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1. Name of medlcmal product Gf avallable number |Suprane Inhalation Vapour, Liquid

! Baxter SA, Belglum

' Baxter.SA, Belgium

&‘yes!i:] no |

! ! if not explain
i o

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

. The Safety and Efficacy of Desflurane
. During General Anesthesia in Surgical |
‘Patients !

| 1-653-13
‘ Phase III

15 Feb 1991 — 17 Mar 1993

United States

Planned: 1200 subjects
Enrolled: 792 subjects
Treated: 788 subjects
“Analyzed for Efficacy: 783 subjects n
‘ Analyzed for Safety 783 subjects

| To evaluate the safety and efficacy of
desflurane in subjects undergoing elective
intra-abdominal, urologic, orthopedic,




! ; plastic, ear-nose-throat, or gynecologic
. surgery.

11. Clinical research design ‘ Multi-center, open-label study

Male or female subjects, 18 years or older,

with an American Society of

Anesthesiologists (ASA) status of I, IT or IIL, |

and who were undergoing elective intra-

abdominal, urologic, orthopedic, ear-nose- |
throat, plastic, or gynecologic surgery.

12. Main inclusion criteria

13. Test medicinal product, method of : Anesthesia Induction: Subjects received '
administration, efficiency 5 thiopental or thiamylal in sufficient dose to |
induce loss of eyelash reflex. :
|
Anesthesia Maintenance: Following |
induction, subjects were maintained with 50-
60% N20/50-40% Os/end-tidal conceritration |
6.0% desflurane. End-tidal concentrations

: were measured and reductions or increases

of desflurane were administered according

' the protocol for maintenance of anesthesia,

! and increases/decreases in blood pressure or i
' heart rate. ;

' Desflurane is a nonflammable liquid
; administered via vaporizer.
i 14. Reference substance, dose, method of ‘N/A

: administration, efficiency
!

i

1
. - - - -

§ 15. Concomitant therapy : There are not restrictions on other peri- '
: operative or post-operative medications. All
H
i
|

concomitant medications given will be
 recorded on the appropriate case report form.

+ 16. Efficacy evaluation criteria Anesthesia maintenance, hemodynamics,
{ emergence, and recovery variables

" 17. Safety assessment criteria " Adverse events (AEs), respiratory and
laboratory parameters

. 18. Statistical methods "The demographic data, including age, race,
sex, ASA status, height, and weight are

. summarized. Duration of exposure to

E inhalation agents is also summarized.

 Efficacy: All treated subjects were included

. in the assessment of efficacy. Significant

‘ parameters related to efficacy are tabulated

“and summarized without statistical tests.

% . Efficacy endpoints included assessments of




' subject response to inhalation agents during
“surgery and subject emergence from
! anesthesia post-surgery. Descriptive statistics
i were calculated for hemodynamic and
1_ respiratory parameters {diastolic and systoli¢c |
. blood pressure [DBP, SBP], heart rate (HR),
i and oxygen saturation [SaQz]); intra-
operative variables (end-tidal concentrations .
[mean and peak], fentanyl administration,
and subjects requiring post-operative
narcotics) and anesthesia emergence
parameters (duration from cessation of |
' inhalation to eye opening and to the time the
subject was able to respond to commands
[e.g., squeeze my finger, teil me your name,
and tell me your date of birth], and duration
from recovery room arrival to subject fitness |
for discharge). Intra-operative recall was also
assessed. Hemodynamic and respiratory 1
: parameters are summarized during pre-
induction, induction, and post-incision study ;
phases. The within-subject mean, peak, and
"minimum value during the induction and
" post-incision phases are summarized by
_treatment group using statistics (e.g., mean,
{ SD, percentiles, minimum, and maximum).
; Durations are summarized using median,
. mean, SD, minimum, and maximum.
Number and percent are used to summarize
_dichotomous variables (e.g., subjects
 requiring fentanyl).

Safety: Adverse events were coded using the
Medical Dictionary for Regulatory Activities
(MedDRA). All treated subjects were
"included in the assessment of safety. An
_overall summary of subjects with an AE is
"provided. Adverse events are also sorted into
categories of severe AEs, AEs which were at
least remotely related to study medication,
AEs which led to discontinuation from the
.study, and AEs resulting in death. All
reported AEs are summarized by system
"organ class (SOC), preferred term, and
“treatment. group. Summaries included the
‘number and percentage of subjects reporting
.the event. All AEs are listed and specific
listings were also produced for significant
- AEs (e.g., severe AEs, AEs considered .
| related [remotely, possibly, or probably] to
- study drug, and AEs leading to
discontinuation from the study and/or
hospitalization).




19. Demographic indicators of the population study Total 792 subjects enrolled; 788 treated; 783
' (gender, age, race, etc.) . subjects finished the study. The mean age of
. - the subjects was 39.7 years. Most subjects
i . were Caucasians (587 [74.5%] subjects) and
: female (488 [61.9%] subjects). Most subjects
had an ASA score of I (451 [57.2%)] ]
é subjects) or 1 (316 [40.1%] subjects). ‘

- §
20. Efficiency results i Mean duration of exposure to desflurane was -
98.2 minutes; median 82.0 minutes. ,

Mean SBP decreased from 131.2 mmHg at

baseline to 113.2 mmHg at induction

(average), which was a mean of 12.7% !

‘ below baseline. At post-incision (average),

i mean SBP was 112.1 mmkHg (mean of

13.3% below baseline). Mean DBP .

decreased from 75.5 mmHg at baseline to !

65.6 mmHg at induction (average), which

was a mean of 12.2% below baseline. At !

post-incision (average), mean DBP was 63.3 '

:mmHg (mean of 15.0% below baseline).

Mean HR increased from 77.2 beats per !

‘minute (BPM) at baseline to 80.6 BPM at

‘ ! mductlon (average), which was a mean of

| 6.6% above baseline. At post-incision

| ; (average), mean HR was 76.3 BPM (mean of
: 0.9% above baseline). Mean Oz saturation f
‘increased from 98.4% at baseline to 99.0% at

; induction (average), and at post-incision

: (average), mean Oz saturation was 98.6%.

; chans of the average and peak end-tidal

l . concentrations of desflurane were 4.87% and

| 1 7.35%, respectively, and the average mean

f I concentration during the last 15 minutes of

5 “anesthesia was 3.84%. A total of 353

! ' (44.9%) subjects received fentanyl intra-

l “operatively for control of light anaesthesia or
increased BP or HR.

: The median duration from cessation of
- inhalation agent to eye opening was 7.0
minutes; the median time for the subject to
- follow commands was as follows: squeeze a
; finger, 8.5 minutes; say his/her name, 10.0
_minutes; say his/her birth date, 11.0 minutes.
i The median duration from recovery room
sarrival to fitness for discharge was 71.0
i minutes. A total of 111 (14.2%) subjects
; required the use of narcotics postoperatively
fand 1 (0.1%) subject reported intraoperative
“recall




?21. Safety results

:
!

*22. Conclusion (evaluation)

:

e Al e O R

A total of 469 (59.5%) subjects
experienced at least | AE during the
study.

The most frequently reported AEs were
nausea (38.7%), vomiting (17.9%),
hypotension (8.0%), hypertension (4.9%),
and chills (4.9%).

A total of 21 (2.7%) subjects experienced
at least 1 severe AE. Most severe AEs
were gastrointestinal disorders and

included nausea (7 subjects) and vomiting

(4 subjects).

A total of 438 (55.6%) subjects
experienced an AE that was reported to be
related to study drug (remotely, possibly,
or probably). The most frequent AEs that
were reported to be related to study drug
were nausea (35.9%), vomiting (17.3%),
hypotension (7.4%), and chills (4.7%).

A total of 3 (0.4%) subjects experienced
AEs that led to discontinuation of study
drug. The events included hypotension (1
subject), hypertension (1 subject), and
tung disorder and cough (1 subject). The
event of hypotension was considered by
the investigator to be definitely related to

study drug; cough and lung disorder were '

considered to be either probably or
possibly related to study drug; and
hypertension was considered to be
remotely related fo study drug. All
subjects either improved or recovered
from the events

Five subjects were hospitalized due to an
AE. The events included dizziness (2
events), nausea and vomiting, confusional
state, and hypotension.

No subject died during this study.

The efficacy data were consistent with the
current efficacy labeling of desflurane.
: Treatment with desflurane was safe and well
‘tolerated in subjects undergoing elective
intra-abdominal, urclogic, orthopedic, ear-
nose-throat, plastic, or gynecologic surgery.
-Safety data collected in this study are
' consistent with the current safety labeling of
; desflurane, and did not identify any new
, safety signals or patterns.
|
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Hopnatox 30

5o Topsaky npoBeieHHs eKCIepTH3H peecTpaLiiHuX MaTepialiB Ha JlikapebKi 3acodu,
[I0 NMOAIOTECS HA JAEPIKABHY peecTpallito (rnepepeectpaiito),

a TAKOIK €KCTepTH3M MaTepiaiB Mpo BHECEHHS 3MiH 0 peecTpalifHuX Marepianis
NpPOTArom il peecTpauiifHoro nocsia4eHHs

(nynkT 4 po3ainy 1V)

3BIT Npo KialHiuHe BUNPOOYBaHHsA Ne 45

1. Haspa nikapcekoro 3aco0y (3a HassHocti  Cynpas, mapu ans iHrassiii, piavsa
- HOMEp peecTpauiifHoro nocsi 4eHH)

2. 3asiBHUK bakcrep C.A., benbrisa

3. BupoOuuk bakcrep C.A., bensbris

4, IlpoBeneHi AOCTIKEHHS : X tak [ Hi AKIO Hi, OOrpyHTYBAaTH

1) Tun nikapcbKoro 3acody, 3a AKUM Jlikapcekuii 3aci® 3a MOBHUM J10ChE (aBTOHOMHE

npoBomacs abo MJIaHYeETbCs peecTpaltiss  10cbe), iHWMiA  Jikapeekuid  3aci®, HoBa  aitoua
pedoBHHA

5. [ToBHa Ha3Ba kiiHiuHOro BUNpoOyBanHs, besnexka Tta edexrusuicts gecduypany nig uac

KOJOBaHHI HOMEP KIHIYHOTO 3araibHOl aHecTe3il y XipypriuHux mMauLieHTiB
BUINpOOYBaHHA
[-653-13
6. Maza KJIIHIYHOTO BUNPOOYBaHHS @aza 11
7. [epioa npoBeAeHHS KIiHIYHOTO 15 motoro 1991 p. — 17 Gepesus 1993 p.
BUIPOOYBaHHS
8. Kpainu, jie npoBoAnIocs KiliHiuHe CLIA
BUINPOOYBaHHA
9. KifbKIiCTh JOCTIKYBAHUX 3anaanoBana: 1200 nauieHrie.

JIM BKJIIOYEHI B ocaikenns: 792 nauieHTy.
ZrpEstagu npenapart: 788 nauientis.
WBaHo  mwoao  edexktuBHocri: 783
AN MEPEKNAA 3POBAEHO
Ho wo/o Ge3ddE IS nR¥FTHANON
N AoCTOBIPHICTD
NEPERAARY 3ACBIAYYD

Kinayeic H,.B.




10. Meta Ta BTOpUHHI LiJ1i KJIIHIYHOTO
BUMPpOOYBaHHSA

11. luzaiin kiididyHoro sBUnpoOyBaHH:

12. OcHOBHI KpuTepil BKIIOYEHHs

13. JocnimKyBaHHii JiKapchbKHii 3acid,
crocif 3actocyBaHHsl, cua aii

14. [Ipenapat nopiBHSIHHSA, 1034, crocid
3aCTOCYBaHHs, cuna aif

15. CynyTHs Tepartis

16. Kpurepii ouinku eeKTHBHOCTI

17. Kputepii ouinku 6e3nexu

18. CrarucTHYHI METOIH

Ouinurn Gesneky ta edekTHBHICTE aecdaypaHy y
naLieHTis, AKUM MPOBOAATHCS M1aHOoBI
inTpaabioMiHaNbHI,  YPOJIOTiYHI,  OPTOMEAWYHI,
MJaCTHUHI, OTONAPUHTONOrivYHI abo TriHeKOJIOriuHi
onepatii.

BararoueHTpoBe BiKpUTe JOCAIKEHHS

[TauienTH yonoivoi abo xiHouoi crari, Bikom Bix 18
pOKiB, 3i CTATYCOM 3a IUKaJOKw AMEPHKAHCHKOIO
tosapucTea anecresionoris (ATA) I, II abo III, sxi
MiAIAraoTh MJIAHOBUM iHTpaabaoMiHAIbHUM,
YPOJIOriYHUM, OPTONEAMYHUM, OTOJAPHHIONOTTYHUM,
IacTHYHUM ab0 FHEKOIOr YHMM OMepaLlisM.

[HayKkuis aHecTesil: naieHTH OTPUMYBAJIM TIONEHTAN
abo TiaMinan y a03i, AocTaTHiit s Toro, o0
BUKJIMKATH BTPATy BilikoBoro pedekcy.

[linrpumaHHs aHectesii: micas iHAYKUil aHectesito
MiATpUMyBaiu 3a gonomororo 50-60 % N.0O/50-40 %
Os/necnypany B KOHUEHTpaLiT B KiHLi BUAMXY 6,0 %.
BumipioBanu KOHUEHTpaLil0 B KiHLI BHAMXY i
3meHwyBaan abo 30inbiyBanu o3y aechuaypany
BiAMOBIZHO /10 MPOTOKOJNY MIATPUMAHHA aHecTesil, a
TAKOXK /10 TMi/IBUILEHHA/3HWKEHHA apTepialbHOroO
THCKY a00 YacTOTH CepLEBUX CKOPOYEHb.

Jlecthnypan — 1ie He3zaliMHcTa pijiMHA, 1110 BBOAUTHCSA
yepe3 BUMapHHK.

H/JT

He Oyno oOmexeHb 111010 3aCTOCYBaHHS IHIOMX
nikapebkux 3acobiB o abo micns onepauii. Bei
3aCTOCOBAHI CYNMYTHi JlikapcbKi 3aco0M 3anucaHi y
BIZAMOBIAHIN IHAKBIyaNbHIN peecTpalliiiniii kapri.

[TinTpumaHHsa aHecTesii, MOKA3HWKW TFeMOJAMHAMIKH,
BMXO/1Y Ta BiJHOBJIEHHS CTaHYy Mic/isi aHecTesii.

[ToGiuni sieuwa (I151), pecnipatopui ta naboparopHi
napameTpH.

3r1AHv 3 OPHF IHANOM
AoctosipricTb
NEPERAAAY 3ACBIAYYD

Himavede H,B. |,




y3arajbHEHO TPUBAMICTh BIUIMBY  iHransiuiiiHoro
3aco0y.

EdexTuBhictb: yci nauieHTH, [Ki OTPUMYBaIH
nikapcbkuii  3aci®, Oynam  BKAOYEHI B aHani3
epexTBHOCTI. 3Havyuli napamerpu, MOB'A3aHI 3
epexTHBHICTIO, 3Be/IeHI B TaOAMILL Ta y3arajibHeHi 6e3
npoBeaeHHs cratucTHyHuX TecTiB. KiHueBi Touku
eeKTHBHOCTI BKJIIOYAIN OLLIHKY peakilii naijeHra Ha
iHranauilini 3acobu mig vac onepauii Ta BHXIiA
naiiedta 3 adectesii micas onepauii. Onucosi
CTATUCTHYHI TOKa3HWUKK Oynm po3paxoBaHi As
reMOJMHAMIYHHMX |  pecrniparopHux rapamerpis
(miactoniununii i cucTONIUHMIT apTepiajbHUI THCK
[[IAT, CAT], uactora cepueBux ckopoyensb [YCC] i
carypatiis kucHio [Sa0:]); iHTpaonepauiiHMX 3MiHHUX
(koHuentpauii B KiHui  BuaMXy [cepeana i
MakcumasibHa), BBeAeHHs (QeHTaHinly i norpeba
nalieHTa y BBEICHHI HAPKOTHUHHMX 3aco0iB  micis
onepatlii) i napameTpiB BUXOY 3 HAPKO3y (TpHUBAIICTh
nepiogy BiA NPUINUHEHHsA IHramsuii 10 MOMEHTY
PO3IUTIONLYBAHHS OYei, @ TAKOX 10 MOMEHTY, KOJH
MalieHT 3Mir pearyBaTH Ha KOMaHAW [Hanpukniaz,
CTHUCHITH MiH maneub, Ha3BiTh CBOE iM's Ta jaary
HApO/UKEHHS|, & TaKOK TPUBANICTL [Epiofy Bij
neperojly B micasiornepaliiiHy nanarty 10 roTOBHOCTI
nauienra 10 Bunucku).  Takok  ONiHIOBaTH
inTpaonepauiini  crnioraau.  Iemoaunamiuvi  Ta
pecnipaTopHi napameTpu y3araibHeHi y aszu 10
iHAYKUiT aHecTesii, iHAYKWIT aHecTe3ii Ta mnicnas
po3pizy. BHyTpilHBOCYO €KTHI cCepeiHi, MAKCHMaJIbHI
Ta MiHIMaibHi 3HavYeHHa y (a3l iHAyKuil aHectesii Ta
micasi po3pizy y3arajibHeHi 3a rpynamMu JIIKYBaHHS 3
BHKOPHCTAHHSAM CTATUCTUYHHUX MOKA3HUKIB
(HanpuKIaA,  CepeiHE  3HAYEHHS,  CTAaHJapTHE
Biaxuierns [CB], npouenTui, MiHIMyM i MaKCHMyM).
TpuBanicTe NiAcyMOBaHa 3 BUKOPUCTAHHAM MeJliaHH,
cepeanboro 3HayeHus, CB, minimymy Ta Mmakcumymy.
KinbkicTe i  BIiICOTOK BHKOPHUCTOBYBAJIM  /Jis
y3arajlbHeHHS JMXOTOMIYHUX 3MIHHUX (Hanpuknaz,
nauieHTiB, siKi noTpeOyoTh BBEACHHA PeHTaHiny).

besneka: noOiuHi sABMIIA KoayBanu 3a MeauuHUM
CJIOBHHUKOM 15 perynstopHol aisibHocTi (MedDRA).
B ouinky Gesnexku Oyiu BKIKOYEH] BCI MaLieHTH, siKi
orpumanu npenapar. HaBeaeHo 3aranbHe pesiome
nauientis 3 [15. [ToGiuni siBuiLa Takox po3noijieHi 3a
kareropismu Tskkux [, 15, aki Oyau npuHaimui
BiJ/1aJIeHO MOB'A3aHi 3 JOCHIKYBAHMM [pEnapaToMm,
151, Aki npusBenM 0 NpUIMHEHHs  ydacTi B

XegikeHHi, Ta [151, axi anﬁBeJm ,uo neTaanoro
A Bci 3ape€CTpOBaH1

oAl fel
| MCTEMH Opl"aHI SCFO(%)[PH?E

BEPENAAAY 3ACBIAYD
Hiwapic H.B.\




19. JlemorpadiyHi nokasHUKH

J0CIDKYBaHOT nonysiuii (crate, Bik, paca,

TOLIO)

20. Pezynbrati epeKTHBHOCTI

MEPeBAKHOTO BMKOPHCTAHHS Ta TPYMOO JiKyBaHHS.
[liACyMKH BKJIHOYAKOTH KUIBKICTH Ta  BiICOTOK
nauieHTis, Axki nosigomunu npo apuine. CTBOpPEHO
nepenik ycix [151, a Takosx okpemi nepestiku 3Hauymmx
[1A (nanpuknan, tsokkux 1A, 14, mo seaxawoTbes
MoB'S3aHUMH [BiUIaeHO, MOXKIHBO abo HiMOBipHO] 3
JIOCHIDKYBaHUM  rpenapatom, a Takox [IA, wio
MpU3BeNM A0 TNPUIMHEHHS Y4acTi y JAO0CHiPKEeHHI
ta/abo rocriTanizatii).

3arajioM y J0c/ipKeHHs BKItoueHo 792 nauienTy; 788
namieHTiB  OoTpUManu npenapar; 783  mauieHTH
sagepiinin gociuikenns. CepefHiid BIK y4acHHKIB
craHoBuUB 39,7 poky. binbwicts nauientis Oyau
esporneoianoi pacu (587 [74.5 %]) Ta xkiHowoi crarti
(488 [61,9 %]). BinbiuicTe NALiEHTIB Majad CTATYyC
ATA 1(451 [57,2 %]) aGo II (316 [40,1 %]).

CepeaHst TpUBajicTh BIUIMBY JecaypaHy cTaHOBWIa
98.2 xpuauHu; Meaiana — 82,0 XBHUAHHH.

Cepennii CAT 3uusuBes 3 131,2 mm pr.er. Ha
BHXiZHOMY piBHi 70 113,2 MM pT.CT. Mia Yac iHAYKLiT
anectesii (cepeaHbol), o Oyn0 B cepelHbOMY Ha
12,7 % umkue BuxigHoro pius. Ha MomeHT po3pisy
(B cepennbomy) cepenniii CAT cranosus 112,1 mm
pr.cT. (B cepeaHbomy Ha 13,3 % HuWK4e BMXiJHOIrO
pisusi). Cepenniii JIAT 3uu3uecs 3 75,5 mm pr.ct. Ha
BUXIHOMY PiBHi 10 65,6 MM pT.CT. MiA Yac IHAYKLT
aHectesil (cepeaHbol), 1O B cepeanbomy Ha 12,2 %
HWK4Ye BuXigHoro piBHs. Ha momeHTt pospisy (B
cepeanbomy) cepeaniii JIAT cranoBus 63,3 MM pT.CT.
(B cepeanboMy Ha 15,0 % HMMKHE BMXIZAHOrO piBHs).
Cepenns UCC 3pocna 3 77,2 ya/XB Ha BUXiZIHOMY piBHI
1o 80,6 ya/xB nia yac iHaykuii aHectesil (cepe/iHboT),
1110 B cepeiHboMy Ha 6,6 % BHILle BUXiaHOTO pieHa. Ha
MOMEHT po3pizy (B cepeaHbomy) cepeans YCC
craHoBuna 76.3 yu/xe (B cepearsomy Ha 0,9 % Buie
BuxigHoro pius). Cepennst carypauis Oz 3pocna 3
98.4 % na BuxiaHomy pieHi 10 99,0 % nia yac inay KUl
aHecTesil (cepenHbOl), a Ha MOMEHT po3pisy (B
cepeaHbomy) cepenHs catypauis Oz cTaHoBuia
98,6 %.

CepenHi 3Ha4yeHHs CepeAHbOI Ta MaKCUMAJbHOT
KOHLIEHTpaLLiT ﬂecqmypaﬁy B KiHL BUIMXY CTAHOBHJIH

4 87 % Ta 7,35 % BIANOBIAHO, a cepeJHE 3HAYEHHS

KOHLIEHTpAWl  MpOTArOM  OCTaHHIX

AR aHecresii craHoBu10 3,84 %. 3aranom 353
E\YauienTy mpumaﬂﬁl’ﬂiﬂﬁhﬂfﬁil‘fﬂﬂic
SR 3r[AHv 3 OPHr IHANON
AoCTOBIPRICTD

REPEHAARY 3ACBIAYYD

Kimayeic H.B.
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onepauii s KOHTPOJKO Jierkoi awnecresii  abo
niaguuennx AT un YCC.

MeiaHa TpMBAIOCTI NepPioy Bil MPUITMHEHHS M0/1a4i
iHrasauifinoro 3acofy [0 PO3MUNOLIEHHS  O4ei
craHoBuia 7,0 XBUIMH; Me/liaHa Mepioy /10 MOMEHTY,
KOJIM NALIEHT MIr BUKOHYBATH KOMaHAM Oy/a Takom:
CTUCHYTH najeup — 8,5 XBHJIMH; HA3BaTH CBOE iM'A —
10,0 xBWIMH; Ha3BaTH JaTy HApPO/UKEHHA —
11,0 xsunun. Meniana TpuBajocTi nepioay  Bij
nepeBoay B Mic/asonepaliity ranaTty A0 rOTOBHOCTI
10 Bunucku cranopuna 71,0 xBuiunHy. 3aranom 111
(14,2 %) nauieHTiB norpedyBajd  3aCTOCYBAHHS
HApKOTHYHMX 3acobiB micas omepauii, a 1 (0,1 %)
naLieHT MoBiZOMHB NPO iHTpaonepariiiHi cnorasiu.

21. Pezynpratu Ge3nexu e 3arasom y 469 (59,5%) nauientiB nig 4ac
JIOCITIKEHHS BUHUKJIO WoHakimenme 1 TT51.

e Haiiuacrime 3apeectpoBanumu [T 6yau nynora
(38,7 %), Omosanusa (17,9 %), aprepianbHa
rinotensis (8,0 %), aprepiaibHa rinepreHsis
(4.9 %) Ta 03100 (4.9 %).

e 3aranom y 21 (2,7 %) nauieHra crioctepiranocs
moHaiimene 1 ke 1. Hadirsoxui [15 Oyan
noB'a3ani 3 posznagaMu 3 OOKY TPaBHOT CHCTEMH |
psouanyd Hyaory (7 naigientiB) Tta OarOBaHHSA
(4 nauieHTh).

e Barasom y 438 (55.6 %) yuyacnukis Bunukaun 151,
3apeecTpoBaHi SK MOB's3aHi 3 JOCIUDKYBAHUM
npenaparom (BiianeHo, MOXIIMBO a0 HMOBIPHO).
Haiuactiimmumu [T, NMOB'A3aHUMH i3
3aCTOCYBaHHAM JIOC/IKYBAHOIO Npenaparty, Oyau
Hy0Ta (35,9 %), OmopaHHs (17:3.90);
aprepianbHa rinotensis (7,4 %) ta 03100 (4,7 %).

e 3aranom y 3 (0.4 %) nauieHTtiB criocrepiraiucs
[T51, siki npu3Benu 10 NPUIMHEHHS 3aCTOCYBAHHS
nocaipkysatoro npenapary. Lli sssuia Bimoyanu
aprepiajibHy rinotensito (1 nauienT), aprepiaibHy
rineprensito (1 naiieHT), a TAaKOXK po3iaam 3 oKy
aerenb Ta Kawesnb (1 nauient). JlocnigHuk BBaxas,
1o aprepiasbHa rinotensis Oyna OesnepeuHo
MoB'si3aHa i3 3aCTOCYBAHHAM  JIOCHIKYBAHOIO
npernapary; Kawlelb Ta JIET€HEBI  po3naau
BBAXKAJIMCS HMOBIPHO a0 MOXKJIMBO MOB'AI3aHUMH 3
JIOCHI/DKYBAHHM  TIpEnapaToM; a aprepiajbHa
rinepTeH3is BRaXkanacs BiAJAJCHO IOB'S3aHOIO 3
JOCHIIKYBAHHUM MpernapaTom. CraH ycixX nauieHTis

360 MoKpaluBees, abo BlIlHOBPlBCSI

BHILIA BKJIIOYANM 3anamopoueHHs (2

%), nynory Ta OmcfigpEy ) AR IFOBAEN0

§Ti Ta aprepianbHyFFIGHHOOPHT | HANOM
/8 RoCcToBIPHICTD

NEPFKNARY 3ACBIAYYD

Kiwanedc BB
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e [lig yac LBOrO AOCHIKEHHSA NETAIBHUX BUMAIKIB
HE 3apeecTPOBaHo.

22. BUCHOBOK (3aKJIFOUEHHS) Jani  moao  edekTUBHOCTI  y3romKyBanucs 3
MOTOYHMMHM  XapaKTepHUCTHKaMH  e(eKTHBHOCTI
nechaypany.

3acrocyBanus aecduypany Oyio Gesneunum i gobpe

| MEPEeHOCHIOCH — MALiEHTAMHM, AKMM  BMKOHYBajW

| nnaHoBi iHTpaaboMiHaJIbHI, YpOJIOTiuHi,
OpTOMEANYHI, OTONAPUHTONOTIYHI, MiacTHYHI abo
rinekonoriudi onepauii. Jlaui 3 Oe3nexu, 3i0paHi B
LULOMY  JOCHI/DKEHHI,  BIAMOBIAAIOTH  MOTOYHUM
xapakrepuctukam 3 Oe3mexku jaecdhiaypaHy 1 He
BUABHUIM  OyAb-fAKMX  HOBHMX  curHaiie  abo
3aKOHOMIPHOCTEH 111010 Oe3neKH.

3aaBHMK (BJACHUK IMignue: Jxeccika Carex
PeECTPALIIHHOTO Enexrponnnii nignuc: [Ixeccika Cparex

ﬂOCBi,D,‘-leHHﬂ) ITincrana: 5 3aTRep/kyto LEil JOKYMEHT
Jara: 18.01.2024 19:03 CST

E-mail: jessica_svatek@baxter.com(rirnuc)
(. L. B.)

MEPEKNAR 3POBAENO
3r1AHG 3 OPHI IHANON

AocToBIPHICTD
NEPEKAARY 3ACBIAYYD

Himavehe 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 [V)

Clinical research report No 46

of registration certificate):

1. Name of medlcmal product (lf avarlable number

Suprane, Inhalation Vapour, Liquid

2. The applicant

3, Manufacturer

o e g Terer et S 7n ke Aot b o, S S P o b it

4 the undertaken study

1) the type of medlcmal product for Wthh the
i 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:

g S P — i s s e s s s oy e

PRTe—

-10. Purpose and secondary objectives of the chmcal
research

xs iy o adips et [ . -

To assess the speed of recovery,

H

g Baxter SA, Belgium

a— - PR

! Baxter SA, Belgium

oy
i

i
i
JEG W——

*Medlcmal product w1th complete d0551er
: : (stand-alone dossier), other medicinal
: product, new active substance

i i

- The Safety and Efficacy of Desflurane §
- During General Anesthesia in Surgical
! Patients

1-653-13A

Phase 1

i
r

N/A

‘Ireland

H
i

‘ Planned: no data available
: Enrolled: 20 subjects
; Completed' 20 subjects

¥

VN LS S AT BT N S R, AT RTINS 8 S R e TN

hemodynamlc stability and side effect profile |
;  for pateints undergoing desflurane anesthesia
- for general surgery.

13



. 11. Clinical research design

H
i
a

12. Main inclusion ctiteria

13. Test medicinal product, method of
administration, efficiency

:

G - - -

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

" 15. Concomitant therapy

. 16. Efficacy evaluation criteria

. 17. Safety assessment criteria

!

A

Open-label, single center, single treatment
study of the safety and efficacy of
- desflurane.

N/A ,
| f
i Name of drug product: Desflurane (I-653)

I

' Dose: 6 patients were premedicated with

. diazepam 10 mg PO (0.10- 0.16 mg/kg)and
120 patients received fentanyl 0.50.- 2.00 :
'ug/kg prior to the induction of anesthesia.
‘Patients were preoxygenated and received
+ fentanyl premedication, thiopental 1.7-6.0
'mg/kg IV to induce loss of lash reflex.

| Nineteen (19) patients were intubated; 16

| patients received vecuronium 0.01 -0.12

' mg/kg TV and 3 received atricurium 0.43 -

!i 0.62 mg/kg IV for intubation.

“One patient was maintained by mask and 19

- were intubated. Anesthesia was maintained
with desflurane/60% Na0 titrated to
hemodynamic stability and adequate depth
of anesthesia. Supplemental fentanyl and/or
cardiovascular were administered as needed

'to control hemodynamics and anesthetic

| depth. Vecuronium was used for muscle
relaxation as needed.

Mode of administration: Inhalation |

’ None
i
N/A

"The elapsed times from the discontinuation
_of anesthesia until the patients were able to
“open their eyes and respond to verbal
commands were recorded. The elapsed time
from recovery room entry until the patients
, were judged fit for discharge was also
'recorded.

%Adverse events and laboratory parameters
. were evaluated

14




: 18, Statistical methods

19. Demographic indicators of the population study ; 2 males and 18 femals, 24 - 59 years old,
i (gender; age, race, etc.)

20. Efficiency results

21. lSQfefy results

22. Conclusion (evaluation)

Applicant (holder of

* registration certificate)

L ittt it vagtvrapmcine v b8 bt Mo i e et il s A e Taheer et e e 7o ri e iy

-No treatment comparisons performed. All 20 :
_patients were included in the statistical :
: summary. Safety and efficacy variables were -
summarized using SAS Version 6.07. :

ASA Status I and [I, male and female

RS N

' Patients recovered from anesthesia quickly 5
and were judged to be fit for discharge 54 |
minutes after entry into the recovery room.

There were no deaths or sérious adverse
‘events reported. Adverse events were
 reported in 30% of patients, with the most
frequently occuring side effect being nausea
' (3 patients, 15%). There were no remarkable

{ laboratory abnormalities noted. §

Analysis of pre- and postoperative
hematology, serum chemistry and urinalysis
results did not demonstrate any clinically

i significant abnormalities. The most

i pronounced changes observed were post

‘ operative decreases in RBC, hemoglobin,

' hematocrit and platelets which are i
s attributable to hemodilution from the
i administration of intravenous fluids
‘intraoperatively.

£

S - e e e o b o Tt i o om0 o i oo hrae o e e e v 8

; Desflurane was effective in maintaining
: stable hemodynamics in the 20 patients
; studied. Side effect and laboratory profiles
i demonstrate that desflurane is a safe
.inhalation anesthetic agent.

Reason: I'approve this document

Signature: J&fﬂ'ﬁd Svatek
Data’ Jan 17, 2024 15:50 CST

Email: jessica_svatek@baxter.com (signature)

Elecironically signed by: Jessica
Svatek

(Name)

[ —— T T T PO SR
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HMonarok 30

1o [Mopsky npoBe/ieHHs €KCMEPTH3M PEECTPALliHHUX MaTepialiB Ha JliKapehKi 3aco0M,
1110 MOJIAKOTHCS HA JIEPIKAaBHY peecTpalliio (nepepeectpaitiio),

a TaKo’k €KCIEPTU3M MaTepialiB Mpo BHECEHHS 3MiH /10 peecTpaLliiiHUX MaTepiais
MpOTAroM Aii peecTpaiifHOro nocBigyeHHs

(nyukr 4 pozainy 1V)

3BIT Npo KjaiHi4He BunpodysaHus Ne 46

| 1. Hasga sikapcbkoro 3aco0y (3a HassHocti  Cynpas, napu Juist iHransiuii, piapsa
- HOMEp peecTpaLifHOro NOCBiAYeHHS)

2. 3asBHUK Bakcrep C.A., bBenbris
| 3. BupoOGuuk Bakcrep C.A., besnbris
4. TpoBeneHi JOC/IIZKEHHS!: X tak [J Hi $KIWO Hi, OOrpyHTYBaTH
\
I) Tun nikapcbkoro 3aco0y, 3a SKUM Jlikapcbkuii 3aci® 3a MOBHUM J0Ch€ (aBTOHOMHE
nposoaniacs abo MIaHyeTbes peecTpallis  J10cbe), IHWMWIA  Jikapebkuil  3acid, HoBa airoua
peyoBUHA

5. [TosHa Ha3Ba KiiHiuHOrO BUNpoOyBaHHs, besnexka Tta edektuBHicTe jAecnypany nig 4ac

KOJOBaHHH HOMEP KJIIHIYHOrO 3ara7pHOT  aHecTe3il y  XipypriuHuUX nauieHTiB
BUNpOOyBaHHs
[-653-13A
6. ®aza kjaiHiYHOTO BUMPOOYBaHHS Dasa |
7. llepioa npoBeeHHs KIIHIYMHOTO H/J1
BUIPOOYBaHH:A
8. Kpaiuu, ae npoBoaunocs KiiHiuHe Ipnanais
BUIPOOYBaHHS
9. KinbKicTh J0CH1KYBaAHHUX 3anganosana: H/J|

Byai; Bregioveni B ocaimkenns: 20 nauietis

amegocaipxenus: 20 naiieHTiB

MEPERRAR 3POGAEHO
NS "ll"' 3 OPNF IHANOM

gyl OCTOBIPHICTD

I NEPEKAARY 3ACBIAYYD

HinayRic ﬂ.ﬂ.




10. MeTa Ta BropyHHi i KJ1IHIYHOTO
BunpoOyBaHHA

11. JIuzaiin KiiHiYHOro BUNPOOYBaHHA

12. OCHOBHI KpHUTEPIT BKJIIOYEHHS

13. JlocnikyBaHuii JikapcbKuii 3acio,
cnoci6 3acrocyBaHHs, cuna il

14. [lpenapat nopiBHsiHHsA, 1034, crocid
3aCTOCYBAHHA, cuila Jil

15. CynyTHs Teparis

16. Kputepii ouinku edekruBHOCTI

OuiHMTH WBWAKICT BiAHOBJIEHHS, TeMOJMHAMIUHY
crabinpHicte Ta mnpodias nobiunux edekrtiB y
MaLieHTiB, SAKi MepeHecan aHecTesito jaechiypaHom y
X0/ 3arajibHUX XipypriuHux BTpy4YaHsb.

Binkpure OJIHOLIEHTPOBE HETOPiBHsIbHE
jochikerns Gesneku ta eekTuBHOCTI Aecdrypany

H/T

Hassa aikapebkoro 3aco®y: aechaypan (1-653)

JMosza: 6 nauieHTiB  OTPUMANM  NpPEeMEHKaLLiio
niazenamom 10 mr nepopasnsHo (0,10-0,16 mr/kr) i 20
nauientis  orpumanu  ¢enranin  0,50-2,00 mxr/kr
nepen iHaykuierw anectesii. [lauientam nposoauin
MPEOKCUIeHALI0 Ta MNpeMeAuKalliio (eHTaHiioM,
BBOJAMIM TioneHTan 1,7-6,0 MI/Kr BHYTpPilLIHbOBEHHO,
o6 BUKIMKATH BTpaTy BilikoBoro pediekcy.
Jep'atHamuare (19) nauientie 6ynu intyboBani; 16
nauieHtie orpumanu Bekypoiii 0,01-0,12 mr/kr B/B i
3 — atpukypiit 0,43-0,62 mr/kr B/B s inTydartii.
OnHOMY nauieHTy aHecTesis NiATpUMyBasacs 3a
JAOMOMOroro Macku, a 19 Oynm intyboBaHi. AHectesiio
nigrpumysanu jaechaypanom/60% N20, TuTpoBanuM
JIO  reMoJIMHaMiyHOT  CcTaOlIBHOCTI  Ta  HAJIEIKHOT
rnubunu  asectesil. ®entanin Ta/abo cepuepo-
CYAMHHI  MpenapaTi JOJ4TKOBO  BBOJAMJIM 34
HeoOXiZHOCTI A7  KOHTPOJIKO TeMOJMHAMIKM Ta
raubuHu aHectesii. BekypoHiil 3actocoByBanu s
Miopenakcatlii 3a notpeou.

Cnocid 3acTocyBaHHs: (HraxsaLis.

He 3actocoBHe

H/LT

3adikcoBaHo uac, 110 MHHYB BiJl MOMEHTY
MPUIMHEHHS aHecTe3il 10 MOMEHTY, KO MallieHTH
MOTJIM PO3IUTIOLIMTH OYi Ta pearyBaTH Ha CJIOBECHI
komanau. Takox peectpyBaBcs vac, 110 MHHYB Bil
MOMEHTY MepeBeIeHHs MNalieHTa B ricisonepaiiiny
nanaty A0 MOMEHTY, KOAM mnauieHT OyB BU3HaHM

TEPEXNAA 3POGAENO
3rlAHe 3 OPHF IHANOM

AoCTOBIPRICTD
REPEKAARY 3ACBIAYYD

Kinayeic H.B.L\
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17. Kpurepii oninku 6e3nexku

18. CrarucTHuHi METOIH

19. Temorpadiuni nokazHUKM

- locIipKy BaHOT nomnyisuii (craTh, Bik, paca,
| TOLIO)

20. PesynpraTi e(eKTHBHOCTI

| 21. PesynbraTu Oe3neku

22. BucHOROK (3aK/TIOUEHHS)

3asBHUK (BJIACHUK

peectpauiiinoro

MOCBiIHEHHS1)

OuinroBanu Hebaxani sBuwa Tta gaboparopHi
napameTpH.

[TopiBHsHHS NiKyBaHHS He npooauiocs. [laui Beix 20
nauieHTie Oyad BKJIIOYEHI J0 CTATUCTUYHOrO 3BiTY.
3minHi 6e3nexu Ta epeKTUBHOCTI Oy/1M MiCyMOBaHi 3a
nonomoroto SAS eepceii 6.07.

2 vonogikiB Ta 18 xiHOKk BikoM 24-59 pokiB, 3i

CTaTyCOM 3a IIKalol0 AMEpPHKAHCBKOrO TOBAapHCTBA
anecresiosiorie (ATA) I ta II, 4oJIOBIKH 1 KIHKH.

[MatieHTH WBUIKO BiJHOBIIOBAIMCS IMic/is HAPKO3Y i

Oyl  BM3HAHI TOTOBMMM 10 BMIMCKH  uepe3
54 XBUIMHK Micas TMepeBeieHHs B Micisonepauiitny
nanary.

He Oyno 3apeecTpoBaHO JKOJHOrO  JIETAJBEHOIO
BUnaaKy abo cepio3nux nobiynux edexris. [To6iuHi
sevina cnoctepiranues y 30 % nauieHTtis, npuuomy
HaivactimkuM mobGiuHuM  edexTtom Oyra Hyzpora
(3 nauienru, 15 %). He cnocrepiranocs Oyap-siKux
CYTTEBHX BiIXHUeHb 1a00PaTOPHUX MOKA3ZHHKIB.

Ananmiz o- i nicnsonepauiiHUX remMaroJoriyHux,
OiOXiMIYHMX TMOKa3HWUKIB CHPOBAaTKM KpOBIi Ta
pe3ysibTaTiB  aHajiizy cedi He BHSBHB OYIb-SKHX
KJIHIYHO 3HAYYLIUX BiJXHJIEHb. HaiiGinbm
BUpaK€HUMH  3MiHaMu  Oyiaum  micasionepauiiiHi
3MEHLUEHHS  KiJIBKOCTI  €pUTPOLIMTIB,  3HMIKEHHS
reMoryiodiHy, reMaToKpuTy Ta TpPOMOOLMTIB, 110
MOSICHIOETBCA  PO3PI/KEHHAM  KPOBI  BHACHIIOK
BBEJCHHS BHYTPIIIHEOBEHHUX PIJIHH TTiJl 4ac onepartii.

Jechnypan 6yB epekTHBHUM y MiATpUMIL cTabinbHOT
remoauuamiky y 20 nocaimpkenux nauientie. [podini
noGivHux edextiB Ta 1a0OpaTOPHUX MMOKA3HUKIB
JEMOHCTPYIOTh, 10 JechaypaH €  Oe3neuHuM
IHraJsIiHHUM aHECTETHKOM.

Migmue: Txeccika Cparek

Enextponnnii nianue: [xeccika Carex
[ligcrara: 5 3aTBepuKyIO L J0KYMEHT
Jara: 17.01.2024 15:50 CST

MEPEKNAA 3POBAEHD
3r 1Al 3 OPHF IHANOM

BoctoBiPRICTD
BEPEKAARY 3ACBIAYYD

Kiwaveic H.B. |,
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Annex 30

to the Procedure of registration materials examination of medicinal products,

as well as expert review

submitted for state registration (re-registration),
of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section IV)

Clinical research rcport No 47

o

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

O R U N i e e w o

Suprane, Inhalanon Vapour Liquid

RS PR

2. The applicant

b s A e e gy S L A AR

‘3. Manufacturer

4 the undertaken study

1) the type of medrcmal product for whlch the
registration was made or planned

H
H

. 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

[}
H

9. The number of persons under investigation:

' Baxter SA, Belgium

- Baxter SA, Belgium

11

IR—

o
CD H
@0

B
H
t
2 H
P R I VPN S

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

. Comparative Anesthetic Effects of
 Desflurane and Sufentani! During Coronary :
iArtery Bypass Surgery (CABQG) :

;1 -633-14
: :
' Phase 11

*.

N/A

Unlted States

|
H
i
i

E Planned no data available
. Enrolled: 200 subjects
Analyzed 196 subjects

10. Purpose and secondary ob_]ectlves of the clinical
research

; 11. Clinical research design

PRI S

To evaluate the hemodynamic stability of
‘ desflurane compared to sufentanil in patients .
; : undergoing CABG.

!
i

 Open-label, randomized study

§
-

19




12. Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

N/A

. Name of drug product: Desflurane (I-653)

Dose: Desflurane 6-12% in 02 was
administered for at least 5 minutes. Patients
received 2.2 to 7.4% of desflurane/O; prior
to and after cardiopulmonary bypass (CPB).

: All patients were mechanically vertilated to -
produce a PET CO; of 385 mm Hg.
Supplemental sufentanil, midazolam, and

' cardiovascular medications were
administered as needed to control

' hemodynamics and anesthetic depth.

' Desflurane was not administered during

| CPB.

é Mode of administration: Inhalation

!
%
i
:

14 Reference substance dose, method of
administration, efficiency

' 15. Concomitant therapy

16. Efficacy evaluation criteria

Name of drug product: Sufentaml

- Dose: Sufentanil 3.9 to 14.0 ug/kg, followed
by thiopental 1.0 to 4.2 mg/kg, vecuronium

1 103 to 369 pg/kg. Patients received 0.012to
O 583 pg/kg/min of sufentanil/O.. X

All patients were mechanically ventilated to i
1 produce a PET CO> of 38+5 mm Hg.

. Supplemental sufentanil, midazolam, and )
 cardiovascular medications were

{ administered as needed to control

: hemodynamics and anesthetic depth.

! Desflurane was not administered during
CPB.

: Mode of administration: Intravenous

N/A

: Mean arterial pressure. (MAP), heart rate

_(HR), and mean pulmonary artery pressure

% (MP AP) were measured at baseline

_{preinduction), prior to induction, 2 and 4
mmutes after induction, after intubation, at

ﬁskm incision, and at sternotomy. Pulmonary

: capillary wedge pressure (PCWP) and

i cardiac output (CO) were measured at

: baseline (preinduction), at the end of

. induction, after intubation, at sternotomy and

- skin incision, and before CPB. The detection

| - of perioperative myocardial ischemia was




117. Safety assessment criteria

Adverse events, ECG and laboratory ;

21

 carried out using two-channel AM Holter
. ECG recorder, precordial (transthoracic) and
transesophageal echocardiograms. :

H
b
! parameters were evaluated §

18. Statistical methods

Quantltatlve varlables were compared using
a l-way analysis of variance. Categorical
variables were compared using Cochran- !
Mantel-Haenszel statistics. Statistical tests
were performed as 2-tailed tests. Differences E
between treatment groups were considered
statistically significant if p<0.05. Odds ratios ;
were computed for selected hemodynamic
parameters to assess the relative risks of
desflurane and sufentanil. A ratio less than
1.00 is in favor of desflurane. Cells with zero
- observations were adjusted with 0.5 to avoid
‘undefined ratios.

19 Demographlc mdlcators of the population study
(gender, age; race, etc.)

20 Efﬁclency results

21. Safety results

ko Mt W AL WA s TAY r na . s

D i M AR i i 5

:42-75 years old, ASA Status II'and 111, male
‘and female.. £
% .

i
;m,m .

e b e R e e

Before and after mtubatxon there were
lincreases in mean arterial pressure in the

' desflurane group. The sufentanil group

- showed decreases in mean arterial pressure -
: during the same observational periods. :
. Before and after, intubation, skin incision,
! and sternotomy, there were increases in heart

. rates in the desflurane group compared to

i decreases in the sufentanil group. During

¢ induction, 14 desflurane patients had
tevidence of new myocardial ischemia

' detected by continuous Holter ECG and

. precordial echocardiogram monitoring
.compared to no sufentanil patients. Before

" cardiopulmonary bypass, 22 desflurane and 9
. sufentanil patients had evidence of new

;s myocardial ischemia detected by Holter and
{transesophageal echocardiograms.

i
E
¥
H
i
i

One desflurane patlent and three sufentanil

- patients died. The causes were not i

i considered to be related to the study drug,.

i Adverse events were reported for nine

* desflurane and ten sufentanil patients. All

"adverse events involved the cardiovascular
system Cllmcally s1gn1ﬁcant changes in

Ve e o et sk e o s -
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'laboratory tests were compatible with the

surgery or hemodilution by intravenous
fluids.

22. Conclusion (evaluation) | The two treatment groups were comparable I
; with respect to medical history, use of
preoperative beta adrenergic and calcium

i channel blockers, adverse events and clinical
! outcome.

!
Electronically signed by: Jessica 1

- B 1
Applicant (hOIder Of : Signature: Je&ﬁca Syﬂtgk g:g{:fn: ! approve this decument

registration certificate) . . Dater Jar 17. 2024 1350 CST
g ) i Email; jessica_svatek@baxter.com (signature)

(Name)




23

Tonarok 30

o Topsaaxky npoBeieHHs eKCNEPTU3H peecTpaliifHkX MaTepiaiB Ha JlikapehbKi 3aco0u,
1[0 MOJAIOTHCS HA JIEPIKAaBHY peecTpaliio (nepepeecTpailito),

a TAKOK €KCIEPTH3M MaTepiaiiB Npo BHECEHHs 3MiH 10 peecTpaliiHuX MaTepiasis
MPOTATOM JIiT peecTpauiiiHOro nocBigueHHs

(nyHkT 4 po3ainy IV)

3BIT NPO KiatHIYHE BUNpoOyBanHsa Ne 47

1. Ha3pa nikapcekoro 3acofy (3a nassHocti  Cynpas, napu st iHrajsuii, pigusa

- HOMEp PeecTpaLiiftHOro NocBiIYeHH)

2. 3asBHUK bakcrep C.A., Benbris

3. BupoOHuk bakcrep C.A., benbris

4. [poBeneHi JOCTiKEHHS: X tak [] Hi sKuwo Hi, o6rpyHTYBaTH

1) Tun nikapcbKoro 3acoly, 3a AKUM Jlikapcekuii 3aci® 3a MOBHUM J0ChE (ABTOHOMHE

MpoBoAKacs abo MJIAHYETHCA PEECTpallis  J10Che), IHIIMH Jikapcekui 3acib, Hoea aioua
pedoBuHa

5. lNoena Hazea kiidiuHoro sunpobysanus, [lopisusuus anecresionoriunux edekris aechiuypany

KOJAOBaHHIt HOMEp KIiHIYHOro Ta cy(eHTaHily Npu MpoBe/JeHHI onepauii aopro-
BUINPOOYBaHHS kopoHapHoro uryHtysanus (AKLL).
[-653-14
6. ®aza kaiHivHOrO BUNpoOyBaHHs ®aza Il
7. llepioa npoBeaeHHs KIIHIYHOTO H/IT
BUIMPOOYBaHHA
8. Kpainu, ne npoBoAMAOCSH KliHIYHE CLIA
BUIPOOYBaHHS
9. KinbKicTh 10CiIKyBaHHX S 3aunANagana: 1aui BijcyTHi

B KITHYEHO B JIOCJIi/IZKEeHH:

196 nayjeHnris.

) Yol EPEKNAA ar?snzg%
. \ igeu'rmtmamﬁn(ua KOA& .' 3 r l n H\' 3 0’ "r ““n
S A0OCTOBIPHICTD
NEPEXAARY 3ACBIANYD

HINAR)E ﬂ.ﬂ.\\




10. MeTa Ta BTOpHHHI L1 KIHTHIYHOTO
BUNPOOYBaHHS

11. JIu3zaiin K1iHiYHOTO BUNPOOYBaHHs:A

12. OcHOBHI KpUTEpii BKIIOYEHHS

13. JlocnikyBaHuii likapebKuii 3acio,
crioci0 3acTocyBaHHs, cuia Ait

14. [Tpenapar nopiBHsHHS, 1034, crnocid
3aCTOCYBaHHS, cHia Jii

15. CynyTHs Teparnis

16. Kpurepii olliHku eeKTHBHOCTI

OuinMTy  remoauHamiuHy  ctabinbHIiCTH  NpH
3acTocyBaHHi ecaypaHy nopiBHAHO 3 cydeHTaHioM
naiieHTam, skum Bukonyrots AKILL

Binkpure paHaoMisoBaHe J0CTiIKEHHS.

H/J{

Hassa jgocaikyBaHoro Jikapcbkoro 3aco0y:
Hechnypan (1-653)

HMo3a: nechnypan y koHuentpauii 6-12% B O
BBOJIMJIM MTPOTSATOM LoHaiiMeH e 5 XxBuiuH. [TatienTu
orpumysanu Big 2,2 g0 7,4 % nechaypany/Oz no i
nicas cepueBo-iereHeBoro wyHrtysanus (CJILL).

YciM  naiieHtaM NpoBOAMIM IUTYYHY BEHTHIALIO
aeredb s crBopeHHa Per CO2 38+5 mm prcr.
JlonatkoBo BBOAMIM cydeHTaHin, Migazonam Ta
CepLeBO-CYAMHHI TpenapaTi 3a HeoOXiaHocTi aas
KOHTPOJIIO TreMOJAMHAMIKH Ta TIMOMHH aHecTesil.
Hecdnypan He 3acrocosyBaiu nig yac CJILL

Cuoci0 3acTocyBanns: iHrausus.

Haszsa jocaimkyBaHoro Jikapebkoro 3acofy:
Cydenranin

Jo3za: cydenranin 3,9-14,0 mMkr/kr 3 HacTynHHM
BBeieHHsIM TiomeHTany 1,0-4.2 wmr/kr, BeKypoHiio
103-369 wmkr/kr. [lauientn orpumysanm  0,012-
0,583 mkr/kr/xB cydentaniny/Oa.

VeiM  nauieHTaM NpOBOAMIM IUTYYHY BEHTHISLLIIO
neredb aas crBopeHHs Per CO2 38+35 mm prct.
JopatkoBo BBOAMIM cydeHTaHin, Migazonam Ta
CEepLEBO-CY/AMHHI npenapati 3a HeoOXiaHocTi s
KOHTPOJIIO TeMOAMHAMIKKH Ta rauOMHH aHecTesii.
Hecpnypau e 3acrocosyBaiun nig yac CJILL

Crniocib 3acTocyBaHHs: iHranALis.

H/A

Cepeaniit  aprepiansuuii  tuck (CAT), wacroty
cepueBux ckopoueHb (YCC) Ta cepeaHiii THCK Yy
nerenesiii aprepii (CATIT) BumiproBanu Ha BUXiJHOMY
piBHI (npeinHaykuis), nepe iHl],yl(U,iEI{) aHectesif,
uepes 2 ta 4 XBWIMHH Micas mnylcuu nics 1HTy6au1|

mEi, Uac PO3pisy WIKIpH Ta mia vac crepno*romu Tucx

sukua (CB) BPIM iEIEMy
BHI(H lH,IJ,yKlL]FI) Hanpﬂ(m
i T auu mij yac crep‘g

ltrsmu 3Acnmu

Himeic .. |
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17. Kpurepii ouinku 6e3nexu

18. CtaTucTHYHI METOIH

19. Jlemorpadiuni nokasHUKH

JOCiKYBaHOT nonysuil (cTath, BiK, paca,

TOLLO)

20. Pe3aynbrati e(peKTUBHOCTI

meumr::mamuwuu Kop ¢

a takox nepea CJILLL. Busnauenus nepionepauiiHot

ileMii  Miokapaa NpPOBOAMAM 32 JIONOMOIOK
JABOKaHaibHOro AM  XonTepiBCbKOro peectpartopa
EKI, npekapaianbHoi  (TpaHcTopakaiabHOi) — Ta
yepe3CcTpaBOXifHOT exokapaiorpadii.

OuinroBanu nobiuni seuma, EKI ta naGoparopwi
napameTpu.

KinpkicHi 3MiHHI MOpIBHIOBAJIM 33  JIONIOMOIOK)

OJJHOCTOPOHHBOTO JMCNepCiiHoro aHanizy.
KareropiasibHi 3MiHHI MOPIBHIOBAJIM 3a JIOMOMOIOKO
cratucTHuHOro wmeroay Kokpana — Manrena -

Xenzens. CraTHCTHYHI KpuTepil NpeACTaBiAeHI Yy
BUIJISAL 2-CTOPOHHIX KpuTepiiB. BiaminHocTi Mik
rpynamu  JiKyBaHHs  BBaKaJd  CTaTUCTHYHO
3HauynMu, ko p < 0,05, Jna owiHKM BiZIHOCHOTO
PU3MKY 3acTOCyBaHHs JAecaypaHy Ta cydeHTaHiny
PO3paxoBYBaiM BIJIHOLLEHHS LIAHCIB JUIl OKPEMHX
reMoJMHaMiYHKUX  napametpiB.  CniBRiHOLIEHHA
menwe 1,00 cBiguuTe Ha KOpucTh Aecduypany.
KJTHHKM 3 HYJIBOBUMM  CIIOCTEPEKECHHAMU OyJin
ckopuroBatdi Ha 0,5, 100 YHMKHYTH HEBH3HAYEHUX
CIMiBBiAHOIEHb.

YosnoBiku Ta xiHku Bikom 42—75 pokis; cratyc ATA I
i 1.

Jo i nicast intydauii y rpyni aechaypany cepeaniii
aprepianbHuii  THCK  miaBuiiyBascs. Y rpyni
cy(heHTaHiNy crnocTepiranocs 3HWKEHHS CepeIHbOro
apTepiaibHOrO THCKY MPOTArOM THX CaMHUX NMEpIoJiB
crioctepeskerns. Jlo i micas inTyGauil, po3pisy wkipu
i crepHoTOMIT cnocTepiranocs 301bIIEHHS 4acTOTH
CEepLEBHX CKOpOYeHb y rpyni aecdaypaHy nopiBHAHO
31 3MeHIleHHAM Yy rpymi cydentaniny. [lin uac
iHAYKUiT aHectesil y 14 nauieHTiB, AKi OTpUMYBaIH
necnypan, Oyiu o3HaKW HOBOI iwemii Miokap/a,
BHABJICHI 3a J0TIOMOT Ok Ge3nepepBHOrO
XOJITEPIBCHKOIO MOHITOpYBaHHA EKT Ta
npexkapaiajibHOT eXoKapaiorpamMu, TOAL K y MalieHTiB,
AKI OTpUMYBaJIM cydeHTaHil, TaKuX O3HaK He OyJo.
[lepen cepueBo-nereHeBUM  ILUYHTYBaHHAM y 22
nauieHTiB, sKi oTpuMyBanu jechaypadH, iy 9
JCHTI siki - oTpuMmyBanu  cydenranin, Oynm
O3HaKM HOBOI ilemii wmiokapaa 3a
XONTEPIBCHKOLQ  MOHITO Ta
e3CTaN xi,uno'l' eioxapﬂi%ﬁ)ﬁlﬂhl pi%%‘ﬂ HO
m,, Hy 3 OPNF IHANOM
: AocToBIPRICTD

. 38002508 _.5 REPEKAARY 3ACBIAYYD

Kiuaseic H.B.
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21. PesynbraTi 6€3neKu

22. BUCHOBOK (3aK/HO4EHHs)

3asBHUK (BIaCHUK
peecTpaliinoro
MOCBiTYEHHS)

3apeecTpoBaHi JneTanbHi BUnagku: | nauient, saxuii
orpumyBsas gecaypaH, i 3 naujieHTH, AKi OTpUMYBaIH
cypenranin. [lpuunHu cmepri  He  BBaXKajaucs
NOB'A3aHUMHU 3 J0C/ILKYBaHUM npenaparoMm. [ToGiuni
spuiia Oynau 3apeectpoBaHi 'y 9 nauieHTiB, AKi
otpumyBanu aechaypan, ta y 10 nauienTis, ki
oTpuMyBaiu cypenranin. Yei nobivyui ssuma Oyau 3
GoKy cepueBo-CyaHHHOT ccTeMH. KiiHiuHO 3HauyLi
amind B nabopatopHuX aHajizax Oynu ros’si3aHi 3
XipypriunuMm  BTpy4yaHHsM a00  reMoaMJIOLIE0
BHYTPIIHBOBEHHUMH PiIMHAMH.

JlBi rpynu nikyBanHs OyaM MOpPIBHAHHMMHM 32
aHaMHE30M 3aXBOPIOBAaHHs, 3acTocyBaHHAM Oera-
aapeHobnoKaTopiB Ta 6710KaTOPIB KaJbL{i€BHX KaHaiB
nepea  onepaiero, Mo0iYHUMM  ABMIIAMHM  Ta
KJIIHIYHUMH pe3ybTaTaMH.

IMignue: /bxeccika Ceatek

Enexrponunii niamuc: lxeccika Cpatex
IMincrasa: 5 3aTBepuKylo el NOKYMEHT

JHara: 17.01.2024 15:50 CST

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

(1. 1. B.)

o N«

MIEPEKNAA 3POBNENO
3r{Ale 3 OPHF IHANON

AoctoBipPHiCT
REPEKAARY 3ACBIAYYD

Hinaypic H.ﬂ. \\

KPATIA AT\ 218

lnewrm‘piuauiﬁuuﬁ KOp

SR\ 38002596 Y
o Nel AV
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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 48

of registration certificate):

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

2. The applicant
3. Manufacturer
4. the undertaken study:

) the type of medxcmal product for Wthh the
, 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

]
1
]

9. The number of persons under investigation:

research

 Baxter SA Bc[glum

Baxter SA Belgium

if not explain

{

] ! yes | |:| no |
! I
4o |

S i — = -

|
fr
i
|
"
-

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

+ The Safety and Efficacy of Desflurane
Analgesia for Vaginal Delivery

]
1

1 [-653-15

IND #32,363)

. Phase I

N/A

United States

Planned: 80 patients
Enrolled: 80 subjects
. Analyzed: 80 patients

10. Purpose and secondary objectives of the clinical : To compare inhalational analgesia for
vaginal delivery provided by subanesthetic
. concentrations of desflurane in oxygen with

'that provided by subanesthetic

concentrations of nitrous oxide in oxygen; as

s s
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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

16. Efficacy evaluation criteria

e

well as to evaluate safety in the obstetric
patient and the neonate.
!

' An Open-Label, Randomlzed Controlled,
SmOIe center, Parallel-Treatment Study

¢ Normal, healthy parturlents in the ﬁrst
stage of labor in whom vaginal delwerles
were anticipated.

o ASA Physical Status: I, II.

o Age: 18 to 40 years, inclusive

! after the nature of the study has been
. fully explained.

' Name of drug product Desﬂurane (I- 653)

» Dose: Patients were preoxygenated with

: 100% oxygen for 2 minutes. During the

| second stage of labor, before and during
delivery, patients received desflurane/Os
(end-tldal 1.0-4.5%). The end-tidal
' concentration was to be-adjusted to keep the
patient awake, cooperative and oriented,

' Mode of administration: Inhalation
Name of drug product: Nitrous Oxide

Dose: Patients were preoxygenated with

. 100% oxygen for 2 minutes. During the

- second stage of labor, before and during
delivery, patients received nitrous oxide/O»
(end-tidal 30-60%). The end-tidal
concentration was to be adjusted to keep the

. patient awake, cooperative and oriented.

Mode of administration: Inhalation

"There were no restrictions on other peri-
operative or post-operative medications
used. All concomitant medications given
were recorded on the appropriate case report

. form.

Delivery parameters:
i

_&  The analgesic effect of desflurane as
' assessed by the patient, anesthesiologist
and obstetrician.

i
t

3

» Patients giving written informed consent ,
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17. Safety assessment criteria

Anesthesia Emergence Parameters

Maternal cardiovascular status as

29

The analgesic effect of nitrous oxide as
assessed by the patient, anesthesiologist
and obstetrician.

Mean and peak end-tidal desflurane and
nitrous oxide concentration. i

o The time in minutes from cessation
of nitrous oxide and desflurane to the
time the patient is judged fit for
discharge from the recovery room.

e The post-operative narcotic
requirements in the recovery room.

¢ Incidence and severity of nausea and
vomiting prior to narcotic i
administration.

o Incidence of recall of the delivery
procedure.

e Evaluation of patient acceptance of !
the anesthetic agent.

A s i s s st

determined by blood pressure and pulse i
rate. i
Maternal blood loss.during delivery. |
The maternal oxygen saturation for the
time periods measured in the recovery
room.

The effects of the inhalational agent on
the newborn (evaluated by Apgar scores |
and NACS exams). !
The effects of the inhalational agenton !
the fetus (evaluated by fetal heart rate)
Neonatal oxygenation and acid-base
status.

Incidence and severity of maternal
breath-holding, laryngospasm,
bronchospasm, coughing, and production
of secretions.

Laboratory evaluations consisting of
hematology (WBC with differential,

RBC, platelets, hemoglobin, hematocrit,
prothrombin time and mean corpuscular
volume), serum chemistry (sodium,
potassium, chloride, BUN, creatinine, 4
calcium, albumin, glucose, bilirubin, 5’
SGOT, SGPT, alkaline phosphatase, '
bicarbonate, protein, uric acid, carbon
dioxide and total LDH) , and urinalysis
(pH, specific gravity, glucose, protein,
WBC, RBC, casts, bacteria, crystals,

osmolality and sodium) which were



performed at admission and during the
~ post-delivery period.
;e Patients were monitored by the
. investigator during the study and 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.

T |

18. Statistical methods

19. Demographic indicators of the population study | Desflurane: |

(gender, age, race, etc.)

i Demographic data were summarized by
treatment group.

Efficacy: Hemodynamic and respiratory
parameters, analgesic effect as assessed by
the patient, anesthesiologist and obstetrician,
mean and peak end-tidal concentration and
time from cessation of test drug to time the

- patient is judged fit for discharge were ;
summarized and analyzed by one-way
analysis of variance. The post-operative
narcotic requirements in the recovery room
were summarized. The incidence of nausea
and vomiting prior to narcotic

% administration, incidence of recall of the {
; delivery procedure and patient acceéptance of f
- the anesthetic agent were analyzed by chi-

: square test. ;

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

i normal ranges. Clinically abnormally high
“and abnormally low laboratory values were
| summarized by time and by treatment dose
* group. Maternal cardiovascular status,

. maternal blood loss during delivery,
.maternal oxygen saturation, Apgar scores,
‘neurobehavioral examinations, fetal blood

' gases, neonatal oxygenation and acid-base
status were summarized and analyzed by
:one-way analysis of variance. Respiratory

, reflexes were summarized by treatment and
by symptom.

v
§

e ot s i . o i Vot s e o o i gy oy e i pabarie sy g % v s i

i

J?Mean age (years); 26.6
i ASA status (/II/Unknow): 33/6/1

;Nitrous Oxide: '
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20. Efficiency results

‘ 21. Safety results

22. Conclusion (evaluation)

S

" Applicant (holder of
‘! registration certificate) -

Signature: Jessica Svatel

Email; jessica_svatek@baxter.com (signature)

Mean age (years): 26.1
, ASA status (I/Il/Unknow): 32/8/0

' There were no differences between treatment
groups with regards to whether the patients
would be willing to receive the same
analgesia again. Patients who received
desflurane had more incidences of amnesia
for the delivery than those patients who
received nitrous oxide. In addition, there
were no differences in the times the patients
were judged fit for discharge between

groups.

Both desflurane and nitrous oxide were
effective in maintaining safe and stable
maternal hemodynamics and oxygenation
during and after delivery.

The maternal vaginal blood loss during

i delivery was comparable between treatment
i groups. The post-delivery narcotic
requirements were also similar for both

i groups.

i
}

. The fetal heart rate remained within a

i clinically acceptable range throughout

f delivery for both treatment groups. For both
i treatment groups the umbilical blood gas

' values were similar and within a clinically

+ acceptable range.

i

i The neonatal Apgar and NACS scores were
. similar between the two groups.

Desflurane and nitrous oxide were associated
- with low incidence of adverse events.
Potential clinically significant abnormal
laboratory results were minimal and
attributed to the physiological changes of
pregnancy and to the delivery of the neonate.

*In conclusion, this clinical trial shows that
_desflurane was effective in providing

_inhalational analgesia to the mother and was

i safe for both the mother and the neonate
+ during vaginal delivery.

Electronically sipned by: Jessica
Svatek

Reason: | approve this dacument
DaterJdan 17, 2024 15:50 CST
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Jonatok 30

110 [MopsiKy npoBe/ieHHs €KCIepTH3H PeecTpaLiiiHuX MaTepiaii Ha jikapchki 3aco0H,
1O MOAAKOTHCS Ha JIEPIKaBHY peecTpatiio (nepepeectpailito),
a TAKOK €KCIEpPTH3M MaTepialiiB npo BHECEHHS 3MiH 0 peecTpalifHuX Martepiais

MPOTATOM JIil PeECTPallifiHOTO MOCBIHEHHs
(nyukr 4 po3ainy 1V)

3BIT Npo KilHIuHe BUIpoOyBaHua Ne 48

1. Hasea nikapcbkoro 3aco0y (3a HastBHOCTI

- HOMEep peecTpaLliifHOro NocBiueHHs)

2. 3asBHUK

3. BupoGnux

4. [TpoBeaeHi A0CIi IPKEHHSL:

1) Tvn nikapcbKoro 3acody, 3a AKMM
npoBoauiacs abo raHyeTbes peectpatis

5. [ToBHa Ha3Ba K1iHIYHOrO BUNPOOyBaHHS,
KOJOBAHMI HOMEP KJITHIYHOIO
BUNpOOYBaHH:A

6. ®aza KAIHIYHOrO BUIPOOYBaHHs

7. INepioa npoBeseHHs! KIIHIYHOTO
BUNPOOYBaHHS

8. Kpainu, 1e npoBoauaocs KiaiHiuHe
BUITPOOYBaHHS

9. KinbkicTh 10CHiA3KyBaHHUX

10. MeTa Ta BTOpMHHI L] KJIIHIYHOTO
BUNpoOyBaHHs

Ipcutu¢iuauiﬁuuﬁ woa A

Cynpas, napy JUisi iHransuii, piansa

Bakcrep C.A., Benbris
bakctep C.A., benbris

X tak [ Hi sKIO Hi, OOrpyHTYBaTH

Jlikapcbkuii  3aci® 3a NOBHHM J0ChE (ABTOHOMHE
J0ChE), iHIIMH Jikapcbkuil  3aci®, HoBa Jilova
pe4oBUHA

beznexa Ta e(peKTUBHICTD 3HeOONOBAHHS
AeciypaHoM Mpu BariHaJbHUX MOJOrax.

[-653-15

IND #32,363

(Maza |
H/J1

CLUIA

3annanosana: 80 nauieHToK

byo BKJIOYEHO B JOCTIIZKeHHA 80
NaLieHTOK.

IIpoananizoBano: 80 nauieHTok.

[TopiBHATH iHransUilHy aHanATe3il0 NPU BariHaAJIbBHUX
nmojsorax, 1o  3a0e3neuyyeTbesi  3aCTOCYBAHHAM
oyESFRIOECTHYHMX  KOHUEHTpauii  aechaypany 3

iHranAuiifHO  aHajresiero, 110

oty sacTocysanihp  EXRFIEHGEY
\\3_ akuey  a3og¥ [ Ans"SHo¥Nry ul%g“
18 AoCTOBIPHICTD
38002596 1/ &/ NEPEKAARY 3ACBIAYYD

= Kinayeds H.B {
RIC H.B |
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OLIHUTH Oe3neky ans nopoaini Ta
HOBOHAPOZKEHOI0.
1 1. JIuzaiin KJIiHIYHOTO BUNPOOYBaHHs Biakpure PaHIOMi30BaHe KOHTpPOJIbOBAHE

OIHOLIEHTPOBE  JIOC/I/DKEHHA 3  BUKOPMCTAHHAM
napae/ibHUX CXeM JIiKyBaHHs.

12. OcHOBHI KpUTepii BKIIOUEHHS e 3j0poBi mopodindl, y AKMX  [UlaHyBajJHCA

BariHa/bHi MOJIOTH, B NIEPIIOMY MEpioji MoJoris.
o @izuyHMid CTATYC 3a LIKAJNOK AMEPHKAHCHKOIO

tosapuctea anecresionoris (ATA): I, I1.
Bik: Bix 18 1o 40 pokiB BKIIOUHO.
[MauienTku, siki HajaJM MACBMOBY iH(OPMOBaHY
3ro/ly Mmicjis Toro, K iM OyJ10 MOBHICTIO PO3'ACHEHO
CYTh JAOC/i/ZKEHHA.

