Y
pesysibTatax 1abopaTopHHUX I0CiIKeHb He
Oyno. Crnioctepe)kyBaHi BiIXHICHHA
MOSICHIOBAJIMCS AHECTE3IEI0 Ta XipYpriyHUM
BTPY4aHHAM.

VY naui€HTiB 3 BHYTPIIIHBOYEPETTHUMH
nyX/jauMHaMmu, ski otpumysanu 0,5 MAK
nechaypany 3 50 % N20 B ymopax
rifnoKanHii, THCK CMHHOMO3KOBOT piMHK
(TCMP) cranoBus Big 7 +2 10 9 £ 2 mm
pT.CT. (CepeaHe + CTaHAAPTHE BiAXHICHHS)
yepes 60 XBUIMH micas iHAYKUIT aHecTe3il
NOPIiBHAHO 3 NMokasHuKaMu Big 8 + 5 no 10 £
5 mm pr.cT. s i3odaypany. [Tpotsrom
1LOTO nepioay uepedpanbHuii nepdyziiHnii
Tuck (LIITT) ans nechaypany craHOBHB Bijl
87+ 12 no 85 + 6 MM pr.cT. (CepenHe +
CTaHJapTHE BiAXHJICHHSA) NOPIBHIHO 3
NnoKasHUKamu Big 98 + 16 10 93 + 16 Mm
pr.ct. ans i3o¢gaypany. CnocrepexyBaHe
Hebaxkane siBuile Oys10 NMos's3axe 3
HEPBOBOIO CHCTEMOIO.

E-mail: jessica_svatek(@baxter.com(nianuc)

:::. |aenTuinauifnuii xog g
(2R 38002596

IEPEKNAR 3POBAEHO
3T {AHG 3 OPHT IHANON

AocroBiPnicTh
BEPEKAARY 3ACBIAYYD

Kinayeic H.B. \\




182

Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

during the validity of the registration certificate
(art. 4, section IV)

Clinical research repgort No 16

of registration certificate):

L. Name of medlcmal product (if available — number | Supranc Inhalation Vapour, Liquid

|
| |

2. The applicant
3. Manufacturer

4. the undertaken study:

’ ; 1) the type of medlcmal product for which the
reglstratlon was made or planned

i
!
i
i

¢ 5. F ull name of clmlcal research coded number of
i cllmcal research

;
i
i
i
!

6. Phase of clinical research
7. Time frame of clinical research

8. Countries where the clinical research was
% conducted

9 The number of persons under investigation:

research

[rRp— W—n-.-'mw-:»,———a-m—-nm i

Baxter SA, Belgium

i

Baxter SA Belgium

O no i if not explain

= | yes

; Medlcmal product with complete dossier
! (stand-alone dossier), other medicinal

! product, new active substance '
!
i

*The Comparatlve Effects of Desflurane and
‘Isoflurane on Cerebral Blood Flow in
: Neurosurgical Patients

;1-653-08B
¥

'NDA #20-118

i Phase |

N/A

; United States
i Planned: N/A

. Enrolled; 26 subjects
Analyzed 24 subjects

10 Purpose and secondary objectlvcs of the cllmcal ETO compare thc cffccts of 1 0 and 1.5 MAC
+of desflurane and isoflurane with air/Oz on
| Cerebral blood flow under mild hypocapnic




11. Clinical research design

e e ket Am i ——

183

| conditions (PaCO; of 27 + 2 mmHg) before
! incision of the dura, and at 1.25 MAC after
‘ incision of the dura. Cerebral blood flow

| reactivity was also evaluated at 1.25 MAC

| after the PaCO; was increased to 35 £ 2
mmHg.

E,Open-label, randomized study

[2. Main inclusion criteria

SO |
N/A !

13. Test. medicinal product, method of
‘administration, efficiency

[ESPTRUNIPU ST VRO |

1! Name of drug product: Desflurane

i
| Dose: 1.0, 1.25, 1.5 MAC
\

f
| Mode of administration: inhalation

S— -

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

15. Concomitant therapy

16. Efficacy evaluation criteria

|

17. Safety assessment criteria

18. Statistical methods

(gender, age, race, etc.)

l
1

i 20. Efficiency results

19. Demographic indicators of the population study

Name of drug product: Isoflurane i

Dose: 1.0, 1.25, 1.5 MAC ’

Mode of administration: inhalation

|

N/A ‘
? |

+ Hypocapnic conditions (PaCO2z 0f 27+ 2
 mmHg), cerebral blood flow (PaCO:

, increased to 35 = 2 mmHg.)
!

Adverse events, laboratory testing

: The cerebral blood flow was analyzed using
analysis of variance.

26 neurosurgical patients (24 evaluable), 20-
67 years old, ASA Status IT and III, male and
female.

Desflurane
{ Mean ET: 6.10-7.30%

MAC equivalent: 1.02-1.22%
,Mean ET at end of surgery: 0.20-4.60%
'MAC equivalent at end of surgery: 0.03-
10.77%
i MAC hours: 0.07-16.93%




21. Safety results

Isoflurane

Mean ET: 1.10-1.60%

MAC equivalent: 0.96-1.39%

'Mean ET at end of surgery: 0.10-1.10%

| "MAC equivalent at end of surgery: 0.09-
10.96%

|MAC hours: 3.91-21.12% ;

i

i There were no adverse events reported under -
: this study. There were no remarkable
laboratory results. Abnormalities observed
were compatible with anesthesia and

, surgery.

Applicant (holder of
registration certificate) .

22, Conclusion (evaluation)

Signature:

Email: jessica_svatek@baxter.com (signature)

Under hypocapmc condltlons (PaCOz of 27
+ 2 mmHg) the cerebral blood flow
increased when the end-tidal concentration
i of desflurane in air/O; was increased from
. 1.0 MAC to 1.5 MAC. The cerebral blood
“flow also increased at 1.25 MAC after
' incision of the dura. When the PaCO; was
+increased to 353 + 2 mmHg, the cerebral |
' blood flow for desflurane with air/Oa i
increased to 35.2 £ 15.4 mL/100g/min and
for isoflurane with air/O; increased to 35.1 +
12,1 mL/100g/min. There were no adverse
events reported in this study.

Electronically signed by: Jessica

Jessioq Svefek  Svaex

Reason: | approve this document E
Data: Jan 18, 2024 1840 CST

(Name)
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Honarok 30

10 TMopsiiKy npoBeaeHHs eKCepTH3KM peecTpalliiiHuX MaTepianip Ha JiKapchKi 3acobu,
1110 MOJAKOTECS HA JePIKaBHY peecTpaiiio (rnepepeectpaiiio),
a TAKOJK €KCMEPTH3M MaTepialiB Npo BHECEHHS 3MiH /10 peecTpaliiiHuX mMaTtepianis

APOTAroM AiT peecTpaliifHoro nocsi4eHHs
(nyHkT 4 po3ainy IV)

3BIT 11po KAiHIMHE BUNpoOyBaHHs No 16

1. Ha3pa nikapcebkoro 3acofy (3a HasBHOCTI - Homep  CynpaH, napu 118 iHranauii, piauna

peecTpalliiHOTO MOCBIAYEHHS)
2. 3asaBHUK
3. BupoGHuk

4. TIpoBe/ieHi A0CTi IKEHHS:

1) Tin nikapcsKoro 3acoly, 3a sKUM MPOBOAMIACSH
abo niaHyeTbest peecTpatlis

5. [ToBHa Ha3Ba KAiHIYHOTO BUNpOOyBaHHs,
KOJOBaHMI HOMEP KJIIHIYHOTO BUIPOOYBaHHS

6. @aza KaiHiYHOrO BUNIPOOYBaHHS

7. llepioa npoBeaeHHS KAiHIYHOTO BUNPOOYBaHHS

8. Kpainu, ae npoBoauiocs kiiHiyHe BUpoOyBaHHs

9. KifbKicTb JOCHKYBaAHMX

bakctep C.A., benbris

bakcrep C.A., beabris

X Tak [ Hi AKILO Hi,
0OIpyHTYBaTH

Jlikapcbkuii 3aci0 32 MOBHUM J10CHE
(aBTOHOMHE 0ChE), IHILHH TiKapChKUi
3acib, HOBa Jit04a peYOBHHA

MopiBHsBHMI BIUTHB JecdaypaHy Ta
i30(1ypaHy Ha MO3KOBHI KPOBOTIK Y
HeHpPOXipypriuHUX NALieHTIB

[-653-08B

NDA #20-118

(haza |

H/ITL

CILA

3anaanoBana: H/J|

R, by TH BKJIIOUEHI B 10cizKkeHHs: 26

3riAne 3 OPNF IHANOM
HocToBIPHICTH
NEPEKAAAY 3ACBIAYYD

Kinaveic H.B. \,\




10. Meta Ta BTOPMHHI L1iJi KJIiHIYHOrO
BUMPOOYBaHH:A

11, Tuzaiin kiiHivHoro BUNpoOyBaHHA
12. OcHOBHI KpUTepil BKIIOYEHHS

13. JlocaimkyBaHHii Jikapcbkuii 3aci, crocid
3aCTOCYBaHHsA, cHa Jii

14. [penapar nopiBHsiHHS, /1034, Crocid
3aCTOCYBaHHsA, cHlla il

15. CynyTHs Tepartis
16. Kputepii oLliHKH eeKTHBHOCTI
17. Kpurepil ouinku 6e3neku

18. CrarucTuuni METOIH

19. JlemorpadiuHi MOKa3HUKK JOCITIKYBAHOT
nonyJsuii (crath, Bik, paca, TOLO)

[Mopisusaty srms 1,0 ta 1,5 MAK
necduypaHy Ta i30aypaHy mitoc
nogitps/O2 Ha MO3KOBHI KPOBOTIK B yMOBax
nerkoi rinokanuii (PaCO2 27 £ 2 MM pT.cT.)
JI0 pO3pi3y TBepA0T MO3KOBOT 0G0IOHKH i
npu 1,25 MAK micas po3pi3y TBepaoi
MO3KOBOT 000/10HKH. PeakTuBHICTH
MO3KOBOTO KPOBOTOKY TAKOK OLLiHIOBasacs
Ha pieHi 1,25 MAK nicns 36inbiueHHs
PaCO;z no 35 + 2 mm pr.CT.

Binkpure panaomizoBaHe A0CTiAKEHHSA

H/1T

Ha3sga nikapcbkoro 3aco0y: necdiypan
Ho3za: 1,0, 1,25, 1,5 MAK

Cnocib 3acTocyBaHHS: iHraNALIHHUI

Hazga aikapebkoro 3acoby: izoduypan
Hoza: 1,0, 1,25, 1,5 MAK

Cnoci0 3acTocyBaHHs: iHraasuiiHuii

H/J1

INinokan#iuni ymoBu (PaCO; 27 + 2 Mm
PT.CT.), MO3KOBHI KPOBOTIK (IMiBULIECHHS
PaCO:z no 35 £ 2 MM pr.cT.).

Hebaxxani spuiua, naboparopHi
JOCTIDKEeHHA

Mo3KOBHI1 KPOBOTIK aHANI3yBaIM 3a
JIOTIOMOTOKO AMCTIEPCiHHOrO aHaizy.

26 Heitpoxipypriunux natientis (naxi 24
NaLie€HTiB NPUAATHI AJIs OLiHKOBaHHS:),
BikoM 20-67 pokiB, 3i CTAaTyCOM 3a LIKAJIOK

AMeprlKaHCBKO ro ToBapucTBa

NEPEKNAR 3POBREHO

186

8T 1Akv 3 OPHFIHANON

g AocToBIPHICTY
e BEPEKAAAY 3ACB]AYY
Kinaypic H.B.

\
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20. Pe3ynbTaTi eheKTUBHOCTI Hechaypan
Cepeaue 3nauenns ET: 6,10-7,30 %
Exgiganent MAK: 1,02-1,22 %
Cepeatie 3navyenns ET B kinui onepauii:
0,20-4,60 %
Ekgisanent MAK B kinui onepauii: 0,03—
0,77 %
MAK (roauuu): 0,07-16,93 %

I3ogurypan

| Cepenue 3Hauyennsa ET: 1,10-1,60 %
Exgipanent MAK: 0,96-1,39 %
Cepenne 3HayeHHs ET B kiHui onepauii:
0,10-1,10 %
Exsisanent MAK B kinni onepauii: 0,09—
0,96 %
MAK (rogunmu): 3,91-21,12 %

21. Pesynbratu Oesneku 'V xoAi uporo AociKeHHs npo 6y ab-AKi
no6ivHi sBuIa He nosigomusiocs. JKoaHux
MNOMITHUX 3MiH y pe3y/ibTaTax
naboparopHUX J0CHiKeHb He OyJ0.
CnocTepekyBaHi BiIXHJICHHS
MOSICHIOBAIUCS] AHECTE3IEI0 Ta XipypriuHuM
BTPYUaHHSAM.

22. BUCHOBOK (3aKJIHOYEHHS) B ymoBax rinokanuii (PaCO2 27 £ 2 mm
PT.CT.) MO3KOBHi1 KPOBOTIK 30i/1bLIYBaBCH,
KOJIH KOHIleHTpaLlist qecuypany (rioc
noBiTps/02) B KiHL BUAMXY 3011b11YyBatacs
3 1,0 MAK 1o 1,5 MAK. Mo3skoBuii
KpOBOTiK Takox 30iabiuees npu 1,25 MAK
ricis po3pisy TBEpAOT MO3KOBOT 000IOHKH.
Konu nokaszuuk PaCO; 36ineuyBascsa 10 35
+ 2 MM PT.CT., MO3KOBHH KPOBOTIK JU1s
nechaypany 3 nopitpsam/Oz 36inblyBaBcs
10 35.2+ 15,4 mn/100 r/xB, a ms
i3oaypany 3 nosiTpsam/O; 30ibLIyBaBCs 10
35,1 £ 12,1 mui/100 r/xB. ¥ X011 Ub0ro
JOCTiKeHHS Npo Oyab-siki nobivHi sBKLLA
He MOBIAOMIIANOCS.

3asBHHK (BIACHUK IMignuc: xeccika CBarek
peecrpaumnoro Enexrponnuit mignuc: Jlieccika Cparek

l'[OCBi,E[‘{EHHH) [Tlincrasa: 5 sarBepakytO LEH JOKYMEHT
Jara: 18.01.2024 18:40 CST

E-mail: jessica_svatek@baxter.com(nianuc)

SO\ nlsmmu 39?5“»0
| (A} 3T [AHy 3 OPNT IHANON
“KPAT",l ﬂ:l'ﬂ»\?g AoctosiPniCTb

BN Tacossos s/ WEPENNARY SACBIAYYD

Kinaveie H.B. \\
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Annex 30 ‘

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration materials

Clinical research

o v Ayttt

-of registration certificate):

e A AR R £ DN S e ey e o

1 Name of medlcmal product (if avarlable number

during the validity of the registration certificate
(art. 4, section [V)

report No 17

i s o B R R SRR, A ) NS S 18 gt sttt

‘:Suprane Inhalation Vapour L1qu1d

2. The applicant

3. Manufacturer

4. the undertaken study:

B Baxter SA, Belgium

Baxter SA Belglum

— O

if not explain

r

yes’I:I no;

| i !

I T Ty oy [ e —

l) the type of med1c1nal product for whlch the
registration was made or planned

5. Full name of clinical research, coded number of
clinical research

B T T

8. oo A A B i

Medlcmal product with complete dosmer
(stand-alone dossier), other medicinal
product, new active substance

¢ Effect of Desflurane and Isoflurane on
! Cerebrospinal Fluid Pressure During
Neuroanesthesia

1-653-08C

\NDA #20-118

i
i

L ,
i 6 Phase of chnlcal research

;7. Time frame of cllnxcal research

1 R R N b Wt S Mol et Mool N e TR e A e W A

{
%
i
i 8. Countrles where the chmcal research was
:

conducted

9. The number of persons under investigation:

H
R e i

e st s it irle S i s e e

? Phase |

N/A

Umted States

i

i Planned: N/A

i Enrolled: 23 patients

 Analyzed: 23 patients

e vlen ey ¥ e e s

10. Purpose and secondary objectlves of the cllmcal
research

To evaluate the effects of desflurane on
. cerebrospirial fluid pressure (CSFP) and
E ' cerebral perlusion pressure (CPP) under

1
E
1
!




11 Cllmcal research de31gn

12 Mam mclusmn crlterxa

13 Test medlcmal product method of
administration, efficiency

[P ) . .- e - RO

i hypocapnic conditions in patients with j
' intracranial tumors without midline shift.

§

Open-label, randomized study !

N/A

Name of dirug product Desﬂurane
Dose: 1.2 MAC

i Mode of administration: Inhalation

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

15. Concomitant therapy

Name of drug product: Isoﬂurane i
Dose: 1.2 MAC

Mode of administration: Inhalation

N/A

H

-16. Efficacy evaluation criteria

! 17. Safety assessment criteria

18. Statistical methods

_ Mean ET (MAC equ:valent) mean ET atend |
of surgery (MAC equivalent at end of
surgery), MAC hours

!
L

- Adverse events

i

1t is not the intention of the study to detect |

‘ statistical significance between desflurane

e and isoflurane.

