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to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

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

during the validity of the registration certificate
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Clinical research report No 22
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, 9. The number of persons under investigation:

' Suprane, Inhalation Vapour, Liquid

Baxter SA, Belgium

Baxter SA, Belgium
yes { [0 ,no I if not explain
o

:
|
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N/A

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

The Comparison of Two Inhalation
Induction Techniques with Desflurane in
Surgical Patients

1-653-10A1

IND #32,363
Pilase I
25 Oct 1989 ~ 02 Jun 1990

United States

Planned: Not formally estimated;
Randomized: 24 subjects;
Completed: 24 subjects;
" Analysed: 23 subjects (efficacy); 24 subjects
(safety)




. 10. Purpose and secondary objectives of the clinical To evaluate the safety and efficacy of the

' research _ single-breath inhalation compared with the

] conventional inhalation induction techniques

i using desflurane administered by mask.

| : Additionally, the study was designed to !
| identify an optimal concentration for
+delivery by the single-breath induction \

| 'technique (i.e., concentration achieving rapid |

! } loss of consciousness with minimal

! . coughing).

| i i

' 11. Clinical research design . Open-label, comparative, randomized,
I controlled study

| |

i 12, Main inclusion criteria ‘e Apge: 18 to 75 years

I ., Sex: Male and Female

; ‘s ASA Status: [, I or III

| |

|
I
|
|

13. Test medicinal product, method of 'Name of Active Ingredient: Desflurane
administration, efficiency !
' Dosage and Administration: :
Single-breath induction ;
Initial dose: 3.5-4.0 MAC (24-28%) inspired |
. concentration of desflurane with the mask. |
' Based on the degree and duration of '
coughing when this concentration was
administered, the investigator was to
; , decrease the initial desflurane concentration -
' in subsequent 3 patients by approximately
0.5 MAC decrements (i.e., 20-24% for the
next 3 patient). The goal of administering '
diminishing doses of desflurane was to '
determine the lowest concentration by which
the single-breath technique can used to
achieve rapid loss of consciousness.

!

Conventional mask induction

Initial dose: 0.5 MAC desflurane (3.0-3.6%)
and the inspired concentration increased
every third breath until loss of consciousness
ensued.

i 14. Reference substance, dose, method of N/A
i administration, efficiency '

I 15. Concomitant therapy

- - - - 1l

Concomitant medications included fentanyl, !

, atropine, ephedrine, neosynephrine,




16, Efficacy evaluation criteria

i 17. Safety assessment criteria

- betablockers or other appropriate
antihypertensive therapy, as needed.

r 1

; i :
_Anaesthesia Induction Parameters '

| e Time to loss of consciousness (from
mask on to loss of both lash reflex and
response to verbal command).

e End-tidal and inspired concentrations of
desflurane at the time of loss of
consciousness.

s Incidence and duration of apnoea. .

Anaesthesia Maintenance Parameters

e Total duration of anaesthesia (from mask
on to desflurane and nitrous oxide off).

¢ End-tidal desflurane concentration/blood ,
pressure immediately prior to and
following skin incision.

¢ Percent of patients needing fentanyl

' during maintenance of anaesthesia; dose

l required and the time from induction to

1 the administration of fentanyl.

l'e  Percent of patients requiring

! antihypertensives, betablockers,

|  anticholinergics or inotropic agents to

+  control heart rate or blood pressure; the

i time from induction to the administration

+ of the drug; dose required.

Emergence and Recovery Parameters

¢ Time from cessation of desflurane to the
time the patient opens eyes.

e Time from cessation of desflurane to the
time the patient responds to commands.

e The narcotic requirements over first hour
in the recovery room.

» Incidence and severity of vomiting and
nausea prior to narcotic administration.
Verbal pain evaluation, visual analogue
pain and verbal sedation scales every 30

| minutes in the recovery room or until

. narcotic administration,

i Time from arrival to the recovery room

to the time patient is sitting, drinking,

discharged.

» Blood pressure, heart rate, respiration, '
" oxygen saturation were measured
intraoperatively and in recovery room.




. *  Incidence and severity of apnoea, breath
holding, excitement, laryngospas,
bronchospasm, coughing and secretion
were noted on the case report form,

1o Incidence and severity of adverse drug

|  events were recorded on the case report

i form.

}_ i
!

18. Statistical methods

Demographic data was summarized by
 treatment group.

|

Efficacy: Cardiovascular function,
respiratory parameters, time to loss of

I consciousness, duration of anaesthesia, time
1 to open eyes, time to respond to command,
time from arrival to recovery room to time
 patient is sitting, drinking, time to judge fit
 for discharge, the pain evaluation, inspired

| agent concentration, end-tidal agent

| concentration, memory of induction, intra-
r operative recall and acceptability of

| induction technique were also presented by
: treatment group.

|

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

I
: 19. Demographic indicators of the population study  There were 11 patients of ASA Status I, 10
(gender, age, race, etc.) patients of ASA Status Il and 3 patients of
: ASA Status III. The two treatment groups
. were comparable with regard to
demographic variables. Seventy-five percent

(75%) of the cases were cystoscopies

20. Efficiency results Conventional induction
End-tidal conc. - mean: 11.0
inspired conc. - mean: 14.9
Time to loss of concentration — 119 sec
' Overall rating anesthetic experience —
7.2 min
' Duration of anaesthesia — 25.4 min

!

: Incidence of breath holding — 7 (no), 3 (yes)

Incidence of Laryngospasm - 10 (no), 13
(yes)

i Incidence of coughing - 0 (no), 10 (yes)



122, Conclusion (evaluation)

R

21. Safety results

"Incidence of apnoea - 3 (no), 1 (yes)

' Single-breath induction

i End-tidal conc. - mean: 12.4

 inspired conc. - mean: 17.9

! Time to loss of concentration — 55.7 sec
' Overall rating anesthetic experience —

1 5.0 min

| Duration of anaesthesia — 31.1 min

| Incidence of breath holding — 9 (no), 5 (yes)

| Incidence of Laryngospasm - 13 (no), 1 (yes)
, Incidence of coughing - 4 (no), 10 (yes)
“Incidence of apnoea - 12 (no), 2 (yes)

1 Adverse Events

| Conventional induction

' Arrhythmia (n=2), hypotension (n=0),
‘nausea (n=3), hypoxia (n=1), vomiting
' (n=0), syncope (n=0)

'Single-breath induction

» Arrthythmia (n=2), hypotension (n=2),
nausea {n=4), hypoxia (n=1), vomiting
(n=1), syncope (n=1)

Laboratory

. Potentially clinically significant laboratory
abnormal increases were observed in
glucose, creatinine, SGOT, SGPT and

. sodium. Elevation of glucose, creatinine,

' SGOT and SGPT were not clinically
significant and were probably a result of
surgical trauma.

Desflurane adiministered by the single-breath
induction technique, provided for the rapid,
safe, and effective induction of anaesthesia.
The patients induced by the single-breath
method lost consciousness significantly
faster than the patients induced by the

" conventional method. The incidence of
coughing at the start of administration was
greater in patients induced by the single-
breath technique compared to the
conventional technique. Otherwise, no

 significant differences between the two

« techniques were observed in induction,
maintenance and recovery periods, nor in
respiratory reflexes (breath holding,
laryngospasm, secretions) or Day [




assessments (clinical symptoms and patient
: acceptability of I-653). The most frequently
- observed adverse events were arrhythmia,
| hypotension, hypoxia and nausea.

H A Elactronically signad by: Jesslca
A ApPllcal.lt (hOIder of Signature= Jessica Svatek g:fa'se:n:.l approve this document |
registration certificate) Dale: Jan 17, 2024 15:44 CST -
Email:_jessica_svatek@haxter.com (signature)

(Name) .




Jonatok 30

no [Mopsaaky npoBeaeHHs €KCNepTH3U peecTpaLliiHiX MaTepianiB Ha JikapcbKi 3aco0u,
L0 MOAIOTHCS HA JAePIKaBHY peecTpalito (nepepeecTpaitiio),
a TAKOXK €KCMEepPTH3H MaTepiaaiB Npo BHECEHHS 3MiH 10 peecTpalliiHuX MaTepianis

MpOTArom il peecTpauiifHoro noceigueHHs
(nyHxT 4 posainy 1V)

3BiT Npo KiiHiuHe BUNpoOyBanus Ne 22

1. Ha3ga nikapcbkoro 3aco0y (3a HasBHOCTI -
HOMEp PeECTPaLlifHOTO MOCBiA4EHHS)

2. 3asBHUK

3. Bupobuuk

4. [1poBeaeHi JOCTIKEHHS:

1) Tun nikapepKoro 3acoy, 3a IKMM MPOBOAMIACA
abo naanyeTses peecrpadlis

5. INMoBHa Ha3Ba KJIiHIYHOIO BUIIPOOYBaHHS,
KOJAOBAHHH HOMEP KJIHIYHOrO BUIIPOOYBaHHA

6. Maza KNIHIYHOrO BUIIPOOYBaHHA
7. lepioa npoBeaeHHs KATHIYHOTO BUIIPOOYBaHHA

8. Kpainu, e npoBoawiocs KiiHiuHe
BUNPOOYBaHHS

9. KinbKicTh OCTIKYBaHNX

Cynpan, napu s iHraisuii, piapHa

bakcrep C.A., benbris

bakcrep C.A., beabris

}KI  rtak [J] Hi Ko Hi, oOrpyHTYBaTH

Jlikapcbkuii 3aci6 3a NOBHUM 10Che
(aBTOHOMHE J10Ch€), IHILMI JIiKapchKHii 3acid,
HOBA Jit0Ya peyoBMHA

[TopiBHAHHSA ABOX METOIB IHIaMALLIMHOT
iH,EL)‘(KU,i‘I: JecuiypaHoM y Xipypriuuux
NalieHTiB.

[-653-10A1

IND #32,363

Dana |

3 25 sostHsa 1989 p. no 02 uepsus 1990 p.
CLIA

3ansanoBana: QOpMaabHO HE OLIHIOBAJIH.

PanjgomizoBani: 24 nauieHTu.
3aBepnian gocaiukeHns: 24 naiieHTH.