13. ocaimkyBaHuii nikapebkuii 3acio, Haszea jocaipxkyBanoro Jikapcebkoro 3aco0y:
croci6 3actocyBaHHs, cuna it Hecdnypan (1-653)

Mosza: [lauieHTKam MPOBOJWIN  TMPEOKCHIEHALIKO
100 % O nporsrom 2 xBuiuH. [lig wac japyroro
nepiojy MoJIOriB, A0 i MiJl 4ac MOJOriB, NALIEHTKH
otpumysanu jaechaypan/O2 (KOHUEHTpallist B KiHLI
uauxy 1,0-4.5 %). Konuentpauito B KiHUi BUAMXY
peryioBajiu, mod niATpUMyBaTH NALICHTKY B CTaHi
6abopocTi, CriBpal Ta opieHTauil.

Cnoci6 3acTocyBanusi: [Hransuis.

14. Ipenapat nopiBHAHHA, 1034, CoOcid Ha3Ba J10c/1i/IZKyBaHOT0 JIIKAPCBKOTo 3aco0y: 3aKuc
3aCTOCYBaHHsA, CHa i azory.

Joza: [lauieHTkam [POBOJAWIN  [IPEOKCHIEHALLIKO
100 % O nporarom 2 xpuaun. [lin wac apyroro
nepioay MoJjoriB, A0 i MiJ 4ac MoJOriB, MauieHTKH
oTpuMyBasiM 3akuc a3oTy/Oz (KOHLEHTpalis B KiHIL
Buanxy 30-60 %). Kouuenrpauito B KiHLi BHIMXY
peryaioBanu, mod MmiATPMMYBATH MALi€HTKY B CTaHI
GaapopocTi, cniBnpaii Ta opieHTaLi’.

Cnoci6 3acrocyBanus: [Hransuis.

15. Cynyrus Tepanis He Oyno Oyab-skux oOMeKeHb 1O0A0 3aCTOCYBaHHS
iHINMX TpenapaTiB nepea onepauiero abo mnicis
onepaitii. Bei cymyTHi Jikapebki 3aco0u 3anucysaiu B
iHAMBIAYaIbHIH peecTpalliiiHii KapTi nauieHTa.

16. Kputepii ouinku edexkTHBHOCTI IMapamerpn noJioris:

o 3uebomoBanpHuii edexT aechrypaHy 3a OUIHKOK
naiieHTa, aHecTesioJjiora Ta aKyuiepa.

e 3H€60Hl0BaJ1bHHld eq)elc'r 3aKHCY a30TY 32 OLLIHKOIO

‘.1 A Ta MaKCHUMaJibHa KOHLLeHTpaI.[lH
I\ aHy Ta 3akucy asdhyREKMAL BAROEE HO
3r[AHe 3 OPHT IHANOM
AoctoBiPricTb
MEPEKAARY 3ACBIAYYD

Hinavp)e H.B.L\

34




17. Kpurepii ouinku 6e3nexu

IMapamerpn BUXOAY 3 aHecTe3il
°

YR,

Yac y XBWIMHAX BiJl MPUNMHEHHSA MOJAYi 3aKMCY
azory Ta jgechaypaHy A0 MOMEHTY, KOJIH
naijieHTKa BM3HAHA TOTOBOK) JIO BHUITUCKM 3
MICJIAN0JIOroBOT MajaTH.

Heobxinnicth 3aCTOCYBaHHs HApKOTHYHUX
3aco6iB MicJis MOJIOTIB Y MiC/IANOA0roBiH nauari.
Yacrora i TAKKICTE HYZIOTH Ta OJIOBaHHA nepej
BBEJIEHHSM HAPKOTHYHHX 3ac00iB.

YacToTa 3rajlyBaHHs PO NPOLEC PO3POKEHHS.
OuiHKa NPUHHATTS NALEHTKOI aHEeCTE3yK4oro
3aco0y.

CraH  CepUeBO-CYJMHHOT CUCTEMH  MaTepi,
BM3HAYEHMH 32 T[OKA3HUKAMM apTepialbHOro
THCKY Ta YacTOTH MYJIbCY.
KpoBogTpara maTepi I 4ac moJjoris.
HacuueHHst KpoBi MaTepi KMCHeEM 3a nepioau vacy,
BUMIpsiHi y MiCAAMOIOroBiil manari.
Bruius iHransiiHoro 3aco0y Ha
HOBOHAPO/DKEHOrO  (OIHIOETHCA  3a, LIKAJIOK
Anrap Ta 3a wkajgow HespomoriuHux Ta
ajantauiinux moxnusoctei (MACS).
Brums inransuiitnoro 3aco0y Ha mtiz (oUiHIOETECS
33 4aCTOTOIO CepPIEBHX CKOPOYEHb MII0A).
OkcHreHailis Ta  KHCJIOTHO-TYKHUH  cTaTyc
HOBOHAPOKEHOTO.
Yacrora 1 TOKKICTH  3aTPUMKH  JIMXaHHA,
AapuHrocnasMy, — OpoHxocnasMmy, — Kauumo i
BU/IUICHHSI CEKPETY Y MaTepi.
JlaGopatopHi  AOCHiKEHHs, WO BKJIOYAKOTh
aHaniz  KpoBi  (neiikouutd 3 (opmyJolo,
ePUTPOLIUTH, TPOMOOLIUTH, remMoro0iH,
reMaTroKpuT, NpoTpoMOIHOBHMI 4Yac Ta cepeaHiit
KOpHyCcKyJsipHuid  o0'em), Oioximiunuit ananis
CUpOBATKH KpoBi (HATpiil, Kajii, xmopua, a3or
CEYOBMHM, KpeaTWHIH, Kajbliil, anbOyMiH,
rmoko3a, Oinipy6in, AJIT, ACT, nyxHa
docaraza, OikapOonart, OGUIOK, cevoBa KWCIOTA,
Byraekuciuii ra3 i saransna JIJII), a Takox ananis
ceui (pH, nutoma Bara, rmoko3a, OiloK,
JNEHKOLMTH, CPUTPOLMTH, LMAIHApH, OakTepil,
KpUCTANH, OCMOJISLIBHICTL 1 Harpiil), ki
BMKOHYBaducsd npu  rocmitamizauii Ta B
MiCASANON0TOBHIA NEPIOA.
[MauienTku nepeOyBasiu Mij HATNIALOM JOCTIAHUKA
MiJ yac A0CiKeHHs i Oyau onuTaHi npo nobivHi
SIBUINA, 110 BUHUKJIW [iJ 4ac JOCIHiIKECHHS,
BKJTIOYAIOUM IXHIO TSDKKICTh (J1erki, momipHi abo
k). B3aeMo3B'A30K 3 npenapaTtoM BU3HauaBCs
ACONBHMKOM 8K BiagajeHHi, MOXIMBHH abo
SN it EPEKNAA 3POBAERO
\: 3r|AKv 3 OPHF IHANOM
AoCTOBIPHICTD
NEPEKAARY 3ACBIANYD

Hiwanic H.B.




18. CrarucTHuHi METOH Jlemorpadiuni gani Oynu y3arajbHeHi 3a rpynamu
JKYBaHHS.

Edexrusuicts: ['emMonnHamiuHi Ta pecnipatopHi
napameTpu, 3HeGomoBanpHHi edekT 3a OUIHKOIO
maijieHTa, adecresiojora Ta akyuuepa, CepeiHs Ta
MaKCHUMaJlbHa KOHLIEHTpaLlisi B KiHLi BUANXY, @ TAKOXK
4ac BiJl TPUNMHEHHS BBEICHHS JOCIILKYBaHOIO
npenapary 40 MOMEHTY, KOJIHM MNaui€cHTKa BW3HAHA
FrOTOBOK JI0 BMNMCKM, Oynu  y3arajibHeHi Ta
poaHai3oBaHi 3a J0MOMOrol0 OJHOCTOPOHHBOIO
AMcriepciiiHoro  aWanizy.  byno  ysaranbHeHO
HeOOXiZHICTh 3aCTOCYBaHHs HAapKOTHMYHHMX 3aco0iB
micns onepauii y micagonepauiiiHii nanati. Yacrora
HYJZOTH 1 OJirOBaHHS Mepe] BBEJEHHSAM HAPKOTHKIB,
yacToTa CHOradiB MpO TPOLEC PO3POMKEHHA |
MPUHHATTS NaieHTOM 3He00/I0BaIBHOTO 3ac00y Oyu
MpoaHasizoBaHi 3a JA0MOMOTOI0 KPUTEPIIO Xi-KBajpar.

Besneka: [loGiuni peakuii Oyau ysarajibHeHi 3a
CTYNeHEM THKKOCTI Ta 3a CHCTEMaMH OpraHismy.
JlaGopaTopHi JaHi TNOPIBHIOBAIM 3 BiANOBIIHUMHU
nianazonamu Hopmu. KiiHiYHO aHOMaabHO BHMCOKI Ta
aHOMaJIbHO HHU3bKi J1IabopaTOpHi MOKa3HUKM Oyiu
y3arajlbHeHi 3a 4YacoM Ta 3a rpylnamMH J103yBaHHS
npenapasy. CTaH cepleBo-CyJMHHOT CHCTEMU MaTepi,
KpPOBOBTpaTa Martepi MiJ 4Yac TMOJIOTiB, HACHYEHHSA
KpOBi Marepi KHCHeM, OLIHKA 3a IIKaJo Arrap,
obcreskeHHs: HEMpOMOBENIHKOBUX MapaMeTpiB, rasu
KpOBi MJ0/a, OKCUreHauiss Ta KHCIOTHO-IY:KHHH
CTATYC HOBOHApO/UKeHOro OyiiM ysarajJpHeHi Ta
poaHasizoBaHi 3a JOMOMOrOK OJHOCTOPOHHLOIO
aMcnepciiinoro ananizy. Jluxansui pedaexcu Oynn
y3arajibHeHi 3a JiIKyBaHHSM Ta 3a CHMIITOMaMHU.

19. JlemorpadidHi noKasHUKH Hecaypan:
nocIiKyBaHoT nonyssiwii (cTaTh, Bik, paca, Cepennii ik (y pokax): 26.6.
TOLLO) Craryc ATA (I/Il/ueBinomuii): 33/6/1.

3akuc azory:
Cepenniii Bik (y pokax): 26,1.
Craryc ATA (I/11/neigomuii): 32/8/0.

20. Pe3ynbTaT e(heKTHBHOCTI He 6yno BiaAMiHHOCTEH MiX rpynamu JiiKyBaHHs 111010
OaxaHHs MALIEHTKH 3HOBY OTpHUMatu Ty camy
ananresito. IMauieHtku, siki otpumyBanu jaecdaypa,

Manu OiNbllle BUNAAKIB amMHE3il LOJO MOJOriB, HDbK

nauieHTKH, sSIKi OTpUMYyBaiu 3akuc azoty. Kpim Toro,

Mix rpynamu He 0yJi0 BiAIMiHHOCTEH 111010 Yacy, KOiu
melJALIIEHTKH OYJIM BU3HAHI TOTOBUMHU 1O BUITUCKH.

Mg baypan, Tak i 3akuc azory Oyiu e(heKTURHUMHU
t oliarpuvanns  GesR@REKNAKa3POEAGHBHOT
: 3rIAHG 3 OPHT IHANOM
AocToBIPHICTD
NEPEKAARY 3ACBIAYY
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21. Pesynbraru Ge3nexu

22. BUCHOBOK (3aKJIIOUEHHS)

reMO/IMHAMIKM Ta OKCHreHauii matepi mia yac i nmicnas
ToJIOTiB.

BarinanbHa KpoBOBTpaTa y matepis MijJ yac MoJjoriB
Oyna nopiBHAHHOK MK rpynamu jikyeaHHs. [Torpeba
B HApKOTMYHMX 3acobax rmicis rnosioriB Takox Oyna
noaioHoto B 000X rpynax.

B of6ox rpymax JikyBaHHS 4acTOTa CEpLEBHX
CKOpOYeHb IO 3aluilianacs B MeKax KJIIHIYHO
NPUHHATHOrO Jiana3oHy npoTsaroM noJjorie. B o6ox
rpynax NnoKasHHKH piBHsA rasiB y NMYMOBHHHIH KpOBi
Oyau noAiOHUMKU 1 3HAXOAMIMCS B MeKaX KJiHIYHO
MPUIHATHOTO Aiana3oHy.

OLiHKH CTaHY HOBOHAPOKEHMX 3a 1IKaa0t0 Anrap Ta
wkano NACS Oynu nogibHumu B 060X rpynax.
3actocyBaHHa jecduiypaHy Ta  3aKMCy  a3oTy
acoliioBan0oCs 3 HU3bKOK YaCTOTOI MOOIYHHUX SABHILL.
[Torenuiiini KIIHIYHO  3HA4yL BIIXHJICHHS
nabopaTOpHUX TOKa3HMKIB OyaW MiHIManbHUMH i
noB’si3aHumMu 3 QizioNoriuHUMHM 3MIHAMH Mija vac
BAriTHOCTI T4 I0JIOTiB.

Omxe, Lie KIiHIYHE JOCTIIKEHHS POAEMOHCTPYBANO,
mo necuaypan OyB eexkTHBHUM s 3a0e3neueHHs
iHransauiiHoT ananresii marepi Ta Ge3nevyHUM K s
Matepi, Tak i A8 HOBOHApPOUKEHOTro MiJ 4ac
BariHaJbHUX MOJIOTIB.

3asBHUK (BJIACHUK TMignue: Jbxeccika Crarex

peectpauiiHoro

Enextponnnii nignue: [xeccika Cearex

]'IOCBi}l'-leHHH) [Tizcrasa: 5 3aTsepaucyio ueit JOKYMeHT

Jara: 17.01.2024 15:50 CST

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

(1. 1. B.)

TEPEXAAA 3POBAEHO
3riAHG 3 OPHT IHANOM

AoctoBiPniCT
NEPEHAARY 3ACBIAYYD

Hawavedc H,B. |\
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Annex 30

to the Procedure of registration materials examination of medicinal products,

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

submitted for state registration (re-registration),

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

Clinical research report No 49

1. Name of medicinal product (if available — number
of registration certificate):

Suprane, [nhalation Vapour, Liquid !

2. The applicant

3, Manufacturer

4, the undertaken study:

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

i
!

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

6 Phase of chmca[ research

l

7. Time frame of clinical research

8 Countrles where the clmlca! research was
' conducted

|

——— - ot

9. The number of persons under mvestrgatlon

' Baxter SA, Belgium 1'

. product, new active substance
%

1-653-16

Baxter SA, Belgium '

])‘/es?l-:]lnol
|

Medtcmal product wrth complete dossrer
(stand-alone dossier), other medicinal

i A Final Report of The Effects of Desflurane
: Anesthesia on Vaginal Bleeding :

H

“IND #32,363

iPhase I

9 Oct 1990 — 11 Mar 1991

United States

B
i

R, - I A T

Planned 10 subjects
. Enrolled: 10 subjects
Analyzed 10 subjects ‘

10 Purpose and secondary objeetwes of the clmlcal
research

|
|

po—— S ricsam o n emrmr

To determine the safety and effectlveness of'
i - desflurane in patients undergoing elective D
‘and C for termination of early first trimester
"intrauterine pregnancy.
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i 11. Clinical research design : An Open-Label, Non-randomized, Single-
i i ' center Study
| !
| 12. Main inclusion criteria l'e  Normal, healthy term women in the first

. trimester of pregnancy scheduled to

| undergo an elective D and C for '

l termination of intrauterine pregnancy.

‘e  ASA Status: I, II.

s Age: 18 to 40 years, inclusive

e Patients giving written informed consent
after the nature of the study has been '
fully explained.

13. Test medicinal product, method of Name of drug product: Desflurane (I-653)
administration, efficiency

. Dose: Patients were preoxygenated with
1 100% O, for 2 minutes and could have
'received 3 mg/70 kg of d-tubocurarine or an
' equivalent dose of another non-depolarizing
| muscle relaxant. Up to 2 pg/kg of fentanyl
 could be administered over 3-5 minutes prior .
i to anesthesia induction.
i
Thiopental or thiamylal was given in a
sufficient dose to induce loss of eyelash :
s reflex. If the patient was intubated, they were !
to receive 1.5 mg/kg of succinylcholine [V,

i

i

f Following induction, patients were

| maintained with desflurane/60% N20/40% 0>
;  (end-tidal concentration of up to 7.25%).

1 Mode of administration: Inhalation

E
. 14, Reference substance, dose, method of ‘None

% administration, efficiency
|

' 15. Concomitant therapy There were no restrictions on other peri-

'[ operative or post-operative medications
‘used. All concomitant medications given

: ~were recorded on the appropriate case report

; form.

1

i 16. Efficacy evaluation criteria ’;Intra-operative parameters

H
e Mean and peak end-tidal desflurane ‘
E concentration required to maintain blood

. pressure and heart rate within 20% of

i baseline

¢ End-tidal concentration of desflurane at
the end of anesthesia

PP M BLE e sl G sk sniee AR L mbama s W e A ame e e ead e ke i ot . ek [OREPR—— Ryp—y
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| ; "o Percent of patients needing fentanyl
‘ during maintenance of anesthesia,
including the dose required and the time
from induction to the administration of
i fentanyl. ,
¢ 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.

Recovery Parameters |

s The time in minutes from cessation of
nitrous oxide and desflurane to the time
the patient opens their eyes. !

.o The time, recorded in minutes, from |

cessation of nitrous oxide and desflurane :
until the time at which the patient is able
to respond to commands (squeeze my ;
fingers, state your name and give your
date of birth)

‘e The time, in minutes, from cessation of
nitrous oxide and desflurane until the
time the patient is judged fit for
discharge

o The post-operative narcotic requirements

~ inthe recovery room.

,® Incidence and severity of nausea and

vomiting prior to narcotic administration. '

i® Incidence of intraoperative recall.

H
 rvam [RR—— e e e mma [T TN e arm - e m e = -

- 17. Safety assessment criteria , The total amount of vaginal blood loss (mL)
“for the perioperative period was estimated by
. the responsible physician.

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
.and end-tidal C02 were obtained prior to the

+ induction of anesthesia, at 2 minute intervals .
: { from induction to dilation, at 1 minute '
I : intervals for 5 minutes after dilation, and

| .every 15 minutes until the end of surgery.
! ‘Laboratory evaluations consisting of

; _hematology (WBC with differential, RBC,
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platelets, hemoglobin, hematocrit,
prothrombin time and mean corpuscular
, volume), serum chemistry (sodium,
! _potassium, chloride, BUN, creatinine,
: calcium, albumin, glucose, bilirubin, SGOT,
. SGPT, alkaline phosphatase, bicarbonate,
| protein, uric acid, carbon dioxide and total |
' LDH), and urinalysis (pH, specific gravity, l
glucose, protein, WBC, RBC, casts, bacteria
"and crystals) were performed at admission |
and post-operative period. !
| |
l "Electrocardiogram was monitored if !
"medically indicated prior to study
, completion.
..... o e
! Demographic data were summarized by age
*group and by treatment group.

18. Statistical methods

| , Efficacy: Intra-operative and post-operative
‘ i hemodynamic, respiratory parameters, ,
| intravenous fluids, end-tidal C02, mean and '
: ' peak end-tidal concentration and emergence -
|
|

parameters (time to open eyes, squeeze

‘ fingers, tell name, teil date of birth, judged
 fit for discharge) were summarized. The pre-
i ' operative, intra-operative and post-operative

! concomitant medications were summarized.

. Safety: The post-operative incidence of .
'nausea and vomiting and incidence of
_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

i summarized by time and by treatment group.
b

: 19. Demographic indicators of the population study  Mean age (years): 25.3
(gender, age, race, etc.) ASA status (I/TT): 9/1
Sex (male/females): 0/10

; 20. Efficiency results Mean end-tidal concentration (%): 2.36
i MAC Equivalent: 0.33

Mean anesthetic time (min): 7.3
- Mean time until patient (min):
Open eyes: 4.5
Squeezes fingers: 5.0
States name: 5.4
States D.0.B: 5.6




-
Pl

21. Safety results

Ready for discharge: 79.9
E Intra-operative recall: 0

| Vaginal blood loss (mL): 43.5

: Frequently observed adverse events:
, Nausea: 50%

' Vomiting: 40%

; Dizziness: 10%
!

22. Conclusion (evaluation)

‘Applicant (holder of

registration certificate) :

' Desflurane was a safe and effective
_inhalational anesthetic for elective D & C
. procedures.

}

. Elactronically signed by: Jessica
. Svatek
Slgnature: j byt Sm Reason: | apprave this document
Date: Jan 18, 2024 19:63 CST

Email: jessica_svatek@baxter.com (signature)

(Name)
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Honatok 30

10 [TopsaiKy npoBeAeHHS eKCEePTU3H PeECTpaLlifiHUX MaTepianiB Ha JikapchbKi 3aco0H,
[0 MOJAKOTHECS Ha JIeprkaBHy peecTpallilo (nepepeectpailiio),
a TAKOK eKCIePTH3M MaTepialliB Mpo BHECEHHs 3MiH JI0 peecTpalliiHuX mMarepianis

ID0 KATHIMHES BUHADOOY BAaHHA A &Y

MPOTAroM Aii peecTpauiiiHoro nocBia4eHHs
(nyHkT 4 pozainy V)

1. Hazga nikapcekoro 3acody (3a HasgsHocti Cynpas, napu uist iHransiiii, piansa

- HOMEp peecTpaliiHoro nocBiaueHHs”)

2. 3asgBHUK

3. BupoOHuk

4. lpoBeneHi JOCHIHKEHHS:

|) Tun nikapcbkoro 3aco0y, 3a sikum
npoBoauIacs abo NIaHyeThes peecTpatlis

5. [ToBHa Ha3Ba KAIHIYHOTO BUNPOOYBAHHS,
KOJOBAHUI HOMEP KJIIHIYHOTO
BUNPOOYBaHHS

6. Paza KJIIHIYHOTO BUNPOOYBAHHS

7. [Mepioj npoBefeHHs KIiHIYHOro
BUMPOOYBaHHS

8. Kpaiuu, ae npoBoauiocs KiiHiuHe
BMMPOOYBaHHS

9. KinbKicTb 10CHIAKYBaHUX

Bakcrep C.A., benbris

bakcrep C.A., benbris

X tak [ Hi AKWoO Hi, oOrpyHTYBaTH

Jlikapcekuid 3acid 3a MOBHMM J0Che (aBTOHOMHE
J0CKE),

iHWMi  Jikapeskuil  3aci®, wHoBa ailoua

pe4yoBUHA

3aKAIOYHUA 3BIT PO BIUIMB aHecTesil aecdiaypaHom

Ha BariHalbHY KpOBOTEUY.
1-653-16

IND #32,363

Paza |

9 sxoBTHA 1990 p. — 11 Gepesns 1991 p.

CILUA

ficaueno B gocimkenns: 10 nanienris;

5

Mgno: 10 naieH e peynag 3p0BAENO

\ 3r{AHv 3 OPHT IHANONM
AoCTOBIPHICTD

NEPERAARY 3ACBIAYYD

Kinaypie H.B.\\
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10. MeTa Ta BTOpHHHI Lini KJNiHIYHOTO
BUNPOOYBaHHA

11. Quzaiid KaiHiuHOrO BUNpoOyBaHHS

12. OcHOBHI KpuTepil BKIOYEHHS

13. locaipKyBanuii likapebkuii 3acid,
cnoci6 3acTocyBaHHs, cuia Jii

14. [Ipenapat nopiBHAHHS, 1034, CMOciO
3aCTOCYBaHHS, cHiia Ail

15. CynyTHs Tepanis

16. Kputepii ouinku epekTMBHO

BuzHauuTH Oe3neyHicTh Ta eeKTHBHICTh
3actocyBaHHs  JgecaypaHy — nNalieHTKaM,  SKHM
MPOBOAMUTHECS [IAHOBMIH MeauuHunit aboprt metoaom
Aunatanii Ta KOpeTaxy 3 METOl IepepuBaHHsd
MaTKOBOI BAriTHOCTI Ha PaHHIX TepMiHAX MEPUIOro
TPUMECTPY.

Biakpute HepaHA0Mi30BaHe O/IHOLICHTPOBE
JOCIIIZKEHHS,

® 310poBi JKIHKM 3 HOpPMajbHUM nepedirom
BaritHocTi B | TpuMmecTpi, SIKMM 3aIUIaHOBaHO
orepalilo auiatauii Ta KIOpeTaxy 3 MeTor
repepuBaHHs MaTKOBOI BariTHOCTI.

e (Cratyc 3a LWIKaI00 AMEPUKAHCHKOTO TOBApHCTBA
anecresionoris (ATA): 1, 1L
Bik: Bia 18 10 40 pokiB BKJIKOYHO.
[TaiieHTKH, AKI Hajgaad MHCBMOBY 1H(POPMOBAHY
3rojLy nic/st Toro, Ak iM Oy/10 NOBHICTIO po3'ACHEHO
CYTb JOCJiKEHHS.

Haszsa jocaipkyBanoro Jikapcskoro 3aco0y:
Hechaypan (I-653)

Jloza: nauieHTKaM MPOBOJAWIIM  NPEOKCHIeHALLio
100 % Oz nporsroM 2 XBHJIHH | MOIJIM BBOJAMTH
3 mr/70 kr d-rybokypapuny abo eKBiBaJEHTHY 103y
IHLIOrO He/ernospU3yIouoro M'S30BOI0 pejlaKkcaHTa.
J1o 2 MKr/Kr (heHTaHINY MOTIH BBOJWTH 3@ 3—5 XBHIIMH
JI0 iHAYKUIT aHecTesil.

TionenTan abo Tiaminan BBOAWIM B 1031, J0CTATHIM,
1ed BUKIMKATH BTpATy BiiikoBoro peduiekcy. Axiuo
nauientka Oyna inrybosana, T BBOmMM 1,5 mr/kr
CYKLMHLUIXOJiHY B/B.

[Ticas inaykuil niarpumaHHs aHectesii 3/1HCHIOBAIM
nechaypanom/60 % N20/40 % O, (koHueHTpaLis B
KiHL BUAMXY 10 7,25 %).

Cnocid 3acTocyBaHHsi: 1HrasALis

He 3actocoBHe.

He Oyno Oyap-sxkux oOMeXeHb 11100 3aCTOCYBaHHA
iHWKMX npenapariB nepex onepauieio ado micas
onepaitii. Bei cynyTHi Aikapebki 3aco0u 3anucysaiu B

iHAMBIyabHIH peecTpauiitHii KapTi nauieHra.

o MIEPERAAA 3POBAEND

Wepauiiini napamegpfiyy 3 0PHT |HANOM
AocToRIPHICTD

BEPEHAARY 3ACBIAUYD

Himaveie H B, 1\
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e CepeaHs Ta  MakcMMajbHa  KOHLUEHTpauis
naecaypany B KiHLi BHAMXY, HeoOXiaHa s
MiATPUMAHHA apTepialbHOr0 THUCKY Ta YacTOTH
cepLeBux ckopoueHb y Mexxax 20 % Biz BUXiAHOTO
piBHSL.

o Konuenrpauis jaechuypany B KiHII BHAMXY
HanNpHKiHIL aHecTe3il.

e Bigcorok nauieHtiB, ski norpedylOTh BBEAEHHSA
entaniny  ans  nigrpumaHHs  aHecTesii,
BKJIIOYAKOUM HEOOXIAHY 103y Ta 4ac BiA iHLYKLT
aHectesii 10 BBeJeHHS (EeHTaHITY.

e Biacorok MaLE€HTIB, AKi noTpedyroTh
3aCTOCYBAHHS aHTUTINEPTEH3UBHUX 3aco0iB, Oera-
610KaToOpiB, aHTUXOJIHEPriYHUX ab0 IHOTPOMHUX
3ac00iB Ul KOHTPOJIKO 4acTOTH  CEPLEBHX
cKopoueHb abo apTepianbHOro THCKY, BKIIOUAIOUH
yac BiJl iHAYKLIT aHecTe3il 10 TXHBOTO BBEJEHHS Ta
HeoOXiaHi 103u.

[Mapamerpu BiAHOB/ICHHS

e Yac y XBWJIMHAX BijJl MPUMHHEHHS MOJAYi 3aKUCY
azoty Ta aecaypaHy 10 MOMEHTY, KOJIM NaLliEHT
PO3IUIIOLLYE OYi.

¢ Yac, 3adikcoBaHuii y XBUIMHAX, Bijl IPUITUHEHHS
rnojadi 3aKucy a3oTy Ta aecaypaHy 10 MOMEHTY,
KON MALi€HT 37aTHUH pearyBaTH Ha KOMaHIH
(CTHCHYTH manblli, HA3BaTH CBOE iM's Ta jary
HAPO/LKEHHST).

e Yac y XBHIMHAX BiJl NPUNMHEHHS MOJAYi 3aKHCY
a30Ty Ta jJechaypany A0 MOMEHTY, KOJIH MaLli€HT
BU3HAHWI FTOTOBUM 110 BUIMHUCKH.

e [lorpefa B 3acTocyBaHHI HAPKOTHYHHUX 3aco0iB
rics onepauii B nicasonepauiiniit nanari.

e Yactota i THKKICTE HyAOTH i OmoBaHHs nepej
BBEICHHAM HapKOTHYHHX 3ac00iB.

* YacToTa inTpaonepauiifH1X crnoraiis.

17. Kpurepii oulinku 6e3nexu 3aranpuuii  00'eM BariHanbHOI KpOBOBTpATH (MJ1)
NpoOTAroM repionepauiiHoro nepioay OLIHIOBaB
Bi/JINOBIJaIbHUI JTiKap.

[MauwieHTok onMTyBaAWM npo NOOIYHI ABMINA, 11O
BMHMKJIM Mij] 4ac JAOCHIIKEHHS, BIJIIOYAIOUM IXHIiH
CTYMiHb TAKKOCTI (nerki, nomipHi abo TsKKi). 3B'130K
3 MpernapaTtoM  BW3HA4YaBCA  JIOCHIIHUKOM 5K
BiL1a/IeHMi, MOMIHBHI a0 HMOBIpHUI.

X CK, '-laCTOTy CEPLIEBHX CKOpO'{eHb
ie \ ta piep COz B KiHLI BHAMXY
yeupiposan [T yKuil aneEqaty a i SPOBIE
[ ) e YRR TTATTEE
| Xy _T? shaavu IDGEESYR) PRTLTH 1iCA
s s NEPEKAARY 3ACBIAYYD

Hiwaxeis H.B. |,
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aunaraiiii Ta KokHi 15 XBHJIHH 10 KiHLS XipypriqyHoro
BTPYHYaHHS.

JTaGopaTopHi JOCHIKEHHS, 10 BKIOYAIOTH aHaili3
KpoBi  (JieHKOUMTH 3 (POPMYJIOK, EPUTPOLIUTH,
TPOMOOLIMTH, remMoryio0iH, reMaToKpHUT,
npoTpoMOiHOBHIA Yac Ta cepe/iHiil KopnycKyaapHui
006'em), GioxiMiuHMii aHani3 CHPOBATKH KPOBi (HATpii,
Kajiiii, XJI0pU/I, a30T CEUOBMHH, KPeaTHHiH, KajblliH,
ansOymin, rmoxosa, Oinipy6in, AJIT, ACT, nyxHa
tocparaza, OikapOonar, OUIOK, cedoBa KHCJIOTa,
Byriiekucuii ras i 3aransHa JIJIIM), a rakox ananis ceui
(pH, nutoma Bara, miOkKo3a, OUIOK, JIEHKOUMTH,
epUTPOLIMTH,  LMAiHApH,  Oaktepii,  KpHcTanu,
OCMOJIAILHICTE 1 HATpil) BUKOHYBalnMCs  TpH
rocriTanizauii Ta B nic/asnoJoroBuit nepioa.

EnexrpokapiiorpaMmy KOHTPOIIOBAIH 332 MEAHYHHMH
MOKa3aHHAMH 10 3aBEPLICHHS JIOCIiJUKEHHS.

18. CratucTu4Hi MeTOAU Hemorpadiuni nani Oyau y3araabHeHi 3a BIKOBOIO
rPYIOIO Ta rPYIo0 NiKyBaHH.

EdexTnBuicTn: y3araibHeHi iHTpaonepauiiiHi Ta
nicasonepauiiini  reMoAuHaMiuHi,  pecnipaTtopHi
napaMeTpH, BHYTPilIHbOBEHHI piauHH, pieHb CO2 B
KiHII ~ BHAMXY, CepellHd Ta  MaKCHMMallbHa
KOHUEHTpaLlil B KiHLI BMAMXY, @ TAKOXK MapameTpu
BUXO/Y 3 aHecTesii (4ac 10 po3IUIIOLLYyBaHHA Ouei,
CTUCKAHHA MaibliB, MOMJMBOCTI Ha3BaTv iM's,
HA3BATH JaTy HAPOPKEHHS, FOTOBHOCTI 10 BUITUCKH).
Y3aranpHeni CcymyTHI npenapaTt, 3acTOCOBaHi
rnepej, 1iJ 4ac Ta nicas onepaii.

Besneka: [licnsonepauiiina uactoTa HYIOTH |
OmoBaHHA Ta 4vactoTa MOOIMHMX peakiii Oyau
y3arajibHeHi 3a CTYIMeHeM THKKOCTI Ta 3a CUCTEMaMu
opranizmy. JlaGopatopHi paHi nopiBHOBaAM 3
BIANMOBIHUMM  JianazoHamu  HopMmu.  KuiniuHo
aHOMaJIbHO ~ BHMCOKI  Ta  AHOMAJIBHO  HH3bKI
nabopatopHi MOKa3HUKH Oy MiJCYMOBaHi 3a 4acom
Ta 3a rpyrnamMu JiKyBaHHS.

19. lemorpadiuni noKazHUKK Cepenaniii Bik (y pokax): 25,3.

JOCTIPKYBAaHOT nonynsauii (crate, Bik, paca, Cratyc ATA (I/I1): 9/1.

TOLLLO) Cratb (vonoiua/skinoua): 0/10.

20. Pe3ynbratv e)eKTUBHOCTI Cepennst KOHUEHTpallisg B KiHUi BUAMXY (%0): 2,36

Exsisanent MAK: 0,33
CepenHm dac aHecresii (xB): 7,3

MTEPEKNAA 3POBAENO
3riAHG 3 OPHT IHANON

AoctoBiPHICTD
NEPEKAARY 3ACBIAYYD

Kinaveic H.B k




21. PesynbraTu Oe3nexku

47

Ha3WBAE AaTy HApOUKEHHs: 5,6
roToBa /10 BUMHUCKH: 79,9
Iurpaonepauiitti crioraau: 0.

Barinanena kpooBTpata (Mia): 43,5
TTo6GiuHi peakiiii, 1o 4acTo cnocrepiraancs:
i nynota: 50 %;

omoBanus: 40 %;
3anamopodeHHs: 10 %.

22. BUCHOBOK (3aKJHOUEHHS) Jecnypan —  Gesneunuit  Ta  e(EKTHBHMIA

3asBHUK (BJIACHUK
peecTpauiiiHoro
MOCBiAUEHHsT)

iHraiauiiiHui  aHeCcTeTHK JUls  TUTAHOBOT onepauii
aunartamii Ta KIopeTaxy.

IMignuc: /Ixeccika Cearex
Enextponnnii nianuc: [Ixeccika Cparek
[Tigcrasa: 5 3aTBep/pKyIO U JOKYMEHT
Jlara: 18.01.2024 19:03 CST

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

(IL. L. B.)

[TEPEXAAR 3POBAEHO
3r[AHv 3 OPHF IHANON

AoctoBIPHICTD
REPEHAAAY 3ACBIAYYD

Kinaveie 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 1V)

Clinical research report No 30
1 Name of medlcmal product (1f avallable number Suprane, Inhalation Vapour, Liquid
of registration certificate):

2. The applicant Baxter SA, Belgium

3. Manufacturer ' Baxter SA, Belgium :*
4. the undertaken study: ' jyes! O ino if not explain

o e A U, E

1) the type of medlcmal product for whlch the i Medlcmal product with complete d0351er
registration was made or planned . (stand-alone dossier), other medicinal
?product new active substance

i

i

!
ﬁ
t
3
3

i 5 Full name of cllnlcal research coded number of Desﬂurane AnestheSIa For Cesarean Sectlon
: ¢clinical research

165317 ;
‘NDA #20-118
6. Phase of' clinical research E Phase 1 ;
: 7. Time frame of clinical research (N/A
8. Countries where the clinical research was “United States
- conducted :'
9. The nuriber of persons under investigation: 'Planned: 75 patients
" Actual: Entered — 75 patients
Completed — 75 patients |

10. Purpose and secondary objectives of the clinical To compare the anesthetlc effects and safety .

research “ of desflurane and enflurane on maternal
E ' bleeding in patients undergoing cesarean




i

11. Clinical research design

49

section; and to evaluate the safety of
“ desflurane on the fetus and neonate

Open-label, single center, randomized
, comparison study

12. Main inclusion criteria

13 Test medlcmal product method of
administration, efficiency

: N/A

R SN SH R SRS Y SV

S, . . }

13% desﬂurane/SO% NzO 6% i
desflurane/50% N20

14. Reference substance, dose, method of

administration, efficiency

15. Concomitant therapy

LA - - R e

16. Efficacy evaluation criteria

17. Safety assessment criteria

18. St“atist.ical metho&s

0.6% enflurane/50% N-O

Supplemental butorphanol and
cardiovascular medications were
 administered as needed to control

, hemodynamics and anesthetic depth.
! Succinylcholine was used for muscle
E relaxation as needed.

The total amount of maternal blood loss was |
: to be estimated by the responsible physician. .
"The 1 and 5 minute Apgar tests were ‘
_performed and umbilical artery and venous
, blood was drawn for analysis. The
iNeurologic and Adaptive Capacity tests were -
- performed on the infants at 2 hours and 24
j ! hours of age.

‘ Safety of desﬂurane on the fetus (umblllcal )
' blood gases) and neonate (Apgar and NACS
 scores).

i

- Demographics, ASA status, duration on

anesthesia, mean ET (%), ET at Delivery
(%), ET at end of surgery (%), MAC hours;
i newborn Apgar at 1 & 5 minutes and safety
* criteria were summarized by frequency,,

. mean+SD and range.
i

19. Demograph1c mdlcators of the population study 75 patients, 18-42 years old ASA Status 1

(gender, age, race, etc.)

e . i 18 s b e - im0

20 Efﬁmency results

e N S U U . EEN .

B T LI JESICRVE e s e s gyt

: “and II, female.

X
; H

e et e oo

Average duratlon of anesthesia was between
44 and 49 mmutes (range 12- 104 rnmutes



H
:

I R —

21. Safety results

 registration certificate)

22, Conclusion (evaluation)

| Applicant (holder of ,

Signature: J&SSiod Svatek

Email: jessica_svatek@baxter.com (signature)

There were no deaths. Adverse events were

i

- with the shortest duration in the 3%
 desflurane group and the longest duration in
‘ the 0.6% enflurane group).

The estimated maternal blood loss was
893+315 mL (mean + std) in the 3%
desflurane group, 890 + 438 mL in the 6%
desflurane group compared to 964 £ 353 mL
in the 0.6% enflurane group. The newborn
Apgar scores at 1 minute were 8.0£3.0
(mediant quantile), 8.0+2.0, and 8.0+1.0 for
the 3% desflurane, 6% desflurane and 0.6%
enflurane groups, respectively. The 5 minute
Apgar scores were 9.0:0.0, 9.0+£0.0, and
9.0+0.0. The NACS scores for the 3%
desflurane group were 35.0+1.0 (median
quantile} at 2 hours and 38.0+2.0 at 24 hours -
compared to 35.0+3.0 at 2 hours and
.38.0:+2.0 at 24 hours for 6% desflurane, and |
36.0+3.0 and 37.0+2.0 for the 0.6%
enflurane group.

i

s ey 4 o i s b

infrequent with fever being the most
frequenly reported event

i No observations of mean ET (%), ET at
Delivery (%), ET at end of surgery (%),

MAC hours; newborn Apgarat | & 5

minutes were significantly different between -
i the 3 groups.

1 :
i §
Electronically slgned by: Jessica
Svalek

Reason: | approve this documant
Date: Jan 18. 2024 18:53 CST

(Name)

FR— [— T T T T I e NS T
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Honatok 30

jio [MopsaKy npoBeeHHs eKCepTH3N peecTpaLiiiHuX MaTepiajiB Ha JikapchKi 3aco0H,
110 MOJIAIOTLCS HA JIEPIKaBHY peecTpaLLiio (nepepeectpaitiio),
a TAKOK EKCIIEPTHU3M MaTepialiiB Mpo BHECEHHS 3MiH 10 peecTpaLiiiHuX marepiais

3BIT [po KJ IHIY

MPOTAroM il peecTpaLifHoro noceigueHHs
(nynkr 4 po3ainy 1V)

He BunpoOysauus Ne 50

1. Hassa nikapcekoro 3aco0y (3a naserocti  Cynpas, napu juist iHraasuii, piayna

- HOMEp PeeECTPaLliitHOTrO MOCBITHEHHS!)

2. 3as9BHHUK

3. Bupobuuk

4. [TposeneHi A0CiKEHHS:

1) Tun nikapcbkoro 3aco0y, 3a AKUM
npoBoauIacs abo NMJIaHyeThCs peecTpailis

5. [NoBHa Ha3Ba KJIiHIYHOTO BUNPOOyBaHHs,

KOJOBAaHWH HOMEP KJIIHIYHOIO
BUNPOOYBaHHA

6. ®aza kniHiYHOrO BUNPoOyBaHH

7. [lepioa npoBeaeHHs KIIHIYHOIO
BUNpOOyBaHHS

8. Kpainu, ae npoBoamMnocs KiiHiuHe
BUMPOOYBAHHS

9. KinpKicTh 10CHiKYBaHHUX

10. MeTta Ta BTOPHHHI L]l KJAIHIYHOIO
BUIPOOYBaHHS

bakcrep C.A., benbris
bakcrep C.A., benbris

X Tak [] Hi AKWO Hi, oOOrpyHTYyBaTH

Jlikapcbkuii 3aci® 3a NMOBHMM J10Cbe (ABTOHOMHE
JOChE), iHIIMI nikapcekui  3acib, HoBa  Jitoua
pe4yoBHUHA

AHecresis gecdaypaHoM Npu KecapeBoMy pPO3THHI.
[-653-17

NDA #20-118
daza |
H/J1

CIUOA

3annanosana: 75 nauwieHToK
MakTHYHA: BKIFOYEHO B J1OCIIIKEHHS —

3agepLumau ,uocnimxe ¢

[TopiBHaTH aHecTe3i00rIUHI {_v. Y
3aCTOCYBaHHS neC(b.nypaHy Ta

3riale 3 orurlnanon
AocToBIPHICTD
MEPEKHAARY 3ACBIAYYD

Kivayeic H,Ba M‘



1'1. Juzaiin kainidyHoro BUNpoOyBaHHs
12, OcHoBHi KpuTepii BKIIOUEHHS

13. ocnimxyBaHuii nikapcbkuii 3acio,
crocif 3acrocyBaHHs, cunia ail

14. INpenapar nopiBHsHHS, 1033, cnocid
3aCTOCYBaHHs, cUNa aii

15. CynyTHs Teparis

16. Kpurepil ouinku e)eKTHBHOCTI

17. Kpurepii oliHky 6e3nexu

18. CrarucTHYHi METOIH

19. JlemorpadiuHi nokazHUKH

JIOCIIKYBAHOT nonynsuii (cTate, Bik, paca,

TOMIO)

20. Pesynpratu edekruBrocTi

PO3THH; a TaKoK OLIHMTH Oe3neky aechaypany s
1/10/1a Ta HOBOHAPOHKEHOTO.

Bigkpure 0HOLEHTPOBE PAaHOMi30BaHe NOPIBHAIBHE
JOCTiKEHHS.

H/[
3 %nechnypan/50 % N2O, 6 Y%aecdnypan/50 % N2O

0,6 % endaypan/50 % N20

3a HeoOXigHOCTI 104aTKOBO BBOAMIM Oyropdanon i

CEepLEBO-CY/JAMHHI  NpernapaTd sl KOHTPOJIO
reMoOJMHAMIKH Ta raubunu aHecre3ii. CyKIUMHIIXOIH
3aCTOCOBYBalIW  JUIst penakcauii  M's3iB  3a

HeoOXIIHOCTI.

BarasbHuii o0CSr KpOBOBTPATH Y MaTepi OLHIOBAB
BiimoBiganpHuii nikap. OwiHKy 3a wkajgow Anrap
npoBoawiM Ha l-ii Ta 5-i XBWIMHI, a TaKoK
3aificHioBanK 3abip KpoBi 3 MynoBMHHOT aprepii Ta
BeHH jJ1st aHatizy. OUiHKy 32 [LKaJI0l0 HeBPOJIOTIHHHX
ta ajanraiiiinux moxnmuBocteit (NACS) Oyau
nposeeHi HeMoBJATaM depe3 2 Ta 24 roJuHU micias
HAPO/IIKEeHHS.

besneka 3actocyBaHHs aecduiypany jis ruioja (rasu
MyNOBMHHOI KPOBi) Ta HOBOHAPO/KEHOro (OLIHKHM 3a
wkanowo Anrap i wkano NACS.

Hemorpadiuni  pani,  craryc  3a  LUKaJOMO
AMepHKaHCHKOTO ToBapHucTBa aHectesionoris (ATA),
TpMBadicTh  Aii  aHecTesil, cepejHe  3HAYEHHHA

kouuenrpauii B kinui suauxy (ET) (%). ET nix uac
nosoris (%), ET B kinui onepanii (%), MAK (roguuu);
OLIiHKA CTaHy HOBOHAPO/PKEHHUX 3a LIKaNo Anrap Ha
1-i1 Ta 5-i X BHIMHAX Ta KpUTepii oLiHKK Oe3neku Oyiu
y3arajibHeHi 3a 4acTOTOHO, cepesiHiM
3HaYeHHAM + craupaprie  BigxunenHs (CB) ra
Jana3zoHoM.

75 nauientok Bikom 18-42 poxwu, cratyc ATA [1i II;
AIHKH.

49 xpuaun  (mianazon 124
HaﬁKOpOTmom TpHBaJ'liCT}O B I R’Pﬁﬂﬂbﬂ}’
p;mwm

38002596

PozpaxoBaHa KkpoBoBTpara Yy A NG
893 £ 315 Mmn (cepenHe 3HAYEHHs i wfs

necdaypany, lpr ,uecdmpaﬂy
MOPiBHSHO £ ﬁu HFWH 6 % endnypany.
AocToBipPriCTh
REPEKAARY 3ACBIAYYD

Kinave)s H.B. \
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OuiHKa cTaHy HOBOHAPOPKEHMX 3 LIKano Anrap Ha
1-i1 XBHJIMHI CTaHOBMJIA 8.0+3,0
(mMepiana + kautuiab), 8,0 + 2,0 ta 8,0 = 1,0 ana rpyn
3% nechnypany, 6% pechpaypany Tta 0,6 %
endutypany BianosiaHo. OuiHka 3a mkanowo Anrap Ha
5-i1 xpunuui cradoBwia 9,0+0,0, 9,0+0,0 Ta
9,0 £ 0,0. Ouinka 3a mkanowo NACS y rpyni 3 %
aechaypany CTaHOBH/IA 330£1.0
(memiana + kBaHTHJIB) 4epe3 2 roaunu i 38,0 £2,0
uepe3 24 roauuu mnopiBHsHo 3 35,0+ 3,0 uepes
2 roaunm i 38,0 £ 2,0 yepe3 24 roaunu y rpyni 6 %
necaypany i 36,0+3,0 i 37,0+2,0 y rpyni 0,6 %

eHdaypany.
21. Pe3ynbraTu Oe3neku JletanpHuxX BUMNAAKiB He 3apeecTpoBaHo. [loGiuni
SABHIIA BUHHKAJIN HEYacCTo, Haiuacrime

I'IOBiﬂ,OMJ'[HJ'lOCSI Nnpo JIUXOMAaHKY.

22. BUCHOBOK (3aKJIIOYEHHSA) [Tokazuuku cepeansoro 3uavenns ET (%), ET nin yac
nosiorie (%), ET wanpukinui onepauii (%), MAK-
rO/IMH; OLIIHKA CTaHy HOBOHAPO/KEHMX 3a IIKaJIOK
Anrap Ha 1-H Ta 5-fi XBMJIMHAX JOCTOBIPHO He
BIIPI3HSAIMCSA MK 3-Ma rpynamH.

peECT:“an,lHHOFO Enexrponnuit ninnue: [Lxeccika Cparek
MOCBIAYCHHA ) [Miacrasa: S 3aTBepKYIO Ui 1OKYMEHT
Jara: 18.01.2024 18:53 CST
E-mail: jessica_svatek(@baxter.com(mianuc)

(1. L. B.)

\
|
|
|
3asBHUK (BJIACHUK Mianue: Jxeccika Crarex

=\
NP

N
N

¥
N,

£lo \CKPATIA T

,.;:r laesmdinauiinmi kon ﬂ\}
-\ 38002596 )
Ne1 ot

MTEPEKAAA 3POGNEHO
3riAHG 3 OPHI IHANON

AocTOBIPHICTY
BEPENAAAY 3ACBIAYYD

Kinaveic H.B. |




Annex 30

to the Procedure of registration materials examination of medicinal products,

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

submitted for state registration (re-registration),

during the validity of the registration certificate
(art. 4, section 1V)

Clinical research report' No 51

1 Name of medlcmal product (1f avallable - number

Suprane Inhalatlon Vapour, quurd

4, rhe undertaken Study:

o e e ok w s

P S,

1) the type of medlclnal product for whlch the
registration was made or planned

. 5. Full name of clinical research, coded humber of
clinical research

.; 6. Phase of clmrcal research

s
P

7. Time frame of clinical research

8 Countrles where the clmlcal research was
conducted

!
i

9. The number of persons under investigation:

S e e [ RO SO [PV S

United States

;

of registration certificate): E
2. The applicant Baxter SA, Belgium %
1

2 . O T — [, B I v ot a e e ae e e [T |
3. Manufacturer Baxter SA, Belgium ;

if not explain

Medlcmal product w1th complete dossier
(stand—alone dossier), other medicinal

: product, new active substance

|

‘ The Effect of Desflurane on Uterine Tone

'Before and After the Administration of
. Oxytocin as Measured Directly by Uterine
- Tonometer During Cesarean Section

+1-653-18 ?

i Phase 11

11 April 1992 — 12 April 1992 (only one
_subject enrolled and treated)

Planned: 75 ;

i Randomized/Treated: 1

@ The study was terminated prematurely due to

54



10. Purpose and secondary objectives of the clinical
research

slow enrollment and a change in the

sponsor’s product development priorities.
| To evaluate the effect of desflurane (in 50%
nitrous oxide/50% oxygen) on the degree of ﬁ
uterine tone before and after the

administration of oxytocin during general
anesthesia for cesarean section

11. Clinical research design

‘ Randomized, open-label, single-center,
i parallel treatment, controlled study

T
¥

12. Main inclusion criteria

. Healthy, term women, 18-40 years or older,
with an American Society of
Anesthesiologists physical statusof Tor [I
and undergoing primary or repeat cesarean

section

13. Test medicinal product, method of
administration, efficiency

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

. Anesthesia Induction: Subjects were to
‘receive thiopental or thiamy!al intravenously :
i (IV) at a dose to induce loss of lash reflex

.and succinylcholine 1.5 mg/kg IV priorto |

i .
; intubation.
H

3 Anesthesia Maintenance: Following i
. induction and intubation, subjects were to be |
. maintained with inhaled desflurane, at-an

i end-tidal concentration of either 3.0% or 3
"6.0% (randomly assigned) in 50% n20/50% !
. Oz, and reductions or increases in desflurane |
‘ concentration were permitted in 10% ;
. increments as clinically indicated. After
.delivery of the fetus, the desflurane

- concentration could be further adjusted as

- clinically indicated.

Intravenous oxytocin was to be continuously .
: infused beginning after delivery of the fetus.
{(Note: no subject was treated in the 3.0%
- desflurane treatment arm.)

. Same as test product, except target inhaled

i end-tidal enflurane concentration of 0.6% in .
150% N20/50% O f
: (Note: no subject was treated in this

. treatment arm.)

55




15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety assessment criteria

N/A

Uterine tone (measured directly with an
applanation tonometer); concentration of

hemodynamics, need for concomitant
medications (fentanyl or others) to maintain
stable hemodynamics; emergence
parameters; need for postoperative narcotics;
occurrence and severity of postoperative |
nausea and vomiting; occurrence of i
intraoperative recall. ‘

: Maternal blood loss; maternal hemodynamic -
'and respiratory parameters; maternal clinical .
' laboratory measures; placental transfer of -
/ inhaled anesthetic (cord blood analysis);

| fetal blood gases; neonatal Apgar scores,

3 neurobehavioral measures, oxygenation and
: acid-base status; occurrence of adverse

‘events (AEs).

!

18. Statistical methods

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

: 20, Efficiency results

- 21. Safety results

22. Conclusion (evaluation)

|

| No statistical analyses were preformed due }

1

: to early termination of the study after f

: treatment of only one subject. -
[ |

b

+

. The only subject randomized and treated in
. the study was a 22 year old undergoing an
‘elective, repeat cesarian section delivery,
:whose only prior delivery was performed via
; cesarian section

' The mother experienced a transient elevation .
“in blood pressure at the time of incision
(prior to the start of desflurane). However
“her case was otherwise unremarkable, Her
recovery was rapid (able to open eyes within
*5 minutes and able to state date of birth
within 7 minutes of the end of inhaled

, anesthetic).
{

: No maternal or fetal intercurrent illnesses or
' adverse events were reported. The mother
| experienced no postoperative nausea or
g vomiting in the recovery room.
H

E

The mother reported no introperative recall.

¢
£
H
:

inhaled anesthetic needed to maintain stable !

PRI —

56




s
!
!
i
§
§

Applicant (holder of

registration certificate)

. Eiectronicaily signad by: Jessica
. vale)

SIgI'I ature: ‘fﬁss{&a Sl/ﬂ‘)"ﬁk Reason: I apprave this dogument

Date’ Jan 18, 2024 18:583 CST

Email; jessica_svatek@baxter.com (signature)

(Name)-

T,
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Jloaatok 30

1o [lopsaky npoBeseHHs eKCIepTH3u peecTpallifiHuX MaTepiaiis Ha JlikapebKi 3aco0u,

110 MOJAIOTECA HA JEPIKABHY PEeECTpaLlito (nepepeecTpailito),

a TAKOK €KCIePTH3H MaTepiajiiB Npo BHECEHHs 3MiH 0 peecTpallifHuX MaTepianis

3BIT NPO KJIHIYHE BUNIPOOY BaHI

MpOTAroM Aii peecTpauiifHoro nocBig4eHHs
(nyHkT 4 pozainy IV)

i1 Ne 51

1. Hasga nikapcekoro 3aco0y (3a HassHocti  Cynpas, napu A iHrausuii, piguna

- HOMEp peecTpaLiiiHOro nocBiI4eHHs)
2. 3asBHHK
3. BupobHuk

4. IlpoBezieHi AOCTIIZKEHHST:

1) Tun nikapcbKoro 3acody, 3a iKum

nposouiacs ado MJaHyeThLCs peecTpatis

5. IToBHa Ha3Ba KJIIHIYHOTO BUIIPOOYBaHHS,

KOJ0BaHHI HOMEP KJIHIYHOrO
BUNPOOYBaHHs

6. ®Maza KJNIHIYHOTO BUNPOOYBaHHS

7. llepioa npoBeJeHHs KIIHIYHOTO
BUIPOOYBaHHs

8. Kpainu, ne npoBoaunocs KiaiHiuHe
BUNpOOYBaHHsA

9. KinbKicTb A0CH1KYBAHHUX

10. MeTa Ta BTOPHHHI LI KJIHIYHOIO
BUIPOOYBaHHS

Bakcrep C.A., benbris
bakcrep C.A., beabris

X tak [ HI AKUWO Hi, OOIpyHTYBaTH

Jlikapebkuid 3aci® 3a NOBHMUM J0CkE (ABTOHOMHE
J0Ch€), IHIUWKM Jikapcbkui  3acib, HoBa Jitoua
pevoBHHA

Bruiue pecduypaHy Ha TOHyC Markv A0 Ta Micis
BBE/ICHHA OKCHTOLMHY, BUMIpsSHUH Oe3nocepeaHbo
MaTKOBHM TOHOMETPOM ITi/] 4ac KECapeBOro pO3THHY.

[-653-18
Maza Il

11 kBitHsa 1992 p. — 12 kBitHa 1992 p. (qumwe |
MaLi€HTKY BKJKOYEHO B AOCIIIKEHHS | 3aCTOCOBAHO
npenapar)

CLUA

3anaanoBana: 75 nauieHTok
Panjgomizosano/orpumano npenapar: | nauieHrka.

HocunikeHnst Oylo JA0CTPOKOBO TPHITMHEHO yepe3
MoBiIbHUH Halip YYaCHMKIB Ta 3MiHY NpIOPUTETIB

CIIOHCODAH 6u| rnpenapary.

R (aypan % 331(140
CTyl'l‘ M aﬁr w

AR OPHT IHANOM
: OCTOBIPHICIB

DEPEKAAAY 3ACBIAYYD
Kimaeic b B, |,

IpeHTudikaulitHui xo,q

A 38002596



11. lu3aiin kaiHiuHOrO BUNPOOYBaHHS

12. OcHOBHI KpuTepil BKIIOYEHHS

13. locnipkyBaHuii likapebKuid 3acio,
crioci 3acTocyBaHHs, cuia Iii

14. Ipenapat nopiBHsIHHS, /1034, COCIO
3aCTOCYBAHHS, cuiia Jil

15. CynyTHa Teparnis

16. Kpurepii oniHkH edeKTHBHOCTI

micas BBEAEHHS OKCHUTOLMHY Mifl 4ac 3aranbHoi
aHecTe3iT NpH KecapeBoMYy PO3THHI.

PannomizoBane BiIKpHTE OJTHOLIEHTPOBE
KOHTPOJILOBaHE  JOC/HIDKEHHS 3 BHKOPHCTAHHAM
napajeibHUX CXeM JTiKyBaHHSI.

310pOBi JKIHKH 3 TOHOUIEHOIO BariTHICTIO, BIKOM Bijl

18 no 40 pokis, 3 ¢i3U4HUM CTATYCOM 3a LIKAJIOK
AMepHKaHCBKOro TOBapHcTBa aHectesionori I abo 11,
KL MiAAraloTe  NEepBUHHOMY abo  MOBTOPHOMY
KecapeBy pO3THHY.

IHayknis aHecresii: [Tepen iHTYyOauicro
JOCJIKYBaHI OTpUMYBalu TioneHTan abo Tiamijan
BHYTPILIHBOBEHHO (B/B) y 103i, 10 BHKJIMKAE BTPaTy
BiiikoBOrO pednekcy, Ta CyKuuHiaxonid 1,5 mr/kr s/s.

IMigrpumanus anecresii: [Ticas ingykuii ta intybauii
aHecTesilo y JIOCHIUKYBAaHMX TMMiATPUMYBAIM 3a
JIOMOMOTOIO iHransii necdaypany 3 KOHUEHTPALIE
B KiHLI BUauXy abo 3,0 %, a6o 6,0 % (paHaomizoBaHo)
y 50 % N20/50 % O, 3MenueHns abo 306inbiieHHs
KOHLeHTpawii aecduypaHy A03BOISIOCSH 3 KPOKOM
10% 3a  wiiHiynumu  nokazaHHsamd.  [licas
HApO/UKEHHA TUI0JAa KOHLEHTpauilo aecduypany
MOKHA OyJIO JI0JAaTKOBO KOPUIYBATH 3a KIIIHIYHUMH
MOKA3aHHAMHM.

BHyTpiliHROBEHHE BBEICHHA OKCHTOLIMHY [OBHHHO
Oyno s3ailicHioBatycs Oe3nepepBHO, MOYMHAIOYM 3
MOMEHTY HApPOKEHHS T10/1a.

(ITpumitka: we ©Oyno nauientie y rpymni 3,0 %
nechnypany).

AHanoriyHo  JOCHiAKyBaHOMY  mipemapary,  3a
BUHATKOM LIIBOBOI KOHUEHTpaUil B KiHUI BHIWXY
iHransuiHoro endaypany 0,6 % y 50 % N20/50 %
O,.

(IpumiTka: sKomeH JOCHiIKYBAHWI He OTPUMYBaB
npenapar y uii rpymi).

H/A

Tonyc MAaTKH (BUMipsiHUI Oe3nocepeHbBo
aniKauiiHum TOHOMETPOM); KOHLIEHTpaLLis
IHrasALiHHOrO aHeCTeTHKa, HeoOxiaHa  ajs

niaTpuManHs cTabiibHOT reMoJMHAMIKK, notpeba B
CcynyTHiX mnpenaparax (¢penrtanin abo iwui) s
niATpuMaHHs ctabinpHOi reMoJMHAMIKYM; NapameTpH
BUXOJyBrimecTesii; norpeba B 3acTOCyBaHHI
ROT PIUHIX BB Mic/Ia onepauil; BAHUKHEHHS i
B Gmofhewiey aig ™3 p QUFERY
RGN RUCT2DWNT | HANON

. Aocrosipnictp
NEPEKAARY 3ACBIAYYD

Kimayeic H.B. \\

i

3 =
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17. Kpurepii ouinku 6e3nexu KpososTpata y  Marepi; reMoauHaMmiuHi  Ta
pecripatopHi MOKa3HHUKH marepi; KJIHIKO-
nabopartopHi  MOKA3HUKKW  MaTepi;  MPOHWUKHEHHs
iHraIALIHOrO aHecTeTHKA uepe3 rMjaueHTty (aHanis
MyNOBUHHOI KPOBi); ra3u KPoBi MJoja; OLiHKa CTaHy
HOBOHAPODKEHOI0 3a LIKAJIO Arnrap,
HEMpOMOBEIHKOBI  MOKA3HWUKM, OKCHUreHauis Ta
KMCJIOTHO-NTY)KHHH  cTaryc HOBOHAPO/UKEHOT0;
BUHMKHEHHs noOiunux ssuu (I15).

18. CTarucTu4Hi METOAH CraTucTHYHHIT  aHai3  He  [POBOJAMBCSA  uepes
JIOCTPOKOBE ~ MPUIUHEHHS  [OCTiJKeHHs  1iicas
3aCTOCYBAHHS Mpenapary JIMile OJHOMY YYaCHHKY.

19. Hemorpadiuni nokasHHKH €A1HOI0 MatieHTKOI, paHI0Mi30BaHOIO B
JOCHiIKYBaHOT nomyJisiii (cTarth, Bik, paca, A0cili/keHHi, sikil 3acTocoBaHo npenapat, Oyna 22-
TOLLO) piuHa JKiHKa, SIKiif BHKOHYBAIM IJIAHOBHH NOBTOPHUH

KecapiB po3THH. €auHi rnonepeaHi nojaoru Oyau
MPOBe/IeHi IIIIXOM KecapeBoro po3THHY.

20. PesysbraTit ehpeKTUBHOCTI [Tix yac po3pizy (10 nouarky BBeAeHHs aechaypany)
y JKIHKM CMOCTEpIiragocs KOPOTKOYACHE MiABHIIEHHS
aprepiasbHOro Tucky. OHaK B iHLIOMY 1T BUIIAI0K He
6yB ocobmueum. If cTan mBMAKO BiHOBMBCA (3MOrIa
PO3IJIIOLMTH OYi 4epe3 5 XBWIMH i Ha3BaTH JAaTy
HApO/UKEHHS Yepe3 7 XBMJMH Mic/s 3aKiH4eHHs Aaii
iHrajsAiMHOrO aHeCTETHKA).

21. PesynsraTu Oe3neku He Oyno 3adikcoBaHo Oyab-siKMX iHTEPKYPEHTHHX
3axBopioBaHb abo mnoOiYHMX edekTiB y martepi uu
niaoga. Y oKiHKM He crnocrepiraiocs HyaotH abo
OmoBaHHs Micsia onepauii y nicasonepauiiiHii nanari.

22. BUCHOBOK (3aKJIHOYEHHS) Maru He nosigomuna npo Oyab-siki iHTponepauiiHi
criorajiu.

Minnue: Dxeccika Cratek

Enexrpoununii mianuc: xeccika Cearex
3assBHUK (BﬂaCHHK [ligcrasa: 51 3aTBEPIKYIO UEH AOKYMEHT
. Hara: 18.01.2024 18:53 CST
peecTpauinHoOro

MOCBiUEHHS!) E-mail: jessica_svatek(@baxter.com(mignuc)

(. 1. B.)

MIEPEKNAR 3POBAEHO
3r{Alv 3 OPKT IHANOM

AoctoBiPniCTD
NEPEKAARY 3ACBIAYYD

Kimaveic 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

Clinical research

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

report No 52

I Name of med1cmal product (1f avallable number Suprane Inhalatlon Vapour, quu1d |

of registration certificate):

T TP S——

t

2, The applicant

3 Manufacturer

4, the undertaken study:

e e ity e - P A I Y 008

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

. 5 Full name of clinical researoﬁ, coded- number of

clinical research

6 Phase of clmloal researoh

¢
i

. 7. Time frame of clinical research

B

- 8. Countries where the clinical research was

: conducted

9. The number of persons under investigation:

10. Purpose and secondary objectives of the clinical
research

T —

Baxter SA, Belgium

‘Baxter SA, Belgium,

|
|:| n0£ if not explain g
|

]

i

T
E
5
i
i
P

I PSR

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

. Desflurane And Isoflurane In Renal
1 Transplant Patients

1-653-19

'NDA #20-118

Phase I

N/A

i
H

‘ United States

; Planned: 60 patients
{ Actual: Entered — 60 patients
Completed 58 patlents

To assess the laboratory and cardlovascular
safety of desflurane in patients undergoing
renal transplant surgery.

61




. 11. Clinical research design

|

12. Main inclusion criteria

administration, efficiency

administration, efficiency

15. Concomitant therapy

13. Test medicinal product, method of

i e em
14. Reference substance dose, method of !0 35 1. 12% 1soflurane/50%N20/02
4

Multicenter, open-label, randomized.
'N/A

0.60-8.30% desflurane/50%N,0/0; l

G —— JEOURURUR T

O

Supplemental fentanyl and cardlovascular
medlcatlons were administered as needed to |
| control hemodynamics and anesthetic depth. 5
* Atracurium was used for muscle relaxation }
i
i
i

'as needed.

16 Efﬁcacy evaluatlon criteria

l. —-— - - - maa o —

17. Safety assessment criteria

18 Stat:stlcal methods

|

e -

| ' Mean ET-% MAC equwalent mean ET@ 1
: "End of Surgery-% MAC Equivalent; MAC
Hours; Thiopental- mg/kg; Intraoperative !
, Medication; Recovery of renal function —
+serum sodium, potassium, BUN, creatining
| and urine volume for 14 days or until patient -
 discharge

Adverse events; laboratory test results

o e e S a1

Contmuous varlables were compared using

, 2-way ANOVA, and discrete variables were
rcompared using Mantel-Haenszel test or
 Fisher's exact test.

| 19 Demographlc mdlcators of the populat1on study 60 patlents (58 evaluable) 20 59 years old

I(gender age, race, etc.)

20. Efficiency results

1

" ASA Status II and 111, male and female.

There were no changes in basic assessments
of renal function (creatinine, BUN,
electrolytes, urine volume) after renal
transplantation in patients receiving
desflurane or isoflurane. Desflurane

I provided stable hemodynamic conditions
during these surgical procedures.

There were no differences between the
. groups with respect to mean arterial heart
i rate Desflurane prowded stable

B e an

et o -
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21, Safety results

1

“hemodynamic conditions during these
i surgical procedures.

i

Nausea and vomiting occurred in 16% and
13% respectively following desflurane

compared to 16% and 6% following

. isoflurane. There were no deaths.

22. Conclusion (evaluation)

3

|

ENausea and vomltmg were the most

t frequently occurring adverse events with

' similar frequencies in both groups. There
was no significant differences or changes in
laboratory values between the two treatment |
groups. Abnormalities observed were
compatible with end-stage renal disease and

registration ccrtxﬁcate) '

anesthesia.
i : Elecironically sered by Jessica
Appllcant (holder of Signature: J&ssiod Svatek g

Email:

Reason: | approve this document
Dale: Jan 18. 2024 18:53 CST

jessica_svatek@baxter.com (signature)

(Name)-
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Honarok 30

110 [Topsaxky MpoBeieHHs eKCrepTH3N peecTpaLliiiuX MaTepiatis Ha Jlikapebki 3aco0u,
110 NOJAIOTECS HA JAEPKaBHY peecTpaLito (nepepeectpaiiio),

a TAKOK EKCMNEPTHU3H MaTepiaiB 1po BHECEHHS 3MiH 0 PeecTpaliifHuX MaTepiais
MpOTArom Ail peectTpauiifHoro nocsiayeHHs

(nynkt 4 po3ainy IV)

3BIT 1po KiiHIuYHe BUIpoOyBaHHsA Ne 52

1. Hassa nikapcskoro 3aco0y (3a HasisHocti  CyripaH, napw Juist iHransuii, piausa
- HOMEp PeeCTpaliiftHOro Nnocei14eHHs)

2. 3aaBHHUK bakctrep C.A., benbris

3. BupobHuk Bakcrep C.A., bensbris

4. [TpoBeneHi 1OCHIYKEHHA: X tak [ Hi SKLIO Hi, OOIpyHTYBaTH

1) Tun nikapcbkoro 3acody, 3a sKuUM Jlikapcbkuii 3aci® 3a MOBHMM J0Ch€ (ABTOHOMHE

npopoauaacs abo MIaHyeThCs peecTpallis  J10cke), iHIUMH Jlikapebkuid  3aci®, HoBa  ailova
pevyoBHHA

5. INoena Ha3Ba KJaiHiuHOrO BUnpoOyBaHHsa, 3acTocyBaHHs aectiypaHy Ta izoduiypaHy nauieHram,

KOJIOBAaHUiT HOMEP KIIHIYHOTO SIKUM BUKOHYIOTH TPAHCIUIAHTALIIKO HUPKH.
BUTPOOYBaHHs
1-653-19
NDA #20-118
6. daza KaiHiYHOrO BUNIPOOYBaHHS dasza |
7. Ilepion npoBeAeHHS KJAIHIYHOTO H/J1
‘ BUNpoOyBaHHS
1 8. Kpaiuu, e npoBoaniocs KiiHiuHe CILLIA
‘ BUNPOOYBaHHs
9. KinbKicTh a0CHiKyBaHUX 3anaanosana: 60 nauieHTis

\ DakTHYHA: BKJIIOUYEHO B JOCHiMKEeHHsT  —
60 nauieHTis.

3aBepuiniiu JOCTIDKEHHS -
58 nauieHris
10. MeTa Ta BTOpMHHI 1ii KJ'IIHI'-lHOl' ' " by Oesneky gecdaypany 1woao nabopaTopHHx
BUIPOOYBaHHS A3beMp  Ta  cepleso- cym HGTEMH
nalieHEIBgKi nignaoThes orﬁpﬂm" gﬁéﬁawb
j: AocToBIPHICTY

REPEKAARY 3ACBIAyyp
Hinayeie H.B.i\




1 1. [uzaitn kaidiyHoro BUnpoOyBaHHs

12. OcHOBHI KpUTEPii BKIIOUEHHS

13, locnipkyBaHmii nikapchKuii 3acio,

cnocib 3acTtocyBaHHs, cuna Aii

14. [Mpenapat nopiBHsHHA, 1034, ¢rnocid
3aCTOCYBaHHS, cua ail

15. CynyTtHs Tepanis

16. Kpurepii ouiHku eeKTHBHOCTI

17. Kputepii ouinku 6e3nexku

18. CrarucTHuHi MEeTOIH

19. JlemorpadiuHi noKasHUKH
JIOC/IIKYBaHOT Monyasiii (cTaTh, BiK,
paca, ToIo)

20. Pe3ynbTaT epeKTUBHOCTI

21. Pesynbratu 6e3neku

bararouenrpose BiIKpHTE
JOCIIIKEHHS.

H/JT
0,60-8,30 % necaypan/50 % N20O/O2

panjomizoBate

0,35-1,12 i3odaypan/50 % N20/Ox.