: The direction of difference in intracranial
pressure (ICP), central blood pressure

{(CPB), and heart rate, if any, between
desfluane and isoflurane as well as

:hemodynamic variables will be measured

» and summarized. Demographic data,

' mcludmg age, race, sex, description of :

' surgery are summarized. Adverse réactions
"will be summarized by type, severity,

| - relationship to study drug and by body

| system. Incidences will be compared using

s

: chi-square. Laboratory data will be
compared to normal/sponsor supplied
i ranges, values 0uts1de the ranges w11] be




19. Demographic indicat(;rs of the population study
(gender, age, race, etc.)

20. Efficiency results

21. Safety results |

'22. Conclusion (evaluation)

190

flagged and incidence of abnormal values
will be compared by chi-square procedure.

!

23 neurosurgical patients, 28-71 years old, !
' ASA Status [l and III, male and female. :

e —— ravve sy wa— = T |

| Desflurane: .

Mean ET: 3.1-5.8% f

MAC equivalent: 0.5-1.0% ]

Mean ET at end of surgery: 0.5-8.4% i

‘MAC equivalent at end of surgery: 0.1-1.4%

| MAC hours: 2.8-11.3%

! Isoflurane:

{Mean ET: 0.5-0.9%

| MAC equivalent: 0.5-0.8%

 Mean ET at end of surgery: 0.2-1.6%

I MAC equivalent at end of surgery: 0.1-1.4%

'MAC hours: 1.9-9.4%

o S

. There were no deaths. The majority of f

i adverse events were hemodynamic,

! hypotension was the most prevalent adverse. |

' event (occurring in 42% of the desflurane |
patients). Postoperative nausea was also
common {occurring in 50% of the desflurane
patients). The adverse events that occurred 4
were controlled by using conventional
countermeasures .

* Patients with intracranial tumors without .
midline shift receiving 1.2 MAC desflurane
with air/O2 under hypocapnic conditions
developed cerebrospinal fluid pressures

. (CSFP) of 8 £ 4 to 10 = 4 mmHg
(mean = std) 5 to 60 minutes after induction
of inhalation agent compared to 8 £ 5 to
10 £ 5 mmHg for isoflurane. During this
period, the cerebral perfusion pressures
(CPP) for desflurane were 64 + 10 to

176 £ 12 mmHg (mean + std) compared to

,68 £ 18 to 91 + 23 mmHg for isoflurane.

‘No statistically significant treatment
differences were observed with respect to
: CSFP and CPP.
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i Eleclronically signed by:.Jessica

i Appllcant (hOIder Of ' Signature: fﬁ‘s‘s"aﬂ Sl/ﬂ'l"@/( g;?sfgn:mp rove this document
H Date: Jan 17, 2024 1544 CST

; registration certificate) Email: jessica_svatek@baxter.com (signature)

| (Name)

H
i

!
Fr




192

Toparok 30

10 TTopsaKy npoBeaeHHs eKCIepTH3H peecTpaLliifHuX MaTepianis Ha JiKapehKi 3ac00H,
110 MOJAOTECSA Ha EPIKABHY peecTpaLlito (nepepeectpatiio),

a TAKOJK €KCIEPTH3M MaTepiasiB Npo BHECEHHs 3MiH [0 peecTpalifHuX MaTepianis
MpOTAroM Aii peecTpaiiiHoro nocei ueHHs

(nyukr 4 posainy 1V)

3BiT npo KiaiHiuHe BUNpoOyBaHHsa Ne 17

1. Haspa nikapcskoro 3aco0y (3a HasiBHOCTI - Homep  Cynpau, napu /s iHransiuii, pianna
peecTpallifHOro MOCBIAYEHH:)

2. asBHUK Bakcrep C.A., Benbris
3. BupoGHuk Bakcrep C.A., besbris
4. ITposeneHi AOCTIIKEHHS: X Tak [ Hi SIKLLO Hi,

oOrpyHTYBaTH

1) Tin nikapchkoro 3acoly, 3a skuM npopoauaacst  Jlikapebkuii 3aci0 3a NOBHUM 10ChE
abo nulaHyeTbest peecTpaltis (aBTOHOMHE JI0ChE), IHIIHI NTiKapChKUi
3acid, HOBa AiO4a peYOBHHA

5. [loBHa Ha3Ba KJiHIYHOrO BUIIPOOYBaHHS, Bruie aecdnypany ta izodaypaHy Ha THCK
KOJIOBAaHMH HOMEP KJIIHIYHOIO BUIIPOOYBaHHA CMUHHOMO3KOBOI PiZIMHM MiJT Yac
HelipoaHecTesii
[-653-08C
NDA #20-118
6. ®aza KAiHIYHOrO BUNPOOYBaHHs Pa3sa |

7. Ilepioa npoBeieHHs KIIHIYHOrO BUNPOOYBaHHA H/1

8. Kpainu, e nposoaunocs kiiHiuHe punpodysanns CLLIA

9. KinibKicTb 10C1 /1KY BAHUX Y pAnCRARS. H/JT
77222 e BRUOYEHI B JJocixkenns: 23

'\': j . NEPEKNAR 3POBAEHO
§1i308an0: 23 FRHAHTY OPKT | HANOM
: AocToBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kiwaveic H.B. L\




10. MeTa Ta BTOpHHHI Wi KJIIHIYHOTO
BUNPOOYBaHHS

11. luzaitn kiiHi4YHOro BUNpoOyBaHHs

12, OcHOBHI KpUTEPIT BIJIOYEHHS

13. MocnimxyBaHuii nikapcbKuii 3acid, crnocib

3aCTOCYBaHHs, cua Jii

14. Ipenapat nopiBHSAHHA, 1034, crocid
3aCTOCYBaHHS, cua ail

15. CynyTHs Tepanis

16, Kpurepii ouiHkK eGexTHBHOCTI

17. Kputepii ouinku 6e3nexu

18. CrarucTH4HI METOIH

Ouinury BIuiuB gecdiypaHy Ha THCK
cruaHoMOo3koBoi piauau (TCMP) Ta
uepebpansuuii nepdysivinuii ek (LIIT) B
YMOBAXx riMoKanHii y nauieHris i3
BHYTPIiLIHBOYEPEITHUMH IMyXJIMHaMu Oe3
3MILIEHHS CePeMHHUX CTPYKTYP.

Biakpute pannomizoBaHe J0CiUKEHHS

H/IT

Ha3sga nikapcbkoro 3aco0y: necduypax
Hosza: 1,2 MAK

Crnoci6 3acrocyBanHsi: iHransuinHuii

Hazga aikapebkoro 3aco0y: izodnypan

Hdosza: 1,2 MAK

Cnoci6 3acTocyBaHHs: iHraasiLiHHWIA

H/J1

Cepenne 3nauenns ET (exBiBanent MAK),
cepeane 3HaveHHs ET B kiHui onepauii
(exeianent MAK B kiHui onepaiiii), MAK
rOJMHHA

Hebascauni ssuma

JlocnipkeHHst HE Mae Ha METi BUSABUTH
CTATUCTHYHY p MK aecdypaHoM Ta
i30(haypaHoM.

CrnipsAMOBaHICTb Pi3HULI Y
BHYTpilHbOYepenHomy THeky (BUT),
LEHTpaabHOMY apTepianbHOMy THCKY (LIAT)
Ta YaCTOTI CePLEBUX CKOpPOYEHb (32
HasiBHOCTI) MiXK ieciypaHoM Ta
i30rypaHom, a TaKOXK reMoIHHAMIYuHI
noxkaszHuku Oyne BHMipﬂno Ta y3arajbHeHo.

,Morpaqmm nam BKJIIOYAIOYH BiK, pacy,

% -\}. bHIOKOTHCS. IToGni peakiiii O
ribHEHI 32 THIIO
% ; 3,uocnimf(y M %E?Eﬁi}o'

REPEKAARY 3ACBIAYYD

183

Kinayeic H.B. \\
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3a cucTeMamu opraHismy. Bunajaku 6yayTs
MOPiBHIOBATUCS 34 J0TOMOIOK KPUTEPItO Xi-
ksajpar. JlaGopatopHi nani OyayTh
MOPiBHAHI 3 HOPMAJIBLHUMH/HALIAHUMH
CIIOHCOPOM Jliana3oHamH. 3Ha4YeHHs, 110
BMXO/ATH 32 MEXi Jiana3oHis, Oy1yTh
Mo3HAYEHi, a YacTOTa BiAXUIEHb BiJl HOPMH
Oy/ie MopiBHsAHA 3a IOMOMOrOK KPUTEPitO

Xi-KBazapar.
19. Jlemorpadiuti MoKa3HHUKK A0CITipKyBaHOT 23 HelpoxipypriuHi nauieHTH, Bikom 28-71
nonyasuii (cTath, BiK, paca, TOLI10) piK, 3i CTATYCOM 32 LIKAJIOK

AMEpUKaAHCHKOTO TOBAPUCTBA
anecresionoris (ATA) II ta III, yonoBiku Ta
HKIHKH.

20. Pe3ynbraTtu eeKTHBHOCTI Hechaypan
Cepenne 3nauenns ET: 3,1-5,.8 %
ExsiBanentr MAK: 0,5-8,4 %
Cepenne 3Havenns ET B kiHui onepautii:
0,5-8,4 %
Ekgianent MAK B kinui onepauii: 0,1-
1,4 %
MAK roaunu: 2,8-11.3 %

[30daypan

Cepenne 3nauenns ET: 0,5-0,9 %
Ekgsipanent MAK: 0,5-0,8 %

Cepenne 3nauenns ET B kiHLi onepartt:
0,2-1,6 %

ExsiBanent MAK B kinui onepauii: 0,1—
1.4 %

MAK roaunu: 1,9-9.4 %

21. Pesynbrath Oe3neku JleransHux Bunaakis He Oyno. binbuiicTh
HeGaxkaHuX ABMILL Oy reMoAMHAMIYHUMH.
I'inorensis Oyna HaibiabII NOLIMPEHHUM
HeOaxkaHUM siBHILEM (BUHUKana y 42 %
MalieHTiB, AKi OTpUMyBaiu aecdiypaH).
ITicnsonepauiiina HyaoTa Takox Oyna
nomupeHuM seuieM (y 50 % nauieHTis, gki
otpumysaiu aechaypan). Hebaxaui sBuiua,
1110 BUHMKAJIH, KOHTPOJIIOBAU 32
JOTIOMOTOIO 3BHUYAHHUX KOHTP3aXO/iB.

22. BUCHOBOK (3aKJIIOUEHHS) V naii€eHTiB i3 BHYTPiLIHBOYEPETTHUMH
nyxJjimHamMu 6e3 3milleHHs cepeHHUX
IPYKTYP, AKi necﬂpnypaﬂ y ao3i 1,2 MAK i3
s PR TpﬂM/Oz y TIMOKAMHIYHHX YMOBAaX, THCK
iioMoskoBoi piavnl K FEMR cRAGEMEH0
4 1o 10 + 4 m@pkhdtv (3c BN HANON
AocToBIPHICTD
BEPEKAAAY 3ACBIAYYD

Kinaveic H.B.

ES
Q)
laektudlikauiitnmii kon c';‘
33002596 -9,




3adBHUK (BIACHUK
peecTpauiifHoro
MOCBITYEHHS)
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3HAYEHHS £ CTAHJAPTHE BiJAXUIICHHS) uepes
5-60 xBuIUH nicas HAYKWIT iHransuiiHoro
3aco0y nopiBHsAHO 3 BiA 8 £ 5 110

10 £ 5 MM pr.ct. 114 i3oduypany. Y uei
nepioa uepeGpaibHuid nepdy3iiHuil THCK
(LUIT) nns necaypany craHOBHB Bijt 64 +
10 10 76 £ 12 MM pT.CcT. NOpiBHsAHO 3 68 £
18 10 91 £ 23 MM pT.CT. 14 i30¢aypany.

Higmue: reccika Ceatex

Enextponnnii nianuc: Txeccika Cparek

ITincrasa: 51 3aTBepAKYIO Lieil IOKYMEHT

JHara: 17.01.2024 15:44 CST

E-mail: jessica_svatek@baxter.com(rianuc)

(IL. L. B.)

MEPEKAAR 3POGAEHOD
3r [AHv 3 OPHF IHANOM

AocToBiPRICTD
NEPEKAARY aacmlwr

Kinayric H.B.
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Annex 30

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

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

(art. 4, section IV)

Clinical research report No 18

1. Name of medicinal product (if available — number | Suprane, Inhalation Vapour, Liquid
of registration certificate):

. P

|
i Baxter SA, Belgium
i

—_—— b e

2, The applicant
- R - e ;
3. Manufacturer Baxter SA, Belgium I
i
O ino if not explain :

1) the type of medicinal product for which the | Medicinal product with complete dossier
E registration was made or planned ; (stand-alone dossier), other medicinal
% product, new active substance

i 5. Full name of clinical research, coded number of - The Comparative Anesthetic Effects of

’ clinical research | Desflurane and Isoflurane During Surgery of '
‘ the Abdominal Aorta !
i |
'1-653-09A
IND #32,363
6. Phase of clinical research 'Phase I

| . |

7. Time frame of clinical research 4 Oct 1989 — 27 July 1990
*8. Countries where the clinical research was United States
[ conducted l
9. The number of persons under investigation: . Planned: 60 subjects
Enrolled: 54 subjects
: Analyzed for Efficacy: 52 patients

- Analyzed for Safety: 54

b ccirmrs v inw wanamb memar am v m i = e min e pe— o e e [ |
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5 10. Purpose and secondary objectives of the clinical ITo evaluate the effectiveness of desflurane |

: research

11. Clinical research design

12. Main inclusion criteria

1
R

as compared to isoflurane in patients
§ undcrgoing major vascular surgery involving ,
the abdominal aorta.

' Randomized, multicenter, open label, |

; controlled !

' Patients undergoing elective aortic

aneurysm resection, aortoiliac bypass,

aortofemoral bypass surgery or renal

artery bypass,

ASAIL T or IV,

e Ape: between 35 and 80 years, inclusive.

e Sex: male or female, of non-childbearing
potential (post-menopausal or surgically
sterilized)

¢ Patients giving written informed consent
after the nature of the study has been

i fully explained.

administration, efficiency

)
1
]
]

! - . .
- administration, efficiency

i

5
1
+

E 15. Concomitant therapy

t
H

'E 16. Efficacy evaluation criteria

;

!

13. Test medicinal product, méthod of

 14. Reference substance, dose, method of

1 e ———
i L]

Name of drug product: Desflurane

Dose: 0.5 MAC (induction), 1.0 MAC
(maintenance)

i

| Mode of administration: Inhalation

': Name of drug produect: Isoflurane

Dose: 0.5 MAC (induction), 1.0 MAC '
; (maintenance)

. Mode of administration: Inhalation

There were no restrictions on other
' peri-operative or post-operative medication.
_All concomitant medications administered
were recorded on the case report form.

Intraoperative hemodynamic parameters:
1 Hemodynamic and biochemical
! parameters
» Mean and peak end-tidal concentration
of inhalational agent to maintain blood
pressure and heart rate within 20% of
baseline .
¢ End-tidal concentration of inhalational
agent at the end of 'anesthesia
Percent of patients needing additional
fentanyl dose during induction and/or




17. Safety assessment criteria
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maintenance of anesthesia, clamping and

© unclamping of the abdominal aorta

;e The doses of additional fentany! during
maintenance of anesthesia, clamping and '
unclamping of abdominal aorta: the time !
from induction to the administration of
these agents

e Duration of administration of inhalation
agent from induction of anesthesia to the
time the inhalation agent was
discontinued before unclamping the !
abdominal aorta

o Duration of administration of inhalation
agent from unclamping the abdominal |
aorta until the end of surgery |

|

e

e Number of patients needing additional
anti-hypertensive, beta-blocker,
anticholinergic and inotropic agents to
control heart rate and blood pressure E

» The specific agents and doses used to
control heart rate and blood pressure and |
the time from induction to the
administration of these agents '

é
i Post-operative parameters:

;® Incidence of intra-operative recall

t Monitoring ECG's, vital signs !

. (systolic/diastolic blood pressure, mean

' arterial pressure, heart rate, respiratory rate,

" oxygen saturation and core body

“temperature) and laboratory evaluations

. consisting of hematology (WBC with a

" differential, RBC, platelets, hemoglobin,

+ hematocrit, MCV, prothrombin time), serum -

, chemistry (sodium, potassium, chloride,
creatinine, calcium, albumin, glucose, CPK,
total bilirubin, SGOT, SGPT, alkaline
phosphatase, BUN, bicarbonate), and
urinalysis (ph, specific gravity, glucose,
ketone, protein, WBC, RBC, casts, bacteria,
crystals) were performed at admission and
post-operative period. The patient's

_electrocardiogram (leads Il and VS5) was

_continuously monitored prior to study drug

'administration and at the end of surgery.

! Adverse reactions were collected for the

“duration of study participation. Patient ‘

i discharge data was collected from the time

_points of when the patient underwent surgery

..............

iy omnls W s i b e o




unt11 dlscharge from the ICU and dlscharge ‘

. from the hospital.

18. Statistical methods

J— - i st

19. Demographw mdlcators of thc populatlon study
(gender, age, race, etc.)

20. Efficiency results

A e o ke S oo ARSI 1150 e o e g

[T —

Demographlc data was summarlzed by
center by treatment group and then pooled
over all centers.