“mblpoanastizoBano: 23 nauieHTH

MIEPEKNAR 3POBAEHO
3r{AKv 3 OPHT IHANOM

AOCTOBIPHICTD
NEPEKAARY 3ACBIAYYD

Kiwarele H.B.\\




10. Mera Tta BropyHHI LiNi K1iHIYHOTO
BUIPOOYBaHHS

1 1. JIu3aiin kninidyHOro BunpoOyBaHHs

12. OcHoBHI KpUTEpii BKIHOUEHHS

13. MocnimayBanuii nikapebkuii 3acid, cnocib
3aCTOCYBaHHA, CHIa il

14. T1penapart nopiBHsHHA, /1034, cnocid
3aCTOCYBaHHA, cHia Ail

15. CynyTHs Tepanis

Ouinuth Ge3neky Ta ePeKTUBHICTH iHransuii
O/IHOPA30BHM BAHXOM MOPIBHAHO 3
3BHYAHUMH METOAAMM IHAYKLIT iHransuii 3
BUKOpPHCTAHHAM JiechnypaHy, 10 BBOAUTHLCS
yepes macky. Kpim Toro, pociikerus Oyno
MpU3HAYEHE [IJIs1 BU3HAYCHHS ONTHMAJIBHOT
KOHLIEHTpALLT I JOCTABKH 3a J10TIOMOI0I0
TEXHIKH IHAYKLIT O/IHOPa30BUM BIHXOM
(TobT0 KOHUEHTpaLT, 1o 3abe3neuye
IIBWKY BTPATy CBIIOMOCTI 3 MIHIMAJIbHUM
Katijiem).

Biakpure nopiBHsILHE paHI0Mi30RaHe
KOHTPOJILOBAHE JIOCIiMKEHHS

Bik: Big 18 no 75 pokis.
CTaTh: YOJOBIKH Ta KIHKH.
e  Cratyc 3a Kaao AMEPHKaHCBKOTrO

ToBapucTBa aHecresionoris (ATA) I, 11
abo III.

Hasga airouoi pewoBunu: Jlecduypan

Jlo3yBannsi Ta 32CTOCYBAHHSI:

[HAYKLiS 01HOPA30OBUM BIAMXOM

[Touatkora ao3a: 3.5-4,0 MAK (24-28 %)
KOHLIEHTpaLLT Aecuypany npu BAHXY 3
mackor. Ha ocHOBI cTyneHs Ta TpuBanocTi
KallUTiO MPH 3aCTOCYBaHHI L€l KOHLUEHTpaLlii
JOCHIIHUK MOBUHEH OyB 3MEHLIMTH
MOYaTKOBY KOHLEHTpaLito aechaypany y
HacTYNHUX 3 nauieHTiB npudausHo Ha 0,5
MAK (10610 20-24 % ans HacTynHux 3
nauieHTie). MeToio BBeAEHHS 3MEHILYBaHHUX
103 pechaypany Oyn0 BU3HAYEHHS
HAHHMKYOT KOHLIEHTpaLLiT, NpH AKiH TexHika
O/IHOPA30BOIO BIAMXY MOke OyTH
BUKOPHUCTAHA JUIs JJOCSATHEHHS ILBUKOT
BTPAaTH CBiJIOMOCTI.

3BMyaiita IHAYKLISA 3 MACKOIO
[Touarkosa no3a: 0,5 MAK nechaypany (3,0-

3,6 %), KOHUEHTpaLiO Y BAUXY 30i/1bL1yBan
3 KOXKHHUM TPETiM BIMXOM /10 BTPaTH
CBIZIOMOCTI.

H/3

A, edenpui, neoqepdRANAGIROE NEHO
feaBopu aGo ity yiEfigRyUsy OPHT | HANOM

B0CTOBIPHICTD
1 PENAARY SACBIAYYD

Hinavelc H.B



16. Kputepii ouiHkH epeKTHBHOCTI

aHTHUTINEPTEH3UBHY Teparnito, 3a
HeoOXiHOoCTI.

[Mapamerpu inaykuii anecresii

ITapamerpn npobyKeHHs nicJig HApKoO3y
Ta Bi/IHOBJICHHS

_3aco0y. BepbanbHa ouinka 600,

A
0N

W3 yaibHa aHAJIOrORA WKaja 6o
BAROA/IbHA IKaTa &t ENEHO
XE#IH Y nanari H : QMIOI

Yac 10 BTpaTH cBiOMOCTI (BiZl HAAATAHHA
MAcCKH 10 BTpaTH BilikoBoro peduiexkcy Ta
peakiiii Ha BepOabHy KOMaHy).
Konuenrpauis nechnaypany HanpukiHii
BMMXY Ta KOHLIEHTpPALlid y BAHXYBAHOMY
MOBITPI HA MOMEHT BTPATH CBiJIOMOCTI.
YacToTa Ta TPMBAJIiCTh anHoe.

[Mapamerpu niarpumanus anecresii
3aranbHa TpUBAIICTh aHecTesil (Big
HAZAraHHA MAcKH 10 BiJAKIIOUEHHS
necaypany Ta 3aKucy asory).
KonuenTpauis aechaypany HanpukiHii
BUMXY/apTepiaibHuil THCK
Oe3nocepeiHBO Nepe Ta Mmicas po3pizy
LIKipH.

YacTka nauieHTiB, aKi noTpedyoTh
3aCTOCYBaHHs (heHTaHiIy Mia yac
niATpUMaHHA aHecTesii; HeoOXiaHa 103a
Ta 4Yac Bijl IHAYKUIT 10 BBEAEHHS
(enTaniny.

YacTtka nauieHris, ki norpedytoTh
3aCTOCYBAHHS AHTHUTINEPTEH3NBHUX
3acobiB, Oeta-0GnokaTopis,
AHTUXOJIIHEPriYHUX ab0 IHOTPOITHUX
3aco0iB /U1 KOHTPOITKO YaCTOTH CEPLIEBHX
cKopouenb ado aprepialbHOro THCKY; Hac
Bi/l IHAYKUIT 10 BBE/IGHHS npenapary;
HeoOXiaHa no3a.

Yac Bijt NpUNIMHEHHS 3aCTOCYBAHHS
aechaypany 10 MOMEHTY, KOJIH NaLieHT
PO3MIONIUB OYi.

Yac BiJ npMNUHEHHS 3aCTOCY BAHHS
nechaypany 10 MOMEHTY, KOJIM NaLieHT
371aTHHIA pearyBaT Ha KOMaH/IH.
[ToTpeba B HapKOTHUHMX 3acobax
MPOTArOM MepLiot roAuHu nepedyBaHHs y
nanati nicasonepauiiHoro
CIOCTEPEIKEHHS.

Yacrora Ta TsxKKicTb O/noBaHHs Ta
HY/OTH JI0 3aCTOCYBAHHS HAPKOTHUHOTO

NEPENAARY 3ACBIAYYD
KInavRie H.B.\\



17. Kputepii ouiHku 6e3neku

18. CraTHcTHYHI METOIH

19. JlemorpadiuHi NOKa3HUKH A0CTIUKYR
nonyasuii (crath, Bik, paca, TOLL0) /2

10

crioctepeskeHHs abo 10 BBEAEHHS
HAPKOTUYHOTO 3aco0y.

. Yac Bi)l HaAXOXKEHHA 10 rnajaTH
nicas0nepauiifHoro CrnocTepesKeHHs 10
MOMEHTY, KOJIM Mali€HT 3J0aTHHI CHAITH,
MUTH YK BUITHCYETHCH.

e AprepialbHHIl TUCK, YACTOTY CEPLEBHX
CKOPOY€Hb, IMXAHHS, CaTYpPaLiK0 KHCHEM
BUMIPIOBAJIM iHTpaoNepaLiito Ta y nanari
nicsonepaiiiHoro crnocTepeReH .
YacToTy Ta TAKKICTH almHOE, 3aTPUMKH
JAMXaHHs, 30yUKeHH, TapHHTrocnasmy,
OpoHxocnasMy, Kauuio Ta BUILUIEHb
Bi/I3HAYAIH B IHAMBIAYaNbHIH
peectpalliiiuiii kapTi.

e YacroTy Ta TAKKICTH NOOIYHUX peakiii
Ha Npenapar BiJ3Ha4aju B
iHAUBIyabHiH peecTpautiiiniit kapTi.

JlemorpadivHi aaHi y3arajibHIOBaIH 3a
rpynamu JiKyBaHHs.

Edexrusnicrn: CepueBo-cyaunna QyHkiis,
napamMeTpH JMXaHHs, 4ac 10 BTPATH
CBIZIOMOCTI, TPHBaAJICTh aHecTe3ii, yac 10
BiJIKpHBAHHS OYEii, yac 10 BiAMOBiI Ha
KOMaH/y, yac BiJ npubyTTs 40 najatu
NicAsS0NepaLiiHOro CrocTepekeH s /10 Hacy,
KOJIW MALiE€HT MOYKE CH/IITH, MUTH, 4ac J10
BU3HAHHS MPUIATHUAM [JI BUITHCKH, OLlIHKa
00J110, KOHLIEHTPALLIS BAUXYBAHOIO
AHEeCTe3YI040ro areHTa, KOHLUEeHTpaLis
AHECTEe3yIYOro areHTa HaNpUKiHUI BHAKXY,
nam'siTh NPO iHAYKIIiI0, YacToTa
npoOyKEeHHs 1111 Yac ONepaTUBHOIO
BTPYYaHHS Ta NPUHHATHICTH TEXHIKK IHAYKLLIT
Takox Oy/iu npeacTaBieHi 3a rpynamMu
NKYBaHHsI.

Besneka: [MobGiuni peakuii niacymosysanu 3a
CTYNEHEeM TAKKOCTI Ta CUCTEMAMM OpraHizmy.
JlaGoparopHi naHi NOpiBHIOBAIM 3
BIZINOBIIHMMH 3HAYCHHSIMM iara3zony
HOpMH. KniHIYHO aHOMaIbHO BHCOKI Ta
aHOMAaJIBHO HU3BKI 1aDopaToOpHi NMOKA3HUKK
MiJICYMOBYBaJIH 32 4aCOM Ta 3a rPyrnamMu

JIKYBaHHS.