3a HeoOXiAHOCTI JOAATKOBO BBOAMIM (QeHTaHil i
CepLeBO-CYAMHHI  mpenmapatd  Uis  KOHTPOJIO
reMoauMHaMiku Ta rAMOMHM aHecTesii. ATpakypiym
3aCTOCOBYBaIM  JAJISt penakcauii  M's3iB 3a
HEeOoOXiAHOCTI.

Cepeane 3nauenns KoHueHTpauii B kinui suauxy (ET)
— % exBipanenta MAK; cepenne 3nauenus ET
Hanpukinui onepauii — % exsisanenta MAK; roauuu
MAK; TiomeHtan — Mr/kr; iHTpaonepauiiHui
nperiapar; BiaHOBIeHHs (GyHKUIT HUPOK — HATpi,
Kasii, ce4yoBHHa, KpeaTHHiH Yy CHpOBaTIli KpOBi Ta
o0'eM cevi nporsaroM 14 aHiB abo 10 BMITUCKH
natjieHTa.

[ToGiuni  sBuwa,  pesyabrati  1abOpaTOPHMX
JOCITiIPKEHb

HenepepBHi 3MiHHI MOPIBHIOBAJIIM 3a JIONOMOIOK
asoctopoHHboro ANOVA, a auckpeTHi 3MiHHI — 3a
J0moMoror  kputepito Manrens — Xensens abo
TO4YHOro Kputepito Diuiepa.

60 nauieHTtiB (naHi 58 npuaaTHi Aas OLIHKK) BiKOM
20-59 pokis, cratyc ATA I i I1I, xiHku Ta YONOBIKH.

[Ticns TpaucnnanTauii HHPKH y [DaAUie€HTIB, fKi
orpumyBanu  aecuypan  abo  izoduypaH, He
CrocTepiranocs 3MiH OCHOBHMX TMOKA3HUKIB (hyHKLIT
HUPOK (KpeaTWHiH, CEYOBWHA, ENEKTPOJITH, 00'eM
ceui). Hechaypan 3abe3neyyBas cTabisbHi
reMOJAMHAMI4YHI YMOBM Mijl Yac LbOro XipypriuHoro
BTPYYaHHS.

BiaminHocTe# MixK rpynamMu 111010 cepeIHBOT 4acTOTH
cepueBUX cKopouyeHb He BusBieno. [lecduypan
zabe3neuyBaB cTalijibHI reMOAMHAMIYHI YMOBM Mijl
yac LBOro XipypriuHoro BTpy4YaHHs.

Hy,ElOTa i GioBaHHA cnocmplranuca yl6% i 13%
: HTiB Bi/IMOBITHO nics 3aCTOCYBaHHS
4D DrArpany nopiBHsHo 3 16% 1 6% nicad

jirs isopaypany. JIFERRYHR PYRGENE i
BfiaHo. 3r1AHv 3 OPHF IHANOM
NE| AoctoiphicTh

REPEKAARY 3ACBIAYYD

Hinaveic H.B. \\



22. BUCHOBOK (3aK/TIOUEHHS)

- 3as1BHUK (BIACHUK

peeCTpaLiifHOro MOCBIAYEHHS)

Hynora ta 6mosanns Oyiu HaituacTilIMMH MOOIMHUMH
SABMLUIAMM, 110 BHHMKAIM 3 OJHAKOBOIO YacTOTOK B
060X rpynax. He BHMsIBIEHO CYTTEBMX BiAMiHHOCTEH
abo 3MiH y sabopaTopHHUX MOKA3HMKAX MK ABOMA
rpynamu NiKyBaHHSI. Binxuneuns, 11O
criocTepiraaucsi, BiiNOBiAaNH 3aXBOPIOBAHHIO HUPOK Y
TepMiHalbHil cTail Ta aHecTesil.

Hipnue: /Ixeccika Cparek

Enexrponuuii manuc: [xeccika Carex

[Tincrasa: 5 3aTBeprkyio Lei JOKYMEHT

MHara: 18.01.2024 18:53 CST

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

a1 1E)

EPEKNAR 3POBAEHO
3r{AHv 3 OPHI IHANOM
i als AocToBIPHICTD

l::: % IaenTudinauiiinmis ko 5 'E P E HAAA , 3A cn ' ‘ .','

2o 15 Kimaseic 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 1V)

Clinical research rcpoxi No 53

of registration certificate):

1 Name of medrcmal product (lf avallable number Suprane Inhalatlon Vapour Liquid

i

2. The applicant

3 Manufacturer

4. the undertaken study:

Baxter SA, Belgium

e e g ot e n e

Baxter SA, Belgium

o i

yes | 1 D ;no if not explain

[N p——

N
|
?
i i

T o ow me [

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

; 5. Full name of clinical research, coded number of
E clinical research

3

[E— ot ettt e g g i e ppso e

il ENS—— o

! Medrcmal product with complete dossier
g | (stand-alone dossier), other medicinal
. product, new active substance !

* The Comparative Anesthetic Effects Of
: Desflurane And Isoflurane On The

! Dysrhythmic Threshold For Epinephtine

During Elective Transsphenoidal Surgery
£

g 1-653-20

; 6 Phase of chmcal research

; 7. Time frame of clinical research

4
£
1

1 8. Countries where the clinical research was
i conducted

' :
9. The number of persons under investigation:

Phase IIIB

L]

.24 Oct 1991 — 22 Nov 1992

, Unites States

Planned: 40 evaluable subjects were
« planned.

_Enrolled: 37 subjects
3
; Completed: 36 subjects

i
H

67
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i 10. Purpose and secondary objectives of the clinical 'e To determine the human threshold for the

: research
i

11. Clinical research design

production of epinephrine-induced
ventricular dysrhythmia during
i desflurane anesthesia compared to the
threshold for isoflurane anesthesia during
elective transsphenoidal surgery. '
e To assess and compare the hemodynamic
effects of epinephrine during desflurane
and isoflurane anesthesia.
¢ To assess and compare the safety in
terms of clinical laboratory and ECG
variables and adverse events of
epinephrine administration during ‘
desflurane and isoflurane anesthesia |

| Open-label, parallel group study

; f
1

12. Main inclusion criteria

i

i

" 13. Test medicinal product, method of
administration, efficiency

i

i

{

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

E
i
. 15. Concomitant therapy

i

ASA I-Il male and female patients, ages 18

‘to 75 undergoing elective transsphenoidal

. hypophysectomy. Females were required to

“be of non-childbearing potential, not

; breastfeeding and to have had a negative

‘urine hCG pregnancy test within 24 hours
prior to surgery. Patients were required to

_provide written, informed consent.

i
1

Desflurane 0.34- 1.22 MAC with a mean of
0.96 MAC

i Inhalation !
| .

Commercially available batches were used.

"Isoflurane 0.26 - 1.28 MAC with a mean of

0.87 MAC
Inhalation

Commercially available batches were used.

Midazolam up to 0.03-0.06 mg/kg IV
Fentanyl up to 1.5 pg/'kg IV,

Nitrous Oxide 60%,

Propofol up to 4.0 mg/kg IV,
Vecuronium up to 0.15 mg/kg IV,
Epinephrine at concentrations of 20
pg/mL (1:50,000), 13.3 pg/mL
(1:75,000), or 10 pg/mL (1:100,000)




‘2
|
|

S U e I ——

. 18. Statistical methods

I
é
|
%
i

4

i
?
I
L

16. Efficacy evaluation criteria

17. Safety assessment criteria

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

69

administered submucosally according to
surgical rieed,

s Ephedrine IV prn, .
‘e Phenylephrine IV prn, '
's  Atropine IV prn,
~» Neostigmine 40-80 pg/kg [V, and ,
e Glycopyrrolate 8-16 pg/kg IV. |

o bt it e = v 6 —— i st

PO

‘e Incidence of epinephrine induced

| ventricular dysrhythmias (~ 3 PVCs

| within 5 minutes of starting the

i epinephrine injection) during desflurane

! and isoflurane anesthesia. :

‘e Mean dose of epinephrine inducing '

| ventricular dysrhythmias.

e Recovery time (time to being fit for
discharge from the recovery room.

Hemodynamic and respiratory variables !

Clinical laboratory variables (chemistries |

and hematology). i

! e ECG variables ‘
e Adverse Events

l

*The primary efficacy variables (incidences

: of epinephrine induced ventricular

. dysrhythmias and mean dose of epinephrine
: inducing ventricular dysrhythmias) were
ranalyzed by t-test and Chi-square.

 Desflurane
-Age (years): 34 £2
Height (cm): 167.7 £ 2.5
Weight (kg): 75.2 £ 4.9 kg
Body Surface Area (m?): 1.84 + 0.07
Male/Female: 4/14
MAC Value: 1.04 £ 0.11
-Epinephrine injectate volume (mL): 33 £ 1

Isoflurane:
Age (years): 34+ 2
Height (cm): 166.8 £ 1.9
: Weight (kg): 79.5 £ 3.8
. Body Surface Area (m?): 1.88 + 0.05
: Male/Female; 7/11
' MAC Value: 0.94 £ 0.17
: Epinephrine injectate volume (mL): 35+ 2




70

H

| 20. Efficiency results - The incidence of ventricular dysrhythmias

i (PVCs > 3/five minute) did not differ

i statistically between the desflurane and

- isoflurane groups overall or at any range of

l epinephrine doses. Six of 18 desflurane

i patients and 4 of 18 isoflurane patients hada |
% positive response to epinephrine
~administration.

There was no statistically significant
 difference in the mean dose of epinephrine
! inducing ventricular dysrhythmias between
the desflurane and isoflurane groups.

21. Safety results ! Maximum heart rate and blood pressure after :,
: submucosal nasal epinephrine injection did
- not differ statistically between the two -
_anesthetic groups.
|
| There were no statistically significant
| differences between anesthetic groups for
- any respiratory, clinical laboratory, or ECG
{ variable. |

t There were significantly more AEs in the

desflurane group. Most were remotely
'related and expected consequences of the
; surgery.

22. Conclusion (evaluation) : Desflurane and isoflurane did not differ in
' their sensitization of the heart to the
' dysrhythmogenic effects of exogenously
-administered epinephrine. Desflurane and
isoflurane anesthesia provide comparable
safety and tolerance in terms of respiratory,
- hemodynamic, clinical laboratory, ECG and
; physical examination variables in patients
; "undergoing elective transsphenoidal

; hypophysectomy.

!
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Jlopatok 30

1o Ilopsaky nmpoBeJeHHS eKCIEPTU3M peecTpaLifHuX MaTepialis Ha Jikapebki 3aco0Hu,
1110 MOJAIOTECA Ha IepiKaBHY peecTpallito (nepepeectpaliio),
a TAKOXK €KCMEePTU3M MaTepialiB Npo BHECEHHS 3MiH 10 peecTpaliiHMX MaTtepiaip

NpOTAroM Ail peecTpauiifiHoro nocBiueHHs
(nyHkT 4 pozainy IV)

3BIT npo KaiHiuHe Bunpobypanus Ne 53

1. Hazpa nikapcekoro 3acoby (3a HasaHocti  CynpaH, napu a8 iHransiii, piqaHa

- HOMep peecTpaliiiHOro noceiJ4eHHs)
2. 3aaBHUK
3. BupoGuux

4. [1poBeneHi JOCIIHKEHHS:

1) THN NiKapchKOTo 3aco0y, 3a SIKHM
npoBoauiacs abo [IaHyeThCH peecTpaLlis

5. IloBHa Ha3Ba KJIHIYHOTO BUNIPOOYBaHHS,
' KOJIOBaHHUI HOMEP KJIiHIYHOIrO
BUITPOOYBaHHS

6. @aza kiaiHiuyHOrO BUNpOOYBaHHS

7. Ilepioa npoBeneHHs KIIHIYHOTO
BUIIPOOYBAHHS

8. Kpaiuu, e npoBoauiocs KiiHiuHe
BUNPOOYBaHHS

9. KinbkicTh 10chiKyBaHHX

2 IpenTudikauiiiuii koa

38002596
7

bakcrep C.A., benbris
bakcrep C.A., benbris

< O i

Tak AKLLO Hi, OOIpYHTYBATH

Jlikapcbkuii 3aci® 3a NMOBHHUM J0CHE (ABTOHOMHE
JOChE), IHIIMA JiKapchkui 3aci6, HoBa jiroua
pevyoBHHA

[TopiBHsABHKI aHecTe310JIOr YHHIH BIJTUB
nechaypany Ta izoduypaHy Ha nopir BUHUKHEHHS
JAU3PUTMIT MPH 3aCTOCYBaHHI aJpeHasiHy mia 4ac
MJIAHOBOTO  TpaHCC(EHOTNANBHOIO  XipypriuHoro
BTPYYaHHSI.

[-653-20
(Maza I1IB

24 wosTHa 1991 p. — 22 nucronana 1992 p.

; a: 40 nawieHTis, ﬂaﬂE%HRHWﬂ ,iiflﬂo

=) 3r [AHv 3 OPHT IHANON
AoCTOBIPKICTD

NEPEKAARY 3ACBIAYYD

Hinayeic H.B.-’\\
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10. MeTa Ta BTOPHHHI LiJli KJIiHIYHOIO
- BUNpoOyBaHHA

11. Jluzaiid kaiHiYHOro BUIPOOyBaHHSA

12. OcHOBHI KpuTepil BKIIOYEHHS

13. locaimpKyBaHuii nikapceKui 3acio,
crioci6 3acTocyBaHHs, cuna aii

14. Ipenapat nopiBHsHHS, 1034, CMOcio
3aCTOCYBaHHs, cuaa ail

15. CynytHs Tepanis

byao BKJIOYEHO B AOC/IAAKeHHSI:
37 nauieHTiB;
3aBepiunan gocaizkeHHst: 36 nauieHTis.

e BusHauuTH NOpIr BUHUKHEHHS Y JIIOJUHHU
LITYHOUKOBOT JU3PUTMIT, CIIPUYHUHEHOT
ajJipeHaliHOM, Tpud  aHecresii  JectaypaHoM
MOPIBHSAHO 3 MOPOroM MpH aHecTesil i30¢rypaHom
M 4ac [UIAHOBOTO  TpaHcc(eHOIAaNBHOrO
XipypriuHOro BTpy4aHHS.

* OWUiHUTH Ta MOPIBHATH TreMOJIMHaMi4HI edeKTH
ajipeHaiiHy nijg 4yac adecresii aecaypaHom Ta
i30¢aypaHom.

e OuiHuTH Ta NMOPiBHATH Oe3rneky IoA0 KIIHIKO-
naboparopuux Ta EKI' nokasuukiB i noGiuHux
SBUILl MPU 3aCTOCYBAaHHI aJpeHaliHy il 4ac
anecresii gecdiypasom Ta izodaypaHoMm.

Biaxpute nociimkeHHs 3 napanenbHUMHU rpynamMmu

[MatieHTH 40M0BIYOT Ta KIHOUYOT CTATi 3i CTATYCOM 3a
LIKAI00 AMEpPHKAHCBKOTO TOBapUCTBA
anecresiosioriB (ATA) I-11, Bikom Big 18 mo 75 pokis,
AKi - niansraad o niaHoBi  TpaHccdeHoinanbHii
rinogizektomMii. BumMorn a0 nauieHTOK: He MaTu
PENpPOLYKTUBHOTO MOTEHIiaNy, He TOAYBaTH Py IO
Ta MaTH HeraTMBHHIA pesynbrat Tecty Ha XI'JI y ceui
npotaroMm 24 roguH no onepauii. [TanieHTH NMoBUHHI
Oynu HazaTH NMUCHLMOBY iH(POPMOBaHY 3rofy.

Hechnypan y  MakcumanbHiit  anbBeoJsApHIii
koHuenrpauii (MAK) 0,34-1,22 npu cepenHsomy
sHaueHHi MAK 0,96.

IHransuis

3acTocoByBajMcsa KOMepLiiiiHi cepii npenapary.

I30¢aypan 0,26—1,28 MAK npu cepeiHpOMY 3HaUEHHI
MAK 0,87.

[Hramsuis

3acToCcOBYBaJIMCS KOMEPLiiHI cepil npenapary.

e  Minazonam g0 0,03—0,06 mr/kr B/B

_e  Oenranin 10 1,5 MKr/kr B/,

oHili 10 0,15 mr/kr YEPEKAAL 3POA
danin y KouueHTP%ﬁl%}iM'?/Wﬁr: @(ﬁg&
e/ (1:75 000) a6g) bk vsg/MpH(le

REPEKAARY 3ACBIAYYD

Kinaypic H.B., \\
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73

BBOJAMBCS  TPAHCMYKO3HO  BIANOBIAHO 10
Xipypriunux norpeo,

Edenpun B/B 3a HeoOXiHOCTI,

®eninedpuH B/B 3a HeoOXiHOCTI,

AtporiH B/B, 3a HeoOXiAHOCTI,

Heocturmin 40-80 mxr/kr B/B, Ta

['nikoniponar 8—16 MKr/kr B/B.

16. Kputepii onlink1 eeKkTHBHOCTI e YacroTra LIIYHOUYKOBUX JAHU3PUTMIH, CIIPUUMHEHUX

ajipeHaniHOM (~ 3 UUIYHOYKOBI €KCTPacHCTOJIH
MPOTArOM 5 XBWJIMH IHCHs rnoyarky iH'ekuii
ajJipeHaiiny) mij vac aHecresii jgecduiypaHom Ta
i30¢1ypaHom.

e CepenHs J03a ajpeHaliHy, [0 CIOPHYHHIAE
LUTYHOUYKOBI AU3PUTMII.

e Yac BigHOBJIEHHS (Yac JO rOTOBHOCTI [0 BHITMCKH
3 micnsonepaliiHol nanaru).

17. Kputepii ouinku Oe3nexu e [‘emoaMHaMiuyHi Ta pecnipaTopHi NOKa3HUKU
Kniniuni naGoparopui nokasuuku (Gioximiuni Ta
reMaToIorivHi).

e [loxaznuku EKT'.
o [loGiuni saBua.

18. CrarucTuuni MeTou OcHoBHI 3MiHHI edexTUBHOCTI (yactora
LITYHOUKOBHX JAM3PHTMI i, CTIPHYMHEHHX
aapeHaliiHOM, Ta cepelHs J03a aJpeHasniHy, o
CIPHUUMHSE LLUTYHOUYKOBI JU3PUTMIT) Oynu
npoaHati3oBaHi  3a JIONOMOroK  t-KpuTepito  Ta
KpuTepito Xi-KBaapary.

19. Jlemorpadiuni nokazHuku Jechaypan
JOCTIIKYBAHOT MOMyasil (cTarh, Bik, paca, Bik (poku): 34 +2
TOLIO) 3pict (em) 167,7 £ 2,5

Maca Tina (xr): 75,2+ 4,9

IMaowa nosepxwi Tina (m?): 1,84 + 0,07
| Yonosiku/kinku: 4/14

‘ 3nauenus MAK: 1,04 £0,11

O6'em in'exuii agpenaniny (mi): 33 £ |

Boguaypan:
Bik (poku): 34 =2
3pict (cm): 166,8 £ 1,9
Maca rina (kr): 79,5 + 3,8
__[lnomsa nosepxHi tina (M%): 1,88 + 0,05

iny (MIGPE4AMA 3POBAEHO
g P ST 00e 3 0PNE IHANOM
AocToBIPHICTD

REPEKAARY 3ACBIAYYD

Kinaypic H.B. \\



20. PesynbraTn e(peKTUBHOCTI

21. PesynbraTu Ge3neku

22. BUCHOBOK (3aKJIIOUEHHS)

YacToTa  LUIYHOUKOBMX  AM3PUTMIH  (KiJBKICTH
UIJTYHOYKOBMX ~€KCTpacucTon > 3/n'aTh  XBHJIWH)
CTATUCTHYHO HE  Bipi3HATacs MK  rpynamu
nechaypany Ta izoduypany B uintomy abo B Oyab-
akomy jaianasoni o3 agpenaniny. Ilicte 3
18 nauienrie, ski orpumysanu aechaypan, i 4 3
18 nauienris, sKki orpumyBanM i3odaypaH, Maiu
MO3UTUBHY PEeaKilito Ha BBEIACHHS aJpeHaiHy.

He BHABIEHO CTATHMCTMYHO 3HAUYMOl Pi3HMLI B
cepelHiii 1031  ajapeHaliHy, IO  CIPHYHHAIA
LJIYHOUKOBI AM3PUTMIT, MiZK Tpynamu aechaypany ta
i3odypany.

MakcumanbHa 4acToTa CEeplEBMX CKOpPOuYeHb i
aprepiajbHUi TUCK Mic/is TPAHCMYKO3HOT Ha3ajbHOI
iH'eKLIIT a7peHaTiHy CTATUCTUYHO HE BiZIPI3HATIUCS MK
JIBOMa rpyramu aHeCTeTHKIB.

He 6y10 CTATUCTHYHO 3HAYYLIMX BiJIMIHHOCTEH Mix
rpynaMi aHeCTeTHKIB 3a pecripaTOpHUMH, KIiHIKO-
naboparopuumu abo EKI' nokazHukamu.

Y rpyni jechaypany Oyno 3HauHo Oinewe [151.
Binbwicte 3 HUX OynM BilAaZeHO MOB'SI3aHUMM Ta
OYiKyBaHMMHM HAC/IKaAMH oriepartii.

Jlechaypan Ta izodaypaH He BiApi3HSIOTBCA 32
BIJIUBOM Ha  ceHcuOinizanito cepus 10
JIN3PUTMOrEeHHOro  eeKTy €eK30reHHO BBEIEHOro
ajpenaniny. Anecresis ecaypanom ta izodaypaHom
3abe3neyye nopiBHAHHY Oe3neky Ta nepeHoCUMIcThb 3
TOYKM  30py  pecriparopHUX, reMOJHHAMIYHUX,
kniHiko-naboparopuux, EKIT  Ta  disukanenux
MOKA3HUKIB y MAL€HTIB, SKMM BMKOHYIOTb [UIAHOBY
TpaHccheHOTAaNbHY TinodizeKTomito.

3asBHMK (BIACHUK IMiamue: Jxeccika Cratex
peechauch) ro Enextpounuii nianuc: Jxeccika Cparex
I'IOCBU]HCHHH) ITincrasa: 51 3aTsep/Ky1o Ueil JOKYMEHT

Jlara: 18.01.2024 18:53 CST

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

(I. 1. B.)

TEPEKAAR 3POGAENO
3riAke 3 OPNT IHANGN

AocToBiPHICTD
REPEKAARY 3ACBIAYYD

Hinavpic H.BJ\\
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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 54

- [T ——

of registration certificate):

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

! i

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

l

: 6, Phase of clinical research

"7. Time frame of clinical research

" 8. Countries where the clinical research was
i conducted

L

i

i

' 9. The number of persons under investigation:

!
i
i
i
:
i
i
i
i

1 - . .
— —— e am R S

i axter SA, Belgium ;

i -
: Baxter SA, Belgium

if not explain
; P

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

The Safety and Efficacy of Desflurane
versus Isoflurane in Patients Undergoing
Thoracotomy for Lung Resection

[-653-21
Phase [T
5 Aug 1991 — 16 Sep 1993

United States

Planned: 60 subjects
. Randomized: 61 subjects (desflurane: 30
- subjects; isoflurane: 31 subjects) L
‘Treated: 61 subjects (desflurane: 30
subjects; isoflurane: 31 subjects)
Analyzed for Efficacy: 61 subjects
(desflurane: 30 subjects; isoflurane: 31
subjects)
Analyzed for Safety: 61 subjects
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'11. Clinical research design

12. Main inclusion criteria

10 Purpose and secondary objectlves of the clinical
research

13. Test medicinal product, method of
administration, efficiency

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

[rg——— Epn——

e e

: (desflurane: 30 subjects; isoflurane: 31
subj ects)

R

To evaluate the safety and effectiveness of
desﬂurane compared to isoflurane in subjects
undergomg thoracotomy

%

: Randomized, multi-center, open-label,
“active-controlled

Male or female subjects, between the ages of
35 and 80 years (inclusive), with an
American Society of Anesthesiologists
(ASA) status of IL, III or IV and who were
undergoing elective thoracotomy for lung
resection.

' Anesthesia Induction: Subjects received
i thiopental (or thiamylal) at a dose sufficient
‘ to cause loss of the eyelash reflex,
i vecuronium 0.10-0.15 mg/kg, and fentanyl
; (up to 2 meg/kg intravenous [IV]) could also
: be administered. Subjects received end-tidal
s concentration 7.5% desflurane/}00% O2 by
i mask following intubation. :
{ Anesthesia Maintenance: Following i
mductlon subjects were maintained with
. O2/desflurane titrated to hemodynamic i
'stability and adequate depth of anesthesia. |
"End-tidal concentrations were measured and
“reductions or increases of desflurane were
~administered in accordance with the protocol
“for maintenance of anesthesia, and
increases/decreases in blood pressure (BP) or’
heart rate (HR).
'Desflurane is a nonflammable liquid
administered via vaporizer.

_Anesthesia Induction: Subjects received

1 thiopental (or thiamylal) at a dose sufficient

‘to cause loss of the eyelash reflex,

“vecuronium 0.10-0.15 mg/kg, and fentanyl

: (up to 2 meg/kg intravenous [IV]) could also

. be administered. Subjects received end-tidal

| ' concentration 1.25% isoflurane/100% Oz by
" mask following intubation.

' Anesthesia Maintenance: Following
mductlon subjects were maintained with O3/
{isoflurane titrated to hemodynamic stability

5 and adequate depth of anesthesia. End-tidal

H

76



E concentrations were measured and
‘reductions or increases of isoflurane were
, : administered in accordance with the protocol

for maintenance of anesthesia, and '
increases/decreases in blood pressure or
heart rate.

Isoflurane is a nonflammable liquid
administered via vaporizer,

‘15, Concomitant therapy | There are no restrictions on other peri-

‘ operative or post-operative medications. All
- concomitant medications given were :
‘recorded on the appropriate case report form, |

i

16. Efficacy evaluation criteria - Anesthesia maintenance, systemic and
: pulmonary hemodynamics, respiratory and
' metabolic parameters, stress hormone levels,
 anesthesia emergence and recovery
 variables.

17. Safety assessment criteria Adverse events (AEs) post-operatlve i
,_hemodynamxc respiratory and laboratory
i

- * parameters, and time from surgery to
discharge.

18. Statistical methods , All analyses were performed on all subjects

. who received inhalation agent (i.e., All ]
Treated Subjects). The demographic data, -
including age, race, sex, ASA status, height,
. and weight were summarized. Duration of
_exposure to inhalation agents was also
- summarized.

i
1
i
i
i
'

E Efficacy: Significant parameters related to

-efficacy were tabulated and summarized
without statistical tests. Efficacy endpoints .
included assessments of subject response to

- inhalation agents during surgery and subject

-emergence from anesthesia post-surgery.
Efficacy analyses evaluated hemodynamic

i and respiratory parameters, systemic and

pulmonary hemodynamics, and respiratory

' and metabolic parameters. Systemic vascular

resistance, pulmonary vascular resistance,

' and cardiac index were also calculated and

: summarized. Stress hormone levels, intra-

: operative variables and anesthesia

| emergence parameters were also ;

' summarlzed Hemodynamxc puImonary, and




19 Demographlc mdlcators of' the populatlon study
(gender, age, race, etc.)

. 20, Efficiency results

respiratory parameters were summarized

‘during pre-induction, induction, and post-

i incision study phases The within-subject

" mean, peak, and minimum value during the
 induction and post-incision phases were
summarized by treatment group using
statistics (e.g., mean, SD, percentiles,
minimum, and maximum). Durations were
summarized using median, mean, SD,
minimum, and maximum. Number and
: percent were used to summarize
{ dichotomous variables (e.g., subjects
requiring fentanyl).

Safety: Adverse events were coded using the
Medical Dictionary for Regulatory Activities |
(MedDRA). All randomized subjects were |
included in the assessment of safety. An
overall summary of subjects with an AE is
provided. AEs are also sorted into categories |
.- of severe AE, an AE which was at least
i remotely related to study medication, an AE
which led to discontinuation from the study,
and AE resulting in death. All reported AEs
' were sumimarized by system organ class !
| (SOC), preferred term, and treatment group.

. Summaries included the number and
percentage of subjects reporting the event.

" All AEs were listed and specific listings

' were also produced for significant AEs (e.g.,
i severe AEs, AEs leading to discontinuation
 from the study and/or hospitalization),

LA !

7 The mean age of the subjects was 60 0 years
.in the desflurane group and 62.7 years in the
.isoflurane group. Most subjects were
. Caucasian (30 [100%] subjects, desflurane;
'26 [83.9%] subjects, isoflurane) and male
. (19 [63.3%] subjects, desflurane; 27 [87. 1%]
{ subjects, isoflurane). Most subjects had ASA *
“scores of IIT (19 [63.3%] subjects,
desﬂurane 28 [90.3%)] subjects, isoflurane).

. The mean duration of exposure to inhalation
I agents was 201.2 minutes for the desflurane
g group and 197.6 minutes for the isoflurane
 group; median duration was 179.0 minutes
{and 195.0 minutes for the desflurane and
| isoflurane groups, respectively. The efficacy
: data for hemodynamic and respiratory
parameters, systemic and pulmonary
hcmodynamlcs, systemlc vascular reSIStance

0 010 UO U QU JOG O S AQUSHN PSR S VU OY '_ o b .
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‘ pulmonary vascular resistance, cardiac
mdex respiratory and metabolic parameters,

i ! stress hormone levels as well as intra-

' operative variables and anesthesia

' emergence parameters were similar between

‘the 2 groups. |

21. Safety results ‘e A total of 9 (14 8%) subjects (7[233%]
subjects, desflurane; 2 [6.5%] subjects,
. isoflurane) experienced at least | AE
during the study.

o The most frequently reported AEs by
preferred term were nausea (2 [6.7%)] i
subjects, desflurane; 1 [3.2%] subject,
isoflurane) and vomiting (1 [3.3%)]

i subject, desflurane; 1 [3.2%] subject,

! isoflurane). -
‘o Two subjects (desflurane) experienced a
severe AE. One subject experienced
pulmonary hemorrhage post-operatively
and the other subject experienced
respiratory disorder requiring mechanical
ventilation. The relationship of both AEs
i was considered by the investigator to be
| *  remote and both subjects recovered from
) the event.

‘e No subject in the desflurane or isoflurane -
groups experienced an AE that led to
discontinuation of study drug.

» No subject d1ed in the study

|
|
t
!
1

i
,[22. Conclusion (evaluation) ‘o The efficacy data were consistent with

i the current efficacy labeling of
desflurane.

Treatment with desflurane was safe and
well tolerated in subjects undergoing
elective thoracotomy for lung resection
surgery. Safety data collected in this
study are consistent with the current
safety labeling of desflurane and

; ¢ isoflurane, and did not identify any new
) safety signals or patterns.

'
i
1 £
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Honarok 30
| 10 TopsKy NpoBeeHHs eKCIepTH3H PecCTpaLiiiHuX MaTepiasiB Ha JTiKapehbKi 3aco0H,
| 10 MOAKOTHCS Ha JepikaBHY peecTpallito (repepeectpailito),

a TAKOK €KCIEPTH3H MaTepiaiB Mpo BHECEHHs 3MiH JI0 peecTpaliiHuX MaTepiaib
NPOTATOM J1iT PeECTPaLliHHOrO NOCBIUEHHS
(myHKT 4 po3ainy V)

3siT 1po KiiHiYHe BUNPOoOyBaHHA Ne 54

1. Haspa sikapcekoro 3aco0y (3a HasisHocti  Cyripas, napu juist iHransiuii, piausa
- HOMEep peecTpaLiiiHOro nocBiYeHHs)

2. 3asBHUK bakcrep C.A., beneris

3. BupoOHuk bakcrep C.A., benprisi

4. TlposeseHi JOCTiIKEHHS: X tak [] Hi SKIO Hi, OOrpyHTYBaTH

1) TN sikapcbKoro 3acoy, 3a SKUM Jlikapcekuii 3aci® 3a NMOBHMM J0Cbe (ABTOHOMHE

npoBoauiacs abo MIaHyeThCs peecTpallis  A0Cke), IHIIMI  nikapcekuit  3acib, HoBa Jir0oya
pevoBHHa

5. [ToeHa Ha3ea kniHiuHoro BunpoOyBanus, besneka ta epekTHBHICTL AecduypaHy NOPIBHAHO 3

KOJAOBaHHI HOMEP KJIHIYHOTO i3oypaHoM y  NAUi€eHTIB, AKHM  BHKOHYIOTBh
BUNPOOYBaHHA TOPAKOTOMIIO 3 METOIO pe3eKLlii jereHp. ***
[-653-21
6. ®asa KJAiHIYHOrO BUNPOOYBaHHS Daza Il
7. Tlepioa npoBeaeHHS KAIHIYHOTO 5 cepnus 1991 p. — 16 Bepecus 1993 p.
BunpoOyBaHH
8. Kpainu, ne npoBoauaocs KiiHiuHe CILLA
BUMPOOYBaHHSA

9. KinbKicTh 10C/1KYBaHUX sanaanosana: 60 nauientis
theyizoBano: 61 nauient (rpyna aecdaypany —

'. Qyris, rpyna isodaypany — 31 nauient)
y npenapar: 61 nagicpgy CFIYRlEy
Wy o . ERO
S, isodypa 3‘ff¥5ﬁ253 OPNF IHANOM
: AocToBIPniCTD
NEPEKAARY 3ACBIAYYD

HinayR)G H.B.\A\




IpoananizoBano moao edpexruBHocTi: 61 nmauient
(nechnypau — 30 nauienris, izodpaypas — 31 nauienr)
[poananizopano moao Oesmexku: 61 nauient
(nechnypan — 30 nauientis, i3o¢gaypan — 31 nauieur).

10. MeTta Ta BTOPUHHI 1iJi KJIiHIYHOrO Ouinutn Gesneky Ta epeKTUBHICTD jecuypaHy

BUIIPOOYBaHHS

MOPIBHAHO 3 {30(pIypaHOM y MNALIEHTIB, AKUM
- BUKOHYIOTB TOPAKOTOMIlO.

11. Ju3aiid kniHiYHOrO BUINPOOYBaHHS PanomMizoBane OaraToLEHTpOBE BIJIKpUTE

JOCIIKEHHS 3 AKTUBHUM KOHTPOJIEM.

12. OcHoBHI KpUTEpIT BKIOYEHHS [lauienTu yonosiuoi abo kiHovoi cTari Bikom Big 35

no 80 pokie (BKJIKOUHO), 3i CTATycOM 3a LIKAJIOK
AmepuKkaHcsKoro ToBapuctea aHecresionorie (ATA)
II, TIT a6o IV, sKki migiarany niaHoBid TopakoToMmii 3
METOIO PE3EKILiT JIEreHb.

13, JocnimkyBanuii Jikapcbkuid 3acio, Inaykuis  awmecresii:  [lanienTy  oTpumyBsanu

crnoci6 3acTocyBaHHs, cuna il

tionenTan (abo Tiaminan) y [o3i, JoctaTHiH ans
BTpaTH BilikoBoro peduekcy, Bekyponid 0,10-
0,15 mr/kr, a Takok Mir 6yTH BBeaeHuH deHTaHI (10
2 Mkr/kr BHyTpimHboBeHHO [B/B]). [Ticaa intyGauii
NalieHTH OTPUMYBAJIM B KOHLIGHTpALlil B KiHILl BUAMXY
7,5 % nechaypany/100 % O yepes macky.

[Migrpumanus anecresii: [licns inaykuii anecresito
MaljieHTiB MiATPUMYBaIH 3a JOTIOMOTOK)
Oa/nechnypady, THTPOBAHOTO JO IeMOJMHAMIYHOT
crabiibHOCTI  Ta HalNexkHOT TAMOMHM — aHecTesii.
BumipioBani KOHLEHTpPaUil0 B KiHUI BHAWXY |
3MeHIyBand abo 36iabiiyBanu a03y aecdiypany
Bi/IMOBIIHO 10 MPOTOKOJAY MiATPUMAHHS aHecTesii Ta
MiABUIIEHHA/3HWKeHHs apTepiaibHoro THeky (AT)
abo yacToTH cepueBux ckopouens (HCC).

Jlechnypan — ue Hezaiimucra piavHa, Ky BBOJATH
yepes3 BUMApHUK.

14. Ipenapat nopiBHsHHS, 1034, crocid Inaykumin  anecresiic:  [lauientn  oTpumyBanu

3aCTOCYBAHHSA, cHJa Jii

tionentan (abo Tiaminan) y jgo3i, JgoctaTHii s
Brpard BilikoBoro pediekcy, Bexyponii 0,10-
0,15 mr/kr, a Takok mir OyTi BBeaeHui (enranin (1o
2 mkr/kr BHyTpitiHboBeHHO [B/B]). [licna inTyOauii
NalieHTH OTPUMYBAIN B KOHLIEHTPALT B KiHLL BUAUXY
1,25 % izopaypany/100 % Oz yepe3 macky.

[Mixrpumanns auecresii: [licna inaykuii anecresito
nawLieHTiB MiATPUMYBaJH 3a JI0MOMOT 0K
Rp/iz0dnypaHy, THTPOBAHOTO [0 TeMOJAMHAMIUHOI
SRRRHOCTI  Ta  HANEKHOT TNIMOMHM — aHecTesii.
tfpidgann  xonuentpaiio [|BpEHARR SPOBRE HO

b abo  30iAbLIYSEIf HE03Y O PP ROAON
fo 110 npotokony MG MVEOBFP ARl T2
NEPEKAARY 3ACBIAYYD

Kimayeic H.B. |,
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“15, CynyTust Tepanis
i

16. Kpmepu OLIiHKH eq;eKTHBHoch

17 prrepu OLIiHKH Gesnel{n

18. CraTHcTHuHi MeTOOH

R, - bt i e e

NiZBHILEHHI/3HIKERHA apTepiaisHoro THoKy (AT)
a6o uactoTu cepuesux ckopoyeHs (YCC).

Iso¢nypan — ue nesaliMucta pigMHa, AKy BBOIATD!
1 Yepe3 BUMaPHHK,

|
1

He 6yno Oynp-axux oOMexeHp MIOAO 3aCTOCYBAHHA |
iHmmx npenaparis nepei onepauiero abo micns '
onepauii. Bei npusHadeHi cymyTHi fikapebki 3aco6ui
‘3aMKUCYBAn¥ Yy BiAMOBimHY iHOMBIAYaNBHY KapTy |
raljeHTa. :

l o - C e : - ;

:
].—II,H,TpHMaHHSI aHCCTGSII CUCTECMHA Ta nereHeBa:

reMoauHaMika,  pecrtipaTopui Ta MeTtabosiuni
napameTpd, piBeHb TOPMOHIB CTpecy, MOKa3HHKH
. BUXOLY Ta BiIHOBJICHHA Nicns aHecTesil. |

S S v e et e« e

[ToGiuni asua (1'[51) reMOZHHaMIyHi, pecmpaTopm
Ta na6opaTopH1 TIOKa3HUKH THiCIs orepari, a TaKoxC
yac BiJ onepaLul JIO BUITMCKH. '

1 J
i |
.

Vei ananizu 6yiam npoeeleHi 1 Beix nauieHTip, axi'
.OTpUMany iHrajsiiiiHi 3acobu (TobTO sANA  BeiX
,TpofikoBaHMX  naujentiB). Byiu  ysaranbHesi,
. deMorpadiuni nani, BKMO4aOuM BiK, pacy, CTark,.
cratryc ATA, spier i Macy Tima. Taxox
Mi/ICYMOBYBAnacs TPUBANICTh BIIUBY iHramsaujHHUX
3acobiB.

Edextupnicrb: 3Hauyuii napametpH, MoB's3aHi 3-
edextupHicTio, OynM 3BegeHi B Tabmunoi  Ta
y3aranpHeHi 6e3 NpoBefeHHS CTATHCTHYHMX TECTIB.
Kinnesi Toukd egeKTHBHOCTI BKIOYANH OLIHKY
peaknii nauieHta Ha iHramagiiiii 3acofm niy yac
onepauii Ta BUXif nauieHTa 3 aHecTesil nicus onepaii.
Tpu aHajisi e(heKTHBHOCTI OLLIHIOBAJIH
reMOAMHAMIYHI  Ta  pecnipaTopHi  mapamerpH,
CHCTEMHY Ta JIEr¢HEeBYy TIeMOJMHAMIKY, @ TaKOM
pecnipatopui Ta Metaboniuni mnapamerpu. Taxox
pO3paxOBYBAlH Ta  Y3araJlbHIOBANM  CHCTEMHMH
CYAHHHMIA onip, meredeBuid cyuuHHud omip Ta
cepuesdit ingexc. Taxox Oynu migcymoBaHi piBHI
TOPMOHIB  CTpecy, iHTpaonepauifiHi 3MiHHI Ta
napaMeTpd BHUXony 3 aHectesil. [emomuHaMiuHi,,
JNereHeBi Ta PECHipaTOpHi NapaMeTpy y3aralbHIOBATH |
y dazu mo iHOyKuUil aHecTezil, iHAYKIT aHecTesii Ta
micna  pospisy. Buyrtpimneocy0'ekTHI  cepenHi,
MaKCHManpHi Ta MiHiMansHi 3Ha4eHHa y $asi inaykuil
a”ecTesil Ta micns po3pisy yzaransHEHi 3a rpynamu
NiKyBaHHS 3  BMKODHCTaHHAM  CTaTMCTHHHHX
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MOKa3HUKIB  (HAnMpuKIa,  CEPeHE  3HAYEHH,
cranpaprre Biaxunenus [CB), npoueHTui, MiHiMyM i

MaKCHMYM). Tpuanictsb y3arajibHeHa 3
BUKOPHCTaHHAM MeJiaHH, cepeJHboro 3HaueHHs, CB,
MiHiMymy Ta Mmakcumymy. KinbkicTe i BincoTok

BUKOPHCTOBYBA/IM /IS y3araJbHEHHS JUXOTOMiYHHX
3MIHHMX (HanpuKIaj, MauiedTis, sKki NoTpedyroTh
BBeeHHs eHTaHITY).

beznexa: [ToGiuni gBuima koayBanu 3a MeauuHUM
CIIOBHUKOM JUIs peryasTopHoi fisasHocTi (MedDRA).
B ouinky 6e3nexu Oyiu BKIIOYEH] BCi paHIoMi30BaHi
naiienTd. HaBejeHO 3aranbHe pe3toMe Malli€HTiB 3
[151. TTo6iuHi siBMIIA TAKOXK PO3IOJiNIeH] Ha KaTeropii
msokkux TS, TS, axi Oynu npusaiiMbi BigjaneHo
MoB'si3adi 3 J0C/iKyBaHUM rpenaparoM, I, ki
MPU3BEIH 10 TPUITWHEHHS y4acTi B JOCIIJUKEeHH], Ta
[, saki npu3Beau 0 JetanbHOro Haciaiaky. Bci
sapeectposani 15 y3aranpHeHi 3a KJacoM CHCTEMHM
Oprasie (KCO), TepMiHOM nepeBa)KHOro
BUKOPHUCTaHHs Ta rpynoto Jikyeanusa. Iligcymku
BKJIOUYAKOTH KINBKICTH Ta BIiACOTOK MAL(€HTIB, sKi
noBizoMunu npo seuie. CreopeHo nepenik seix [14,
a TaKOX OKpeMi nepesiku 3Hauyuux 15 (nanpuknan,
Tsokkux [151, [T51, o npu3sesn 10 npUnUHEeHHs ydacTi
y JlochipkeHHi Ta/abo rocnitanizauii).

19. lemorpadiuni nokazHUKH Cepenniii Bik nauientie ctaHoeuB 60,0 pokis y rpyni
AocHiKYBaHOT nonyasuii (crate, Bik, paca, aechnypany Tta 62,7 poky B rpyni izoduypany.
TOIIIO) Binbuiicte mauientis Oynu eponeoigHoi pacu (30

[100 %] oci6, pnechaypan; 26 [83,9%] ocib,
izoduiypan) ta goaosivoi crati (19 [63,3 %] oci0,
nechnypan; 27 [87,1 %] ocib, izoduypan). VY
Oinbwocti nauientiB OyB ctatyc ATA III (19 [63,3 %]
oci6, nechaypan; 28 [90,3 %] ocib, izohaypan).

20. Pesynbratu edexTUBHOCTI Cepennst  TpuBalicThb  BIUIMBY  IHTaJSsILIHHHX
npenapatie craHoBuia 201,2 xBuaunu y rpyii
pecnypany ta 197,6 xBuaunum y rpyni isoduypany;
MejiaHa TpuBanocti craHosuaa 179,0 xpuiuu ta 195,0
XBWIMH y rpynax jaechaypany Tta i3odaypaHy
pianmoeiano.  Jlani 3 edexTHBHOCTI 110110
reMOJMHAMIYHUX 1 pecripaTropHUX MapaMeTpis,
CHCTEMHOT | JlereHeBoi reMOJAMHAMIKHM, CUCTEMHOIO
CY/IMHHOTO OMOpY, JIereHeBOro CyAMHHOrO OMopy,
CepILEBOTO iHAEKCY, pecnipaTopHMX i meTabosliyHUX

napameTpiB, piBHIB TOPMOHIB CTpecy, a TaKOK

e tHipRegepaliiiHuX 3MIiHHMX | MapameTpiB BHXOAY 3

2 YJId MOAIOHKUMH MK 2 rpynamu.

\ [IEPEKAAR 3POBAEHO

3r[Alv 3 OPHT IHANOM

AocToBIPHICTD
REPEKAAAY 3ACBIAYYD

Kinayeic H.B. M

N JaeHTudiauimii Kog Al
AY

38002596 V.
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21. PesaynbraTi 6e3nexu e 3aranom y 9 (14,8 %) nauienriez (7 [23.,3 %]
nauienris, aechuaypad; 2 [6,5 %] naujieHTis,
isodaypan) mim uac JOCAKEHHS BHHHKIO
umoHaiimene 1 [14.

e Haiiuacrime 3apeectpoBanumu [15 3a TepmiHom
NepeBaKHOro BUKOpUcTaHHA Oynum Hynota (2
[6,7 %] nauientis, aecaypan; 1 [3,2 %] nauienr,
i3opnypan) ta Gmosanus (1 [3,3 %] nauienT,
nechaypan; 1 [3,2 %] nauienr, izodaypan).

e V jaBox nauieHrtiB (aecdaypaH) BUHHKIN TKKI
[151. B oaHoro nauieHra miciisg onepaiii BUHHKIA
JereHeBa KpoBOTevua, a B APYroro — AMXalbHi
po3iajiu, WO NnoTpeObyBanu IITYYHO! BEHTUMSLT
nerens. 38130k 006ox I15 BBaxkaBca pocaiiHHKOM
Bi/U1ajieHuM, i 0OM/IBa MALIEHTH Oy KaJH.

e V rpynax paechaypany abo izoduypaHy He

' BUHMKJIO sk0aH0r0 [151, sike 6 npu3Beno 10 BiIMiHU
JOCJIIDKYBAHOTO JTIKAPCHKOTo 3aco0y.

o JletanbHMX BHUMAAKIB MiJ 4Yac MOCHIIKEHHA He

3apeecTpoBaHo.
- 22. BUCHOBOK (3aKJIFOUEHHS) e Jlani woao0 epeKTHBHOCTI Y3roKyBaaucs 3
MOTOYHUMH  XApaKTePUCTHKAMU  e(heKTHBHOCTI

naechnypany.

e 3acrocyBaHHsa Jecaypany Oymo OesneuHum i
aobpe  mepeHocwsocs  MALEHTaMH,  SIKUM
BHKOHYBAJM [UIAHOBY TOPAKOTOMIKO 3 METOK
pesekuii nerenb. [ani 3 Gesnexu, 3i10pani B ubomy
JOCJIIMKEHHI, BiAMOBIAAIOTH MOTOYHUM
xapaktepuctukam 3 Oesnekd JecduypaHy Ta
i3odaypany i He BHABMIM OyIb-AKHX HOBHX
curHaiiB abo 3akoHOMipHOCTEH 1110410 Oe3MNeKH.

3asBHUK (BJIACHUK IMigmne: Hxeccika CpaTtek
peccIpaliHHoro Enextponnnii niznue: xeccika Cearex

l'lOCBi}l'-IGHHﬂ) [lineraga: 51 3aTBepakyio Leil JOKyMEHT
Jara: 18.01.2024 18:53 CST

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

(TIL. L. B.)

MEPEKAAR 3POBAEHO
=i 3r{AHy 3 OPHT IHANON

I;:,eumd:inauiﬁuuﬁmnd,é 7K ﬂOCTOBlFHlCTb
NEPEKAARY 3ACBIAYYD

Kinavpic 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 I'V)

Clinical research report No 55

of registration certificate):

1. Name of medicinal product (if available — number

' Suprane, Inhalation Vapour, Liquid

2. The applicant

i s ot s e s gttt S, i e ot hn i e gy e nmte - ume

Baxter SA, Belgium

3. Manufacturer

4. the undertaken study:

yes O no if not explain

§
K
i

g

JIS———
{ H

1) the type of medlcmal product for whlch the
registration was made or planned

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

[ ) Vaat b s [ e s o

6. Phase of clinical research

§

%

: 7. Time frame of clinical research
2

! 8. Countries where the clinical research was
conducted

9. The number of persons under investigation:

e P

g
%
{
H

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

i

i, -

§ The Comparatlve Anesthetlc Effects of

{ Desflurane Versus Isoflurane on Antagonlsm

i of Atracurium Induced Neuromuscular
5 Blockade

165322

/IND #32,363

!

' Phase III

|

:Sep 1991 — Mar 1993

United States

i
i
3
.
{
£
z
E

3 Planned: 80 subjects

“Enrolled: 52 subjects
i Analyzed for efficacy: 51 subjects
: Analyzed for safety: 52 subjects

Baxter SA Belglum

i

85




10. Purpose and secondary objectives
research

86

of the clinical ! To determine the effects of desflurane

: compared to isoflurane on antagonism of

. atracurium induced neuromuscular blockade.
- Also to determine whether the rapid washout :
of desflurane from the body, would facilitate
the reversal of neuromuscular blockade with
or without the presence of a neuromuscular
blocking reversal agent.

.11. Clinical research design

i
{
£

12. Main inclusion criteria

S L AT TR TS A S AT s STt

; Randomized, open-label, parallel treatment,

“controlled

‘o Patlents undergomg general anesthesw. ‘
for elective surgical procedures (with the
exception of thoracic or abdominal
surgery).

® ASA physical status L, I, or III.

e Age: 18-75 years, inclusive.

e Sex: Men; or women who fulfill the
following criteria: Women who are
surgically sterile or 1 year post-
menopausal OR women who have
practiced an FDA approved method of
contraception for the past 30 days and
agree to continue this practice for the
duration of this clinical trial; had a
normal menses within the last 28 days;
had a negative urine HCG pregnancy test
(sensitivity of 50 IU/L) within 24 hours
prior to surgery :

¢ Patients giving written informed consent .
after the nature of the study has been

i fully explained.

i
i

13 Test medicinal product, method of i Name of drug product Desﬂurane (I 653)

- administration, efficiency

Dose: Patients received midazolam 0.05
“mg/kg IV and fentanyl, up to 5 ug/kg IV,
_before induction. Thiopental (up to 10
.mg/kg) was given in a sufficient dose to
“induce loss of eyelash reflex. Patients
received 1-3 MAC (end-tidal 6-22%)

: desflurane and 100% Oz by mask until .
| “intubation. Patients were intubated without
. use of muscle relaxants. Following
1nduct10n patients were maintained with
lDesﬂurane/ 100% O3 (end-tidal concentration
% 7.5-9.0%). '

Mode of administration: Inhalation




i administration, efficiency

14. Reference substance, dose, method of

j Name of drug product: Isoflurane

' Dose: Patients received midazolam 0.05

* before induction. Thiopental (up to 10
‘mg/kg) was given in a sufficient dose to
induce loss of eyelash reflex. Patients

received 1-3 MAC (end-tidal 1.0-4.0%)

isoflurane and 100% Oz by mask until

‘use of muscle relaxants. Following
induction, patients were maintained with

Mode of administration: Inhalation

mg/kg IV and fentanyl, up to 5 ug/kg IV,

intubation. Patients were intubated without

Isoflurane/100% Oz (end-tidal concentration
11.25-1.6%).

§

15. Conébmitant therapy

There.are no restrictions on other peri-
operative or post-operative medications
‘used. All concomitant medications given

: were recorded on the appropriate case report

: form.
i

H

PP ——

16. Efficacy evaluation criteria

: 17. Safety assessment criteria

18. Statistical rﬁethods

: (gender, age, race, etc.)
¥

it o - T

'19. Demographic indicators of the population study

, Time to recover from neuromuscular

; blockade, time to awaken from anesthesia,

f time to respond to commands.
I

: Hemodynamic and respiratory variables,

E adverse events (AEs) and laboratory profiles.

rrrs i omin S [ —

The demographic data, including age, race,

| sex, ASA status, height, and summarized.

H
H

‘Efficacy: Parameters related to efficacy were

"provided as data listings.
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

i incidences listed by both body system.and

| COSTART term are presented
' Desflurane/Oz:
; Mean age (yrs): 38.1
Mean weight (kg): 71.9

5
i
1
¢
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f 20. Efficiency results

Sex (male/female): 12/1

ASA status (I/11): 10/3

Race

(Black/Caucasian/Haitian/Oriental/Spanish):
 1/12/0/0/0

 Desflurane/Qz/Neo/Atr:
“Mean age (yrs): 35.8

. Mean weight (kg): 78.1

- Sex (male/fernale): 13/0
- ASA status (I/ID): 8/5

. Race

! (Black/Caucasian/Haitian/Oriental/Spanish): |

£ 0/11/0/2/0

i Isoflurane/Oz:

éMean age (yrs): 36.8

' Mean weight (kg): 82.7
. Sex (male/female): 13/0
| ASA status (U/IL): 9/4
Race

r (Black/Caucasian/Haitian/Oriental/Spanish):

f 1/11/1/0/0
i
Isoflurane/O2/Neo/Atr:
Mean age (yrs): 38.2
 Mean weight (kg): 86.9
“Sex (male/female): 13/0
ASA status (I/II): 10/3
‘Race
- (Black/Caucasian/Haitian/Oriental/Spanish):
0/12/0/0/1

Desflurane/O2:

: Time to:
open eyes: 33.8 £ 15.9 (12-60)

i squeeze fingers: 39.1 = 17.7 (16-70)
states D.0.B: 43.4 £ [8.3 (16-70)
fit for discharge: 177 £ 97 (69-395)

Desflurane/Oz/Neo/Atr:
Time to:
open eyes: 31.0 £ 17.8 (14-71)
t squeeze fingers: 39.1 & 17.0 (14-72)
states D.0.B: 41.4 £ 17.7 (17-74)
:  fit for discharge: 152 £ 60 (82-241)
i
| Isoflurane/Oz:
| Time to:
open eyes: 39.1 + 15 (20-68)
squeeze fingers: 43.7 + 16.2 (22-69)
states D,0.B: 49 + 16.1 (26-77)
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fit for discharge: 182 + 122 (76-529)

- Isoflurane/Qz/Neo/Atr:

' Time to:

open eyes: 24.3 £ 11.2 (9-45)
squeeze fingers: 27.8 &+ 12.4 (8-47)
states D.0O.B: 32.6 £ 12.0 (10-49)
fit for discharge: 166 + 89 (27-342)

1
1
|
{

21, Safety results

it smrrsona | s,

i o e kg it T

f; Desflurane/Oz:

i Any adverse event: 4
: Nausea: 2

Vomiting: 2
‘Dizziness: 1

' Bradycardia: 1
Tachycardia: 0
Hypertension: 1
Airway obstruction: 0
Rash: 1

 Chills: 0

. Desflurane/Oz/Neo/Atr:
' Any adverse event: 5
‘Nausea: 3

- Vomiting: |

! Dizziness: 1

I Bradycardia: 0

: Tachycardia: 0

- Hypertension: 1

| Airway obstruction: 1
iRash: 0

‘Chills: 0

Isoflurane/Oz:

-Any adverse event; 3

‘Nausea: 1

' Vomiting: 2
Dizziness: 0

, Bradycardia: 0

' Tachycardia: 0

nypertension: 1

' Airway obstruction: 0
"‘Rash: 0

~Chills: 0

; Isoflurane/Oz/Neo/Atr:

t Any adverse event: 6

i Nausea: 2

; Vomiting: 2

'Dizziness: 1

* Bradycardia: 0
Tachycardia: 1
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22. Conclusion (evaluation)

Applicant (holder of
registration certificate) |

Signature:

Email;

Jessiog Svatek ek

jessica_svatek@baxter.com

Hypertension: 0

; Airway obstruction: 0
{Rash: 0
I Chills: 1

There were no serious adverse events
' reported.

The most common adverse events were

- nausea, vomiting and hypertension. There
: were no clinically meaningful differences
between the treatment groups.

Efectranically signed by; Jessica

Reason: I approve this document
Pato: Jan 18. 2024 18:53 CST

(signature)

(Name)

o [— - e [ ST [P o e
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Jonarox 30

1o [Mopsaxky npoBeeHHs eKCMepTH3M peecTpaLiiHuX MaTepianiB Ha JliKapehKi 3aco0u,
IO MOJAIOTHCS Ha JIePKaBHY peecTpaltiio (nepepeecrpattio),
a TAKOK EKCTIEPTHU3M MaTepiasiiB Npo BHECEHHS 3MiH 10 peecTpaliiiHuX MaTepianis

3BiT 11po K

1. Hasga nikapcekoro 3aco0y (3a HasiBHOCTI - HOMep
peecTpaLifHOro NoCBi 4eHHs)

2. 3asBHUK
3. Bupobuuk

4. TlpoBeieHi n0CHiKEHHS:

1) Tun nikapebkoro 3aco0y, 3a sKMM MPOBOAMIIACH
a0o nuaHyeTbCs peecTpais

5. [MoeHa HazBa KIIiHIYHOrO BUNIPOOYBAHHS,
KOZIOBaHWI HOMEP KJIIHIYHOro BUNpoOyBaHHs

6. ®aza KJAIHIYHOrO BUIPOOYBAHHS
7. [lepioa npoBeeHHs KJIIHIYHOrO BUNPOOYBaHHs
8. Kpaiuu, e npoBoanIocs KiiHiuHe BUIPOOyBaHHs

9. KinbKicTh A0CHIJUKYBAHMX

[IYHE BUIIPOOYBAH

38002596
> ‘Nq“ }/3‘

.'r\\\\

MPOTATrOM Aii peecTpaLiiHOro nocBia4eHHs
(nyHkT 4 pozaiay 1V)

Ha Noe 55

Cynpau, napu Juist iHrajasuii, piayna

bakcrep C.A., Benbris
bakcrep C.A., benbris

K Tak [J Hi AKIIO Hi,

o0rpyHTYBaTH

JlikapchKkuii 3aci0 32 MOBHUM J0CKE
(aBTOHOMHE J10Ch€), IHIIHH JTIKApChKHI
3aci0, HOBa Jil0uYa peyoBHHA

ITopiBHsIHHS aHeCTeTHYHHMX edeKTiB
aechiypany Ta izodaypaHy Ha aHTaroHism
HEPBOBO-M's130B0T OJIOKA M, CIIPUYHUHEHOT
aTpaKkypiem

[-653-22

IND #32,363

Maza I

3 BepecHs 1991 poky 1o Gepesns 1993 poky

CLUIA

3annanosana: 80 nauieuris

Brawueno B pocaikenns: 52 namieHTy

LN OB AEHO
i i “3"1%@@'“3‘9 :P IHANON
A AoCTOBIPHICTD
REPERAARY 3ACBIAYYD

Hiwaspic H.B. |




10. MeTa Ta BTOPUHHI LiJli KNIHIYHOTO
BMNPOOYBaHHA

11. JInzaiin kjaiHivHOrO BUIIPOOYBaHHsA

12. OcHOBHI KpHUTEpii BKIIOYEHHS

13. locnimxyBanuii nikapcbkuii 3acid, crnoci6
3aCTOCYBaHHS, cHUa Ail

\."

i< \(KPATIS T

N |aenTudinauiiismi kog AY

38002596

Buznauuth BIUIMB Aecrypany MOPIBHAHO 3
i30¢hrypaHOM Ha AHTaroHi3M HEPBOBO-
M's130B01 GJI0Ka/IH, CIPUUMHEHOT aTPaKypieMm.
Bu3HauMTH TAKOXK, Y4 Oy/e LIBHAKE
BUBE/ICHHs JecuiypaHy 3 opraHiamy
CHPHSATH YCYHEHHIO HEPBOBO-M'130BOT
Gaokaam 3 BBeIeHHIM abo Oe3 BBeAeHH
npenapary Ui 3HATTA HEpPBOBO-M'A30BOT
Grokaau.

PanomizoBaHe BiIKpUTE KOHTPO/IBOBAHE
JOCTIAKEHHS Y napajneibHuX rpynax

o [lauienTH, IKKM NPOBOAATE 3arajibHy
aHecTe3io MpH MJIAHOBUX XipypriuHux
BTPYUYAHHSX (328 BUHATKOM orlepatliii Ha
rpyaHii kiitui abo yepesHii
MOPOMKHUHI).

e Disukaneuuii cratyc I, 11 ado 111 3a
IKAIOK AMEPHKaHCEKOIO TOBApUCTBA
anecresionorie (ATA)

Bik: 18-75 pokiB BKJIIOUHO.

Crarb: 40N0BiKM; a00 HKiHKH, SAKi
Bi/IMOBIAIOTH HACTYMHUM KpUTEpiaM:
JKIHKH, Ki XipypriuyHO cTepriibHi abo
nepebyBalOTh y MOCTMEHOIAY3i
MPOTATOM OJIHOTO POKY, ab0 JKIHKH, sKi
3acTocoByBaau cxsaneHui FDA metoj
KOHTpALEILT npoTsarom ocranHix 30
JIHIB i MOrOKYIOTBCSA MPOIOBKYBATH L0
MPaKTHKY NPOTArOM JAHOTO KIIHIYHOTO
JIOCIIDKEeHH S, 1 Y :KiHKku OyJa
HOPMallbHA MEHCTPYALLis NPOTArOM
octaHHix 28 /HiB, a TAKOXK TECT Ha
BariTHicTh 3 BU3HaueHHsM XI Y y ceui e
HeraTHBHUM (dyTauBicTs 50 MO/n)
npotarom 24 rojuH 10 oneparii.

e [lauieHTH HajaBaaH NMUCBMOBY
iHopMoOBaHy 3roy mnicis Toro, ik im
MOBHICTIO MOACHEHO XapakTep
JIOCITJKEHHS.

Ha3sga jaikapcebkoro 3acody: necduypan (I-
653)

Jlo3a: nauieHTH OTPUMYBAJIM MijJa3zojam
0,05 Mr/Kr BHYTPilIHBOBEHHO Ta (heHTaHiN
10 5 MKI/KI BHYTPILIHBOBEHHO, Mepe]
rykuiero. Tionentan (10 10 mr/kr)
WK B 1031, OCTATHI# JJ1s1 TOrO, 1100

&\1 OiikaT BTpaTy kdpER LM Aok JRAGRENY).
el 3r{Atv 3 OPNr IHANOM
). AoCToBIPRICTD

DEPEKAARY 3ACBIAYYD
HKisavedc H.B \,
g \,\

92




14. Tpenapar nopiBHsHHS, /1033, CNOCIO
3aCTOCYBaHHs, cuna Jii

15. CynyTHst Tepanis

16. Kpurepii oliHKH epeKTHBHOCTI

17. Kpurepii onjiHku 6e3neku

18. CraTucTHUHI METOIH

[Mauientn orpumysanu 1-3 MAK
(nanpukinui Buauxy, 6-22 %) nechaypany i

100 % O uepe3 macky 10 iHTYOAaLii.

[Mauientn 6ynu inTyboBaHi 6e3
3acTocyBaHHs MiopenakcauTis. [Ticss
IHAYKUIT MaLieHTH 1715 TiATPUMaHHA
orpumysanu aechuaypan/100 % O
(HanpuxiHui BuauXy, 7,5-9,0 %).

Cnoci0 3acTocyBanHsi: iHraSLIHHO
Ha3ssa Jgikapebkoro 3acody: izodaypan

Jlo3a: maiieHTH OTPUMYBAITH MiJla301am
0,05 Mr/Kr BHYTPIlIHBOBEHHO Ta (DEHTAHIN
JI0 5 MKI/KI BHYTPILIHBOBEHHO, NEpe]L
inaykuieto. Tionentan (mo 10 mr/kr)
BBOMJIM B 1031, JOCTATHIH /)18 TOrO, 11100
BUKJIMKATH BTPATy KOpHEANLHOTO pedaekcy.
[TauienTn orpumysanu 1-3 MAK
(Hanpukinui Buauxy, 1,0—4.0 %)
i3oaypany i 100 % O uepes macky 10
inTy6anii. [Nauientu Oyau intyboBaHi 6e3
3acTocyBaHHs MiopenakcaHTis. [licns
IHYKLIT NalieHT! 1T MaTpUMaHHs
orpumyBamu izoaypan/100 % O2
(HanpukiHui BUAKXY, 1.25—-1,6 %).

Cnocid 3acTocyBaHHsI: IHrASILIHHO

He Oyno skoaHuX 0OMeXeHb 111010
3aCTOCYBAHHS HIOMX JIIKAPChKHUX
npenaparis 10, NpoTArom abo micis
onepatii. Yc¢i 3actocoBaHi CynmyTHi
npenapaty 0yJi0 HeOOXiAHO 3apeecTpyBaTH B
MeJMUHIH KapTil naiieHra.

Yac no BigHOBIEHHS BiJ HEPBOBO-M'A30BOT
0J10Ka 11, Yac 10 NPOKHIAHHA Mic/s
HapKo3y, Yac J0 peakilii Ha KOMaH/IH.

[Toka3sHUKH reMOAMHAMIKH 1 JUXaHHA,
Hebaxani asuia (HA) i naboparopni
MOKA3HUKHU.

Byau yzaraneneni jemorpadiuni aaui,

PRTHBHICTD: M2 zﬂﬂfﬁﬂﬂﬂ JPOBAENRO

Morbes etbem‘fg v, 3y OPUT IHANON
: OCTOBIPHICTS
NEPEHAARY 3ACBIAYYD

Kinaveic H.B. \\
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19. JlemorpadiuHi NOKa3sHUKK J10CIIKYBaAHOT
nonyJaauii (crare, BiK, paca, TOLIO)

NpeACTaBieHi Y BUIJIS/LI CIMCKIB aHHX.

besnexa: HebaxaHi sBuiLa Oy BUKIA/EHI
3a CHCTEMaMM OpraHismy Ta
narogizionoriyHolo icpapxieio 3
BUKOPHCTAHHAM KOJOBHX CUMBOJIIB i3
Tesaypyca TepMiHiB MoOGIYHUX peakiiiii
(COSTART), po3pobaenoro YnpasiiHHAM 3
KOHTPOJIO 3a npoaykramu i nikamu CLLA
(FDA). Yci nponikoBaHi nauieHT 0yiu
BIUTIOUEHI B oliHKY Oe3nexu. [Ipencrasneni
HeOaxaHl SBUILLA | BIAMOBIAHI YaCTOTH
rnepepaxoBaHi K 3a CHCTEMAMH OpraHiamy,
tak i 3a repminamu COSTART.

Hechaypan/O2:

Cepenwniii Bik (pokis): 38,1

Cepenns maca tina (kr): 71,9

Crarb (4onoBiku/Kinku): 12/1

Cratyc ATA (I/11): 10/3

Erniune noxokeHHs
(Herpoian/eBponeoian/raiTaHCbKOro
MOXO/KEHHS/CXIIHOTO MOXOKEHHS/
icnancekoro noxomkents): 1/12/0/0/0

Hechaypan/O2/Neo/Atr:

Cepenniit Bik (pokis): 35,8

Cepenns maca Tina (kr): 78,1

Crarb (yosoBiku/xinku): 13/0

Craryc ATA (I/11): 8/5

ETHIYHE MOXOMKEHHS
(Herpoinu/eBponeoian/raiTaHChKOTO
MOXOKEHHA/CXiTHOr0 MOXOIKeHHSs/
icnancbKkoro noxomkents): 0/11/0/2/0

I3odaypan/Oz:

Cepeniii Bik (pokis): 36,8

Cepenns maca tina (kr): 82,7

Crars (vonoBiku/xkinku): 13/0

Cratyc ATA (I/11): 9/4

ETHiuHe NOXomKeHHS
(Herpoiau/eBponeoian/raiTaHCbKOro
MOXOJKEHHS/CXIHOTO MOXOIKEHHA/
icrnancbKoro noxo/ukenns): 1/11/1/0/0

I30paypan/O2/Neo/Atr:
Cepenniii Bik (pokis): 38,2
Cepeansa maca tina (kr): 86,9

PATH R TaTh (4oMoBiKK/KiHKK): 13/0

“%Caryc ATA (I/11): 10/3
Eagjune noxokenns|E PE KNAA

A 3P0
omnlesponeo"i!flrfﬂ'iﬂ FCRPHPI 5::22

AoCTOBIPHICTY
REPEKAARY 3ACBII'IT

Kivaveic BB, A

\
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NOXO/KEHH/CXiIHOTO MOXO0IKEHHS/
icnancekoro nmoxomkents): 0/12/0/0/1

20. PesynbraT epeKTUBHOCTI Necdaypan/O2:
Yac no:
BiskputTs oueit: 33,8 + 15,9 (12-60)
cruckanHs nmaneiis: 39,1 £ 17,7 (16-70)
HAa3UBAHHS JaTH HApODKeHHs: 43,4 +
18,3 (16-70)
NpUAATHICTH 10 BUMUCKH: 177 £ 97 (69—
395)

Nechaypan/O2/Neo/Atr:
Yac no:
BifkpuTTs oueii: 31,0 = 17,8 (14-71)
cTUcKaHHg naneuiB: 39,1 + 17,0 (14-72)
HA3WBaHHS AaTH HApoKeHHs: 41,4 +
17,7 (17-74)
MpUAATHICTD 10 BUIIMCKH: 152 + 60 (82—
241)

I3odaypan/O2:
Yac no:
BiakpurTa oueii: 39,1 £ 15 (20-68)
CTHCKaHHs nanbii: 43,7 = 16,2 (22-69)
Ha3UBaHHA AaTH HapoKeHHs: 49 + 16,1
(26-77)
NPUAATHICTH 10 BUIIUCKHU: 182 + 122
(76-529)

I30¢aypan/O2/Neo/Atr:
Yac no:
BiAKpUTTS ouei: 24,3 + 11,2 (9-45)
cTHCKaHHs naneiie: 27,8 £ 12,4 (8-47)
HA3UBAHHSI IaTH HapOKeHHs: 32,6 +
12,0 (10-49)
NpUAATHICTH 10 BUNMcKU: 166 + 89 (27—
342)

21. PesynbTaTh 6e3neku Jechaypan/Oz:
Bynp-ake Hebaxkane saBuie: 4
Hynota: 2
bawoBaHus: 2
3anamopoueHHs: |
Bpanukapais: |
Taxikappis: 0
[ineprenzis: 1

1 CCKPATIS T =1 Hu 3 OPHF IHANOM
\ e ypa“’ozm"g&ﬁt;onlrnlm

|
NN DEPEKAARY 3ACBIAYYD
Kiwaseic 4.8, |,

MIEPEKNAA 3POBAEHO

AN T
v :5 |peHtvdinauiAMmi KOR fo? 5
N 38002596{41:::--;3\ 9



22. BUCHOBOK (3aK/IFOUEHHS)

3asBHUK (BJACHUK
peecTpauiifHoro
MOCBiUEHHS)

IMianuc: [keccika CpaTek

Enextponuuii nianuc: [lxeccika Cparex

\ IaeHTHOIKAUIANMA KOA $é‘)' :»
D, 38002596 ;,,,.g 4

byae-sike HebaxkaHe ABHLLE: 5
Hypnora: 3

bmopanus: |

3anamopoueHHs: |

bpaaukapaisi: 0

Taxikapais: 0

[inepren3is: |

OOGcTpyKLis AMXanbHUX LUsXis: |
Bucun: 0

O3n06: 0

Bopaypan/O:z:

Bynb-ske HeOaxane sipuue: 3
Hynora: 1

bmopanns: 2
3anamopoyenHs: 0
Bpanukapais: 0

Taxikapnais: 0

[ineprensis: |

OO6cTpyKuia AuXanbHUX uuisxis: 0
Bucun: 0

O3H00: 0

I3o¢urypan/O2/Neo/Atr:
bynb-sike nebGaxkane siBuue: 6
Hynora: 2

barosanus: 2
3anamopouenns: |
Bpanukapais: 0

Taxikapais: |

lineprensis: 0

OGcTpyKuis AMXanbHUX nsaxis: 0
Bucun: 0

O3n06: 1

[TogigomnieHb npo cepiio3Hi HebaxkaHi
SIBULIIA HE HAIXO/IMIIO.