Efficacy: Hemodynamic and biochemical
parameters, inspired agent concentration,
end-tidal agent concentration, number of
patients requiring additional fentanyl and
duration of administration of inhalational

‘ agent were also presented by treatment group
and by center.

Safety: Adverse reactions were summarized
by severity and by body system. Laboratory
data normal ranges. were compared to the
corresponding Clinically abnormally high
abnormally low laboratory values were
summarized by time and by treatment group. |

There Wwere no clmlcally 51gr11ﬁcant |
_differences among treatment groups for age,

i body weight, sex, race, and ASA status. i

g Desflurane: §
: Mean age (years): 65.0 ;
EMean weight (kg): 71.1 kg :

' Mean height (cm): 171 cm
- Sex (male/female): 14/11 :
‘Race (Caucasian/black): 25/0 4
. ASA status (IVIIFIV): 6/17/2 ;

. Isoflurane;

.Mean age (years): 64.9

* Mean weight (kg): 75.6 kg

‘ Mean height (cm): 169 cmy
“Sex (male/female): 20/9

: Race (Caucasian/black): 27/2
- ASA status (II/11/TV): 3/26/0 :

Hemodynamic changes incurred as a result
.of the anesthetic and surgical procedures
(induction, intubation, skin incision, §
; clamping and unclamping of the abdominal
| aorta) were similar between the two
treatment groups.

i All patients were maintained on desflurane °
,or 1soﬂurane for the duratlon of their surg1cal

199
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j ' procedure: mean durations were 253 and 228
minutes, respectively.

|

| There were no clinically significant

' differences in mean, peak or final end-tidal

| concentrations between the desflurane or

isoflurane treatment groups.

| Therapeutic intervention with fentanyl,
antiarrhythmics, antihypertensives,
vasopressors and inotropes were required
with similar regularity in both the desflurane

, and isoflurane treatment groups to maintain
'adequate depth of anesthesia and heart rate.

21. Safety results " Adverse events were minimal at this trial.
' The most frequent event reported during the
 clinical trial was two cases of hypotension
'reported in the isoflurane treatment group.

! Two patient deaths were reported during the
' course of this clinical trial. One patient died
durmg the study 30 minutes after anesthesia
!  induction on 12/12/89 due to a myocardial |
'infarction. This death was found to be

, remotely related to the study medication by
- the principal investigator. The other patient
, died 40 hours after study completion on
2/4/90 due to a myocardial infarction. This
death was also found to be remotely related
to the study medication by the principal
"investigator.

' The majority of patients had normal
laboratory values during the study.
Potentially clinically significant changes
noted during the trial (RBC, WBC,

- hemoglobin, hematocrit, glucose, SGOT and

| SGPT) were associated with surgical stress

and trauma and were judged to be of no
clinical importance by the investigator.

The days from the time of surgery until
discharge from the [CU and hospital, were
| very similar between the desflurane and
1soﬂurane treatment L groups.

——— e - - =

22.. Conclusion (evaluatlon) | Anesthesra wnth desflurane was as safe and
 effective compared to isoflurane during
surgery of the abdominal aorta

e 1 bt e e S e = e mm am e a___i o —— o, i —

|
e L
|
|
!
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Elactronfcally signed by; Jessica
Svalek 4 Y

I Apphcant (hOld?l‘ of Signature= Jessicd Sl/ﬂ’fﬂfz Reascn; | spprova this document
' registration certificate) Dater Jan 17 2024 1544 CST

E Email:_jessica_svatek@baxter.com (signature}
|E (Name)
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Honatok 30

1o [Mopsaky npose/ieHHs €KCIepTH3H PEECTPaLiHUX MaTepianis Ha TiKapchKi 3aco0u,
10 MOAOTHCS HA JAEPHkKABHY peecTpalliio (nepepeectpailiro),

a TAKOJK EKCTIEPTH3M MaTepiajiiB Mpo BHECEHHS 3MiH 10 peecTpaLiiiHuX marepiaiis
MpOTAroM Aii peecTpariifHoro nocei ueHHs

(nynxr 4 posainy 1V)

3BiT npo KaiHiuHe BunpoOysanusa Ne 18

1. Hassa nikapcekoro 3aco0y (3a HasBHOCTI - Homep  CynpaH, napu A/ iHransuii, pianHa
peecTpaniiHOro MOCRiAYEHH:)

2. 3asBHUK Bakcrep C.A., benbris
3. BupoOuuk bakctep C.A., benbris
4. lpoBeneHi gocaigKeHH: X Tak [J Hi AKLLO Hi,

oOrpyHTYBaTH

1) Tun gikapcbkoro 3aco0y, 3a sKuM nposoauiaca  Jlikapcekuid 3aci® 3a MOBHUM J0ChE
abo ruaHyeThbes peecTpaitis (aBTOHOMHE JIOCKE), iHIIWH JTiKapChKHi
3aci0, HOBa Jit04a PpeYOBHHA

5. IloBHa Ha3Ba KAIHIYHOIO BUIPOOYBaHHH, [TopiBusanbHa aHecTe3ion0rYHA Aid
KOJ0BaHHI HOMEP KJIIHIYHOro BUIIPOOYBaHHS aecthaypany Ta izodaypaHy mia yac
XipypriuHux BTpy4aHb Ha uyepeBHiil aopTi

[-653-09A

IND #32,363

6. ®aza KJIiHIYHOTO BUIIPOOYBaHHS ®a3za |
7. Mepion nposeaeHHst KaiHiyHoro Bunpodysanus 3 04 :xoBTHa 1989 p. no 27 aunua 1990 p.
8. Kpainu, ne npoBoaunocs wiiniuxe punpodysanus CLUA

9. KinbKicTb 10CHIKYBaHUX 3anaanosana: 60 naiieHris

MMEPEKAAA 3POBNEHO
3r[AHY 3 OPHT IHANON

AoctoBiPHICTD
REPEKAARY 3ACBIAYY

Kinavpic H.B. :

Bt oy
: 9\\ meumﬂ)iﬂaw“"“um‘n :

VBN 38002596 -
Nel 7




10. MeTa Ta BTOpUHHI 111 KJAIHIYHOIO
BUNPOOYBAHHSA

11. JIuzaitd KaiHivHOrO BUNpoOyBaHHS

12. OcHOBHI KpHTEpIT BKIIOUEHHS

13. Jlocnipkyeanuii nikapebkuit 3acib, cnoci6
3acToCyBaHHA, cuna Aail

14. lpenapat nopiBHsiHHS, 1034, cnocid
3aCTOCYBaHHSA, cuia ail

15. CynytHs tepanis

203

Anauis egexruBrocri: 52 nauieHTH
Ananis Ge3nexu: 54 nauieHTy.

Ouinury epeKTUBHICTH AecdnypaHy
MOPiBHIHO 3 i30(hypaHom y nauieHTis,
SIKMM BUKOHYETHCSI BEJIMKE CYJAHHHE
XipypriuHe BTpy4aHHs Ha YepeBHil aopTi.

Panaomizopane GaraToLEHTPOBE BiJKpHUTE
KOHTPOJIbOBAHE JOCIIIHKEHHS

o [lauieHTH, SKHM NMPOBOAATH MJIAHOBY
pe3eKLit0 AHEBPH3MH a0PTH, a0PTO-
3/1yXBUHHE LUYHTYBaHHS, a0pTO-
CTErHOBE IIYHTYBaHHA ab0 LIYHTYBaHHS
HUPKOBOT aprepii,

e (Craryc 3a WKaa0o AMEpUKaHCBEKOIO
ToBapucTia aHectesionoris (ATA) 11, 111
abo 1V,

e Bik: Big 35 10 80 pokiB BKJIIOYHO.

e Crars: yonosiua abo xkiHoua, 6e3
JITOpOAHOrO noTeHuiany (y
nocTMeHonaysi abo XipypriuHo
CTEpHJIi30BaHi)

e [lauieHTH Ja0Th MUCHMOBY
iHpopMOBaHy 3rojy nicias Toro, sk im
MOBHICTIO PO3'SICHUIIN CYTh
JIOCJTIJIKEHHS.

Ha3ssa aikapebkoro 3acody: Jlecaypan

Hoza: 1,2 MAK (inaykuis), 1,0 MAK
(nmiaTpumaHHs)

Cnoci 3acTocyBaHHs: iHranALiHHAI

Ha3zsa jikapebkoro 3acoby: [30duypan

Ho3a: 0,5 MAK (inaykuis), 1,0 MAK
(migTpumanHs)

Cniocid 3acrocyBanHst: iHraasuiiHmi

He Oy10 ®0AHUX 0OMEKEHB 111010 iHIITHX
nepuonepatiinnx abo nicasonepauifHux

menmMEAMKAMeEHTIB. Bei cynyTHi npenaparu, ski
'.._ﬁ’j.~.ny1, 3anucyBajii B iHﬂHBiﬂyaﬂbHy

QLIIHH oOpMY.
IR PPN Nepeknan 3posAERD
28 3r Al 3 OPNF IHANON
I AoctoBipPnicTb
BEPENAAAY 3ACBIAYY

Kinayeic H.B.
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16. Kpurtepii ouiHku eexTHBHOCTI [HTpaonepalliiiHi reMoaAMHaMi4Hi
MOKA3HUKH:
e [‘emoaunamiuni Ta GioximiuHi
napameTpu
e Cepe/Hs Ta MAaKCMMajlbHa KOHLGHTpALLis
IHraJIALIHOTO areHTa HanpPUKiHL
BHIMXY JUISl THIATPUMAHHS apTepiabHOro
THCKY Ta YaCTOTH CEPLEBHX CKOPOYEHb Y
- mexkax 20 % Bi NOYaTKOBOIO PiBHS
e KonueHTpallis iHranauifHoro arenTa
HANPUKIHLI BUANXY B KiHIli aHecTesil
e BincoTok namieHTiB, ki notpedyoTh
JI0JIATKOBOT 1034 (peHTaHiy mij yac
iHAYKUiT Ta/abo migTpUMaHHs aHecTesil,
MEePeTUCKAHHSA T2 PO3TUCKAHHS YEPEBHOT
a0pTH
e Jlopatkosi 103u denTaHiay mija vac
MiATPUMaAHHS aHecTesil, epeTHCKaHHS
Ta PO3TUCKAHHSA YePEBHOT a0PTH: Hac Bijl
iHAYKLUIT 10 BBeAEHHS LMX 3ac00iB
e TpusanicTs BBeJCHHS iHTaNALifiHOrO
areHTa 3 MOMEHTY IHAYKLi aHecTesii 10
MOMEHTY MPUIHUHEHHS BBEAEHHS
IHrasiHOrO areHTa nepej
PO3TUCKAHHAM YEPEBHOT a0PTH
e TpuBanicTh BBEJCHHS IHraNALIHHOIO
~ areHTa 3 MOMEHTY PO3THCKAHHSA YepeBHOT
AOPTH J10 3aKiHYEHHS ONEPaTUBHOrO
BTPYYaHHSI
e KinbKicTh MauieHTiB, aKi NoTpedyIOTH
JI0/IaATKOBOT'O 3aCTOCYBaHHS
aHTUTINEePTeH3UBHUX 3aco0iB, OeTa-
OMoKaToOpiB, AaHTHUXOJIIHEPriYHUX Ta
IHOTPOTHUX 3acO0IB /T KOHTPOJIO
YaCTOTH CEPLIEBHX CKOPOYEHb Ta
apTepiajbHOro THCKY
e KoHKpeTHi npenaparu Ta 103HM, iKi
3aCTOCOBYBAJIM JIJISi KOHTPOJIIO YaCTOTH
CeplEeBHX CKOPOYEHb Ta apTepialbHOro
THCKY, @ TAKOXK Yac Bij iHAyKLUIT 10
BBEIEHHS LIMX [Iperaparis

[Ticasonepalliiini napameTpu:
e YacToTa BUNAJAKIB MpoOYKEeHHs MijL, yac
OMepaTHBHOIO BTPYYaHHs

17. Kputepii oninku 6e3nexu Mowuitopunr EKT', noka3HukiB }KUTTEBO
BaKJIMBUX (DYHKLIH
(cucToniuHuii/tiacToNniuHKil apTepianbHUi
THCK, Cepe/iHiii apTepialbHUH THCK, YacToTa
epuean CKOPOYEHbB, YaCTOTa JIMXaHHs,
{eg@pypallis KUCHEM Ta TeMreparypa Tijia) ra

: _ Spparopui nociukdhEREMBAKSROBREH

3r [AHy 3 OPNT IHANON

AocToBIPHICTD

BEPEKAARY 3ACBIAYYD

_. Kisaveic H.B, k




205

reMaToJIoT 0 (NeHKOUMTH 3 JIEHKOLIUTAPHOIO
bopmyIio10, epUTPOLIUTH, TPOMOOLIMTH,
reMorsio0iH, reMaToOKpUT, cepeniil 00’ eM
epPUTPOLIUTA, TPOTPOMOIHOBHIH Yac),
GioxiMiuHMi aHalli3 CUPOBATKM KPOBI
(Harpiii, Kanii, XJIOpUA, KpeaTuHiH, KaJbLii,
aneOymiH, rmoxo3a, KOK, zaranbHuii
6inipy6in, ACT, AJIT, nyxHa docdarasa,
a30T ce4OBUHM KpoBi) Ta ceui (pH, nuTtoma
Bara, riiioKo3a, KeToOHU, O1/10K, JISHKOLIMTH,
epUTPOLIUTH, LUIIHAPH, OakTepil,
KPUCTAJIN), AKi BAKOHYBAJIU [PU
MOCTYIUIEHH] Ta y nic/asonepauiiHuii
nepioa. Enextpokapaiorpamy natieHra
(BinBenenns 11 i V5) 6e3nepepsHO
KOHTPOJIIOBAIH 10 BBEIEHHS
JOCIIDKYBAHOTO Mpenapary Ta B KiHLi
onepaTUBHOTO BTpy4aHHs. [lani npo mobivni
peakiiii 30Mpanu NpoTAroM ycboro nepioay
y4acTi B 10cHipKeHHi. JlaHi mpo BUMUCKY
nauieHTiB 30UpaIu 3 MOMEHTY MIPOBEIEHHS
OTIepPaTMBHOIO BTPYYaHHS 10 MOMEHTY
BUIMMCKHM MAaL[i€HTA 3 Bi/UIIIEHHs IHTEHCHBHOT
Teparnii Ta BUITMCKH 3i CTallioHapy.

18. CrarucTHyHi MeTOAH Hemorpadiuni nani Oynu y3aransHeHi no
LIEHTPAX 3a rpyraMu JTiKyBaHHS, a NOTIM
00'e/IHaHI 3 yCIX LEHTPIB.

Edexrunicrs: 'eMoamuamivuHi ta
OloXiMiuHI NOKAa3HUKH, KOHLIEHTpALlis
areHTa, 10 BIHXAETHCS, KOHLUEHTPALLis
areHTa HanpuKiHLI BAUXY, KiJbKICTh
NatieHTiB, AKi NoTpedyBaiu 10/1aTKOBUX 103
(eHTaHiny, Ta TPUBATICTE BBEICHHS
IHraJsIiHHOTO areHTa Takoxk Oysu
NpecTaB/ieHi Mo rpynax JiKyBaHHs Ta Mo
LIEHTpaXx.

besnexa: [1o6i4yHi peakilii y3araJsHIOBalH
3a CTYTIEHEeM TSKKOCTI Ta 3a CHCTeMaMHu
opraHizmy. 3HaueHHS HOPMH J1abopaTOpPHUX
MOKa3HUKIB MOPIBHIOBAJM 3 BiANOBIAHMMH
KJIHIYHO aHOMAIbHO BUCOKHMHU, AHOMAJIbHO
HU3bKUMU 1a00PaTOPHUMH MOKAZHUKAMH Ta
y3araJbHIOBAJIM 33 4acoM 1 3a rpynamu
MiKyBaHHSI.

19. JlemorpadiuHi noKazHUKHU AOCIJKYBAHOT

1O KJIIHIYHO 3HAYYLMX BiAMIHHOCTEH
nonynsuii (crate, BiK, paca, TOIIO) 3

TN JTIKYBAaHHA 32 BIKOM, Macoro
$xepacoro Ta ¢gatycoMm ATA.

EPEKAAA 3POBAEHO

3r{AHY 3 OPHT IHANON
AoctoBiPHiCTb

NEPEKAAAY 3ACBIAYY

Kisaveic H.B.
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Jechaypan:

Cepenniii Bik (pokis): 65,0
Cepenns maca tina (kr): 71,1
Cepenniit 3pict (ecm): 171

Crarb (yosoBiku/KiHku): 14/11
Paca (eBponeoinHa/nerpoiana): 25/0
Craryc ATA (IVITI/IV): 6/17/2

[30daypan:

Cepenniii Bik (pokiB): 64,9
Cepenns maca rtina (kr): 75,6
Cepenniit 3pict (cMm): 169

Crarb (yonosiku/xinku): 20/9

Paca (eBponeoigHa/verpoiana): 27/2
Cratyc ATA (I/IIV/IV): 3/26/0

20. Pe3ynprati e(heKTHBHOCTI ["eMoauHaMiyHi 3MiHH, 1110 BUHUKIIN B
pe3yJbTati aHectesii Ta XipypriuHux
npoueayp (iHaykuis, iHtybauis, pospis
WIKIPH, MEPEeTUCKAHHS Ta PO3THCKAHHS
yepeBHOI aopTH), Oyn noaidHUMK B 000X
rpynax JiKyBaHHS.