Wl nauienTis 3i crarycom ATA L 10

AR 3i cratycom ATA 11 Ta 3 nauieHTn
thv ATA lIlTﬁ@lﬁH‘ ydROBAEHO

. AOBNT [HANON
3 lIO?’[ﬂm:mnlpulcn.

NEPERAAAY 3ACBIAYYD
Hinavede H,B. \,
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aemorpadiyHUMK nokasHukamu. ¥ ciMaecaty
n'atu BiacoTkax (75 %) Bunaakie Oyna
MpoBeeHa LINCTOCKOTTiS.

20. Pesynbratu edekruBHOCTI 3Buuaiina inyKuis

KoHueHTpauis HanpuKiHIi BUANHXY — CepeHE
3HaueHHs: 11,0

KoHueHTpallis y BAHXYBAHOMY [10BITPi —
cepeHe 3Havyenus: 14,9

Yac 1o Brpath koHueHTpauii — 119 cek
3Be/ieHa oLliHKa aHecresil — 7,2 XB
Tpupanictb anecresii — 25,4 xs

YacToTa 3aTpuMKH auxanus — 7 (Hi), 3 (Tak)
Yacrora napunrocnazmy — 10 (ni), 13 (tak)
Yacrora kauuno — 0 (ui), 10 (Tak)

Yacrora anHoe — 9 (ui), | (Tak)

IuayKuis 01HOPa30BHM BAHXOM
KoHueHTpauis HanpuKiHLi BUAKXY — CepeHe
3HavyeHHs: 12,4

KoHueHTpalitist y BAMXYBaHOMY MOBITPi —
cepe/iHe 3HaueHHs: 17,9

Yac no BTpaTh KoHUeHTpauii — 55,7 cex
3BeneHa ouliHka aHectesii — 5,0 xB
Tpusanicte anecresii — 31,1 xB

Yactora 3aTpuMku auxanus — 9 (ui), 5 (Tak)
Yacrora napunrocnasmy — 13 (Hi), 1 (tak)
Yacrora kawmo — 4 (ui), 10 (rax)

Yacrora anHoe — 12 (Hi), 2 (Tak)

21. PesynbraTu Ge3nexku Hebamxaui aBuia
3BMuaiHa iHAYKILs
AputMisi (n=2), apTepiajibHa rinoTexsis
(n=0), Hypota (n=3), rinokcis (n=1),
Gmosanus (n=0), cuukone (n=0)

[HAYKLS OIHOPA30BUM BAMXOM
Aputmis (n=2), apTepianbHa rinoTeH3is
(n=2), nynora (n=4), rinokcist (n=1),
omosanus (n=1), cuukone (n=1)

JlabopaTopui nani

[MoTeHuiiHo KiaiHIYHO 3Hau YL 1abopaTopHi
Bi/IXMJIEHHS BiJl HOPMH CMOCTEPIrainucs 1OA0
rmoko3u, kpeatuniny, ACT, AJIT Ta natpiio.
[TinBuiLeHHSA PIBHIB IMIOKO3M, KPEaTHHIHY,
CT i AJIT ne Oyam kaiHiuHO 3HAYYLMMU

[

; '-‘:t"l“PA’H_'lMOBlpHO, Oynu HacaiaKoOM XipypriuHol

MEPEKAAR 3POBAENO
3r{AKu 3 OPNF IHANOM

AocToBIPHICTD
NEPEKAARY 3ACBIAYYD

Hiwayeic H.B. \\

: .2_-: lmnrn(unumnuﬂm‘ ‘.;f,',_‘
38002595 Pyt




22. BHCHOBOK (3aK/IHOUEHHS)

3asBHUK (BIACHHK
peecTpatiitHoro
MOCBIIYEHHS)

IMianuc: /xeccika CaTex

Enexrponuuit niannc: Jixeccika Cpatex
Mincrasa: S 3atBepakyio ueH AOKyMeHT

Jata: 17.01.2024 15:44 CST

Jecdnypan npu 3acTocyBaHHI METOAY
IHAYKLIT 0ZIHOPA30BHUM BAWXOM 3a0e3reyyBas
LWBHAKY, Oe3neuHy Ta eeKTHBHY THAYKLIIO
anecresil. [TalieHTH nNpu 3acTocyBaHHi
IHAYKLIT 0/JHOPa30BUM BIMXOM BTpayasiu
CBIJIOMICTH 3HAYHO LLBHJILIE, HIXK MALIEHTH,
SAKUM 3aCTOCOBYBAIN 1H/YKILIKO 3BUYAHHUM
MeToa0M. YacToTa Kauwiio Ha noyaTky
BBEJACHHA Oyaa BULLOKO NPH IHAYKLLIT
OJIHOPA30BUM BJIMXOM MOPIBHAHO 3i
3BMYAHHOK iHAYKLi€0. B iHmomy, He Oyio
BUABJICHO CYTTEBHMX BiAMIHHOCTEH MK ABOMA
METOJaMH Y nepiojax iHAYKLT, NiATPUMAHHS
Ta BIAHOBJIEHHS, & TAKOK Y AMXaIbHUX
peduekcax (3aTpUMKa AMXaHHA,
JIapUHrocnasM, BuaineHHs) abo ouwinkax y 1-i
J1eHb (KJiHIYHI CUMITTOMM Ta NePeHOCHUMICTh
[-653 nauienramu). Haituacriine
crocTepexyBaHUMH HeOAKaAHUMHU SIBULLEAMM
Oynu apuTMis, apTepianbHa rinoTeHsis,
rinokcis Ta Hy0Ta.

E-mail: jessica svatek@baxter.com(nizmuc)

(I. I. b.)

- IpenTudixauiinmii Koa &
XA 38002596 Vs
o Net

MIEPEKNAA 3POBAEHO
3 1AK 3 OPHF IHANONM

AoctoBliPHICTD
NEPENAAAY 3ACBIAYYD

Kimavede 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 1V)

Clinical research report No 23

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

i

I

| 8. Countries where the clinical research was
' conducted

I
I
+9. The number of persons under investigation:
j
l
i

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

I[ Baxter SA Belglum
|

. Baxter SA, Belgium

, if not explain

L Ao

I r

X ayesiL__l no !
+
1

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

A Final Report of The Comparison of Two
“Inhalation Induction Techniques with
Desflurane in Surgical Patients (The Effects
of Premedication)

[-653-10A2

IND #32,636
| Phase [
04 Sep 1990 — 08 Dec 1990

"United States

. Planned: Not formally estimated;
Randomized: 20 subjects;

' Completed: 20 subjects;

" Analyzed: 20 subjects (efficacy); 20
subjects (safety)




|

research

11. Clinical research design

12. Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

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

} - o— -

1 15. Concomitant therapy

Analyzed: 20 subjects (efficacy); 20
subjects (safety)

10. Purpose and secondary objectives of the clinical : To evaluate the effects of premedication with

| midazolam and fentanyl on the safety and

! efficacy of the single-breath inhalation

! compared with the conventional inhalation
l'induction techniques using desflurane
+administered by mask. Prior to the placement
' of the mask, all patients received midazolam
,and fentanyl.

|

Open-label, comparative, randomized,
i parallel study

Age: 18 to 75 years

Sex: Male or Female (who is neither
breastfeeding nor of childbearing
potential - surgically sterile at baseline or
1 year postmenopausal).

s  ASA Status: I, Il or IIT

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

[.
.

Name of Active Ingredient: Desflurane

‘Dosage and Administration:
Single-breath induction
Initial dose: Approximately 10% inspired
concentration of desflurane by mask. This
dose was based on the results obtained in the
14 patients induced using the single-breath
technique during Part 1 of this protocol.

Conventional mask induction

Initial dose: 3.0-3.6% inspired desflurane

concentration and was to be increased every

third breath until loss of consciousness
_ensued.

‘N/A

' All concomitant medications given were to
be recorded on the appropriate case report
form

14



16. Efficacy evaluation criteria

i Anesthesia Induction Parameters

E ¢ Time to loss of consciousness (from

| mask on to loss of both lash reflex and
response to verbal command).

‘e End-tidal and inspired concentrations of

| desﬂl{rane at the time of loss of

| consciousness.

'e Incidence and duration of apnea.

.» Incidence of spontaneous movement,

! excitation, purposeful movement and

l myoclonus were recorded.

Anesthesia Maintenance Parameters

e Total duration of anesthesia (from mask
on to desflurane and nitrous oxide off).

o End-tidal desflurane concentration/blood
pressure immediately prior to and
following skin incision.

|® Percent of patients needing fentanyl

! during maintenance of anesthesia; dose

¢ required and the time from induction to

the administration of fentanyl.

'»  Percent of patients requiring

|  antihypertensives, betablockers,

anticholinergics or inotropic agents to
control heart rate or blood pressure; the
time from induction to the administration
of the drug; dose required.

s Mean and peak end-tidal desflurane
concentration required to maintain blood
pressure/heart rate within 20% of
baseline.

* Incidence of spontaneous movement,
excitation, purposeful movement,
myoclonus and movement upon incision
will be recorded.

Emergence and Recovery Parameters

¢ Time from cessation of desflurane to the
time the patient opens eyes.

» Time from cessation of desflurane to the

» time the patient responds to commands.

.® The narcotic requirements over first hour
in the recovery room.

¢ [ncidence and severity of vomiting and
nausea prior to narcotic administration.

.o Verbal pain evaluation, visual analog

pain and verbal sedation scales every 30

15
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17. Safety assessment criteria

18. Statistical methods

16

minutes in the recovery room or until
narcotic administration.
¢ Time from arrival to the recovery room
to the time patient is sitting, drinking,
discharged.
¢ Incidence of intra-operative recall and
acceptability of the induction technique.
.® Memory of induction, perception of the
odor of the agent, presence or absence of
sore throat.