Haituactimmumu HebaxaHUMH ABHUIIAMH
Oynu Hynora, OioBaHHs i apTepiaibHa
rinepren3is. KiniHiuHo 3Hauymmx
BIZIMIHHOCTEH MIXK rpynamH JiKyBaHHA
BUSIBJIEHO He OyJio.

ﬂt.ﬂcraaa bl 3aTBepIKyio el 70Ky Moy

MIEPEKNAR 3POBRENO
3rAHy 3 OPHT IHANON

AoctoiPhicTh
BEPEKAAAY 3ACBIAYYD

1n5§

Kiwaresc 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 56

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

et st e i ey A e et e e = e waim | ewmammmMon rede—m =t e

2. The applicant Baxter SA Belglum

i
|
B
i
[
i
P

3. Manufacturer . Baxter SA, Belgium ;
! :

- - - - - i - .

4. the undertaken study: | X i yes I El no E if not explain |
|
|

- _ |
1) the type of medicinal product for which the Medicinal product with complete dossier
registration was made or planned i (stand-alone dossier), other medicinal

product, new active substance

' 5. Full name of clinical research, coded number of  The Ability of Inhalation Anesthetics to
 clinical research Control the Hemodynamic Responses to
! Surgical Stimulation

!

1-653-23

i 6. Phase of clinical research 'Phase III

|

7 Tlmc frame of clmlcaI research 15 Jan 1992 — 5 Aug 1992
8. Countries where the clinical research was ' United States

, conducted

E -

"9, The number of persons under investigation: Planned: 60 subjects

Randomized: 60 subjects

: Treated: 60 subjects

Analyzed for Efficacy: 60 subjects
;Analyzed for Safety: 60 subjects

" 10. Purpose and secondary objectives of the clinical , To evaluate the safety and effectlveness of

i research  desflurane compared to isoflurane in subjects
! !
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11. Clinical research design

12. Main inclusion criteria

' 13. Test medicinal product, method of

13
i
!
1
i
. administration, efficiency

|
!
!

. undergoing elective major intra-abdominal
- or orthopedic surgery.

f Randomized, open-label, active-controlled

‘e Patients undergoing general anesthesia
i for elective major intra-abdominal and
orthopedic procedures (with the
exception of major vascular surgery,
thoracic surgery, or surgical procedures

to reduce surgical bleeding or enhance
surgical exposure)

e ASA physical status I, I or L.

.o Age: 18-80 years, inclusive.

i e Sex: men; or women who fulfill the

| requiring elective deliberate hypotension |
|

following criteria: Women who are
surgically sterile or one year
postmenopausal OR if female, and of
childbearing potential, the patient must
be using a FDA approved method of
contraception for 28 days prior to study
entry, and have had a menstrual period
1 within 28 days prior to study entry and
! have a negative B-subunit HCG
pregnancy test.

e Patients giving written informed consent .

. after the nature of the study bas been
i fully explained.
‘Name of drug product: Desflurane (I-653)

: Dose: Subjects received thiopental or
thiamylal (up to 5 mg/kg IV) in sufficient
dose to induce loss of eyelash reflex. During
anesthesia induction, subjects received up to
3 MAC (end-tidal 18.0-21.75%)
desflurane/100% oxygen (O2) by mask until

_intubation. Following induction, subjects
were maintained with an end-tidal

concentration of up to 1 MAC desflurane/Ox.

"End-tidal concentrations were measured and
reductions or increases of desflurane were
administered in accordance with the protocol

' for maintenance of anesthesia, and
increases/decreases in blood pressure or

i heart rate.

'Mode of administration: Inhalation

08




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

i

5. Concomitant therapy

t

| nnay e ke

16. Efficacy evaluatlon criteria

17. Safety assessment criteria

18. Statistical methods

99

, Name of drug product: Isoflurane

Dose: Subjects received thiopental or
thiamylal (up to 5 mg/kg IV) in sufficient
- dose to induce loss of eyelash reflex. During
1anesthesia induction, subjects received up to
'3 MAC (end-tidal 3.15-3.84%) 1
;  isoflurane/100% O2 by mask until intubation.
Followmg induction, subjects were
I i maintained with an end-tidal concentration
i of up to 1 MAC isoflurane/O». End-tidal i
* concentrations were measured and i
“reductions or increases of isoflurane were
| | administered in accordance with the protocol
for maintenance of anesthesia, and |
| increases/decreases in blood pressure or
< heart rate (HR).

g Mode of administration: Inhalation

" There were no restrictions on the peri- |
“operative or postoperative medications. All
concomitant medications given were |
recorded on the appropriate case report form. E

' Somatic, sympathetlc and hemodynamlc
responses to surgical stimulation.

Hemodynamic and respiratory variables,
laboratory parameters, and incidence of
adverse cvents (AEs).

The demographic data, including age, race,
sex, ASA status, height, and weight were
summarized. Duration of exposure to
inhalation agents was also summarized.

Efficacy: All treated subjects were included
in the assessment of efficacy. Significant
- parameters related to efficacy were tabulated
»and summarized without statistical tests.
Efficacy endpoints included assessments of
subject response to inhalation agents during
surgery and subject emergence from
anesthesia post-surgery. Descriptive statistics |
"were calculated for hemodynamic and
respiratory parameters (diastolic and systolic
blood pressure [DBP, SBP], HR, oxygen
' saturation [Sa02], end-tidal carbon dioxide
1(CO2), and temperature); intra-operative
variables (end-tidal concentrations [mean




and peak], and, fentanyl administration, and
anesthesia emergence parameters (duration
' from cessation of inhalation to eye opening
i and to the time the subject was able to
_respond to commands (e.g., squeeze my
finger, tell me your name, and tell me your
date of birth, and duration from recovery
. room arrival to subject fitness for discharge).
! Intra-operative recall and subject
, experiencing their first episode of light
anesthesia and hemodynamic responses
, which required treatment and/or any
i counteractive measures was also assessed.
i.Hemodynamic and respiratory parameters
were summarized during pre-induction,
| induction, and post-incision study phases.
! The within-subject mean, peak, and
| minimum value during the induction and
' post-incision phases were summarized by
_treatment group using statistics (e.g., the
tmean, SD, percentiles, minimum, and
. maximum). Durations were summarized
! using median, mean, SD, minimum, and
| maximum, Number and percent were used to
| summarize dichotomous variables (e.g.,
I'subjects requiring fentanyl).

i Safety: Adverse events were coded using the

, Medical Dictionary for Regulatory Activities
(MedDRA). All treated subjects were

i !included in the assessment of safety.

i | Adverse events are also sorted into

i : categories of severe AE, an AE which was at

i least remotely related to study medication,

'an AE which led to discontinuation from the

; 'study, and AE resulting in death. All
reported AEs were summarized by system
organ class (SOC), preferred term, and

- treatment group. Summaries included the
number and percentage of subjects reporting
the event. All AEs were listed and specific
listings were also produced for significant

. AEs (e.g., severe AEs).

e ot 4 Mk = R

* 19. Demographic indicators of the population study Desflurane:
| (gender, age, race, etc.) Sex (male/female); 12/18
Mean age (yrs): 45.9
Race
t (Caucasian/Black/Hispanic/Asian/Other):
1 17/13/0/0/0
 ASA Status (I/II/TIT): 6/24/0
i Mean height (cm): 168.9
| - Mean weight (kg): 78.6
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20. Efficiency results

Isoflurane:

*Sex (male/female): 9/21

. Mean age (yrs): 45.8

"Race

: (Caucasian/Black/Hispanic/Asian/Other):

. 13/16/0/1/0

I ASA Status (I/II/IIT): 8/20/2

: Mean height (cm): 165.5

| Mean weight (kg): 73.5 5
 In the desflurane group, mean SBP |
i decreased from 127.0 mmHg at baseline to

i 115.0 mmHg at induction (average), which

was a mean of 8.4% below baseline. At post-

incision (average), values increased to a !

mean of 126.0 mmHg (mean of 0.5% below |

baseline). In the isoflurane group, mean SBP !

decreased from 129.0 mmHg at baseline to

i 123.7 mmHg at induction (average), which

I was a mean of 3.2% below baseline. At post-

incision (average), values increased to a

; mean of 136.3 mmkg (mean of 6.7% above

' baseling). In the desflurane group, mean

! DBP decreased from 76.6 mmHg at baseline

_to 66.1 mmHg at induction (average), which

‘was a mean of 11.5% below baseline. At

post-incision (average), values increased to a

"mean of 70.4 mmHg (mean of 7.3% below

{ baseline). In the isoflurane group, mean DBP .

. decreased from 78.8 mmlg at baseline to

173.5 mmHg at induction (average), which

i was a mean of 5.6% below baseline. At post-

‘ incision (average), values increased to a

i mean of 79.5 mmHg (mean of 1.7% above

' baseline). In the desflurane group, mean HR

"increased from 77.2 bpm at baseline to 84.6
bpm at induction (average), which was
10.6% above baseline. At post-incision
(average), values increased to a mean of 84.9
bpm (11.8% above baseline). In the

, isoflurane group, mean HR increased from
78.1 bpm at baseline to 86.9 bpm at
induction (average), which was 12.8% above
baseline. At post-incision (average), values

1 decreased to a mean of 83.1 bpm (8.2%

i above baseline). In the desflurane group,

-mean O2 saturation increased from 97.6% at

baseline to 99.1% at induction (average). At |
post-incision (average), values increased to a

* mean of 99.2%. In the isoflurane group, :
mean Q2 saturation increased from 98.0% at
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- baseline to 99.4% at induction (average). At

' post-incision (average), values increased to a

“mean of 99.5%. In the desflurane group,

, mean body temperature decreased from

135.95°C at baseline to 35.78°C at induction

(average), which was 0.09% below baseline.

At post-incision (average), values increased |

to a mean of 36.00°C (0.82% above

' baseline). In the isoflurane group, mean body

' temperature decreased from 36.49°C at n

baseline to 36.08°C at induction (average), !

: which was 1.13% below baseline. At post- |

incision (average), values increased to a !

‘mean of 36.10°C (1.07% below baseline).

: The mean end-tidal CO2 was 33.06% and !

:31,95% for the desflurane and isoflurane

| groups, respectively, at induction (average). !

The mean end-tidal CO2 was 35.87% and

34.88% for the desflurane and isoflurane \

groups, respectively, at post-incision [

(average). The mean inspired concentration

was 4.63% and 0.89% for the desflurane and

‘isoflurane groups, respectively, at induction

(average}. The mean inspired concentration

t was 5.05% and 0.97% for the desflurane and

| isoflurane groups, respectively, at post-

“incision (average). A total of 26 (86.7%) !

i subjects in both treatment groups !
experienced an episode of light anesthesia or

g hemodynamic instability requiring treatment.

| The protocol defined these episodes as

. follows: Light anesthesia: movement,

. swallowing, tearing or salivation;

i Hypertension: SBP > 20 % above baseline;

! Tachycardia: heart rate > 20 % above
baseline; Hypotension: SBP > 30 % below

~baseline, or BP lower than 100 mmHg/60

' mmlg; Bradycardia: heart rate <40 bpm, or

. low enough to cause hemodynamic
compromise Twenty-three (76.7%) subjects
in the desflurane group and 26 (86.7%)

_subjects in the isoflurane group experienced

. light anesthesia, hypertension or tachycardia

‘ requiring treatment. In all cases, the subject’s

“end-tidal concentration of inhalation agent

. was increased to treat the first occurrence. In

3 (10.0%) desflurane subjects and 7 (23.3%)

» isoflurane subjects, additional medication

''was also required to treat the episode.

. Hypotension requiring treatment was

i observed in 3 (10.0%) desflurane subjects

‘and no isoflurane subjects. The first episode

“was not resolved by either changing the
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| position of the subject or by infusion of
. fluids. In all 3 affected subjects, the end-tidal
' concentration of desflurane was decreased to
1 treat the first occurrencee. In 1 subject,

' medication was also required to treat the
i hypotension. No subject from either
!treatment group experienced bradycardia
( requiring treatment. The means of the
| ; average and peak intra-operative end-tidal

| concentrations for the desflurane group were ‘

| 4.07% and 8.49%, respectively. Means of the ‘
| average and peak intra-operative end-tidal
; concentrations for the isoflurane group were
,0.65% and 1.31%, respectively. A total of 19
+ (63.3%) subjects in the desflurane group and
126 (86.7%) subjects in the isoflurane group
| received fentanyl! intra-operatively for
! maintenance of anesthesia and increases in
' BP or HR. The median duration from
. cessation of inhalation agent to eye opening

: was 4.0 minutes in the desflurane group and ‘
| 4.5 minutes in the isoflurane group. The

| median duration in minutes until the subjects | ‘
| were able to respond to commands, e.g.,
_squeeze my finger, tell me your name, and |
I tell me your date of birth, were 5.0, 6.0, and |
! .6.0, respectively, in the desflurane group; |
! ~and 5.0, 10.0, and 10.5, respectively, in the

isoflurane group. The median duration from
' recovery room arrival to subject fitness for |
"discharge was 12.0 minutes in desflurane ‘

group and 13.5 minutes in the isoflurane
group. No subject in either treatment group

reported intra-operative recall.

21. Safety results . Reported AEs by preferred term in order

i of frequency were vomiting (2 [6.7%]

subjects, desflurane; 9 [30.0%] subjects,
: isoflurane), nausea (5 [16.7%] subjects,
desflurane; 5 [16.7%] subjects,
isoflurane), pyrexia (3 [10.0%] subjects,
desflurane; 2 [6.7%] subjects,
isoflurane), supraventricular tachycardia
(1 [3.3%] subject, destlurane; 0 [0.0%]
subjects, isoflurane), and renal failure (1
[3.3%] subject, desflurane; 0 [0.0%]
subjects, isoflurane.

,® One subject (3.3%, desflurane)

' experienced a severe AE (renal failure)
considered remotely related to study
drug.
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o A total of 11 (36.7%) subjects in the .
' desflurane group and 15 (50.0%) subjects '
in the isoflurane group experienced an

AE that was reported to be related
(remotely, possibly, or probably) to study ,
drug. |
* No subject in either treatment group :
experienced an AE that led to
discontinuation of study drug.
» No subject died in the study.

22. Conclusion (evaluation)

| The efficacy data were consistent with the !

current efficacy labeling of desflurane.
Treatment with desflurane was safe and well
tolerated in subjects undergoing elective

' major intra-abdominal or orthopedic surgery.
i Safety data collected in this study are

% consistent with the current safety labeling of
, desflurane, and did not identify any new

E safety signals or patterns.

i !
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Jonatok 30

1o Topsaaky npoBeieHHs eKCIIEPTH3H PEeECTpaLLiHHIX MaTepiatiB Ha JliKapcbKi 3aco0u,
110 NMOJAIOTHCS HA JePIKaBHY peecTpallito (nepepeecTpanito),
a TAKOXK EKCMEPTH3M MaTepiasiiB Npo BHECEHHS 3MiH 0 peecTpalliiiHuX matepianis

MPOTSAroM Aii peecTpaLifHoro nocBi 4eHHs
(nyHKT 4 po3aiay IV)

3BIT Npo kalHiuHe BUNpodysanHs Ne 56

1. Hasga nikapcbkoro 3aco0y (3a HasBHOCTi - Homep  CynpaH, napu Jist iHrassiuii, piansa

peecTpaLiifHOro NnocBiaueHHs)

2. 3asBHUK

3. BupoGuuk

4. ITpoBenieHi 10CTIKEHHS:

1) THn nikapceekoro 3acody, 3a sKMM MPOBOAMIACH
abo nnaHyeThes peecTpaitis

5. [loBna Ha3Ba KJIiHIYHOrO BUNIPOOYBaHHS,
KOZAOBaHMH HOMEp KJIIHIYHOrO BUNPoOYBaHH

6. @aza KAiHIYHOrO BUNpoOyBaHHs

7. llepioa npoBeaeHHs KITHIYHOTO BUNPOOYBaHHA

bakcrep C.A., benbris

bakcrep C.A., beabris

X Tak [J Hi

AKLLO Hi,
oOrpyHTYBaTH

Jlikapcekuii 3aci0 3a NOBHUM 10CHE
(aBTOHOMHE J10Ch€), IHLIWI JTIKapChKHii
3aci0, HOBa JIil0Ya peyoBHHA

31aTHICTD IHrAALIHHAX AHECTETHKIB
KOHTPOJIIOBATH MeMOJAMHAMIYHI peakuii Ha
Xipypriuty cTUMYJISILIIO

[-653-23

Dasza 111

3 15 ciuns 1992 poky a0 5 ceprins 1992
POKY

8. Kpaium, e nposoaunocs kniniyne punpodysanus CLIA

9. KifIbKICTh 10CHIKYBAHUX

3anaanosana: 60 nauieHTiB

Py tikoBano: 60 naiientis
podyianizonano EREghAATIPORNEHO0
anieiris 3rlAkv 3 OPNT IHANOM
2t AocToBIPHICTD
REPEKAAAY 3ACBIAYYD

Kinaveic H.B. \\



IpoananizoBano moao He3nexu: 60

NaLieHTiB
10. MeTa Ta BTOpHHHI Wi KAiHiYHOTO Ouinutu Oe3nexy Ta ePeKTHBHICTh
BUNIPOOYBaHHSA neciypany nopiBHsHO 3 i30¢IypaHOM y

MALi€HTIB, SKUM MPOBOJATH MIAHOBY BEJIHKY
BHYTpILLIHbOYEPEBHY ab0 OpPTONEIAUYHY

onepaiito.
| V e ; .
11. Jlu3aiin KaiHiuHOrO BUIIPoOyBaHHs PanaomizoBaHe BIIKPUTE 3 aKTHBHHUM
KOHTPOJIEM
12. OcHOBHI KpUTepil BKJIIOYEHHS e [lauienTy, sIKi OTPUMYIOTH 3arajibHy

aHecTe31t0 MPH MJIAHOBHUX BEIMKHX
BHYTPIiLLIHBOYEPEBHUX 1 OPTOIEAHYHHX
Mpoueaypax (3a BUHATKOM BEJIMKHX
CY/IMHHMX Omneparlii, TopakaabHOT
Xipyprii abo XipypriuHux BTpy4aHs, 1110
BUMAraroTh MIaHoBOT WTYYHOT
rinoTeH3ii /1 3MEHLIEHHS Xipypri4Horo
KpoBoTedi abo nojerimeHHs
XipypriuHoro A0ctyiy).

o ®izukaneuuii craryc I, 11 abo 11 3a
IKAJ0K AMEPHKAHCHLKOTO TOBAPUCTBA
anectesionorie (ATA).

e Bik: 18-80 pokiB BKJIFOUHO.

e (CraTh: 4oJIOBIKM; a00 HKIHKHU, AKI
BiMOBIAAKOTH HACTYIMHHUM KPUTEPisiM:
JKIHKH, S9Ki XipypriuHo crepuiibHi ado
nepedyBaloTh y NOCTMEHONAY3i
MPOTArOM OJJHOrO oKy, abo, y pasi
AIHOK 3 pernpoyKTHBHUM MOTEHLLiAI0M,
nalieHTKa MOBUHHA BUKOPUCTOBYBATH
cxpanenuit FDA meton koHTpauenuii
npotaroM 28 AHIB 10 MOYaTKy
JocipKeHH, 1 y Hel Oyna MeHcTpyallis
npotarom 28 AHIB 10 BKJIKOYEHHS B
JNOCTIDKeHHS, @ TAKOXK TeCT Ha
BAriTHICTE 3 BU3HAUYeHHAM B-
cyboaunuui XI'Y € HeraTMBHUM.

e [lauieHTH HagaBanu MUCLMOBY
iH(pOpPMOBaHY 3rojly nicjis Toro, siK im
MOBHICTIO MOSCHEHO XapaKTep
JIOCITIJPKEHHS.

13. TocnimkyBanuii nikapcbkuii 3acid, crnocid Hasga nikapebkoro 3acofy: nechaypa (I-
3acTOCYBaHHA, cuia Jil

AYyD

on Ay
SN 38002596 A
Ne1 AL
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IHAYKLIT aHecTesil nauieHTH OTpUMYBaH 10
3 MAK (18,0-21,75 % HanpukiHLi BUAMXY)
nechuypany/100 % kucens (O2) uepes
macky a0 intyoauil. [Ticns inaykuii y
naLieHTiB MiATPUMYBAIN KOHLIEHTPALLIO
nechaypany HanpuKiHui BUAUXY 10 1
MAK/O;. BumiproBainu KkoHUeHTpaLlii
HAINPHUKIHI BUMXY 1 TPOBOIHIIN 3HUIKEHHS
abo 30inblIeHHs 1034 Aecduypany
BILMOBI/IHO /10 NPOTOKOIY MiATPUMYIOUOT
| aHecTesii, BpaxoByIOUH
MiABMLIEHHSA/3HMIKEHHS apTepialbHOro
THCKY a00 4acTOTH CepLEBUX CKOPOYEHb.
|
|
i

Cniocib 3acTocyBaHHst: iHraAsLiiHO

14. [Npenapar nopiBHsHHA, 1034, C10ci0 Hasga aikapebkoro 3acody: i3odnypan
3aCTOCYBaHHsA, cuia Jii
Jo3a: nauieHTd oTpUMYBaliM TionieHTan abo
Tiaminan (10 5 MI/Kr BHYTPILIHBOBEHHO) B
71031, IOCTATHIHN /1 TOro, 1od BUKIHKATH
BTpaTy KopHeaabHoro peduaekcy. Iig vac
iHAYKUIT aHecTe3ii nalieHTH OTPUMYBAJIH J10
3 MAK (3,15-3,84 % HanpuKiHLi BUAHXY)
izoaypany/100 % O; uepes macky 10
inty6auii. [Ticns inaykuil y nauieHTis
MiATPUMYBAIK KOHUEHTpaUito i30(uypany
HanpukiHui Buauxy a0 1 MAK/Oa.
BuMiptoBaau KOHUEHTpaLT HanmpUKiHLI
BHIUXY i POBOIMIIH 3HHIKEHHA a0o
30inbIIEeHHs 1034 i30¢uTypaHy BiINOBIIHO
J10 NPOTOKOJY MIATPUMYIOUOT aHecTesil,
| BPAXOBYIOUH [MiABUIIEHHA/3HHKEHHS
| apTepiaJlbHOrO THCKY a00 YacTOTH CepUEBHX
‘ CKOpOYECHb.

Cnocid 3acTocyBaHHs: IHransiiiHo

15. CynyTHs Tepanis He ©yJ10 »o0aHuX 0OMEKEHb 1010
3aCTOCYBAHHA IHUIMX J1IKAPCHKUX
rpenapartie /10, NpoTaromM ado mnics
onepatiif. Yci 3actocoBaHi CynyTHi
npenapat 0ys0 HeOOXiHO 3apeccTpyBaTH B
MeMYHIH KapTui nauieHTa.

16. Kputepii ouiHku eekTHBHOCTI ComaTuyHi, CHMIIATUYHI Ta reMOAUHAMIYHi
peakuii Ha XipypriuHy CTUMYJISLLO.

KRARHUKY TEMOIMHAMIKY | IMXaHHSI,

K opHi nokasnukbE PEddhbAa 3POBAEHO

X ABULLL ([—ﬂ}ll‘lu 3 0PN IHANOM
2 0CTOBIPHICTD
REPERAARY 3ACBIAYYD

Kinavele H.B.x\

17. Kpurepii ouinku Ge3rnexu




18. CtarucTHuHi METOAH

Bynu yzaranbueni nemorpadiuni nai,
BKJIIOYAIOYUM BIK, pacy, cTaTh, CTATYC 3a
uikanoto ATA, 3pict i macy Tina. Takox
Oyna nigcymoBaHa TPUBAIICTh €KCIO3M LT
iHranguiiinux 3acobis.

EdexrushicTs: yci nposikoaHi natieHTy
Oy/iu BKJIOYEHI B OLLIHKY e(peKTHBHOCTI.
3Hauylli napamMeTpH, nos's3aHi 3
edeKTUBHICTIO, OyH 3BesieHi B TabMLIO Ta
y3arajibHeHi 6e3 CTaTUCTUYHHUX TECTIB.
KiHleBi TO4KH epeKTHBHOCTI BKIIOHAIH
OIIHKY peakuii naijieHTa Ha iHraasiiiHi
rnperapary rij yac onepattii Ta BUXij
naiieHTa 3 HapKo3y niciis onepatutii. Byau
pO3paxoBaHi OMHUCOBI CTATUCTHUYHI JIaH1 Julst
reMOJUHAMIYHHUX 1 pecIipaTopHUX
napaMeTpiB (AiacTOMIMHHMI | CHCTOMIYHMIA
aprepianshuii Tuek [JIAT, CAT], UCC,
HacuuyeHHs kucHeM [Sa0:], niokeua
pyrueio (CO2) HanpuKiHII BUAKXY i
TeMIeparypa); iHTpaonepauiiHux 3MIHHUX
(KOHLIEHTpaUii HANPUKIHLI BUAUXY [CcepeHs
i nikosa), BejeHHs deHTaniny) i
napameTpiB BUXO/Y 3 HApKO3y (TpUBaicTh
Mepioay Bif MPUMUHEHHSA IHranALiT 10
BIAKPMTTSA Oue€H i 10 Yacy, KOJIH NalieHT
3MIr pearyBaTd Ha KOMaHIu (Hanpukna,
CTUCHYTH najellb, MOBIIOMMTH J1aTy CBOTO
HAPOKEHHS ), @ TAKOIK TPUBANICTD Bij
Ha/IXO/DKEHHS B MicasonepaliiiHy nasary a0
rOTOBHOCTI MaLieHTa 10 BUNUCKH). Takox
OLLIHIOBAJIH 4AcTOTY NMpoOy/IKeHHs Mij vac
OIePaTUBHOrO BTPYYAHHS, CTAH MALEHTA 3
MEepLIMM eni30A0M JIerKoT aHecTesil, a TaKoMK
reMo/IMHaMi4Hi peakuii, sxki notpeOyBanu
JiKyBaHHs Ta/ab0 Oyab-AKHX
KOPUTYyBalbHUX 3ax0AiB. ['eMoauHamiuHi Ta
pecrnipaTopHi napaMeTpu Oy/u y3arajibHeHi
Ha eTanax JOCHiJIKeHHS 10 IHIYKLIT, nija Jac
iHAYKUIT Ta nicas po3pisy.
BHyTpillHBOIHAMBIAYANIbHI CEepeaHi, MIKOBI
Ta MiHIMaJbHI 3HAYEHHS MiJ1 Yac iHAyKILT Ta
nicist po3pisy Oysiu niacymMoBaHi 3a rpynamu
AiKYBaHHA 3a JI0NOMOTOK CTaTUCTUUHHX
JaHMX (Hanpukiazn, cepeate 3HauyeHHs, CB,
MPOLEHTHIII, MIHIMYM Ta MAKCHUMYM).
Tpueanicts niicyMOBYBaIM 3a JONOMOTOK
MejliaHu, cepeaHbLoro 3HayeHHs, CB,

T MRHMYMY Ta Makcumymy. Yueo i BigcoTok

722, RUIKOPHUCTaHI A5 MiACYMOBYBaHHS

A quH?( 3IMiH HRA<$POEREHO

AKi 10T b RBGIERHEHANOM

0CTOBIPHICTD
l'IEgPEHlA" 3ACBIAYYD

Hinavelt H.B

|aeHTdinaLiiHMi Koa /;\\

38002596 )"
Ne1 : ;)j
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19. Jlemorpadiuni NOKa3HUKK J0CTIKYBaHOT

nonynsuiil (crare, Bik, paca, Tol0)

20. Pe3ynbTatn edekTUBHOCTI

dentaniny).

Besneka: HeOaxkani siBuina Oyiv 3aKo10BaHi

3 BAKOPUCTAHHAM MeMYHOro CIOBHHKA
peryastoproi aisnbHoceti (MedDRA). Vei
NpoJiKOBaHi NaieHTH Oya1 BKIIKOYEH] B
ouinky 6e3nexu. HeGaxani ssuia (H)
Takox Oy/IM po3nojiNeHi 3a TaKUMH
kateropisimu: Tsokki HS, HA sxi npunaiimai
Bi/LIaIeHO NMOB'A3aHi 3 10CTiUKYBAHUM
npenapatom, H, siki npussoauiu 10
MPUNUHEHHA yyacTi y aochimkenni, i HA,
(1O MPU3BOMJIM /10 JIETATBHOTO BHMA/KY.
Yei sapeectpoBani HS Gynu ysaransHeni 3a
KJIACOM CHUCTEM OpraHiB, TEPMiHOM
MepeBayKHOr0 BUKOPUCTAHHS | IPYIOI0
NiKyBaHHs. 3BeJeHi JaHi BKIIOYAIU
KiJIbKICTB Ta BIACOTOK MALi€HTIB 3
HebaskaHUM sBUILEM. Bysin nepepaxosaHi
Bci HA, a rakoxk Oynau nigroroBnexi okpemi
cnucku A 3Havywux HA (nanpuknan,
TsKKUX HA).

HMechaypan:

Crate (qonoBiku/kiHku): 12/18

Cepenniii Bik (pokiB): 45,9

ETHIYHE NOXOMKEHHS
(eBporneoiin/Herpoinn/ icnaHcbKoro
MoxoKeHHs/Mouronoiau/inwmi): 17/13/0/0/0
Crarye ATA (IV/I/111): 6/24/0

Cepenniii 3pict (cm): 1689

Cepennsa maca tina (kr): 78,6

[30daypan:

Cratb (4osOBiKM/3KiHKK): 9/21

Cepenniii Bik (pokis): 45,8

ETHiuHe NnoxomKeHHs
(eBponeoiin/Herpoinu/ icnaHcbKkoro
MoXoKeHHs/MoHrono i au/ivmi): 13/16/0/1/0
Craryc ATA (I/1I/111): 8/20/2

Cepenniii 3pict (cm): 165,5

Cepenns maca Tina (xr): 73,5

Y rpyni aecaypany cepeanii cuctonivHuii
aprepianbHuid TUCK (CAT) 3HM3MBCS 31

127,0 MM pT.CT. Ha BUXIIHOMY piBHI 10
115,0 MM pT.cT. Nij 4ac iHAYKUIT (cepeaHe
3Ha4YeHHs ), 1o Oyno B cepeaHboMy Ha 8,4 %
HIDKYE BUXiaHOTO piBHA. [Ticns po3pisy
BHAUCHHS 301IBIININCA B CEPEHBOMY /10

BUXIIHOTO PEHfip
¢ AoCTOBIPHICTD
REPEKAAAY 3ACBIAYY

Kinavele H.B.

l MM pT.CT. (y ceqﬁlpv‘%‘y g;tﬂ;?&’“ HO
‘. N THANOM
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i30(ypany cepeaHii CHCTONIUHUH
aprepianshuit THek (CAT) 3Hu3MBCA 3i
129,0 MM pT.CT. Ha BUXITHOMY PIBHI J10
123,7 MM pT.CT. Mij yac iHAYKUIT (cepeane
3HaueHHs), o Oyno B cepeaHboMy Ha 3,2 %
HIK4e BUXijHOrO piBHa. [Ticas po3pisy
3HAYEHHS 3011bLIIMIIUCS B CEPEHBOMY /10
136.3 mm pt.cT. (y cepeansomy Ha 6,7 %
BHLUE BUXIAHOTO piBHA). ¥ rpyni
necaypany cepeHiit giacTosivuHmii
aprepianbuuii THCK (JIAT) 3Hu3uBCs 3
76,6 MM PT.CT. Ha BUXiZHOMY PiBHi /10
66,1 MM pT.cT. Mij Yac iHAYKUIT (cepeane
3HAYEHH#), 110 Oy/0 B cepeIHbOMY Ha
11,5 % nwxue BuxigHoro pisug. [licns
po3pi3y 3HauYeHHs 30i1bLIMINCA B
cepesHbomy 10 70,4 MM pr.cT. (Y
cepeiHbOMY Ha 7,3 % HHKYe BUXIJAHOIO
piHs). Y rpyni i3odaypany cepeaHiii
aiactoniunuii aprepianbHuii THek (JIAT)
3HM3MBCA 3 78,8 MM pT.CT. HA BUXiAHOMY
piBHi 10 73,5 MM pT.CT. MiJ Yac iHAYKIIT
(cepeaHe 3HaYeHHs), 1110 Oy/10 B cepeIHbOMY
Ha 5,6 % Huwkve BUXiaHoro pisHa. [licas
po3pi3y 3HaYeHHd 301AbIIHANCA B
cepeaHboMy 10 79,5 MM pT.cT. (y
cepeaHbomy Ha 1,7% Builie BUXiAHOTO
piBus). Y rpyni aecdaypany cepeaHe
sHauenns YCC 30insumnocs 3 77,2 ynapy
Ha XBMJIMHY Ha BUXiJHOMY piBHi 10 84.6
yaapy Ha XBHIMHY Mij 4yac iHAyKuii
(cepenne 3HayeHHd), uo 6yno Ha 10,6 %
BuLLE BUXiAHOTO piBHs. [Ticns po3pisy
3HaueHHs 301IbIIWINCS B CEPeHBOMY /10
84.9 ynapy na xguiuny (Ha 11,8 % Bue
BUXiHOTO piBHA). Y rpyni i3odaypany
cepeane 3HaveHHa YCC 36inbmnocs 3 78,1
yJapy Ha XBHJIUHY HAa BUXIZHOMY PiBHI 10
86,9 ynapy Ha XBHIWHY M1iJ1 Yac iHAYKLIT
(cepenne 3navenns), wo Oyno Ha 12.8 %
BuLLe BUXiaHOrO piBHs. [Ticns pospisy
3HAYEHHS 3HU3MJIMCH B cepeHboMy 10 83,1
yaapy Ha XBuiauHy (Ha 8,2 % Buiue
BUXiZHOTO piBHA). ¥ rpyni aecdaypany
cepe/iHe HacuueHHs Oy 36iablumnIOCs 3
97.6 % Ha BuXiaHoMy piBHi 10 99,1 % nix
yac iHayKuii (cepeaHe 3nayenns). [licas
po3pi3y 3Ha4YeHHs 30iAbIIHINCS B

g DEAHBOMY 110 99,2 %. V rpyni i3odaypany

sic HacuueHns O 30inblmIoCs 3

Wa BuxigHOMy piBHi 10 99.4 % nix
g (cepeaif] EREEANA)-JPOEAEHO
fauenns FRIARGIFCOPNT | HANON
; AocToBiPHICTD
REPEKAARY 3ACBIAYYD

Hiwaveic 0B, |,



cepeHbOMY 10 99,5 %. ¥V rpyni
aeciypany cepens Temneparypa Tina
suusuaacs 3 35,95 °C Ha BUXiJIHOMY piBHI
10 35,78 °C nip yac iHaAyKUiT (B
cepeaHbomy), 1o Oyno Ha 0,09 % Huxue
BUXiHOTO piBHA. [licis po3pizy 3HaueHHs
30inbmInes B cepeaHbomy 10 36,00 °C (Ha
0,82 % e BuxiaHOro piBus). Y rpymi
i30dypaHy cepeHa Temneparypa Tijaa
3uu3Maaca 3 36,49 °C na BUXiaHOMY piBHI
710 36,08 °C nija yac inaykuii (B
cepeiHboMY), 110 Oyno Ha 1,13 % Hukue
BUXiaHOro pishs. [Ticns po3pisy 3HaueHHs
30bLIMIMCS B cepeanbomy 10 36,10 °C (na
1,07 % uwnxkue BuxiaHoro pisus). Cepenns
koHuentpauis CO2 HaMPUKIHL BUAHXY
nopisaiosana 33,06 % ta 31,95 % ans rpyn
naecaypany Ta izodaypaHy BiANOBIAHO Mij
yac iHAYKLIT (cepeane 3navenns). Cepeans
kouuenrpauiss CO2 HANPUKIHLT BUAKXY
nopisHioBana 35,87 % ta 34,88 % ans rpyn
neciypany ta izodgaypaHy BiaNoBiAHO
nicas po3pi3y (cepeaHe 3HaueHHs). Cepeaus
KOHLEHTpallis Ha BAWXY cTaHoBHaa 4,63 %
ta 0,89 % ans rpyn gecaypany ta
i3o¢ypaHy BiAMOBIAHO Mijl Yac iHAYKLIT
(cepenne 3HaueHHst). Cepe/iHs KOHLEHTPaLLis
Ha Bauxy cranosuia 5,05 % ta 0.97% ana
rpyn aechaypany ta izoduypany
BI/LMOBIIHO Mic/s po3pisy (cepenHe
3Ha4eHHs ). 3aranom y 26 (86,7 %) nauieHTiB
B 000X rpynax JikyBaHHs crioctepiraBes

eni3o/1 Ierkot aHectesit abo remoMHaMiyHOT

HecTabibHOCTI, 110 noTpedyBaso
nikyBaHus. [TpoTrokon Bu3Hauas wi enizonu
HACTYIHUM YHHOM: JIerKa aHecTesisi: pyx,
KOBTaHH$, ¢1b030Teya abo ciMHOoTeYa;
aprepianbHa rineprensis: CAT = 20 % suine
BHUXIJHOIO PiBHS; Taxikap/if: yactoTa
cepueBux ckopoueHs = 20 % suie
BUXIJIHOT'O PiBHS; aprepiajibHa rinoTeH3is:
CAT = 30 % Hukue BUXIZAHOrO piBHs, a0
AT nmkue 100 MM pr.cT./60 MM pT.CT.;
OpaauKap/is: 4acTora cepLeBHX CKOpOUeHb
< 40 ypapie Ha XBHIHHY, 200 10CHTH
HH3bKA, W00 BUKIMKATH MOPYLLEHHS
remoauHaMiku. Y aeaauat tpeox (76,7 %)
MaLieHTiB B rpymi ,uectbnypaﬂy iy26

__L(86 7 %) naiieHTiB B rpyni izohaypany

REREPIra/ines Jierka aHecTesis,
Ry bHA rlnepTeﬂ}m]q(lmﬂm
W IKYBRAEAHY 510 PR RETON
tithuis inrais §HED08 HIPROTb
j NEPEKAARY 3ACBIAYYD

HinavRie H.B.\\
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HANpUKIiHL BUAKXY 30inbIIyBanacs a1
nikyBaHHs nepiuoro emnizoay. 3 (10,0 %)
nauieHTH, ski oTpumyBaiu jaechuypan, i 7
(23,3 %) naujieHTiB, sKi OTPUMYBAIH
i30(ypan, Takox notpebyBanu
JI0/IaTKOBOIO MEIMKAMEHTO3HOTO JIiKYBaHHS
enizony. AprepiajibHa rinorexsid, aka
norpedyBana JikyBaHHs, cnocTepiranacs y 3
(10,0 %) nauieHTiB, IKi OTPUMYBaJH
necuypat, a y )OJAHOTO NnauieHTa, aKuid
orpumyBas izodiypan, He criocTepiranacs.
[epiuwmii enizon He OyB yCyHEeHMit Hi 3MiHOKO
MOJIOKEHHs NalieHTa, Hi iHdy3iero piauH. ¥V
BCIX 3 TAKMX NALi€HTIiB KiHLEBa
KOHIEHTpallia aechaypany Oyia 3HHKeHa
JUIS TIKyBaHHS MepIioro enizony. | nauieHr
TaKoXK noTpedyBaB MeJUKaMEHTO3HOTO
NiKYBaHHs apTepiajibHOT rinorensii. ¥
’KOJTHOrO nauieHTa 3 000X rpyn JiKyBaHH:
He crocTepiranocs OpaauKapail, 1o
BUMArasa JliikyBaHHs. YcepeiHeHi 3HaYeHHs
cepeiHbOi Ta NiKOBOI KOHLIEHTpaLlii
HAMPUKIHLI BUAUXY [POTATOM onepattii a1
rpynu aechaypany craHoBuiau 4,07 % i
8.49 % BianoeiHo. YcepeaHeHi 3HaYeHHS
CepeAHbOi Ta MiKOBOI KOHUEHTpaLlii
HAMPUKIHI BUAUXY NPOTATOM onepaii juist
rpymu izodgaypany cranosunu 0,65 % ta
1,31 % gianosigxo. 3aranom 19 (63.3 %)
nauieHTiB y rpyni aecaypany ta 26

(86,7 %) nauieHriB y rpyni izoguypany
orpumyBaiu QeHTaHin i yac onepauii s
niaTpuMKK aHectesil Ta niasuuerHs AT aGo
YCC. Meziana TpuBaioCTi nepioay Bij
NPUITMHEHHSA iHraJILil npenapary 10
BIZAKPUTTS Oueil JopiBHIOBana 4 XBUIWHH Y
rpymi aecduypany Ta 4,5 XBUIMHK Y rpyIi
i3onypany. Meaiana Tpusanocti nepioay y
XBHIIMHAX JIO TOFO MOMEHTY, KOJIW MallieHTH
MOYMHAIM pearyBaTu Ha KOMaHaH,
HaNpUKIaJl, «CTUCHYTH Miii nanetpy,
«CKa3aTH CBOE iM'A» Ta «HA3BATH JIaTy CBOTO
Hapo/uKeHHs», ctaHosuaa 5,0, 6,0 Ta 6,0
BIAMOBIAHO y rpyni aecdaypany; i 5,0, 10,0
ta 10,5 BianosiaHo y rpyni izodaypany.
Meniana TpuBanocTi nepiofy Bij
Ha/IXO/UKEHHS B Mic/sonepauiiiHy nauary 1o
rOTOBHOCTI nauieHTa J10 BUITHCKH CTAHOBMJIA

TEPEKAAR 3POBAEHO
3riAH. 3 OPHF IHANOM

AocToBiPHICTD
REPEKAARY 3ACBIAYY

Kinayeic H.B.
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21. PesyneraTu 6e3neku

22. BUCHOBOK (3aKJIIOUYEHHS)

N laeHTudikauiidnmi Ko,

R 38 :"f-'
X\ 38002596

criocTepiranocs npodyKeHHs 1ij] yac
OTEPAaTUBHOIO BTPYHAHHS.

e [losinomusutocs npo Hactynui HA
BIIMOBIZHO 10 TEPMiHY TIEPEBAKHOIO
BUKOPHCTAHHS B MOPAAKY YaCTOTH:
OmoBanus (2 [6,7 %] nauieHris,
nectaypan; 9 [30,0 %] nauienTis,
izonypan), nynora (5 [16,7 %]
nauieHTis, aechaypan; 5 [16,7 %)
nauieHTis, isoduypau), nipekcis (3
[10,0 %) nauienris, necdaypan; 2
[6.7 %] nauientis, i3oduypan),
HajuutyHoukosa taxikapais (1 [3,3 %]
nauieHTis, aechaypan; 0 [0,0 %]
nauieHTiB, i3o0aypaH) Ta HUpKOBa
HegoctatHicTh (1 [3,3 %] nauieHTis,
nechaypan; 0 [0,0 %] nauientis,
i30haypaH.

e VY oanoro nauienTa (3,3%, nechnypan)
posBuHynocs Tsaxke HA (Hupkopa
HEJIOCTATHICTE), 1110 BBAXKAJIOCS
Bi/LIQJICHO TMOB'S3aHUM 3 IOC/IKYBAHUM
npenapaTom.

e 3aranomy 11 (36,7 %) nauientis y rpymi
nechaypany Ta y 15 (50,0 %) nauienris
y rpyni izohaypany cnocrepiranocs HA,
noB'sa3aHe (BiJganeHo, MOKIHBO abo
MMOBIPHO) 3 10CA1KYBaAaHUM
npenaparom.

e VY JKOJAHOIO MalieHTa B yCiX rpynax
nikyBaHHs He Oyno HA, sike npussoauio
OM 10 NPUITHHEHHS 3aCTOCYBAHHSI
JOCIIJUKYBAHOTO rpenapary.

e He Oyn10 %OAHOrO JI€TANBHOIO BUNAAKY
B XOJIi IOC/TI/DKEHHS.

Jlai 3 e)eKTUBHOCTI BiANOBIJAIOTH
noTouHii indopmauii 3 epekTuBHOCTI,
HaBeaeHiil y mapkyBaHHi aecduypany.
3actocyBaHHs aecquypany 0yao 6e3nedHum
i 106pe nepeHOCHIoCcs NalieHTaMHt, AKUM
MPOBO/INIIN [JIAHOBY BEJIMKY
BHYTPilIHBOYEPEBHY a0 OpTONEANYHY
onepauito. lani 3 6e3nexu, orpumani B Xoi
BOTO JIOCIIKEHHS, BiIMOBIIAI0TH
nomlmm m(bopmauu 3 6e3ne|<u HaBeneHm

,: MIHI HOBI CUTHAIM a0 naTTepHH

: neKH. MEPEKAAR 3POGAENO
B\ 3riAH. 3 OPHF IHANOM
AocToBIPHICTD

NEPEKAARY 3ACBIAYYD

Kinaveic H.B. \\



3asBHUK (BJIACHHK
peectpauiiiHoro
MOCBiTYEHHS)

IMianue: Ixeccika Cpatex
Enextpounnii nignuc: [Ikeccika Cparex

[lincTasa: 5 3arBepakylo uei JOKyMEHT
Jlara: 18.01.2024 18:53 CST

E-mail: jessica_svatek@baxter.com(mnianuc)
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Annex 30

to the Procedure of registration materials examination of medicinal products,

as well as expert review

submitted for state registration (re-registration),
of material for changes to registration materials
during the validity of the registration certificate

(art. 4, section IV)

Clinical research report No 37

t 1. Name of medicinal product (if available — number
of registration certificate):

2. The applicant

f
!

i 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
i
|
1

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:

l
|
I
[

' Suprane, Inhalation Vapour, Liquid

Jp—— g e - B -

Baxter SA, Belgium

—_— e ————

. Baxter SA, Belgium

B if not explain

i T
yes [  no:

l ] i ;
- )

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

The Minimum Alveolar Concentration
(MAC) of Desflurane in Oxygen (O2) in
Elderly Patients

I-653-24
Phase [
10 Dec 1991 — 23 May 1992

United States

Planned: A sufficient number of subjects in
-order to produce 6 crossover pairs (i.e.,
' protocol-defined pairs of subjects needed for
"MAC determination) per treatment group.
Randomized: 39 subjects
+ Treated: 39 subjects
Analyzed for Efficacy: 39 subjects
Analyzed for Safety: 39 subjects
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i 10. Purpose and secondary objectives of the clinical To evaluate the MAC, the safety and

r research _effectiveness of desflurane/O; in elderly

| _subjects undergoing elective intra-
,abdominal, urologic, orthopedic, plastic, ear-
. nose-throat or gynecologic surgery.

{1 1. Clinical research design  Randomized, single center, open-label, non-
' controlled

Lo —eee —_—— = - - [ —_ —— = _—_ - == - .-.«....i.-ﬁ I T N - - - = = - =
{12. Main inclusion criteria | Patients undergoing general surgical,

! major orthopedic, ENT, plastic,

i gynecologic, and open urologic

~ procedures requiring a surgical incision.
ASA Status I, IT or III.
Age: 65 years or older. i
Sex: Male or Female. '
Patients giving written informed consent
after the nature of the study has been
fully explained.

1
|
F
I
|
|
|
i
!
!

13. Test medicinal product, method of

Name of drug product: Desflurane (I-653) |
administration, efficiency =

! ;Dose: Subjects received an end-tidal

" concentration of 3.0-3.6% desflurane/O2
(desflurane in combination with 4 L/min O3

; and 6 L/min N20}) or end-tidal concentration

“of 3.0-3.5% desflurane/Oz with 10 L/min of
oxygen. Following induction, subjects were
maintained with desflurane/O; or desflurane
50-60% N20. End-tidal concentrations were

measured and reductions or increases of

! desflurane were administered in accordance

with the protocol for maintenance of

anesthesia, including increases/decreases in

blood pressure (BP) or heart rate (HR).

Mode of administration: Inhalation

I‘ 14, Reference substance, dose, method of None
administration, efficiency

+ 15. Concomitant therapy There are no restrictions on other intra-
5 ‘operative or post-operative medications. All
concomitant medications were recorded on

the appropriate case report form.

J
1

I
i
]
i
. . . t . . .
16. Efficacy evaluation criteria : Anesthesia maintenance, hemodynamics,
' emergence, and recovery variables
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17 Safety assessment criteria Adverse events (AEs), respiratory, and
laboratory parameters

18. Statistical methods The demographic data, including age, race,
sex, ASA status, height, and weight were
| summarized. Duration of exposure to
i inhalation agents was also summarized.

{ Efficacy: All treated subjects were included

i in the assessment of efficacy. Significant

! ' parameters related to efficacy were tabulated
| and summarized without statistical tests.
Efficacy endpoints included assessments of
_subject response to inhalation agents during
surgery and subject emergence from
anesthesia post-surgery.

 Safety: Adverse events were coded using the '

n ' Medical Dictionary for Regulatory Activities

(MedDRA) All treated subjects were

included in the assessment of safety. AEs

were sorted into categories of severe AE, an

1 AE which was at least remotely related to
' study medication, an AE which led to

~discontinuation from the study, and AE
resulting in death. All reported AEs were

' summarized by system organ class (SOC)

+ preferred term, and treatment group.
Summaries included the number and
percentage of subjects reporting the event.
All AEs were listed and specific listings

| . were also produced for significant AEs (e.g.,

l . severe AEs, AEs leading to discontinuation

' from the study and/or hospitalization).

' 19 Demographic indicators of the populatlon study Desﬂurane/OZ
(gender, age, race, etc.) Sex (male/female): 18/0

! » Mean age (yrs): 69.6

' Race
{Caucasian/Black/Hispanic/Asian/Other):
14/3/1/0/0

ASA Status (I/IV/III): 0/12/6

Mean height (cm): 175.7

. Mean weight (kg): 83.8

I
I
|
I
[}
I

¥
}
1

Desflurane/N20:

Sex (male/female): 21/0

Mean age (yrs): 69.7

Race
i (Caucasian/Black/Hispanic/Asian/Other):
15/3/3/0/0

ASA Status (V1VIID): 1/11/9

P ——
i




| 20. Efficiency results
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Mean height (cm): 175.3
. Mean weight (kg): 77.5

' In the desflurane/O2 group, mean systolic

'blood pressure (SBP) decreased from 162.4

! mmHg at baseline to 126.2 mmHg at

. induction (average), which was a mean of

1 20.8% below baseline. At post-incision

1 (average), values increased to a mean of

| 137.1 mmHg (mean of 14.2% below

l baseline). In the desflurane/N20 group, mean

| SBP decreased from 155.1 mmHg at

 baseline to 126.2 mmHg at induction

' (average), which was a mean of 17.7%
below baseline. At post-incision (average),

| values increased to a mean of 130.0 mmHg

' (mean of 15.4% below baseline). In the 5

_desflurane/O2 group, mean diastolic blood

' pressure (DBP) decreased from 87.6 mmHg

! at baseline to 67.3 mmHg at induction

i (average), which was a mean of 21.5%

- below baseline. At post-incision (average),

‘ values increased to a mean of 74.9 mmHg

‘ (mean of 12.4% below baseline). In the

' desflurane/Nz0 group, mean DBP decreased

: from 86.5 mmHg at baseline to 70.1 mmHg

at induction (average), which was a mean of

. 17.6% below baseline. At post-incision

' (average), values increased to a mean of 72.5
mmHg (mean of 14.4% below baseline}. In

;thc desflurane/O; group, mean HR increased
from 75.1 beats per minute (bpm) at baseline

"to 77.2 bpm at induction (average), which
was a mean of 4.2% above baseline. At post-

“incision (average), values increased to a
mean of 79.9 bpm (mean of 8.3% above
baseline). In the desflurane/N2O group, mean
HR increased from 75.0 bpm at baseline to
79.4 bpm at induction (average), which was
a mean of 9.3% above baseline. At post-
incision (average), values decreased to a
mean of 75.9 bpm (mean of 4.4% above
baseline). In the desflurane/O2 group, mean
Q2 saturation increased from 97.2% at
baseline to 99.0% at induction (average). At

' post-incision (average), values increased to a

"mean of 98.6%. In the desflurane/N>O

‘ group, mean O saturation increased from

i97.2% at baseline to 97.4% at induction

' (average). At post-incision (average), values

.increased to a mean of 97.9%. The mean
end-tidal CO; was 31.10% and 31.01%for




|
)
f
i
i
!
i

!
: 21. Safety results
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the desflurane/Oz and desflurane/N»O,

.respectively, at induction (average). The
mean end-tidal CO2 was 31.97% and 31.42%
for the desflurane/O; and desflurane/N20O

. groups, respectively, at post-incision

. (average). Means of the average and peak

_intra-operative end-tidal concentrations for

i the desflurane/O; group were 6.45% and

| 12.67%, respectively. Means of the average

'and peak intra-operative end-tidal

| concentrations for the desflurane/N2O group

| were 4.52% and 16.30%, respectively. The
concentration during the last 15 minutes of

| anesthesia was 4.34% for the desflurane/O2
group and 4.33 for the desflurane/N20O
group. A total of 2 (11.1%) subjects in the

| desflurane/O2 group and 5 (23.8%) subjects

in the desflurane/N20 group group received

| fentanyl intra-operatively for maintenance of -

I anesthesia and increases in BP or HR. The

I median duration from cessation of inhalation

l agent to eye opening was 5.5 minutes in the
“desflurane/O: group and 4.0 minutes in the

: desflurane/N20 group). The median duration

| in minutes until the subjects were able to

. respond to commands ,e.g., squeeze my

 finger, tell me your name, and tell me your
date of birth were 6,5, 12.0, and 14.5,
respectively, in the desflurane/O2 group; and

.5.0, 9.0, and 11.0, respectively, in the

. desflurane/N,O group. The median duration
from recovery room arrival to subject fitness
for discharge was 90.0 minutes in
desflurane/O; group and 60.0 minutes in the
desflurane/N20 group.

e A total of 87.2% of subjects (15 [83.3%)]
subjects, desflurane/Oz; 19 [90.5%]
subjects, desflurane/N20) experienced at
least | AE during the study.

. ¢ The most frequently reported AEs were
hypotension (11[61.1%)] subjects,
desflurane/Oz group; | [4.8%] subjects,
desflurane/N20 group), hypertension,
and tachycardia (7 [38.9%] subjects,
desflurane/Q2 group; 9 [42.9%] subjects,

i desflurane/N20O group).

‘e One subject (desflurane/Oz) experienced

. the AE of hypertension that was reported '
as severe. The event was considered by
the investigator to be possibly related to

©  study drug and the subject recovered
from the event.




22, Conclusion (evaluation)

Applicant (holder of
registration certificate)
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o A total of 83.3% of subjects in the
desflurane/O; group and 90.5% in the
desflurane/N2Q group experienced an AE
that was reported to be related (remotely,
possibly, or probably) to study drug.

.* No subject experienced an AE that led to
' discontinuation of study drug. i

:
. No subject died during the study.

| The efficacy data were consistent with the
I current efficacy labeling of desflurane.

. Treatment with desflurane was safe and well
"tolerated in elderly subjects undergoing
'elective intra-abdominal, urologic,
~orthopedic, ear-nose-throat, plastic, or

| gynecologic surgery. Safety data collected in -
! this study are consistent with the current

‘ safety labeling of desflurane, and did not

i identify any new safety signals or patterns.
!
- | I .
. Electronically signed by; Jassica
Signature: JESSiod Svatok  Sam "

Reason: 1 8, ve this document
Data; Jan 18, 2624 18.53 C5T

Emait:_jessica_svatek@baxter.com (signature)
(Name)
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Jlonarok 30

1o [opaaky nposeieHHs €KCNEPTHU3M PeecTpallifiHkX MaTepiaiB Ha JikapchKi 3acobu,
10 MOAAIOTHECSA Ha JIEPKaBHY peecTpailio (nepepeectpatliio),
a TAKOK EKCIepTH3N MaTepialiiB npo BHECEHHs 3MiH 10 peecTpaliiiHuX MaTtepiasis

MpOTArOM Jjii peecTpauiifHOro nocBiaYeHHs
(nyukr 4 po3ainy 1V)

3BIT npo KiatHiuHe BUnpodysanus No 57

1. Hasga nikapcekoro 3aco0y (3a HasiBHocTi - Homep  Cynpaw, napu st iHransuii, piavxa

peecTpauiifHOro NocBi14eHHs)

2. 3aABHMK

3. Bupobuuk

4. lNposeaeni J0oCHiIHKEHHSA:

1) Tun nikapcekoro 3acody, 3a AKUM NPOBOAKIACS
abo nuaHyeTbes peecTpailis

5. [NoBHa Ha3Ba KJaiHIYHOrO BUNPOOyBaHHs,
KOAOBaHMH HOMEP KJIIHIYHOro BUNPOOYBaHHS

6. ®aza kKaiHiYHOrO BUNPOOYBaHHA

7. Tlepioa npoBeaeHHs KJAIHIYHOrO BUIIPOOYBaHHS

8. Kpaiuu, ae npoBoauiocs KiiHiuHne BUnpoOyBaHHs

9. KinbkicTb 10CHiKYBaHHX

bakcrep C.A., benbris

bakctep C.A., benbris

K Tak [ Hi AKIIO Hi,
o0OrpyHTyBaTH

Jlikapcekuii 3aci0 3a NOBHUM J0CHE
(aBTOHOMHE JIOChE), 1HILIMHI JIIKAPChKUi
3aci0, HOBA Jlil0Ya pe4oBHHA

MiHiMajabHa allbBEONsIPHA KOHUEHTpALLis
(MAK) necpnypany 3 kuciem (02) y JiTHIX
MaLieHTiB

[-653-24

Daza |

3 10 rpyaus 1991 poky 23 tpasus 1992
POKY

CIIA

3ansaHoBana: JOCTaTHA KiJBKICTE
TATRGHTIB 115 OTPUMAaHHs 6 nepexpecHux

h
o>

FONTO BH3HAYCHUX NMPOTOKOJIOM nap

obifysannx, HeoflERENRARIIPOENEHO

@it MAK) 84 bty 3iORRFEHHANOM
15 AocToBiPnICTb

MEPEKAARY 3ACBIAYYD

Kimaveic H . B. L\



10. MeTa Ta BTOpHHHI L1l KAIHIYHOTO
BUIIPOOYBaHHA

11. JIuzaiix KI1iHiYHOro BUNPOOYBaHHS

12. OcHOBHI KpUTEPIi BKJIIOUEHHS

13. ocnimkyBanuii nikapcbkuii 3acid, cnocib
3aCTOCYBaHHs, cHia il

PaunjomizoBano: 39 naujenris
ITpoaikoBano: 39 nauieHTis
[IpoananizoBano uoao edpexrusHocri: 39
naijieHTiB

IMpoananizoBano moxo He3nexn: 39
NalieHTiB

Ouinntn MAK, Gesneky ta eekTHBHICTD
nechaypany/O2 y nauieHTiB JIITHBOIO BiKY,
SIKMM TIPOBOJSTRLCS 11J1AHOBI
BHYTPILIHBOYEPEBHI, YPOJIOTIYHI,
OpTOTNEIMYHI, MJIACTHYHI onepauit, onepatii
JIOP-opranie abo riHekosoriuHi oneparii.

PanioMi30BaHe OJIHOLIEHTPOBE BiJIKpHUTE
HEKOHTPOJILOBAHE JIOCITiIKEHHS

e [lauieHTH, SSIKUM NPOBOAATHLCS
3arajibHOXIpypriuHi, BeJuki
oproneauuni, JIOP, naactuuni,
FIHEKOJIOTi4HI Ta BIAKPUTI YPOJIOTiUHi
MaHinyJsuii, o BUMaraioTh
Xipypri4Horo pospisy.

e Craryc I, [T aGo III 3a wkanoro
AMEPHKaHCBKOrO TOBapUCTBA
anecresionoris (ATA).

e Bik: 65 pokis i crapuue.

CTaTh: YOJIOBIKH Ta JKIHKH.

e [lauieHTH HaJaBaaH MUCHMOBY
indopmoBany 3roay micis TOro, AK im
MOBHICTIO MOSICHEHO XapakTep
JOCIKEHHS.

Ha3zsa aikapebkoro 3acody: necdaypa (I-
653)

Jlo3a: nauieHTH oTpUMyBau aecduypaH y
koHueHnTpauii 3,0-3.6 % nanpuxiuii
Buanxy/Oz (nechaypan y komGinaii 3 4
a/xe Oz 1 6 n/xB N20) abo aechnypan y
kKoHuenTpauii 3,0-3,5 % Hanpukinui
Buanxy/O2 3 10 n/xB kuchto. [Ticas inaykuii
natieHTam st iATPUMAHHS BBOMIIH
nechaypan/O2 abo nechaypan 50-60 %
N20O. BumiptoBaau KOHIEHTpaLii
HANPUKIHLL BUAMXY i TPOBOAMIM 3HHIKEHHS

abo 36inbuleHHﬂ JI03U ,u,ecqmypaﬂy

Hsl/3HmKeH BPEEHAALAROB NEHOD

=M 3riAn. 3 OPHT IHANOM
AocToBIPHICTD

MEPEKAAAY 3ACBIAYYD
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Kinavpic H.B., \\



14. Ipenapat nopiBHsHHs, 1034, cnocid
3aCTOCYBaHHA, cHia il

15. CymyTHs Tepanis

16. Kpurepii ouiHku eheKTHBHOCTI

17. Kputepii ouinku 6e3neku

18. CraTHCTUYHI METOIH

THeKy (AT) abo yacToTH cepLeBux
ckopouens (UCC).

Crnioci0 3acTocyBaHHs: iHraasiniiiHO

Hemae

He 6yn0 xoaHHUX 00MekKEHD 11010
3aCTOCYBAHHS IHUIMX JTIKAPChKHX
npenaparis npoTarom abo nicsist onepauii.
Vci 3actocoBai cynyTHi npenapat 6yno
HeoOXi/IHO 3apeecTpyBaTH B MeIMUHIH
KapTLi naiieHTa.

[TapameTpH MiATPUMKH aHeCTE3iT,
reMOJMHAMIKH, BUXO/Y 3 HAPKO3y Ta
Bi/IHOBJICHHS MiCJis HAPKO3Y

HebGaxani ssuwa( HA), pecniparopni ta
nabopaTopHi NOKa3HUKH

Bynu y3aranbreni nemorpadiuni nasi,
BKJTIOUAKOYH BiK, pacy, CTaTh, CTATYC 3a
wkanoo ATA, 3pict i macy Tina. Takox
Oyna niacymMoBaHa TPUBATICTh €KCITO3MILLT
iHraasiiiHux 3aco0iB.

EdexruBHicTs: yCi NpoiKoBaHi natjieHTH
OyJiM BKJIIOYEHI B OLIIHKY e(heKTHBHOCTI.
3HauyLi napaMeTpH, NoB'a3aHi 3
eeKTUBHICTIO, OynM 3BejeH] B TaOauLIO Ta
y3arajibHeHi 63 CTaTHCTUYHHMX TECTIB.
Kinueni Touku e(peKTUBHOCTI BKJIIOYAIH
OLIHKY peakuii nauieHTa Ha iHransauiiHi
npenapaTH Mij yac onepatii Ta BUXij
naiieHTa 3 HapKo3y mnicas onepattii.

Besneka: neGaxkai siua OyJIM 3aK0/10BaH1
3 BUKOPUCTaHHSAM MeIM4YHOro CIOBHHKA
peryasitoptoi AisabHocti (MedDRA). Vi
MPOiKOBaHi MalieHTH OyJIM BKIIOYEHI B
ouiHky 6e3nexu. Hebaxani ssuuia (HA)
Oy pO3MO/IIJIeH] 32 TAKUMH KaTeropisiMu:
ki HA, HA saxi npuHaiiMHi BinaneHo
MoB'sI3aHi 3 A0CIDKYBAHUM Tpenaparom,

L. K [IPU3BOMIIM 10 NPUITMHEHHS yJyacTi
emgokeH i, | HS, wo NPH3BOAMIIH J10
B0 Bunajaky, Yci sapeectposati Hil

Anbreni 3a WASRMASA2ROBNEHD

spminomHep8BwxdoPENT THANOM
OCTOBIPRICTD

REPEXAAAY 3ACBIAYYD

Hiwareic B4 |,

laenTudikauiinmit kog A

38002596




19. lemorpaditHi MoKasHUKM OCIIIKYBaHOT
nonyJsuii (crarh, BiK, paca, TOLIO)

20. PesynbraT epeKTHBHOCTI

BUKOPHMCTAHHS | FPYMOIO JiKYBaHHs. 3BeaeH]
JIaHi BKJIIOYAIH KIJIBKICTB Ta BIACOTOK
nauieHTiB 3 HebaxkaHuM siBuLLeM. byu
nepeniveni Bei HA, a Takoxk Oyiau
MiIFOTOBJICH] OKPEMi CIIUCKH JUISl 3HAYHHX
H (nanpuknaa, tsoxkkux HA, HA, wo
MPU3BOAMIN 10 MPUMTHHEHHA Y4acTi y
jaochipKeHHi Ta/abo rocmitanizair).

Hechaypan/O2:

Crartb (wonoBiku/skinku): 18/0

Cepennii Bik (pokiB): 69,6

Paca (eporeoian/Herpoiau/icnaHcbKoro
noxXo/pKeHHst/MoHronoiau/inwmi): 14/3/1/0/0
Craryc ATA (/1I/111): 0/12/6

Cepenniit 3pict (cm): 175,7

Cepennsa maca Tina (kr): 83,8

Hechaypan/N20:

Cratb (yonoBiku/xiHku): 21/0

Cepenniii Bik (pokiB): 69,7

Paca (eBporeoiau/Herpoiaun/icnancbkoro
NMOXO/KeHHA/MoHTo0Tan/inwi): 15/3/3/0/0
Craryc ATA (I/1I/11D): 1/11/9

Cepenniii 3pict (ecm): 175,3

Cepennga maca tina (kr): 77,5

Y rpyni aechaypany/O2 cepeanii
cuctoliyHui aprepianbHuii TUCK (CAT)
3HU3MBCA 31 162,4 MM pPT.CT. HA BUXIHOMY
piBHi 10 126,2 MM pT.CT. NiA Yac iHAYKILT
(cepeaHe 3Ha4YeHH), 1110 OYI0 B cepeiHbOMY
Ha 20,8 % uwkue BuxigHoro pieHsa. [Ticns
po3pizy 3HaveHHs 30i1bLIYBaNINUCS B
cepeanbomy a0 137,1 mm pr.ct. (¥
cepeanbomy Ha 14,2 % HuKYe BUXiAHOTO
pisust). ¥ rpyni pechnypany/N2O cepeaniit
cucrosiynuii aprepiansuuii Tuek (CAT)
3HM3HMBCA 31 155,1 MM PT.CT. Ha BUXiAHOMY
pieHi 10 126.,2 MM pT.CT. Nijg Yac iHAYKUIT
(cepeaHe 3Ha4YeHHs), 110 OY0 B CEpeAHBOMY
Ha 17,7 % uukue BuxigHoro pigus. [licas
po3pi3y 3HaueHHA 30i1bLUIMINCS B
cepeansomy a0 130,0 mm pr.cT. (¥
cepesiHboMy Ha 15,4 % HuKUe BUXIAHOTO
piBHs{) VY rpyni nechnypany/O: cepenHiii
JiacToiYHUM apTepiabHHIi THCK (I[AT)
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cEPpeIyiE 3HaueHH), 1O GYJI0 B CePeAHBOMY
f% Hike Brx{RBPEK ki3 POSHE HO
. yHaueHts s@NHWHg @R AT IHANOM
AocToBIPHICTD
NEPEKAARY 3ACBIAYYD

Kinaypic H.B. \\




cepeHboMy 10 74,9 mm pr.CcT. (¥
cepeanbomy Ha 12,4 % HUKUE BUXiHOIO
pisus). ¥V rpyni aechaypany/N2O cepenniit
aiactoniunuii aprepiansuuii Tuek (JIAT)
3HU3MBCA 3 86,5 MM pPT.CT. Ha BHXiTHOMY
piBHi 210 70,1 MM pT.CT. Mij Yac iHAyKLii
(cepeaHe 3HaueHHs ), 1O OYIO B cepeHbOMY
Ha 17,6 % vwkue BuxigHoro pisus. [Ticas
po3pi3y 3HaueHHs 3011bILHIKCS B
cepeaHboMy 10 72,5 MM pr.cT. (Y
cepeaHboMy Ha 14,4 % HuKkue BUXiZHOIO
piua). Y rpyni aechaypany/O; cepenne
sHaueHHs YCC 306inbmnocs 3 75,1 ynapy
Ha XBUIIMHY (YJ/XB) Ha BUXiZHOMY PiBHI /10
77,2 ynapy Ha XBHJAMHY 1iJi 4ac iHAYKLIT
(cepeHe 3Ha4YEHHS), 110 OYJI0 B CEPEIHBLOMY
Ha 4,2 % Buue BuxiaHoro pisua. [licas
po3pi3y 3HauyeHHs 3011bIIMIHCS B
cepeaHboMy 10 79,9 yaapy Ha XBHIHHY (Y
cepeanbomy Ha 8.3 % BuIlle BUXIAHOTO
piua). Y rpyni aechuypany/N>O cepenne
sHayeHHs YCC 36inbmnocs 3 75 ynapis Ha
XBWIMHY Ha BUXiZAHOMY piBHi 10 79,4 ynapy
Ha XBHJIMHY MiJ] yac iHAYKLUIT (cepeaHe
3HaueHHs), wo Oyno B cepeaHboMy Ha 9,3 %
BMILe BUXiaHOTO piBus. [Ticis po3pisy
3HAYEHHs 3HU3UJIACA B cepeiHbOMY J10 75,9
yaapy Ha xsuiuny (y cepearbomy Ha 4.4 %
BUILLE BUXiHOTO piBHs). Y rpymni
nechaypany/Oz cepejiHe 3HAYECHHA
HacuyeHHs Oz 30iabmnocs 3 97,2 % Ha
BUXiZAHOMY piBHi 20 99,0 % nia vac iHAYKUIT
(cepeane 3nauenHs). [Ticas po3spisy
3HaueHHs 301IBIIHIINCA B Cepe/IHbOMY 10
98,6 %. ¥ rpyni aecduypany/N20O cepenne
HacuueHHst Oz 30inbmnocs 3 97,2 % na
BUXiZAHOMY piBHI 10 97,4 % nia yac inaykuii
(cepenne 3nauenus). [licns pospisy
3Ha4YeHHS 301IbLIMIKCS B CEPEIHBOMY /10
97.9 %. Cepennsi koHuentpatis CO;
HanpuKiHii BuanMxy aopisutosana 31,10 % i
31,01 % nns pnecnypany/Oz i necnypany/
N20 BianoBiaHo mij yac iHaykuii (cepenne
snauenns). Cepeans konuenrpauis CO2
HanNpUKiHLi BUAMXY aopiBHioBana 31,97 % i
31,42 % nas rpyn aechaypany/O: i
nechnypany/ N2O BiaAnoBiaHO micas po3pisy

(cepeaHe 3HayeHHd). YeepeaHeHi 3HaYeHHS
"magpe/IHBOT Ta MIKOBOT KOHLIEHTpALLT
> HalPRKiHIL BUIMXY NPOTArOM ornepatiii /uis

diecdnypany/O2 cranoBun 6,45 % ta

G721 pinnosind] PEERGFRIETS PUBNEHD

AHEDT Ta niKoPPY ARLGHUEREI] HANOM
Aoc1oBIPHICTH

BEPEKAARY 3ACBIAYYD

Rimareic H.Ba |
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21. Pesynbraru Gesneku

HANPHKIHL BUAKXY NPOTATOM onepauii a1s
rpynu aecaypany/N20O cranounu 4,52 % i
16,30 % sianosiano. Konuenrpauis
MpOTAroM OCTaHHIX |5 XBUIMH aHecTesil
cranosuna 4,34 % nnsa rpynu
necthaypany/Oz ta 4,33 % ana rpynu
necaypany/N20. 3aranom 2 (11,1 %)
naiieHTiB y rpyni aecaypany/O: ta 5

(23.8 %) nauienris y rpymi
nechaypany/N20 otpumysanu denranin niz
yac onepauii s NiITPUMKH aHecTesii Ta y
pasi niaguuienus AT abo YHCC. Meniana
TPUBAJIOCTI MEPIOLY B/l NPUITMHEHHSA
iHransuii npenapary 10 BiAKPUTTS OYek
JIOpiBHIOBANA 5,5 XBUIUHU B rpymi
nechaypany/Oz i 4 XBUIMHK B rpyni
nechaypany/N20). Meniana tpusanocri
Mepiojy y XBHIHHAX [I0 TOTO MOMEHTY, KOJIH
MaLjieHTH MOYMHAIM pearyBaTH Ha KOMaH/IH,
HANPHUKIIA/, «CTHCHYTH Miii naneuby,
«CKA3aTH CBOE iM's» Ta «HA3BATH ATy CBOTO
HapOIKEHHS», CTAHOBHJIA BIAMOBIAHO 6,5,
12,0 ta 14,5 y rpyni aecaypany/Oz; i 5,0,
9,0 Ta 11,0 BianoBisHO B rpyni
nechaypany/N2O . Meniana TpusanocTi
nepiojy BiJi HAAXOAKEHHS B
nicagonepauiiHy nanary 0 roroBHOCTI
nauienTa 10 BUIUCKKU craHoBuaa 90 XBUInH
y rpyni aechaypany/O 2 i 60 xBuiuH y rpyni
aecaypany/N20.

e 3aranom 87,2 % nauientis (15 [83,3 %]
nauieHris, aecnypan/O2; 19 [90,5 %]
nawienris, aecuypan/ NoO) manu
moHaiimenme 1 nebaxane seuie (H)
ML Yac A0CHiHKEHHS.

e Haituactitunmu HA, npo sxi
noeigomasanocs, Oynu aprepiajibHa
rinorensia (11 [61,1 %] nauienTie,
rpyna aechuaypany/Oa2; 1 [4,8 %]
nauienris, rpyna aecgaypany/N2O),
aprepiajibHa rinepreHsis Ta Taxikapais
(7 [38.,9 %] nauientis, rpyna
nechaypany/Oa2; 9 [42,9 %) nauienTis,
rpyna aecuypany/N2O).

e VY oaHoro nauienra (rpyna

aechaypany/O2) cniocrepiranocs HA y

BUIJIA/I apTepianbHOT rinepreHsii

TSOKKOTrO cTyneHs. JlocniAHUK BBaxKaB,

24l L€ ABHIIE MOYKE OYTH MOB's3aHe 3

& OB 1KY BAHMM HDENapaToMm, 3rolom
Iy e ﬂa"oms“rq%au 3 GOAT |HAON
i< \KPATIA NI \ o) AOCTOBIPHICTY

laeHTinauiinmii kog,
=, 38002596 )
>, Net

REPEKAARY 3ACBIAYYD
Kinaypic H. B, L\
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22. BUCHOBOK (3aK/IIO4YEHHA)

3asgBHUK (BIACHUK
peecTpauiiHoro
NOCBIA4YEHH)

Mianue: Ixxeccika CaTex

Enextponnnii nianue: [Lxeccika Cparex

[Tincrasa: 5 3aTBepaxkyio uei J0KyMEHT

Jara: 18.01.2024 18:53 CST

e 3aranom y 83,3 % nauieHTiB B rpyni
necaypany/Oz iy 90.5 % B rpyni
necpaypany/N2O cnocrepiranucs
sunaaku HA, uo, ax nosigomisiiocs,
OyJu 1MoB's3aHi (BIAANEHO, MOKIUBO
a0o0 BiporiiHO) 3 10CIIKYBAHUM
npenaparom.

eV koaHoro nauiexra e 6yno Hf, axe
MPHU3BOANIIO OH J10 NPHITHHEHHS
3aCTOCYBaHHS JIOC/IiKY BAHOTO
npenapary.

e He Gys10 %OAHOTO JIETAILHOTO BUNAJIKY
MPOTATOM JAOCI/PKEHHS.