Vei nauientu otpumysanu aecduypan abo

i30(1ypaH NpoTSAroM ycboro XipypriuHoro

BTPYYaHHs: CEPeHs TPHBAJIICTh CTAHOBHIIA
253 1 228 XBWIKHH BiANOBIIHO.

Mix rpynamu nikyBaHHs aechaypaHom Ta
i30aypaHom He Oyn0 KAIHIYHO 3HAYYLIMX
BiZIMiHHOCTEH 3a cepe/IHIMH,
MaKCUMaIbHUMK ab0 KiHLIEBUMH
KOHLIEHTpaLiIMH HAMTPUKIHIL BUUXY.

TepanesTuuHe BTpyuaHHs i3 3acTOCYBaAHHAM
(eHTaHiny, aHTHAPUTMIYHUX Npenaparis,
AHTUTINEPTEH3MBHUX, BA30MPECOPHUX Ta
IHOTpOMHMX 3aco0iB Oy10 HEOOXiAHUM 3
0/IHAKOBOIO YacTOTOIO B 000X rpynax
nikyBaHHs aecduiypaHom ta i3opaypaHom
JUIsE ATPUMAHHS a1IeKBaTHOT rIMOUHM
aHecTe3il Ta YaCTOTH CePLIEBUX CKOPOYEHbD.

MEPEKNAR 3POBAENO
3r{AHU 3 OPHF IHANOM

AocroBiPnicCTe
BEPEKAAAY 3ACBIAYYD

Kimaveic H.B. |




21. Pesynbraru Oe3neku

22. BUCHOBOK (3aKJIIO4EHHA)

3asiBHUK (BJIACHHMK IMignue: xeccika Crarek
peecTpallnioro Enextponnuii niannc: Jixeccika Cparex

noc Bi}l‘-{eHHﬂ) ITincrasa: 5 sarpepukylo Leil J0KyMeHT
Jlara: 17.01.2024 15:44 CST

E-mail: jessica svatek@b

HeGaxaHi siBuila B LIbOMY 0C1UKEHHI
Oynu midimansHuMK. Haltuactimoro nojieto,
Mpo sIKY MOBIOMJISUIOCS M1 Yac KJIIHIYHOro
JOCHiKeHHs, Oy/IM 1Ba BUMAIKH
apTepiajbHOT MNOTeH3IT y rpyi JiKyBaHHsA
i3odaypaHoMm.

VY Xofii 1pOro KJAIHIYHOrO JocipKeHHs Oyo
3apEeECTPOBAHO /1BA BUIA/KKU CMEpTI
nauienrtis. OAuH NauvieHT nomep i yac
nociipKkeHHs yepes 30 XBHAMH nicns
inaykuii anecresii 12.12.1989 p. BHacnigok
indapkTy miokapzaa. ["'onoBHui f0OCHi IHUK
BCTAHOBMB, IO L cMepTh OyJia BiJJaneHo
MoB'A3aHa i3 J0CHi/PKYBAHUM MPErnapaTroMm.
[HMi naieHT nomep uepes 40 roauu nicis
sapepuieHns gociimpkents 04.02.1990 p Bin
indapkry miokapaa. ['ooBHUM
JOCiAHUKOM OY/10 BCTAHOBIIEHO, 1O 1A
cMepTh Takok Oyna BijianeHo noe's3axa 3
JIOCITIPKYBAHUM TIperapaToMm.

BinbluicTh NauieHTiB Majin HOpMAaJIbHI
n1abopaTopHi NOKa3HUKM Mijl Yac
pochipkeHns. [ToTeHuiiHO KaiHIYHO
3HAYYIILi 3MiHH, BiAMIYEHi 1ia yac
JOCTIKEHHs (EPUTPOLIUTH, JICHKOLHUTH,
remoryio0iH, reMatokpur, riokos3a, ACT i
AJIT), Oynu nos's3axi 3 XipypriuHum
CTpecoM i TpaBMoIO Ta Oyau oLiHeHi
JOCTIIIHUKOM SK TaKi, 110 He MaloTh
KJIIHIYHOTO 3HAYSHHS.

KinbKicThb AHIB 3 MOMEHTY onepatiii 10
BUITUCKH 3 Bi/U1JIEHHS IHTEHCUBHOT Tepanii
Ta crauioHapy Oysa ays;ke noaidbHowo Mik
rpynamu JiKyBaHHs aecgypaHoM Ta
i30haypaHoMm.

Anecresis aechnypaHom Oyna HACTUIBKKM #
6e3neyHolo Ta e(PeKTHBHOIO, FIK i
i30(1ypaHoM I1i/1 yac onepaTUBHUX
BTPYYaHb Ha YEPEBHIH aopTi.

MEPEKNAA 3POBAEHO
3riAHv 3 OPHF IHANOM

RocToBIPHICTD
BEPEKAARY 3ACBIAYY

Kivaypic H.B.
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Annex 30 \

submitted for state registration (re-registration), |
as well as expert review of material for changes to registration materials
during the validity of the registration certificate.
(art. 4, section IV)

Clinical research rcpo;t No 19

0w e e e e e e 6 POV . PR

1 Name of medicinal product (1f avallable number
of registration certificate):

Suprane InhaIatlon Vapour, L1qu1d

2. The applicant Baxter SA, Belgium
3. Manufacturer | I Baxter SA Belglum

1) the type of medlcmal product for whrch the
registration was made or planned

5. Full name of clinical research, coded number of
clinical research

%

7. Time frame of clinical research

8. Countrles where the chmcal research was
conducted

9. The number of persons under investigation:

i i mm incis iy o v oo s e ssgire v [ R e e o

United States

4. the undertaken study: X j yes g I:l no if not explain
| R

Medicinal product with complete dossier

(stand-alone dossier), other medicinal
product, new active substance

- The Comparative Anesthetic Effects of
- Desflurane vs. [soflurane During Peripheral
; Vascular Surgery

27 Nov 1989 — 1 Nov 1990

Planned: 60 subjects

: Enrolled: 48 subjects
{ Analyzed: 48 subjects

:1-653-09B
'IND #32,363
6 Phase of cllnlcal research ;Phasel

B et e e i vms s b =



@

°

 10. Purpose and secondary objectives of the clinical
research

11. Clihicai research design

12. Main inclusion criteria

3

i 13. Test medicinal product, method of
- administration, efficiency
%

'; 4, Reference substance, dose, method of

! administration, efficiency

|
|

i
i
i
1
|
!
3
:
i

[

i

; 15. Concomitant therapy

16. Efficacy evaluation criteria

I SO
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"To determine the safety and efficacy of

. desflurane compared to isoflurane in patients

‘undergoing femoral-popliteal or femoral-
tibial bypass surgery.

i Open-Lﬁbel, Randomized, Active-
| Controlled, Multi-Center

e Patients undergoing elective femoral- ‘
popliteal or femoral-tibial bypass
surgery, or amputation above or below |
the knee as a result of vascular
insufticiency or gangrene.
ASA ILII or IV.
Age: between 18 to 90 years, inclusive
e Sex: males or females of non- i
childbearing potential (post menopausal :
or surgically sterilized). ’
¢ Patients giving written informed consent
after the nature of the study has been '
fully explained. |

¥
]

; Name of drug produet: Desflurane

 Dose: 50-60% N20, 50-40% O3, 1.0 MAC
' (end-tidal 3.0 - 4.0%)

. Mode of administration: Inhalation

Name of drug product: Isoflurane
Dose: 50-60% N20, 50-40% Oz, 1.0 MAC
‘(end-tidal 0.4 — 0.6%)

Mode of administration: Inhalation

There were to be no restrictions on other
peri-operative or post-operative medications

"used. All concomitant medications given
were to be recorded on the appropriate case
report form.

! i

Intra-operative variables:

i

o Mean and peak end-tidal desflurane and
isoflurane concentrations required to
maintain blood pressure; heart rate
within 20% of baseline.



+ 17, Safety assessment criteria

» Percent of patients needing fentanyl

' during maintenance of anesthesia,

' including the dose required and the time
from induction to the administration of
fentanyl. iii. The percent of patients
requiring antihypertensives, beta
blockers, anticholinergics, or inotropic
agents to control heart rate or blood
pressure; including the time from
induction to their administration and the
doses required.

e Mean end-tidal inhalational agent
concentration at the end of anesthesia.

Recovery parameters: .

¢ The time from cessation of the anesthetic :
agent(s) to the time the patients open
their eyes.

e The time recorded in minutes from |

¢ cessation of anesthetic agents to the time

i at which the patient is able to respond to

:  commands (squeeze my fingers, state

¢ your name and give your date of birth).

* Incidence of intra-operative recall.

' Patients were to be questioned about adverse
events that occurred during the study,

"including their severity (mild, moderate or

, severe) . The relationship to drug was to be
determined by the investigator as either
remote, possible or probable. Blood pressure,
heart rate, oxygen saturation, end-tidal CO;

. and temperature were obtained prior to the
induction of anesthesia, at 2 minute intervals
from induction to incision, at 1 minute
intervals for 5 minutes after incision, and
every 15 minutes until the end of surgery.
Laboratory evaluations consisting of
hematology (WBC, RBC, MCV, platelets,
hemoglobin, hematocrit, and prothrombin
time), serum chemistry (sodium, potassium,

‘chloride, BUN, creatinine, calcium, albumin,
glucose, bilirubin, SGOT, SGPT, alkaline

_phosphatase, and bicarbonate), and urinalysis

' (pH, specific gravity, glucose, WBC, RBC,

i casts, protein, ketones, bacteria and crystals)

were performed at admission and during the -

post-operative period. The electrocardiogram

RS- yrea JRERSEPY T
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“was to be momtored prior to study drug
: administration and post-operatively.

[T S O

i

18 Stat1st1cal methods

P R A SRR SO UL R S ST A S J

Demographic data and reasons for premature
 withdrawal were to be summarized by i
treatment group.

Efficacy: Cardiovascular function,
respiratory parameters, duration of
anesthesia, end-tidal desflurane
concentration, end-tidal isoflurane
concentration, as well as post operative pain,
sedation and anesthesia recovery were also
to be presented by treatment group.

Safety: Adverse reactions were to be
summarized by body system and severity, or
drug relationship. Laboratory data were
compared to the corresponding normal
ranges. Clinically abnormally high and
abnormally low laboratory values were to be
summarized by time and by treatment dose

group.

i
e

19. Demographic indicators of the population study There were no cllmcally 51gn1ﬁcant

(gender, age, race, etc.)

20. Efﬁciency results

! differences among treatment groups for age,
; “body weight, sex, race, and ASA status.

g Desflurane: |
. Mean age (years): 63.7
! Mean weight (kg): 72.6 kg

Mean height (cm): 164 cm

" Sex (male/female): 17/7

Race (Caucasian/Black/Hispanic): 16/6/2
" ASA status (IVIIVIV): 6/17/1

Isoflurane:
' Mean age (years): 63.7

Mean weight (kg): 70.9 kg

Mean height (cm): 169 cm
' Sex (male/female): 13/11
. Race (Caucasian/Black/Hispanic): 12/6/6
- ASA status (I/IIVTV): 4/20/0

- 5 S - - - e T |

: Hemodynamic and Respiratory Variables:
2

§ Baselme Mean £+ SD

' MAP (mmHG) Desflurane/N2O: 127.0+£23. 0
:MAP {(mmHG) Isoflurane/N,0O: 130.0£21.0
* Heart rate (BMP) Desflurane/N20:
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174,0+15.0

: Heart rate (BMP) Isoflurane /N2O: .
| 80.6+£14.3 :
1 O2 Saturation (%) Desflurane/N2O: 97.4+1.9
l s Saturation (%) Isoflurane /N20: 97.2+1.9
: PETCOz (inmHg) Desflurane/N2O: N/A

| PETCO;: (mmHg) Isoflurane /N20: N/A

 Incision Mean & SD '.
: MAP (mmHG) Desflurane/N20O: 89.6+17.1
{ MAP (mmHG) Isoflurane/N2Q: 96.5+17.6 'i
: Heart rate (BMP) Desflurane/N2O: .
61.8+11.9 i
{ Heart rate (BMP) Isoflurane /N2O: ;
| 66.7£15.6 1
O: Saturation (%) Desflurane/N2QO: 98.4+1.6
02 Saturation (%) Isoflurane /N2O: 98.0+1.3
PETCO; (mmkHg) Desflurane/N2O: 32,8+2.2
PETCO; (mmHg) Isoflurane /N20: 32.1£3.7

End of Surgery Mean + SD
: MAP (mmHG) Desflurane/N20O: 113.0+£20.3

MAP (mmHG) Isoflurane/N20O: 109.7£14.3 |

: Heart rate (BMP) Desflurane/N2O:

169.5+12.8

| Heart rate (BMP) Isoflurane /N,O:
70.7+17.0

i O Saturation (%) Desflurane/N2O: 99.0+1.1
0> Saturation (%) Isoflurane /N20: 98.4£1.5

 PETCO:2 (mmHg) Desflurane/N2O: 36.2:£5.2

i PETCO: (mmHg) Isoflurane /N20: 35.4+6.7

Emergence and Recovery Measure:
 Duration of anesthetic (min)
Desflurane/N20: 226.8
Duration of anesthetic (min) Isoflurane
/MN20: 2136
Time until:
: - Opens eyes {min) Desflurane/N20O: 5.7
- Opens eyes (min) Isoflurane /N20: 10.1
| - Squeezes fingers (min) Desflurane/N20O:
’ 7.8
t - Squeezes fingers (min) Isoflurane /N20:
13.9
. - States name (min) Desflurane/N20: 12.0
i - States name (min) [soflurane /N20: 18.3
; - States D.0.B (min) Desflurane/N,O: 12.3
| - States D.0.B (min) Isoflurane /N20: 21.3
|

| Inhalation agent concentrations expressed as
. MAC equivalents were comparable in the
' . two groups with desflurane having a mean




213

' end-tidal concentration of 2.8% (MAC 0. 48)
and [soflurane 0.4% (MAC 0.38).

21 Safety results Adverse experiences or mtercurrent 1llnesses
included four episodes of graft thrombosis,
three in the desflurane/N,O group and one in '
“the isoflurane/N20 group. All the thrombotic
episodes occurred in patients with pre- "
existing illnesses such as diabetes, previous !
myocardial infarction or heavy smoking
history. None of the episodes were felt to be
anesthesia related. T'wo patients in the
' desflurane/N2O group with normal pre- |
toperative ECGs had abnormal ECGs as
Ejadverse experiences, or intercurrent illnesses.
t Neither episode was considered caused by |
the inhalational anesthetic, although in one {
patient, desflurane was replaced by enflurane i |
: for 30 minutes. There were no clinically
 significant abnormalities of hematology, ;
¢ serum chemistry or urinalysis in either group |
other than those expected after major surgery .
with blood loss and intravenous fluid
: replacement.

22. Conclusion (evaluation)  In conclusion desflurane was a safe and
“effective inhalational anesthetic for relatively
. sick patients undergoing peripheral vascular

| i surgery.
! £
i i ) R
A licant holder Of ' . . Electronically signad by: Jassica
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Jopatok 30

10 [opsiaky npoBeieHHs eKCIepTH3N peecTpalliiHuX MaTepiajis Ha Jlikapebki 3acobu,
L0 MOAAKOTHCS HA JePIKABHY peecTpaLito (repepeecTpaltiio),
a TAKOYK EKCMEPTH3KM MaTepiasiB Npo BHECEHHS 3MiH [0 peecTpauifHuX marepiais

NpoTAroM Jii peecTpaiiiiHoro nocBia4eHHs
(nyHkT 4 posainy 1V)

3BIT 11po KiaiHiune urpodysanus Ne 19

1. Ha3ga nikapcekoro 3aco0y (3a HasiBHOCTI -

HOMEp peecTpaLliifHOro NoCBi4eHHS)

2. 3aaBHUK

3. BupoGHuk

4. [TpoBeneHi AOCHIKEHHS:

1) Tun nikapebkoro 3acody, 3a IKHM MPOBOAMIACH
abo niaaHyeTbCsA peecTpallis

5. [loeHa Ha3Ba KIiHIYHOTO BUMPOOYBAHHS,
KOJIOBaHHH HOMEP KJIIHIYHOTrO BUNPOGYBaHHsA

6. ®aza KAiHIYHOrO BUNPOOYBaHHs

7. Ilepioa npoBeaeHHS KIIHIMHOTO BUNPOOyBaHHA

8. Kpainu, Je npoBoAuiocs KiiHiuHe
BUNpoOyBaHHS

9. KinbkicTh 10CIi1KyBaHUX

Cynpau, napu Juist iHrajsuiit, piauna

bakcrep C.A., benbris

Bakcrep C.A., benbris

X Tak [J] Hi KO Hi, OOrpyHTYBaTH

Jlikapcbkuii 3acib 3a NOBHUM J10ChE
(aBTOHOMHE JI0ChE), IHLIMI JiKapcbKHii 3acid,
HOBA J1i104a PeYOBUHA

[TopiBHAIbHA aHeCTE31010TIUHA st
necaypany Ta izodaypany nija yac
XipypridHux BTpydaHb Ha nepudepuiHmux
Cy/IMHax

[-653-09B

IND #32,363

Daza l

3 27 nucronana 1989 p. no 01 auctonana
1990 p.