¢ Blood pressure, heart rate, respiration,
oxygen saturation were measured prior to
i the induction of anesthesia, at 2-minute
. intervals from induction to incision, at 1- -
i minute intervals for 5 minutes after '
' incision, every 15 minutes until the end
of surgery, and in the recovery room.
,® Incidence and severity of apnea, breath-
holding, excitement, laryngospasm, |
* bronchospasm, coughing and secretion. .
e Incidence and severity of adverse drug
' events

' Demographic data was to be summarized
and compared by treatment group. All
efficacy and safety parameters were to be
compared and presented by treatment group.
Adverse reactions were to be summarized by

"severity and by body system. Laboratory

. data were to be compared to the
corresponding normal ranges. Clinically
abnormally high and abnormally low
laboratory values were to be summarized by
time and by treatment group.

19. Demographic indicators of the population study  There were 7 patients of ASA Status I, and

(gender, age, race, etc.)

20. Efficiency results

13 patients of ASA Status [I. The two
treatment groups were comparable with
regard to demographic variables. The
majority of the cases were cystoscopies;
other procedures included dilation and
_curettage, trans-urethral resection of bladder
 tumor and fulguration of condyloma.

Conventional induction

End-tidal cone. - mean: 6.9
Time to loss of concentration — 104 sec
Overall rating anesthetic experience — 7.1




21. Safety results

22. Conclusion (evaluation)

|
.

+ Duration of anesthesia — 27.3 min
Incidence of breath holding — 10 (no), 0
(yes)

' Incidence of Laryngospasm - 9 (no), 1 (yes)

 Incidence of coughing - 7 (no), 3 (yes)

: Incidence of apnea - 10 (no), 0 (yes)

I Single-breath induction

'End-tidal conc. - mean: 9.0

' Time to loss of concentration — 48 sec

+ Overall rating anesthetic experience — 8.7

' Duration of anesthesia ~ 31.3 min

| Incidence of breath holding — 10 (no), 0

| (yes)

| Incidence of Laryngospasm - 10 (no), 0 (yes)

t Incidence of coughing - 7 (no), 3 (yes)

i Incidence of apnea - 10 (no), 0 (yes)

; Adverse Events
"Conventional induction
* Bradycardia (n=0), nausea (n=5), vomiting
'(n=1), laryngospasm (n=2)
 Single-breath induction

Bradycardia (n=2), nausea (n=2), vomiting
(n=1), laryngospasm (n=0)

Laboratory

Elevations in glucose and neutrophils and
decreases in lymphocytes observed were
judged by the investigator as not clinically
significant or secondary to the surgical
procedure. In both groups desflurane was
effective in maintaining stable intraoperative
and post-operative hemodynamic and
respiratory parameters.

, Desflurane administered by the single-breath
induction technique, provided for the rapid,
safe, and effective induction of anesthesia.
The patients induced by the single-breath
method lost consciousness significantly
faster than the patients induced by the
conventional method. Otherwise, there were

- no significant differences between the two

techniques regarding respiratory reflexes and

.overall assessments of induction,

: maintenance and recovery periods and self-

- assessment 24 hours after surgery. The most

‘frequently observed adverse events were
nausea, vomiting, bradycardia and

17




Applicant (holder of
registration certificate)

laryngospasm. Premedication did not
enhance the efficacy, safety and acceptability
. of one induction technique over the other.

Hacuznical.'y signad by: Jassica

signature: JWIUASVALOk e

Email; jessica_svatek@baxter.com
(Name)
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HNonarok 30

1o [Mopsiiky npoBe/ieHHs eKCrepTU3M peecTpaLiifHiX MaTepiaiiB Ha JiKapehbKi 3aco0u,
10 MOJAIOTECSA HA AePIKaBHY peecTpallito (nepepeectpailito),

a TAKOK eKCrepTH3H MaTepiasiB Npo BHECEHHs! 3MiH 10 peecTpauiiiHuX marepianis
NPOTATOM JIiT peecTpallifHOro NocBiAveHHs

(nyuxr 4 posainy 1V)

3B1T Npo KJiHIYHE BuripodyBauus Ne 23

1. Haszea nikapcekoro 3aco0y (3a HasBHOCTI -
HOMEP peecTpaliHHOro MOCBIA4eHHs)

2. 3asBHUK

3. BupoOHuK

4. ITpoBeaeHi QOCTiIKEHHA:

1) Tun nikapeekoro 3aco0y, 3a AKMM NMPoBOAMIACH
abo mianyeTbes peectpailis

5. IloBHa Ha3Ba KIiHIYHOIO BUNPOOyBaHHS,
KOJIOBAHHH HOMEP KJIIHIMHOrO BUNpoOyBaHHs

6. Maza kaiHiYHOro BUNPoOyBaHHS
7. llepioa npoBeaeHHs KAiHIYHOro BUNpoOyBaHHA

8. Kpaiuu, ae npoBoanioca KiaiHiuHe
BUNPOOYBaHHA

9. KinpKicTh A0CHIKYBaHHX

Cynpau, napu uis iHrajsuii, piansa

bakcrep C.A., beabris

bakctep C.A., benbris

K rak [0 Hi sAKwWo Hi, o6rpyHTYBaTH

Jlikapcbkuii 3acif 3a MOBHUM /10ChE
(aBTOHOMHE JI0Ch€), IHILMI JliKapcbKHi 3aci0,
HOBA Jlitoua pe4yoBHHA

3aKHOUHMH 3BIT PO NMOPIBHAHHS ABOX
METOJUB iHransAiiHOT inAyKLIT aechuypaHoM
Y XipypriuHux nauieHTis (Brjavs
npemMeanKauir)

[-653-10A2

IND #32,636

Pa3a |

3 04 Bepecha 1990 p. no 08 rpyaus 1990 p.
CLUA
3anaanoBana: @opMaaLHO HE OLIIHIOBAIIH.

Pangomizosani: 20 nauieHTis.
3apepumian gocaigwenns: 20 nauieqris.

[Ilpoananizosano: 20 nauienTin

NgTsiicty), 20 na e PER ARG nE N0
N 3r Ay 3 OPHT IHANON
AoCTOBIPHICTY

NEPEKAARY 3ACBIAYYD

Hinaye)e H,B. \\




10. MeTa Ta BTOPHHHI LI KJAIHIYHOrO
BUIPOOYBaHHS

11. JIu3aiin KaiHiYHOrO BUNpoOyBaHHs

12. OcHOBHI KpUTEPIT BKIKOYEHHS

13. JlochiukyBaHuii ikapebkuit 3aci6, cnoci6
3aCTOCYBaHHA, cHJa il

14. INpenapar nopiBHAHHA, 1034, crocid
3aCTOCYBaHHA, cuiia ail

15. CynyTHs Tepanis

OWiHUTH BIUIMB NpemMe/nKallii Miaazonamom i
(enTaniiom Ha Oe3nexy Ta eeKTHBHICTh
IHrAMALIT OZIHOPA30BUM BJIMXOM MOPIBHSHO 3
TPAAMLIHHUMH METOIAMM THIYKLIT iHransauii
3 BUKOpUCTaHHAM Aecirypany, 110
BBOJIMTHCA yepe3 macky. [lepea HaasranHsm
MACKH BCi MaL[ieHTH OTPUMYBAIH MiJa3omam i
(eHTanin.

Biakpure nopiBHsAbHE paHAOMiZ0BaHe
JOCIIIKEHHS 3 napaie/ibHUMH rpynamMH

e Bik: Bin 18 1o 75 pokis.

e Crarh: YOJIOBIKH TA KIHKH (Ki He
rOAYHKOTh IPybMH Ta HE MaKOTh
JTOPOIHOTO MOTEHLiaNy — XipypriuHo
CTEPUIIBHI HAa MOYAaTKOBOMY eTari abo
yepes | pik micast MeHonay3u).

e Cratyc 3a lKaJ0K0 AMEPHKAHCHKOTO
tosapuctsa aHectesiosoris (ATA) I, 11
abo 11

o [lauienTu nianucyoTh iHopMOBaHy
3rojly mnicis Toro, ik iM NOBHICTIO
MOSCHHJIH CYTh OC/1/IKEHHS.

Hasea nirouoi pevounn: Jlecuypan

Jlo3yBanHsi Ta 3aCTOCYBAHHA:

[HAYKLiS 0THOPA30BUM BAMXOM

[TouaTkora jpo3a: [Tpubnnzuo 10 %
KOHLIEHTpaLlis aeciypaHy y BAUXYBAHOMY
noBiTpi uepes macky. Lla no3a rpyntyetbes Ha
pe3yjbTarax, orpumanux y 14 nauienris,
SIKHM TIPOBOJIMITN TH/LYKLIIO 3 BUKOPHUCTAHHAM
TEXHIKH 0/IHOpa3oBoro Bauxy B Yactuui |
UBOrO MPOTOKOJY.

3Buuaiina iHAYKLIA 3 MACKOK

[MTouarkora no3a: 3,0-3,6 % KoHueHTpauilo Yy
BAMXYBAHOMY MOBITPi 3011bLIYBAIH 3
KOYKHHM TPETIM BMXOM /10 BTPATH
CBIJIOMOCTI.

H/3

Bcei cynyTHi npenaparti, siki BBOAWIH,

3aMMCyBaIM B iHAMBIyaabHY peecTpaliiiHy

20

. MEPEKNAA 3POBAEHO

gMeTpH iHAYKUIENENe3d OPHI IHANOM
AocTOBIPRICTD

NEPERAARY 3ACBIAYYD

Kivaveie H,.B. \

16. Kpurepii ouinky edeKTHBHOCTI §




Yac 10 BTpaTH CBiZIOMOCTI (Bl HaAATAHHS
MAaCKH /10 BTpaTH BilikoBoro peduekcy ta
peakuii Ha BepOasbHy KOMaHY).
Konuenrpauis aecdhaypany HanpukiHui
BUAMXY Ta KOHLEHTpALlif y BANXYBAHOMY
MOBITPI HA MOMEHT BTPATH CBIZIOMOCTI.
YacToTa Ta TPMBAJiCTh anHoe.
3adikcoBaHi BUNA K1 CIIOHTAaHHUX PYXiB,
30y KeHHS, LinecnpaMoBaHUX PyXiB Ta
MIOKJIOHYCIB.