JlaHi 3 eekTHBHOCTI BiANOBIJAIOTH
NOTOYHIH iHpOpMaLii 3 epeKTUBHOCTI,
HaBe/leHiil y MapkyBaHHi aechaypany.
3acrocyBaHHsa aechuypany Oyno GeszneuHum
i 1o0pe rnepeHocuIocs NaieHTaMH JTiTHBOTO
BIKY, IKUM NPOBOMIIH MIAHOBI
BHYTPILIHbOYEPEBHI, YPOIOTiYHi,
oproneanyHi onepatii, onepauii JIOP-
Oprasis, IiacTH4Hi abo riHeKoIOrivHiI
onepauii. Jlani 3 Ge3nekun, oTpuMaHi B Xoi
LBOTO JOCHIIKEHHS, BiAMOBIiaIOTE
noTo4Hii inpopmauii 3 Geznexu, HaBeaeH i
y MapkyBaHHi aecduiypany, i He CBi4aTh
Mpo ¥KOAHI HOBI CMrHanu abo naTrepHu
1010 Oe3nexu.

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

(I. 1. B.)

MEPEKNAR 3POBAEHO
3r1AKHG 3 OPNF IHANOM

AocToBIPRICTD
NEPEKAARY 3ACBIAYYD

Kinayeic 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

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

report No 58

' 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 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

'
:
5
.
i

]

1 6. Phase of clinical research

7. Time frame of clinical research

8. Countries where the clinical research was
i conducted
i
+ 9. The number of persons under investigation:

' Baxter SA, Belgium
|
'Baxter SA, Belgium

&

|

|

‘ | yes I' O 'no : if not explain
| | ! i

_i R
|
Medicinal product with complete dossier

| (stand-alone dossier), other medicinal

' product, new active substance

|
Desflurane-induced Cardiovascular

| Stimulation in Normal Healthy Male
Subjects

|

+1-653-25
|

Phase |
13 Oct 1992 — 26 Apr 1993

United States

Planned: Minimum of 6, maximum of 36
subjects

Enrolled: 14 subjects

| Treated: 14 subjects

| Analyzed for Efficacy: Not applicable

' Analyzed for Safety: 14 subjects
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' 10. Purpose and secondary objectives of the clinical

' research

11. Clinical research design

12. Main inclusion criteria

‘ | 3. Test medicinal product, method of
administration, efficiency

f

| 14. Reference substance dose, method of
|| administration, efficiency
I
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''To assess the desflurane end-tidal

concentration threshold of occurrence of

- cardiovascular stimulation (increased blgod
pressure [BP] and/or heart rate [HR]) and the

' causal relation between the rate of change of

' desflurane end-tidal concentration and the

| observed cardiovascular stimulation. This

' study will also assess the cardiovascular

! effects of desflurane and isoflurane in a

,rapid-increase end-tidal concentration

' setting.

Smgle center, open-label, randomized, 3-
perlod crossover.

' Normal healthy male subjects, 18 to 30 years
' (inclusive).
i

)
Lo “

- Name of drug product: Desflurane (I-653)
!

| Dose: Subjects received propofol (up to 5

'mg/kg) in sufficient dose to induce loss of
eyelash reflex. The subjects were then given

vecuronium (0.15 mg/kg) and were
intubated. No opioids were administered
during induction or maintenance.

Desflurane Rapid Treatment: Desflurane in
Oz, steady state at 4% for 32 minutes; single,
 rapid increase in desflurane end-tidal
concentration from 4% to 12% (0.55 to 1.66
MAC). Steady state at 12% for 32 minutes,
i then decrease to 4% and hold at 4% for 32
minutes, then discontinue agent.

Desflurane Slow Treatment: Desflurane in
Ogz; steady state at 4% for 32 minutes; step-
wise set of rapid, [% increases in desflurane
end-tidal concentration from 4% to 12%
(0.55 to 1.66 MAC) every 4 minutes. Steady
state at 12% for 16 minutes, then decrease to
4%:; hold at 4% for 32 minutes, then
discontinue agent.

Mode of administration: inhalation

 Name of drug product: Isoflurane

i
Dose: Subjects received propofol (up to 5
-mg/kg) in sufficient dose to induce loss of



!

15. Concomitant therapy

16. Efficacy evaluation criteria

*17. Safety assessment criteria

1
'
i

: 18. Statistical methods
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eyelash reflex. No opioids were administered
"during induction or maintenance,

 Isoflurane Rapid Treatment: Isoflurane in

O2; steady state at 0.71% for 32 minutes;
'rapid increase in isoflurane end-tidal
! concentration from 0.71% t0 2.11% (0.55to .
'1.66 MAC). Steady state at 2.11% for 32

| minutes, and then decrease to 0.71%; hold at
12.11% for 32 minutes, then discontinue

|agent.
|

| Mode of admintistration: inhalation

i

There are no restrictions on other intra-
operative or post-operative medications. All
‘concomitant medications were recorded on
i the appropriate case report form.

' Not applicable

Adverse events (AEs), hemodynamic,

_respiratory and laboratory parameters, and
concentrations catecholamines (dopamine,
epinephrine and norepinephrine), renin, and
vasopressin.

' The demographic data, including age, race,
height, and weight were summarized.
Duration of exposure to inhalation agents
was also summarized.

Safety: Adverse events were coded using the
‘Medical Dictionary for Regulatory Activities
'(MedDRA). All treated subjects were

included in the assessment of safety. AEs

were also sorted into categories of severe

AE, an AE which was at least remotely

related to study medication, an AE which led

to discontinuation from the study, and AE
resulting in death. All reported AEs were
'summarized by system organ class, preferred
term, and treatment group. Summaries
_included the number and percentage of
"subjects reporting the event. All AEs were
'listed. A summary of the frequency of
“cardiovascular (CV) stimulation episodes (as
indicated by transient blood pressure [BP]
and/or heart rate [HR] increases) reported by
 the investigator during administration of




1nha1at10n agents was prov1ded ThlS
summary was a frequency distribution for

: the number of episodes of CV stimulation
i ' per subject by treatment arm. Descriptive

- statistics were calculated for hemodynamic
: and respiratory parameters (systolic,
diastolic and mean blood pressure [SBP,
DBP, and MAP], oxygen saturation [Sa0z]),
end-tidal concentration of inhalation agent;
end-tidal CO;, catecholamines, renin, and
vasopressin concentrations.

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

Sex (male/female) 14/0

Mean age (yrs): 24.1

Race '
 (Caucasian/Black/Hispanic/Asian/Other):
1 10/1/2/1/0

Mean height (cm): 176.1

Mean weight (kg): 75.7

b et R A e om0 A 431 e e e g A A VI O Y

20..Efﬁeiency results

i 21, Safety results |

22 Conclu51on (evaluatlon)

%
|

i
s -

: Appheant (holder of
: reglstratlon certificate) -

Signature: Jessica Svatek stk

§
§ Not applicable
-
i

§° Nausea (4 [30 8%] 1 [7 7%] 2 [15 4%]

. subjects, respectively)

.o Pharyngitis (3 [23.1%)], 2 (15.4%), and 2

| [5.4 %] subjects, respectively).

‘e Headache (1 [7.7%], 1 [7.7%], and 2
[15.4%] subjects, respectively).
No subject experienced a severe AE.

* No subject experienced an AE that led
discontinuation of study drug.

‘e No subject died in the study

I e S —— P

Treatment thh desﬂurane was safe and well

“tolerated in healthy male subjects. Safety

~data collected in this study are consistent

. with the current safety labeling of

. desflurane, and did not identify any new
safety signals or patterns.

Electronically signed by: Jessica

Reason; { approve ihis document
Dals: Jan 18 2024 18:53 C5T

Email: jessica_svatek@baxter.com (signature)

(Name)

|
L

3
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Honatox 30

10 [Mopsaky npoBeeHHs eKCIepTH3N peecTpaLiHHUX MaTepiaiiB Ha JiKapehKi 3acobu,
[0 TOJIAFOTHCA Ha JIEpKaBHy peecTpauito (repepeectpaitiio),
a TAKOK EKCMNEPTH3M MaTepialiB Mpo BHECEHHS 3MiH [0 peecTpaliiHiX MaTepianin

MPOTAroM il peecTpaLiifHoro nocsig4eHHs
(nyHKT 4 po3aiay 1V)

3BIT Npo KilHIYHE BUNPOOYBaHHdg No 58

1. Ha3zea nikapcbkoro 3acoQy (3a HasiBHOCTI - HOMep
peecTpauifHOro nNocBia4eHHs)

2. 3agaBHUK

3. BupoOHuk

4. [TpoBeneHi A0CiHKEHHS:

1) Tun nikapebKkoro 3acody, 3a sIKMM NpPoBoAUIIACS
abo nnaHyeTbes peecTpallis

5. [ToBHa Ha3Ba KJIiHIYHOTO BHITPOOYBaHHA,
KOJIOBaHWI HOMEP KIIIHIYHOro BUNpoOyBaHH:

6. @a3a KJaiHIYHOrO BUNPOOYBaHHS

7. [Tepioa npoBeaeHHs KAIHIYHOrO BUNPOOYBaHHsA

8. Kpainu, ne npoBoauaocs kiiHiuHe BUNpoOyBaHHs

9. KinbKICTh JI0CIUKYBAHUX

umlb'“a“-m“"a' KOA /
2596 A
01 A7

Pt ey
QLT A

Cynpan, napy uis iHrassuii, piiuia

bakcrep C.A., benpris
bakcrep C.A., Benbris

® | tak O @ Hi

SAKIIO Hi,
0oOrpyHTYBaTH

JlikapchKuii 3aci0 32 NOBHUM JOCKE
(AaBTOHOMHE JJOChE), IHIIWI JTIKAPChKHi
3aci®, HOBa Jlit0¥a peYOBHHA

[naykoBaHa aecqypaHoM CTUMYNALLA
CEpLIEBO-CYAMHHOT CHCTEMH Yy 3/10POBHX
100pOBOBILIB YOJIOBIHOT cTaTi

[-653-25

(haza |

3 13 xoBTHs 1992 poky no 26 keiths 1993
PoKy

CIIA

3ansanoBana: Midimym 6, makcumym 36
100poBOBLIB

izosano 18614 ¥ dcrGtiiobt kNN
AocToBiPnICTD
REPEKAAAY 3ACBIAYY

Kinaye)c H.B.
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10. MeTa Ta BTOpPHHHI LT KJIHIYHOTO
BUIIPOOYBaHHS

11. JIuzaiin kniiuHoro BunpoOyBaHHs
12. OCHOBHI KpUTEpii BKIFOYEHHA

13. ocnimKyBaH#ii JikapebKHit 3acif, crnocid
3aCTOCYBaHHs, cua Jii

25 §ie lIIbHe BBeneHHﬁ hil (}r
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3aCTOCOBYETHCS
IlpoanaaizoBano mwojao Ge3nexkn: 14
N106pOBOJIBLLIB

OuiHuTH Nopir KoHUEHTpauii aechaypany
HANMPUKIHIL BUAMXY JUIsi BAHUKHEHHSA
CEepLEBO-CYAMHHOT CTUMY LT (ITiABHILEHHS
aprepiansHoro thcky [AT] ta/abo yactoTH
cepueBux ckopoueHs [HCC]) Ta npuunHOBO-
HACiZIKOBHH 3B'A30K MiXK IIBHKICTIO 3MiHH
KOHUEHTpauil Jecdiiypany HanpUKiHLi
BH/IMXY Ta CMOCTEPEIKYBAHOIO CEPLIEBO-
CYAMHHOIO CTUMYJISILI€I0. ¥ LIbOMY
JOCIIKEHHI TAKOXK MPOBEICHO OLIHKY
cepLieBO-cyAMHHUX edekTiB nechaypany Ta
i30(ypaHy B yMOBax LIBH/KOIO
301IbIICHHS KOHLEHTPALIT HAMPHKIHIL
BUIMXY.

OJHOLIEHTPOBE BIAKPUTE PaHA0MI30BaHe
niepexpecHe 10ciipKeHHs 3 3 nepiogamMu

310poBi J0OPOBOBL HONOBIHOT CTATI BIKOM
Bix 18 1o 30 pokiB (BKIIOUYHO).

Ha3ga gikapcebskoro 3acoby: nechaypan (I-
653)

Jo3a: 106poBOIBIL OTPUMYBaIK niponodon
(10 5 Mr/Kr) B no3i, 1O0CTATHIH 47151 TOTO,
11100 BHKJIMKATH BTPATY KOPHEAIbHOTO
pednekcy. [ToTiM 106GpoBONBLAM BBOAUIIH
BeKypoHii (0,15 Mr/kr) i nposoanan
intybautito. Iix yac inaykuii abo
MiATPUMYIOHOTO BBEACHHS OMIOTIM He
BBOJIMJIH.

[lIBuake Brenenus aechnypany: nechaypau
B O2; piBHOBaXKHUH cTaH 1ipu 4 % npoTtsirom
32 XBWJIKH; OAHOPA30BE LLBH/IKE
30UIbIIEHHS KOHUEHTpaLliT 1ecdiypany
HanpUKiHLi BUAKXY 3 4 % 10 12 % (3 0,55
no 1,66 MAK). PieHoBaxkHHi cTaH npu

12 % npotarom 32 XBHJIKH, NOTIM
3MeHIIeHHs 10 4 % i niATpuMaHHs Ha piBHI
4 % nporsiroM 32 XBUJIMH, NOTIM
MPUITMHEHHS BBEICHHS Npernapary.

A

Eyﬂ”a»imgggm

H c1
REPEKAAARY 3ACBIAYY

Kimaveic H.B.




14. IMpenapar nopiBHAHHS, 1034, cnocid
3aCTOCYBaHHsA, CHJIa Jil

15. CynytHs Tepanis

16. Kputepil olliHku e(peKTUBHOCTI

17. Kputepii ouiHku 6e3rnexu

18. CtarucTU4YHI METOIH

2\ IpenTudikaufitnuil koa I?. 2

38002596
Na1

kpokoM Ha | %) 30inblUeHHs KOHLIeHTpaLil
nechuypany HanpukiHui Buauxy 3 4 % 1o
12 % (0,55-1,66 MAK) KoxHi 4 XBHUIIHHHU.
PisHoBaxxumii cran npu 12 % npotarom

16 XBUIMH, NOTIM 3MeHLIEHHs 10 4%;
nigrpuMaHHs Ha piBHi 4 % npoTsarom

32 XBWJIMH, MOTIM NPUITMHEHHS BBEACHHS
npenapary.

Cnioci6 3acTocyBadHsi: iHransALiiHO
Has3ga sikapcebskoro 3acody: izodaypan

Jo3a: 100poBoJIbLI OTpUMYBaIH npornodon
(1o 5 Mr/kr) B 1031, IOCTAaTHiH A5 TOTO,
o0 BUKJIMKATH BTPATy KOPHEAJILHOIO
pedexcy. ITin yac inaykuii abo
MiITPUMYIOHOTO BBEJCHHS ONIOIAH He
BBOJIMIIH.

[1Isuake BBeaeHHs i30daypany: izodunypaH
B O2; piBHOBaXkHU#i ctad nipu 0,71 %
NPOTATOM 32 XBHIIMH; LIBHAKE 3011bLLCHHS
KOHIIEHTpalil i30(rypaHy HanpuKiHLi
uanxy 3 0,71 % g0 2,11 % (3 0,55 no 1,66
MAK). PisHoBaxkuwuii ctan npu 2,11 %
npoTSAroM 32 XBUIMH, @ NOTIM 3MEHLLIECHHS
1o 0,71 %; nianrpumanns Ha pieni 2,11 %
MpoTAroM 32 XBHIUH, MOTIM MPUIHHEHHS
BBEJCHHS Mperapary.

Cnoci 3acTocyBaHHs: iHrsILIHHO

He Oy:10 sxoaHux 00MeKeHb 010
3aCTOCYBAHHS IHILMX JIIKAPCHKUX
npernaparis npotsrom abo micis onepatiii.
VYeci 3acTocoBaHi cynyTHi npenapati 0yio
HeoOXi/1HO 3apeecTpyBaTH B MeAUYHIi
KapTLi nauieHra.

He 3actoco BYETLCA

HebGaxani sasuina (HA), remoaunamivni,
pecripaTopHi Ta 1a00paTopHi NOKA3HUKH, a
TaKOX KOHILIEHTpaLlil KaTexoJaMiHiB
(modaminy, agpeHaiHy i HOpaJpeHaliHy),

peHiHy i Ba30MpecHHy.

nomalrnlm

QEPENAARY 3ACEIAYYD
Hiwarede H.B. |
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19. lemorpadiuti mokazHMKM JOCHIKyBaHOT
nonyasuii (crath, BiK, paca, TOl10)
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Takosx Oyjia MiAcyMOBaHa TPUBAIICT
EKCHO3ULIT IHransaLiiHUX 3aco0iB.

Be3nexa: HeGaxani apuiua Oy/iM 3aK010BaHi
3 BUKOpUCTaHHAM MeJMYHOro C/I0BHHKA
peryasropuoi gisusibHocTi (MedDRA). Yei
npoAikoBaHi 10OPOBOBLI OyaH BKIIOUYEHI B
ouinky Oesnexu. HebGaxani asuia (HA)
TAKOK OyJIM pO3MO/IiJIeH] 3a TAKUMH
kateropismu: Tsxki HS, HS sixi npunaiimui
Bi1aJIEHO TTOB'A3aHI 3 JOCIIKYBaHUM
npenaparom, HA, siki npusBoauau 10
NPUIMHEHHA y4acTi y jociimkenHi, i HA,
O NMPH3BOIHIIN JI0 JIETATBHOTO BUIMAJKY.
Vci sapeectposani HA Gyiu y3araabHeHi 3a
KJIACOM CHCTEM OpraHiB, TEPMiHOM
nepeBayKHOro0 BUKOPUCTAHHSA i TPYNOKO

JikyBaHHS. 3Be/IeHI JaHi BK/IIOYa/IN
KIJBKICTB Ta BiICOTOK A0OPOBOJIBLIIB 3

nebaxanuM siBuineM. Bei HA Gynu
nepeniveHi. byna Hazana ysarajibHeHa
iH(opMallis Mpo 4acToTy eni3oiiB
CTUMYJIALLIT CEPUEBO-CYAHHHOT CUCTEMH
(CCC) (npo w10 cBiYUTH KOPOTKOYACHE
niaBMILeHHs aprepianbHoro THeky [AT]
Ta/ab0 4acTOTH CEPLUEBHUX CKOPOUYEHD
[UCCY), npo siki MOBiZIOMHUB JOCHiAHHUK Mijl
yac BBEJEHHS iHraisLiinmx npenapartis. La
y3arajipHeHa iHdopmauis Oyna HajaHa y
BUIJISII YACTOTHOTO PO3MOALNY KiIbKOCTI
eni30/1iB CTUMYJISLIT cepLeBO-CYIMHHOT
CUCTEMH Ha OJTHOTO A00POBOIbLA 3AJIEIKHO
BiJ| rpynu jiikyBaHHs. Byau po3paxosani
OINUCOBI CTATUCTHUYHI JaHIl 11
reMOJIMHAMIYHHUX i pecripaTopHHUX
napameTpiB (CHCTONIMHOTO, AIACTOIYHOrO i
cepennboro aprepianeHoro Tucky [CAT,
JAT i CepAT], Hacuuenns kucHem [SaOz]),
KOHLIEHTpPALT iHraIsLiiHOro npenapary
HANPUKIHLI BUAMXY; KoHUeHTpallii CO2
HAMPUKIHLI BUANUXY, KATEXOJaMiHIB, PEHIHY
Ta Ba30OTNPECHUHY.

Crarb (yonosiku/xinku): 14/0
CepenHiii Bik (pokis): 24,1

ETHiuHe noxomKeHHs
(eBpOMEOiIH/HErpoOiaK/ iICNaHCHKOro

HOXO,[DKCHHR/ moHronoiau/inmi): 10/1/2/1/0

! 'u 3picT (CM) 176 1

ﬂEFEHﬂAA 3POBAEHO
3riAH 3 OPHF IHANGN

AocToBIPHICTD
NEPEKAARY 3ACBIAYY

Hinayeic H.B.
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20. PesynbraTn epeKTUBHOCTI He 3acTocoByeTbes

21. PesyneraTi 6e3neku

e Hypora (y 4 [30,8 %], 1 [7,7 %], 2
[15.4 %] noGpoBobLiB BIANOBIHO)

o  ®@apunrirt (y 3 [23,1 %], 2 (15,4 %) 12
[5.4 %] no6GpoBOJIBLIB BiANOBIIHO)

e T[onosuuii 6ine (y 1 [7,7 %], 1 [7,7 %] i
2 [15,4 %) no6poBOJBLLIB BiAMOBIIHO).

e VYV onHoro no6poBoabLS HE
criocTepiranocs TAHKKOro HebamKaHoro
SBMILA.

e Vkoauoro 106poBonblis He 6yn0
HeOaKaHOTO ABMLIA, SKE MPU3BOAUIIO0 Ou
J10 NPUITUHEHHs 3aCTOCYBaHHSA
JIOC/I3KYBAHOIO Mpenapary.

e He 0y110 %0JHOTO JI€TANBHOIO BUMNAAKY
B XOJIi JIOCJTIKEHHS.

22. BUCHOBOK (3aKJIFOYEHHSA) JlikyBauusa necayparom Oyio Ge3neuHuM i

3asBHHK (BNACHUK
peecTpauiiHoro
MOCBi/IUCHHA)

n00pe nepeHocHiocs 310pOBUMH
noGpoBosbLsIMH YostoBiYOT cTaTi. [laHi 3
Ge3nexu, OTPUMaHi B X011 LbOI0O
JIOCIIIDKEHHS, BIANOBIIAIOTE MOTOYHIH
indopmailii 3 6e3nexu, HaBeaeHIH Y
MapKyBaHHi aecuypaHy, i He cBi[YaTh Npo
JKOJIHI HOBI CHrHaIM 200 NATTEPHU 11010
Oe3nexH.

IMignue: Txeccika Crarex

Enextponnnii mianuc: Jixeccika Cearex
[Mincrasa: 51 saTsepkyio uel a0KymenT
Jara: 18.01.2024 18:53 CST

E-mail: jessica_svatek@baxter.com(nianuc)
(J1.1.B.)

MEPEKNAA 3POBAEHO
3riAty 3 OPHr IHANGN

BocToBiPHICTY
NEPEHAARY 3ACBIAYYD

Kisayeic 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 39

v IS o g

of registration certificate):

b e o mm e —— et s e dm——— —— - =

2. The applicant

3. Manufacturer

4 the undertaken study

I) the type of medtcmal product for which the
reglstratlon was made or planned

|
1

' 5. Full name of clinical research, coded number of
E clinical research
!

I
!
| 6 Phase of cllmcal research

7. Time frame of clinical research

H

: 8. Countries where the clinical research was
; conducted

9 The number of persons under investigation:

o bt
]
'
i
1
'

[
1. Name of medlcmal product (if avallable number | Suprane Inhalatlon Vapour Liquid

i
!

B Baxter SA Bel glum
i

' Baxter SA, Belgium

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

The Effect of Desflurane versus Enflurane
. on Uterine Tone Before and After the
" Administration of Oxytocin as Measured
Directly by Uterine Tonometer During
Cesarean Section

1-653-26

e o e

Phase III
12 Jul 1992 — 10 Oct 1992

United States

Planned: 20 subjects (desflurane: 10

- subjects; enflurane: 10 subjects)

'Randomized: 20 subjects (desflurane: 10
subjects; enflurane: 10 subjects)

. Treated: 20 subjects (desflurane: 10
subjects; enflurane: 10 subjects)
Analyzed for Efficacy: 20 subjects
(desflurane: 10 subjects; enflurane: 10



subjects)

Analyzed for Safety: 20 subjects i
(desflurane: 10 subjects; enflurane: 10
'subjects)

10. Purpose and secondary objectives of the clinical | To evaluate the effect of desflurane on the
research degree of uterine tone before and after the
administration of oxytocin, measured
directly by uterine tonometer (with 50%
nitrous oxide and 50% oxygen) for general
anesthesia during cesarean section.

| - parallel treatment, enflurane controlled study

e e — e v e T = w3 e v s avab e - - - i

[2. Main inclusion criteria Healthy term women, 18-40 years or older,
with an American Society of

' Anestheswloglsts (ASA) status of T or II and
i undergoing primary or repeat cesarean

11. Clinical research design Randomized, open-label, single-center;
|

' section.
. 13 Test medtcmal product method of' _Anesthesia Induction: Subjects received |
t administration, efficiency i thiopental or thiamylal intravenously (IV) at ,

: a dose to induce loss of lash reflex and
succinylcholine 1.5 mg/kg IV prior to
"intubation.

Anesthesia Maintenance (Before
" delivery): Following induction and
- intubation, subjects were maintained with
»desflurane end-tidal 6.0% in 50% N20/50%
+ Oz. End-tidal concentrations were measured
" and reductions or increases in desflurane
I , concentration were permitted in 10%
! increments as clinically indicated according
: 'to the protocol.

Desflurane is a nonflammable liquid
ranesthetic agent administered via vaporizer.
F  Intravenous oxytocin was continuously
infused beginning after delivery of the fetus.
i !

14 Reference substance dose method of ’Anesthes:a Inductlon Subjects received

administration, efficiency thlopental or thiamylal [V at a dose to induce
' loss of lash reflex and succiny!choline 1.5
mg/kg IV prior to intubation.

Anesthesm Maintenance (Before
1 delivery): Following induction and




§
i
3

18,

15. Concomitant therapy

16. Efficacy evaluation criteria

|17, Safety assessment criteria

Statistical methods

; intubation, subjects were maintained with

“enflurane end-tidal 0.6% in 50% N20/50%
O2. The end-tidal concentrations were

. measured and reductions or increases of

renflurane concentration were permitted in
10% increments as clinically indicated

according to the protocol.

i

| Enflurane is a nonflammable liquid

anesthetic agent administered via vaporizer.

| Intravenous oxytocin was continuously
“infused beginning after delivery of the fetus. 1

iThere are no restrictions on other peri-
-operative or post-operative medications used -
. other than those listed in the exclusion
: criteria. All concomitant medications given |
'will be recorded on the appropriate case !
report form page. I
| .
i Effect of desflurane on the degree of uterine |
i tone at delivery and maternal blood loss.

- Effects on the fetus (evaluated by fetal blood .
| gases), the effects on the newborn (evaluated .
by Apgar scores and neurobehavioral
exams), cardiovascular effects on the mother
and blood loss during delivery, laboratory
.variables, and the incidence of adverse
 events (AEs).

The demographic data, including age, race,

“sex, ASA status, height, and weight were
summarized. Duration of exposure to
inhalation agents was also summarized.

Efficacy: All treated subjects were included
in the assessment of efficacy. Significant

' parameters related to efficacy were tabulated
and summarized without statistical tests.
Efficacy endpoints included assessments the

' degree of uterine tone compared to end-tidal

+ inhalation agent concentration after delivery

; of the neonate, after delivery of the placenta,

|and 3 minutes after delivery of the placenta.
Uterine tone was measured directly using a

, hon-invasive uterine tonometer. Also

| summarized were parameters describing
subject response to inhalation agents during

139




(gender; age, race, etc.)

20. Efficiency results

19. Demographic indicators of the population study ! The mean age of the subjects was 24.9 years |

140

“surgery and subject emergence from
anesthesia post-surgery.
| Safety: Adverse events were coded using the
| Medical Dictionary for Regulatory Activities |
(MedDRA). All treated subjects were
included in the assessment of safety. An
overall summary of subjects with an AE is
provided. AEs are also sorted into categories
of severe AE, an AE which was at least
remotely related to study medication, an AE
which led to discontinuation from the study,
and AE resulting in death.. All reported AEs
were summarized by system organ class,
“preferred term, and treatment group.
 Summaries included the number and
: percentage of subjects reporting the event.
iAll AEs were listed and specific listings |
: were also produced for significant AEs (e.g.,
isevere AEs, AEs leading to discontinuation 1
i from the study and/or hospitalization).
J

in the desflurane group and 27.0 years in the
“enflurane group. Most subjects were

Hispanic (8 [80%] subjects, desflurane; 6
[60%] subjects, enflurane) and all were

female. Most subjects-had ASA scores of 1I

(7 [70%] subjects, desflurane; (6 [60%)]
“subjects, enflurane).

1The mean duration of exposure to inhalation -
agents was 45.3 minutes for the desflurane
group and 51.7 minutes in the enflurane

_group; median duration was 45.0 minutes

and 54.0 minutes for the desflurane and
enflurane groups, respectively.

Uterine tone values and end-tidal
concentrations recorded immediately after

-delivery of neonate were 4.1 g/cm and 5.7%

*(desflurane) and 4.2 g/cm and 0.6%
(enflurane), respectively. Uterine tone values
and end-tidal concentrations recorded

, immediately after delivery of the placenta

i were 6.1 g/em and 5.5% (desflurane) and 6.5 !
g/cm and 0.6% (enflurane), respectively; 3
minutes later uterine tone values and end-
 tidal concentrations were 7.2 g/cm and 5.3%

- (desflurane) and 7.6 g/cm and 0.6%

i (enflurane), respectively.




21, Safety resulits

3 e wm——

'Hemodynamic and respiratory parameters,

+ intra-operative variables were similar
between the groups. Emergence from

- anesthesia, measured as ability to respond to -

, commands was faster in the enflurane group. .

" A total of 20% of subjects (3 [30 %]
{ subjects, desflurane; 1 [10%] subject, !
.enflurane) experienced 1 AE during the :
' study.
.+ The AEs reported in the desflurane group
'included: infant spina bifida (1 subject),
, infant pneumonia (1 subject), and maternal
"hypotension (1 subject). The AE reported in
“the enflurane group was infant
. hyperventilation caused by respiratory !
distress. :
t= A total of 1 (10%}) subject in the desflurane |
% group and no subjects in the enflurane group l
"experienced an AE that was reported to be
‘related (remotely, possibly, or probably)to !
 study drug. !
"+ One subject (desflurane) experienced the
“severe AE of infant spina bifida, which was
surgically closed within 48 hours of delivery.

The AE was considered by the investigator

to be not related to study drug. !

» No subject experienced an AE that led to

discontinuation of study drug.

* No subject died in the study.

* Mean maternal blood losses were 1000 mL

and 910 mL, respectively, in desflurane and
_enflurane groups. Changes in mean maternal
"hematocrit values from pre-delivery to post

delivery were -3.6% and -2.5%, respectively,
in desflurane and enflurane groups.

* Plasma concentrations of desflurane in

maternal arterial, umbilical arterial, and

umbilical venous samples were 138.9, 54.3,

and 80.3 mg/L, respectively. Plasma

concentrations of enflurane in maternal
arterial, umbilical arterial and umbilical

venous samples were 53.8, 16.6, and 27.4

mg/L, respectively.

» In the desflurane group, the mean Apgar
'scores at 1 and 5 minutes post-delivery were
: 8.0 and 8.9, respectively. In the enflurane

group, the mean Apgar scores at 1 and 5
_minutes post-delivery were 8.0 and 9.0,

, respectively.
; * The mean NACS adaptive capacity scores
at 2 and 24 hours post-delivery were 7.6 and
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' 8.3 (desflurane) and 7.4 and 8.6 (enflurane),
respectively. The mean NACS neurological
i , . scores at 2 and 24 hours post-delivery were
123.6 and 26.3 (desflurane) and 19.9 and 23.8
"(enflurane), respectively. The mean total
‘NACS scores at 2 and 24 hours post-delivery |
~were 31.1 and 34.6 (desflurane) and 27.3 and '
1 32.4 (enflurane), respectively. i
| » Mean umbilical artery base excess was
' decreased 1.8 mEq/L in the desflurane group i
“and 3.7 mEq/L in the enflurane group. Mean |
; umbilical artery carbon dioxide partial i
pressure (PCO2) values were similar in the !
tdesflurane (52.7 mmHg) and enflurane (52.8
“mmHg) groups. Mean umbilical artery '
1 oxygen partial pressure (PO2) values were
24.7 mmHg and 22.4 mmHg in desflurane |
tand enflurane groups, respectively.
" Umbilical artery pH (7.3) values were
i identical in both treatment groups. Mean
"umbilical SAO; values were 38.4% and
£30.0% in desflurane and enflurane groups,
; reSpectlvely

W R e it of A B il i AR e [
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22. Conclusnon (evaluation) s The efﬁcacy data were consistent w1th

i the current efficacy labeling of

| - desflurane.

: ‘s Treatment with desflurane was safe and
| - well tolerated as a general anesthesia in

i . subjects undergoing cesarean section.

| Desflurane did not alter uterine response
' to oxytocin or affect neonatal well-being.
' i Safety data collected in this study are
consistent with the current safety
labeling of desflurane, and did not
identify any new safety signals or

: . patterns,
| :
| ; :
1 . Electronicaliy signed by: Jessica
Applicant (holder of Signature; JESSICA SVATOR S5, | sy s cocumen
registration certificate) Date: Jan 16. 2024 18:53 CST

i Emaili—jessica,.svatek@baxter.com (signature)
' (Name)
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HNonatox 30
1o Topsaky npoBeeHHs eKCIIePTH3H PeecTpaLifiHuX MaTepiaiB Ha dikapehKi 3acobu,
110 MOJAIOTECS HA JIepiKaBHY peecTpallito (mepepeecTpariio),

a TAKOX €KCMEPTH3H MaTepiaiB Mpo BHECEHHs 3MiH 10 peecTpalifHuX Martepianis
MPOTSAroM Jii peecTpaLiiiHoro noceiueHHs
(nyHkT 4 pozainy IV)

3BIT Npo KAlHIYHE BUNIPOOYBaHHA Ne 59

1. Hasga nikapeskoro 3aco0y (3a nassHocti - Homep  Cynpas, napu Juist iHransuii, pianna

peecTpauifHOro NocBijiveHH)

2. 3aABHUK

3. BupoGuux

4. [IpoBeneHi 1ociKeHH:

1) THN nikapebKOro 3acoly, 3a SAKUM 1POBOAMIACS
abo nIaHyeThes peecTpailis

5. IToBHa Ha3Ba KJIiHIYHOTO BUNPOOYBaHHS,
KO/IOBAHHUI HOMEP KJiHIYHOrO BUMNPOOYBaHHS

6. ®aza KIiHIYHOrO BUIIPOOYBaHHA

7. llepioa npoBeIeHHST KIIHIYHOIO BUNTPOOYBaHHS

bakctep C.A., benbris

Bakcrep C.A., Benbris

M Tak [  Hi SIKLLLO Hi,
oOrpyHTYyBaTH

Jlikapcbkuii 3aci0 3a MOBHUM J0CHE
(aBTOHOMHE JI0CHE), IHILWIT TIKApCHKMii
3aci0, HOBa Jil0O4a peHOBMHA

Brime necdaypany nopisHsiHo 3
eH(pIypaHOM Ha TOHYC MAaTKH A0 Ta Mic/s
BBE/IEHHS OKCUTOLIMHY, OLlIHEHUH
Oe3nocepeIHbO MATKOBMM TOHOMETPOM I1i]]
4ac KecapeBoro po3TuHy

[-653-26
Maza 11

3 12 nunus 1992 poky a0 10 xkosrHst 1992
poKy

8. Kpainwu, se nposoauiocs kiiniune sunpoOysanns CILIA

9. KinbKicTb 10CHIKYBAHHX

: \'_ nrie; endpyghwie 10gpNIETB)

o{

Kinaveic H B.

MiZ0BAHO: w%ﬂglm;(mm
.J NEPEKAAAY 3ACBIAYYD
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10. MeTa Ta BTOpHHHI 111l KJIIHIYHOIO
BUNPOOYBaHHS

11. JIuzaiin kiidiyHoro BUnpoOyBaHHs

12. OcHOBHI KpUTEpii BKIOUEHHS

13. JlocaiukyBanuii ikapebkHii 3acib, cnocid
3aCTOCYBaHHsA, cHia aii

[Ipoaikorano: 20 nauieHrie (aecdaypan:
10 nauienTie; endurypan :10 nauieHris)
Ipoananizosano moao edexrupnocri: 20
nauienrie (aecnypan: 10 nauienTis;
eHaypan: 10 nauieHTiB)
IlpoananizoBano moao 6e3nexn: 20
nauientis (nechaypan: 10 nauienris;
enduypan: 10 nauieHris)

OuiHuTy BIUIMB aechiaypaHy Ha CTYMiHb
TOHYCY MaTKM /IO Ta Mic/sl BBEICHHS
OKCHTOLIMHY, BUMIPSIHOTO Oe3rocepeHbo
MaTKOBUM TOHOMETpOM (3 50 % 3akucom
azoty ta 50 % KMcHeM) s 3araibHOT
aHecTesil Mmijl Yac KecapeBoro po3THHY.

PanaomizoBaHe BiIKpUTE O/IHOLIEHTPOBE
JOCIIDKEHHS Y apaiesibHUX rpynax 3
KOHTpoJsieM eHrypaHom

JloHoIeHa BariTHICTh Y 340POBUX KIHOK
Bikom 18—40 pokiB i ctapuie, aKi MaloTh
craryc | abo 1 3a mkanow AMepHKaHCHKOTO
ToBapucTsa anectesionorie (ATA) i skum
MPOBOATH NMepiinii a0 NOBTOpHUI KecapiB
PO3THH.

Inayknin anecresii: NalieHTH OTPUMYBAIH
TioneHTan abo Tiaminan BHYTPIIIHBOBEHHO
(B/B) y 1031, IO CIIPUYHHSE BTPATY
KOpHeaJIbHOro pedJieKkcy, Ta CyKUMHIIXO0IH
y 103i 1,5 MI/Kkr BHYTPiLLIHBOBEHHO Nepe/
iHTYyOaLji€e0.

[Miarpumytoua anecresis (nepen
noJioraMu): Micis iHAYKIIT Ta iHTyOanii
nawieHTaM BBOAMIIM aechaypaH y
KoHLeHTpauil 6,0 % HanpuKiHIL BUAKXY Y
50 % N20/50 % Oz. Bumiptosaiues
KOHLIeHTpauii HANPUKIHLI BUAUXY i
JI03BOJISLIOCS 3HMIKYBATH 200 301bIIYyBaTH
KOHLEeHTpauio aechiaypany 3 kpokom 10 %
BIZMOBIAHO A0 KIIHIYHHX MOKa3aHb 3TiAHO 3
MPOTOKOJIOM.

Hechnypan — ue HeroprouHii piakuii

NEPEKAAAY 3ACBIAYY
Kinayeic H,B. \
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TpUBAJIO He3nepepBHO, MOYMHAIOUH 3
MOMEHTY HApOKEHHSI MJ10/1a.

14. Ipenapat nopiBHAHHA, 1034, crnocid Inaykuis anecTesii: malieHTH OTPUMYBaU
3aCTOCYBaHHs, cuita Ail tionenTan abo Tiaminan B/B y 103i, 110
CIPUYMHSE BTPATy KOPHEAILHOTO peduiexcy,
Ta CYKUHHINXOMNiH Yy 1o3i 1,5 mr/kr
BHYTPIIIHBOBEHHO Tepe iHTybalieko.

IMiarpumyroua anecresist (mepes
noJioramMu): ricias iHaykKuii Ta inTyGanii
MarieHTaM BBOAMIM eHdIIypaH y
koHueHTpauii 0,6 % HanpuKiHI BUAUXY Y
50 % N20/50 % Oz. BumiproBanucs
KOHLIEHTpaLiT HaNPUKIHL BUAMXY |
JO3BOJISAJIOCH 3HIKYBATH a00 301/1bUIyBaTH
KOHLEHTpalito eHdaypaHy 3 kpokom 10 %
BIANIOBIAHO A0 KIIHIYHUX MOKA3aHk 3TiHO 3
POTOKOJIOM.

Endaypan — ue Heroprouuii piakui
AHECTETHK, 110 BBOJHUTHLCA 3 BUKOPHUCTAHHAM
BUIIAPHHKA.

BHYTpilIHEOBEHHE BBECHHS OKCHTOLIMHY
TpuBao Oe3nepepBHO, MOYHHAIOUH 3
MOMEHTY HapOJIKEHHS 1014,

15. CynyTHs Tepanis He Gy0 sx0HMX 0OMexeHb Ha
3aCTOCYBAHHsA IHIIMX MPENnapariB y
nepionepatiiiHoMy abo nicisonepaniiHomy
nepiofii, KpiM THX, SKi MepepaxoBaHi B
KpUTEPIAX BUKIIIOYeHHA. YCi 3acTocoBaHi
CcynyTHi npenapary 0yyno HeoOXiHO
3apeecTpyBaTH B MEIMYHIN KapTIli nauieHTa
Ha BU3HAYEHHUH CTOPIHIILI.

16. Kpurtepii oLliHKH e(peKTHBHOCTI Brnme necnypaHy Ha cTyniHb TOHYCY
MATKH MPH MOJIOrax i KpOBOBTPATy Matepi.

17. Kpurepii ouinku 6e3nexu Bnaue Ha naia (OLiHIOETHCS 32
MOKasHUKaMU rasiB KpoBi 1J10/1a), BIJIMB Ha
HOBOHAPO/KEHOTO (OLIHIOETHCS 3a LIKANO0H
Anrap i Helipo-noBeiHKOBUMH TECTAMM),
BIUIMB Ha CEPLIEBO-CYUHHY CUCTEMY MaTepi
.| KDOBOBTPATY IiJl Yac MoJoris, 1adopatopHi
TRASHIKM | UacTOTy HeGaKaHUX SBUILL

MTEPEKAAA 3POGAEHO
3riane 3 OPNF IHANOM

AocToBIPHICTD
REPEKAARY 3ACBIAYYD

Himaveic H.B. |
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18. CTarucTHYHI METOIH
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Bynu y3aransueni aemorpadivni aasi,
BKJIKOYAIOUH BiK, pacy, CTaTh, CTATYC 3a
wkanow ATA, 3pict i macy Tina. Takox
Oyna nijicyMoBaHa TPUBATICTE €KCMO3UILIT
iHransuifHuX 3acobis.

EdexkTuBHicTh: YCi NPONIKOBaHI NalieHTH
Oynu BKIOYEHI B OLHKY eeKTHBHOCTI.
3Hauyuii napameTpH, noep'sa3axi 3
eexrusuicTio, Gynu 3BeaeHi B Tabauio Ta
y3arajibHeHi 6e3 CTaTHCTHYHHX TECTiB.
Kinuesi To4KkH e(peKTHBHOCTI BKIIOYAIH
OLLIHKY CTYIEHS TOHYCY MaTKH B [OPiBHAHHI
3 KOHLEHTPALLIEIO IHrAIALIHHOrO arenTa
HATIPUKIHIL BUAMXY TICs MOJOTIB (MOsSBH
HOBOHAPOUKEHOT0), IMICIs BiAXOUKEHHS
MJIALEHTH | Yepe3 3 XBHIMHH Mic/s
BIIXO/DKEHHS raueHTH. Tonyc MaTku
BMUMiproBain Oe3rnocepe/iHbo 3a I0MOMOrok
HeiHBa3MBHOIO MaTKOBOTO TOHOMETPA.
Taxox OyJin y3arajbHeHi napameTpH, Lo
OIMUCYIOTh PeakLito MalieHTa Ha iHraasaiiHi
npenaparu mnij yac onepaiii ta BUXia
nawuieHTa 3 HapKo3y Michs onepattii.

Besneka: HebakaHi aBuina Oy/u 3aKo10BaHI
3 BUKOPHCTaHHAM MeaHyHOro clioBHUKA
peryastopHoi aisaeHocti (MedDRA). Vi
MPOAIKOBaHI NaLieHTH OYJIM BKIIOYEHI B
ouinky 6esneku. HaBoaarecs 3aranbui
3Be/IeHi JaHi 110/10 NalieHTiB 3 HebakaHUMU
asuiaMu. Hebaxkani spuina (HA) rakox
Oy/in po3nojiisieHi 3a TAKUMH KaTeropiamu:
Tsokki HA, HS aki npunaiimui Bignaneso
nos'sa3ani 3 10CHIKYBaHUM MpenapaTom,
HA, siki npU3BOAMIIN 10 NPUNTMHEHHS y4acTi
y pocnipkenni, i HA, wo npussoaniam 10
JAetanbHOro BUnNaaky. Yci sapeectposani H
Oy/m y3araibHeHi 3a KJ1acoM CHCTEM
OpraHiB, TEPMIHOM NEPeBAKHOIO
BUKOPUCTAHHA | FPYNoLO JIKyBaHHA. 3Be/IeHI
JaHi BKJIIOYANH KiJIbKICTh Ta BIJICOTOK
nawieHTip 3 Hebaxkanum sisuiem. bynu
nepesniveni Bei HA, a Takox Gynu
NiZAFOTOBJIEHI OKPEMI CITMCKH JUIA 3HAYHHUX
HA (nanpuknan, tsxkux HA, HA, wo
MPU3BOMIIN JI0 TIPUITMHEHHS YYacTi y
JlocikerHi Ta/abo rocnitanizaiin).

p iﬁ BiK NaLi€HTIB CTAHOBHB 24,9 POKY
W .e°¢§§ypa“?’ﬂ%?flﬂi’ﬁh“h¥§"ﬂﬁﬂtno
BRY DU TR S PN iR nom
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icnancekoro noxokeHHA (8 [80 %]
nauientis — aechaypan; 6 [60 %] nauientis
— eH(aypan), i Bci BoHM Oy/n KiIHKAMH.
binpuiicts nauieHTiB manu craryc Il 3a
wkanow ATA (7 [70 %] nauienTis,
nechaypan; (6 [60 %] nauienris,
eHduypan).

20. Pesynbratu edeKTUBHOCTI CepeiHsi TpUBAIICTb €KCIMO3ULIT
iHransuiinux 3aco0iB cranoBuaa 45,3
XBWIMHH Y rpyni aechaypany Ta 51,7
XBUIMHH Y rpyni eHdaypany; meaiana
TPUBAJIOCTI CTAaHOBWIIA 45 XBHIMH Ta 54
XBWJIMHH y rpynax jeciypaHy ta
eH(aypany BiANOBIAHO.

3Ha4YeHHs TOHYCY MaTKM i KOHLIEHTpaLii
HANPUKIHLI BUAKMXY, 3apeecTpoBaHi Bijpasy
micJiA nonoris (MOABH HOBOHAPO/IKEHOTO),
nopisaiosanu 4,1 r/em i 5,7 % (nechnypan) i
4,2 r/em i 0,6 % (endnypan) BiaAnosiaHo.
3HaueHHs TOHYCY MaTKM | KOHUEHTpaLlil
HANPUKIHLI BUAKXY, 3apeecTpoBaHi Bipasy
Michs Bi/IXODKeHHS MUIALEHTH, JOPiBHIOBATH
6,1 r/em i 5,5 % (necdnypan) i 6,5 r/em i

0,6 % (endnaypaH) BianoBiaHo; yepes 3
XBMJIMHH 3HAYEHHSA TOHYCY MATKH i
KOHUEHTpALiT HANPUKIHIL BUAMXY
nopisuosanu 7,2 r/em i 5,3 % (nechaypan) i
7,6 r/em 10,6 % (erduiypan) BianoBigHoO.
[TokazHUKK reMOJMHAMIKH Ta JUXAHHS,
iHTpaonepailiiti nokazHuku Oyu
noAiOHUMHU Mixk rpynamu. Buxiza 3 Hapko3y,
BUMIPAHMH SK 3[aTHICTL pearyBaTH Ha
KOMaHAH, OyB WBUALLIKM Y IPyIi, sSKa
orpumysana eHdaypan.

21. Pesynbratu Ge3neku 3aranom y 20 % nauientie (3 [30 %]
nauientis, aechaypan; | [10 %] nauienris,
endaypan) cnocrepiranocs | HS nin vac
JOCTIZKEHHS.
* HAL, npo ki noBigoMasiocs B rpyni
aechaypaHy, BIJIOYAIN: PO3LLEINJICHHS
XpeGeTHUX Ayr HeMOBAATH (1 nauiexT),
NHEBMOHII0 y HeMoBJiTH (1 nauienr) i
rinotexsito y marepi (1 naiieHr).
HeGaxaHum sBuiieMm, npo ske

g Bl}lOMJ’!ﬂﬂOCﬂ B rpyni enduypany, Oya

TOpHHMIl ﬂl‘ CCCOM.

3 REGBAR 'ﬂea EHO
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(Bi1aaeHo, MOXKIMBO ab0 HMOBIPHO) 3
JIOCHIKYBAHHM TPENapaToM, a B rpymi
eHdypaHy y *OJAHOrO NaLieHTa TaKoro He
Oyno.

* B ogsomy Bunaaky (rpyna jaecduypaHy)
Oyno Tskke HS, poswernienns xpedeTHUX
YT Y HEMOBJIATH, /UTs 3aKPUTTA 4oro Oyna
npoBejieHa XipypriuHa onepatis npoTsarom
48 roauu nicas nojoris. JlochiaHUK
BU3HA4YMB, 10 e H He Mae BigHOEHHS 10
JIOCITIDKYBAHOTO Mpenapary.

* ¥V sxoaHoro nauienta He 6yno HA, axe
MPU3BOAUI0 OU JI0 MPUNTUHEHHS
3aCTOCYBaHHS A0OCIIIXKYBAHOTO Npenapary.
*» He Gyno 0aHOro NIeTanbHOro BUIAJAKY B
XOJ1 JAOCTIIKEHHS.

 CepeHs BTpaTa KPOBi MaTepi CTAHOBH/IA
1000 Mt Ta 910 M1 BignoBiaHO y rpynax
necuypany Ta enduypany. 3MiHH cepeHix
3HAYEHb TEMATOKPHUTY MATepi Bijl MOMEHTY
JI0 TOJIOTIB 10 MOMEHTY MicJist MOJIOriB
CTAHOBMIIH -3,6 % i -2,5 % BiNMOBIIHO B
rpynax aecaypany Ta eHduypaHy.

* Konuenrpauis aecdaypany y niasmi Kposi
y 3pa3skax i3 MaTepuHCHKOT aprepil,
MynKkoBoi apTepii Ta MyNKOBOI BEHH
crtaHoBuaa 138.,9, 54,3 ta 80,3 mr/n
BianosiaHo. Konuenrpauii enduypany y
[Jasmi KpoBi y 3pa3kax i3 MaTepHUHCBKOT
aprepii, myrnkoBoi aprepii Ta MyrnKoBoi BEHH
craHoBunu 53.8, 16,6 tTa 27,4 mr/n
Bi/UTOBIHO.

* ¥V rpyni pecuiypany cepeaHi MoKasHHKH
3a 1Kajnor Anrap yepes 1 i 5 XBHIMH nicas
noJioris gopisuioBanu 8 i 8,9 Gana
BiAMOBIAHO. Y rpyrii eHdaypaHy cepeaHi
MOKA3HUKH 3a 1iKano Anrap uepes 115
XBMJIMH Mic/st noJoris gopisHioBanu 8 i 9
OaniB BiAMOBIAHO.

 CepeiHi MOKA3HUKH afanTailiiHol
3aaTHoCTI 3a wkanow NACS (Oninka
HEBPOJIOTIUHOT Ta aIanTalliiiHOT 3/1aTHOCTI
HOBOHApOKeHHUX) yepe3 2 Ta 24 roauHu
Mic/s noaoris craHoBuIK 7,6 Ta 8,3
(necdnypan) ta 7,4 ta 8,6 (endaypan)
BianoBiaHo. CepeaHi HEBPOJIOTIUHI
noKa3zHUKH 3a wKanow NACS uepes 2 Ta 24
rOJWHM MIC/s MOJOTiB cTaHOBUIHK 23,6 Ta
3 (,uecdmypan) Ta 19,9 1a 23, 8

KAZHWKH 32 1IKAI0H0 NACS yepes 2 i 24
}?ﬂf '. icis nondtEPEHmAAY IR BB JE HO4,6
3rlAH. 3 OPHT IHANOM
AocT1oBiPHICTD
REPEKAAAY 3ACBIAYYD




(nectnypan) i 27,3 1 32,4 (endaypan)
BI/IMOBIJIHO.

» Cepe/iHil HAAJMILIOK JIYTiB B MYNKOBIiH
aprepii 3Hu3uBes Ha 1,8 Meks/n y rpyni
nechaypany Ta Ha 3,7 MexB/a y rpyni
eHpaypany. CepeaHi 3Ha4eHHS
napuiajbHOro THCKY BYTJIEKUCIIOrO rasy B
nynkogiii aprepii (PCO2) Oyau oiHaKOBUMH
y rpynax gechaypany (52,7 Mm pT.CcT.) i
endaypany (52,8 mm pr.ct.). Cepeni
3HAYEHHS MapLiaibHOro THCKY KMCHIO B
nynkosiii aprepii (PO2) ctanoBuM

24,7 MM pr.cT. i 22,4 MM pPT.CT. Y rpynax
necaypany Ta endaypaHy BiaNoBiaAHO.
3uauenns pH nynkosoi aprepii (7,3) Oyau
OJIHAKOBUMH B 000X rpyrnax JIiKyBaHHS.
Cepeani 3nauernst SAO2 y nynoBuHi
cranoBuau 38,4 % i 30,0 % B rpynax
nechnypany i enurypaHy BiANOBIAHO.

\

| 22. BHCHOBOK (3aKJIFOYEHHS) e Jlani 3 eheKTHBHOCTI BiANOBIJAIOTH

i noTouHii indopmauii 3 eexTUBHOCTI,

| HaBeAeHi y mapkyBaHHi gecduypany.

| ® 3acrtocyBaHHs aecaypany Oyno

| Ge3neyHuM i 106pe nepeHoCcH10cs NpH
3arajibHii aHecTesil y NawieHTiB, SKUM
NPOBOAMIIM KecapiB po3TuH. [lecduypan
HE 3MIHIOBaB peaKilito MATKH Ha
OKCHMTOLIMH | HE BIJIMBAB HA CTaH
HOBOHapomkeHux. Jlani 3 6e3nexw,
OTpUMaHi B XO/i LBOr0 JOC/IIKEHHS,
BiZINOBIAAKOTH MOTOUHIH iHdOopMaLii 3
Oe3nexu, HaBe/IeHi y MapKyBaHHI
necaypany, i He CBiAYaTH MPO KOAHI
HOBI cMrHanu a6o MNaTrepHyu o010
Oe3neku.

3asiBHUK (BJIACHUK IMignue: /Ixeccika Cratex
peeECTpalllnHoOro Enexrponnnit nianuc: [ieccika Cparex

ﬂOCBi}llleHHﬂ) Iincrasa: S 3aTBepaKylo ueH JOKyMeHT
Jlara: 18.01.2024 18:53 CST

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

(IL. 1. B.)

MEPEKAAR 3POBAEROD
3T {AHe 3 OPHT IHANOM

AoctoBiPHICTb
NEPEKAARY 3ACBIAYYD

Hiwaveic 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 60

1. Name of medicinal product (if available — number | Suprane, Inhalation Vapour, Liquid ;
of registration certificate): : 3
2. The applicant | %Baxter SA, Belgium '
3. Manufacturer Baxter SA, Belgium !
% |
4. the undertaken study: : X | yes . O 'no : if not explain \
| L
S . e s e e 1
" 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  : An Evaluation of the Discharge Readiness in

* clinical research ' Patients Undergoing Qutpatient
Laparoscopic Surgery: A Comparison of
Desflurane, Propofol and Isoflurane

|
i J
| 1-653-27
i 6. Phase of clinical research , Phase 11IB
'7. Time frame of clinical research 30 Sep 1992 — 20 Aug 1994
I - . . - ‘
8. Countries where the clinical research was _United States
: conducted '
1 :

- Enrolled: 178 patients
; Completed: 171 patients !

10. Purpose and secondary objectives of the clinical ‘s To evaluate the discharge readiness of
research | patients receiving desflurane, propofol,
+ or isoflurane undergoing outpatient
i : laparoscopic surgical procedures.

|
E 9. The number of persons under investigation: ‘Planned: 240 evaluable patients
|




11, Clinical research design

12, Main inclusion criteria

t 13. Test medicinal product, method of
| administration, efficiency

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

]

.
i
.

' 15. Concomitant therapy

16. Efficacy evaluation criteria

151

‘s To assess and compare the safety in
terms of hemodynamic and clinical

i laboratory variables and adverse events

of desflurane, propofol, and isoflurane in

this patient population.

; Open-label, randomized, parallel group,

| active-controlled, multi-center study.

i

: ASA 1-3 females, ages 18 years of age or

- older undergoing elective laparoscopic
surgery under general anesthesia. Females
were required to be of non-childbearing

. potential, or practicing an FDA approved
method of contraception, not breast feeding,
and to have had a negative urine hCG

| pregnancy test within 24 hours prior to

i surgery. Patients were required to provide |
written, informed consent '

Desflurane (end-tidal concentration) 6.0- |
7.5% with O or 2.83-4.0% with 60%
i N2O/O3. Inhalation

| Propofol/60% N>0/O; up to 12 mg/kg/hr IV

, infusion for the first 15 minutes followed by
_up to 6.0 mg/kg/hr or Isoflurane/60%
- N20/0z (end tidal) concentration 0.5 - 0.65%

. Inhalation

D-tubocurare 3 mg/70 kg IV,
Ketorolac 60 mg IM,
Succinylcholine 1.5 mg/kg IV,
Nitrous Oxide 60%,
Vecuronium IV,

Ephedrine IV prn,
Neosynephrine IV prn,
Atropine [V prn,
Edrophonium 10-40 mg 1V,
Glycopyrrolate 8- 16 p/kg IV,
Droperidol 0.625 mg IV, and
Fentanyl up to 1.5 pg/kg IV

‘e Times from cessation of the anesthetic
agents to the times the patients:
o opened eyes, extubated (time
from induction), able to respond




17 Safety assessment crlterla

. 18 Statistical methods

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

152

to commands, able to sit, stand,
walk, and tolerate oral fluids,
achieved an Aldrete score of 9-
10, were judged fit for discharge.
{e  Mean Aldrete PARS scores upon entry to -
the recovery room and at 10-minute !

intervals thereafter.

. Hemodynamlc and resplratory varlablcs i
.o Clinical laboratory variables (serum

; chemistries and hematology)

‘e ECG variables |
f e Adverse Events E
T
The general linear model from SAS using |
site and anesthetic drug effects was used to {
analyze primary and secondary efficacy [
variables. :

: Mean age 27.3 to 35.2 years, mean weight
1 58.2 to 77.3 kg. There were no clinically

' significant or contributory to intergroup

- differences.

|
1
i
!

4

- g e [p—— B s |

20 Eff' iciency results

i There were mgmﬁcant differences among the
_treatment groups for 9 of the 16 emergence
“parameters. The desflurane/N2O group had
i faster recoveries than desflurane alone and
- propofol/N20 for the "following commands”
 group of parameters. Isoflurane/N2O was

| faster than propofol/N2Q for eye opening and .
. squeezing fingers.

: Propofol/N20 was significantly faster than

. desflurane/N20 for time to standing,
walking, and drinking. Propofol/N2O was
significantly faster than desflurane and

- desflurane/N20 for time to being judged fit

: for discharge.

_There was no significant difference for time
“to an Aldrete PARS score of 9-10. The mean
" Aldrete PARS score on arrival to the

s recovery room was significantly higher for

: propofol/N20 than Isoflurane/N2O but the

! numerical difference was very small. The
"actual time to discharge showed no

' significant differences.

There were few statistical and no clinically




21. Safety results

22. Conclusion (evaluation)

Applicant (holder of
registration certificate)

. significant differences in hemodynamic
i parameters, and no difference at all for
' concomitant medication use and

. intraoperative recall.

: There were numerically more total and drug
s related adverse events in the desflurane

. group than the other 3 groups, This was
“largely due to nausea. There were
“numerically more patients with any AE and
. with a drug related AE in the desflurane

i group but this did not reach a level of
[significance. All AEs were routine and
“expected. There were no significant

‘ differences for clinical laboratory
evaluations or changes from baseline in
physical examination or ECGs.

Desflurane/N2O provided faster recovery
times for following commands, while
propofol/N20 provided faster times to
; standing, walking, drinking, and being
i judged fit for discharge. The reasons for and
¥ “w . «
tclinical significance of these somewhat
t contrary findings are unclear.

‘Desflurane alone at a higher MAC produced
“more routine AEs, mostly nausea, but overall
, the treatment regimens were comparable in

i safety and tolerance.

, All of the anesthetic regimens tested in this
t study provided safe and effective general
‘anesthesia and relatively prompt emergence
.and recovery from anesthesia permitting

. timely discharge from the medical facility

" post operatively.

Electronically signed by: Jessica

Signature: J&SSica Svatek gk

Reason: | approve this document
Date: Jan 18, 2024 1853 CST

!

Email:_jessica_svatek@baxter.com (signature)

'
|
v

(Name)
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Honarok 30

10 [TopsijiKy npoBeieHHs eKCMEPTH3H peeCTpaLiiiHkX MaTepianis Ha JliKapchKi 3aco0u,
110 MOJAIOTECS Ha JEPHKABHY PeecTpallito (nepepeecTpartito),

a TAKOYK EKCTIEPTH3M MaTepiasliB Npo BHECEHHS 3MiH 0 peecTpauifHux MaTepiais
NpOTAroM Jii peecTpauiiiHoro nocBixueHHs

(myHkT 4 pozainy 1V)

3BiT npo KiiHiube punpobysanHa Ne 60

1. Hazea nikapcpkoro 3acoby (3a HasBHOCTI - Homep  Cynpa, mapw s iHransuiid, pigusa
peecTpauiiiHOro MocBil4eHHs)

2. 3asgBHUK bakcrep C.A., Benbris

3. Bupobuuxk Bakcrep C.A., Benbris
4. IpoBefeHi 1OCIIKEHHSA: X rtak [ Hi SIKILO Hi,

00rpyHTYBaTH

1) Tun nikapcekoro 3acody, 3a skum nposoauaacst  Jlikapcekuii 3aci6 3a MOBHUM 10CHE
abo rIaHyeThCs peecTpatlis (aBTOHOMHE J0CHE), IHLIHI JTiKapehbKHid
3aci0, HOBa JiF0Ya pevOBHUHA

5. [oBHa Ha3Ba KJAIHIYHOTO BUMPOOYBaHHS, OuliHKa FOTOBHOCTI 10 BUMUCKH Y NALi€HTIB,

KOAOBaHWH HOMEP KJIHIYHOrO BUNpOoOyBaHHs AKI MepeHecnd aMOyIaTopHy
7anapocKoniyHy ONnepaiito: nopiBHAHHA
nechaypany, nponodony Ta izopaypany

[-653-27
6. ®aza KAiHIYHOTO BUNPOOYBaHHs ®asza 1B

7. Ilepion nipoBeeHHs KIiHIYHOrO BUNPOOyBaHHS 3 30 Bepecusi 1992 poky no 20 cepniua 1994
POKYy

8. Kpainwu, sie npoBoauiocs iiHiyHe sunpobysanna CLIA

9. KinbKicTh n0oCHiIKyBaHHUX s 3ammanopana: 240 nauicntis, aki

A\ B JOCJI m:giﬁ ﬁinauienﬁfsuo
e ﬂl"cJ]'m:?rEuH; PSR Tk ARoN

‘ BoctoBiPHICTD
NEPEKAARY 3ACBIAYYD

Kimayeic H.Ba \\




10. MeTa Ta BTOPHHHI Ui/l KJIIHIYHOTO
BUMPOOYBaHHA

11. [Iu3aitd KaiHiYHOro BUNPOOYBaHHA

12. OcHOBHI KpUTEpiT BKIIOYEHHS

13. locaimkyBaHuii jgikapebkuii 3acib, cnocid
3aCTOCYBaHHA, cuia aif

14. Tlpenapat nopiBHsAHHS, 1034, CMOCiO
3aCTOCYBaHHS, cuia aif

15. CynyTHs Tepanis

e  OUiHUTH FOTOBHICTB 0 BUITHUCKH Y
MalieHTIB, SKMM MPOBO/IATH
amMOyJ1aTOpHi TanapocKornivHi Xipypriuti
MPOLEAYPH i3 3aCTOCYBAHHAM
nechaypany, nponogoiy ado
i30(aypany.

e OuUiHNTH Ta MOPIBHATH Oe3neKy
necaypany, nponodosny Ta izodaypany
B JaHiit nonyasauii nauieHTis 3 TO4KH
30py reMOIMHAMIYHHX Ta KJiHIKO-
nabopaTOPHUX MOKA3HUKIB, 4 TAKOMK
HeOaKaHUX sIBMLLL.

Binkpute panaomizosatne GararoleHTpoBe
JOCHIIKEHHS B napajiejbHuX rpynax 3
AKTUBHUM KOHTPOJIEM.

XKinku Bikom Bia 18 pokis 3i crarycom 1-3
3a HIKaJIoK AMEPHKAHCHKOrO TOBAPUCTBA
anecresiosiorie (ATA), AKUM NPOBOASTH
MJAHOBY JIANapOCKOIIYHy Onepalito mia
3arajibHUM Hapko3om. Bumaranocs, 106
KIHKH HE MaJi JIITOPO/IHOTO MOTEHLiay,
abo 100 BOHM 3aCTOCOBYBATH CXBaJIEHHH
FDA metoa koHTpauenuii, iod BOHH He
roAyBajy rpyaio, a TAKOK Majlu HEraTUBHI
pe3yJbTaTH TECTy Ha BAariTHICTH 3
BusHaueHHsm XI'J1 y ceui npotsrom 24
roauH o onepailii. [lanieHTu nopunHi Oyau
HaJlaTH MUCbMOBY iH(POPMOBaHY 3roay

Hechnypan (KoHUEHTpaLls HAPUKIHLI
BUAMXY) 6,0-7,5 % 3 Oz abo 2,83-4,0 % 3
60 % N20/O». Turansuis

[Tpornodon/60 % N2O/O2 y no3i ao

12 mMr/kr/roauHy BHYTPiLIHBOBEHHO
MPOTSroM Nepiinx 15 XBUAMH 3 NOAANbLIMM
BBEJICHHAM Yy 11031 10 6,0 Mr/kr/roauHy abo
i3oypan/60 % N20/O; (HanpukinLi
BUMXY) ¥y KoHueHrtpauii 0,5-0,65 %

[Hransuis

e D-tybokypapun 3 mMr/70 kr

BHYTPiLUHBOBEHHO,

KeToposiak 60 Mr BHYTPILLIHBOM'S30BO,

ELUMHIAXOMIH 1,
WoilHboBeH

AoctoBiPHICTL

Linan sposaeno
ST AN, 3 OPNT IHARON
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e 3axuc azoty 60 %,
BekypoHiit BHYTpilIHBOBEHHO,
Edeapun BHYTpILLIHBOBEHHO 32

notpedoto,

e HeocunedpuH BHYTPILLIHBOBEHHO 34
noTpedoto,

e  ATpOMiH BHYTPiLLHBOBEHHO 32
notpedoto,

o Eapodoniit 10-40 mr BHYTpilLIHBOBEHHO,

e T[nikoniponar 8—16 Mkr/kr
BHYTPilIHBOBEHHO,

e Jlponepumon 0,625 mr
BHYTPiLITHBOBEHHO, i

e ®denranin g0 1,5 MKIr/kr
BHYTPILLIHBEOBEHHO

16. Kpurepii ouinku eekTHBHOCTI e Yac BiJ MPUIMHUHEHHS BBECHHS
aHECTETHKIB JI0 Yacy, KOJH:

O TNALIEHTU BIIKPUIH OYUi, Y HUX
npoBeeHa ekctyOauis (yac rmicns
IHAYKLIT), BOHH 3/1aTHI pearypaTtu
HA KOMAaHAH, 3/1aTHI CUIITH,
CTOSTH, XOJJUTH | YTPUMYBATH
PIAMHHU Y TOPOKHHHI POTA,
Habpanu 9—10 Ganis 3a WKaI0O
Anbapera, Oyu BU3HaHI
MPUIATHAMM JI0 BUTTHCKH.

e CepenHi OaqbHa OLIHKA 32 ILKATOK
Anpapera (OLiHKa BIJHOBICHHS TTics
anectesii (PARS)) npu Hagxomkenui B
nicasionepauiHy nanaty i3 10-
XBUJIMHHUMM IHTEpBaaMM MIiCis LbOTO.