CILIA

dganoBana: 60 nauicyTis
Bsicmioueni B pocAtikelAAA48POBNERD
18 3r {AHv 3 OPNF IHANOM
AocToBiPniCTs
REPEKAAAY 3ACBIAYYD

Kinayeic H.B.i(\



10. Mera Ta BTOPMHHI Ll KAiHIYHOTO
BUIPOOYBaHHS

11. Jlu3aiin kaiHiyHoro BunpoOyBaHH:

12. OcHoBHI KpUTEpii BKIIOUEHHS

13. JlocniakyBanuii TikapebKuit 3acio, crocid
3aCTOCYBAHHS, cuaa Jii

14. lpenapar nopiBHsiHHA, 1034, crocid
3aCTOCYBaHHs, cuna ail

15. CynyTHs Tepanis
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naLieHTiB
IIpoanasnizoBano: 48 nauicHTis.

Ouinutu edexkTuBHICTE nechaypaHy
MOPiBHSIHO 3 i30(h/1ypaHOM Yy MALi€HTIB, AKUM
BHKOHYETBCS CTErHOBO-TIAKOTIHHE a0
CTErHOBO-FOMIJIKOBE LYHTYBaHHS.

Binkpure paHioMmizoBaHe aKTHBHO
KOHTPOJIbOBaHe 0araToLeHTPOBE
JOCTIKEHHA

e [lauieHTH, SKUM NPOBOJATH MJAHOBE
CTErHOBO-ITIIKOJIIHHE a0 CTerHoBO-
rOMIJIKOBE LIYHTYBaHHs, a00 aMmyTaLlito
BHIIE YH HUKYE KOJIHA BHACIIOK
CYAMHHOI HEJJOCTATHOCTI a0 raHrpeHHu.

¢ Craryc 3a LIKano AMEpUKaHCLKOTIO
toBapucTsa aHectesionoris (ATA) II, I1I
abo IV,

e Bik: Big 18 10 90 pokis BKIHOYHO.

e Cratb: yonoeiya abo xiHoya, 6e3
JAITOPOJHOrO noteHuiany (y
nocrMeHonaysi abo xipypriuHo
CTepUNi30BaHi)

e [lauieHTH 1al0Th NMCBMOBY IHGOpPMOBaHY
3roJty Niciist TOro, K iM MOBHICTIO
PO3'SICHUIIU CYTh JOCITIYKEHHSL.

Hasga jaikapcbskoro 3acody: Jlecdaypan

Hoza: 50-60 % N2O, 50-40 % O2, 1,0 MAK
(Hanpukinui Buauxy 3,0—4,0 %)

Cnoci6 3acTocyBaHHs: iHranALiHHWIA

Hasga aikapebskoro 3aco6y: [3oduypan

Ho3za: 50-60 % N0, 50-40 % Oz, 1,0 MAK
(Hanpukinii Buauxy 3,0-4.0 %)

Cnocib 3acTocyBaHHsA: iHransLiHHKI
He Gys10 oaHux oOMeKeHb OO0 iHILIHMX

nepuonepauiiHux abo nicasonepaiinux
meaukamenTiB. Bei cynyTHi npenapartu, aki

m, BBOJTHJTH, 3AMTHCYBAJIH B IHAMBIIyalbHY

MEPEKNAA 3POBAENO
3riAku 3 OPHT IHANOM

AocToBIPHICTD
REPEKAAAY 3ACBIAYYD

Kiusaypic n.a.\\




16. Kpurepii ouitku edexruBHocTi

17. Kputepii ouinku O6e3rneku
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[HTpaonepalliiiHi napamMeTpu:

e Cepe/aHs Ta MAKCMMaJIbHA KOHLEHTPALLIA
aecuypany Ta isopaypany HanpHKiHii
BHAWXY, HeoOXi/iHA 1715 MiATPUMaHHS
aprepiajbHOrO THCKY Ta YaCTOTH
cepLeBHX ckopoueHb y mexax 20 % Bin
NOYaTKOBOTO PiBHA.

¢ BiacoTok nauieHTis, aki noTpedyoTh
3actocyBaHHs eHTaHiny nix yac
NiJATPUMAHHS aHecTe3ii, BKJIIOYAIOUH
HeoOXiaHy 103y Ta Yac Bijg iHAYKUiT 10
BBeJeHHA deHTaHinmy. iii. Biacotok
MauieHTIB, 9Ki MOTPeOyIOTH 3aCTOCYBaHHS
aHTurinepreH3uBHUX 3acobis, Gera-
OGnokaTopiB, aHTUXOJiIHEPriYHUX 3ac00iB
ab0 IHOTPOITHKMX 3acO0iB /151 KOHTPOJIIO
YaCTOTH CEPLEBUX CKOPOYEHb 200
apTepiajbHOrO TUCKY; BKJIIOUYAIOUYH Yac
BiJL iHAYKUIT 710 TX BBeieHHS Ta HeoOXiHi
JI03H.

o CepeaHsa KOHUEHTpALlis IHransuiifHoro
areHTa HanmpUKiHIl BUAUXY B KiHLI
aHecresii.

[TapameTpu BiJiHOBJIECHHS:

e Yac Bii NPUNIMHEHHS 3aCTOCYBAHHSA
aHecte3youoro(-ux) 3acoby(-iB) 10
MOMEHTY, KOJIH NMALEHT PO3IIIIOIIMB OYi.

e Yac, 3adikcoBaHUH y XBHJIHHAX BiJl
NPUNHHEHHS 3aCTOCYBAHHS AHECTETHKA J10
MOMEHTY, KOJIM MaLiEHT 3aTHHHA
pearyBaTH Ha KOMaHH (CTUCHYTH nasblii,
HA3BaTH CBOE iM'sl TA IaTy HAPOKEHHS).

e YacroTa BUNAIKIB NPOOYKEHHS M1/ Yac
ONepaTHBHOIO BTPYYAHHA.

[TauieHTiB ciig 6y10 ONUTATH 1MPO MOOGIUHI
SIBULLA, 1110 BUHUKIIH M11]] 4aC JOCIIIKEeHHS,
BKJTIOMAIOYHM TX CTYTIHb TAXKKOCTI (JIerki,
nomipHi abo TsxkKi). 3B'A30K i3 MpenapaToM
BH3HAYABCS JIOC/IAHUKOM K BiJ1aeHHI,
MOKJIHBHH a00 iiMOBipHHUit. ApTepianbHui
THCK, YAaCTOTY CepLIEBUX CKOPOYEHB,
HacHueHHs KucHeM, piBeHb CO2 HanpuKiHUi
BH/MXY Ta TeMIepaTypy BU3HAYAIH JIO
IHAYKLIT aHecTe3il, 3 iIHTEpBAIOM y 2 XBHJIMHH
BiJ IHAYKIIT 10 po3pi3y, 3 iHTepBasoM B |
XBHJIMHY MPOTArOM 5 XBHJIMH NICIIA poO3pi3y
e, 1A KOWKHI |5 XBUIMH 10 KiHLS XipypriuHoro
5 KPAIE agpyuanst. JaGopaTopHi 0ciKeHH s, 110
S BRYOUAIOTH reMaToIoriKg (JIEHKOLMTH,
SPHRPOLIMTH, cepeHiii o‘g oﬂﬁﬁ,ﬂwo
3riAHy'3 OPHr IHANON
= AoctoiPHicTh
38002596 0 O/ REPEKAARY 3ACBIAYYD

Kiwayeic H.B. \\
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18. CtaTucTHYHI METOIH

19. Jlemorpadiuni noka3zHUKH A0CHIKYBAHOT
nonynsuif (crars, Bik, paca, TOLLO)

2N |genruinauiivosd won 4 g
! 38002596
= Ne1

wl aCa

< 14 CERD
RS s e SN P -

TPOMOOLIUTH, reMora00iH, reMaToKpUT i
npotTpomMGiHOBHit yac), GioxiMiuHMil aHai3
CUPOBATKH KPOBI (HATPii, Kalil, XJIOPHIH,
a30T CEYOBHHM KPOBi, KpeaTHHiH, KabLii,
ansOyMiH, rimoko3a, 6inipy6in, ACT, AJIT,
nyxHa pocdarasa ta GikapGoHar) Ta aHani3
ceui (pH, nuToma Bara, riroKo3a, JeHKOLUTH,
EPUTPOLIMTH, LHIIHAPH, OITOK, KETOHH,
OakTepil Ta KpUCTAIH) BUKOHYBAJIM MIPH
rocmitanizauii Ta y nicasonepauiinui
nepioa. Enekrpokapaiorpamy KOHTpPOJIOBAIH
[0 BBEJICHHS JOCIIiPKYBAHOTO Npernapary Ta
nicas onepatiii.

Jlemorpadiuni 1aHi Ta NpUUUHK NepeavacHol
BiIMiHM NOBUHHI Oysin OyTH y3arajbHeHi 3a
rpynamu JiKyBaHHsI.

E¢exrusnicrs: Cepuepo-cyaunna GpyHKuis,
pecrnipaTopHi napaMeTpH, TPHBAICTh
aHecTesil, KOHIEHTpaLlis aeciypaHy
HATMPUKIHLI BUAMXY, KOHIIEHTpaLis
i30¢ypaHy HANPUKIHI BUAMXY, @ TAKOWK
nicasonepauiitnuii 6i1b, cenallist Ta
BiIHOBJIEHHS TTic/Ig aHecTe3il TAKOK NOBUHHI
Oynu OyTu npeacTasieHi 3a rpynamu
NIKYBaHHS.

besneka: [ToGiuni peakiii nouHHi Oyau
OyTH y3arajibHeHi 3a CHCTeMaMH OpraHiamy
Ta CTYNEHEM TSHKKOCTI, @ TAKOXK 32 3B'S3KOM 3
JikapcbKkuMH 3acobamu. JlaGoparopui aani
MOPIBHIOBA/IN 3 BIJINOBIAHUMH 3HAUCHHAMU
Jianasony HopMu. KniniuHo aHOMallbHO
BMCOKI Ta aHOMaJIbHO HU3bKI 1abopaTopHi
nokazHHuKu Manu Oyau OyTH nijcymoBaHi 3a
4acoOM Ta 3a IpyrnamMM JiKyBaHHs.

He Gys1o ki1iHIYHO 3HAYYIIMX BiAMIHHOCTEH
MK FpynaMH JiKyBaHHs 3a BIKOM, Macoro
Tina, cTaTTio, pacoro Ta ctatycom ATA.

Hechaypan:

Cepeaniit Bik (pokis): 63,7
Cepenns maca tina (kr): 72,6
Cepeapniii 3pict (cm): 164
Cratb (yonoBikH/KiHKHK): 17/7

reoiHa/HerpoifHa/IaTHHOAMEPHKaHLL ):

T

3r{AHu 3 OPHT IHANON
AocToBIPHICTD
NEPEKAAAY 3ACBIAYY

Kinayeic H.B,
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20. PesynbraTi eeKTHBHOCTI

I3odaypan:

Cepenniii Bik (pokiB): 63,7
Cepenns maca tina (kr): 70,9
Cepenniii 3pict (cm): 169
Crath (vonoBiku/xinku): 13/11
Paca

(eBpOMeoiAHa/HerpoOiiHA/IaTHHOAMEPHKAHLL] ):

12/6/6
Cratyc ATA (I/TII/IV): 4/20/0

I'emoannamivuni Ta pecniparopui
MOKAZHHKH:

[TouaTkoBHii piBeHb, cepene 3HayeHHs + CB
CAT (cepenniii aprepiaabHHii THCK)

(mm pr.er,) Hechaypan/N20: 127,0+£23,0
CAT (mm pr.et,) I30daypan/N20: 130,0+21,0
YCC (ya/xe) Hechaypan/N20: 74,0+15,0
YCC (yn/xB) I3o¢naypan /N20: 80,6+14.,3
Carypauist Oz (%) Hecdnypan/N20: 97,4+1,9
Cartypartis Oz (%) [3o¢nypan /N20: 97,2+1,9
CO; HanpuKiHUi BUAUXY (MM PT,CT,)
Hechaypan/N20: N/A

CO, HanpuKiHUi BUAUXY (MM PT.CT,)
[30daypan /N2O: N/A

Po3pia, cepeane 3nauenns = CB

CAT (mm pr.cr,) Hechnypan/N20O: 89,6+17,1
CAT (mm pr.ct,) I3Bodaypan/N20O: 96,5+17,6
YCC (ya/xB) dechaypan/N20: 61,8+11,9
YCC (ya/xB) [3ohnypan /N20: 66,7+15,6
Carypauis Oz (%) Hdechnypan/N20: 98,4+1,6
Carypauis Oz (%) I3odaypan /N2O: 98,0+1,3
CO; HanpuKiHUi BUAKXY (MM pT,CT,)
Hechnypan/N2O: 32,8+2,2

COz Hanpukinui BUAMXY (MM pT,CT,)
[30dnypan /N20: 32,1+3,7

3aKiH‘~lCHHﬂ OINepaTUuBHOIO BTPpYYaHHs,
cepene 3HaueHHs +£ CB

CAT (mm pr,cr,) Hechnypan/N20O:
113,0+20,3

CAT (mm pr,et,) [30daypan/N20: 109,7+14,3
YCC (ya/xB) Hechaypan/N.O: 69,5+12,8
UCC (ya/xB) I3odunypan /N2O: 70,7+17,0
Carypauist Oz (%) decdnypan/N20: 99,0+1,1
Catypauis Oz (%) I3o¢aypan /N20: 98,4+1.5
CO;7 HanpuKiHUi BUAUXY (MM pT,CT,)

' ectbnypaH/NzO 36,2+5,2
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_‘an /N20: 35 4*"’szeum 3POBAEHO

AocToBiPHICTD

Kinaypic H B,

3T [AHY 3 OPHT IHANOM
REPENAAAY 3ACBIAYYD
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[Mapamerpu npolyKeHHs MicAst HAPKO3Y
Ta Bi/IHOBJIEHHSI!
Tpueanicte anectesii (xB) Jlechuypan/N,O:

226,8

Tpusanicts anecresii (xB) [30¢gaypan/N20:
213.,6

Yac no:

- Bigkpusauus oueit (xB) dechnypan/N2O:
e

- Binkpusauus oueii (xB) [30¢uypan/N2O:
10.1

- CrucHenns nansuie (xB) dechaypan/N20:
7.8

- CtucHeHHs nanbuis (xB) [3oduypan/N,O:
13,9

- 31aTHOCTI Ha3BaTH imM’s (XB)
Jechnypan/N20: 12,0

- 31aTHOCTI HA3BaTH IM’5 (XB)
[30¢uypan/N,O: 18,3

- 31aTHOCTI HA3BATH ATy HAPOUKEHHS (XB)
Hechnypan/N20: 12,3

- 31aTHOCTI HAa3BaTH JaTy HAPO/KEHHS (XB)
[30duypan/N20O: 21,3

KoHueHnTpauii iHransiiHUX areHTiB,
BUpaXKeHi K ekBiBaseHTH MAK, Oyaun
MOpiBHAHHUMH B 000X rpyrax: HarnpUKiHLi
BHAMXY Cepe/Hs KOHLEHTpallis aechuypany
cranoeuna 2.8 % (MAK 0.48), a izoduypany
- 0,4 % (MAK 0,38).

21. PesyabraTu Ge3neku [ToGiuni peakuii abo cynmyTHi 3aXBOpIOBaHHs

BIJTIOHAIM YOTHPH enizon TpomObo3y
TpaHCIUIaHTAaTa, TPH y rpyni
aechaypany/N2O Ta oauH y rpyni
i3oaypany/N20. Bei TpomGoTruHi enizonm
BMHMKJIM Y MALLIEHTIB i3 monepeaHiMu
3aXBOPIOBAHHAMM, TAKUMHM K ILYKPOBHIA
niaber, nepeHecenuii indapkr miokapaa abo
iHTEHCHBHE KypiHHs B aHaMmHe3i. XKoaeH 3

| enizo/iB He OyB NoB'si3aHuit 3 aHecTesic0. Y

| JABOX mnatieHTiB y rpyni aecduypany/N2>O 3

1 HOpMallbHUMK nepeponepauiiinnvu EKT
crnioctepiranu BiaxuiaeHHs Bij HopMu Ha EKT
Ak nobiuHi eexTn abo iHTEPKypEHTHI
3axBoproBanHs. XKo/eH 3 enizois He OyB

MOB'A3aHUH 3 IHrANAIIHHHAM aHECTETHKOM,

X04a B OJJHOro natlienTa aecguypas 0ys

3aminenuit endaypanom Ha 30 xBuIHH. Y

S0 JIHIH 13 rpy1 He OyJI0 KIIIHIYHO 3HaYy X

“BEARYIIEHD reMaTONOT YHUX, GIOXIMIUHMX

MKiB cupoBaTkH ffoRE ﬁmle'ﬂ’eﬂlﬂlo

Mo ouikyioThes TGRS SBPNT | HANON

Y ol AocToBiPnICTD

B\ laenmudikauiinmi kon A8
3 iV

Q& 38002596 ¢ BEPEKAAAY 3ACBIAYY
Kinayeic H.B.
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XipypriuHux BTpy4aHb i3 KPOBOBTPATOIO Ta
BHYTPIIIHBOBEHHHUM 3aMIlLIEHHAM PiAHHH.