IMapamerpu niarpumanns anecresii
3aranbHa TpUBAICTL aHecTe3iT (Bi
HaAATaHHA MACKH 10 BiIKJIIOUEHHS
nechaypany Ta 3aKucy asory).
Kounuenrpauis aecdnypany HanpukiHui
BHAKXY/apTepiaibHUH THCK
OesnocepeHbO Nepe Ta nicas po3pisy
LIKipH.

YacTka nauieHTis, ski notpedyoTh
3aCTOCYBaHHs (heHTaHiNy nig yac
niATpUMaHHs aHecTesil; HeoOXiaHa 103a
Ta 4ac BiJ iHAYKUIT 10 BBEJIEHHS
(enTaniny.

YacTka nauieHTis, sKi notpebyoTh
3aCTOCYBAHHSA AHTHUTIMEPTEH3NBHUX
3aco0iB, Gera-0i0KaTopis,
AHTHXOJIIHEPriYHMX ab0 IHOTPOMHUX
3aco0iB VIl KOHTPOJIKO YaCTOTH CEPLIEBUX
ckopodeHb a00 apTepialibHOro THCKY; Yac
B/l IHAYKUIT 10 BBEACHHS Npenapary;
HeoOXiaHa a03a.

Cepeansi Ta MAKCUMaJlbHA KOHLEHTPALList
nechuypany Ta izodpaypany HanpuKiHLL
BHAMXY, HEOOXiIHA /U1 MIATPUMAHHS
apTepiajibHOrO THCKY Ta YacTOTH
cepueBux ckopoueHs y mexkax 20 % Bin
MO4aTKOBOIO PiBHSI.

3adikcoBaHi BUMA/IKK CIOHTAHHHUX PYXIiB,
30Y/KEHHs, LiAeCnpsIMOBAHHX PyXiB Ta
MIOKJIOHYCIB.

[Mapamerpu npolykenus micast HAPKO3Y
Ta BUIHOBJICHHS

Yac Bia npuUIMHEHHs 3aCTOCYBaHHs
nechaypany 10 MOMEHTY, KOJIM NALLIEHT
PO3IJIOLIMB OYi.

Yac Bil NPUNTMHEHHS 3aCTOCYBAHHA
aecduypaHy 10 MOMEHTY, KOJIH Nali€HT

R, 3/1aTHHI pearyBaTd Ha KOMaH/IH.

otpeba B napkoTHEREHS BAGIROB NEHO

POTATOM nepmafmli li:gglllf Ib RGN

NEPERAARY 3ACBIAYYD
Kinaveie H,B.
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nanati nicasonepauiifHoro
CMOCTEPEIKESHHS.

e Yacrora Ta TSKKICT OMOBaHHsA T
HYJOTH JI0 32CTOCYBAHHA HAPKOTHYHOTO
3aco0y.

e BepOanpHa ouinka Gomo, BizyanbHa
aHasorosa ikana 6oso Ta BepbanbHa
lKana ceaauii koxkHi 30 XBuimH y nanari
nicasionepauifHoro criocrepexernts abo
710 BBEJICHHS HAPKOTHYHOTO 3acoly.

e Yac Bij, HAJIXODKEHHS JI0 NajaTh
nicas0nepaLifHoro cnocTepeskeHHs 10
MOMEHTY, KOJIH MallieHT 3JaTHHH CUIITH,
MHTH Y0 BUITHCYETHCH.

e Yacrora npoOyKeHs 1ij vac
ONMepaTHBHOIO BTPYYaHHA Ta
NepPeHOCUMICTh TEXHIKM IHAYKLIT.

e [lam'aTh Npo iHAYKLI{IO, COPHIAHATTA
3arnaxy rnpenapary, HasBHiCTb abo
BiACYTHiCTb 00O B ropiii.

17. Kputepii ouinku 6e3nexu * AprepianbHuit THCK, YACTOTY CEPLIEBHX
CKOpOYEHb, TUXaHHS, CATyPaLil0 KHCHEM
BH3HAYAJIM [0 IHAYKLIT aHecTesil, 3
iHTEepBaNOM Yy 2 XBHJIMHM Bil IHAYKUIT 10
po3pi3y, 3 iHTepBajJoM B | XBHIHHY
MPOTAroM 5 XBHIIMH MCJISt PO3pi3y Ta
KOKHI 15 XBHIMH [0 KiHLA Xipypri4HOro
BTpY4YaHHs Ta y najari
nicAsSonepaLiifHoro CrnocTepeKeHH;.

e Yacrora Ta TAKKICTE anHOE, 3aTPUMKA
JIMXaHHS, 30Y/DKeHHS, TapUHIoCnasmy,
OpoHxocnasMy, Kaluio Ta BUAIIEHb.

e Yacrora Ta TSKKICTH MOOIYHMX peakitiii
Ha rnpenapar.

18. CratucTHuHi METOAM Jlemorpadiuni AaHi y3aranbHIOBaIM Ta
MOPiBHIOBAIW 32 rpynaMu JiKyBaHHs. Yci
napametpu epekTUBHOCTI Ta Ge3neku
MOPiBHIOBAJIN Ta MMPEACTABSIIH 34 IPynaMu
nikysanHs. [ToGiunHi peakuii y3araibHiOBa U
32 CTYNEHEM TAKKOCTI Ta 3a CHCTEMaMu
oprani3my. JlaGopatopHi aaHi nopiBHIOBaIM 3
BIZINOBIIHUMH 3HAYEHHSIMU J1iana3oHy
HopmH. KiiHiYHO aHOMa/ILHO BUCOKI Ta
aHOMAaJIbHO HU3bKi 1a00paTOpHi NOKa3HUKH
y3arajibHIOBAJIM 3@ 4aCOM Ta 3a rpyrnaMu
NMKYBaHHSI.

7 nauienTis 3i cratrycom ATA I1a 13
ewriB 3i cratycom ATA 1. JIsi rpynu
iy 6yau nopiBERERARA:BPOBNEHD
'_? oathiunmvu ribfich b @ PI TS HANGH:
Nt AoCTOBIPHICTD
NEPEKAARY 3ACBIAYNYD

Hiwayede H,B.
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|
| BUNaKiB Oysa MpoBe/ieHa LIMCTOCKOMIs; iHIIi
MpoLEeYPH BKIIOHAIIM AMIATALLIO Ta
KIOPETaXK, TPAHCYPETPalibHY PE3eKLito
MyXJIMHK CEYOBOTO MiXypa Ta BHAA/ICHHS

KOHHJIOM.
20. PesynbTaT e(heKTUBHOCTI 3BuyaiiHa iHAYKILs

KoHueHTpaiis HanpuKiHL BUAKXY — CepeIHe
3HaueHHs: 6.9

Yac o Brpath koHueHtpauii — 104 cek
3BejeHa olliHKa anecresii — 7,1

Tpueanicts anecresii — 27,3 xB

Yacrora 3arpumku auxanns — 10 (ui), 0 (Tak)
Yacrora napurrocnasmy — 9 (ui), 1 (tak)
Yacrora kaumo — 7 (Hi), 3 (Tak)

Yacrora annoe — 10 (ni), 0 (Tak)

[HAYKLS OJTHOPA30BUM BIMXOM
KouuieHTpalis HanpuKiHLL BUAKXY — CepeHE
sHaueHHs: 9,0

Yac 10 BTpaTH KOHUeHTpalii — 48 cex
3peneHa oliHKa aHectesii — 8.7

Tpusanicte anecresii — 31,3 xB

Yacrora 3arpumku auxanus — 10 (Hi), 0 (Tak)
YacroTa napunrocnasmy — 10 (ui), 0 (Tak)
Yacrora kawmo — 7 (i), 3 (Tak)

Yactora anHoe — 10 (i), 0 (Tak)

21. Pe3ynbraTu Ge3neku Hebaxani ssBnma
3BHyaiiHa IHAYKILs
Bbpaaukapais (n=0), Hyaora (n=5), 6atoBaHHs
(n=1), napunrocnasm (n=2)

[HAVKLLS O/IHOPA30OBUM BJIUXOM
Bpaaukapais (n=2), nyaora (n=2), 6noBaHus
(n=1), napunrocnasm (n=0)

Jlaboparopui aani

Crnocrepiraiv niJABUILEHHS PIBHS [TIOKO3HM,
301bIIEHHS YKca HelHTpodinie Ta
3MeHIleHHs yncia jJimbouuris. Lli 3minu
Oy/H OLiHEH] JOCTIIHUKOM SIK KJIHIYHO He
3Ha4yiLi abo BTOPUHHI MO BIAHOLLEHHIO 110
Xipypriutoro srpy4anus. B o6ox rpynax
nechaypan OyB e(peKTHUBHUM 111010
niarpuManHs ctabiibHUX IHTpaonepaiiiHmx
Ta MmicasonepauiiHux reMoJMHaAMIYHHUX i
pecnipaTopHHX napameTpis.

22. BUCHOBOK (3aKJTHOYEHHS) _Jlecaypan npu 3acTocyBaHHiI METOAY

T 1Ky, Oesneuny ThEREdd AR B RORBELD
edresii. [Mauien$d hiphead roR N lANON
: AocToBIPRICTD
NEPEKAAAY SACBIAYYD |

HinayR)e H.B.\\ |

I:?, |ABHTHdiNawFnmit Koy
25, 38002596
S, No1 2




iHAYKLIT OZIHOPa30BHM BMXOM BTpavaiy
CBI/IOMICTb 3HAYHO LIBWJLLE, HIXK MALLIEHTH,
SIKUM 3aCTOCOBYBAJIH IHAYKILIIO 3BUYAHHUM
metojoM. B iHwomy, ne 6y0 cyTTeBux
BiAMIHHOCTEH MK IBOMA METOAAMH 110710
JMXaNbHHUX pedieKciB i 3arabHUX OLIHOK
nepioiB iHAYKLIT, MiATPUMaHHA Ta
Bi/IHOBJIEHHS, 4 TAKOYK CAMOOLIIHKH Yepe3 24
roauHu nicias onepauii. Haivyactimummu
HeGaxaHUMK siBULLAMK OyJIH HYJ10TA,
OmoBaHHs, OpaMKapis Ta JapUHIOCNasMm.
[Tpemeaunkauis He niaBuuLyBana
edeKkTHBHICTB, Ge3neKy Ta NepeHOCHMICTh
OJIHOTO METOAY iHAYKLIT MOPIBHAHO 3 iHILINM.