17. Kputepii oninku 6e3rnexku e [loka3sHHMKM reMOJAMHAMIKH | JIHXaHHS
e Kuiniyni nabopaTopHi NOKa3HUKH
(DioXiMiuHI MOKA3HUKH CUPOBATKH KPOBI
Ta reMaToJIOriyHi MOKa3HUKK)
e 3minni EKIT
e HeOaxani sBuuia

e [8. CraTrucTH4HI METOIH Jlns aHanizy NepBUHHKMX | BTOPUHHUX
3MiHHHX eekTHBHOCTI Oyaa 3acTocoBaHa
3arajibHa JiHiiHa mojaens SAS, mo
BMKOPHCTOBYE JIOKaJizallito Ta eextu
AHECTETHKIB.

19. JlemorpadiuHi nokasHUKH A0CTIIK
nonyJjALii (crate, BiK, paca, TOLIO)

980 3nauymx 364 ARUPIVRNT | HANOM
' AocroBiPHICTD
NEPEKAARY 3ACBIAYYD

Kinaypic H.B.




20. PesynbraTi epeKTUBHOCTI

21. Pesynbraru Oe3reku
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MIKIPYMOBHX BiAMiHHOCTEH BUABJICHO HE
Oyno.

Mix rpynamu JIiKyBaHHs criocTepiraiucs
CyTTEBI BiAMiHHOCTI 1o 9 3 16 napamerpis
BUXO/1y i3 HApKO3y. ¥ rpyni 3acTocyBaHHs
nechaypany/N20 cniocrepiranocs wB1aLIe
Bi/IHOBJIEHHSI, HIK y Ipynax 3acToCyBaHHA
Tinbku aechaypany i nponodony/N20,
I110JI0 FPYIH NapaMeTpiB «peakitis Ha
KOMaHau». Y rpyni 3acTocyBaHHs
i3o¢nypany/N2O mBuLe, Hixk y rpyni
sactocyBanHs nponogony/N»>O, nauieHTv
BiIKPHBAIHM OYi | CTUCKAIM NaJbLLi.

Yac 710 CTOSHHA, XO0AB0H Ta MOMKJIUBOCTI
nuTH OYB 3HAYHO KOPOTIIKIA Y rpymi
zactocyBanus npomnogony/N20, Hixk
nechaypany/ N20. Yac 1o npugarHocTi
naijieHTa 10 BUMMCKH OyB 3HAUHO KOPOTIIHi
y rpyni 3actocyBanHs nponogony/N2O, Hik
y rpynax aechaypany ta aechaypany/N2O.

He 6yno cyrTeBoi pizHuui B yaci 10
AocsrHeHHs 0anbHOT OLIHKM 32 IKAJIOK
Aunsapera (PARS) 9-10. Cepennst 6anbna
ouinka 3a mwkanow Ansapera (PARS) nicis
HAJXO/KeHHA B Micasonepauiity nanary
Oyna 3HAYHO BULLOKO JIJIS IPYITH
3acrocyBanus nponogony/N20, Hixk
i30(paypany/N20, ajne uucesibHa pi3HULA
Oyna ayxe HeBenuKow. MakTHUHMIA Yac 10
BUIMUCKH HE MAB CYTTEBHMX BiIMIHHOCTEH.

Byna He3HauHa KijbKiCTb CTATHCTHYHMX, A€
He OyJI0 KNIHIYHO 3HAYYLIUX BiAMiHHOCTEH Y
reMOJIMHaMIYHHUX MTapaMeTpax, a TAkoXK He
Oy10 KOAHOT PI3HMULL LIOJ0 CYNYTHIX
npenaparip Ta npoOy/LKeHHS Mij Yac
OMepaTUBHOrO BTPYUYaHHS.

VY rpyni necduypany Oyino 3apeecTpoBaHO
yrcenpHO Oinbiue HeGakaHWX ABMILL 3arajom
i HeDaXkaHUX SABUILLL, MOB'A3aHHX i3
3aCTOCYBAHHAM MPenaparty, HiK y 3 IHIIHX
rpynax. B ocHoBHOMY 11 OyJ10 MoB'sa3aHoO 3
HY0TO. Y rpyni ,uecq)nypaHy Oyno
aHICCIIbHO Oinbiue naulel-mB i3 OyAb-AKHM

B, 1oB' H3aHH 13 330'1‘00 BaHHsM

T '-:% , ane ue H REHO
‘. . Vei 16 Hm oW
VeI cwa'i

i 8, REPEKAARY 3acelml

3800215(9/5//
Ne
ez Kiwayeic H.B. \,\
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3BUYAHUMU Ta ovikyBaHumu. He Gyno
BUSABJIEHO ICTOTHHUX BiAMIHHOCTEH Y
KaiHiuHKMX abopaTopHUX aHastizax abo 3MiH
y NOPIBHAHHI 3 BUXIJAHUM PiBHEM 11010
(pizukansHoro obcrexenns abo EKI'.

22. BUCHOBOK (3aK/IHOYEHHs) Jechaypan/N2O 3abesneuysas BuaiLe
Bi/IHOBJIEHHA 111010 peakilii Ha KOMaH/H,
toai sk nponodon/NO 3abezneuysas
[IBH/ILIE BiJIHOBJIEHHS 1110/10 3/1aTHOCTI
CTOSTH, XOJUTH, MMUTH, 8 TAKOIK OLIIHKH
MPUAATHOCTI 10 BUNUCKK. [TpHumnnu Ta
KJIHIYHE 3HAYEHHS LMX ACLILO MPOTHIIEKHUX
pe3yabTaTiB He3pO3yMii.

3acTocyBaHHA TINBKH AecuiypaHy Y BHILMX
koHueHTpauisx MAK cnipuuussno Ginbury
KiJIBKICTD 3BMYaiiHMX HeDaxKaHUX ABHILL,
rOJOBHUM YHHOM Y BHIJISI HYA0TH, aje
3arajioM CXeMH JiiKyBaHHsA Oyiu
MOPIBHAHHUMM 32 Oe3reKolo Ta
NePEeHOCHMICTIO.

Jlast ycix cxem aHecTtesii, MPOTECTOBAHHX B
LBOMY JIOCIDKEHHI, criocTepirajacs
Oe3neyna Ta e)eKTHBHA 3arajibHa aHecTe3is,
Bi/THOCHO HIBH/IKI TEMITH BUXOJY 3 HAPKO3Y
Ta BiJHOBJIEHHS TiCJs HAPKO3Y, L0
JIO3BOJISAJIO CBOEYACHO BHIMCATH MMALIIEHTA 3
MEMYHOI0 3aKaaay micis onepauii.

3asBHUK (BIACHUK IMianue: Jxeccika Catex

peechauluﬂoro Enextponnnii nianuc: Jlxeccika Cparek
ﬂOCBIﬂlleHHﬂ) IMTincrasa: A 3aTBepKyio el A0KyMeHT
Jara: 18.01.2024 18:53 CST

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

(I. 1. B.)

MEPENNAR 3POGREHO
3riAH. 3 OPNT IHANOM
5 a iunuuxnn 2l AOC]OQ“’“C"!

X 38002596 1 BEPEKAARY 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 matertal for changes to registration materials

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

Clinical research report No 61

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

£
r

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

6. Phase of clinical research

7. Time frame of clinical research
i
!

8. Countries where the clinical research was
“conducted

t
i

;9. The number of persons under investigation:

1. Name of medlcmal product (1f avallable number i Suprane Inhalatlon Vapour, quIIld

oSO VY I A et o o rrme m. o ban s e e = e v e s

£
H

Baxter SA, Belgium

' Baxter SA, Belgium

! | ' .
X | yes | [0 {no} if not explain
4 H 1
H | ;
{

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

l_

The Safety of Desflurane Versus [soflurane
in Patients with Coronary Artery Disease
!' Undergoing Peripheral Vascular Surgery

'1-653-28

Phase IV

28 Jul 1994 — 23 Jun 2003

. Multicenter (23 centers)

Planned: 288 patients enrolled to achieve

, 250 evaluable patients (n = 125/treatment
group) |
"Enrolled: 303 patients randomized.
_Treated: 269 patients (desflurane, 132
 patients; isoflurane, 137 patients)




research

- [e——"

10. Purpose and secondary objectives of the clinical

¥

-To compare the safety of desflurane to
“isoflurane in patients with coronary artery
“disease (CAD) undergoing peripheral

: vascular surgery in whom their peripheral
; vascular disease (PVD) was due to

| arteriosclerosis.

11. Chmca[ research design

12. Main inclusion criteria

[ [

Multlcenter open—label parallel treatment
i active-control study

: Male or female patlents, 18 years or older

| with American Society of Anesthesiologists’
(ASA) physical status II, Il or IV, with
CAD and undergoing peripheral vascular

surgery.

13. Test medicinal product, method of
administration, efficiency

i Destlurane via inhalation in oxygen, titrated
to clinical effect.

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

" - e - g e R [

15 Concomltant therapy

16. Efficacy evaluation criteria

‘E

17. Safety assessment criteria

| 18. Statistical methods

Isoflurane via inhalation in oxygen, titrated
; to clinical effect.

i
H

. Proportion of patients requiring concomitant
- medications during and after surgery;

‘ proportion of patients needing additional

i fentanyl during anesthesia maintenance was
i recorded.

b
H

i Mean duration of anesthesia; mean end-tidal
5 inhalation agent concentration

i Myocardial infarction; adverse events,

¢ clinical laboratory evaluations;

' hemodynamic and respiratory parameters;

- 12-lead ECGs; cardiac outcomes;

t concomitant medications; discharge

“readiness; anésthesia emergence,

E “Summary statistics were calculated for
demographlcs inhaled anesthetic exposure
measures clinical laboratory parameters;

5 hemodynamlc and respiratory parameters;

i 12-lead ECG measures; discharge times; and

g emergence times by study period and/or time '

: pomt The treatment groups were compared
usmg appropnate statlstlcal tests (two—

PORPP - e o P PR

ORIV S PO

1
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i - sample t tests for continuous data; Fisher
i— exact tests for categorical data).

19. Demographic indicators of the population study { The mean age (+SD) was 66.6 (£9.7) years.
(gender, age, race, etc.) ‘' There was a statistically significant (p=0.02)
| difference between treatment groups
' (desflurane, 68.0+8.6 years; isoflurane,
.65.3£10.5 years) in mean age. This
{ difference was not clinically relevant, Most
| patients were Caucasian (79.2%, 213/269)
"and male (77.3%, 208/269), with a
“predominant ASA physical status of 11T T
1 (79.2%, 213/269). No statistically significant
| differences were observed for gender, height, E
, weight, body mass index (BMI), |
' race/ethnicity, and ASA physical status i
' between treatment groups ?

|
20. Efficiency results | There were no statistically significant i
' differences between treatment groups for the |
{ mean duration of anesthesia (desflurane,
t4.5%1.9 h vs. isoflurane, 4.3+1.8 h) or mean
, end-tidal inhalation agent concentration
' (expressed as age-adjusted MAC
‘equivalents) (desflurane, 0.8+0.2 MAC;
isoflurane 0.7+£0.2 MAC). Rates of
' concomitant medication administration were
"similar between the treatment groups.

{
+ There were no statistically significant
[ - differences between the treatment groups in
i ‘the frequency of intraoperative (primary
! analysis) or postoperative myocardial
'; ischemia on continuous, 2-lead Holter ECG
: monitoring. There were no clinically
f meaningful differences between the
% treatment groups in the duration or severity
i of detected myocardial ischemia.
1

The incidences of AEs (desflurane, 82.6%
 v8. isoflurane, 77.4%) and SAEs (desflurane,
13.6% vs. isoflurane, 13.1%) were also
comparable between the treatment groups.
The incidence of MI AEs was relatively low
' (4.8%, 13/269) in this high-risk population ;

' 21. Safety results

. o 3
: 22. Conclusion (evaluation) . When combined with opioids during
: induction, desflurane and isoflurane were

statistically and clinically comparable

[ " with regard to cardiac ischemia when
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used for anesthesia in patients with CAD |
undergoing peripheral vascular surgery. -
e The induction period was the higher risk
period for ischemic events on an event
per hour basis, while the longer recovery |
period was the higher risk period for |
overall ischemic events. '
.o The incidences of MI (4.8%) and renal
¢ complications (2.2%) in this high-risk

population were relatively low; and no
cerebrovascular accidents were reported.
o Both anesthetics were well tolerated in
| this patient population. .

Etoctronically signed By: Jessica
valek

Ap P llca]:lt (hOId.er Of Signa'ture: jﬁS‘SIGg 5Vﬂ+§k geasan;.'appravs this document
registration certificate) : Dala: Jan 18, 2024 18:53 €5T

: __ Email: jessica_svatek@baxtercom  (Signature)
(Name)
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Jonatok 30

10 [opaaky npoBeieHHs eKCepTH3N peecTpaliHuX MaTepialis Ha JlikapchbKi 3aC00H,
1[0 NMOAAIOTHCS Ha JIepiKaBHY peecTpallito (nepepeectpauiio),
a TAKO3K €KCIEPTH3M MaTepiaiB Mpo BHECEHHs 3MiH JO peecTpamiiHuX MaTepianis

3BIT NPO KIHIUH

¥ §.S§‘H§§‘€E*&“\ BaH

MPOTAroM Jii peecTpaliiHoro noceig4eHHs
(mynkr 4 pozainy V)

g No 61

1. Ha3zea sikapcbkoro 3aco0y (3a HasBHOCTI - Homep Cynpan, mapu aas iHransuii, pianHa

peecTpauiitHOro MocBiqUeHHs”)

2. 3adBHUK

3. BupoOuuk

4. IpoBeneHi A0OCITIHKEHHS:

1) TN AikapcbKoro 3acoly, 3a IKUM MPOBOAMIACS
abo MaaHyeTbCs peecTpauis

5. [oBHa HazBa KAiHIYHOTO BUNPOOYBAHHS,
KOJOBAHWUH HOMEP KJiHIYHOrO BUNpoOyBaHHs

6. @aza KaiHIYHOrO BUNPoOYBaHHs

7. Tlepioa npoBeeHHA KIIIHIYHOTO BUITPOOYBaHHSA

bakctep C.A., benbris

Baxcrep C.A., Bensris

X Tak [ i

AKIIO Hi,
00IpyHTYBaTH

Jlikapcbkuid 3aci0 3a MOBHUM J10CHE
(aBTOHOMHE JI0CHE), IHIIMH JTiKapChKHii
3aci0, HOBA Jlil0Ya peyoBHUHA

Besneka 3actocyBanHa necuaypany
MOPiBHAHO 3 130 TypaHOM MalieHTaM 3
imemMiuHoI0 XBOpoOOIO ceplLis, SIKUM
MPOBOJATH OTepallito Ha nmepudepruuHux
CyAMHax

[-653-28

Daza IV

3 28 nunust 1994 poky no 23 yepsus 2003
POKYy

8. Kpaiuu, ae npoBoaunocs kiiHiuHe BunpoOyBaHHs baraToneHTpoBe aochipkeHHs (23 ueHTpH)

9. KinbkicTh 10CiDKYBaHUX

?ng%%

u:rsunm IACBIAYY
Kinaypic H.B. \




10. MeTa Ta BTOpHHHI LiJTi KJIIHIYHOTO
BUNPOOYBaHHs

11, In3aiin KaiHiYHOro BUNpoOyBaHHs

12. OcHOBHI KpuTEPIT BKIKOUYESHHS

13. JocnigkyBaHuii likapebkuit 3aci, crnocid
3aCTOCYBaHHs, cuna ail

14. I1penapaT nopiBHsHHS, 1034, CMOCIO
3aCTOCYBaHHs, cuia il

15. CynyTus tepanis

16. Kpurtepii ouinku edeKTHBHOCTI

17. Kputepii ouinku Ge3nexku

Iagwrudikauifngi kog Ay

S
ﬁ/'ﬂ:‘{f}’s&\ 7

BxroveHo B JocTiZKeHHsI: PaHI0Mi30BaHO
303 nanjieHTH.

MpoaikoBano: 269 nauienTis (necdaypat —
132 nauienru; izopaypan — 137 nauienris)

[TopiBHsTH Oe3neky 3acToCyBaHHs
necguypany Ta i3oduiypaHy nmaiieHTam 3
itemiuHo0 XBopoboto cepus (IXC), sikum
MPOBOAATH ONEPaLio Ha nepudepuyHUX
CYAMHAX 1 Y AKMX 3aXBOPIOBAHHS
nepudepuunux cyaut (3I1C) Gyno
BUKJIMKaHE aT€POCKIEPO30M.

baratoueHTpoBe BiAKPUTE AOCIIKEHHS 3
napajejbHHUM JIiKyBaHHAM Ta aKTHBHUM
KOHTpOJeM

[ManientH yosoBivoi abo xkiHouol crari,
BikoM 18 pokiB i crapiue, 3 QizuKaibHUM
crarycom 11, IIT abo IV 3a wkanorw
AMEpUKaHCHKOTO TOBApHUCTRA
anecresiosoriB (ATA), 3 IXC, akum
MPOBOAATH ONEpaLliio Ha NMepupepUUHUX
Cy/IMHAaX.

HecdnypaH iHralsUiiHO B KMCHI, THTPYIOYH
110 KJiHIYHOTO edeKry.

[30chnypaH iHraaswiiHO B KUCHI, THTPYIOYH
J10 KJIiHIYHOTO edeKTy.

byna 3apeecTpoBaHa 4acTKa NnauieHTIB, sKi
noTpedyIOTh 3aCTOCYBAHHS CYIYTHIX
npenapaTtiB Mij 4ac i micis onepatii; yacTka
MalieHTIB, AKi NOTPedyIOTh A0AaTKOBOIO
3acTocyBaHHs GeHTaHiNy Nija yac miATPUMKH
aHecresil.

CepenHs TpHBaJIiCTh aHeCTE3iT; cepeiHs
KOHLEHTpaLis iHraasauifHoro npenapary
HanpUKiHLL BUIUXY

Indapxr miokapza; HebaxaHi siBuILA;

iKo-1abopaTopHi NOKAa3HUKH;
@ETPH remMoinHamiku i nuxanns; EKT y
thenennsx; yokHEREHRA b GROBAGHO:
1 3riAn. 3 OPNr IHANOM
AocT1oBIPHICTD
REPEKAARY 3ACBIAYY

Kinaypic H.B.

&
&

\
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18. Craructruni Mmetonu

19. lemorpacivyti NoKa3HUKH J0CITiPKYBaHOT

nonyssAuii (cTare, Bik, paca, TOLIO)

20. Pesynbrat eheKTHBHOCTI

W laentudikauiinmii kog A

B 38002596

CYMYTHI Mpernaparu; roTOBHICTb 10
BUITMCKH; BUXiJ, 3 aHecTesil.

3Be/leH] cTaTUCTHYHI JaHi OyJu po3paxoBaHi
115 AeMorpagivuHUX NMOKa3HUKIB;
MOKA3HUKIB €KCMO3ULIT IHransaUinHuX
AHECTETHKIB; KIIiHIYHHX JJabopaTOpHUX
MOKAa3HUKIB; TEMOJUHAMIYHHUX i
pecrnipaTopHUX NapaMeTpiB; MOKa3HUKIB
EKI" y 12 BiBeieHHSIX; 4acy BUIIMCKH; Yacy
BMXO/1y 3 aHecTe3il B po30uBLi 3a nepiogom
aociipkeHHs Ta/abo MmomeHnToM vacy. ['pynu
NIKYBaHHS MOPiBHIOBAJIH 3 BUKOPUCTAHHSAM
BIIMOBIAHUX CTATHCTHYHMX TECTIB (t-
KpHTEpii 3 ABOMA BHOIpKaMu 115

- Ge3nepepBHUX JaHKX; TO4YHI TecTu Dilepa

JJ1sl KaTteropiajibHHUX JaHHX).

Cepenniit ik (£ CB) ctanoBuB 66,6 (£ 9,7)
poky. Crioctepiranacst CTaTUCTHYHO
3Hauyma (p = 0,02) pizHUL MK rpynaMu
nikyBaHHs (aecduypat — 68,0 + 8,6 poky;
i30¢aypan — 65,3 + 10,5 poky) cTocoBHO
cepeaHboro Biky. L{s pisHuus He Oyna
KIIHIYHO 3HAYYL1010. BiNblLIicTe MalieHTiB
Oynu eBponeoinamu (79,2 %, 213/269) i
yonosikamu (77,3 %, 208/269), 3
nepesakarouuM QisukansHuUM ctatycom 11
3a wkanow ATA (79,2 %, 213/269). Mix
rpynamu JiKyBaHHs HE CIOCTepiranocs
CTATHCTUYHO 3HAYYIUHX BiAMIHHOCTEH 3a
CTaTTIO, 3pOCTOM, MACOIO TiJla, IHAEKCOM
macu tisia (IMT), pacoBoro/eTHiuno0
MPHHAIEHKHICTIO Ta (I3UKAIBLHUM CTATYCOM
3a wkanow ATA

He crniocrepiranocst craTUCTUYHO 3HAYY X
BIAMIHHOCTEH MIDK rpynaMu JiKyBaHHS 3a
CepeIHLOI0 TPUBAJIICTIO aHecTe3il
(necdnypan 4,5 £ 1,9 roa nopiBHSIHO 3
izodayparom 4,3 + 1,8 roa) aGo cepeHbor0
KOHUEHTPALEO iHTansiiHOTO npenapaTy
HANPUKIHLI BUAUXY (BUPAKEHOK) B
ekBianenTax MAK 3 nonpaekoio Ha Bik)
(necaypan 0,8 + 0,2 MAK, izodaypan 0,7
+ 0,2 MAK). YactoTa cynyTHb0ro
3aCTOCYBAHHs npenapartiB OyJia 0JHAKOBOKO

g, rpynax JKYBaHHS,

o CTeplraﬂocsl cTHPRENANA 2BROBAER0
yHoCTel Mik IPYEANY HROPUIHHINON
' AOCTOBIPHICTD
REPEKAARY 3ACBIAYY

Kinayeic H,B,

/VO
\S
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21. PesynpraTu 6e3neku

22. BUCHOBOK (3aKJIIOUYEHHS)

3aaBHUK (BJIACHHUK
peecTpaiifHoro
MOCBIAYEHHS)

Mianuc: [Lxeccika Ceatek
Enexrponnuit mianuc: xeccika Cparek
ITincrasa: 5 saTBepkyio el J0KyMeHT
Jlara: 18.01.2024 18:53 CST

E-mail: jessica svate

4aCcTOTOIO iHTpaonepaliiftHoT (NepBUHHUHA
anasniz) abo nicasonepauiitoi itemii
Miokapja npu 6e3nepepBHOMY
xoarepiscbkomy MoHiTopunry EKI™ y 2
BiaBeaeHHaX. He cnocrepiranocs kiiHI4HO
3HAYYLMX BiAMIHHOCTEH MiX rpyrnamMu
JKYBaHHs 32 TPUBATICTIO 200 TAKKICTIO
BMSIBJICHOT iLuemii Miokap/a.

YacToTa BAHUKHEHHSI HeOaskaHHUX ABHLL
(necaypan 82,6 % nopiBHsHO 3
i3odyparom 77,4 %) Ta cepio3HUX
HebaxxaHux sBui (aechaypan 13,6 %
nopisusAHO 3 i30daypanom 13,1 %) Takox
OyJ1a MOpPiBHAHHA Mi’ rpynaMu JiKyBaHHS.
YacroTa indapkTy Miokapiaa Oysia BiJHOCHO
HU3bKOH (4,8 %, 13/269) y uiit nonynauii
BHCOKOTO PH3HKY

e ¥V komOinallii 3 onioizamu nij yac
inaykuii gecdaypan ta izoduypan 6ynu
CTATUCTHYHO Ta KJIIHIYHO MOPIBHAHHUMM
1LO/10 cepLeBoT iteMmiT 1pu 3acTocyBaHHi
Ans anecresii nauientam 3 IXC, axum
MPOBOAATH OfepaLiio Ha nepudepuuHux
Cy/AMHAX.

e [lepioa inaykuii 6yB nepiogom GiabLi
BUCOKOI'O PU3HKY ILIEMIYHHX SIBULL Y
pO3paxyHKy KiJIbKOCTI SIBHILL HA TOJIHHY,
TOZAI AK OinbLI TPHBAIKE Mepioa
BiiHOBJEHH:A OyB nepioaom Oiblu
BMCOKOIO PU3MKY JUIs 3arajbHOT
KiJIBKOCTI i1IEMIYHUX SBMIIL.

e Yacrora indapkry miokapaa (4,8 %) i

HUPKOBHMX YCKIaaHeHb (2,2 %) y 1wk
NOMyasLii BUCOKOro pu3uky OyJia
BiIHOCHO HU3BKOIO, @ PO NOPYILEHHS
MO3KOBOI0 KpoBOOOIry He
MOBIIOMIISIIOCS.

o OO6uapa anecreTuku Jo0pe
MEPEHOCUITHCS LIIEIO MOMYJISLLIEI0
MauieHTiB.

AocToBiPnicTe
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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 changés to registration materials

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

Clinical research report No 62

: 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:

+
PR PPN S ——

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

; !

3
X

' Baxter SA, Belgium

i
i
i

Baxter SA, Belgium |

yes |

X

1
...l

e

; Medicinal product with complete dossier
. (stand-alone dossier), other medicinal

{ product, new active substance

i

_The Comparative Anesthetic Effects of

- Desflurane and Isoflurane on Cerebrospinal

*Fluid Pressure During Neuroanesthesia in
Patients with Intracranial Tumors

1-653-29
Phase III

10 May 1994 — 4 Dec 1998

United States and Canada

" Planned: 40 patients

| Actual: Entered — 36 patients '
Completed — 36 patients

;
i
E
t
|.€




10. Purpose and secondary objectives of the clinical
research

S B Py

11. Clmlcal research demgn

%MuItxcenter opcn—label randomlzed

; To evaluate the effects of desflurane (at 1.2 E
‘MAC), versus isoflurane (1.2 MAC), on

| i cerebrospinal fluid pressure (CSFP) and

; cerebral perfusion pressure (CPP) in patients
‘ undergomg elective craniotomy for space- ;
| occupying lesions, when anesthesia is
induced with barbiturates and the patients are ?
maintained under hypocapnic conditions. i
The study also examined recovery times for, '
and safety of, the two anesthetics in this

setting. ]

4 parallel-comparison, active-control study

12. Main inclusion criteria

13. Test medicinal product, method of

administration, efficiency

14. Reference substance, dose, method of

administration, efficiency

15. Concomitant therapy

'Anesthesia of patients with intracranial
tumors undergoing craniotomies

' Desflurane by inhalation; mean dose of 1.0
MAC (actual dose administered) during
perlod prior to incision of the dura, titrated to |

 effect thereafter.

i .
i Isoflurane in air/Oz; mean dose of 1.1 MAC
I (actual dose administered) during period ¢
| prior to incision of the dura, titrated to effect :
' thereafter.,

+ A history of all medications taken within the
: four weeks prior to the study was recorded at :
 the screening visit. The patient received no
premed1cat10n other than steroids before
1 surgery, dexamethasone 10 mg IV was glven
* 90 minutes before surgery. Induction

i proceeded with preoxygenation; thiopental
up to 7 mg/kg followed by vecuronium 0.1-
0.15 mg/kg and fentanyl up to 2 ug/kg IV.
Addltlonal doses of vecuronium were given
throughout the procedure to maintain

| i neuromuscular blockade. After intubation,

: anesthesia with either desflurane or

. isoflurane (at 1.2 MAC) on ait/O2 was

 maintained with midazolam 0.15 mg/kglhr

3 until the lumbar catheter or the ventricular |

- drainage catheter was placed. At that time,

' the midazolam infusion was discontinued,

* , After the dura was incised, there were no
restrlctlons on other perioperative or
postOperatlve medications.
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18. Statistical methods

16. Efficacy evaluation criteria

17. Safety assessment criteria

Safety endpoints included adverse event

169

Primary efficacy parameters were maximum

i change from baseline for CSFP and CPP.
Secondary efficacy parameters included

' systolic blood pressure (SBP); diastolic
blood pressure (DBP); mean arterial pressure
(MAP) and heart rate during each of three
periods: induction to incision of the dura,
incision of the dura to end of surgery and the
recovery period as well as mean and peak !
‘end-tidal inhalation agent and CO:
 concentrations required to maintain blood
pressure and heart rate within 20% of
baseline; mean end-tidal concentration of the
inhalation agent at the end of anesthesia; and |
emergence times (time to eye opening, time !
response to commands and time to recovery 5?
room discharge).

rates, changes in clinical laboratory

- parameters, electrocardiogram (ECG)
: changes, and need for concomitant

- medications.

e e < ot e i ]

"

Summary statistics were calculated for the ;
: absolute values and change from baseline for ;
"the hemodynamic parameters during each of !
the three periods. Maximum positive and
- negative changes from baseline for each .
- period and the change between the values a
g when maximum CSFP and minimum CSFP
i occurred were calculated. Summary statistics

f were calculated for mean and peak end-tidal

; inhalation agent and COs concentrations

i reqmred to maintain blood pressure and heart
' rate within 20% of baseline and for the end-

' tidal inhalation agent concentration at the

. end of anesthesia. Summary statistics were

‘ also calculated for the three emergence

" parameters. Two sample t tests were

| performed for all of the secondary efficacy

1 parameters to determine whether there were

-any differences between the treatment
groups.

A Fisher exact test was used to compare the |
percentage of patients who required fentanyl .
to treat blood pressure or heart rate increases
(above 20% over baseline) during anesthesia.

: The dose of fentanyl and time from

- induction to first administration of fentanyl

~were compared with a two-sample t test. The




percent of patients requiring medications to
'treat increases or decreases in blood pressure
i i or heart rate, and those requiring medication
. to decreased CSFP was compared with

f Fisher exact tests.

Summary statistics were calculated for ECG
abnormalities and clinical laboratory
parameters (and shift tables were prepared

for the latter). The number and percent of
patients requiring concomitant medications

, were calculated for each of the defined
periods. The incidences of all types of
adverse events were calculated. 5

S o e =+ e e et e e e e - e e
19. Demographlc md:cators of the population study , Age: mean 54. 5 years; Gender: 64% femalcs, |
(gender, age, race, etc.) ' 36% males; Race: 81% Caucasian, 17% :

i : Black, 3% Hispanic; Height: mean 167.0 cm;
; Weight: mean 76.4 kg; ASA Status 58%

CASATL, 42% ASA 1L
I 1

20 Effimency results

The effects of desflurane and 1soﬂurane
; administered at | MAC during the CSFP
" measurement period (period from start of the
l inhalation agent until incision of the dura),
; i on CSFP and CPP were comparable. No
. clinically meaningful rise in CSFP was seen
during the administration of either agent.
CPP decreased from baseline similarly after
the start of both agents, mainly mirroring
' decreases in MAP in both groups.
+ There were no clinically meaningful
' differences between the treatment groups in
 blood pressure or heart rate during or after
{  surgery.

There were no differences between treatment

groups the need for fentany! or concomitant

medications that effect blood pressure, heart

rate or CSFP.

There were no differences between

treatments for recovery times or for
“intraoperative recall.

i

' Desflurane administered at | MAC under

 hypocapnic conditions during neurosurgery
does not produce an increase in CSFP in
patients with space-occupying lesions, when
compared to isoflurane at the same dose. The

i effects of desflurane are comparable to those
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21 Safety results

22 Concluélon (evaluatlon)

Appllcant (holder of
registration certificate)

- of isoflurane at equipotent concentrations in
the neurosurglcal settmg

, Flfteen (83%) patients who recelved
desﬂurane and 14 (78%) patients who

 received isoflurane experienced one or more
e | adverse event(s} during the study. The most

i frequently occurring adverse events were

E those affecting the cardiovascular, digestive,

:and nervous systems.

H

' The only adverse events that were.

; considered at least possibly related to study

drug occurred in

‘ the cardiovascular and digestive systems.
These events were evenly distributed

ST Ay .

i between the treatment groups. Four patients

 treated with isoflurane experienced serious

t adverse events during the study compared to -
. two patients treated with desflurane, None of

I the serious adverse events were considered
i related to either study drug:. Two of the

1 serious adverse events resulted in death, one

{in each treatment group. Both deaths

: occurred more than ten days after surgery.

i
3

: Mean pre-study and post-study values for

“hematology and blood chemistry parameters,

:as well as changes from baseline, for all
parameters were similar between both
. treatment groups.

: Preoperative and postoperative ECG results

' were comparable. The numbers of patients
'that required concomitant medications in

2

i

' each treatment group were comparable in all -

perlods

= e —

Desflurane admmlstered at 1.0 MAC is as
efficacious and safe as isoflurane in
. neurosurgical procedures in patients with
_space-oceupying tumors, when hypocapnic
.conditions are employed to control
- intracranial pressure.
H

Erecrranical.y s:gned by Jassma

J essica S v&#ﬁk Svatek

Reason: | approva this document
Date: Jan 18. 2024 18:53 CST

Email: jessica_svatek@baxter.com (signature)
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Jonarok 30
1o [lopsaaky npoBeseHHs eKCnepTHU3M peecTpallifiHuX MaTepiaiiB Ha JliKapekKi 3ac00H,
1110 MOJAKTHCS Ha JIePIKaBHY peecTpauiio (repepeectpaiito),

a TAaKOK EKCTIEPTH3M MaTepiaiB Npo BHECEHHS 3MiH [0 peecTpauiliHux maTepiasis
NpoTArom il peectpauiiiHoro nocsig4eHHs
(nyHkT 4 po3ainy [V)

3BIT npo KiiHiuHe BUNpoOyBaHHa Ne 62

1. Ha3Ba nikapcekoro 3aco0y (3a HasBHOCTI - Homep CynpaH, napu s iHramsiii, piamaa
- peECTpaLliitHOTO MOCBIAUYEHHS)

2. 3asBHUK Bakcrep C.A., Besnbris

3. BupoOHuk bakctep C.A., benbris

4. TlposeneHi 40CIIKEHHS: B Tak [ Hi SKIIO Hi,
: o0rpyHTYBaTH

1) Tun nikapcekoro 3aco0y, 3a akum npoBoaunacs  Jlikapcekuid 3aci0 3a MOBHUM J0CKE
abo nuaHyeThCs peecTpallis (aBTOHOMHE J10Ch€), IHILWI TiKapChKHH
3acib, HOBa jitoYa peyoBHHA

5. [loBHa Ha3Ba KJIIHIYHOrO BUNPOOYBaHHS, [TopiBHANEHI aHecTETHUHI eeKTH

KOZLOBaHHH HOMEP KJIHIYHOrO BUNpPoOyBaHH:A necaypany Ta isodaypaHy LI0A0 THCKY
CIMHHOMO3KOBOT PiAMHM I1ij yac
HelipoaHecTesil y MauieHTIB i3
BHYTPILIHbOYEPENTHUMHU MYXJIMHAMM

[-653-29
6. @aza KJIiHIYHOTO BUNIPOOYBaHHS ®asza III

7. llepiox npoBeeHHS KIIHIYHOTO BUITPOOYBaHHS 3 10 tpaBus 1994 poky 10 4 rpyaus 1998
POKy

8. Kpaiuu, ne nporoamiocs kiidiuHe eunpodysanus CILLA ta Kanana

9. KinbKicTh A0CHiIKYBAHUX : _ 40 “auﬁHTiB
' L 8 EPEKAAR 3POBAERD
3r{AKe 3 OPHT IHANOM
& N . AocioBiPniCTh
|p,erq;m§;g;usbg:guwi ’: ' EPE“AAA' 3“:“‘""

Kisaveic H.8, \\




10. MeTa Ta BTOpUHHI Wi KJIHIYHOTO
BUIIPOOYBaHHSA

11. JInzaiin kJaiHiYHOrO BUIPOOYBaHHS

12. OcHOBHI KpUTEpiT BKIIOUEHHS

13. ocaipkyBaHuii nikapebkuii 3acib, cnocid
3acTOCYBaHHs, cuna Aii

14. Tlpenapat nopiBHAHHA, /1034, crocid
3aCTOCYBaHHsA, cHia il

15. CynyTHs Tepanis

Bynu BkatoueHi B Joc/iKeHHs — 36
NaiieHTiB

BaBeplInaM A0CABKeHHsA — 36 nalieHTis

Ouinuty edextu aechaypany (npu 1,2
MAK) nopigusito 3 i3oguyparom (1,2
MAK) 11010 THCKY CITMHHOMO3KOBOT PiZiuHH
(TCMP) i uepebpansnoro nepdysiiinoro
tucky (LIIT) y nauieHTiB, sKUM NpoBOAATE
MJAHOBY TpernaHawiio yepena 3 npuBojay
00'eMHMX ypaskeHb, KOJIH aHecTe3is
iHayKyerses GapOiTyparamu i naijieHTH
YTPUMYIOTBCA B TIMOKANHIYHUX yMOBax. Y
JOCIIIKEHH] TaKosK OLliHIOBanK Oe3neky Ta
4ac BiJIHOBJICHHS I1iC/Is 3aCTOCYBAHHS JIBOX
AHECTETHKIB Y LIMX YMOBAX.

BaratoueHTpOBe BiIKpUTE paHI0OMi30BaHe
JOCHIIKEHHS 3 MapaiebHUM MOPIiBHIHHAM I
aKTHBHUM KOHTpPOJIEM

AHecTesis NalieHTIB 3
BHYTPILIHBOYEPETTHMMHU MYXJIHHAMH, SKMM
MPOBOJIATE KPAHIOTOMIIO

Hechnypan inranauino; cepeaus aoza 1,0
MAK (dakTiuHa BBeeHa 103a) B nepioj 10
po3pi3y TBEpAOT MO3KOBOT 000JIOHKH, Mic/s
4Oro il TUTPYIOTh I AOCATHEHH: e(eKTy.

[30¢aypan y nositpi/Oa: cepenns no3a 1,1
MAK (dakTuuHa BBeieHa 103a) B Nepiof 10
po3pi3y TBePA0T MO3KOBOT 0O0IOHKH, Micis
4Oro il TUTPYIOTh A5 A0CATHEHHS e(eKTy.

[Tin wac ckpuHiHTOBOTO Bi3UTY OyIIH
3a[J0KYMEHTOBAaHI BCi Mpenaparu, 1o
3aCTOCOBYBAIMCS MPOTITOM YOTHPbOX
THIKHIB niepes aocaipkeHHaMm. [lauientn ne
OTPHUMYBAJIH JKOIHOT MpemMeuKaLii, Kpim
CTEpOIiB, Mepe/l onepaliero, 1eKCaMeTazoH
B 1031 10 mr BHyTpime()BeHHO BBO/IMIIM 32

HBOKD OKCHFCHaulEI-O, TIONEHTAJ
#1031 10 7 MI/KT, TIOTIM BEKYPOHIi
JESSr | entdhEPE KbAN1@POBAEHO
s rpim a3 Fck by [Ip ORMEHIARIN
Aocwn IPHICTD
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16. Kputepii ouinku egexTuBHOCTI

17. Kputepii ouinku 6e3nexku

18. CtarucTUUHi METOIH

.5_: InenTudikauiRnmia kog ,_‘.‘ L
38002596

MpoLeIYPH BBOAWIHN A0JATKOBI 103U
BEKYPOHIiIO 1/ MiATPUMKH HEPBOBO-
m'si30B01 Osokaau. [Ticas intydauii
MPOBOAKIHN aHecTe3ito aecdaypaHom abo
i3o¢uypanom (y nosi 1,2 MAK) 3
noBiTpam/O2 nuoc Miazonam y 103i

0,15 mr/kr/roauHy 10 BCTaHOBJICHHS
MOTNepeKoBoro Karerepa abo ApeHaKHOTo
KateTepa LutyHouka. Y ueii yac ingysito
Migazonamy nipunuusiau. [licns posciuenus
TBEp/0i MO3KOBOT 000JIOHKH He Oy10
JKOJIHMX 0OMEKEeHb Ha iHLII nepionepaulifini
abo nicasonepaliiini nikapebki 3aco0u.

OCHOBHHMMH NapamMeTpamu epeKTHBHOCTI
OyJin MaKCUMaIbHi 3MiHHM MOPIBHSHO 3
BUXigHuM piBHeM i TCMP ta L{IIT.
Bropuuni napamerpu epeKTHBHOCTI
BKJIFOYAIA CHCTOJIIYHUH apTepiajibHUit TUCK;
AlacToniuHUH apTepiaibHUH THCK; cepe/iHii
aprepiaJbHUI THCK Ta 4aCTOTY CEepLIEBUX
CKOPOYEHB MPOTATOM KOMKHOTO 3 TPhOX
nepioAiB: BiA iHAYKLIT 10 po3pi3y TBepAOl
MO3K0BOT 000/10HKH, BiJ po3pi3y TBEpAOT
MO3KOBOT 0D0JIOHKH /10 3aKiHYEHHS ornepartii
Ta MPOTATOM MEPioy BiHOBIEHHS, a TAKOXK
CEepe/IHE Ta NMIKOBE 3HAYEHHs KOHLEHTpaLil
inransuiioro arenra i CO2 HanpuKiHLI
BM/IMXY, HEOOXiHI /15 MiATPUMKH
apTepiaibHOro THCKY Ta YaCTOTH CepLIeBUX
cKkopoueHs y Mexax 20 % Bia BUXiZHOTO
piBHS; CepeiHsl KOHUEHTpallis
IHraJALIAHOrO areHTa HaMPUKIHLL BUAUXY B
KiHLi aHecTe3il; Yac BUXOY i3 HapKo3y (4ac
JIO BIAKpUTTA O4€id, yac [0 peakuii Ha
KOMaH/IM Ta 4ac J10 HanpasieHHsi /10
nicasionepaniiHol najarTu).

KiHuesi Touku 6e3neku BKIIOYAIM YacTOTY
HeOa)aHUX ABHLL, 3MIHH KJITHIYHUX
1abOpaTOPHUX MOKA3HHUKIB, 3MiHH
enekrpokapaiorpamMu (EKT') Ta norpedy B
CYNYTHIX npenaparax.

3BeneHi cTaTHCTHYHI AaHi Oyau po3paxoBaHi
21 aOCOMOTHUX 3HAYEHB | 3MiH

o EMOIMHAMIYHHUX NapaMeTpiB B MOPiBHAHHI
B i,ZlHPIM PIBHEM MPOTATOM KOMKHOTO 3

yxuepiois. bynu pospaxosai
uibni nosufVERE KA Mkr 3RO6R ENGH 1
dioro piBlisd Alls HORHD kiGN,
Aoc10BIPHICTD
REPERAAAY 3ACBIAYYD

Kiwaveic H.B. \\
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19. lemorpadiuni nokazHUKH JOCTIAKYBaHOT

nonynauii (cTare, BiK, paca, TOILO)

a TAKOXK 3MiHA MIX 3HAYCHHSIMM MapamMeTpiB,
KOJNU peecTpyBaBcs MakcuManeHuii TCMP
ta miHiManbHuit TCMP. 3Beaeni
CTaTUCTUYHI JaHi Oyau po3paxoBaHi s
cepeaHbOI i MKOBOT KOHLIEHTpaLlii
iHranauiHoro arenra i CO2 HanpuKiHLi
BUAMXY, HEOOXIAHUX 15l MIATPUMKH
aprepialbHOro THCKY 1 YaCTOTH CepLEBUX
ckopoueHb B Mexax 20 % Bix BUXigHOTO

piBHs, a TAKOXK JJIsl KOHLIEHTpaLil

IHraAIHHOrO areHTa HarpUKIHLi BUAHXY B
KiHLUi aHecTesii. 3BeaeHi cTATUCTUYHI JaHi

- Oysiu TakoXK po3paxoBaHi s TPhOX

napaMeTpiB BUXOAY i3 HapKo3y. bys
BHKOpUCTaHUH t-KpUTEpiii 3 1BOMa
BMOipKamMH 1151 BCiX BTOPUHHUX NapaMeTpis
edeKkTUBHOCTI, 1100 BU3HAYMTH, YK Oyiu
SKICh BIJIMIHHOCTI MIJK IpynaMH JIiKyBaHHS.

Tounwnii Tect Pimepa 6yB BUKOPHCTAHHH
JUTSL IOPIBHAHHS BiJICOTKA NALEHTIB, SKUM
OyB notpiGeH GeHTaHin A yCyHeHHs
MiJIBUIIEHHS apTepiaJbHOTO THCKY abo
YaCTOTH CEPUEBUX CKOpOYeHb (O1IbLL HiXK Ha
20 % Bia BUXiZHOTO piBHA) MiJ Yac
anectesii. Jlo3y ¢denraniny Ta yac Bin
IHIYKUIT 10 neplioro BBeieHHs (peHTaHiny
MOPiBHIOBAJIK 3 BUKOPUCTAHHSAM t-KpUTEpitO
3 ABoMa BUOipKamu. BincoTok nauienTis, sxi
noTpedyBaIn 3aCTOCYBAHHS IPeraparis s
YCYHEHHS MMiJIBUIIEHHS a00 3HWKEHHS
apTepiaJbHOr0 THCKY a00 YacTOTHU CepLEBUX
CKOpOY€Hb, 1 THX, 5IKi TOTpeOyRanu
3aCTOCYBAHHs NPenapariB s 3HHKEHHS]
TCMP, nopiBHiOBanu 3a 10NOMOTOIO
TOYHUX TecTiB Dilmepa.

Bynu po3paxosaHi 3BeieHi CTATUCTHYHI JaHi
no Bixxunenusm va EKI™ i kniniko-
nabopaToOpHUMH MOKa3HUKaMH (/115
ocTaHHiX Oynu niaroToBneHi Tabuili 3min).
KinekicTe i BiZICOTOK mawieHTiB, sKi
noTpedyBaan 3aCTOCYBAHHA CYMYTHIX
npenaparis, OyJIM po3paxoBaHi Jisi KOXKHOTO
3 BU3HA4YEHUX nepiojiiB. bynu po3paxosaHi
YacTOTH BCIX THUNIB HeOaKaHWX ABMLLL

Cepenniii Bik: 54,5 poky; crate: 64 %

___ KiHOK, 36 % 4ONOBIKiB; eTHiuHe

: { opkeHHs: 81 % esponeoinis, 17 %

OI,H,IB 3 % icndFE PR DA PPOEAEH0
Wil spict: 197 DA GeroPwR MNAON
AoctoBiPHICTD

NEPEKAAAY 3ACBIAYYD

Hivaypic H.B \
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tina: 76,4 kr; cTaTyc 3a WKaI0k0
AMEpPHUKAHCBKOIO TOBAPHUCTBA
anectesionorie (ATA): 58 % ATA 11,42 %
ATA III.

20. PeaynbraTi epeKTUBHOCTI Edextu nechnypany ta izodaypany, wo
BBOAATECS B 1031 | MAK npotsarom nepioay
uMiproBanHsa TCMP (nepion Bif novatky
iHransuil npenapary 10 po3pizy TBepaoi
MO3K0BOT 000/10HKH), 100 piBHIB TCMP Ta
LITIT 6ynu nopisusHHUMH. [Tpu
3acTOCcyBaHHI 000X MpenapariB He
crocTepiraaocs KIiHIYHO 3HAYYLLOTO
niasuiienus TCMP. LT 3umxkyBaBcs
MOPIBHAHO 3 BHXiJHUM PIBHEM aHAJIOTYHHM
YUHOM IicJIs MOYaTKy BBeAeHHs 000X
npenaparis, B OCHOBHOMY Bifo0Opaxarouu
3HIKEeHHA cepeanboro AT B 060X rpymnax.

KniHiyHO 3HauyIKX BiAMIHHOCTEH MIXK
rpyrnaMu JiKyBaHHS B MOKa3HUKAX
apTepialbHOro TUCKY a00 YacTOTH CepLEeBUX
CKOpOueHb Mij uac abo nicns onepauii
BUABJIEHO He OyJ10.

Mix rpynamu JiikyBaHHs He OyJo
Bi/IMIHHOCTE# Y HeoOX1IHOCTI 3acTOCYBaHHS
denTaniny abo cynyTHix npenaparis, L0
BIIMBAIOTH HA apTepiajibHUii THCK, 4acTOTy
cepueBux ckopoueHs abo TCMP.

He Oyno pizHMLi MiK MeTO1aMHU NTIKYBaHHS
Hi 3@ 4aCOM BiJHOBJIEHHS, Hi 38 4aCTOTOIO
npoOy/PKEHH MiJl 4ac OnepaTHBHOTO
BTPY4aHHSI.

Hechnypan, o BBoauThes B 103i | MAK B
YMOBaX rirnoKarnHii mia yac Hepoxipyprif,
He cnipuuuHsie 30inbwenHs TCMP y
MalieHTiB 3 00'€EMHUMH YpaKeHHAMH
MOPiBHAHO 3 i30(haypaHOM B TiH K€ J03i.
Edextu necdnypaHny nopiBHsAHHI 3
edexTamu i30dypaHy B €KBiBaJICHTHHX
KOHLIEHTpALisAX B HeHpoXipypriuHii
MpaKTHL.

21. PesynbraTu Oe3nexu Y n'atnaguatk (83 %) natieHTis, gKi

Banu nechaypat, i y 14 (78 %)

8, AKI OTpUMYBanu i30daypa, nij

BRKEHH:A criocTepiraiocst oHe abo
Omyanux gpuil. Haltwactimmmu

ﬁiis'&' {TTY
e o AIIO%

AocToBIPHICTD
NEPEKAARY 3ACBIAYYD

Kiwayeic H.B. \\
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CepLEeBO-CYAMHHOT, TPABHOT Ta HEPBOBOT
CUCTEM.

Hebasxani apuuia, sKi BRaKajiucs,

NPUHAKMHI MOMKIIMBO, MOB'SI3AHUMH 3
| JOCITIDKYBaHUM Tipenapatom, 6yiu 3 6oky
cepleBoO-CyAMHHOT Ta TpaBHOT cucTeM. Lii
ABuila OyJM pIBHOMIPHO PO3MOAIIECHI MizK
rpynamu jikyBaHHs. Y 4OTHPHOX Malli€HTIB,
AKi OTpUMYBaH i30dnypaH, nij vac
JIOCIIKEHHS criocTepiranucs cepitosni
HeOaXkaHi ABMILA MOPIBHAHO 3 1BOMA
nalieHTaMu, aKi oTpumMyBanu aecduypat.
Kojne i3 cepitoznux HeGaKaHUX SBUILL HE
BBKAJIOCSA MOB'SA3aHUM 13 KOJHUM
JOCIKYBaHUM rniperniapatom. Jlpa
cepito3Hux HebakaHUX SIBUINA MPH3BEH 10
NIETANBHOTO Pe3y/ibTaTy, 10 0JJHOMY B
KOXHiM rpyni nikyBaHHs. OOuaBa neranbHi
BUIAAKK cTanucs OiIbLI HDK Yepes 1ecaThb
JIHIB micist onepadtii.

Cepe/Hi 3Ha4eHHS reMaTOJIOT YHHUX i
HioXiIMIYHMX MOKA3HUKIB KPOBI J10 1 nic/s
JOCIKEHHA, @ TAKOK 3MiHHM B MOPIBHAHHI 3
BMXiTHHM PiBHEM 3a BCiMa rnapameTpamu
Oynu oHakoBUMH B 060X rpynax
JIKYBaHHSI.

Pesyasrati EKI" 10 Ta nicis onepauii 0yiu
nopiBHgHHUMH. KinbKicTh nauieHTis, saxi
noTpedyBaju 3acTOCYBaHHA CYMYyTHIX
rperapartis, B KOXHii rpyni JikyBaHHs Oya
MOPIBHSHHOKO B YCi Nepiojiu.

22. BUCHOBOK (3aKJIOYEHHS ) Hecdaypan, o BBoautbes B 103i 1,0 MAK,
€ TaKuM camo e(peKTHBHMM i Oe3rnedHuMm, K
i 30 aypaH, npu HeHpoXipypriuHux
BTPYHYaHHSAX Y MaLi€HTIB 3 00'eMHUMH
MyXJMHAMM, KOJIH JUIs KOHTPOJIIO
BHYTPIIIHBOUYEPENMHOTO THCKY
BUKOPHCTOBYIOTHCS TMOKANHI4HI YMOBH.

3asBHUK (BIIACHUK IMiamue: Preccika Carex

peechamMHoro Enexrponnuii nianuc: ixeccika Cparex
ﬂOCBI,ﬂ,‘leHHﬂ) [Tizcrasa: f sarBepuKkyio Lei JOKYMEHT
Hara: 18.01.2024 18:53 CST

E-mail: jessica svatek@baxtg

xeQm(mianuc)

NEPEKNAR 3POBAEHO
3r{AH. 3 OPHT IHANOM

AocToBiPHICT
NEPEKAARY 3ACBIAYYD

Kinaypic 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 03
1. Name of medrcmal product (if avallable number * Suprane, Inhalation Vapour, Liquid
of registration certificate):

i2. The applicant  Baxter SA, Belgium

,i

!

:

|

| !
3. Manufacturer * Baxter SA, Belgium %
4 the undertaken study E X 3 yes | [0 'noj if not explain §
§ H ! . i i

- o e e < o Mw VIR SO NN SO

. e e e A - . 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 i
i product, new active substance i

5. Full name of clinical research, coded number of  Potentiation of Vecuronium by Desflurane

clinical research -and Isoflurane in Normal Healthy Subjects: |
: Dose-Response and Recovery of !
- Neuromuscular Function

3 1-653-30

%.. S S —— O —— o N W MRS A WA PN W BRI SR AP MRS AR Y VYA VIV 7 VR W IVAVE CLTAT L AT AT S e e by r b e sy e PR T -
1 6. Phase of cllmcal research Phase IV
- 7. Time frame of clinical research November 1993 —March 1994

: - 8. Countries where the clinical research was : United States

; conducted i
*

9. The number of persons under investigation: ; Planned: 8 subjects

Enrolled: 11 subjects i
Completed 8 subjects i

10. Purpose and secondary objectives of the clinical | To assess the dose-response relatlonshlp for :
-research Evecuromum during desflurane versus
. isoflurane anesthesia and to observe the
. recovery of neuromuscular function during




11. Clinical research design

179

; . . .
: decreases in end-tidal concentration of
- desflurane versus isoflurane.

:

i

: Open-label, randomized, two-period
| CrOSsover

12. Main inclusion criteria

s e g e~ A AR e i S g T

13 Test medlcmal product method of

administration, efficiency

14. Reference substance, dose, method of

administration, efficiency

15. Concomitant therapy

[6. Efficacy evaluation criteria

*17. Safety assessment criteria

i

%

18. Statistical methods

: Dose-response peak tw1tch tensron %

Normal, healthy, 18-40 year-old, male or
. female subjects

gDesﬂurane 1 25 MAC (then decreased to 0
{75 and 0.25 MAC; end-tidal), inhalation

Isoflurane, 1.25 MAC (then decreasedto |

0.75 and 0.25 MAC,; end-tidal), inhalation

¢ Concomitant medication during anesthesia

.t0 200 pug maximumy), if needed for

H
i
was to be limited to intravenous fentanyl (50 ;
|

ddltlonal anesthe51a ;

: depression after initiall0/ug/kg dose of
vecuronium; vecuronium doses producing
£ 50%, 90% and 95% twitch tension ‘
i depression (EDso, EDqo, and EDgs; primary
tefficacy variables); vecuronium infusion rate
. needed to maintain stable 80-90% twitch
1depression Neuromuscular function 5
; recovery: change in twitch tension, plateau
twntch tension, and 90% response time to
‘reach plateau after specified decreases in '
anesthetlc concentration. Plasma vecuronium
j concentration: overall maximum and average
' concentrations (Cmax and Cave) during
 anesthesia; Cave at each anesthetic
‘ concentration.

i Adverse events; hemodynamic and
. respiratory parameters; core body
temperature }

Summary statistics calculated for all

‘ continuous variables. Frequencies calculated
: for all categorical variables. Vecuronium

i EDso, EDqg, and EDgs, and overall g
! vecuronium Cpay, analyzed by analysis of
E variance (ANOVA) for two-period cross-

: over design (treatment, sequence, subject-

| within-sequence and period as factors).

: Hemodynamic and respiratory parameters
.and core temperature averaged (for periods



during and after anesthesia) and key

| parameters analyzed by analysis of

- covariance (baseline, sequence, subject-

- within-sequence, period and treatment as
factors) or analysis of variance (with |
sequence, subject-within-sequence, period |
and treatment as factors). Frequency tables
prepared for adverse events, i

b A b bt

19. Demographic indicators of the population study : There were no statistically significant
(gender, age, race, etc.) differences between the two treatment
sequences

Desflurane:
Mean age (yr): 29
Mean height (cm): 168
Mean weight (kg): 65.0
Sex (male/female): 2/2.
Race (Asian/Caucasian/other): 1/2/1

Isoflurane:

: Mean age (yr): 28

‘ Mean height (cm): 177
: Mean weight (kg): 68.9
Sex (male/female): 3/1 !
Race (Asnan/Caucaman/other) 0/4/0 g

Bt ol et o Bttt e B T r e i e o bt AR oy g i Rurn e A R R N B LT Vi Sy oy 8 g s s N

20. Efficiency results The vecuronium EDsg, ED9o, and EDgs for

g variables) were statistically significantly

: . lower (14-19%; p < 0.01) during desflurane
anesthesia than during isoflurane anesthesia. !
i The mean peak twitch response after the
initial 10 ug/kg dose of vecuronium was

1 33% lower during desflurane anesthesia than

' during isoflurane anesthesia. The

. vecuronium infusion rate required to

‘ maintain stable twitch depression in the 80-

: 90% range at the [.25 MAC anesthetic

. concentration was 22% lower during

* desflurane anesthesia than during isoflurane
‘anesthesia. ’

“The abrupt reduction of end-tidal anesthetic -

_concentration from 1.25 MAC to 0. 75 MAC

: during continuous, constant-rate vecuronium

! infusion produced small, similar increases in |

 twitch tension and similar 90% response :

Etimes with both anesthetics. The further

' abrupt end-tidal anesthetic concentration

 reduction from 0.75 MAC to 0.25 MAC

- during continuous, constant-rate vecuronium

i infusion produced a markedly greater
“increase in twitch tensmn but a longer 90%

e et B b, P AR, b e N AAAUATS il A LA 8 N R ) A LIy T R N RRVIINLE s A kT 4 R A B PRITI

i

twitch tension depression (primary efficacy
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: i
: response time, during desflurane anesthesia

than during isoflurane anesthesia.

| The overall plasma vecuronium
: concentrations were lower during desflurane
anesthesia (mean % sd = 123 & 25 ng/m| for
s Cmax and 108 = 22 ng/ml for Cave) than
during isoflurane anesthesia (meant sd =
144 + 38 ng/ml for Cimac and 134 £ 36 ng/ml
for Cave). The difference for Crnax was ,
statistically significant (p < 0.05). This
| difference appeared to be attributable to the |
* lower vecuronium infusion rate required .
during desflurane anesthesia than during
isoflurane anesthesia to maintain the same
] level of neuromuscu]ar blockade

21. Safety results ! Mean average systolic blood pressure !
| | diastolic.blood pressure and mean arterial |
' blood pressure were statistically significantly !
higher during desflurane anesthesia than .
(during isoflurane anesthesia, although both
: , were decreased from baseline, as expected.
| l These differences were not considered !
‘ "clinically significant. There were no
| statistically significant differences for heart
rate, oxygen saturation or end-tidal carbon
dioxide partial pressure during anesthesia,
and no statistically significant differences for
- the blood pressures, heart rate or oxygen
i saturation after anesthesia. Core body
' temperatures were comparable during
- desflurane and 1soflurane anesthesm

m i v s e e e T [ N G v G

22 Concluswn (cvaluatlon) , Desflurane produces a statlstlca[ly
' significantly greater potentiation of
. vecuronium's neuromuscular effect than
isoflurane does at equivalent end-tidal
anesthetic concentrations. Adequate
neuromuscular blockade may be achieved at
lower doses or infusion rates of vecuronium
" during desflurane anesthesia than during
"isoflurane anesthesia. The study results
: indicate comparable safety between
' desflurane and isoflurane.

H ) ‘ N . ; Elactronically signed by: Jessica
Apphcant (hOIder Of Signatﬂre' ..T&ssl&d SV 6/4 ‘E;gfse:m { apprave this document
registration certificate) . Dats: Jan 18,2024 18:53 CST

_Emau_lg&&cg_smgh@bﬂez&w_(ﬂgﬂature)
CN ame)
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Jlonatok 30

1o Topsiaky npoBeJieHHs eKCIIepTH3H peecTpalLliifHuX MaTepialiB Ha jlikapchbKi 3aco0m,
10 M0JAK0THCS Ha JePXKaBHY peecTpallito (nepepeecTpariito),

a TAKOXK EKCIEPTH3U MaTepiajiB Mpo BHECEHHs 3MiH [0 peecTpaLifHuX martepianis
MPOTATOM JiT peecTpauiiftHoro nocBig4eHHs

(nyHkT 4 po3ainy IV)

3BiT Npo KiaiHIvHE BUNpoOyBanHsa Ne 63

1. Hassa nikapcbkoro 3aco0y (3a HasigHocTi - Homep  CynpaH, napu uis iHransuii, pigyia
peecTpaLiifHOrO MOCBIIYEHH)

2. 3agBHHK bakcrep C.A., benbris
3. BupoOHuk bakcrep C.A., benbris
4. [TpoBeaeHi AOCTIIPKEHHS: X Tak [ Hi SIKILO Hi,

oOrpyHTYBaTH

1) Tun nikapcekoro 3aco0y, 3a AkuM nposoannacs  Jlikapceknii 3acid 3a NOBHUM JI0CKE
abo nnaHyeThed peecTpallis (aBTOHOMHE JIOCHE), IHIIWH JIIKapChbKHH
3aci0, HOBa Jiitoua peyoBMHA

5. [ToBHa Ha3Ba KJIiHIYHOTrO BUNIPOOYBaHHS, [Tocunenus edekTiB BEKypOHItO

KOJOBaHHWI HOMEP KJIIHIYHOrO BUNpoOyBaHHs nechuypaHoM Ta i30paypaHoM y 310pOBHX
J0OPOBOJBIIIR: 3aEXKHICTh «103a-epexT» Ta
BiJIHOBJICHHSI HEPBOBO-M'130B0OT hyHKLLIT

[-653-30
6. ®aza wiini4yHOro BUNPoOyBaHHS daza IV

7. Ilepioa nposenenus Kiiniynoro sunpoOysanns 3 aucronana 1993 poky 10 6epesns 1994
poKy

8. Kpaiuu, 1e nposoaunocs kiaiHiune sunpodysanua CILLIA

9. KinbkicTs aocnizKyBaHUX g Samganosana: 8 100poBosibLIB
/ i B oueni B qocikenns ;11

et

BocToBIPHICTD
NEPEKAARY 3ACBIAYY

Kimayeic H.B.




10. Mera Ta BropuHHi L1 KJIIHIYHOTO
BUIPOOYBaHHS

1 1. Tu3aiin KaiHiYHOTO BUITPOOYBaHHS

12, OcHoBHi KpuTepil BKIIIOUEHHS

13. locnimxyBanuii nikapeekui 3acid, cnocid
3aCTOCYBaHHs, CHIa Ail

14. [Ipenapat nopiBHAHHSA, 1034, cnocid
3acTOCYBaHHs, cuna Iil

15. CynyTtHs Tepartis

16. Kpurepii olinku e(peKTHBHOCTI

17. Kputepii ouinku 6e3nexu

Inentudinauiiiumii kog Y-

38002596

OLUiHHUTH 3a1EXKHICTh «103a-e(heKT»
BEKYPOHIKO Npu aHecTesii AecduiypaHom
NIOPIBHSHO 3 i30TypaHOM Ta MPOCTEKUTH
BiTHOBJEHHS HEPBOBO-M'A30B0T (PyHKILT npH
3HWIKEHHI KOHLEeHTpauii aecduypany
MOPIBHAHO 3 i30(hypaHOM HampUKiHLL
BUIUXY.

Binkpure pangomizoBaHe nepexpecHe
JOCTIDKEHHA 3 JIBOMA MepiofaMu

3n0poBi 1oOpoBokLi Bikom 18—40 pokis,
YOJIOBIKH Ta JKIHKH

Hecdhnypan, 1,25 MAK (3 nopanbuinm
sumkenasaMm 1o 0,751 0,25 MAK;
HAINPUKIHLL BUAUXY), IHrANSLIHHO

[30¢aypan, 1,25 MAK (3 nopansimim
sumkeHasM o 0,751 0,25 MAK;
HaNpUKiHLI BUAKXY), IHraasuiiHo

CynyTHe MeIMKAMEHTO3HE JIIKYBaHHS 1]
yac aHecTte3il MOBMHHO Oyno OyTH 0OMeKeHe
BHYTPILIHBOBEHHUM BBEJICHHIM (peHTaHiny
(makcumyM 50-200 Mxr), KO 1e
HeoOXiaHO [ JTONATKOBOT aHecTesil.

3aeKHICTh «103a-eeKT»: MiKoBe
3HWKEHHS! M'A30BOI0 CKOPOYEHHS Mic/ist
Nno4aTKoBOT 1031 BeKypoHito 10 MKr/kr;
103U BEKYPOHIIO, IO CIIPUYHMHSIOTH
3HWIKEHHS BEJMYUHH M'SI30BOI0 CKOPOUYEHHS
Ha 50 %, 90 % 1 95 % (EDso, EDog i EDos;
OCHOBHI 3MiHHI €(DeKTHBHOCTI); HIBUIKICTh
iny3ii BekypoHito, HeoOXxiaHa a5
NiATPUMKH CTabiIBHOTO MPUTHIYEHHS
BEJMUYMHM M'I30BOr0 cKopoueHHs Ha 80—

90 %. BigHOBIICHHS HEPBOBO-M'A30BOT
(yHKLIT: 3MiHa M'A30BOTO CKOPOYEHHS,
M1aTo M'S30BOT0 CKOPOYEHHS i 4ac s
JIOCSITHEHHS maaTo Ha piBHi 90 % nicns
3a3HaYeHOI0 3HWIKEHHSI KOHLIEHTpaLlii
aHecreTuka. KoHleHTpalis BEKypOHilO B
J1a3mi: 3arajibHa MaKCHMMAallbHA Ta CEpeaHs
koHUEHTPALT (Cmax 1 Cave) 1iJ1 Hac anecTesiT;
aye MPY KOXKHIH KOHLEHTPALIT aHecTeTHKa

uenpan fig PEKIREIPDENENO

3rian. 3 OPHT IHANOM
AocToBiPHICT

BEPEKAAAY 3ACBIAYY

Kiwayeic H.B. !
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18. CratucTHuni MmeToam

19. JlemorpadiuHi MOKazHUKK AOCIIKYBAHOT
nmonyJALii (cTare, BiK, paca, TOIIO)

20. Pesynbrati eheKTUBHOCTI

3Be/JieHa CTaTUCTHUKA, PO3paxoBaHa AJis BCiX
Oe3nepepBHUX 3MiHHUX. YacToTH,
po3paxoBaHi [UIs BCIX KareropiajibHuUX
amiHHMX. Jlo3u BekypoHito EDso, EDg i
EDys, a Takoxk 3arajibHa KOHLEHTpaLlis
BEKYPOHiI0 Cmax, POAHAI30BaHI 32
JOTIOMOTOKO JIMCNIEPCIHHOrO aHalizy
(ANOVA) a1 au3aiiHy nepexpecHoro
JOC/IPKeHHA 3 IBOMA nepioaamu (3
HaCTYMHUMH (haKTOpamu: rnpenapar,
MOCJiA0BHICTB, JOOPOBOJIBL, 3rpyNoBaHi 3a
(akTopom nociigoBHOCTI, T Nepio).
["emoauHamiuHi i pecnipaTopHi napaMeTpu
Ta LIEHTpaJlbHa TeMIiepaTypa Tijia
ycepeHoBanues (JU1s nepioaiB nij yac ta
nicns aHecTesil), a KJIKOYOBI apamMeTpu
aHalizyBaJlMCst 32 JOTIOMOIOI0
KOBapialiifHOro aHami3y (3 HaCTYNHUMH
axkropamu: BUXijiHWI piBeHb,
MoCiiI0BHICTE, 10OPOBOJIELL, 3rpyrnoBaHi 3a
(akTOpoM MOCNiOBHOCTI, Mepioa Ta
npemnapar) abo aucnepciiiHoro anamisy (3
HACTYIHUMH (paKTOpaMHM: MOCHTiJOBHICTb,
n06poBoJIbLI, 3rpyrnoBati 3a pakropom
MOCIIiIOBHOCTI, MEepioj Ta npenapar).
Tabnuui yactoTu HeOaXKaHUX SBHIIL

He 6yno cTarucTuHO 3HAYYIMX
BIZIMIHHOCTEH MDK JBOMA MOCiJOBHOCTAMH
JIKYBaHHS

Hdechaypan:

Cepenniii Bik (poku): 29

Cepenniii 3pict (cm): 168

Cepenns Maca Tina (kr): 65,0

Crath (40NOBIKH/3KiHKHK): 2/2
ETHiuHe noxompKeHHs
(moHronoinu/eBponeoinn/inimi): 1/2/1

I3odaypan:

Cepenniii Bik (poku): 28

Cepenwiit 3pict (cm): 177

Cepennst maca Tina (kr): 68,9

Crarb (YONOBIKM/3KIHKH): 3/1

ETHiuHe Moxo/pKeHHd
(MoHronoinu/eBponeoinu/iniui): 0/4/0

Hosu sekyponito EDso, EDgg i EDgs aist
MPUTHIUEHHS M'I30BOTO CKOPOUYEHHSI

(OCHOBHI 3MiHHi eeKTHBHOCTI) Oy

$CTUYHO 3HAYYIO HIDKYUMH (14—19 %;
Mnij yac aHecTesil aecduypaHom,
\ac anecresii FOfEwRARCIP OB AEHO
3 fiikosa peggquufA H10 GPRPIHRNON
AOCTOBIPHICTD
REPEKAARY 3ACBIAYYD

Kinayric H.B, \\
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21. PesynbraTu Oe3neku

CKOPOYEHHS Mic/is NOYaTKOBOT 103H
BekypoHito 10 mkr/kr 6yna na 33 %
HIKYOKO Mij vac aHecTe3ii gecduypaHom,
HIXK 1i/ 4ac aHectesii i3odypaHoMm.
[LBuaxicTs indy3ii BeKypoHito, HeoOXiaHa
JUISL NATPUMKH cTablIEHOTO MPUTHIYEHHS
BEJMUMHH M'A30BOT0 CKOPOUEHHS Yy
nianaszoni 80-90 % npu KoHUEHTpaLLiT
anecteruka 1,25 MAK Gyna na 22 %
HHIKHOIO i/l yac aHectesii gecuypaHom,
HiK 1MiJ yac aHecTesil i30pnypaHoM.

Pi3ke 3HMKEHHS KOHLEHTpALliT aHecTeTHKa
Hanpukinui suauxy 3 1,25 MAK no 0,75
MAK iz yac Ge3nepepsHoi in(y3ii
BEKYPOHIIO 3 NMOCTIHHOI MIBHAKICTIO
MPU3BOAMIIO 10 HEBEIUKOrO aHAIOM YHOIO
30iNbIIEHHS BEJIMYMHH M'S30BOTO
CKOpPOYEHHS i aHAJOTTYHOrO Yacy peaxiiii Ha
pieni 90 % npwu 3acrocyBaHHi 060X
aHecreTukis. [Topanpiue piske 3HHKEHHS
KOHUEHTpALil aHeCTETHKA HAIIPHKIHLL
Buauxy 3 0,75 MAK no 0,25 MAK nia yac
GesnepepsHol iHdy3il BekypoHiio 3
MOCTIHHOK WBHAKICTIO MPU3BOAKUIIO /10
MOMITHO OUIBIIOrO NiABUILEHHS BETUYHHH
M'SI30BOI'0 CKOPOUYEHHSI, aJie JOBLIOTO Yacy
peakuii Ha piBHi 90 % nia yac aHecTesil
naechaypaHoM, HXK Mia yac aHecTesil
i3oaypanom.