22. BUCHOBOK (3aK/IIOUYEHHs) Sk BUCHOBOK, necaypaH € Ge3neyHum ta

3asBHUK (BIaCHUK

peecTpaiiitHoro
MOCBIIYEHHS)

eeKTHUBHUM HTaIALIHHUM AaHECTETUKOM IS
BiJTHOCHO TSKKOXBOPHX MALIEHTIB, SKUM
BUKOHYIOTh ONEpaTHBHE BTPYYaHHs Ha
nepudepuyHUX cyJMHaXx.

IMignuc: Jxeccika CaTex
Enexrpounuit nianuc: xeccika Cparek

IMincrasa: A 3aTBepakyto UeH NOKYMEHT
Jara: 17.01.2024 15:44 CST

E-mail: jessica_svatek@baxter.com(nigmnuc)
(I. 1. B.)

N MTEPEKNAR 3POBAENO
Z1Br [AHy 3 OPNT IHANOM
5 AoctoBiPniCTb
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Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

as well as expert review of material for changes to registration inaterials

during the validity of the registration certificate
(art. 4, section IV}

Clinical research report No 20

of registration certificate):
2. The applicant
3. Manufacturer

4, the undertaken study:

1. Name of medicinal product (if available — number : Suprane, Inhalation Vapour, Liquid

Baxter SA, Belgium

| Baxter SA, Belgium !

|

Z T
| @ | yes ’ O |n0i if not explain
|

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

|
!
I

+ 5. Full name of clinical research, coded number of
| clinical research

|
|

: 6. Phase of clinical research

"7. Time frame of clinical research
]

| 8. Countries where the clinical research was
II conducted

|
|

9. The number of persons under investigation:

I
= T - - - H - - oo -

I 10. Purpose and secondary objectives of the clinical {To evaluate the safety and efficacy of
 desflurane versus isoflurane, with oxygen, in

! research

{ Medicinal product with complete dossier

s e nm = e e e

{
{
|
|
1
I
g e
[
13

 (stand-alone dossier), other medicinal
f product, new active substance

4

i
A Final Report of The Comparative
Anesthetic Effects of Desflurane Versus

. Isoflurane During carotid Endarterectomy
' Surgery

'1-653-09C

IND #32,363
|

Phase |
1 Nov 1989 -7 Feb 1991

 United States

]
t

" Planned: 60 subjects
Enrolled: 61 subjects
Analyzed: 61 subjects
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i ' patients undergoing elective carotid

! . endarterectomy surgery.

| |

11, Clinical research design Randomized, open label, parallel treatment,
| controlled, multicenter study

12. Main inclusion criteria ¢ Patients undergoing elective carotid

L endarterectomy surgery
le ASAILIlorIV
Age: between 35 and 75 years, inclusive, |
Sex: male or female, of non-childbearing
| potential (post menopausal or surgically
. sterilized)
: e Patients giving written informed consent
|

after the nature of the study has been
fully explained.

e ———— e e e e e i e e o b w2 [

13. Test medicinal product, method of . Name of drug produet: Desflurane ;
administration, efficiency

'Dose: 1-3 MAC (induction), 1.0 MAC
! (maintenance)

: Mode of administration: inhalation

14. Reference substance, dose, method of . Name of drug product: Isoflurane
administration, efficiency '

 Dose: 1-3 MAC (induction), 1.0 MAC
(maintenance)

i . Mode of administration: inhalation
|

i 15. Concomitant therapy There were no restrictions on othet peri-

i operative or post-operative medication. All
concomitant medications administered were
! to be recorded on the appropriate case report
| form.

+ 16. Efficacy evaluation criteria Intra-operative parameters:

i

| s Mean and peak end-tidal desflurane and

i isoflurane concentrations required to

| . maintain blood pressure/heart rate within
| " 20% baseline.

l e The percent of patients needing fentanyl
I during maintenance of anesthesia,

! including the dose required and the time
{ from induction to the administration of

; fentanyl.




17 Safety assessment crltena

18. Statistical methods

‘e The percent of patients requiring

!
|
i
|
l
|

antihypertensives, beta blockers,
anticholinergics, or inotropic agents to
control heart rate or blood pressure;
including the time from induction to their
administration and the doses required.

s Mean end-tidal inhalational agent
concentration at the end of anesthesia.

Recovery parameters:

* Time from cessation of inhalational
agent until the patient open their eyes.

¢ The time recorded in minutes from
cessation of inhalational agent until the
patient is able to respond to commands
(squeeze fingers, state name, and give
date of birth).

Incidence of intra-operative recall

events that occurred during the study,
'including their severity (mild, moderate or

. severe). The relationship to the drug was to

be determined by the investigator as either
remote, possible or probable. Blood pressure,
heart rate, oxygen saturation, end-tidal COz

-and temperature were to be obtained prior to

the induction of anesthesia, at 2 minute

' intervals from induction to incision, at [

minute intervals for 5 minutes after incision,
and every 15 minutes until the end of
surgery. Laboratory evaluations consisting of
hematology (WBC with differential, RBC,
platelets, hemoglobin, hematocrit, MCV and

' prothrombin time), serum chemistry

(sodium, potassium, chloride, BUN,
creatinine, calcium, albumin, glucose,
bilirubin, SGOT, SGPT, alkaline
phosphatase and bicarbonate), and urinalysis
(pH, specific gravity, glucose, protein, WBC,

, RBC, casts, bacteria and crystals) were to be

performed at admission and post-operative
period. The patient's electrocardiogram
(leads Il and V5) was continuously

“monitored prior to study drug administration
*and at the end of surgery.

1
i
|

| Demographic data were to be summarized by

- treatrent group.

' Patients were to be questioned about adverse |

223
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\ ‘ Efficacy: Cardiovascular function,

' , respiratory parameters, duration of
anestheswl, end-tidal desflurane
concentratxon isoflurane end-tidal

| concentration, as well as post-operative pain,

* sedation, anesthesia emergence and recovery

% were also to be presented by treatment

f group. :

Safety: Adverse reactions were to be
i summarized by severity and by body system.
{ The quantitative efficacy parameters were to |
! be analyzed by analysis of variance. The
. ! qualatative efficacy parameters and adverse
evcnt incidences were to be analyzed by a
i chi-square procedure. Laboratory data were !
 to be compared to the corresponding normal |
W ranges. Clinically abnormally high and '
' abnormally low laboratory values were to be |
E summarized by time and by treatment dose |

| group.

19. Demograph1c indicators of the populatlon study i There were no clinically s1gmﬁcant !
i { (zender, age, race, etc.) - differences among treatment groups for any
. of the demographic variables recorded. |

1
I
|

Desflurane:
Mean age (years): 67.1
Mean weight (kg): 69.8 kg
Mean height (cm): 167 cm
. Race {Caucasian/black): 29/2
" ASA status (IVIIVIVY): 6/24/1

‘Isoflurane:

Mean age (years): 67.3
: Mean weight (kg): 75.1 kg
Mean height (cm): 171 cm
Race (Caucasian/black): 28/1
ASA status (II/III/IV): 6/22/2

20. Efficiency results Emergence and Recovery Measure:
Duration of anesthetic (min)
Desflurane/N20: 108.6
Duratlon of anesthetic {(min) Isoflurane
; szO 111.
| "Time until:

- Opens eyes (min) Desflurane/N2Q: 7.5
‘= Opens eyes (min) [soflurane /N20: 9.0
- Squeezes fingers (min) Desflurane/N20:
. 8.3
! - Squeezes fingers (min) Isoflurane /N20:
E 9.6
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- States name (min) Desflurane/N20: 13.0
- States name (min) Isoflurane /N20: 16.4
- States D.0.B (min) Desflurane/N2QO: 13.8
;- States D.0.B (min) Isoflurane /N20: 17.3 |

I

21. Safety results ' Frequently observed adverse events: 1

;Nausea (%) Desflurane/N20: 35.5 !

{ Nausea (%) Isoflurane /N2O: 13.3 :

t Vomiting (%) Desflurane/N20: 12.9 l

‘ Vomiting (%) Isoflurane/N2O: 3.3 i
1

I

.
1
!
|
1

i
i

22. Conclusion (evaluation) In conclusion, desflurane is a safe and
effective inhalational anesthetic for patients
! undergoing carotid endarterectomy surgery. |

- |

Efactronically signad by: Jassica
L

Ap P licar_lt (hOIder of ' Signature= Jessicd Sl/ﬂfﬁk g:grsgn:lep va this document !
registration certificate) Dato: Jen 17. 2024 15:44 CST

| Email;_iessica_svatek@baxter.com (signature)

(Name)
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Jonatoxk 30

10 IMopsziKy npoBeaeHHs eKCIepTH3H peecTpaLifHUX MaTepianis Ha NiKapehKi 3acobu,
110 NOAAKOTECS HA JePIKABHY peecTpallito (nepepeecTpaltito),

a TAKOJK EKCTIEPTHU3H MaTepiaiB NMPo BHECEHH 3MiH 10 peecTpalifHuX MaTepianis
MPOTAroM Jii peecTpaliifHoro noceiyeHHs

(nyukr 4 posainy IV)

3BIT npo KalHiYHe BUNpoOyBanus Ne 20

1. Haspa nikapcekoro 3aco0y (3a nassHocti - Homep  Cynpas, napu ans iHranauii, piamna
peecTpaliHHOro NOCBiAYeHHs)

2. 3aaBHMK bakcrep C.A., benbris
3. BupoOHuk bakcrep C.A., beabris
4, TlpoBeieHi AOCTiIIKEHHS: K Tak [ wi SIKLUO Hi,

oOrpyHTYBaTH

1) Tun nikapceekoro 3acoly, 3a skum npooauiacs  Jlikapebkuii 3acib 3a NOBHUM 10CHE
abo nnaHyeThCs peecTpaltis (aBTOHOMHE J10ChE), iHLINH JTiIKApChKUH
3aci0, HOBa JjlOya peyOBHHA

5. IToBHa Ha3Ba KJiHiYHOIrO BUNPOOYBaHHA, 3aKJI0YHHE 3BIT PO MOPIBHSIIBHY

KOJOBAHHH HOMEP KJIIHIYHOTO BUNpOOYyBaHHs aHecTe3iosoriuny aito aecdaypany Ta
iz3opaypany nijg yac onepaTuBHOro
BTPYYaHHs KAPOTH/IHA €HAAPTEPEKTOMIS.

[-653-09C
IND #32,363
6. ®aza KAiHIYHOrO BUMpoOyBaHHA Daza |

7. Ilepioa npoBeaeHHs KJIiHIYHOrO BUNpoOyBaHHs 3 01 nucronaga 1989 p. o 07 moToro
1991 p.

8. Kpainu, ae npoBoaunocs kiiniune sunpoOysanus CILLIA

9. KisibKicTb A0CNIIKYBAHUX 3anaanoBana: 60 naiieHTin
by.im BryIOueHi B Jociikenns: 61
nauieHT
[IpoanaaizosBano: 61 nauient.

10. MeTa Ta BTOpHHHI LAl KJIIHIYHOTO

i Oesnexy Ta epeKTHBHICTD
BUTIPOOYBaHHS -

n‘; % OpiBHAHO 3 i30¢nypaHoMm 3
e, Ky RN s A o
; 3r|Aty 3 OPNT IHANOM

AocToBipPHICTL
REPEKAARY 3ACBIAYYD

4 Hiwavpic H.B. L\




11. Jlu3aiin kaiHiyHOro BUNpoOyBaHHs:A

12. OcHOBHI KpUTEpIT BKIKOYEHHS

13. HocnimkyBanuii nikapebkui 3acid, cnocid
3aCTOCYBaHHs, cuia aii

14. Ipenapar nopisHsiHHA, 1034, cnocid
3aCTOCYBaHHsA, cHaa il

15. CynyTHs Tepanis

16. Kpurepii ouinku epexruBHocTi

- pAT T

'R\ 38002596 /4
Eomes Ne1 1)

M1aHOBE ONEepaTHBHE BTPYYAHHA KapOTHHA
€H/IAPTEPEKTOMIA.

PanjomizoBaHe BiKpuTe 3 napaieibHUM
NiKyBaHHAM KOHTPOJIbOBaHE
6araToLEHTPOBE JOC/IIKEHHSA

e [lauieHTH, AKMM NPOBOAATH MAHOBE
ornepaTuBHE BTPYYaHHA KapOTHAHA
eHIapTepeKTOMIst.

e Craryc 3a lIKAJIOKO AMEPUKAHCEKOTO
toBapucTsa aHecresiosioris (ATA) 11, 111
abo IV,

e Bik: Bix 35 10 75 pokiB BKJIOUHO.

e Crarb: yojorivya abo xiHoua, Oe3
AiTOpoAHOro noteHuiany (y
nocTMeHonaysi abo Xipypriuto
CTepUIIiZoBaHi)

e [lauieHTH AaKOTh MMCBMOBY
iH(OPMOBaHY 3ro/ly Mic/s TOro, AK M
MOBHICTIO PO3'ACHHIIN CYTh
JIOCITIKEHHS.

Hasga aikapebkoro 3acody: [lecaypan

Ho3za: 1-3 MAK (inaykuis), 1,0 MAK
(niaTpUMaHHs)

Cnoci6 3acTocyBaHHs: iHransuinHui
Ha3ssa aikapebkoro 3acody: [3odaypan

Hosa: 1-3 MAK (inaykuis), 1,0 MAK
(nigTpuUmanHHs)

Cnoci0 3acrocyBanus: iHraasuiinmi

He Oyno moaHux oOMeKeHb 1010 IHLIMX
nepuonepauiitux abo nicisonepauiiHux
MeanMKameHTiB. Bei cynyTHi npenapari, ski
BBOJIMJIM, 3aMMCYBAIH B IHAMBIAYAIbHY
peectpatliiiny Gopmy.

IHTpaonepaliiiiti napameTpu:

e Cepe/Hs Ta MAKCHMaJIbHA KOHLIEHTPALLs
nechaypany Ta i3odaypany HanpukiHLi
BUMXY, HeOOXi/1Ha /15 MiATPUMAHHS

AocToBiPHICTL

InenTudikauiitnmit kop,
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REPENAARY ACBIAYYD
Himareic H.8. |,



1 7. Kpurepii ouinku 6e3nexu

MiATPUMAaHHS aHecTesil, BKIIOYaloH
HeoOXiaHy 103y Ta yac Bia iHAYKLUIT 10
BBEJICHHS (PeHTaHLY.

e BijcoTok nauieHTis, aki noTpedyoTh
3aCTOCYBAHHS AHTHIINEPTEH3UBHUX
3aco0is, Gera-GnokaTopis,
AHTUXOJIiHepriYHuX 3acobis abo
IHOTPONHKUX 3ac00iB /151 KOHTPOIO
YACTOTH CEPLEBUX CKOpOUEHb ab0
apTepiajibHOrO THCKY; BKJIIOYAIOUH Yac
Bil IHAYKUIT 10 X BBEACHHS Ta
HeoOXiaHi 103H.

e CepeaHs KOHUEHTpaLlis iHraasuiiHoro
areHTa HarnpUKiHLi BUAUXY B KiH1LI
aHecresil.

[TapameTpu BiZIHOBJICHHS:

e Yac Biji NPUITMHEHHS 3aCTOCYBAHHS
aHECTEe3yIUOro 3acody 10 MOMEHTY,
KOJIM MAlieHT PO3MIIOLIMB 0Ui.

e UYac, 3adikcoBaHuil y XBHIUHAX BiJl
NPUITHHEHHS 3aCTOCYBAHHS aHECTeTHKA
710 MOMEHTY, KOJIH NallieHT 31aTHHH
pearyBaTH Ha KOMaHH (CTHCHYTH
naljiblli, HA3BaTH CBOE iM'A Ta AaTy
HAPOJKEHHS).

e Yacrora BurnajkiB npoOyKeHHs Mij yac
OMEepaTUBHOIO BTPYYAHHA.