3asgBHUK (BJACHHK IMianue: [Ixeccika Cparek
pecCTpalltiHOro Enextponnnit mianuc: Jixeccika Cparek

nOCBiﬂquHﬂ) [Tizcrasa: 51 3arBepaxkyio Uei AOKYMeHT
Jlara: 17.01.2024 08:36 CST

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

TEPEKNAA 3POBAEHO
3r1AHv 3 OPHT IHANON

RoctoBIPRICTD
NEPEKAARY 3ACBIAYYD

Kinave)e 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 24

|
* 1. Name of medicinal product (if available — number

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
i

1 6. Phase of clinical research
]

7. Time frame of clinical research

8. Countries where the clinical research was
Fconducted

|
3
i
|

9. The number of persons under investigation:
l
I

3 Suprane, Inhalation Vapour, Liquid

oy e e v e s - - -

| Baxter SA, Belgium

' Baxter SA, Belgium

| yes l O no! if not explain

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

+ A Study Comparing Desflurane and
Isoflurane in Qutpatient Surgery

[-653-10B

IND # 32,363
Phase Il
5 Jan 1990 — 2 Aug 1990

United States

Planned: 90 subjects

Enrolled: 88 subjects

i Analyzed for efficacy: 84 subjects
' Analyzed for safety: 88 subjects.



; 10. Purpose and secondary objectives of the clinical

| research

11. Clinical research design

12, Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

!
|
|
5
[
|
|

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

26

i To compare the efficacy and safety of
desflurane and isoflurane in patients

. undergoing elective outpatient surgical

i procedures.

j Open-label, randomized, controlled study.

‘e Patients undergoing elective outpatient

I surgical procedures.

o ASA physical status [, II or III.

o Age: between 18-75 years, inclusive.
Sex: Male or Female of non-childbearing '
potential (surgically sterile or [ year
postmenopausal). Women undergoing
tubal ligation must have had a menstrual
period within 28 days and a negative |

| urine HCG pregnancy test within 24

hours of surgery.

‘e Patients giving written informed consent

after the nature of the study has been

fully explained.

' Name of drug product: Desflurane
, (maintenance and induction)

¥

Dose; 1.3 MAC

| Mode of administration: inhalation

Treatment group:

, Group A: Thiopental + Desflurane/N,O
Group B: Thiopental + Isoflurane/N2O
Group C: Thiopental + Desflurane/O2
Group D: Desflurane/O; + Desflurane/O2

Name of drug product: Isoflurane
(maintenance), Thiopental (induction)

Dose; 1.0—-1.3 MAC

Mode of administration: inhalation

Treatment group:

. Group A: Thiopental + Desflurane/N2O

' Group B: Thiopental -+ Isoflurane/N,O
Group C: Thiopental + Desflurane/O2

, Group D: Desflurane/O; + Desflurane/O2
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t 15, Concomitant therapy

16. Efficacy evaluation criteria

There were to be no restrictions on other
peri-operative or post-operative medication
‘used. All concomitant medications given
- were to be recorded on the appropriate case
' report form.

- - e o - oL

| Anesthesia Induction Parameters:

. For Group D the time to loss of

! .

- consciousness (defined as the time from

' placement of the mask to the time the patient *
' loses both lash reflex and response (to verbal

: command) and the end-tidal concentration of
i desflurane at time of loss lash reflex.

: Incidence and duration of apnea, incidence .
 of spontaneous movement, excitation,

, purposeful movement and myoclonus,
H

: Anesthesia Maintenance Parameters:

]

Total duration of anesthesia

End-tidal desflurane and isoflurane

concentration and blood pressure

immediately prior to and following skin

t  incision and the end-tidal concentration

i at the end of surgery.

e Percent of patients needing fentanyl,
antihypertensives, beta-blockers,
anticholinergics or inotropic agents

: during maintenance of anesthesia,

including the dose required and the time

. from induction to their administration.

e Mean and peak end-tidal desflurane and
isoflurane concentrations required to
maintain blood pressure and heart rate
within 20% of baseline.

¢ Incidence of movement upon incision
and incidence of spontaneous movement,
excitation, purposeful movement and
myoclonus.

Emergence and Recovery Parameters:

¢ The time from cessation of the
inhalational agent(s) to the time the
patient opens their eyes.

e The time recorded in minutes from
cessation of the inhalational agents to the

| time at which the patient is able to

respond to commands (squeeze my

fingers, state your name and give your
date of birth).
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t17. Safety assessment criteria
i

:
l
[

]

~» The post-operative narcotic or opioid

requirements in the recovery room.

‘e Incidence of narcotic administration for

post-operative analgesia.

Incidence and severity of nausea and
vomiting.

Incidence, time and severity of nausea
prior to narcotic or anti-nausea
administration.

Verbal pain, visual analog pain and
sedation scores at 30, 60, 90 and 120
minutes after surgery and discharge or
narcotic administration.

The time from arrival in the recovery

room to the time the patient is able to sit,

stand, walk, tolerate oral fluids and is
judged fit for discharge.

Incidence of intraoperative recall.
Change in Critical Flicker Fusion
Frequency and Choice Reaction Time
scores from baseline (pre-operative) for
the times tested.

Blood pressure, heart rate, oxygen
saturation, end-tidal COz and
temperature were obtained prior to
induction (baseline), loss of
consciousness, at two minute intervals

from induction to incision, at one minute

intervals for 5 minutes after incision and
every fifteen minutes until the end of
surgery,

e Laboratory evaluations consisting of
hematology (WBC, RBC, platelets,
hemoglobin, hematocrit, MCV), serum
chemistry (sodium, potassium, chloride,
creatinine, calcium, albumin, glucose,
CPK, total bilirubin, SGOT, SGPT,
alkaline phosphatase, BUN), and
urinalysis (pH, specific gravity, glucose,
ketone, protein, WBC, RBC, casts,
bacteria and crystals) were performed at
admission and post-operative period.

o Electrocardiography (12-lead) was

monitored prior to study drug
administration and at exit from the study
if medically indicated at study
completion.
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' 18. Statistical methods Demographic data was summarized by
' treatment group.

! Efficacy: Vital signs, respiratory parameters,

' time to loss of consciousness, time from

l'application of face mask to intubation,

"duration of anesthesia, time to open eyes,

 time to respond to command, time from

I arrival to recovery room to time patient is

, sitting, drinking, time to judge fit for
discharge, the pain evaluation, inspired agent

' concentration, end-tidal agent concentration,

. memory of induction, intra-operative recall
and acceptability of induction technique
were also presented by treatment group.

i Safety: Adverse reactions were summarized
| | by severity and by body system. Laboratory
l ' data were compared to the corresponding
.normal ranges. Clinically abnormally high

| tand abnormally low laboratory values were

' summarized by time and by treatment group.

-19. Demographic indicators of the population study  There were no clinically significant
(gender, age, race, etc.) differences among treatment groups for age,
' ' body weight, sex, race, and ASA status.

Thiopental + Desflurane/N20:
Mean age (years): 38.7
Mean weight (kg): 80.1 kg
"Mean height (cm): 176 cm
' Sex (male/female): 13/7
Race (Caucasian/Black/Hispanic): 11/8/1
ASA status (/IVIID): 8/12/0

Thiopental + Isoflurane/N:0:

Mean age (years): 42.0

Mean weight (kg): 79.6 kg

Mean height (cm): 169 cm

Sex (male/female): 12/9

Race (Caucasian/Black/Hispanic): 9/12/0
ASA status (I/II/II): 7/14/0

| Thiopental + Desflurane/QOa:

Mean age (years): 40.6

| Mean weight (kg): 78.0 kg

f - Mean height (cm): 169 cm

: ' Sex (male/female): 11/12

! Race (Caucasian/Black/Hispanic): 8/15/0
! ASA status (I/II/IID): 14/9/0

Desflurane/Q: + Desflurane/Qa:




Mean age (years): 40.6

Mean weight (kg): 74.8 kg

Mean height (cm): 171 cm !

Sex {male/female): 8/12 :
' Race (Caucasian/Black/Hispanic): 10/10/0
;ASA status (I/ILIIL): 11/7/2

20. Efficiency results \ Induction Period

, Time to loss reflex (min): N/A (A, B, C);
345(D)
Time to loss to response to command (min):
'N/A (A, B, C); 2.46 (D) :
( End-tidal conc. of (I-653): N/A (A, B, C); |
4.94 (D) ;
No. of patients with spon. movement (%): 0
[ (A); 0 (B); 0 (C); 14.3% (D)
;?g;itation: 0 (A); 0 (B); 4.3% (C); 66.7%
' Purposeful movement: 0 (A); 0 (B); 0 (C);
'14.3% (D)
'i Apnea: 0 (A); 0 (B); 0 (C); 9.5% (D)

, Maintenance Period
. Duration of anesthesia (min): 49.9 (A); 48.8
! +(B); 50.3 (C); 51.5 (D)
! Mean end-tidal cone. (%0): 6.1 (A); 1.1 (B);
' 8.9 (C); 8.7(D)
! No. of patients with spon. movement (%): 0
| : (A); 0 (B); 8.7% (C); 19.0% (D)
i . Purposeful movement: 0 (A); 8.7% (B); 0
(C); 4.8% (D)
Movement upon incision: 4.8% (A); 8.7%
"(B); 26.1% (C); 9.5% (D)

Emergence Period

'Time to (min):

Open eyes: 9.4 (A); 13.2 (B); 11.9 (C); 8.0
(D)

Squeeze fingers: 9.2 (A); 13.0 (B); 12.3 (C);
7.9 (D)

Tell name: 11.2 (A); 17.1 (B); 14.6 (C); 9.0
: D)

; Tell D.O.B: 12.6 (A); 17.6 (B); 14.7 (C); 9.4
. (D)

| - Tell location: 11.7 (A); 18.1 (B); 15.0 (C),
| ,10.0 (D}
| !
l

. Recovery Period
*Time to (min):
,  Sit: 33.5 (A); 40.7 (B); 40.9 (C); 27.8 (D)
; Stand: 178 (A); 194 (B); 168 (C): 181 (D)
*Walk: 178 (A); 194 (B); 168 (C): 181 (D)
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.

t Tolerate liquids: 105 (A); 136 (B); 115 (C);
121 (D)

!  Fit for discharge: 203 (A); 204 (B); 197 (C);

1194 (D)

|

Operative Interview (%): '
Intra-operative recall: 4.8 (A); 0 (B); 0 (C); 0
(D)

Adverse experience: 0 (A); 4.3 (B); 0 (C);
14.3 (D)

Memory of sleeping: 81 (A); 39.1 (B); 65.2
(C); 61.9 (D)

Sleep same way: 100 (A); 73.9 (B); 87.0 (C); .
71.4 (D) '
Memory of gas: 19 (A); 17.4 (B); 21.7 (C);
142.9 (D)

* !

in, e —— o — -
! 21. Safety results

i Potentially clinically significant laboratory .
i abnormal increases were observed in i
i glucose, WBC, neutrophils, bands and '
. eosinophils. Elevation of WBC, glucose and
neutrophils were clinically significantand !