3arajibHa KOHUEHTPALIS BEKYPOHIIO B ruiasmi
KpoBi OyJ1a HHIKUOIO MijL yac anecTesii
nechayparom (cepeaHe 3HaueHHs =+ CB =
123 + 25 ur/mn i Crmax i 108 £ 22 Hr/mn
118 Caye), HOK MiJ Yac aHecTesil
i3oaypanom (cepenne 3nauennsi+ CB = 144
+ 38 vr/mn it Cax 1134 £ 36 vr/mi pist
Cave). Pisnuua nist Cimax 6ys1a CTaTHCTHUHO
3Hauyoo (p < 0,05). L pizuuus,
IMOBIPHO, MOACHIOETHCSA MEHLIOK
LWBHAKICTIO iH(Y3iT BEKYpOHIitO, HEOOXiAHOO
iz yac aHectesii aecaypaHom, HiX Mija yac
anecrtesii i30paypaHoM A1 NiATPUMKH
0/IHAKOBOTO PiBHS HEPBOBO-M'SI30BOT
Onokaau.

Cepenﬂm CHCTOHI'-!HHH apTeplaﬂbHI/lH THCK,

; @ BULLMMH m,u e3il
'gHOM HI}KI'I POHEHO

%Mou

lzrzmn 3ACBIAYYD
Kivaveic H.B.
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IHMIKEH] BiJJHOCHO BHXIJHOTO piBHS, 5K i
ouikysanocs. Lli BiaMiHHOCTI He BBaXkanucs
KaiHi4HO 3HauyiuMu. He Gyno craTHCTHYHO
3HAYYIUMX BiAMIHHOCTEH y YacToTi
CepLeBUX CKOPOUeHb, HACHYEHHI KHCHEM
a0 napuianbHOMY THCKY BYIJIEKHCIIOrO rasy
HANPUKIHLI BUAKXY TTiJl 4ac aHecTesii, a
TaKOK CTATMCTHYHO 3HAYYILUX
BiAMIHHOCTE# y apTepialbHOMY THCKY,
4aCcTOTI CEPLEBUX CKOPOUEHb aD0 HACHYEHHI
KMCHeM micyis aHectesii. LlenTpanbHi
Temrepatypu Tisia OyJiv MopiBHAHHI Mij yac
aHecrtesii aecaypaHom Ta izodaypaHom.

22. BUCHOBOK (3aKJIOUEHHS) Hechnypan cnpuunHAE CTATHCTHYHO
3Hauyle Oisblle MOCHICHHS HEPBOBO-
M'A30BOrO eeKkTy BeKypOHilo, Hixk
i30aypaH, Npu eKBiBaJEHTHHX
KOHLIEHTPALLifX aHeCTeTHKA HaMPHKIHIL
BUIMXY. AJleKBATHA HEPBOBO-M'A30Ba
Gnokajaa Mosxke OyTH JOCATHYTA NPH MEHILUX
no3ax abo weuakocTi iHdy3ii BeKypoHiio
Mg yac aHectesii aecdaypaHom, Hixk i yac
aHecresii i3oduypaHoM. Pezynpratu
JAOCII/DKEHHSA AEMOHCTPYIOTh [OPiBHAHHY
Oesneky aechaypany Ta izodpaypany.

3assBHHK (BIaCHHK IMianue: JIxeccika Cearex

peechaumﬂoro Enextponunii nianuc: keccika Cparek
HOCBlﬂquHﬂ) [Migcrasa: 5 3aTBep kYO UeH JOKYMEHT
Jlara: 18.01.2024 18:53 CST
E-mail: jessica_svatek@baxter.com(mianuc)

(ILLB.)

TEPEKNAA 3POBAEHO
3rIAH. 3 OPHr IHANOM

AoctoBiPHICTL
REPEKAARY 3ACBIAYYD

Kiwavpic 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 I[V)

Clinical research report No 64

1. Name of medicinal product (if available ~ number ‘ Suprare, Inhalation Vapour, Liquid

of registration certificate):

2

2. The applicant
3. Manufacturer

4. the undertaken study:

| .

. Baxter SA, Belgium

X

Baxter SA, Belgiu.m

'E‘

l:l no if not explain

e
yes | .
| |

I
l
|

.

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

'
}

3

i
!
i
|

: 8. Countries where the clinical research was
conducted

:9. The number of persons under investigation:

|
?
|
i
;

10. Purpose and secondary ObJeCtIVCS of the cllmcal
research

1

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

' Potentiation of Vecuronium by Desflurane
.and Isoflurane in Normal Healthy Subjects:
: Duration of Action

]I-653-31 '

Phase IV

Oct 1993 —Jan 1994

I
J
{
I

United States

Planned: 8 subjects
Enrolled: 10 subjects
Completed 8 subjects

To determme the duratlon of actlon of ancl
time to recovery from neuromuscular

" blockade following a standard intubating



L1, Clinical research design

: dose of vecuronium during desflurane or
. isoflurane anesthesia.

" Open-label, randomized, active-controlled,
i cross-over 1
H

i
H

12. Main inclusion criteria

Normal, healthy, 18-40 year old, male or
female subjects i

administration, efficiency

administration, efficiency

'15. Concomitant therapy

16. Efﬁcacy evaluatlon criteria

17. Safety assessment criteria

[ S rm s e s o

- 18. Statlstxcal methods

13. Test. medicinal product, method of

14, Reference substance, dose, method of

| The only concomitant medications allowed

§Desflur.eme 1 25 MAC (end—tldal),
inhalation,

£
£
i

Isoflurane, 1.25 MAC (end-tidal), inhalation

during the study were those which were

i considered necessary by the investigator to

' be administered to a subject experiencing an |

- AE requiring relief, such as an antiemetic to |
controI vomiting. These were to be recorded |

-on the case report form. :

;
E

""E e 8 i Sk m s gt s wh w bren bt e bk b Wmng
:

Prlmary varlables times to initial, 10%, .
- 25%, 75% and 90% recovery of twitch '
: tension ;

Secondary variables: times to 90% and 100%
* depression of twitch tension

: :
:

- Adverse events; hemodynamic and ;

. respiratory parameters

Summary statistics were calculated for
continuous variables and frequencies were
_caleulated for categorical variables. Efficacy
: comparisons were performed using the
Wllcoxon signed rank test. Continuous
safety parameter comparisons were

. performed by analysis of covariance (with
 baseline, sequence, subject-within-sequence, .
perlod and treatment as factors) or analysis
* . of variance (with sequence, subject-within-
; sequence, period and treatment as factors),

i Categorical data comparisons were
performed usmg McNernar s test

o wim iy s s e

5
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. 19, Demographic indicators of the population study ~ There were no statistical differences found

(gender, age, race, etc.)

1
i
|
|
I
I

20 Efﬁc:lency results

21 Safety results

122, Conclusion (evaluation)

|Appllcant (holder of . signature: JESSica Svatek

| registration certificate)

ORGSOV

i
i

between the desflurane before isoflurane and
the isoflurane before desflurane groups.
_Desflurane and Isoflurane: \
. Mean age (yr): 27.8 ,
: Mean height (cm): 167.9 -
 Mean weight (kg): 67.7
ESe:x (male/female): 2/6 ?

Race (Caucaman) 8

‘All mean twitch tension recovery times were

: longer during desflurane anesthesia than

' during isoflurane anesthesia. The differences
 for the times to 10%, 25%, 75%, and 90%
frecovery were statistically significant (p

§ <0.05). The difference for the time to initial '
_recovery was not statistically significant

:(p = 0.06). Although the mean twitch tension
| depression times appeared longer during
é desflurane anesthesia than during isoflurane
: anesthesia, the differences were not '
statlstlcally SIgmﬁcant p=1 00)

| There were no significant dlfferences i
between desflurane anesthesia and isoflurane
anesthesia for any of the hemodynamic or

, respiratory parameters measured. There were !

, a total of four adverse events experienced by
three subjects. One event, wrist ache, was

“reported after a subject's desflurane

*treatment. Three adverse events were

- reported during or after three subjects’
isoflurane sessions. These were: an

: acmdental bump on the head, coughing, and
"nausea. All four adverse events were rated
mlld in severity. The only adverse event

i  considered possibly related to drug was

-nausea after isoflurane (requiring
administration of droperidol).

Desflurane potentiates vecuronium
 neuromuscular blockade more strongly than
. isoflurane, as indicated by statistically
- significantly longer neuromuscular function
jrecovery times. The study results indicate
‘ comparable safety between desflurane and

“isoflurane.
ggcg}‘micafw slgned by: Jassica

Reason: | approve this document
Date: Jan 18, 2024 18:53 C57

l . Email: jessica_svatek@baxter.com (signature)
i

(Name)
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Hopatox 30

1o Topsaky npoBe/ieHHs eKCepTH3u peecTpallifiHuX MaTepiaip Ha JliKapehbKi 3aco0H,
1110 MOJAKOTHCA HA JIEPYKABHY peecTpauito (repepeectpaitiio),
a TAKOK EKCMEPTH3H MaTepiaiB Mpo BHECEHHS 3MiH 0 peecTpaliifHiX MaTepiais

MpOTAroM Jii peecTpalliiiHoro nocBiueHHs
(nyHkT 4 po3ainy IV)

3BiT npo KialHiYHE BUNIpoOyBaHHa Ne 64

1. Hasea nikapchkoro 3aco0y (3a HassBHOCTI - HOMep
peecTpauifHoro nocBi4eHH)

2. 3asABHHUK

3. BupoOuuk

4. [TpoBeaeni 10C/iPKEHHSA:

1) Tun nikapebkoro 3aco0y, 3a AKUM MPOBOJHIIACH
abo nna”yeTbes peectpaliis

5. IMoexa Ha3pa K1iHiYHOrO BUNIpOOyBaHHS,
KOJOBaHWH HOMEp KJIIHIYHOro BUNPOOYBaHHS

6. ®aza kiaiHivHOrO BUNPOOYBaHH

7. llepioa npoBeieHHsA KAIHIYHOTO BUNIPOOyBaHHA

8. Kpaiuu, ae npoBoaunocs KiiHiuHe BUNPoOyBaHHs

9. KinbKicTh J0C1KYBAHHX

R 3800259 /<
%W

s

Cynpan, napu ast iHrajsuii, piguna

bakctep C.A.. Benbris

Bakcrep C.A., benbris

X Tak [J Hi

AKLIO Hi,
oOrpyHTYBaTH

JlikapcbKHid 3aci0 3a NOBHHUM J10ChE
(aBTOHOMHE JIOCKE), IHLIMI JiKapchbKHH
3aci0, HOBa Jlit0Ya peuoBHHA

[Tocunenus edextiB BeKypOHitO
necdaypaHoM Ta i30(aypaHoM y 310pOBUX
100POBOBLIIB: TPUBATICTE i1

[-653-31

®asza IV

3 sxoBTHaA 1993 poky 10 ciuna 1994 poky
CILIA

3annanoBana: 8 106poBouibLiB

By.an BrjwoueHi B qocaimpxenss: 10

OPa onbuis

if¥n jocstiskennst: 8 106poBOIbIIB

MEPEKNAA 3POBNEHO
3r1AH. 3 OPKI IHARON

AocToBIPHICTD
NEPENAARY 3ACBIAYY

Kiwayeic H.B.

Q) A
i &




10. MeTa Ta BTOpHHHI LiJi KJIIHIYHOTO
BUITPOOYBaHHS

11. Jluzaiid KAiHIYHOTO BUITPOOYBaHHs

12. OcHoBHI KpuTepii BKIIOUEHHS

13. MocnimkyBaHuii mikapehkuii 3acib, cnoci6
3aCTOCYBaHHSA, cuia Jii

14. Ipenapar nopiBHsHHS, 1034, cnocid
3acTOCYBaHHs, cuia aii

15. CynyTHs Tepanis

16. Kputepii ouinku epeKTHBHOCTI

17. Kpurepil oniinku Oe3neku

18. CtaTucTUYHI METON

@

I —
2N R ITTE T Kon
X 38002596
o, Net 4
vt

‘(J{D*i?‘/'g;-

o2 ;:_A,W

BusznauuTy TpUBaiCTh Aii Ta yac
BiJHOBJICHHS CTaHY BiJl MPOSIBiB HEPBOBO-
M's130B01 OJI0KaM MiC/s CTAaHAAPTHOT
iHTYOaLiiHOT 103K BEKYPOHIIO NijL yac
anecresii aecuypanom ado izodaypaHom.

Biakpute paHoMi3oBaHe nepexpecHe
JIOCJTIDKEHHS 3 AKTUBHUM KOHTPOJIEM

3n0opoei go6pososnsLi BikoM 18—40 pokis,
YOJIOBIKM Ta iHKH

Hecdnypan, 1,25 MAK (Hanpukinui
BUAMXY), IHrANALIHHO

[30¢aypan, 1,25 MAK (Hanpukiniti
BHMXY), IHrasLiiiHO

€IMHUMHU CYMYTHIMH MpernapaTtamu,
JIO3BOJIEHUMH TTij1 Yac JA0CiKeHHs, Oyaun
Ti, AKi ZOCTIAHHK BBAXKaB HEOOXIAHUMHU
3acTocyBaTH J00POBOJILLISIM i3 MPOsIBAMU
HeOaKaHuX ABUILL, 1O NOTPeOyIOTh
BTpYYaHHs Ul IX YCYHEHHS, HANpUKJIa,
npoTUOIIOBOTHI Npenapary AJsi yCyHEeHHS
6moBanns. Lli npenaparu OGyno HeoOXinHO
3apeecTpyBaTH B MEAMYHIH KapTili nauieHTa.

[TepBuHHI 3MiHHI: Yac 10 NMOYATKOBOIO,
10 %, 25 %, 75 % 1 90 % BigHOBJIEHHS
BEJMUHHHU M'A30BOTO CKOPOYEHHs

Bropusni 3minHi: yac 10 90 % 1 100 %
3HWKEHHS BEJTMUHHU M'A30BOT0O CKOPOUYECHHS

Hebaxkani ABULLA; MOKA3HUKKM MeMOIMHAMIKH
i MUXaHHA

3BejeHi craTHCTUYHI JaHi Oy/iu po3paxoBaHi
Jis Oe3nepepBHUX 3MiHHHX, @ YaCTOTH — AJ1sl
KareropiaJbHUX 3MiHHUX. [TopiBHAHHA
eeKTUBHOCTI NPOBOMIIOCH 3
BUKOPUCTAHHAM 3HAKOBOTO PaHTOBOTO

PBHUX napamMeTtpis Oe3neku

X A" 3P0 nEHo

LACTYIIGE RACTIPHMAT [ nAnON
ocHs TCROeTOSTPHICTD

- BEPEHAARY 3ACBIAYYD

Kinaypic H.B.‘\

A\
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19. Jlemorpadyiui MoKazHUKHK JIOCIPKYBaHOT
nonynasauii (crath, Bik, paca, TOLL0)

20. Pesynbratu edexTUBHOCTI

21. Peaynbratu O6e3neku

J0OPOBOBLL, 3rpynoBaHi 3a (hakTopom
MOC/iA0BHOCTI, riepios Ta npenapat) ado
JMCNEPCiifHOro aHanisy (3 HaCTYIHUMHU
(hakTOpaMH: MOC/iI0BHICTh, 10OPOBObLLI,
3rpynoBasi 3a (akTopoM Mociil0BHOCTI,
nepioj ta npenapar). [lopiBHAHHS
KareropiajlbHUX JaHUX MPOBOIMIINCA 3a
J0TIOMOTOI0 KpuTepito MakHemapa

He Oy0 BUSIBIEHO CTATUCTHYHUX
BiZIMIHHOCTEH MiXK rpynaMu 3acTOCYBaHHSA
aecuypany 10 izodaypany ta izodnypany
10 aechaypany.

HMechaypan 1a izopaypan:
Cepenwniii Bik (pokis): 27,8

Cepenniii 3pict (em): 1679

Cepenns maca tina (kr): 67,7

Crate (yon0BiK/KiHKa): 2/6

Etniune noxomkenns (eponeoigu): 8

Vei cepeani nokasHUKM yacy J10
BiJIHOBJIEHHS BEJIMYMHH M'SI30BOTO
CKOpOYeHHs Oy/IM JOBIIHMH I1iJ 4ac
aHecresii aechaypaHom, HixXK i yac
aHecresil i3oaypasoM. BismMiHHOCTI B Haci
1o BigHoBAeHHA 10 10 %, 25 %, 75 % 1 90 %
Oynu cratucTuHO 3Havywmmu (p < 0,05).
PizHuiig B 4aci 10 NoYaTKOROro
BiJIHOBJIEHHS He OyJla CTaTUCTHYHO
3nauyuoro (p = 0,06). Xoua cepeaHiii yac
3HWKEHHS BEJIMYMHH M'I30BOTO CKOPOYEHHS
nia vac aHectesii aecdaypanom Oye
JIOBLIKM, HIE MiJ yac anecresil
izodaypanom, BiaMiHHOCTI He Oynu
cTaTUCTHYHO 3HavywmuMu (p = 1,00).

He Oynio BUsIBAIEHO CYTTEBHMX BiAMIHHOCTEH
MizK aHecTe3ieto aecduypaHoM Ta
aHecTesiero i30(h1ypaHOM 3a IKOJAHUM 3
BUMIPSHUX reMOIMHaMI4HUX abo
pecrnipaTopHUX napameTtpis. Y uiiomy y
TPLOX A0OPOBOJILLIB crIOCTEPIranocs
yoTupu Hebaxkanux seuia. [osigomasnocs
Mpo OAHH BUNaAOK OO0 y 3an'acTi micis
3acToCcyBaHHs 100poBObLIO AecduypaHy.
[ToBinomasnocs npo Tpu HebaKaAHUX SBULIA
y TPbOX A0OPOBOJIBLIB Mij yac abo micis
3acTocyBaHHa i30paypany. Bonu 6ynu
HACTYITHUMM: BUINA/KOBE TPABMYBaHHS
PEFORY («IIUIIKAY), Kallenb i HygoTa. Yci

% i, 519 B0 HE FHANON
- AocToBIPHICTD
REPENAARY 3ACBIAYYD

Kimaseic H.B.\\
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MOB'A3aHUI 13 3aCTOCYBAHHAM Npenapary,
Oyna HyZ0Ta Mic/is 3aCTOCYBaHHSA
i3odypany (10 BUMArajo BBeJEHHs
JAPONEepHaOTY).

22. BHCHOBOK (3aKJIIO4EHHS) Jlechaypat nocuiioe HepBoOBO-M'130BY
Or0Kaly BeKYPOHilO CHIIbHILIE, HiXK
i30¢h1ypat, Npo Mo CBiAYHTE CTATHCTHYHO
3HAYYILO JAOBLUMIH Yac 10 BiJHOBICHHS
HEpBOBO-M's130BOI (pyHKLii. Pe3yabraTn
JIOCIIKEHHS IEMOHCTPYIOTh MOPiBHAHHY
6e3nexy nechaypany Ta izodaypany.

3asBHUK (BJIACHUK Iignuce: [[xeccika Cpatex
PReCipaiiRuaro Enexrponunii nigmuc: [xeccika Cparex

l'IOCBi,E[‘-IeHHﬂ) [Tincrasa: 51 3aTBepAkKYIO Leil JOKYMEHT
Jara: 18.01.2024 18:53 CST

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

(I. 1. B.)

MEPEKNAA 3POBAEHO
3T [AKe 3 OPHT IHANOM
u, AocToBipHiCTb
- ‘AE";“g;;g“z';“;:‘-,/ REPEKAAAY SACBIAYYD

R/

& Kinaseic 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 65

of registration certificate):

2. The applicant

3. Manufacturer

4. the undertaken study:

b i e e e s e mmm— e e e m - - = - - - = - -

f_ . -
t 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

I
|
i
I
6. Phase of clinical research

7. Time frame of clinical research
1

_8. Countries where the clinical research was
conducted

L}
, 9. The number of persons under investigation:

i

research

|
|
i
!

1. Name of medicinal product (if available — number Suprane, [nhalation Vapour, Liquid

; 10. Purpose and secondary objectives of the clinical | To evaluate the pharmacokinetics,

' Baxter SA, Belgium
|
Baxter SA, Belgium

O inol if not explain

|
|
|
E
!

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

" The Pharmacodynamics of Desflurane in
Neonates Having Surgery for Congenital
'Heart Malformations

+32-363-001
'Phase II

7 Oct 2001 — 4 Apr 2002

United States

Planned: 33 subjects
Enrolled: 15 subjects
Analyzed: 15 subjects

‘pharmacodynamics and safety of desflurane

“administered during cardiopulmonary bypass

! (CPB) in neonates undergoing open-heart
surgery.



P
H

: 11, Clinical research design

12. Main inclusion criteria

+13. Test medxcmal product method of
: administration, efficiency

195

' Single-center, open-label, randomized, active
“control, dose-escalation, pilot study.

e The patient was male or female and born
full term (<37 weeks gestation) but less
than one month (28 days) post-natal age.

o The patient had a diagnosis of congenital :
cardiovascular disease and would be
undergoing surgery using hypothermic
CPB with or without TCA. !

o The patient's parent or legal guardian had -
given written informed consent after the
nature of the study had been explained to :
them. !

Name of drug product Desﬂurane

: . Dose: Desflurane, 6% or 12% in oxygen; |
{ plus fentanyl, 50 ug/kg (over three doses), |
v |
i ;
|

Mode of admmlstratlon mhalatxon :

ey reimn

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

1
H

l
I

: 15. Concomitant therapy

16. Efficacy evaluation criteria

e i

17. Safety assessment criteria

18. Statistical methods

1
T
1 Name of drug product Fentanyl

 Dose: Fentanyl, 50 pg/kg (over two doses),
| v

Mode of administration: intravenous

, Concomitant medications were those

‘ expected for neonates undergoing cardiac
surgery. All patients in both groups received .
dopamine for renal perfusion and all but |
(desflurane 6% group) received milrinone to
improve cardiac output.

. No efficacy evaluations.

Pharmacokinetic and pharmacodynamic
evaluations: Determination of arterial and
venous desflurane blood concentrations and
the arterial pressure response to these
concentrations.

Determination of the. incidence and
: frequency of dose modifications, AEs and
significant changes in cardiepulmonary and
‘ laboratory parameters.

. No pharmacodynamic or comparative

. analyses were conducted due to termination
of the study prior to the second stage.

. Appropriate descriptive statistics were
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' calculated for the demographic, baseline
' condition, desflurane blood concentration,
desflurane blood/gas partition coefficient and

: safety data from the first stage of the study.

19. Demographic indicators of the population study | Desflurane: '
(gender, age, race, etc.) 1 Mean age (days): 4.8 :
: Mean birth weight (kg): 3.4 '
| Study weight (kg): 3.3 |
» Sex (male/female): 6/4 ‘
| Race (Black/Hispanic/White/Other): 2/0/8/0

Fentanyl:
: Mean age (days): 4.8
| Mean birth weight (kg): 3.4
Study weight (kg):3.5
. Sex (male/female): 2/3
. Race (Black/Hispanic/White/Other): 1/1/2/1

— e I St S SO S

20. Efficiency results ENo efficacy results.
t
¢ Pharmacokinetics and
i Pharmacodynamics: due to the early
ftermination of the study, the planned
- pharmacedynamic analyses for desflurane
' 12% could not be performed. Blood
' desflurane concentration data for the
: desflurane 6% group showed that mean
. blood levels of desflurane were 9.2-17.0%
during CPB, well above the target 4.5%.
| + Arterial levels were similar to venous levels.
! . The mean blood/gas partition coefficient in
i *vitro at 37°C was 0.30-0.36, which is
'relatively well correlated to the value of
| + 0.424 in the approved labeling for
, " desflurane.

| _ _ |

'21. Safety results Frequently Occurring Adverse Events
(> 20% of treated subjects):
Desflurane;
Any adverse events: 10
Vascular disorders:10
i Metabolism and nutrition disorders: 7
} : Respiratory, thoracic and mediastinal
I disorders: 7
i Cardiac disorders: 5
i Injury, poisoning and procedural
‘complications: 4

H
i

. Fentanyl:
Any adverse events: 5
" Vascular disorders: 4
Metabolism and nutrition disorders: 5

1




{ 22, Conclusxon (evaluat:on)

:
|
]
l
!
|
|
|

Appllcant (holder of
| reglstratlon certificate)

Signature:

Jesstea Syatele

_Respiratory, thoracic and mediastinal
disorders: 5
Cardiac disorders: 3

' [njury, poisoning and procedural

" complications: 3

: Serious adverse events:

i Desflurane:
Any serious adverse events: 2
Vascular disorders: 1

“ Respiratory, thoracic and mediastinal

“disorders: 0

1Cardlac disorders: 0

1 Injury, poisoning and procedural

| complications: 1

}
! Fentanyl:

' Any serious adverse events: 3
|Vascular disorders: 0

Respiratory, thoracic and mediastinal
! disorders: 2
t , Cardiac disorders: 1

"Injury, poisoning and procedural
J comphcatlons 0

o am - — - AP _— = -

' Desflurane admmlstcred at 6% during
+induction and CPB achieves blood
| concentrations of [ 0-20% with a similar
“blood/gas partition coefficient as that seen in
+adults. Desflurane 6% during induction and
 CPB when combined with full dose fentanyl
. (50 ug/kg) for anesthesia in neonatal cardiac
! surgery for correction of congenital defects
, is at or slightly above the upper limit of
hemodynamlc tolerability when compared to
 fentany! alone. Further, hemodynamic
' recovery after CBP was more rapid in the
 desflurane 6% group than in the fentanyl
control group. Overall, patient outcome does
not appear different, although the sample
size was small.

Electronically signed by: Jessica
Svalek

Reason: | approva this documen!
Date: Jan 18, 2024 18.03 CST

Email:_jessica_svatek@baxter com (signature)

(Name)
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Honatok 30

10 TTopsaky NpoBeIeHHs eKCNEePTH3H peecTpaLiiHuX MaTepianiB Ha JiKapehKi 3aco0H,
110 MOJAIOTHCS Ha JAEPKAaBHY PEeECTpalito (nepepeectpattiio),
a TAKOXK EKCIIEPTH3M MaTepialiB Mpo BHECEHHS 3MiH 10 peecTpaLiifHuX MaTepiasip

3BIT PO KIIHIYHE BUI

1. Ha3ea nikapcekoro 3aco0y (3a HasiBHOCTI -
HOMEp PEECTPALiHHOTO MOCBIAYEHHS)

2. 3aABHUK

3. BupoGHux

4. IlpoBeneHi JOCTIIKEHHS:

1) Tin nikapcekoro 3aco0y, 3a SIKUM MPOBOJUIIACH

a0 MIaHyeThesl peecTpallis

5. [ToBHa Ha3Ba KJIiHIYHOTO BUMPOOYBaHHS,
KOJOBAHWI HOMEP KJIIHIYHOTO BUNPOOYBaHHS

6. @aza KJIiHIYHOTO BUNIPOOYBaHHS
7. lNepioa npoBeaeHHs KJIIHIYHOrO BUIIPOOYBaHHS

8. Kpaiuu, ae npoBoauocst KiiHiuHe
BUIMPOOYBaHHS

9. KinbKicTb A0CHIKYBAHHX

10. MeTa Ta BTOPHHHI 11iJli KJTiHIYHOTO
BUMPOOYBaHH

MPOTArOM Jii peecTpariiiiHoro NocBiAYeHHs
(nyHkr 4 po3niny 1V)

1podyBanus Ne 65

Cynpan, napu st iHransuii, piguaa

bakcrep C.A., beabris
bakctep C.A., Benbris

X rtak [J Hi sKWoO Hi, OOIpyHTYBaTH

Jlikapcekuid 3acid 3a MOBHUM J10CKE
(aBTOHOMHE JIOChE), iHIIHMH JiKapcbKHid 3acid,
HOBA J1iH0Ya Pe4oBHHA

dapmakoauHamika aechaypany y
HOBOHAPO/PKEHHX NPH ONepaTHBHUX
BTPYYaHHSX 3 IPUBOLY BPOIXKEHHX Baj cepus

32-363-001
®aza Il
3 07 sxorTHa 2001 p. mo 04 keiTHa 2002 p.

CLUA

Jannanosana: 33 naLicHTH.
Bruroueni g0 gociaipskenns: 15 nauieHris.
IMpoananizoBano: 15 nauieHTis.

UTH (hapMaKOKiHETHKY,

sGRHaMiKy Ta Oesreky aechaypady
'-_ AHHI 111J1 4ac

B, siflgREKkDAACBROENERD

frpyuadfihA e BuDPUEEH ABHM.
BocToBIPHICTD

REPEHAARY 3ACBIAYYD

Kinayeic H.B.\\



11. Jinzaiid KAiHiYHOro BUNpoOyBaHHs

12, OcHOBHI KpUTEPIT BKIFOYEHHS

13, Jlocaimkypanuii ikapebkHit 3acio, cnoci6
3aCTOCYBaHHs, CHJIa [l

14. lpenapar nopiBHsHHA, 1034, crnocid
3aCTOCYBaHHs, cuia ail

15. CynyTHst Tepanis

16. Kputepil olliHkH e(eKTHBHOCTI

17. Kpurepii ouinku 6e3riexu

: Aemw@gurwu%gﬂ“ £x
Ry 38002596
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O/IHOLIEHTPOBE, BIJIKPUTE, paHA0Mi30BaHE,
aAKTUBHO KOHTPOJIOBAHE, 3 MiABHLIEHHAM
JI03M, MIJIOTHE JOCIIIKEHHS.

o HopoHapomkeHi 4oJ0BiHOT 200 KiHOUOT
cTari, SIKi HAPOMJIUCS JOHOLIEHUMHU (= 37
THIKHIB rectailii), BIKOM 10 OJIHOTO
micsiug (28 aHiB) micss NONOriB.

e [lauieHT MaB /1iarHO3 BPO/KEHOTO
CepLEeBO-CYIMHHOIO 3aXBOPIOBAHHS Ta
maB OyTH npoornepoBaHuii 3
BUKOPHUCTAHHAM TiMOTEPMIYHOTO
EKCTpanyJbMOHAILHOrO KpoBooOiry 3 abo
0e3 NoBHOT 3yNMHKH KpOBOOOIry.

e barbku abo 3aKOHHI OMiKYHHM Mali€HTa
mianucanu iHhopMoBaHy 3roay micins
TOr0, K TM MOACHHWIJIM CYTh JIOCiUKEHHSI.

Ha3zsa aikapcbkoro 3acody: Jlecdaypan

Ho3za: Techaypan, 6 % abo 12 % 3 kucHewm;
mmoc ¢genTtanisa, 50 Mxr/kr (GiJbiue TpOX
J103), B/B

Cnioci6 3acrocyBanusi: iHransuidHui
Hassa jgikapebkoro 3acody: ®enranin

Joza: ®@enTanii, 50 Mxr/kr (Giabliie ABOX
1103), B/B

Crocid 3acTocyBaHHsi: BHYTPILLIHbOBEHHUIA

CynyTHi npenapatu OyJau THMH, sKi
MPU3HAYAKOTH HOBOHAPOKEHUM TTiCIIs
KapioxipypriuHoro BTpy4anHs. Bei
nalieHTH B 000X rpynax oTpumyBaiu
Jonamin s HUpKoBOT riepdysii i Bei, kpim |
(rpyna aechaypany 6 %), orpumyBaiin
MIJIPUHOH 15 TOKPALIEHHS CEePLEBOro
BHKHILY.

EekTHBHICTD He OLIHIOBAIIH.

Ouinkn papmakokineTnkn 1a
dapMakoIHHAMIKH: BU3HAYECHHS
KonueHTpauil?’t z:ecdmypany B aprepiajibHiil Ta
BEHO3HIH KpOBl Ta peaxun apTepialbHOro

ek, Ha U.I KOHIIEHTpaLLi.

W piBHA Ta yacTOTH MoaUdiKalil

HUX BT FEQYIASE P OB IE HO
HeBUXFTRPRDATODPRS | HANOM
: AoctoBiPHICTD

REPEKAAAY 3ACBIAYYD

Kinaypic H.B../\,\



18. CTaTUCTHUYHI METOIH

19. JlemorpadiuHi noKazHUKH A0CIKYBaHOT

nomnysuii (craTh, BiK, paca, TOLLO)

20. Pesynbraru edekTuBHOCTI

21. Pesynbraru 6e3nexu

MdapmakoauHamMivyHKi a00 MopiBHSIBHMIH
AHAJI3 He NMPOBOIMIIN Y 3B'A3KY 3
MPUITUHEHHAM JOCIIHKEHHA 10 NOYaTKy
apyroro etany. Bianosiany onucosy
CTAaTHCTUKY PO3paxoByBaIH s
aemorpadiyHMX JaHUX, OYATKOBOrO CTaHy,
KOHLIEHTpauil AecdiypaHy B KpoBi,
KoediuieHta posnoainy aeciaypany B
KpoBi/rasi Ta JaHuX i3 Oe3MNeKH, OTPUMAHHX
Ha MepLIOMY eTarti J0C/iHKEHHS.

Jechaypan:

Cepenniii Bik (aHiB): 4,8

Cepenns Maca Tijla npy Hapo/pKkeHHi (kr): 3,4
Maca Tina nijg yac pocnimkeHHs (kr): 3,3
Cratb (donoBiva/ikinoua): 6/4

Paca (HerpoiiHa/aaTHHoaMmepuKkaHLi/
eBponeoiaHa/inima): 2/0/8/0

PenrTaunia:

Cepenniii Bik (auiB): 4,8

Cepenns maca Tina npu HapokenHi (kr): 3,4
Maca Tina nia yac pocnimpxenns (kr): 3.5
Cratb (yonoBiva/iinoua): 2/3

Paca (nerpoiana/naTuHoamepukaHui/
eBponeoinna/inma): 1/1/2/1

PesynabTati eeKTHBHOCTI BIACYTHI.

(PapmakokineTHka Ta papmMakoIHHAMIKA:
yepe3 J0CTPOKOBE MPUITUHEHHS JI0CIIIKEHHS
3arulaHoBaHi (hapMakoHHAMIuHI aHani3u s
aechnypany 12 % ue Oynu nposezeni. [laui
KOHLIEHTpauii fecquypany B KPOBi i rpynu
nechaypany 6 % nokaszanu, 110 cepe/iHi piBHi
aecuypany B kposi cranosuau 9,2-17,0 %
1] 4ac eKcTparnyibMOHAILHOIO KpoBoOOiry,
1110 3HAYHO MEPEeBHLIYBAJIO LTLOBHIH
nokasHuk 4,5 %. AprepiaiabHi piBHi Oynu
noaioHi 1o Benosuux. Cepeaniil koedilieHT
poznoainy kpos/ras in vitro npu 37°C
cranosuB 0,30-0,36, o BigHOCHO 100pe
kKopeoe 31 3nadenuam 0,424 y saTeepKeHii
IHCTPYKLIT 13 3acTOCyBaHHs aAechaypaHy.

Yacro enocrepexyBani HebaxaHi ABHIIA
(y =20 % nauienTis, siKi 0OTPHMYBAJIH
JiKyBaAHHA):

Hecdaypan:

Byap-aki HebGaxkani ssuima: 10

. HopymeHHﬂ 3 60Ky CYJIMHHOT cueTemu: 10

noclonlrnlm
BEPEKAARY 3ACBIAYYD

Kinaveic H.B4 |,
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nopyueHHs: 7

[Topywents 3 Goky cepus: 5
TpaBMH, OTPYEHHS Ta YCKJIAIHEHHS
npoueayp: 4

DenTai:

Bynb-siki HeDaxaui apuma: 5

[TopymenHs 3 GoKy CyAHHHOT cucTeMu: 4
[MopyuerHs 0OMiHy peHOBHH i XapuyBaHHS:
3

PecniipatopHi, Topaka/ibHi Ta MeliacTHHAIbHI
MopyLIeHHs: 5

[TopyienHs 3 Goky cepus: 3

TpaBmu, OTpyEHHS Ta YCKIaJIHEHHSA
npoueayp: 3

Cepiio3ni Hebaskani aBHINA:

Hechaypan:

Byb-siki cepito3ni HeGaxcani sipuima: 2
[Topyiienns 3 60Ky cyauHHOT cuctemu: |
PecniipatopHi, TopakasibHi Ta Me/liacTHHAIBHI
nopyiueHHs: 0

[Mopywennst 3 Goky cepus: 0

TpaBmu, OTpyEHHS Ta yCKIAAHEHHS
npoueayp: |

denrania:

By/ib-siKi cepiiozni HebaxaHi siBuiLa: 3
[Mopyuienns 3 60Ky cyauuHoi cucremu: 0
PecnipaTtopHi, TopakaabHi Ta MeiaCTHHANILHI
MOpyIUEHHs: 2

[Topymienns 3 6oky cepus: 1

TpaBmu, OTpYEHHS Ta YCKIaAHEHHS
npoueayp: 0

22. BUCHOBOK (3aKJIHOYEHHST) Jlecaypan, rnpu 3actocyBaHHi y
KOHLeHTpauii 6 % mnia yac iHayKuii ta
EKCTpanyIbMOHAJIBHOTO KpoBOOOIry, 1ocsrae
KoHueHTpauii B kposi [ 0-20 % 3
Koe(iLlieHTOM pO3MoAily Kpos/ra3, noaioHum
JI0 TOTO, AKHI CMOCTEPIraloTh Y 10pOCiuX.
Hechaypan 6 % nija yac iHayKuUii Ta
eKCTPanyJibMOHAIBHOTO KpOBOOOIry B
MOEIHAHHI 3 MOBHOIO 103010 (peHTaHiIy
(50 MKr/Kr) s aHecTe3ii B HeOHaTaIbHIH
KapAioXipypril A5 KOPeKLiT BPO/UKEHUX Bajl
Bi/LMOBIA€ ab0 MEPEBUIILYE BEPXHIO MEKY
reMoAMHaMi4HOT NePeHOCHUMOCTI MOPiBHAHO 3
mepamero (beHTaHmOM Kle TOTO,
_'-1 svonanbHord KPEHHAr3 P BN E HO
iRy rpyni 6 88 ﬂbﬂﬂp%ﬂhm»ﬂon
jit rpyni ¢i T8 BRI OTH
eraisivon ) T8 EPENMARY 3ACBIAyY

3800?596
Kivayeic H.B.
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pe3yJIbTaTH NALEHTIB HE BiAPI3HAIOTECS,
Xoua po3Mip BUOIPKH OyB HEBETHKHM.

3asgBHMK (BAaCHUK Mignue: Txeccika Cratex

peechaumHoro Enexrponuuii miamuc: [Ixeccixka Cparek
l'lOCBl,.T_l'-IeHHH) [Miacrasa: A 3aTBepLKyIO L A0KYMEHT
Jara: 18.01.2024 19:03 CST
E-mail: jessica_svatek(@baxter.com(nianuc)

(Il.1.B.)

MEPEKNAR 3POGAENHO
3r 1AW 3 OPHT IHANGM

AoctosipnicTp
BEPEKAARY 3ACBIAYyD

Kinayeic 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 rcpost No 66

e oAt i ot e e RS S RS

B

-1. Name of medicinal product (if available — number
of registration certificate):

s = g g s n i -

Suprane Inhalation Vapour quLIld

!

;

2. The applicant
3. Manufacturer

4. the undertaken study:

Baxter SA Belglum

Baxter SA Belglum

o Bttt o

yesf I:I no if not explain

o}

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

e e St B ot s At 03 ot it s i o i

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

H
i

| Comparlson of Desﬂurane and Isoﬂurane for
i Face Mask or Laryngeal Mask Airway
| Anesthesia during Pediatric Surgery

i
J
!
!
5

i
32 363 002 ;

6. Phase of clmrcal research

7. Time frame of clinical research

" 8. Countrles where the clmlcal research was
conducted

9 The number of persons under investigation:

[0. Purpose and secondary objectives of the clinical
research

: Phase IIIB

U et o R B i1 b Y Wt 0 e et it 2 biteenrert e A N St A b e

4 February 2004 - 24 June 2004 é

United States ‘

. Planned: 400 subjects
. Enrolled: 400 subjects
Analyzed 394 subjects

! Prlmary to assess the safety of desﬂurane
1n pediatric subjects by determining the

: mcrdence of major respiratory events during

i desflurane anesthesia in non-intubated

s children and adolescents.

I
4
'
E
£
;

Secondary: to compare the incidences of




11. Clinical research design

12. Main inclusion criteria

[3. Test medicinal product, method of
administration, efficiency

'

; 14. Reference substance, dose, methed of
! administration, efficiency

15. Concomitant therapy

i
H . . .
16. Efficacy evaluation criteria

i 17. Safety assessment criteria

204
' major and minor respiratory events during
desflurane and isoflurane anesthesia; to
compare recovery characteristics after
, desflurane and isoflurane anesthesia; and to
- assess the safety and tolerability of
| desflurane by determining the hemodynamic
l'and respiratory profile, incidences of general :
' adverse events and the need for concomitant
medication during and after anesthesia.

Efficacy was not evaluated in this study.

! Multicenter, single-blind, randomized,
active-control study

Male or female subjects, aged 2 to 16 yrand
! of American Society of Anesthesiologists’

: (ASA) physical status P1 to P3, undergoing
| elective surgical procedures expected to last |
i 30 to 120 min and appropriate for
!

administration of inhaled maintenance
| anesthetic via face mask or LMA.

' Name of drug product: Desflurane

|

| Dose: Desflurane in 60% nitrous oxide,
_balance oxygen titrated to clinical effect
» (minimum 0.5 MACQ).

;
SRR S

Mode of administration: inhalation

Name of drug product: [soflurane

: Dose: Isoflurane in 60% nitrous oxide,
, balance oxygen titrated to clinical effect
(minimum 0.5 MAC).

: Mode of administration: inhalation

' Descriptive statistics for concomitant
medications were calculated by period
(preoperative, intraoperative, postoperative
and undetermined), drug class, age stratum
and treatment group.

N/A

Respiratory events

Adverse events i
Clinical laboratory evaluations
Hemodynamic and respiratory

parameters

Anesthesia emergence and recovery

¢ Concomitant medications




18. Statistical methods - Statistical summaries were presented by

i . treatment group, age group (2-6 yr, 7-11 yr

cand 12-16 yr and overall) and, where

! “applicable, by study period and/or time
pomt Summary statistics were calculated for

1 demographic and baseline characteristics;
 induction agent and inhaled anesthetic

| exposure measures; concomitant

medications; respiratory event rates (major,

overall and minor; summary statistics

included 95% confidence intervals [95%

i CI); nonrespiratory adverse event rates;

hemodynamic and respiratory parameters;

and emergence and recovery measures. For

anesthetic exposure measures, respiratory

' event rates, hemodynamic and respiratory

' parameters and emergence and recovery

measures, the treatment groups were

compared (within and across age groups)

using appropriate statistical tests (two-

' sample t tests for continuous data; Fisher

- exact tests for categorical data). All

; statistical tests were two-tailed and the

 results were considered significant where p
 was less than .05.

H19. Demographlc indicators of the populatlon study Desflurane 2.6 years:
I(gender age, race, etc.) . Mean age (yrs): 3.5
| Sex (male/female): 38/112
Race (white/Black/Hispanic/Asian or Pacific
[slander/Unknown); 84/34/15/6/5/6
: ASA status (P1/P2/P3): 116/34/0

'Desflurane 7-11 years:
Mean age (yrs): 9.0
_ Sex (male/female):; 22/59
; Race (white/Black/Hispanic/Asian or Pacific
Islander/Unknown): 52/12/6/2/4/5
ASA status (P1/P2/P3): 60/17/4

Desflurane 12-16 years:
Mean age (yrs): 13.9
. Sex (male/female): 19/50
Race (white/Black/Hispanic/Asian or Pacific
Islander/Unknown): 46/17/1/2/1/2
ASA status (P1/P2/P3): 44/22/3

Isoflurane 2.6 years:
Mean age (yrs): 4.1
Sex (male/female): 22/29
- Race (white/Black/Hispanic/Asian or Pacific
'Islander/Unknown): 26/16/6/2/0/1
ASA status (P1/P2/P3): 35/16/0
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20. Efﬁmency results

21, Safety results

; 22. Conclusion (evaluation)

i Statlstlcally mgmﬁcantly mcreased rates

Isoflurane 7-11 years:

Mean age (yrs): 8.8

“Sex (male/female): 9/18

Race (white/Black/Hispanic/Asian or Pamﬁc
 Islander/Unknown): 14/5/3/1/2/2 i
ASA status (P1/P2/P3): 19/8/0 ;

Isoflurane 12-16 years:

Mean age (yrs): 13.9
" Sex (male/female): 7/15 i

- Race (white/Black/Hispanic/Asian or Pacific |
 Islander/Unknown): 17/2/1/0/2/0 1
: ASA status (P1/P2/P3): 18/4/0 i

§N/A *
( |

; were seen with desflurane treatment across

: all age groups for any respiratory events (p =
1.03), coughing (p =.01) and laryngospasm (p |

1 = .03). For any respiratory events and :

i coughing, these differences were seen in |

.each of the age subgroups, with the !

_difference for the 12- to 16-yr-olds being

statistically significant for any event (p <

..01) and the difference for the 2- to 6-yr-olds

f being significant for coughing (p =.049). In
addition, increased secretions occurred in |

i 12% of the subjects in both treatment groups |

; and airway obstruction occurred in 4-5% of

"subjects in the two treatment groups. Mild to

- moderate bronchospasm was reported for 1%

' of the subjects in each treatment group.

‘ Desflurane, when delivered as maintenance
anesthetic via LMA or face mask, is

"associated with higher rates of

laryngospasm, coughing and respiratory
events overall in pediatric subjects aged 2 yr
and older than is isoflurane. The risk of these

_events with desflurane appears to be

. especially increased in younger children,

aged 2-6 yr, and with removal of LMAs

!under deep anesthesia. The rates of non- '

| respiratory adverse events are similar with

| desflurane and isoflurane in pediatric

' subjects aged 2 yr and older, Changes in

. blood pressure, heart rate and oxygen

, saturation are similar with desflurane and

isoflurane in pediatric subjects aged 2 yr and

'older. Aldrete scores are higher during the



Applicant (holder of
| registration certificate)

S
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first 20 minutes of emergence with
“desflurane than with isoflurane in pediatric
subjects aged 2 yr and older, resulting in a
. shorter emergence time with desflurane.
: Times to readiness to PACU discharge and
? to hospital discharge are similar for
| desflurane and isoflurane in these subjects.

. Etactrenieatly signed by: Jessica
. Svalak
Signatures Jésstca Swatek Roason: | apprave this document
Date: Jan 18. 2024 15:03 CST

Email; jessica_svatek@baxter.com (signature)

(Name)
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Honarok 30
1o IMopsaky npoBe/ieHHs €KCMEPTH3N PeEcTPaLliiHUX MaTepiaiiB Ha JiKapehKi 3aco0H,
L0 MOJAIOTHCA HA JIePKaBHY peecTpalliio (nepepeectpaniio),

a TAKOK EKCIePTH3H MaTepialiB Npo BHECEHHS 3MiH JI0 peecTpalLliiiHuX MaTepianis
MPOTATOM Al peecTpaLiifHOro noceia4eHHs
(nynkr 4 posainy 1V)

3BIT Npo KAlHIUHE BUNpoOyBaHHs Ne 66

1. Ha3ea nikapcekoro 3acofy (3a HasBHOCTI -
HOMEP peecTpauifHoOro NnocBiI4eHH”)

2. 3a9BHUK

3. BupoOuuk

4. IpoBesieHi A0CHiUKEHHS:

1) Tvn nikapcekoro 3aco0y, 3a AKMM NMPOBOAHIACH
abo nuaHyeTbCA peecTpattis

5. [MorHa Ha3Ba KJIiHIYHOro BUNpoOyBaHHs,
KO/JI0BaHHi HOMEP KJIIHIYHOTO BUNpoOyBaHHs

6. @a3za KAiHIYHOrO BUNPOOyBaHHS
7. Ilepioa npoBeAeHHs KAIHIYHOTO BUNPOOYBaHHA

8. Kpaiuu, 1e npoBoaunocs KiiHiuHe
BUNpOOYBaHHA

9. KinbkicTh A0CHIKYBaHUX

10. MeTa Ta BTOPMHHI 11iJ1i KJIHIYHOTO
BUIPOOYBaHHS

-.-:A

Cynpau, napu Juisi iHransuii, piamaa

bakcrep C.A., benbris
bakcrep C.A., benbris

K Tak [J HiI 4KwWoO Hi, OOIpyHTYBATH

JlikapcbKuii 3aci® 3a NOBHUM J10CHE
(aBTOHOMHE J10ChE), IHIIMH JiKapcbkuid 3acib,
HOBA J1il0Ya pevyoBHHA

[MopiBuauus aechaypany ta izodaypany ans
iHransuiiHOT anecTesii yepes auLBOBY abo
NapUHreanbHy MacKy B AMTAYIN Xipypril
32-363-002

®asza I1IB

3 04 mororo 2004 p. no 24 ueppus 2004 p.

CILUOA

ZannanoBana: 400 namienris.
Braroueni go pocaipxennsi: 400 nauieHTis.
[TpoanajizoBano: 394 nauientu.

HepBHHHa. OLIIHUTH 6e3neKy aechaypany B
T puqu MpaKkTHLL UIIAXOM BH3HAYCHHSA

MEPEKNAR 3POBAEHO
i A now

o b SEAT
% MEPEKAARY 3ACBIAYY

Kiwayeic H.B, \



11. Inzaiin kaiHiuHOrO BUNpOOYBaHHS

12. OcHOBHI KpHUTEpiT BKIIOYEHHS

13. ocaikyBanuii likapebkuii 3acid, crnocid
3aCTOCYBAHHSA, cuaa Jii

14. Tlpenapat nopiBHsiHHs, /1034, crnocit
3aCTOCYBaHHA, cHla i

15. CynyrHs Tepanis

209

He3HAYHMX pecripaTopHUX Mozii mia yac
anecresii gecduypaHom Ta i3o0aypaHoMm;
MOPIBHITH XapaKTepUCTHKN BiJHOBJICHHS
nicis aHectesii aechaypanom Ta
i30hiypaHoM; OLIHUTH Oe3rnexy i
NepeHOCHMICTh JechaypaHy HIsXoM
BU3HAYEHHS F€MO/IMHAMIYHOTO Ta
pecrnipatopHoro npodio, 3araabHoT 4acTOTH
HeDamaHuX sABULL i NOTPeOH B CYNYTHBOMY
MeJUKAMEHTO3HOMY JIIKYBaHHI Iij1 vac i
micis aHecTesii.

EdexTuBHICTD y IbOMY A0CIIIAAKEHH] HE
OLLIHIOBAJTH.

baraTtoleHTpoBe, npocTe ciine,
paHI0OMi30BaHe JOCTIIKEHHS 3 AKTHBHUM
KOHTPOJIEM.

[MauieHTH YonoBivoi abo *KiHOYOT cTaTi, BIKOM
BiZ 2 10 16 pokiB, i3 izUKATBEHUM CTATYCOM
Bia Pl no P3 3a knacudikaiiero
AMEpPHKaHCHKOr0 TOBApUCTBA aHEeCTe3i0/10TiB
(ATA), IKMM BUKOHYIOTE IJIAHOBE
XipypriuHe BTpy4aHHs, 1110 TpHBaTHMe Bij 30
10 120 XBuIMH, i MAXOAATH A iHransuiiHoT
aHecTe3il yepes NniboBYy a00 JapuHreaibHy
MacKy.

Hasga aikapcebkoro 3acoby: Jlechnypan
Hoza: [lechnypan y 60 % 3akucy a3oty,
DanaHc KMCHIO THTPYIOTH 10 KJIiHIYHOTO
edekty (Minimym 0,5 MAK).

Cnoci0 3acTocyBanusi: iHranauiiuuii
Ha3ssa aikapebkoro 3acoby: [3odaypan
JHo3a: [3odaypan y 60 % 3akucy a3ory,
fanaHc KUCHIO TUTPYIOTH /10 KJIIHIYHOTO
edexry (Minimym 0,5 MAK).

Cnoci6 3acTocyBaHHsI: iHraaAiHHWH
OnucoBy CTATUCTUKY IS CYMYTHIX

rMpenaparie po3paxoByBasiu 3a Nepiogiom
(moornepauiitHuii, iHTpaonepaiiiHui,

nicasionepauifHuii Ta HeBmHaquuﬁ)

16. Kpurepii ouinku edekruBHOCTI

MEPEKAAR 3POBNEHD
3r1AH. 3 OPHI IHANOM

%Exmwwﬁwwhm AocToBIPHICTS
N s REPEKRAAY 3ACBIAYYD
f)"c’r ‘?L

s Hlnavrlcli.ﬂ.\\
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17. Kputepii ouinku 6e3nexu PecnipaTopHi sBuia

Hebaxauni aBuiua

Kniniuni nabopaTopHi A0CTIAMKEHHS
['emoanHaMiuHi Ta pecnipaTopHi
MOKA3HHKK

o [IpoOymkeHHs Ta BITHOBIEHHA mic/s

e ® o o

aHecTesil
e CynyTtHi npenaparu

18. CratucTuuHi MeTOAH CrartucTHuHi 3Be/eH] 1aHi Oyau
rpe/cTaBeHi 3a rpynamu JiKyBaHHS,
BIKOBUMHM rpyrnamu (2—6 pokis, 7-11 pokis i
12-16 pokis Ta 3arajiom) i, ae ue 6yno
3aCTOCOBHO, 33 MEPIOIOM 0CIUKEHHSA
Ta/abo 4acoBO TOUKOID. 3Be/IeHi
CTaTUCTUYHI JaHi Oynu po3paxoBaHi s
jaeMorpadiqyHuX Ta BUXITHUX XapaKkTepUCTHK;
rnpenapary iHAYKLT Ta MOKa3HUKIB
eKCIO3MLIT IHraNsLiHHIM aHECTETUKOM;
CYMYTHIX MiKapcbKHX 3ac00iB; 4aCTOTH
pecnipaTopHHX Mojiil (OCHOBHMX, 3arajom Ta
HE3HAYHMX; 3Be/IeH] CTATUCTHYHI JaHi
BIJIOUanK 95 % noipuuii intepean [95 %
J11]); wactoru HepecnipaTopHUX HebaxaHuX
SIBULLL, TEMOJIMHAMIYHMX Ta PeCripaTopHHX
napaMeTpiB; a TAKOK NMOKAa3HUKIB
| npoOymkeHHs Ta BigHoBaeHHs. LLlogo
| MOKa3HUKIB €KCMO3MLIT AHECTETHKOM,
YaCTOTY pecnipaTopHUX MOJiH,
| reMOJIMHaMI4Hi Ta pecnipaTopHi rapameTpH,
a TAKOXK MOKa3HUKH MPpoOyPKeHHS Ta
Bi/IHOBJICHHS TPYI JIIKYBaHHS MOPiBHIOBAJIN
(y Mexkax BIKOBHMX IpYI Ta Mi HHMH) 3a
JIONOMOTOKO Bi/IMOBIAHUX CTATHCTHYHUX
TecTiB (1BOBMOIPKOBHI t-KpUTEPiit 115
OesrnepepBHUX JAaHHUX; TOUHHH KpUTEpiii
diepa ans kateropianbHUX aanux). Bei
CTATUCTHUYHI TecTH OYJIN IBOCTOPOHHIMM, i
pe3yNbTaTH BBAKAJIMCSA 3HAUYLIUMM, SKILIO P
Oyno menue 0,05.

19. lemorpadiuHi NOKasHUKK J10CIKYBAHOT Jlecaypan 2-6 pokis:

nomyasii (crars, BiK, paca, TOIIO) Cepenniii Bik (pokiB): 3.5
Crars (4yonosiva/skinoua): 38/112
Paca (eBponeoinna/verpoinxa/
NaTUHOAMEPHKAHLLI/a31aTChKOTO MOXOAMKEHHS
Ta YPOJUKEHI THXOOKEAHChKHX OCTPOBIB/
HeBifgoma): 84/34/15/6/5/6
Cratryc ATA (P1/P2/P3): 116/34/0

&p1ypan 7-11 pokiB:

Cepeuniii Bix (poxis): REPEKNAA 3POBNEHO
f Y uonoBiua/xi grbAH2ESDPHT | HANOH

BPOﬂemnHa/He#omi IPHICTD

j REPEXAARY 3ACBIAYYD

Kinayeic H.B.



20. PesynbraTi e(peKTUBHOCTI

21. Pesynbratu Ge3neku

JIATHHOAMEPHKAHILI/a31aTChKOTr0 MOXO1KEHH
Ta ypO/UKEHIi THXOOKEaHChKHX OCTPOBiB/
HeBigoma): 52/12/6/2/4/5

Cratyc ATA (P1/P2/P3): 60/17/4

Nechaypan 12-16 pokis:

Cepenniii Bik (pokis): 13,9

Cratb (yonosiua/xkinoua): 19/50

Paca (eBponeoiana/Herpoiana/
JIATHHOAMEPHKAHILI/a31aTChKOTO MOXOIKEHHs
TA YPOIKEHLI THXOOKEaHChKUX OCTPOBiB/
Hepigoma): 46/17/1/2/1/2

Cratyc ATA (P1/P2/P3): 44/22/3

I3oduiypan 2-6 pokis:

Cepenniii Bik (pokis): 4,1

Crarb (yonoBiua/xkiHoua): 22/29

Paca (eBponeoinna/nerpoiana/
NaTHHOAMEPHUKAHI/a31aTChKOrO MOXOKEHHS
Ta YPOJUKEHIlI THXOOKEAHChKHX OCTPOBIB/
Hesigoma): 26/16/6/2/0/1

Cratyc ATA (P1/P2/P3): 35/16/0

I3odrypan 7-11 pokis:

Cepenniii Bik (pokis): 8,8

Crartb (yonosiva/xkinoua): 9/18

Paca (eBponeoiana/uerpoiana/
JIATHHOAMEPUKAHLLI/a31aTCHKOTO MOXO/KEHHS
Ta yPOIKEHL THXOOKEaHChKUX 0CTPOBiB/
Hesigoma): 14/5/3/1/2/2

Craryc ATA (P1/P2/P3): 19/8/0

I30¢paypan 12-16 pokis:

Cepenniii ik (pokig): 13,9

Crathk (yomosiva/xivoua): 7/15

Paca (eBponeoinna/verpoiana/
JIaTHHOAMEPHKAHLI/a31aTChKOro MOXOKEHHs
Ta YPOUKEHII THXOOKEAHCHKHX OCTPORIB/
Hesigoma): 17/2/1/0/2/0

Craryc ATA (P1/P2/P3): 18/4/0

H/3

CTaTHCTHYHO J0CTOBIPHO BHILI NOKA3HUKH
criocTepiranu Npu AiKyBaHHi aecaypaHoMm y
BCIX BIKOBHMX rpynax oo Oyab-sKux
pecniparopuux sisui (p = 0,03), xkamumo (p =
0,01) Ta napunrocnasmy (p = 0,03). Lloao
Oy/1b-SIKHX pecnipaTOpHHUX ABMII i KALLUIO L

| = 20 16 poxis Oy P RRMSTH
“N 9
e R

ivitil 11 niteii BIEOY FIE PP
W) REPEKAAAY 3ACBAYYD

Kinayeic H.ﬂ.\\
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22. BUCHOBOK (3aKJIHOUYEHHS)

3asiBHMK (BJIACHUK
peecTpalliiHoro
MOCBIAYEHHS)

Hignuc: /Ixeccika Ceatex

Enexrponnuii manue: xeccika Cearex
IMipcrasa: S 3aTBepKyto ueil J0KyMeHT
Jara: 18.01.2024 19:03 CST
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Oyna 3Hauyioro uis Kauuio (p = 0,049).
Kpim Toro, nigBuiieHy cekperito
crniocrepiranu y 12 % naiienTis y 060x
rpynax JiikyBaHHs, a 00CTPYKILiIO AUXaNbHUX
wsxis — y 4-5 % nauientis y 060X rpynax
nikysanHst. Jlerkuit ao momipHui
6ponxocnasm criocrepirani y 1 % nauienTis
y KOJKHi# rpyni JiKyBaHHs.

JlecdnypaH, siKuii 3aCTOCOBYBaJIM K
aHECTETHK [MiITPUMaHHS Yepe3 JIapHuHrealbHy
a0o JUILIBOBY MacKy, acOLIOETLCS 3 BUIIIOHO
4acTOTO) JIAPUHIOCNIA3MY, KAl Ta
pecnipaTopHHX sIBUIL Y IiTei BiKoM Bij 2
POKiB MOPIBHAHO 3 i30¢u1ypaHoM. PUsuk 1ux
SIBMIIL NPH 3acTocyBaHHi Aechaypany
0COB/IMBO 3pOCTAE Y JiTeil MOJIOALIOrO BiKY
(2—6 pokiB), a TAKOXK MPH BUANIEHHI
JlapMHrea bHOT MacKH I1iJ] rIMO0KO0
aHectesiero. YacToTta HepecnipaTopHUX
HebaskaHUX ABMLIL NOAIOGHA uis necdypaHy
Ta i30(aypaHy y JiTeil BikoM Bi 2 pokiB.
3MiHH apTepiaNbHOrO THUCKY, YaCTOTH
CepLEeBHX CKOPOUCHB Ta caTypallii KHCHEM €
noAiGHKUMK NpH 3acTocyBaHHi AecdrypaHy Ta
izodypany y aireit BikoM Biji 2 pokiB.
[Toka3HUKH 3a LIKaA00 AJIbApPETa BULIL
npotarom nepiuux 20 XBUIJIHH [Mics
npo0ymKeHHs y AiTel BiKOM BiJl 2 poKiB npu
3acTocyBaHHi aecuiypaHy, HiX npu
3aCTOCYBaHHI i30(1ypany, 110 NPU3BOJAHTE
JI0 KOPOTILOTO Yacy nMpoOy/KeHHs NpH
3actocyBaHHi gechuypany. HYac 10 BUZHaHHS
MPUIATHHM JI0 BUITUCKU 3 Ma1aTH
nicasonepauiiHoOro CrocTepeKeHHs Ta 10
BHUIHCKHU 3i cTanionapy noaiGuuii as
nechuypany Ta i30ypaHy B LIMX MAaLi€HTIB.

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

(Il. I. b.)

TEPEKAAA 3POBAEHO
3r{AH. 3 OPHT IHANGM

AocroBiePHiCT
REPEKAAAY 3ACBIAYY

Kinayeic 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

of registration certificate):
2. The appllcant

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
t clinical research

' 6. Phase of clinical research
|

|

7. Time frame of clinical research

' 8. Countries where the clinical research was

. conducted
j

'9. The number of persons under investigation:
!

'
i

v

v

10 Purpose and sccondary obJectlves of the clinical
research

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

report No 67

I Name of medlcmal product (if avallable - number Suprane Inhalation Vapour Liquid :

v e e e

i Baxter SA, Belgium |

| |

Baxter SA Belgium

X | yes | ,noE if not explain ;

i ) . .

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

i

Study to investigate the safety and
pharmacokinetics of BLM-240 in surgery
_patients ‘

é BLM-240-001

’ Phase I/II clinical study
]
.13 Feb 2007 — 26 Apr 2007

Japan

i

Planned: 6 subjects
Analyzed: 6 subjects
. Completed: 6 subjects

.«‘,.u.»« ot o F T, it by = e &

je To investigate the pharmacokmetlcs and
:  safety of BLM-240 in surgery patients,

i using Fa/F1 (ratio of end-tidal anesthetic

3 concentration to inspired anesthetic
concentration) and circulating anesthetic
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concentratlon durmg 30 mmutes Of

¢+  BLM-240 inhalation as endpoints;

- #  To investigate the pharmacokinetics and
safety of BLM-240, using Fa/Fao (ratio
of end-tidal anesthetic concentration to
the last end-tidal anesthetic concentration
during wash-in) and circulating ‘
anesthetic concentration after 30 minutes -
of BLM-240 inhalation as endpoints; !

e To investigate the pharmacokinetics of |
BLM-240 using serum and urine i
concentrations of inorganic fluoride ion
and trifluoroacetic acid (TFA) from 0 to
7 days after initiation of BLM-240
mhalatlon as endpomts

!
?
i
%

11. Clinical research design | Open—label study

(ASA) classification: Class 1 ;
. Age 20 to less than 45 years (at the time ¢
of giving consent)
‘o Body mass index (BMI): 18.5 to 24.9
(kg/m? ) (at the time of screening)
;® Patients who have not smoked for at
least 5 years (at the tlme of ngmg consent)

i
e s i o e A T v i R ;
12, Main inclusion criteria . Amerlcan Socxety of Anesthesnologlsts E
3
H

1 13. Test medicinal product, method of N ame of test drug. BLM—240
administration, efficiency : Dosage form: 240 mL per bottle (brown ;
: glass bottle) :

' Dosage and administration: After tracheal
* intubation, inhalation of 100% Oz was
initiated (gas flow rate: 4 to 6 L/min). After -
 the end-tidal CO; concentration became :
i stable at 30 to 35 mmllg, inhalation of 6.0%. -
: BLM-240 was initiated and continued for 30

i minutes

‘D -Vapor® (Desflurane Vaporizer; Draeger

2 Medical)
14. Reference substance, dose, method of «N/A
administration, efficiency E
;
15. Concomitant therapy - As a general rule, no anesthetic agents,

5 sedatives, or muscle relaxants other than !

: those specified in the protocol were allowed

‘to be used. The following medications were

i prohibited.

: (1) Succinylcholine

:(2) Central nervous system depressants (e.g. ;
. phenothiazines, benzodiazepines, and ‘




vt i, oy s e e e o mmy e e -
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: barblturates) antlhypertenswe drugs,

; alcohol, and antiarrhythmic agents (beta-1
‘blockers) :
- (3) Epidural or intrathecal administration of !
§ analgesm/anesthetlc agents ;

16. Efficacy evaluation criteria

Absorption and excretion

1) FA/Fy

2) Fa/Fao

3) Circulating anesthetic (BLM-240) :
concentration ;
Metabolism

Serum and urine concentrations of inorganic
fluoride ion and serum and urine
concentration of TFA

17. Safety assessment criteria

i
]
E.

18. Statistical methods

Adverse events; changes over time in f
laboratory test values, ECG, blood pressure, :
heart rate, respiratory rate, body temperature,
invasive arterial pressur¢, oxygen saturation
(Sa03), ventilatory volume (minute
ventilation), end-tidal COz concentration,
; and body weight; malfunction, etc. of
- vaporizer for BLM-240 If any malfunction
‘of a vaporizer for BLM-240 was identified,
‘the date of occurrence of malfunction, details
of malfunction, and presence or absence of
: measures taken were to be documented in
‘CRFs.

!

- Summary statistics for the following PK .
i variables were calculated: Fa, F1, and their
' ratios (Fa/F1 and FaFac), and circulating
tanesthetic (BLM-240) concentration, serum
‘ concentration of inorganic fluoride ion,
!serum concentration of TFA, urine
{ concentration of inorganic fluoride ion, and
, urine concentration of TFA, For F4 and
s circulating anesthetic (BLM-240)
. concentration PK parameters were calculated .
without using a population PK model, and
_the time profiles of Fa and circulating
; anesthetic (BL.LM-240) concentration were
-compared. Changes over time in each
:subject’s data and summary data from all
“subjects were presented in graphs. For
 calculation of PK parameters, actual time
i after administration was used. g
i
A list of all adverse events with information
fon severity, seriousness, causal relationship
| with the study drug, etc. and a summary
“table were prepared. Regardmg laboratory

UV S W S i e




(gender, age, race, etc.)

20, Efﬁcieney results

19. Demographic indicators of the population study

o o e n - - e

test values, etc., the summary statistics for
values measured at each time point and
changes from baseline to subsequent values
- were calculated. Changes from baseline in

' each subject’s data over time and summary

. data for measured values and changes from
baseline in all subjects were plotted in
graphs. One-sample t-test was performed to
compare data obtained before administration
: of propofol or BLM-240 with those obtained
at each subsequent t1me pomt

iﬁ One male patient (16 7%) and ﬁve female
| patients (83.3%) were enrolled.

t Age: mean (£ 8SD) age was 31.7 + 6.2 years.
EBMI 20 45 * 1 37 kg/m

Absorptlon The mean FA/F 1 ratto durmg the
wash-in phase exceeded 0.7 after 3 minutes
of inhalation, tended to plateau thereafter,

minutes, respectively, of inhalation, The

: of inhalation and reached 0 at 30 minutes
after the end of inhalation.

: During the wash-in phase, the Fa and

about 80% of their Cnax at 3 and 5 minutes,

reSpectively, after the start of inhalation and

 thereafter tended to plateau. The Tmax Was

'about 25 minutes. During the washout phase, -

the Fa and circulating anesthetic

‘ ' concentration measured at 5 minutes after

“the end of inhalation decreased to one-fourth

: (1/4) or less of those measured at 30 minutes

.after the start of inhalation. At 60 minutes

- after the end of inhalation, the Fa and
circulating anesthetic concentration

. decreased to 0.0% and about one-thirtieth

and reached 0.887 and 0.896 after 20 and 30 ,

3
|
i

mean Fa/Fap ratio during the washout phase
decreased to 0.169 at 5 minutes after the end

circulating anesthetic concentration reached .

£(1/30), respectively, of those measured at 30

-minutes after the start of inhalation. The T
.values for FA and circulating anesthetic
concentration were about 13 minutes and

3‘ about 26 minutes, respectively.

 Metabolism: After the end of BLM-240

. administration, the serum concentrations of

1 inorganic fluoride ion and TFA were below
“the limit of quantification in all subjects at
all t1me pomts of measurement No cllmcally
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21, Safety results

22 Conclusron (cvaluatlon)

e g o b 124

31gmﬁcant increase was observed in the
urine concentration of inorganic fluoride ion
,or TFA aftcr inhalation.

i

l

1 A total of 40 adverse events occurred in 6 of
1 6 subjects (100.0%) included in the safety
analysrs set, All of the events were non-

: serious, and 36 and 4 were assessed as mild

! and moderate, respectively. No severe

: adverse event was observed. Nine adverse
drug reactions occurred in 5 of 6 subjects

| (83.3%), including: “Electrocardiogram QT

corrected interval prolonged” (2 events;

n=2), “Atrioventricular block first degree”,

““VYomiting,” “Blood urea increased,” “Heart !

‘rate decreased,” “Headache,” “Dysphoria,”
‘and “Erythema” (1 event each; n=1 each).

. were mild in severity. No malfunction or
- device-related adverse event was observed
wrth the vaporlzer for BLM 240

I The time profiles of FA/F 1 (wash -in phase)
. Fa/F a0 (washout phase), and inorganic
fluoride ion/TFA concentrations suggested

' that BLM-240 (almost all of the

Although the event of headache was assessed
as moderate, all other adverse drug reactions |

217

i
|

administered dose) was rapidly absorbed and ,

"excreted from the lung, similarly to the PK
profile observed in foreign studies.
Circulating anesthetic concentration
exhibited a similar time profile as that of Fa,
' suggesting that F4, a surrogate parameter for
circulating anesthetic concentration, is an
appropriate indicator for PK analysis. As for

' safety, no clinically significant adverse event

' was observed, suggesting that BLM-240 is
safe and well-tolerated in Japanese patients
as well, when it is administered by inhalation
at 6.0%, which is equivalent to
approximately | MAC (minimum alveolar

; concentration) of BLM-240 and is a
_concentration used for various surgical
procedures in foreign countries. Based on
these conclusions, we have judged it

.reasonable to enlarge the scale of research

i with a greater sample size, verify the

I efficacy and usefulness of BLM-240 for
awakening and recovery as expected from its

- PK profile, and accumulate safety data in the

 next clinical study.
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Electronically signed by: Jessica

: Applicant (hOIder Of Signature: jm SM g:g'se:n:!ap rove this document

registration certificate) Daterdan 16 2024 1905 05T
.reg Email: jessica_svatek@baxter.com (signature)
| .