[lawientie cnig 6yn0 onutaty npo nobiyHi
SIBULLA, 110 BUHUKIIW [1i]] 4ac JA0C/Ti[UKeHHS,
BKJTIOHAKOYHM X CTYIIHB TSHKKOCTI (J1erki,
nomipHi abo TaxKKi). 3B'A30K i3 npenapaToM
BM3HAYABCH JOCTIAHMKOM K BiJJaICHHHA,
MOKJIMBHI ab0 iiMOBipHUiA. ApTepiaiibHUH
THCK, YaCTOTY CEPLEBUX CKOPOUYCHbD,
HAaCHYeHHs KucHeM, pisenb CO, HanpuKiHui
BHJIMXY Ta TEMMNEpaTypy BU3HAYaJIM 10
IHAYKUIT anecTesil, 3 iHTepBasiom y 2
XBHJIMHHM BiJl IHAYKLIT 10 po3pi3y, 3
iHTepBaJIOM B | XBWJIMHY MPOTATOM 5
XBHIIMH MiC/1st po3pi3y Ta KoxHi 15 XBuauH
J10 KiHUg XIpYPrivHOrO BTPYYaHHS.
JlaGopaTopHi A0C/IKEHHs, 110 BKIKOYAIOThH
remMarosiorito (JISHKOLUMTH 3 JIEHKOLIMTAPHOIO
(hopmy010, EPUTPOLIMTH, TPOMOOLMTH,
remorno0iH, reMaToKpHT, cepeiHii 06’ em
ePUTPOLIUTA Ta NPOTPOMOIHOBHIA Hac),

GioximiuHHii aHasi3 CHPOBATKH KPOBI

i, XJIOpU/IM, a30T CEHOBHHH
WHIH, KaJbliii, alb0yMiH,

OEoyGin, %AHT, P
EHO
o T E.'}%F? NN
g AoctoBiPHICTH
BEPENAAAY 3ACBIAYY

Kinayric H.B.
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18. CraTucTHuHI METOAH

19. Jlemorpadiuti nokazHUKH A0CHIKYBAHOT
nonynsuii (cTaTh, BiK, paca, TOL10)

229

(pH, nuToma Bara, rioko3sa, 6110k,
NEAKOLMTH, €PUTPOLIUTH, LIMIIHIAPH,
GakTepil Ta KpUCTAIH) BUKOHYBAJIH 1TPH
rocnitaiizanii Ta y nicasonepauiituii
nepioa. Enexkrpokapaiorpamy nauienra
Oe3nepepBHO KOHTPOIIOBAIH Bl MOMEHTY
JI0 BBEJEHHS JOC/IIKYBAHOTO Npenapary /o
KiHIS OMePaTUBHOTO BTPYYaHHS.

Jlemorpadiuni gani nouuHi 6yau OyTH
y3arajibHeHi 3a rpynaMu JiKyBaHHs.

Edexrusnicrn: Cepuepo-cyiunna
dyHKLis, pecripaTopHi napaMeTpH,
TPUBAJIICTh AHECTE3iT, KOHLEHTpaLLA
aecaypany HaNPUKiHLI BUIAMXY,
KOHLEHTpaLli i30(hiypaHy HanpuKiHui
BUMXY, @ TAKOXK Micasonepariinuii 6inp,
cejallisi, HACTAHHS aHecTe3il Ta BiHOBICHHS
rmicas aHecTe3ii TakoK noBuHHI Oyaun OyTr
rpejacTaBieHi 3a rpynamm JniKyBaHHs.

besneka: [ToGiuni peakuii nosuHHi Oynu
OyTH y3arajabHeHi 3a CTyNneHeM TAKKOCTI Ta
cuctemamu oprasizmy. KinbkicHi napametpu
e(heKTHBHOCTI aHaJI3yBa/IH 3a IONOMOTrOI0
aucnepciifHoro ananizy. fAkicHi napamerpu
e(PeKTUBHOCTI T4 YACTOTY BUHUKHEHHS
HebaxmaHUX ABMILL aHATI3YBAJIM 32
JIONOMOTOO KPUTEPItO Xi-KBaapar.
JlaGopaTopHi jiaHi NOPIBHIOBAIK 3
BIAMOBIAHUMHM 3HAYEHHAMHM J1iara3oHy
HOpMH. KuiHI4HO aHOMaIbHO BMCOKI Ta
aHOMaJIbHO HU3bKI N1abopaTOpHi MOKA3HUKH
masim Oyam OyTH MiacyMoOBaHi 3a 4acom Ta 3a
rpynamu 1034 JKyBaHHSI.

He Oyno KAiHIMHO 3HAYYLIMX BiAMiHHOCTE#
MK FpyNamu JIiKYBaHHs 3a HKOJAHOIO 13
3apeccTpoBaHUX AeMorpadiuHux 3MiHHHUX.

Jechaypan:

Cepenniii Bik (pokis): 67,1

Cepenus maca tina (xr): 69.8
Cepenniii 3pict (cm): 167

Paca (epponeoinna/nerpoinna): 29/2
Craryc ATA (I/IIVIV): 6/24/1

I3o¢aypan:

epe/iHiii Bik (pokis): 67,3
e 1HA Maca Tina (kr): 75,1

.:lﬂqrﬁﬁapr(cm)=IHIEPfunAA 3POBNEHO

3T [AHu 3 OPNT IHANON
AocToBIPHICTS
EPENAARY 3ACBIAYYD

Kinayeic H.p. \\



20. Pesynbratit epeKTHBHOCTI

21. Pesynbratu Oe3neku

22. BUCHOBOK (3aK/1IOYeHHS)

3agBHUK (BJACHHK IMianue: Txeccika Cpatek
peCcha LHIHHOrO Enexrponuuii manuc: /Ixeccika Cearex
HOCBIH'{QHHH) [lincTasa: # 3aTBepKyIO UeH AOKYMEHT

Jlara: 17.01.2024 15:44 CST
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Paca (eBponeoigna/nerpoinna): 28/1
Cratyc ATA (IVIIV/IV): 6/22/2

IMapamerpu npody/IzKeHHS NicJAs HAPKO3Y
Ta BIIHOBJICHHSA:

Tpusanicts anectesii (xg) lechaypan/N2O:
108.6

Tpusanicts anecresii (x8) [30daypan/N,O:
111

Yac no:

- Biakpusanus oueit (xB) Jlechnypan/N2O:
f

- Biakpusanus oueii (x8) 130¢paypan/N2O:
9,0

- Cruchenns nansuis (xB) Jdechaypan/N20:
8.3

- CrucHenHs nansiis (xB) [3odaypan/N20:
9,6

- 31aTHOCTI Ha3BaTH iM’5 (XB)
Hechnypan/N2O: 13,0

- 31aTHOCTI HA3BaTH iM’s (XB)
[30nypan/N,O: 16,4

- 31aTHOCTI HA3BATH JATY HAPOIKEHHS (XB)
Hechnypan/N20O: 13,8

- 3/1aTHOCTI HA3BaTH JATy HAPOKEHHs (XB)
[3o¢nypan/N20: 17,3

Yacro cnocrepexkyBani HebakaHi siBHIIA:
Hynora (%) Hechnypan/N2O: 35,5

Hynora (%) [30¢aypan/N20O: 13,3
bmosauus (%) Hechaypan/N.O: 12,9
bmoeanns (%) [3o¢gaypan/N2O: 3,3

Ak BUCHOBOK, AechnypaH € Oe3neuHum Ta
e(PeKTUBHUM IHraALlIAHUM AHECTETHKOM
JUISL MALLEHTIB, SKUM BUKOHYIOTh
OnepaTMBHE BTPYYaHHS KapOTH/IHA
EH/IApTEePEKTOMIs.

E-mail: jessica_svatek@baxter.com(nianuc)

(IL 1. b.)

TEPEKNAA 3POBAERO
3r [AHv 3 OPNr IHANOM

AocroBlPHiCTD
BEPENAAAY 3ACBIAYYD

Kimaveic H.8. \\
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Annex 30
to the Procedure of registration materials examination of medicinal products,
submitted for state registration (re-registration),
as well as expert review of material for changes to registration materials
during the validity of the registration certificate
(art. 4, section IV)

Clinical research report No 21

of registration certificate):
2. The applicant
3. Manufacturer

4, the undertaken study:

L o e e e - - - - - - - _—

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

. 5. Full name of clinical research coded number of
 clinical research

l
!
|
|

' 6. Phase of clinical research

' 7. Time frame of clinical research

- 8. Countries where the clinical research was
' conducted

+9. The number of persons under investigation:

|
i
|
-
|
i
|

10 Purpose and secondary objectives of the clinical
 research

ittt 1 prrla e i omen e = e meem m = = — e e = m e me = R

i
|
) i
i
|

1. Name of medicinal product (if available — number ISuprane Inhalatlon Vapour, Liquid

Baxter SA Belglum
| Baxter SA, Belgium

X | yes l a !  no if not explain

|
|
L

!

s ' Medicinal product with complete dossier
(stand—alone dossier), other medicinal
| product new active substance

' The Comparative Anesthetic Effects of
Desflurane and Isoflurane During carotid
Endarterectomy Surgery

[-653-09D

IND #32,363

Phase |
24 Apr 1990 — 29 Nov 1990

United States

Planned: 30 subjects

Enrolled: 30 subjects
. Completed: 29 subjects

. Analyzed for Safety and Efficacy: 30
. subjects

-t
: To evaluate the safety and efficacy of

desﬂuranc versus isoflurane, with oxygen in



1 1. Clinical research design

12. Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

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

15. Concomitant therapy

|
{
E
i 16. Efficacy evaluation criteria
'
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_patients undergoing elective carotid

endarterectomy surgery.

‘Single-center, open label, controlled,
randomized

e Patients undergoing elective carotid ;

| endarterectomy surgery,

e ASAILIlorlV,

s Age: between 35 and 75 years, inclusive.

¢ Sex: male or female, of non-childbearing
potential (post-menopausal or surgically !
sterilized) ,

;o Patients giving written informed consent

after the nature of the study has been

fully explained.

: Name of drug product: Desflurane

' Dose: 1-3 MAC (induction), 1.0 MAC
- (maintenance)

Mode of administration: inhalation

Name of drug product: Isoflurane

H

i

.Dose; 1-3 MAC (induction), 1.0 MAC
(maintenance)

 Mode of administration: inhalation

All concomitant medications administered
, were recorded on the case report form.

'Intra-Operative Parameters

e Hemodynamic and respiratory
parameters

¢ Mean and peak end-tidal concentration
of inhalational agent to maintain blood
pressure and heart rate within 20% of
baseline.

s End-tidal concentration of inhalational
agent at the end of anesthesia.

e Percent of patients requiring fentanyl
during maintenance of anesthesia, the
doses of additional fentanyl during
maintenance of anesthesia, and the time
from induction to the administration of
fentanyl.

‘e Percentage of patients requiring

additional agents to control heart rate and
blood pressure including the specific




agents and doses used to control heart
rate and blood pressure and the time
from induction to the administration of
these agents.

: Post-Operative and Recovery Parameters .

te Incidence of intra-operative recall.

Lo Time from cessation of inhalational
agent until the patient opens their eyes.
.o Time from cessation of inhalational
agent until the patient responds to
commands.

1 B 1
17. Safety assessment criteria ! Patients were to be questioned about adverse !
+ events that occurred during the study,
| including their severity (mild, moderate or
1 severe). The relationship to drug was to be
, determined by the investigators either
. remote, possible or probable.
Blood pressure, heart rate, and oxygen :
"saturation were obtained at 15 minute i
intervals for 90 minutes from time of ’
admission to the recovery room. i

. Laboratory evaluations consisting of

| hematology (WBC with differential, RBC,

| platelets, hemoglobin, hematocrit, MCV and .

| prothrombin time), serum chemistry

‘ (sodium, potassium, chloride, BUN,
creatinine, calcium, albumin, glucose,

. bilirubin, SGOT, SGPT, alkaline
phosphatase and bicarbonate), and urinalysis
(pH, specific gravity, glucose, protein, WBC,
RBC, casts, bacteria and crystals) were
performed at admission and during the post-
operative period.

Electrocardiograms were performed and
recorded prior to study drug administration
and during the post-operative period.

Patient discharge data was based on the time
. when the patient underwent surgery untif
"discharge from the intensive care unit and
 discharge from the hospital.

18. Statistical methods

' Demographic data and reasons for premature
withdrawal were to be summarized by
treatment group.

|
|
|
t
i

]
L
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|
|
|

19. Demographic indicators of the population study
(gender, age, race, etc.)

20. Efficiency results

234

Safety: adverse reactions were to be
summarized by severity and by body system.
Laboratory data were to be compared to the

. corresponding normal ranges and maximum

; shift criteria. Clinically abnormally high and
abnormally low laboratory values were to be
: summarized by time and by treatment group.

!

| There were no clinically significant
 differences among treatment groups for any
' of the demographic variables recorded. !
'Desflurane: 5
. Mean age (years): 63.9

Mean weight (kg): 70.7 kg ,
' Mean height (cm): 171 cm :
' Sex (male female): 11/4 !

Race (Caucasian/Hispanic): 15/0 |
' ASA status (II/IID): 11/4 E

i Isoflurane:

| Mean age (years): 66.8

' Mean weight (kg): 70.6 kg

. Mean height (cm): 167 cm .
Sex (male/female): 13/2 |

. Race (Caucasian/ Hispanic): 14/1

' ASA status (II/11I): 9/6

1

For both the desflurane and isoflurane

 treatment groups, the hemodynamic

, variables were comparable and remained

'within clinically acceptable ranges during
the surgical procedures. There were transient
statistical differences in hemodynamics
between the two treatment groups. These
differences were not clinically significant.

All patients were maintained on desflurane
or isoflurane for the duration of their surgical

_procedure; mean durations were 128.5 and
132 minutes, respectively.

'Mean end-tidal concentrations required for
maintenance of anesthesia were 6.1% (1.0
MAC) and 0.65% (0.62 MAC) for the

" desflurane and isoflurane treatment groups

| respectively.

|

' Therapeutic intervention with
! antiarrhythmics, anticholinergics, beta
- blockers, vasodilators and vasopressors to

' control heart rate and blood pressure were
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21. Safety results

required in a similar number of patients in
both the desflurane and isoflurane treatment
groups. The incidence of therapeutic
 intervention with fentanyl was comparable

| between the isoflurane (93%) and the
desﬂurane treatment groups (87%).

It took patients in the desflurane and
1soﬂurane treatment groups approximately

. the same time to awaken and respond to

' commands. There were no statistically

| significant differences in the time (in

{ minutes) from the cessation of desflurane or
"isoflurane to the time the patient was able to
. open eyes, squeeze fingers, give name and
bu’thdate

' The most frequently reported adverse events

| durmg the clinical trial were hypotension and
| bradycardia. Six (6) cases of hypotension
I'were reported in the desflurane treatment

1 group and four (4) cases were reported in the .

. isoflurane treatment group. Regarding
reports of bradycardia, there were five (5)
_episodes reported among the desflurane

group and three (3) episodes in the isoflurane

group. Patient 106 (desflurane treatment
group was prematurely discontinued from
the study after an episode of severe
bradycardia during induction.

No patient deaths were reported during the
course of' this clinical trial.

Post operative hemodynamic and respiratory
stability were observed in both the
. desflurane and isoflurane treatment groups.
There were no clinically significant
differences exhibited between the two
groups.

The majority of patients had normal
laboratory values during the study.
Potentially clinically significant changes
noted during the trial (RBC, WBC,
neutrophils, lymphocytes, hemoglobin,
hematocrit, glucose, SGOT, total bilirubin
and SGPT) were associated with surgical

' stress and trauma and were judged to be of

‘no clinical importance by the investigator.

"The days from the time of surgery until
discharge from the ICU and hospital, were

235



122. Conclusion (evaluation)

Jessica Svatek

236

very similar between the desflurane and
_isoflurane treatment groups.

1 Anesthesia with desflurane was safe and
I effective compared with isoflurane during
 surgery of the carotid endarterectomy.

Elac#:n.‘ca!b' sipned by: Jessica

ApPllcar.lt (hOId.er Of SignaturE: s:g?an:l'ap ve this document
registration certificate) o Cate: Jan 17, 2024 15,44 CST
Email: jessica_svatek@baxter.com (signature)

(Name)
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Jopatok 30

10 [TopsAAKy NpoBeeHHs EKCIEPTH3H PeeCTPaLiifHiX MaTepialiB Ha JIiKapehKi 3aco0H,
IO MOAAKTHCA Ha JIEPIKABHY peecTpallito (nepepeecTpatito),
a TAKOK €KCMepTH3H MaTepiaiB Npo BHECEHHS 3MiH JI0 peecTpallifHuX MaTepiais

MPOTATOM Al peecTpalifHOro Nocei14eHHs
(nyHKT 4 pozainy 1V)

3BIT NMPO KJAIHIYHE BUNPOOYBaHHs No 2

1. Ha3ga nikapcbkoro 3aco0y (3a HasiBHOCTI -
HOMep peecTpaLifHOro NMocBII4EeHH)

2. 3a9BHHUK

3. BupoOGuuk

4. IpoBeseHi AOCTIKEHHSA:

1) Tun nikapcbkoro 3acody, 3a sKMM MPOBO/MIIACH
abo nuiaHyeTbes peecTpaitis

5. [NorHa Ha3Ba KJIiHIYHOTO BUIIPOOYBaHHA,
KOJOBAHHH HOMEP KJIIHIYHOTO BUNIPOOYBaHHA

6. ®aza KJAiHIYHOTrO BHIIPOOYBAHHS
7. [lepioa npoBeaeHHsA KNiHIYHOrO BUNPOOYBaHHS

8. Kpaiuu, ne npoBoaunocs KiiHiuHe
BUNPOOYBAHHA

9. KinbKicTh A0CHIHKYBaHUX

CynpaHn, napu s iHraasuii, pianHa

Bakcrep C.A., benbris

bakcrep C.A., beusbris

X rtak [J Wi #KwWO Hi, oOrpyHTYBaTH

JlikapchKkuii 3aci0 3a NOBHUM J0CKHE
(aBTOHOMHE J0Ch€), IHIIMI AiKapcbKuii 3aci0,
HOBA J1i104a PeYOBHHA

[MTopiBHanbHa aHecTesionorivHa Jis
nechaypany Ta isodaypany mij yac
ONepaTUBHOrO BTPYHAHHS KapOTHIHA
CHAAPTEPEKTOMIs.