~were probably as a result of surgical trauma.

1

I

|

1 22. Conclusion (evaluation) [-653 (Desflurane) provided clinically

} r acceptable anesthesia in surgical patients.

. : The patients on desflurane/Oz-desflurane/O2

' had higher proportion of spontaneous

% movement during maintenance period.

: During emergence period, the patients on

| desflurane/O;-desflurane/Oz maintenance

| had significantly faster time to open eyes,

squeeze fingers, tell names, tell birthdates

| and to tell where you are than the patients on
thiopental-isoflurane/N2QO or the patients on

thiopental-desflurane/O2 maintenance.

Patients maintained with desflurane after

induced with either thiopental or desflurane

demonstrated better post-operative cognitive

function. Higher proportion of patients on

desflurane/Qz-desflurane/Oz had memory of

gas smell. Group B had lowest proportion of

patients who had memory of sleeping.

i :
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Jonarok 30

no [Mopaaxky npoBeeHHs eKCNEPTH3N peecTpallifHUX MaTepianie Ha JiKapcebKi 3aco0u,
1110 MOJIAKOTHCS HA JIEPIKABHY PeecTpallito (repepeectpaiito),
a TAKOXK eKCMepTH3XU MaTepiaiB Mpo BHECEHHS 3MiH /10 peecTpauiiiHuX matepianis

NPOTArOM JiT peecTpaliiftHoro noceia4eHHs
(nyukr 4 pozainy V)

3BIT Mpo KiaiHiuHe BUNpoOyBanua Ne 24

1. Haspa nikapcekoro 3aco0y (3a HasBHOCTI -
HOMEp PeecTpPaLiifHOrO MOCBiAYEeHHS!)

2. 3aABHHUK

3. Bupobuuk

4. [TpoBeneHi AOCHIKEHHS:

1) Tun nikapceKoro 3acody, 3a sKUM MPOBOAMUAACS
abo naaHyeThes peecTpatlis

5. [NoBHa Ha3Ba KJIiHIYHOTO BUMIPOOYBaHHS,
KOJOBaHHH HOMEp KJIIHIYHOr0 BUNPOOYBaHHS

6. Daza kiiHiYHOrO BUNPOOYBaHHA
7. [Mepioa nposejieHHs KiiHiuHoro BunpoOypanusa

8. Kpainu, e mpoBoAMAOCS KITiHIYHE
BUIMPOOYBaHHA

9. KinbKicTh A0CHI1KYBaHUX

- — ﬁ(/} «$' f

Cynpas, napu ans iHraJasiii, piamHa

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

X Tak [J Hi #AKwWo Hi, oOrpyHTYBaTH

Jlikapcbkuii 3acib 3a NOBHUM 10CHE
(aBTOHOMHE J10ChE), IHILMH NiKapcbKui 3aci0,
HOBa Jil04a peyOBHHA

JlocnikeHHs nopiBHSHHA Aechaypany Ta
i3ohaypany B amOynatopHiii Xipyprii

1-653-10B

IND # 32,363

Masza Il

3 05 ciuns 1990 p. no 02 cepnus 1990 p.

CLHA

3anaanoBana: 90 nauieHTis.
Bruroueni 10 gocaipkennsi: 88 nauienris.
3aBepumian nocaizkenns: 24 nalieHTH.
[Tpoananizopano moao epexrusnocri: 84
Nalie€HTH.

pEFERRiz0BaHo moao Gesnexn: 88

EPEKNAA 3POBAENO
3rAkv 3 OPNT IHANOM

AocToBiPHiCT
NEPEKAARY 3ACBIAYYD

HInAYRIC H.B.\\

38002596

o\"'*-.
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10. Meta Ta BTOpUHHI LiJi KAiHIYHOTO
BUINpoOyBaHHS

11. Iu3aiin KIiHi4YHOro BUNpoOyBaHH:A

12. OcHOBHI KpUTEPIT BKIIOUEHHS

13. ocnipkyBanuii ikapebkuii 3acid, cnoci6
3aCTOCYBaHHs, cuia aii

14. Ipenapat nopiBHsAHH, 1034, cnocid
3aCTOCYBaHHsA, CHla il

33

[TopiBusaTH edexTHBHICTD Ta Oe3neky
aechaypany Ta izodaypaHy y nauieHTiB, Aki
BUKOHYIOTH IJ1aHOBI amOy1aTopHi Xipypriusi
MpoLELYypPH.

Biakpure paHaoMizoBaHe KOHTPOJIbOBaHE
JIOCITIIKEHHS.

e [lauieHTH, AKHM BUKOHYIOTH [UIAHOBI
amOynaTopHi Xipypriuti npoueaypu.

e CraTyc 3a 1Kan0 AMEPHUKAHCEKOTO
toeapucTBa aHectesionoris (ATA) I, 11
abo IIL.

e Bik: Bia 18 10 75 pokie BKIIOYHO.

e (CraTk: YOJIOBIKH Ta KiHKH Oe3
JUTOPOAHOTO MOTeHLiamy (XipypriuHo
crepuabHi abo yepes 1 pik micas
meHonay3H). JKiHKH, IKUM BUKOHYEThCS
nepes'sazka TpyO, NOBUHHI MaTH
MEHCTpYyauito npotsaroM 28 aHis i
HeraTuBHMIA TecT Ha BariTHicTs Ha XTIy
ceui B MeKax 24 ro/IMH Biji MOMEHTY
ornepadii.

e [lauienTu nianucyors iHGopmoBany
3roJLy Miciis TOro, siK iM MOBHICTIO
MOSCHUIM CYTh JIOCHIPKEHHSI.

Ha3ssa nirouoi pewosunn: Jlechnypan
(niaTpuMaHHs Ta IHAYKILis)

Hoza: 1,3 MAK
Cnoci0 3acrocyBaHHs: IHraasUiHHWIA

I'pyna nikyBanus:

['pyna A: Tionentan + Jlechaypan/N20O
['pyna B: Tionenran + I3opaypan/N2O
['pyna C: Tionenran + Jlecaypan/Oa
['pyna D: Jlecnypan/O: + lechaypan/O:

Ha3sga aitouoi pewonnu: [3odaypan
(miarpumansg), TioneHTan (iH1yKLis)

Ho3a: 1,0-1,3 MAK

Cnoci6 3acTocyBanHsi: iHransaiiHmi

I'pyna aikyBanus:

pyua A: Tionenran + Technypan/NO
¥ " B Tionenran + [30¢aypan/N2O
Ak ioneHTa.n + Jlechnypan/O2
EPEKNAR 3POBAERO
3r [AHv 3 OPNT IHANON
AoCTOBIPHICTD
NEPEKAARY 3ACBIAYYD

HinAYRIC H.B.\\
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['pyna D: lechnypan/O; + Iechaypan/O:

15. CynyTHs Tepanis He 6yno sxoanux oOMexeHb o0
3aCTOCYBAHHS IHIIMX nepuonepauiiiux abo
nicasonepauiiHuMx MeaMKaMeHTiB. Yci
CYTYTHI npenapaT, siKi 3aCTOCOBYBaJIH,
3aMUCYBaJIH B IHAMBIAYAJIbHY peecTpaliiHy
dopmy.

16. Kputepii ouinku edpekrusHocTi IMapamerpu inaykuii anecresii

Jlns rpynu D — yac 10 BTpaTH CBIAOMOCTI
(BM3HAYANH SK YaC BiJ HAJATAHHA MACKH J10
MOMEHTY BTPATH Nalli€eHTOM BiliKOBOro
pedaexcy Ta BiaAnoBiai (Ha cloBecHyY
KOMaH/1Y), @ TAKOXK KOHLEHTpaLlid
aechaypaHy HanpUMKiHL BUAUXY HA MOMEHT
BTpaTH BilikoBoro pedekcy. Yacrora Ta
TPUBAJICTh aNHOE, YACTOTA CIIOHTAHHHUX
pyxiB, 30y/KeHHs, LIJIECNPAMOBAHUX PYXIB |
MIOK/IOHYCY.

IMapamerpu niaTpuManus aHecTesil

e 3arajbHa TPHUBAJICTh aHeCTE3il.

o Kounuenrpauis gecduypany HanpukiHLi
BHMXY/apTepiaibHUI THCK
GesrnocepeIHBO Nepe/ Ta Mics po3pizy
IIKipH Ta KOHLEHTpaLlis HaNpUKiHLL
BUMXY B KiHL onepautii.

e YacTka nauieHTiB, AKi NoTpedyOTh
3aCTOCYBaHHA (PeHTaHITY,
aHTUrinepTeH3uBHUX 3acobis, Geta-
Gaokartopis, aHTHXOJIiHEpriyHuX abo
IHOTPONHKX 3ac0o0iB MijJ Yac MiATPUMAHHS
aHecTesil; BKIOUYa4Hu HeoOXiHY 103y Ta
yac BiJl iHAYKLIT 10 BBeAEHHs 3aco0y.