! (Name)
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Jonarok 30

1o Iopaaky npoBeaeHHs €KCIEPTHU3N PEECTPALIIHUX MaTepialiB Ha NikapchKi 3aco0M,
[0 MOAAIOTHLCA HA JICPIKaBHY PeECTpallito (nepepeecTpauiio),
a TAKOK €KCIEPTH3M MaTepiasiiB Npo BHECEHHS 3MiH 10 peecTpauiiiHuX maTepiais

MPOTAroM Aii peecTpaLiifHoro nocBiayeHHs
(nyHkT 4 posainy IV)

3BIT Npo KiHIYHE BUNIpoOyBaHHA Ne 67

1. Hasea sikapcbkoro 3aco0y (3a HasBHOCTI -
HOMEp peecTpailiifHOro NnocBi4eHHs)

2. 3agBHHUK
3. Bupobuuk

4. lTposeeHi AOCiKEHHS:

1) THn nikapeeKkoro 3acody, 3a sKUM MPOBOAMIIACH
abo MIaHyeThCs peecTpallis

5. IloBHa Ha3Ba KJIiHIYHOTO BUIIPOOYBaHHS,
KOJOBaHWI HOMEP KJIIHIYHOrO BUMPOOYBaHHA

6. ®aza kiiHidyHOrO BUNPOOYBaHHA
7. [Mepioa npoBeAeHHA KIIHIYHOrO BUNPOOYBaHHA

8. Kpainu, jie npoBoauiIocs KiiHiune
BUIMPOOYBaHHSA

9. KinekicTb A0CHI3KYBAHHX

10. MeTa Ta BTOPUHHI LiJli KITHIYHOTO
BUNpoOyBaHHs

e

Cynpau, napu Juist iHransuii, piauna

bakcrep C.A., benbris

bakcrep C.A., benbris

X Tak [J Hi SKuWoO Hi, OOIPyHTYBaTH

Jlikapebkuii 3acib 3a MOBHUM A0CKE
(aBTOHOMHE JIOCKE), IHIIMWH JiKapchbKUi 3acid,
HOBA J1if0Ya pe4oBHHA

JlocaigpkeHHs 3 BUBUEHHs Oe3neKkH Ta
(dapmakokineruku BLM-240 y xipypriunux
MalieHTIB.

BLM-240-001

Daza /1l kniniuHe KoCHizKEHHS

3 13 mororo 2007 p. no 26 ksitus 2007 p.
Anouis
3anaanosana: 6 naiieHTiB.

IMpoananizosani: 6 nanieuris.
3aBepLInIH J0CTiIKeHHsA: 6 NaLliE€HTIB.

=2 Jocaigutn papmakokineTuky Ta 6esneky

L.M-240 y Xipypriunux nauieHris,
AgpHcroBytoH Fa/F1 (BigHOWIEHHS

¢ KOHMeHTpaLLT aHe
o \«KPATIA NTeh gy 1o Bﬂ”*@}?ﬂﬁ%ﬁggﬂiga
'_ %EIA&H‘!H@KBI sikHMi Koﬂ.aﬁ e eT“Ka) Ta KO%EW ﬁ I CTb

4 NEPEKAAAY 3ACBIAYY

Kinayric H.B.
al’




11, An3aiin kaiHivHOTO BUMPOOyBaHHSA

12. OcHOBHI KpUTEpiT BKJIIOYEHHS

13. NocninkyBanuii nikapcekuit 3acid, cnoci6
3aCTOCYBaHHs, cuia Jii

14. [Tpenapat nopiBHAHHS, 1034, cnocid
3aCTOCYBaHHsA, CHIa aif

15. CynyTHs Teparis

LMPKYJIOI0HOro aHecTeTHka npotsarom 30
XBWAKH iHranauii BLM-240 B saxocTi
KIHLEBUX TOUYOK;

e Jlocniautu apmakokiHeTHKY Ta Oe3neky
BLM-240, sukopuctoBytoun Fa/Fao
(BiIHOLIIEHHS KOHLIEHTPALLIT aHECTETHKA
HaNMpUKIHLI BUAUXY 10 OCTAHHBOT
KOHLEHTpaLlil aHeCTeTUKA HaNpHKiHLI
BHIMXY Mi/1 4aC HAKOMHUYEHHHA) Ta
KOHLIEHTPALLIIO aHECTETHKA B KPORBI Mmic/s
30 xeunuH iHranauil BLM-240 B sxocTi
KIHLIEBUX TOUYOK;

e Jlocaiautu papmakokineruky BLM-240,
BUKOPHUCTOBYIOYH B IKOCTi KiHLIEBHX
TOYOK KOHLEHTpALT B CHPOBATLI KPOBI T
ceui ioHIB HeopraHiyHoro gropy Ta
tpudropouroroi kuciotu (TOOK) Bix 0-
ro a0 7-ro aus micas inraasuii BLM-240.

Bigkpure pocnikeHns

e Craryc 3a WKano AMEPUKAHCHKOTO
ToBapucTBa aHectesionorie (ATA) |

e Bik: Bix 20 10 meHiue 45 pokis (Ha
MOMEHT MianucanHs ingopmosaHoi
3roiu)

e [npexc macu Tina (IMT): 18,5-24,9
(kr/M?) (Ha MOMEHT CKPHHIHTY)

e [lauieHT He Nanus IOHARMEHILIE 5 POKIB
(Ha MOMEHT nianucanHs iHpopmoBaHoi
3r0J1H)

Ha3ea nikapeskoro 3acofy: BLM-240
®opma Bunycky: 240 miu y dnakoHi
(pnakoH i3 KOPUUHEBOIO CKJIA)

Jdo3yBanusi Ta 3acrocysanus: [licis
iHTYyOauiT Tpaxel NOYMHAIOTh IHralsALI0

100 % Oz (luBMAKICTH MOTOKY ra3zy Bijg 4 10
6 n/xs). [Ticns Toro, sk koHueHtpauis CO2
HANPUKIHLI BUAMXY cTaBaia cTalbibHO0 Ha
piBHi 30-35 MM pPT.CT., NOUMHAIK IHTANALLIO
6.0 % BLM-240 i npooBKyBaH MNpOTIroMm
30 XBHJIKH.

D-Vapor® (sunapuuk aechaypany; Draeger
Medical)

H/3

ameﬁ?rnlm
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BEPEKAAAY 3ACH YYD
Kinaypic H.B.\,\
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MiOpeJIaKCaHTH, OKPIM THX, LLO 3a3HAYEHI Y
MpoTOKOi. 3a00pOHEeHI HACTYIHI npenapary.
(1) CykumHinxoJin

(2) lenpecanTH UEHTpasLHOT HEPBOBOT
cHCTEMH (HanpHkIajl, PeHoTia3uHu,
Gensouiaseninm ta Gapbityparn),
AHTHUTINepTeH3MBHI 3aCO0H, aNKOrob Ta
aHTHapUTMiuHi 3acobu (6aokatopu Geta-1)
(3) Eninypanene abo iHTpaTeKkaibHe
BBEJICHHS aHAJIbI€THKIB/aHECTETHKIB

16. Kpurepii ouinku edexrusrocti BeMmokTyBaHHS Ta BUBEIEHHS
1) Fa/Fy
2) Fa/Fao
3) KoHueHnTpallis UMPKYJI0HYOro aHecTeTHKa
(BLM-240)
Mera6onizm
Konuenrpauii B cupoBartii KpoBi Ta ceui
ioHiB HeopraHiuHoro ¢ropy Ta TOOK

17. Kputepii ouinku 6e3neku HebGaxkaHi siBuila; 3MiHK 3 4ACOM TOKA3HUKIB
naboparopuux ananizie, EKI', aprepianbHoro
THUCKY, YaCTOTH CEPLIEBUX CKOPOUEHb,
YACTOTH JMXAHHSI, TEMIIEPATypH Tija,
IHBa3UBHOI'O apTepiajibHOIO TUCKY, caTypailii
KkucHeM (Sa0s), auxansHoro ob'emy
(XBHUIMHHKI 00’ €M BEHTHIIALIT JIereHs),
koHuenTpauii CO2 HanNpUKiHIlI BUAMXY Ta
MacH TiJla; HECTIPABHOCTI BUMApHUKA /IS
BLM-240 Tomo. Skiuno 6yno BusiBneHo Oyab-
SIKY HecrpasHicTh BUnapHuka s BLM-240,
TO JIaTa BAHUKHEHHS HeCNPAaBHOCTI, AeTali
HECIPABHOCTI Ta HasABHICTH ab0 BIACYTHICTh
BYKMTHX 3ax0iB Mayiu Oynu OyTu
32JI0KYMEHTOBAHI B IHAMBIAYaIbHI
peecTpauliiitiit popmi.

18. CratucTHuHi MeTOH byiio po3paxoBaHo 3Be€HI CTATHCTHYHI
MOKA3HUKH IS HACTYIMHMUX 3MiHHHMX
(bapmakokinetuku: Fa, Fi Ta ix
cnigBigHoueHHs (Fa/Fi ta FaF a0), a Takoxk
KOHLIGHTpALlis LIMPKYJIIOIOHOro aHecTeTHKA
(BLM-240), koHueHTpallis ioHIB
HeopraHiuHoro GTopy B CMPOBATLL KPOBI,
konuenTpatis TOOK y cuposaTiii Kpogi,
KOHLIEHTpAllisl iOHIB HeopraHiuHoro ¢gTopy B
cevi Ta koHuentpauis TOOK y ceui.

OK napametpu KoHUEHTpaLlii Fa i
uMpkymorodoro anecretuka (BLM-240)

' P, 3paxoByBaiIn Oe3 BHKOPUCTAHHS

i ~'~, ALWIHHOT MOoeT (EK Ta MOPIBHIOBAIHN

o =._ npodini KoHLEH #AAR 3POBNEHO

JioI0u0ro aHecoté ~(0 M!ﬁ(‘ {ANOM
; 0CTOBIPHICTD

REPEKAAAY 3ACBIAYYD
Kinayeic H.B.\,\




19. lemorpadiuHi NOKa3HUKK JTOCTIUKYBaHOT

nonynaauii (crare, BiK, paca, TOLIO)

20. PesynbraTn eeKTUBHOCTI

PHYHWKnLLFHRu&“a“
38002596 70574

3MiHM y Yaci JaHUX KOMKHOIO rauieHTa Ta
3Be/IeHi JIaHi BCiX nauieHtie Oynu
npeacrasnaeni rpadiuno. Jlns po3paxyHky
napametpie @K BUKOpHCTOBYBAIH
(akTHUHKIA Yac mic/s BBEASHHS.

Byno niarotossieHo nepenik ycix HedakaHUX
ABMLLL 3 iHHOPMALIIEID NPO TSHKKICTD,
Cepio3HICTh, MPUYMHHO-HACITIIKOBHH 3B'A30K
i3 IOCIKYBaHUM MPErNapaToM TOLIO, a
Takoxk 3peaeHy tadauuio. lllogo nokasuukis
nabopaTopHUX aHamti3iB i T.M., pO3paxoByBaIH
3BE/IEHY CTATHCTHKY /15l OKA3HUKIB,
BUMIPAHMX y KOXHIil 4acoBiii ToULl, Ta 3MiHK
Bi/l MOYAaTKOBOI'O PiBHA /10 HACTYIHHX
3HaYeHb. 3MiHM Bij| MOYATKOBOIO PiBHs
JIAHUX KOKHOTO Malli€HTa Yy Yaci, a TAaKox
3BeJICHI JaHi /1 BUMIPSHHMX 3HAY€Hb 1 3MiH
BiJl MOYATKOBOT'O PiBHA Y BCIX nauieHTiB Oyau
npeacrasieHi y rpadikax. J1ns nopiBHAHHSA
JaHUX, OTPUMAHUX J10 BBeJeHHS npornodoiy
abo BLM-240, 3 naHuMH, OTPUMAHUMH Y
KOYKHIi HacTyIHii yacoeiii Touui,
BHKOPHCTOBYBAIH OJIHOBUDIpKOBHIA t-
KpHUTEPIid.

Jlo focipKeHHsS BKJIKOYHIIM OJIHOTO MaLieHTa
yonoBivof ctaTi (16,7 %) Ta n'aTh NauieHTOK
sinouol crari (83,3 %).

Bik: cepenniii (= CB) Bik ctanosus 31,7 £ 6,2
poky IMT: 20,45 + 1,37 Kr/m?.

BemokryBanus: Cepe/iHe 3HaUEHHS
cnissigHowenus Fao/Fi nig vac dasm
HaKornuveHHs nepesuiysano 0,7 micns 3
XBHUJIMH IHTAJIALIT, MTOTIM MaJio TEHACHLIIO 10
rato ta gocsariio 0,887 1 0.896 nicna 20 1 30
XBWIKH iHransauii BignopiaHo. Cepeane
3HayeHHs criBigHowmeHHs Fa/Fao mia yac
¢aszu BUMHUBaHHA 3HU3UI0CcA 10 0,169 yepes 5
XBWJIMH MIC/ 3aKiHYEHHS iHraasauii ta
nocsrno 0 uepes 30 XBHIMH Nic/s 3aKiHUEHHS
iHransuil.

[Tin yac da3zu HakonuueHHs Fa ta
KOHLIEHTpALLis LMPKYTIOI0YOro aHeCTeTHKa
JOCATIIH npnﬁnmﬂo 80 % Bin ix Cmax uepes 3
XBHIIHH B],ELI'IOB]JIHO micJist novarky

Al drouoro anectihdll B
1T, f
TOBIPH
DEPEKAAAY 3ACBIAYY
Kiwayeic H.B,
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3HWKYBanaca 10 oaHiel yerpeproi (1/4) abo
MEHIIIE BiJl MOKA3HUKIB, BUMIpsIHHX uepe3 30
XBHJIMH Mic/s noyatky iHraasuii. Yepes 60
XBWJIMH Mic/s 3aKiHYeHHs iHraasuii Fa ta
KOHLIEHTPALisl LUPKYJIOI0YOro aHecTeTHKa
suuzuaucs 10 0,0 % i npubinnzno oaHiel
tpuausToi (1/30) BiANOBIAHO BiJl NOKA3HHUKIB,
BUMIipAHMX uepe3 30 XBUIIMH M1icJis MoyaTKy
inransuii. 3uauenns Tiz g Fa Ta
KOHLIEHTpALT LIMPKYJIIOI0YOTO aHECTETHKA
cTaHOBHIIH O/M3bKO 13 xBUAMH i OnK3bKO 26
XBHJIHH BiAMOBIAHO.

MeraGonizm: [Ticas 3akiHueHHs
sactocyBanust BLM-240 cupoatkosi
KOHIIEHTpalliT ioHiB HeopraHiyHoro gropy Ta
T®OK Oyau HKYe MeXi KiJIbKICHOrO
BM3HAYEHHS Y BCIX NALIIEHTIB Y BCIX YaCOBUX
TouKax BUMiptoBaHHs. KiiniuHo 3Hauymoro
MiABUILEHHS KOHUEHTpaLil iOHiB
HeoprasiyHoro ¢gropy abo TPOK y ceui
ricJis iHransuii He criocTepiraiu.

21. Pesynstaty 6e3nexu 3aranom 40 HeGakaHUX sBULL BUHUKIK Y 6 3
6 nauientis (100,0 %), BraroyeHHUX 10
BUOipKHM aHanizy Oe3neku. Bei noaii 6ynn
Hecepiio3HumHu, a 36 ta 4 Oyu OLIHEeH] K
nerki Ta nomipui Bianosiaso. He 6yno
BHSIBJIEHO JKOJIHOTO Cepiio3HOro HebGaaHoro
asuila. Jles'aTb HeOakaHUX SBHIL BUHHUKIN Y
5 3 6 nauienTis (83,3 %), y Tomy uuci
«MOJAOBKEHHS! KOpHroBaHoro iHtepeany QT
Ha eJleKTpoKapaiorpami» (2 BUnaaku; n=2),
«aTpiOBEHTPUKYJIsipHa 6J10Ka1a NnepLioro
CTYNEH», «ONIOBAHHA», «TTIABHIIECHHS PiBHS
CEYOBHHH B KPOBI», «3HWKEHHSA YaCTOTH
CepuUEeBUX CKOPOYEHBY», «TOJOBHHI OBy,
«aucdopia» Ta «epuremay (no | Bunaaxy;
n=1 koxHe). Xoua HeDaxaHe sBULLE
«rojoBHui Oib» OyNo oUiHeHe K MoMipHe,
BCi iHII HeDakaHi sBuLIa Oy/u JIerkoro
crynens Tsxkocti. He Oyno BusBaeHo
’KOJHUX HecnpaBHOCcTeH a0o HebaKaHUX
SIBUILL, MOB'A3aHHX 13 MPUCTPOEM, MPH
BUKOpHCTaHHI BUapHuka uis BLM-240.

22. BUCHOBOK (3aKJIOUEHHS) Yacosi npodini Fa/F1 (daza nakonuuenus),
Fa/Fao (da3a BUMHBAHHS) Ta KOHUEHTpALLii
ioHiB HeopraniyHoro gropy/T®OK cBiguars

g, [1PO T€, 110 BLM-240 (maiixke Bcs BBeaeHa

4 Aga) WBHIKO BCMOKTYETHCS TA BUBOANTHCS 3

F@Hb, Mo1i0HO 10 e
"_'mo, AKMIA cn#% E gﬁ‘a& Od-EQHO
_ penmax. Kol PHICHM“
REPEKAAAY 3ACBIAYYD

Kiwaveic H .B. [\
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LMPKY/TIOYOro aHeCTeTHKA IEMOHCTpYBana
noaibHuii yacosuit npodink, sk i Fa, mo nae
3MOTY NPHUMYCTHUTH, 1O Fa, cyporarHuid
napaMeTp KOHUEHTpaLii LMPKYIOKY0ro
aHeCTEeTHKA, € BiIMOBITHUM MOKa3HUKOM 114
ananizy papmakokinetuku. 1llo crocyernes
Oe3neku, To He Oy/I0 BUSABIEHO AKOJAHOTO
KJIIHIYHO 3HAUYyLIOro HebaXkaHoro ABMINA, LIO
cBiumTh npo te, 1o BLM-240 € 6e3neunum i
no6pe nepeHOCHThES NalieHTaMH-NOHLSIMH
MpH IHraIALITHOMY 3aCTOCYBaHHI Y
KoHueHTpauii 6,0%, 110 eKBiBaEHTHO
npubanzno 1 MAK (minimaneHa
anbBeospHa KoHueHTpauis) BLM-240 i e
KOHIEHTPALLIEI, SIKY BAKOPUCTOBYIOTH /LIS
Pi3HKUX XipYpriYHUX NpoLeayp B IHIIMX
KpaiHax. BUXoasuu 3 MX BUCHOBKIB, MM
BBAXKAEMO 32 J0LJIbHE PO3IUPUTH MaciiTad
JIOCJTIPKEHHS 38 paXyHOK Oi/1bLIoro posmipy
BUOIPKH, MepeBipUTH e(PEeKTHBHICTS i
kopucHicte BLM-240 uion0 npoOymkeHus ta
BiJIHOBJIEHHS, K O4iKYETHCS BUXOIAYH 3
¢apmakokinernunoro npodino BLM-240, ta
HAKOMUYHUTH AaHi 3 Oe3MeKn y HaCTYHOMY
KJIIHIYHOMY JOCHIIPKEHHI.

3asaBHMK (BIACHMK IMianue: /Ixeccika Crarex
il e Enextpounnii nignuc: Jixeccika Csarek

ﬂOCBi}l‘iCHHH) [Mincrasa: 5 3arsepkyio ued 10KYMEHT
MHara: 18.01.2024 19:03 CST

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

(I. 1. B.)

MEPEKNAR 3POBAENOD
3riAt. 3 OPNF IHANOM

AocToBiPHICT
NEPENAAAY 3ACBIAYYD

Kimaeic H.B. |

«KPATIH J'lm»

; lentudivaujitmi Kop C’
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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 68
1. Name of medicinal product (if available— number 3 Suprane, Inhalation Vapour, Liquid
of registration certificate): i

i
H |

- - s 1y e i v oty S o Zts v M mm e A s e i ey

2. The applicant Baxter SA, Belgium

3. Manufacturer ﬁ Baxter SA, Belgium !
4. the undertaken study: § X E yes l [I ‘no | | if not explain
S U N A R

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 - Study to assess the safety of BLM-240 in

fclinical research - surgery patients
' BLM-240-002

6. Phase of clinical research Phase I/TI
§ 7. Time frame of cllmcal research 2 May 2007 — 15 June 2007
, 8. Countries where the clinical research was Japan
" conducted !
i |

9. The number of persons under investigation: . Planned: 3 subjects

" Analyzed: 3 subjects
'Completed: 3 subjects
10 Purpose and secondary objectlves of the cllmcal To mvestlgate the safety of BLM 240 in
research ! surgery patients during and after anesthetic
' maintenance with BLM-240 at 8.5%




11. Clinical research design

12. Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

Open-label study

» American Society of Anesthesiologists
(ASA) classification: Class [

o Age: 20 to less than 45 years (at the time

| of giving consent)

e Body mass index (BMI): 18.5 to 24.9

I (kg/m2) (at the time of screening)

1o Patients who have not smoked for at least

! 5 years (at the time of giving consent)

‘ Name of test drug: BLM-240

1

Dosage form: 240 mL per bottle (brown
, glass bottle)
|

Dosage and administration: After tracheal
« intubation, inhalation of a mixed gas (50-
' 75% air + 25-50% oxygen; gas flow rate, 4
_to 6 L/min) was initiated. After the end-tidal
. carbon dioxide concentration became stable

rat 30 to 35 mmHg, BLM-240 inhalation was
initiated at 6.0% along with inhalation of the *

mixed gas, and the inspired concentration of
' BLM-240 was gradually increased to
achieve the target end-tidal anesthetic
concentration of 8.5% (over a period of
about 10 minutes). Upon confirmation that
the end-tidal anesthetic concentration
reached 8.5% and that the subject was ready
for surgery based on the circulatory
dynamics, the prescribed surgery was
initiated. Once the surgery was initiated, the
.end-tidal anesthetic concentration was
"maintained at a level not lower than 8.5%
until, at least, completion of a surgical
procedure, such as skin incision and
fasciotomy. After the concentration was
maintained at 8.5% for some time, the
inspired concentration of BLM-240 was
allowed to be increased or decreased as
appropriate, depending on the circulatory
dynamics. As a general rule, however, the
inspired concentration was not increased to a
 level which might cause the end-tidal

» anesthetic concentration to exceed 18%.
|
1

D-Vapor® (Desflurane Vaporizer; Draeger
Medical)
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' 14. Reference substance, dose, method of N/A
' administration, efficiency |

15. Concomitant therapy " As a general rule, no anesthetic agents,
_sedatives, or muscle relaxants other than
 those specified in the protocol were allowed
1to be used from just before the start of |
 propofol administration to the end of BLM- '
! 240 inhalation. Concomitant use of BLM-
+240 and other anesthetic agents was
! prohibited during this period.

16. Efficacy evaluation criteria

¢ Time to awakening and recovery from
anesthesia (eye opening, extubation, and
ability to state the date of birth -
¢ Controllability of anesthetic depth |
o Assessment of surgical performance

17. Safety assessment criteria ;o Adverse events |

e Changes over time in laboratory values,

. body weight, ECG, blood pressure, heart
rate, respiratory rate, body temperature,

. oxygen saturation, minute ventilation,

"~ end-tidal carbon dioxide concentration,

| i and serum and urine concentrations of

! inorganic fluoride ion and TFA

: "o Malfunction, etc. of vaporizer for BLM-

i c 240

18. Statistical methods The safety analysis set for this study was

“defined as a group of subjects who received
BLM-240 at 8.5% or higher as the end-tidal

-anesthetic concentration. A list of all adverse

‘events with information on severity,
seriousness, causal relationship with the
study drug, etc. and a summary table were
prepared. Regarding laboratory test values,
etc., the summary statistics for values
measured at each time point and changes
from baseline to subsequent values were
calculated. Changes from baseline in each

'subject’s data over time and summary data

' for measured values and changes from

. baseline in all subjects were plotted in

| graphs, One-sample t-test was performed to

I compare data obtained before administration

! of propofol or BLM-240 with those obtained -

_at each subsequent time point.
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- 19. Demographlc indicators of the population study  One male patient (33.3%) and two female
(gender, age, race, etc.) patients (66.7%) were enrolled (there were
- more female subjects than male subject). The '
- mean (& SD) age was 25.7 + 3.5 years [the
; mean (£ SD) values are hereinafter displayed |
: in the text]. The BMI was 19.60 + 0.44 ‘

 kg/m?. |

20. Efficiency results The controllability of anesthetic depth was

' assessed as “adequate” in all subjects. In

: addition, surgical performance was assessed
as “surgery not hindered” in all subjects. The
‘ mean (= SD) time to awakening (eye

: opening) after anesthesia, time to extubation,
and time to ability to state the date of birth
were 9.0£3.6, 10.0£3.6, and 11.3+4.2
minutes, respectively.

21. Safety results | A total of 22 adverse events occurred in 3 of |

' : 3 subjects (100%) in the safety analysis set.

: Adverse events which occurred at least twice :
 included: 3 events of “Palatal oedema”

{(n=3), 3 events of “Heart rate increased”

.(n=3), 3 events of “Pharyngolaryngeal pain”

‘ 1 (n=3), 2 events of “Enlarged uvula” (n=2), 2 .

| ; events of “Bilirubin total increased” (n=2),

“and 2 events of “White blood cell count

i “increased” (n=2). All of these events were

. non-serious and mild in severity.Five

“adverse drug reactions (ADRs) occurred in 3
“of 3 subjects (100.0%), which included 3 .

. ; events of “Heart rate increased” (n=3) and 2

i events of “Bilirubin total increased” (n=2). '

! All of these ADRs resolved without

“treatment. No malfunction or device-related
adverse event was observed with the

“vaporizer for BLM-240.

.22, Conclusion (evaluation) When anesthesia was maintained with BLM-

i 240 at 8.5% or higher concentrations

i (recommended maximum concentration of

i *BLM-240 in foreign countries), surgery was

F , performed without problem, and the

! . anesthetic depth could be controlled without
- difficulty during anesthetic maintenance. As
for safety, no clinically significant adverse
 event was observed, suggesting that BLM-
240 is safe and well-tolerated in Japanese
- patients as well, when it is administered at
j 8.5% or higher concentrations, the
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recommended maximum concentration of
BLM-240 in foreign countries.

Efectronically signed by: Jassica

| Applicant (holder of Signature; Jéssioa Svntake Svatok ,

L . . X Reason: | approve this document
registration certificate) . o Date: Jan 16.2024 15.03 CST
! Email: jessica_svatek@baxter.com (signature) .
! i |
i i
1
{

(Name)
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Jonarok 30

10 ITopsaaKy npoBeieHHs eKCIEPTH3M peecTpaliiifHiX MaTepialis Ha JliKapehKi 3aco0H,
1110 MOJIAIOTHCA Ha JIEPIKAaBHY peecTpallito (nepepeectpaitiio),

4 TAKOK €KCIEPTH3U MaTepiaiB Mpo BHECEHHS 3MiH 0 peecTpalifHuX MaTepianis

MPOTATOM i1 peecTpailiiHOro nocBiA4eHHs
(myHkT 4 po3niny IV)

3BIT 1pPO KJiHIYHE BUIpoOyBanHsa No 68

1. Hazga nikapcekoro 3aco0y (3a HasBHOCTI -
HOMEp peecTpaLiifHoro NOCBiUeHH)

2. 3asBHHK

3. BupoOHuk

4. IpoBeneHi AOCHIKEHHS:

1) Tun nikapcbKoro 3aco0y, 3a sKUM MPOBOAMIACS
abo niuaHyeTbes peecTpallis

5. NosHa Ha3Ba KIiHIYHOrO BUIIPOOYBaHHS,
KOZOBaHUH HOMEp KJIIHIYHOIO BUNIPOOYBaHHS

6. ®aza KaiHIYHOrO BUNPOOYBaHHS
7. Tlepioa npoBeaeHHs KAIHIYHOro BUNpoOyBaHHA

8. Kpainu, ne npoBoauniocs KiiHidHe
BUIPOOYBAHHS

9. KinbkicTb A0CI 17Ky BaHUX

10. Mera Ta BrOpuHHI LiJli KJiHIYHOTO
BUMPOOyBaHHsA

11. JIn3zaiin kaiHiYHOrO BUNpOOYBaH

==}

|aentudikauidnui vog A

38002596 /<y #

CynpaHn, napu uis iHrajsuii, pianxa

Bakcrep C.A., Benbris

bakcrep C.A., benbris

® | rTak | O | mi

SIKILO Hi, OOrpyHTYBaTH

Jlikapcbkuii 3aci0 3a NOBHUM J0CHE
(aBTOHOMHE OCHE), IHLIMIT NiKapcbKuii 3acid,
HOBA JiK04Ya peyoBHHA

Jlocnigskenns 3 BuBueHHs Oesnekn BLM-240
y XipypriuHux naiji€eHTis,

BLM-240-002

®aza I/11

3 02 Tpagus 2007 p. no 15 yepeua 2007 p.
Snouis

3anaanoBauna: 3 nauicHTH.
[MpoananizoBani: 3 nauieHTu.

3aBepiun/n A0CTKeHHsI: 3 nanieHTy.

Jocniautu 6e3nexy BLM-240 y xipypritumx

&

ot e I.llEHTlB i vac Ta nicas asecresii 3

,‘genocnlnmeﬂﬂiFEﬂﬂAl 3POBAEHO
7 3r1AK. 3 OPHI IHANOM
AoCTOBIPHICTD
REPEKAARY 3ACBIAYYD

Kinayeic H.B.\\




12. OcHOBHI KpuTEpii BKIHOUEHHS

13. TocnipKyBaHuid slikapcbkuid 3acio, cnocid
3aCTOCYBaHHs, cuia Jil

e (Craryc 3a WKaa0l0 AMEPHKAHCHKOTO
toBapucTBa aHecresiosnoris (ATA) I

e Bik: i 20 g0 meniue 45 pokiB (Ha
MOMEHT MignucaHus ingopmosaHoi
3rofiu)

e Iungekc macu tina (IMT): 18,5-24.9
(kr/m?) (Ha MOMEHT CKPHHIHTY)

e [laijienT He NanaMB WOHAHMEHIIE 5 POKiB
(na MomeHT nignucanus indopmosaHoi
3r0/H)

Hasea nikapebkoro 3acoby: BLM-240

®opma Bunycky: 240 mu y duiakoui
(thnakoH i3 KOPUUHEBOrO CKJIA)

Jo3yBauus Ta 3acrocyBannsi: [licis
iHTyOanii Tpaxel po3noyanu iHraasLio
smitanoro rasy (50-75 % nositps + 25—

50 % KHCHIO; WIBMAKICTH MOTOKY rasy Bia 4
1o 6 n/xB). [licas Toro, sik koHueHTpaiis CO2
HANPUKIHLI BUAUXY cTaBasa cTabibHOIO Ha
pieti 30-35 MM pT.CT., PO3MOYAIH IHTANALIO
BLM-240 y koHuenrpauii 6,0 % pazom 3
iHranAUierO 3MilIAHOTO rasy, i NoCTYNoBO
301AbLIYBATH BAMXYBAHY KOHLEHTPALiKO
BLM-240 1o nocarHeHHs uinboBoi
KOHLICHTPALIIT aHeCTeTUKA HANPUKiHLLi
Buauxy 8,5 % (nporarom npudauzuo 10
xBuiKH). [licns niaTBepaKeHHs TOro, 1o
KOHLIEHTpAllisl aHECTeTHKA HAMPHKIHLI
BUAMXY aocarna 8,5 % i uio nauieHT roroBuii
210 onepatlii, BUXOI84M 3 JAUHAMIKH
KPOBOOOITY, PO3NOYMHAIN [IPU3HAYCHE
Xipypriuse Brpy4anHs. [licas noyarky
orepailii KOHLEHTPALiIO aHeCTeTHKA
HANMPHUKIHIL BUAMXY MIATPHMYBAIH Ha PIBHI
He Hinkye 8.5 % npuHaiiMHi 10 3aBepLIeHHs
XipypriuHoi NMpoLeypH, HANIPUKIIaL, po3pisy
wiKipu Ta pacuioromii. [Ticas Toro, ax
KOHLIEHTpALIitO MiATPUMYBaaK Ha piHi 8,5 %
MPOTSArOM MEBHOIO Yacy, BAUXYBaHY
koHueHTpauito BLM-240 mosxna 6yno
3011BIIKMTH 200 3MEHIIWTH 3aJIe¥KHO BiJ
JIMHaMiK¥ KpoBoobGiry. OHak, aK npaBuJo,
B/IMXYBAHY KOHLIEHTPALLiIO He 30inbinyBanu
JI0 PiBHS, 110 Mir O NpHU3BECTH 10
KOHLIEHTpALLT aHeCTeTUKA HATIPUKIHLL

-Vaper® BHUITAPH ’
%m‘?ﬂafm (sunapinic ABRPRRY: DIBEST w0

3riAN. 3 OPHI IHANOM
AoctosipnicTs
REPEKAARY 3ACBIAYYD

Kinavpic H.B.
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14. [penapaT nmopiBHAHHS, 1034, crocid
3aCTOCYBaHHs, cujia Jii

15. CynyTHs Tepanis

16. Kputepii ouinky eekTHBHOCTI

17. Kputepii ouinku 6e3neku

18. CrarucTHYHI METOIH

H/3

Sk npaBuIio, BiJl MOYATKY BBEACHHS
npornodony 10 3akinueHHs inransuit BLM-
240 He A03BOJSIOCSH BUKOPUCTOBYBATH HKOHI
aHecTe3ylo4i 3aco0u, ceJaTUBHI npenapaTy
abo MiopesakcaHuTH, OKpiM THX, 1110 3a3HayYeHi
y npotokoii. OqHouacHe 3acTOCyBaHHS
BLM-240 ta iHmmx aHecte3yrounx 3acodis
MPOTArOM LBOro repioay 6yiio 3a60poHeHO.

e Yac 10 npoOy/yKeHHS Ta BiIHOBIEHHS
ricsist aHecTesii (PO3NIIOLIEHHS OUEeH,
ekcTyOallis, 31aTHICT HA3BaTH ATy
HapOIIKEHHH).

KonTtponsoBanicts riinbMHM aHecTesil.

e OuiHKa pe3yJbTaTiB ONEPATHBHOIO
BTPYYaHHS.

- Hebaxani spuia

- 3MiHM 3 yacom JabopaTOPHUX MOKA3HUKIB,

macu tina, EKI', aprepianbHoro Tucky,

4aCTOTH CEPLEBHX CKOPOYEHb, YACTOTH

JIMXaHHs, TEMMEpaTypH Tina, catypauii

KMCHIO, XBUJIMHHOT BEHTUIIALLIT, KIHIEBOT

KOHLIEHTpAL(T BYrJIEKMCIIOrO ra3y, a Takox

KOHLIEHTpalliT HeopraHiyHoOro ioHa gropy Ta

T®A B cupoBariii KpoBi Ta ceyi

- Hecnipauicts i 1. 0. Bunapuuka ans BLM-

240

e Hebaxani asuina

e 3miHu 3 yacom nabopaTopHUX
NMoxKasHUKiB, Macu Tina, EKIT,
apTepiaabHOro TUCKY, YACTOTH CEPLEBHUX
CKOPOYEHb, YACTOTH JUXaHHS,
TEeMIepaTypH Tina, caTypaii KUCHeM,
XBHIMHHOTO 00’ €My BEHTHUISLIT JIereHs,
KOHLIEHTpALLT BYT/IEKHCIOro rasy
HaMpPHUKIHIL BUMXY, & TAKOXK
KOHUEHTpaLlii iOHIB HeopraHiuHoro Gpropy
ta tpudropourosoi kuciotu (TPOK) y
CUpOBATILi KPOBi Ta ceui.

e HecnpaBHicTs i T. 1. BUTTApPHMKA /1A
BLM-240.

Jlns ananizy 6e3nexku y 1pbOMy A0CTIKEHHI

6yno BM3HAYEHO rpyny MalieHTIB, suci

Hue sk KOHLEHT HO AHECTETHKA

PRI BHAKXY. Ao ROBAEHO
A cix Hebask PH”HAHOH

My ) i Kuyp
( 759 ol
4 \ 5% 49 Kinavpic H.B.\\
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19. Jlemorpadiyni mokasHHKH J0CHiKYBaHOT

nonynsuii (crare, BiK, paca, TOLLO)

20. PesynbraTi epeKTHBHOCTI

21. PesyneraT Oe3nexku

MPUYHHHO-HACIAKOBHH 3B'A30K 3
JOCIIIKYBAHHM MPEnapaToM TOLLO, a TAKOK
3eaeny Tabnuuo. Llogo nokazuukis
nabopaTopHHUX aHali3iB, pO3paxoByBa/IH
3BEJIEHY CTATHCTHKY IS IIOKA3HUKIB,
BUMIPSAHHX y KOJKHIH 4acoBiii Toulli, Ta 3MiHK
BiJl MOYATKOBOTO PiBHS 110 HACTYITHHUX
3HAYEHb. 3MIHH JaHUX Bij] MOYaTKOBOIO
PiBHA KOMKHOTO MALIEHTA 3 4ACOM, @ TAKOXK
3BeJIeHi JaHi 1J1si BAMIPSHHUX 3HAYEHB | 3MiH
BiJl MOYATKOBOrO PiBHSI y BCIiX mauieHTiB Oyau
HasejeHi y rpadikax. [Ins nopiBHAHHS JaHHX,
OTPUMAaHMX J10 BBeJeHHs npornodony abo
BLM-240, 3 1aHUMH, OTPUMAHHMH Y KOJKHIH
HACTYIMHI# 4acoBif TOYLL, BAKOPUCTOBYBAIH
0/IHOBUOIPKOBUIA t-KpUTEPIi.

Jlo nocaizkeHHs BKJIIOYHIN OJTHOTO NMallieHTa
yosioBivoi ctaTi (33,3 %) Ta JABOX MALIEHTOK
sKiHouoi ctaTi (66,7 %). Cepeaniit (= CB) Bik
cTaHoBHB 25,7 £ 3,5 poKy [cepeHE 3HAYEHHS
(+ CB) naBoasthes aani y tekeri]. IMT
cranoBuB: 19,60 + 0,44 kr/m>.

KourtponwsoBanicts riaubunu anecresii Oyna
olliHEeHa FK «a/JeKBaTHa» y BCIiX NAlli€HTIB.
Kpim Toro, xipypriute Brpyuanus OyJo
OLIHEHO SIK «XipypriuHe BTpyuaHHs 0e3
nepewkoa» y Beix nauientis. Cepenne
snauens (+ CB) wacy 10 npoOy/KeHHs
(posrunioLLyBaHHS O4eit) mics aHecTesii, yacy
10 ekcTybauii Ta yacy 10 34aTHOCTI HA3BaTH
JaTy HapoPKeHHs cTaHoBHIIM 9,0+3,6,
10,0£3,6 Ta 11,3+4,2 XBHJIHHU BIANOBIIHO.

3arasom 22 neGakaHi sBUIlA BUHUKAH Y 33 3
nauientis (100 %) 3 BuGipku ans aHanizy
Oesnexu. HebaxkaHi sBuila, ki BUHUKAIH
IOoHaiMeHIlIe JIBivi: 3 BUMAAKK «HaOpsAK
nigHeOiHHa» (n=3), 3 BUNAJKH «NPUCKOPEHE
cepueOuTTA» (N=3), 3 BUNAAKU
«(apuHronapuHreasbHui 0iae» (n=3), 2
BUINAAKH «301bIIEHHS A3udKay (n=2), 2
BHMAIKH «IiABHILEHHSA PIBHA 3arajbHOrO
OinipyGiny» (n=2) ta 2 BUNajaku
«30IMBIIEHHS YMCaa TEHKOIMTIBY (n=2).
[T'ste noGiunuX peakiiii Ha NiKapcbKuii 3acid
(T'PJI3) Bunukam y 3 3 3 nauienrie (100,0 %),
SKI BKJIIOYAIH 3 BUITAJKH «301IbLICHHSA
MAGTOTH CCPLEBHX cxopoqeﬂb» (n=3)Ta?2

' IBHH 3araﬂbnom

fql&s
s. }Kc);m Eil &AOM

s "B"mizrmm sa’%h AYp
Kinayeic H.8.
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22. BUCHOBOK (3aK/IHOYEHHS)

3asBHUK (BJACHUK
peecTpauiiHoro
MOCBITYEHHST)

IMignue: Txeccika Cearex

Enextponnnii manue: /xeccika Crarex
[lincrasa: 51 3aTBepIKYIO el JOKYMEHT

Jlara: 18.01.2024 19:03 CST
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HE CIIOCTEepiraiu Mpu BUKOPUCTAHHI
BunapHuka s BLM-240.

Konu ans niarpumanus aHectesii
sactocoByBain BLM-240 y konuenTpauii

8,5 % abo Buiue (pekoMeH0BaHa
MakcumabHa KoHuentpatis BLM-240 B
IHIIKMX KpaiHax), XipypriuHe BTpy4aHHs 0yio
BMKOHaHO 0e3 yCK/IaHeHb, a MTMOuHY
aHecte3il MoxkHa Oyno Ge3 TpyaHOLLIB
KOHTPOJIFOBATH I11J1 4ac NiATPUMAaHHs
anecresii. [1lo cTocyerses Oe3nexu, KaiHIYHO
3HAYYLLMX HeOaKaHHUX ABMIIL HE
criocTepiraiu, o CBiYUTH 1po Te, 1o BLM-
240 e Ge3neuyHuM i 10Ope nepeHocUThE
AMOHCEKUMM MaLieHTaMH, KOJIM HOro BBOJATH
y KoHueHTpauii 8,5% abo uie
(pekoMeH/10BaHa MAKCUMaJlbHA KOHLIEHTpALlis
BLM-240 B iHiux Kpainax).

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

(. 1. B.)

MEPEKNAR 3POBAEHO
3T1AH. 3 OPHF IHANGN
Aoctosipnicty

BEPEKAARY 3ACB|Ayyp
Kinaypic 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 69

E
of registration certificate): '
H
a

2 The appllcant

| Baxter SA, Bclglum

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

i
!
!
%
1
|
I

clinical research

i 6. Phase of clinical research .

1
Il

. 7. Time frame of clinical research

;l 8. Countries where the clinical research was
; conducted

, 9. The number of persons under investigation:
I

Baxter SA, Belgium

I:I no i if not explain
§ i
i

—— . - b

SN

yes .

8
B

|
i
-
|

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

Phase [I/1II clinical study with BLM-240 in
adult surgical patients requiring general =
anesthesia |

BLM-240-003
' Phase 1I/111
12 Feb 2008 — 9 Sep 2008

' Japan

Planned: 210 subjects

| Analyzed: 224 enrolled subjects .
Efﬁcacy analysis set: i
! Full analysis set (FAS): 216 subjects

' Per-protocol set (PPS):

Efficacy (ability) as an anesthetic drug:

191 subjects

Awakening/recovery from anesthesia

(time from the end of study drug delivered



14
i

10. Purpose and secondary objectives of the clinical
research

11. Clinical research design

12. Main inclusion criteria
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' to extubation): 196 subjects |
' Safety analysis set: 216 subjects

'e  To evaluate the efficacy (ability) and
{ safety of BLM-240 (N20 group and Oz
I group) for maintenance of general |
anesthesia with concomitant use of
analgesics and muscle relaxants in |
patients undergoing surgery in the chest, |
abdomen, joints/limbs, back, and neck,
which is usually performed under general
anesthesia in Japan, using as indicators
the presence or absence of body
movement, recall, and memory, changes
i in blood pressure and heart rate, and the
presence or absence of rescue treatment -
during anesthetic maintenance '
To demonstrate the non-inferiority of |
' BLM-240 (N20 group) to comparator ‘
' sevoflurane (with N20) in terms of '
| awakenmg/recovcry from anesthesia, using
| time from the end of study drug delivered to ;

[extubatlon as an mdlcator

| Randomized, non-blmded comparatlve
study

American Society of Anesthesiologists
(ASA) classification: Class [ to III
Age: 20 to less than 70 years (at the time
of giving consent) |
Patients scheduled to undergo any of the
following operations

o Chest (thoracotomy, thoracotomy

+ laparotomy, endoscopic
‘ surgery: excluding cardiovascular
l surgery)
' Abdomen (laparotomy,
endoscopic surgery: excluding
Cesarean section in case of
laparotomy)
Joints (limbs: including
peripheral vessels)
o Back (spine)
5 o Neck (neck, throat)
.o Patients requiring hospitalization for at
least 3 days/2 nights from the day before

é surgery to the day after surgery |
|
l

o}

Patients who had given written informed
consent




' 13. Test medicinal product, method of
- administration, efficiency

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

_15. Concomitant therapy

S L
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Administration of BLM-240 was initiated at
3% (vaporizer dial setting) with N2O (50-
70%). The inspired concentration of BLM-
: 240 was adjusted depending on the patient’s
; condition during anesthetic maintenance (gas
ﬂow rate: 2 to 6 L/min).

‘ Administration of BLM-240 was initiated at ;
i 3% (vaporizer dial setting) with Oz (>30%).

| The inspired concentration of BLM-240 was

. adjusted depending on the patient’s
i condition during anesthetic maintenance (gas i
i flow rate: 2 to 6 L/min).

The depth of anesthesia during anesthetic
mamtenance was controlled by adjusting the
! concentration of the study drug (inhalational ;
I anesthetic) according to the patient’s

| condition (iemodynamic and other

' parameters) until the end of surgery

. (including procedures associated with the |

, surgery).

! D-Vapor (Desﬂurane Vaporlzer)

rnn s 1 =

[ v s ks

. Administration of sevoflurane was initiated |
“at 1% (vaporizer dial setting) with N20 (50-
. 70%). The inspired concentration of
“sevoflurane was adjusted depending on the
' patient’s condition during anesthetic
s maintenance (gas flow rate: 2 to 6 L/min).
i
The depth of anesthesia during anesthetic
maintenance was controlled by adjusting the
, concentration of the study drug (inhalational
_anesthetic) according to the patient’s
condition (hemodynamic and other
parameters) until the end of surgery
- (including procedures associated with the

- surgery).

| D-Vapor (Desflurane Vaporizer)

Additional doses of fentanyl and vecuronium
were allowed to be administered if necessary
during anesthetic maintenance. The dose of

' fentanyl should not exceed 2.0 pg/kg/hr. If
any drug (including permitted concomitant
medications) was used during the period

: from the day before surgery until the time of

i observation and examination for the follow-
up period, the details (name of the drug,
dosing period, route of administration,
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-dosage and administration, and reason for
use) were recorded in the CRF.

' 16. Efficacy evaluation criteria Efficacy (ability) as an anesthetic drug;

; ' awakening/recovery from anesthesia (time

. from the end of study drug delivered to
extubation); awakening/recovery from
anesthesia (time from the end of study drug .
. delivered to awakening, time to stating the
birth date, and time to reaching an Aldrete
score >8); changes in bispectral index (BIS)
during anesthetic maintenance; use of rescue
medications, such as vasopressors and
depressors, during anesthetic maintenance;

' changes in end-tidal and inspired

| concentrations of the inhaled anesthetic drug
i during anesthetic maintenance; BLM-240

! concentrations that successfully maintain ’
| anesthesia, keeping the patient in stable

| condition (systolic pressure 80 to <150

i mmHg and heart rate 50 to <100 beats per

i minute without requiring rescue treatment

« with vasopressors or depressors or additional
g dose or dose adjustment of 0p101d analgesw

|
1
|
1

1

l 17. Safety assessment criteria i Changes in hemodynamlc and respiratory
- parameters during anesthetic maintenance,
changes over time in ECG and laboratory

l

l

. data and adverse events

}‘ - - - J— - — - -
]

18 Statlstxcal mcthods ' Efﬁcacy was analyzed using data f'rom both
! the Full Analysis Set (FAS) and Per-Protocol
' Set (PPS), but FAS was the primary analysis
¢ "set in this study. To evaluate the efficacy
g (ability) of BLM-240 as an anesthetic drug,
the BLM-240 group (combined data for the
NzO and O groups) was analyzed. To
| demonstrate the non- -inferiority of BLM-240
in terms of awakening/recovery from
anesthesia, the BLM-240 N2O group and the
) sevoflurane group were analyzed using time
_from the end of study drug delivered to
extubation as an indicator.

i

Efficacy: The efficacy (ability) of BLM-240
as an anesthetic drug was evaluated using the
five grades (from “Excellent Ability” to

| .

i “Inadequate™) based on the evaluation

| criteria for anesthetic maintenance. The

l grade of “Some Ability” and higher grades

. were considered effective, and the

‘effectiveness rate and its 95% confidence
interval in the BLM-240 group (combined
data for the N20 and Oz groups) were



|

i

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

5
!
E
!
l
i
i

|
1
3
1
+

i

' calculated. The efficacy of BLM-240 was

judged to be demonstrated if the lower limit
of 95% confidence interval for effectiveness

 rate was higher than 90%.

+ Awakening/recovery from anesthesia (time

from the end of study drug delivered to

, extubation).

 Adjusted means of time to extubation in the
| BLM-240 N,O group and sevoflurane group

I + (with N20), which were obtained from
analysns of covariance with surgical site and

i surgery time as covariates, were used to
verify the non-inferiority of BLM-240 to the

; comparator sevoflurane, with A= 1.0

| (minute) and significance level o = 2.5%

i (one-sided).

| To verify non-inferiority, the point estimate

 for difference between the BLM-240 N20

group and the sevoflurane group and its 95%

i confidence interval were calculated. Non-

i inferiority was considered to be

{ demonstrated if the upper limit of the 95%

! confidence interval for the difference in time

Eto extubation between the two groups was

!less than 1.0 minute.

* Safety: Patients who received the allocated

: study drug were included in the safety

: analysis set.

71 men (42.8%) and 95 women (57.2%) in
the BLM-240 group and 19 men (38.0%) and
'31 women (62 0%) in the sevoflurane group.

: ASA status, in the BLM-240 group 113

 patients (68.1%) had Class I status, and 53

" patients (31.9%) had Class II status. In the
sevoflurane group, 37 patients (74.0%) had
Class [ status, and 13 patients (26.0%) had
Class II status.

The mean (£ SD) ages were 48.1 £+ 12.6
years in the BLM-240 group and 45.7 £ 13.4
years in the sevoflurane group [the mean (%
SD) values are hereinafter in the same
manner], The BMI values were 22.12 + 2.80
_kg/m? in the BLM-240 group and 22.52 +
'3.45 kg/m? in the sevoflurane group. The
 surgery times were 127.0 = 84.3 min in the

.BLM-240 group and 113.5 + 61.6 min in the

' sevoflurane group.
: Among these demographic and other
t characteristics, there was no factor with a

" significant difference between the BLM-240

group and the sevoflurane group or between
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21. Safety results

'20. Efficiency results

22, Conclusmn (evaluation)

;
i
i
|

Applicant (holder of Signature: Jessiea Syatek
: registration certificate)

the BLM-240 N2O group and the sevoflurane

group.

Since BLM-240 met the predetermined

criteria for the primary endpoints, i.e., (1)

| efficacy (ability) as an anesthetic drug and
 (2) awakening/recovery from anesthesia
(tlme from the end of study drug delivered to
| | extubation), it was confirmed that BLM-240
] was an effective inhalational anesthetic and

was not inferior to the comparator

. sevoflurane in terms of awakening/recovery

| from anesthesm

R N R

i The safety of BLM 240 was evaluated on the

basis of not only the occurrence of these
adverse events and ADRs but also changes
' over time in laboratory values, vital signs,
and physical findings. The safety profile of
! BLM-240 was similar to that of the existing

| BLM 240 is an effectwe and safe

mhalatlonal anesthetlc sevoﬂurane

i inhalational anesthetic drug in adult surgery

| patients requiring general anesthesia, with or

: without concomitant use of N2O, if it is used

| under the conditions where muscle relaxants °
and opioid analgesics can be concomitantly
used and appropriate measures such as fluid
'replacement and rescue treatment can be

provided.

Efettronically signad by: Jassica
Svatek

Raason: | apprave this decument
Date: Jan 18, 2024 19.03 CST

Email; jessica_svatek@baxter.com

(signature)

(Name)
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Jlopnatok 30

10 TopsKy npoBeieHHs eKCIEPTH3H PeecTpallifiHiX MaTepiaiB Ha JIiKapchbKi 3aco0u,
1110 MOIAKOTHCS HA JEPIKABHY peecTpallito (nepepeecTpailiio),
a TAKOK EKCIIEPTU3M MaTepiajliB Npo BHECEHHS 3MiH 10 peecTpaLlifiHuX MaTepiais

MPOTAroM Aii peecTpaiiiHoro nocei ueHHs
(nyukr 4 posainy IV)

3BiT PO KAlHIYHE BUNIpoOyBaHHs Ne 69

1. Hasea nikapcekoro 3aco0y (3a HasiBHOCTI -
HOMEp peecTpaLliitHOro MoceiJueHHs)

2. 3a9BHHK

3. Bupobuuk

4. IlpoBeeHi AOCTIKEHHS:

1) Tun nikapcbkoro 3acody, 3a SKWUM NPOBOAMIACS
abo nuaHyeThes peecrpallis

5. [MoBHa Ha3Ba KJIiHIMHOrO BUNPOOYBaHHS,
KOJ0BaHUH HOMEp KJIIHIYHOTO BUNPOOYBaHHS

6. ®aza KiiHiYHOro BUNPOOYBaHHS
7. llepioa npoBeieHHs KIIHIYHOrO BUIIPOOYBaHHS

8. Kpaiuu, e npoBoauiocs KiiHiuHe
BUMpOOYyBaHHsA

9. KibKicTh 1OCHIIKYBAHMX

Cynpan, napu ans iHransuii, piauHa

bakcrep CA, benbris
Bakctep C.A., benbris

® rtak [J Hi AKWO Hi, OOrPyHTYBaTH

Jlikapcekuid 3acib 3a MOBHUM J10CHE
(aBTOHOMHE JI0ChE), IHIIMH JikapchKuii 3acib,
HOBA J1it04a peyoBHHA

/111 pa3u kaiHiuHe AOCHIIKEHHS penapary
BLM-240 y nopocaux XipypriuHux
nailieHTiB, AKi NoTpedyIoTh 3arajbHOT
aHecresil.

BLM-240-003

Daza /111

3 12 mororo 2008 p. no 09 sepecus 2008 p.

AnoHin

3anaanoBana: 210 ﬂ»

IpoananizoBani: 2@ naieHTy , BIITIONE
¥ A |aeHTUIKaLtHMA Koo /R, i
)10 ;ELOCJ'III[)KBHHH. "\3 38002596

Bubipka anaizy edél ¥
[ToeHa Bubipka aHanizy (

NaLieHTIB.

Bubipka nauientis, ﬂkinamconaﬂu YMOB
MPOTOKONY (PPS); EPE“"AA 3;?5"5“0
Egexunnicns. (i ffgh NG TLAROH

NEPEKAARY 3ACBIAYYD
Kinaveic H.B. \,\




242

aHecresyo4oro npenapary: 191 nauient
[IpobyaKeHHs/BiAHOBICHHS MiC/I51
aHecTesii (yac Bia 3aKinyeHHs] BBeJeHHS
JOCAIZKYBAHOTO npenapary 10
ekcerybauii): 196 nauieHTis.

Bubipka anajizy Ge3nexn: 216 nauieHTis.

10. MeTa Ta BTOpHHHI Wi KAIHIYHOTO e  Ouinutk edeKTHBHICTH (MPUAATHICTB) TA

BUIIPOOYBaHHS 6e3neky BLM-240 (rpyna N>O Ta rpyna
07) ans MiATpUMaHHS 3aranbHOT aHecTesil
3 OJHOYACHHUM 3aCTOCYBAHHAM
aHAJIbIeTHKIB Ta MIOPE/IaKCaHTIB Y
MALi€HTIB, SKHM BUKOHYETHCS
OlepaTHBHE BTPYYAHHS HA IPYAHIH
KJITL, YepeBHii MOPOKHHHI,
cyrnobax/KiHIiBKax, CIUHI Ta WK, L0
3a3uYail B ANoHiT BUKOHYETBCA Mij1
3arajibHOO aHeCTe3i€l0, BUKOPHCTOBYIOYH
B SIKOCTI iHAMKATOPIB HAsABHICTH 200
BIICYTHICTH pyXiB Tija, npoOy/uKeHHs mij
4ac ONepaTUBHOIO BTPYYAHHSI, Mam'aTi
MO NPOLEAYPY, 3MiHHU apTepialbHOro
THCKY Ta YaCTOTH CEPLIEBHX CKOPOYEHb, 4
TaKOXK HasBHICTH 200 BiJCYTHICTh
peaHiMaLiiiHUX 3aXO/iB y NpoLeci
AHeCTe310JJ0rYHOTO i ATPUMAaHHSI.

e [IposeMOHCTpyBaTH HE MEHILY
edexTuHicts BLM-240 (rpyna N.O)
MOPIBHAHO 3 MPErnapaToM MopiBHAHHA
ceBoduiyparom (3 N2O) 3 Touku 30py
poOyaKeHHs/Bi THOBJICHHS Mics
aHecTe3il, BHKOPUCTOBYOUH B AKOCTI
iHAMKATOpa 4ac Bil NPUITMHEHHS
BBEJECHHS JOCIIKYBAaHOTO npenapary a0
ekcryoaiti.

1 1. JIu3aiin KJaiHi4YHOrO BUNpoOyBaHHs PanpomizoBaue, Hecine, NopiBHAIbHE
JIOCIJPKEHHSA

12. OcHOBHI KpHUTEPIT BKJIKOUEHHS e Craryc 3a WKaIoK Amep KACH

ado I11
* Bixk: Bix 20 g0 me '
MOMEHT MiNHCaH;
3ro/n) :
o [lauienty, sKum 3a%

TOPAKOTOMIs + JlanapoTomis,
eHIOCKOMiYHa xipypriﬂ' 3a BUHATKOM

cepueno-cY M SXRKE 3P 0B AEHD

3r1AH. 3 OPHT IHANGM
AocToBiPHICTD
BEPENAAAY 3ACBIAYYD

Kinaypic H.B.




13. JlocanimkyBanuii Jlikapebkuii 3acib, cnocid
3aCTOCYBaHHS, CHJIa il

14. [1penapar nopiBHsHHS, 1034, crnocid
3aCTOCYBaHHS, cuila aii

o Kusit (nanapoToMis, eHocKoNiuHa
Xipyprisi: 3a BUHATKOM KecapeBoro
PO3THHY y BHMAIKY JarapoToMmii);

o Cyrnobu (KiHLBKM: BKJIIOYAIOUH
nepudepuyHi CyauHH);

o Cnuna (xpeber);

o 1llus (s, ropno).

e [lauienTn, siki notpedyoTh rocmiTanizauii
LoHaliMerLue Ha 3 aHi/2 Ho4l 3 AHs 10
onepariii 1o JAHs Micis onepatii.

o [lignucanus iHHOPMOBAHOT 3r0/H.

Beenennss BLM-240 posnounnanu 3 3 %
(nanamrysanus punapauka) 3 N2O (50—

70 %). Konuenrpauiro BLM-240
peryioBaiy 3ae)HO Bijl CTaHy NaljieHTa i
yac niATpUMaHHs aHecTesii (BMIKICTH
MOTOKY rasy: Bi 2 10 6 1/XB).

Beenenns BLM-240 po3nounnanu 3 3 %
(nanamTyBaHHs Bunapauka) 3 Oz (= 30 %).
Konuentpauiro BLM-240 peryntosanu
3aJI€KHO BiJl CTAHY MallieHTa 1111 yac
niaTpuMaHHs aHectesii (LBUAKICTH MOTOKY
rasy: Bizx 2 10 6 1/xB).

['nubuHy aHecTesii mia yac niaTpUMaHHs
aHecTesil KOHTPOJIIOBAIM LIISIXOM
KOPUIYBaHHSI KOHUEHTPALT 10CIiIPKYBAHOTO
npenaparty (iHraasuiifHOro aHecTETUKA)
BiAMOBIZHO [0 CTAHy MauieHTa
(reMoMHAMIYHUX Ta IHUIMX NapamMeTpiB) 10
KiHLSE ONlepaTHBHOIO BTPYHAHHA (BKIIKOYAIOUH
MoB'A3aHi 3 HUM MPOLIETYPH).

D-Vapor® (Bunapuuk necduypany)

Beenenns cesodurypany nounHanu 3 1 %
(HanamTyBaHHA Ha BunapHuka) 3 NoO (50—
70 %). BauxyBaHy KOHLIEHTpaLiO
ceBO(DaypaHy peryJroBaiu 3aJIeKHO Bijl
cTaHy nauieHTa rij yac miaTpumMaHHsa
aHecTesil (LBUAKICTb MOTOK : Big 2 10

P RLA &

6 11/XB). _: \,KE}DT{;\ :

[nubuHy aHectesii g 4 :
aHecTe3ii KOHTPOIEYBA)
KOPUTYBaHHS KOHLR
npenapaty (iHransiy
BI/IMOBIIHO /10 CTaHy B
(reMOJHHAMIYHUX TQ iHITRER,

Kini oneparusHordl B AN

[10B’ 3aHi 3 HUM R). Of'ur THANGM
0CT0BIPHICTH

DEPEKAARY 3ACBIAYY

Kiwaypic H.B.
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5 CynyTHﬂ Tepanis

16. Kputepii ouiHkH ed)eKTHBHOCTI

17. Kputepii ouinku 6e3nexu
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D-Vapor® (sunapuuk aechiypany)

JloaatkoBi 1031 GeHTaHiTy Ta BEKYPOHIKO
JIO3BOJAIOCA BBOAMTH 3a NoTpeOu mnija vyac
niarpumanHs anectesii. Jloza gentaniny He
MoBUHHA niepeBuiLyBatu 2,0 Mkr/kr/roa.
Ao Oyap-skuil penapar (BKJIHOUalOuH
JI03BOJIEHI CYNYTHI rpernapaTH)
3aCTOCOBYBAJIM Y Mepioj 3 AHs nepes
OTEPATHBHHUM BTPYYaHHSM /10 MOMEHTY
CMOCTEPEKEHHA Ta 00CTEIKEHHs Yy Mepiojl
[0abLIOT0 CroCTepeKeHHs, AeTali (Ha3Ba
rpenapary, rnepios 103yBaHHs, LUIAX
BBE/ICHHS, J103yBaHHs, crocid Ta npuunHa
3aCTOCYBAHHS ) 3aHOCHJIMCA B iHAMBIAyaIbHY
peectpauiiiny Gopmy.

EdexTuBHicTb (MpUIATHICTD) K
aHeCcTe3y4oro npenapary;

npoOyKeHHS/Bi THOBJICHHS [Tic/is aHecTesil
(uac BiJl MPUITMHEHHS BBEACHHS
JOCJTIDKYBAHOTO Tpenapary 10 ekcrybaii);
npoOyIKeHHA/BIAHOBIEHHS MIiC/IA aHecTe3il
(uac BiJ MPUNUHEHHS BBEIAECHHS
JIOCJIIKYBAHOTO nipenapary Ao
MpoOyAKEeHHA, Yac 10 34aTHOCTI HA3BaTH
JaTy HAPOYKEHHS Ta 4ac 10 JOCATHEHHS
OLIIHKH 32 KaI0K Anbjapera = 8): 3MiHU
OicnextpanbHoro inaekcy (BIS) nia wac
MiATpPUMaHHS aHecTe3il; BAKOPUCTaHHSA
pe3epBHUX MpEenaparis, TAKUX K
Ba30MpPECOpPH Ta JAENPECOPH, Mijl Yac
MiATPUMAHHS aHeCTe3iT; 3MIHM KOHLEHTpaLlil
HANPUKIHLI BUAKXY Ta BAMXYBaHOT
KOHLEHTpaLT iHraasuiiHoro aHecTeTHKa i
yac NiATPUMAaHHA aHecTesil; KOHIEeHTpauil
BLM-240 aas ycnitHOro niaTpHMaHHs
aHecTtesil (cTabibHKUM CTaH NalieHTa i3
cucToniyHum Tuckom Big 80 no

< 150 MM pT.CcT. T 4ACTOTOIO CEPLEBHUX
ckopouenb Big 50 go <100 yn/xB) Ge3
noTpedu 3acTOCYBaHHs pe3epBHOT Teparii
Basornpecopamu abo aernpecopamu abo
JI0/IATKOBOT 1031 YH KOPEKLLIT 103 jggmsnre
OMiOTAHOTO aHAJILIeTUKA. 22

3MiHHM reMOIMHAMIYHHX | PEEN
napameTpiB rij yac aHecte§io;
3abe3neuenHs, 3MiHN 3 YacoprE:
B HeOAKaH 1
N
RSB MEPEXAAR \ ‘
3r1AH. 3 OPNT IHANGM
AocioBIPHICTH
BEPEKAARY 3ACBIAYYD

Nimaveic H.B. |



18. CTarHCcTHYHI METOAH
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EdexruBHicTs aHanizysanu,
BUKOPHCTOBYIOUHM JIaHi K NMOBHOT BUOIPKH
ananisy (FAS), tak i BuOipKky naijieHTis, aKxi
BUKOHANMH yMoBH npotokony (PPS), npore
Bubipka FAS Gysa OCHOBHOIO 1S aHAlI3y B
LBOMY J0CIiKeHH . [1s olliHKK
epexruenocTti (npuaarHocti) BLM-240 sak
aHecTe3y4oro npenapaty 0yJo
npoanasizosano rpyny BLM-240 (06'eanani
nai uis rpyn N2O i O2). 1106
MPOAEMOHCTPYBATH HE MeHIY e(DeKTHBHICTE
BLM-240 3 Touku 30py
npoOyIKeHHA/BIAHOBICHHS M/ aHecTesil,
Oys0 npoanasnizosato rpyny BLM-240 N>O
Ta rpyny cesodypaHy, BAKOPUCTOBYIOUH
JaHi 1po 4ac BiJ MPUITMHEHHS BBEACHHA
JOCHIKYBAHOTO npenapary 10 ekctybaulii,
AK MOKa3HHUK.

Edextusnicts: EdQexTuBHicTb (31aTHICTD)
BLM-240 sik aHecTe3yro4oro rnpenapary
OLIIHIOBAJTH 32 N'ATbMa CTYNEHsIMH (BiJL
«BIZIMIHHOT NPUIATHOCTI» 110
«HETPUIATHHUIT») HA OCHOBI KPUTEPIiB OLLIHKH
niagrpuManHs aHectesii. CTyniTe OLiHKH
«lesika NPUIATHICTE)» Ta BULILI BBAXKAJHCH
e)eKTHBHUMH, a TAKOXK PO3pPAXOBYBAIH
MOKa3HUK eeKTHBHOCTI Ta iHoro 95 %
JOBipuMii inTepsan y rpyni BLM-240
(o0'eanani aani ans rpyn N2O ta O2).
Edexrupnicts BLM-240 spakanacs
JI0BE/ICHOIO, SIKIILO HMKHS Mexka 95 %
JIOBIpYOro iHTEpBaly AJis IOKa3HUKa
edexkruBHOCTI nepepuitysana 90 %.
[TpoOyKeHHA/BIIHOBIEHHA Mic/s aHecTe3il
(4ac BiJ NPUNUHEHHS BBEAEHHS
JOCIIIZKYBAHOTO Nnpenapary 10 ekcrybatii).
CKopMroBaHi cepejiHi 3Ha4eHHs Hacy J10
ekcrybauii y rpyni BLM-240 N>O ta rpyni
ceBoaypany (3 N20), siki Oyam otpumani y
pe3y/bTaTi KoBapiauiiHoro aHanisy 3
JITAHKOIO Ta 4aCOM OTIePaTHBHOIO

nopiBHsHHS ceBouypaf
Ta piBHEM 3HauYyLOCT] @2
(0nHOOIUHHIA). ¢
Jlns nepeBipku He MEHIQIE(:
PO3paxOByBaM TOUKOBY ORGCY, piakianl s
rpynoto BLM-240 N>O i rpy o feemss=
cesoduypany ta i 95 % noBip4uii iHTEpBal.
Bpaxanocs, 1110 He M%ﬁﬁ% &TQ&?E&%
3r{AH. 3 OPHT IHANOM

AocToBiPHICTD
BEPENAARY 3ACBIAYYD

Kiuaypic H.B. \,\




19. lemorpadiyni moKa3sHUKH A0CTIAKYBaHOT

nonynsuiil (cTare, BiK, paca, TOLIO)

20. PesynbtaTi epeKTHBHOCTI

21. Pesynbratu Oe3nexku
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Oyna noBezeHa, AKIIO BepXHs Mexa 95 %
JI0BIpUOro iHTEpBay A8 pi3HULI y Yaci 10
excTyballii Mk IBOMa rpynaMu cTaHOBHIIA
mene 1,0 XBUIHHK.

Besneka: [lauieHty, ki oTpumyBau
npU3HAYCHU J0CHIKyBaHH npenapar,
Oynu BKITKOYEHI 10 BUOIpKH aHanizy Oe3nexu.

71 gonosik (42,8 %) ta 95 xiHok (57,2 %) y
rpyni BLM-240 i 19 yonogikis (38,0 %) Ta
31 xinka (62,0 %) y rpyni cepoduiypany.
Craryc ATA, rpyna BLM-240 113 nauienTis
(68,1 %) — I ta 53 nauientu (31,9 %) —1I; y
rpyni ceBodnypany 37 nauienris (74,0 %) — 1
ta 13 nauientis (26,0 %) — 1L

Cepenniii Bik (= CB) cranosus 48,1 £ 12,6
poky B rpyni BLM-240 i 45,7 £ 13,4 poky B
rpyni ceBoduiypany. (CepeaHi 3Ha4eHHS

(+ CB) pasti HaBe/leHi TAKKM Ke YHHOM).
3uauenns IMT cranosuan 22,12 + 2,80 kr/m*
y rpyni BLM-240 ta 22,52 + 3,45 kr/m? y
rpyni cepoduypany. Tpusanictsb
OMEepaTHBHOrO BTPyYaHHs cTtaHoBuaa 127.0 +
84,3 xB y rpyni BLM-240 ta 113,5 + 61,6 xB
y rpyni ceBodaypany.

Cepen uux aemMorpadiuHux Ta iHIIMX
XapakTepucTHK He OyJ10 3KoaHOoro (hakTopa 3i
3HAUYIIOK Pi3HULEIO Mix rpynoo BLM-240
i rpynoto cepodiypany abo Misk rpynoro
BLM-240 N20 i rpynoto cesodiypany.

Ockinbku BLM-240 Bianogijas nonepeaHbo
BU3HAYCHUM KPUTEPIsM U1 TIEPBUHHUX
KiHUEBUX TOYOK, a came: (1) epekTHBHICTD
(MpMIATHICTB) AK aHECTE3YyIO4Oro rnpenapary
Ta (2) npolGy LKeHHS/BIAHOBICHHS TTiC/s
aHecTe3it (4ac Bijl NPUIMHEHHS BBE/IEHHS
JIOCTIDKYBAHOTO Tpenapary 10 eketydauir),
Oyno niareepaxkeHo, uo BLM-240 e
eeKTHBHUM IHTaISIiIHHMUM AHECTETHKOM Ta
He MeHL eeKTUBHHI 3a My

Besnieky BLM-240 g"' |
TiﬂbKH BUHUKHEHH 20a

cbtamcanbﬂnx JIAaHUX. Hpoq)tn56e3nekn BLM-
240 6yB noaiGHum 10 npodimo Gesneku

3aCTOCOBYBAHOIO Ha JAZHMH yac
IHrangLiiHOro aHec ﬁ?&@ﬁ@ﬁﬁﬂﬁgg
AocToBlPHICTb
REPEKAARY 3ACBIAYYD

Kinayeic H.B.
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22. BUCHOBOK (3aK/IIOYEHH) BLM-240 € epexruBHuM i Ge3neunrum
iHraAsUiiHAM aHECTETUKOM JUTA 0POCIIUX
XipypriuHuX nauieHTiB, aki NoTpedyoTh
3arajibHOl aHecTesii, 3 a0o 0e3 cynyTHBOro
3actocyBaHHs N2O, IKILO BiH 3aCTOCOBYETHCS
B yMOBaX, KOJIH MOK/TUBE OIHOYACHE
3aCTOCOBYBaHHS MIOpEIAKCAHTIB Ta
OMIOTAHUX AHANBIETHUKIB 1 MOYKHA BXKUTH
BiJMOBIAHUX 3aX0/iB, TAKUX SIK 3aMilllEeHHs
piAMHH Ta HaaHHs HEBIJKJIAHOT J10MOMOrH.

3asBHUK (BJIACHUK IMignue: Pxeccika Cpatex
- peeCTpaLiiMHOro Enextponuuii nignuc: [ixeccika Catek

IIOCBiI.lHBHHSl) IMigcrasa: 5 3aTBepKyIO 1eil 10KyMEHT
| Jara: 18.01.2024 19:03 CST

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

(I. 1. B.)

TEPEKAAA 3POBAEHO
3r{An. 3 OPHT IHANOM

AoctosipniCTh
REPEKAARY 3ACBIAYYD

Kinayeic H.B.\\