[-653-09D

IND #32,363

Daza |

3 24 kBitHa 1990 p. no 29 nucronaaa 1990 p.
CLIA
3ansaanosana: 30 nauieHTie

Byn Brioueni B gocaiakenns: 30
narjieHTis

W3 aBepluHiIH Jocaiazkenns: 29 nauieHTis
ZX{poanaizoBano moao ﬂ?nexn Ta

pexrunnocri: 30 nauicHERERNAA 3POBAEHO

3r [AHV 3 OPNT IHANOM
AocToBlIPHICT

REPEKAAAY 3ACBIAYYD

Hiwaveic H.B. \\
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10. MeTa Ta BTOpHHHI i1 KJIiHIYHOIO Ouinury O6e3nexy ta ePeKTHBHICTh

BUNPOOYBaHHs aecaypany nopieHsiHo 3 i30¢aypaHom 3
KUCHEM Y MaLli€HTiB, SKHM BUKOHYEThCH
NJIaHOBE ONMEpPAaTHBHE BTPYHAHHA KapoOTHHA
eHJapTepeKTOMis.

11. [inzaiin kaidiynoro BunpoOyBaHHA OaHOUEHTPOBE BiAKPHTE KOHTPOIbOBAHE
paHioMi30BaHe JA0CIiIPKEeHHS

12. OcHOBHI KpHTEpIT BKIIOYEHHS e [lauieHTH, IKUM NPOBOJAATH MJIAHOBE
OrnepaTHBHE BTPYYAHHS KapOTHAHA
€H/IapTEPEKTOMIsl.

e  Craryc 3a mKanow AMEpUKaHCEKOTO
ToBapucTea anecresionoris (ATA) 11, 111
abo 1V,

e Bik: Bia 35 10 75 pokiB BKJIKOYHO.
Cratb: yonosiya abo kiHoua, 6e3
IITOPOAHOrO MoTeHuiany (y
nocrMeHonaysi abo Xipypriuso
CTepUIIi30BaHi)

e [lauieHTH 1alOTh NUCBMOBY iH(GOPMOBAHY
3roy MicJis TOro, K iM MOBHICTIO
pO3'SICHHIIH CYTB JOCIIIKEHHS.

13. JNocnipkyBaHuii TikapcbkHid 3acid, crocido Ha3zsa nikapeskoro 3acody: Jlechuypan
3aCTOCYBaHHA, cuna aii
Mo3a: 1-3 MAK (inaykuis), 1,0 MAK
(nigrTpumaHHs)

Cnocib 3acTocyBaHHs: iHraasuidH1H

14. [1penapar nopiBHAHHA, 1034, cnocid Ha3sga gikapcebkoro 3acody: [3oduiypan
3aCTOCYBaHHA, cHia Jil

Hoza: 1-3 MAK (inaykuis), 1,0 MAK
(niaTpumanus)

Cuocib 3acrocyBanusi: iHraIsuiiiHmi

15. CynyTHs Tepanis Bcei cynyTHi npenapartu, siki BBOAWIIH,
3AMUCYBAIIM B 1HMBIYaJIbHY peecTpaitiitHy
opmy.

i
16. Kputepii ouinku edextuBHoCTI InTpaonepauiiini napamerpn

e ['emoauHaMiuHi Ta pecniipaTtopHi
napameTpu.

Cepe/iHs Ta MAKCMMalbHa KOHLEHTpALLis
IHrAALHHOTO areHTa HanpUKiHLL

®  BHAHXY, HEOOXiaHA A/ NiATPUMAHHA
4 apTepianbHOro THCKh Ta YaCTOTH

EPEKNAR 3POBAEHO
3r{AHU 3 OPNT IHANOM

AocToBIPHICTD
BEPEXAAAY 3ACBIAYYD

Kimaveic H.B. |,




17. Kpurepii ouinku 6e3neku

W, KpeaTHHIH, KasbLii, aneGyy

& \iipy6in, ACT, AJIT, P mg%s%g‘ o8
OB'TPNPCTS

cepueBuX ckopoueHs y mesxax 20 % Bin
MOYaTKOBOIO PIBHA.

e KoHueHTpauis iHransuiiHoro arenra
HAMPUKIHL BUAMXY B KiHLi aHecTesii.

e BiacoTok natjieHTis, aki norpedyoors
3aCTOCYBAHHA (peHTaHiay mij vac
MiATPUMaAHHS aHeCTe311: 1031 JI01aTKOBO
3aCTOCOBAHOrO (heHTAHINy Mij Yac
NiATPUMaHHs aHecTe3ii Ta yac Bij
iHAyKLUiT 10 BBeaeHHS henTaniny.

e Biacorok naijieHTis, ski norpedytoTh
3aCTOCYBAHHSA 10/IaTKOBMX 3ac00iB /st
KOHTPOJIIO YACTOTH CEPLIEBHX CKOPOYEHb
abo aprepiaJibHOro THCKY, BKJIHOUAKOYH
crietugivni 3acobM, a TAKOK 3aCTOCOBaHI
JI034 JU1Sl KOHTPOJIKO YaCTOTH CEPLEBHX
CKOpPOYEHb i apTepiabHOro TUCKY Ta 4Yac
BiJ IHAYKLIT 10 BBEICHHs LMX 3ac00iB.

[Hicasionepaniiini napamerpu Ta

napamMerpH BilHOBJIEHHS

e Yacrora Bunajkis npoOymKeHHs i yac
ONepaTUBHOIO BTPYYAHHH.

e UYac BiJ NpUNUHEHHS 3aCTOCYBaHHSA
iHraNSUIfHOrO areHTa /10 MOMEHTY, KOJIH
MALiE€HT PO3IUIOLIUE OUi.

e Yac Bijl NPUNHUHEHHS 3aCTOCYBAHHA
IHraJIALIHHOTO areHTa /10 MOMEHTY, KOJIH
NauieHT 3IaTHUH pearyBaTH Ha KOMaH/Iu.

[MauienTiB caijy 6yno onuratu npo nobiuHi
ABMLIA, 1110 BAHUKIIM [Mi]] 4ac 10CTiUKeHHS,
BKJIOYAKOMHM TX CTYMiHB THKKOCTI (JIerki,
nomipHi abo TskKi). 3B'A30K i3 npenapaTom
BM3HA4ABCH JOCTIHMUKOM AK BialeHH,
MOMITMBHH 200 HMOBIpHHI.

AprepialbHUIl THCK, YACTOTY CepLEBUX
CKOpOYeHb Ta HACHYEHHS KMCHEM BH3HAYaIN
3 1 5-XBHIMHHUMH iHTEpBasaMu npotsarom 90
XBUJIMH 3 MOMEHTY HAAXOKEHHA 10 najat
nicasonepauifHoro CrnocTepeKeHHs.

JlaGopaTopHi gociiKeHHs, 110 BKIKYAIOTh
reMaTosorito (JEHKOLMTH 3 JICHKOLMTAPHOIO
(hOpMYIIOI0, EPUTPOLIUTH, TPOMOOLIMTH,
remorio0iH, reMaToKpUT, cepeiHii 00’ em
epUTpOLUTa T NMPOTPOMOIHOBHH Hac),
GioximiuHHMit aHaNi3 CUPOBATKH KPOBi (HATPiii,
Kaslif, XJIOPH/IM, a30T CEYOBHHH KPOBI,

i kapOouar) Ta ananis ceqm a,
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REHO

BEPENAAAY 3ACBIAYYD
Kinayric H.B.

h



18. CrarucTHYHI METOIH

19. Jlemorpadiuni nokazHUKH J10CIIAKYBAHOT
nonyasauii (crate, Bik, paca, TOI0)

20. Pesynbrati eeKTHBHOCTI

\ Muru@iﬂwi‘"“ﬁ HOR\

SR\ 38002596 /)
o Nt
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rIoKo3a, O1JI0K, JEHKOUMTH, EPUTPOLIHTH,
uMinapu, dakrepii Ta KpUcTanm)
BHKOHYBAJIK MPH rocriraiizauii ra y
nicasonepauiiHuii nepio.

EnekrpokapaiorpamMy KOHTPOJIOBAIH J10
BBEJEHHS JI0CIII/LKYBAHOIO Npenapary Ta
Mic/is ONepaTHBHOIO BTPYYaHHS.

Jlai npo BUMHCKY NALIEHTIB IPYHTYBAIHCH
Ha JAHUX MPO Yac BiJl MOMEHTY MPOBEICHHS
OTIEPATUBHOIO BTPYUYAHHS 10 BHITUCKH
nauieHTa 3 Bi/UliJICHHs IHTEHCHBHOT Tepanii Ta
BUITUCKH 31 cTallioHapy.

Jlemorpadiuni jaHi Ta NIPUUHUHK NepeIyacHol
BiAMiHM noBuHHI Oynn OyTH y3araibHeHi 3a
rpynaMu JiKyBaHHs.

Besneka: [To6iuni peakuii noButHi Oyin
OyTH y3arajibHEeHi 3a CTYNEHEM TSHKKOCTI Ta
cucreMamu oprasismy. JlabopatopHi aani
MOPIBHIOBAJIU 3 BiANOBIAHUMU 3HAYEHHAMH
aianazoHy HOPMHU Ta KPUTEPisiMU
MaKCHMaIbHOrO 3cyBYy. KiliHi4HO aHOMalIbHO
BMCOKI Ta aHOMAaJIbHO HU3bKI labopaTopHi
nokasHUKH Manu Oynu OyTu niacymoBasi 3a
4acOM Ta 3a rPyramMu NiKyBaHHS.

He Oyn0 KIiHIYHO 3HAYYIIMX BiAMIHHOCTEH
MDK Ipyramu JIiKyBaHHsl 33 JKOJHOIO i3
3apeecTpoBaHMX JeMorpadiuHUX 3MIHHUX.

Hecaypan:

Cepenniii Bik (pokis): 63,9

Cepenns maca tina (kr): 70,7

Cepeaniii 3pict (em): 171

Crath (40n0oBikM/KiHKK): 1 1/4

Paca (eeponeoinna/ natunoamepukanui): 15/0
Cratyc ATA (1I/111): 11/4

[3odaypan:

Cepenniii BiKk (pokiB): 66,8

Cepenns maca tina (kr): 70,6

Cepeaniii 3pict (em): 167

Crate (HonoBiKM/KIHKH): 13/2

Paca (eBponeoinna/natnHoamepukaniti): 14/1
Cratyc ATA (1I/111): 9/6

HCHDPIBHAHHUMH Ta 3 o BiORAKHO
. 3r [Alv 3 OPNF IHANON
AoctosipuicTs

NEPEKAAAY 3ACBIAYYD

Kinaypic H.B.q\
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KIITHIYHO MPUAHATHUX Jiana3oHiB rij vac

XipypriuHux npoueayp. Mix aBoma rpynamu

NiKYBaHHS COCTEpiraan TPaH3UTOPHI ‘
CTAaTMCTHYHI BiAMIHHOCTI ¥ remoauHamitt. Ll

BIAMIHHOCTI He OYy/IM KJIIHIYHO 3HAYYLLMMHU.

Bceim nauieHTam 18 niATpUMaHHs aHecTesil
MPOTArOM YChOTO XipypriuHoro BTpydyaHHs
3acTocoByBaju aechaypan abo izodaypan;
cepeans TpuBajicTs ctanoeuna 128,51 132
XBHJIMHH BiMOBIIHO.

CepeHi KOHUEHTpALIT HANPUKIHLI BUAKXY,
HeoOXIHI A5 MiATPUMAaHHS aHecTe3il,
cranoBunu 6,1 % (MAK 1,0) Ta 0,65 %
(MAK 0,62) nas rpyn pecuypany ta
i30iypany BiANoBiaHO.

TepaneBTiuHe BTpy4aHHs 3 BHKOPHUCTAHHAM
AHTHAPUTMIYHUX | AaHTUXOJTIHEPriYHUX
3acobiB, Oeta-0si0KaTOpiB, BA301K/IATATOPIB
Ta Ba30MPECOpPiB /sl KOHTPOJIIO YaCTOTH
CEepLEBHX CKOPOYEHb Ta apTepialbHOrO THCKY
Oyn0 HeOOXiAHUM ISt OJJHAKOBOT KiJTBKOCTI
MauieHTIB y rpynax JikyBaHHs gec(iypaHoM
Ta i30¢aypaHom. HacTora TepaneBTHUHUX
BTpYYaHb i3 BUKOpUCTaHHIM (eHTaHiny Oyna
NOPiBHAHHOK MIXK IpynamH JliKyBaHHs
i3odayparom (93 %) ta aecuypaHom

(87 %).

[TauieHram y rpynax jgikyBaHHs
naecthayparom Ta izoduypanoM 3Haa00MBCS
npuOAM3HO OJHAKOBHH Yac ans
npoOysKeHHs Ta BIANOBIAI Ha komaHaK. He
Oy/10 CTATUCTHYHO 3HAYYIIMX BIAMIHHOCTEH Y
yaci (y XBUJIMHAX) BiJl IPUITHHEHHS]
3acTocyBaHHs aecduypany abo izoduypany
710 MOMEHTY, KOJIH MALi€HT 3Mil PO3TUIOLIUTH
Ou4i, CTHCHYTH Majiblli, HA3BATH CBOE iM'sA Ta
ATy HAPOHKEHHS.

21. Pesynbratu Oe3neku Haiiuacrilie nosiioMI0BaHUMHU

HeOaKAHUMH SIBUILLAMM [11/1 4ac LbOro
KJIIHIYHOTO Joc/ipKeHHs, Oyiu aprepiaibHa
rinotensis Ta Opaaukapais. Llicts (6)
BMMA/IKIB apTepiaibHOT rinoTeHsil
3apeecTpoBaiu y rpyri JIKyBaHHS

ol ecdmypanom i yotupu (4) BUMALKH — y rpymi

dtpa IMKapIiio, TO y rpynl ﬂecd)nypany

: (s .'5oaann n'ate (3) g
1 W S
3 '“'";”;;,";‘;‘;";g*f’ﬂ._a AoctoBipniCTb ‘
-- BEPENAARY SACBIAYY

Kinayeic H.B. \



22. BUCHOBOK (3aKJ1I0UCHHS)

3asBHUK (BJIACHUK
peectpatiiiHoro
MOCBIIMEHHH)

IMignue: Tceccika Cparek

Enexrpounuit nignue: [Ixeccika Cearek
[Tiacrasa: 5 3aTBepPAACYIO LEH JOKYMEHT

Jara: 17.01.2024 15:44 CST

(rpyna nikyBanusa aecuypanom) 6yB
nepea4yacHO BUKIIOYEHUH i3 10C/I DKeHHS
nicis enizoay TaxKKoi Opaaukapaii mij yac
IHAYKLIT.

[Tijg yac BOTO KAIHIYHOTO JOC/II/IKEHHS He
OyJ10 3apeecTPOBAHO KOAHOTO BHITA/KY
CMepTi naujieHTa.

[Ticasonepauiiiny reMoMHaMiuHy Ta
pecnipaTopHy cTabiIbHICTE CIOCTEPIraiu B
060X rpynax nikyBaHHs gecypaHoM Ta
i3oaypanom. KniHiuHO 3HauyLIMX
BiAMIHHOCTE# MIXK JBOMa rpynaMu He
BUSIBHJIU.

BinbuicTh naieHTiB MaJld HOPMAJIbHI
nabopaTopHi NOKa3HMKH ITi/1 4ac
pociipkerss. [ToTeHUiiHO KIIHIYHO 3HAYYII
3MIHM, BIAMIYEHI MM/ Yyac AOCTIKEHHA
(epuTpOLMTH, NEHKOLNTH, HEHTpOdiaH,
NiMGpoLMTH, reMorIo0iH, FreMaTOKPHT,
rimoko3a, ACT, saraneuuii 6inipy6in i AJIT),
Oynu noB'a3aHi 3 XipypriuHUM CTpecoM i
TpaBMOKO Ta OYJIH OLIIHEHI A0CHIAHUKOM AK
TaKi, 110 He MAOTh KJIHIYHOTO 3HAYCHHS.

3a MOKazHMKOM KiTBKOCTI JIHIB 13 MOMEHTY
OMepaTHBHOTO BTPYYAHHS /10 BUTTHCKH 3
Bi/I1IEHHS IHTEHCUBHOI Tepanil Ta jiKkapHi
rpynu JaikyBaHHs aecaypaHom Ta
i30rypaHoM GyIIH yKe CXOKUMM.

[Topisusizo 3 i30¢uiypaHoMm, aHecTesia
nechayparom Oyna Ge3nevHoro Ta
e(h)eKTHBHOIO Mi/1 Yac ONepaTUBHOIO
BTPYYaHHs KaPOTHHA EHIAPTEPEKTOMI.
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MIEPEKAAA 3POBAERO
3riAty 3 OPHT IHANON
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