= e (Cepe/Hs Ta MAKCUMAaJlbHA KOHLIEHTpALLis
aecpnypany Ta izodaypany HanpHukiHui
BUJIMXY, HEOOXiiHA 1S MIATPUMAHHS
apTepiajibHOr0 THCKY Ta YacTOTH
CeplLeBUX cKopoueHb y mexkax 20 % Bin
MOYaTKOBOTO PiBHS.

e UYacrora pyxiB micsis po3pi3y Ta uacrtora
CMOHTAHHHUX PYXiB, 30y/IKEeHHS,
LiJIECTIPAMOBAHHX PYXiB T MIOKJIOHYCIB.

[Tapamerpn npoby/rKeHHs MiCJI5 HAPKO3Y
Ta BiAHOBJIEHHS

woeblac Bijl IPUNMHEHHS 3aCTOCYBAHHS

By auiitnoro(-n] BPEKAWABBROBE NEHO
grs aIRHTY, Kon B4l P®20PRTLINANSN
e Nl AocToBIPHICT

et 18 REPEKAAAY 3ACBIAYYD

Kinayeic H.B.\\




17. Kpurepii ouinku Gesrexu
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e Yac y XBMJIMHAX BiJl TPUITHHEHHS
3aCTOCYBAHHA IHIAIALIAHUX areHTiB 10
MOMEHTY, KOJIM NaLi€HT 3/1aTHHI
pearyBaTH Ha KOMaH/M («CTHCHITH MOT
naJiblii, Ha3BiTH CBOE IM'S Ta ATy
HAPOJUKEHHSA ).

e [lotpeba B nicasionepatifHux
HapkoTHKax abo omioigax y nanari
Micas0nepauifHoro crnocTepeKeHHs.

e UYacrora 3acToCyBaHHA HAPKOTHKIB 1A
nicasonepauiiHoro 3HeboNeHHS.

e Yacrora Ta TAKKICTH HYJOTH Ta
OmoBaHHs.

e YacToTa, yac Ta THKKICTE HYAOTH Nepe]

e Bepbanbha ouinka Gosto, BisyajibHa
aHajaorosa ouinka 6010 Ta owinKa
cenauii yepes 30, 60, 90 ta 120 xBuauH
rmicas onepauii Ta BUNHCKH abo
3aCTOCYBaHHA HAPKOTHYHOIO 3acoly.

e UYac Bijt HAAXOMKEHHS /10 NanaTH
MicAsonepauiiHOro CrocTepeKeHHs /10
MOMEHTY, KOJIM Malli€HT 3/IaTHHH CHJIITH,
CTOSITH, XO/IUTH, MUTH Ta BBAKAECTHCS
MPUAATHUM ISt BUITHCKH.

e Yacrora npoOy/KeHb Mij vac
ONEePaTHBHOIO BTPYYaHHS.

3MiHa B JOCIPKYBAHUX YACOBHX TOUKAX BiJl

MOYaTKOBOrO PiBHS (10 OMEPATUBHOTO

BTPYHYAHHS) JUIsl KPHTHYHOT H4aCTOTH 3IHTTA

MepexTiHb i yacy peakuii BHOOpy.

e AprepiajbHHIi THCK, HACTOTY CEPLEBUX
CKOpPOYeHb, CaTypallito KHCHEM,
KoHueHTpauito CO2 HanNpUKIHL BUAUXY
Ta TEMMEepaTypy BHUMIpIOBAIH nepej
iHAYKLI€0 (MOYaTKOBHI PiBEHb), BTPATOI)
CBIJIOMOCTI, 3 2-XBUIIMHHUMH
iHTepBaJaMH BiJl iHAYKUIT 10 po3pisy, 3 |-
XBHIMHHUMH IHTEpBaJaMH MPOTATroM 5
XBHJIMH MIC/Isl pO3pi3y Ta KOXKHI
15 XBUIIKMH J10 KiHLS onepattii.

e JlaGoparopHi JociKeHHs, AKI

BKJIFOYAIOTE FeMaTosiorito (JIEHKOLNTH,

EPUTPOLIMTH, TPOMOOLIMTH, reMornobiH,

reMaToKpHT, cepe/iHii 06’ em

epuTpolMTa), GioXiMivHMIA anani3

CHPOBATKH KPOBI (HaTpii, Kai,

XJIOPU/IH, KpeaTHUHIH, Kabilii, ans0ymin,

rimoko3a, KOK, saransuuii 6inipy6in,

NPT _‘_ CT, AJIT, nyxna docdaraza, azor

5ok Kkposi). fIEPERRANYPGEHE N
AR 1. nuToma Bargy FAREOFAORNPYHANON
2l AocToBIPNiCTD

REPEKAARY 3ACBIAYY

Hinayeic H.B. \
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01710k, 1eHKOLHTH, EPUTPOLIMTH,

‘ uMninapu, Gakrepii, KpHCTaNn),
MPOBOJIMIIM MiJl Yac rocriranizauii ta y

| nicasonepauiinuii nepioa.

| e Enexrpokapaiorpadito (12 siaseaens)

MPOBOJIMIIA 10 3aCTOCYBAHHS
JOCJIKYBAHHX Tpenaparis ta rnpu
BUXO/I 3 J0CIKeHH, AK1o Oy10
MeJIHYHe MOKa3aHHS IMic/s 3aBeplIeHHs
JOCIIIKEHHS.

rpynamu JiKyBaHHs.

Edexrusnicrs: OCHOBHI NOKa3HUKH
KMTTEBO BAXUTHBUX (YHKLIHA, napameTpu
JIMXaHH#, Yac 10 BTPATH CBIZIOMOCTI, Yac Bij
HAKJIalaHHs MAcKu 10 iHTyOauii, TpuBanicTs
aHecTesil, yac 10 BIAKPHBAHHS O4eil, vac /10
peakuii Ha KOMaHy, Yac BiJ NpuOyTTA 10
najaTH MicasonepauiiHoro cnocrepekeHHs
110 Yacy, KOJIH Malli€eHT MOKe CHIITH, MUTH,
4ac 10 BU3HAHHSA MALi€HTa MPUAATHUM IS
BHMMCKH, OLliHKa 0010, KOHLEHTpaLlist
B/IUXYBAHOIO areHTa, KOHLEHTpALlis areHTa
HANPUKIHLI BUAUXY, MTaM'aTh NPo iHAYKLIO,
yacToTa NpolyKEHH MMl 4ac ONnepaTHBHOTO
BTPYYAHHS TA MPUHHATHICTH TEXHIKHU IHAYKLLT
Takok Oy/IM npejcTaBlieHi 3a rpynamu
JIKYBaHHs.

besnexa: [ToGiuni peakuii niacymoBysanu 3a
CTYNEHEM TSHKKOCTI Ta CUCTEMaMK OpraHiszmy.
JlaGopaTopHi j1aHi MOpiBHIOBAIH 3
BIJINOBIIHUMH 3HAYEHHAMH Jliana3oHy
HopMH. KJTiHiYHO aHOMaIBHO BMCOKI Ta
AHOMaJIbHO HU3bKI Ta00paTOPHi MOKA3HUKK
MiZACYMOBYBA/IM 32 4aCOM Ta 3a rpyrnamu

18. CraTHcTHYHI METOAM HemorpadiuHi AaHi y3arajibHIOBaIH 3a
|

JKYBaHHSI.
19. JlemorpadiuHi NOKa3HUKH J0CIIPKYBAHOT He Gy/10 KJiHIYHO 3HAYYIIMX BiAMiIHHOCTEH
nonynsuii (crath, BiK, paca, TOLLO) MK Fpynamu JiKyBaHHA 3a BIKOM, Macoo

TiJla, CTATTIO, pacoto Ta crarycom ATA.

Tionentan + lechaypan/N20:
Cepenniii Bik (pokis): 38,7
Cepenns maca tina (kr): 80,1
Cepenniii 3pict (cm): 176
Crath (4onoBiku/xKiHku): 13/7
, PaCa (€BpONeoiHa/HerpoiaHa/
RgrrHoamepukanui): 1]/8/1
Wryc ATA (1/11/11?. PEMAAR 3POBAERD
R FiAHv 3 OPHT IHANON
AoctoBlphicTp
REPEKAARY 3ACBIAYYD

Kimayeic H.B. \\
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Tionenran + [3odaypan/N20O:
Cepenniii Bik (pokis): 42,0
Cepenns maca tina (kr): 79,6
Cepenniit 3pict (cm): 169
Crath (4010BiKH/KiHKK): 12/9
Paca (eBponeoiaHa/Herpoinna/
natuHoamepukanui): 9/12/0
Craryc ATA (/1I/111): 7/14/0

Tionenran + [decaypan/O2:
Cepenaniit Bik (pokis): 40,6

i Cepenns maca Tina (xr): 78,0
Cepenniii 3pict (cm): 169
Crarte (yonoBiku/xkinku): 11/12
Paca (eBporneoina/verpoinna/
naruHoaMepukanii): 8/15/0
Craryc ATA (I/1I/111): 14/9/0

Jecpaypan/Oz + decaypan/O::
Cepenniit Bik (pokis): 40,6
Cepenns maca tina (kr): 74,8
Cepenniit 3pict (em): 171

Crate (yonoBiku/ xiHku): 8/12
Paca (eBponeoinHa/nerpoinxa/
natuHoamepukanui): 10/10/0
Craryc ATA (I/1I/1IT): 11/7/2

20. Pe3yabTatn epeKTHBHOCTI Mepiox inayxuii
Yac o BigcyrHocti pedekcy (x8): H/JT (A,
B, C); 3,45 (D)
Yac 10 BIACYTHOCTI BIAMOBI/II HA KOMaHy
(xe): H/I1 (A, B, €); 2,46 (D)
Konuentpauis [-653 nanpukiHui BUaAMXY):
H/J1 (A, B, C): 4.94 (D)
YacTka naieHTiB 3i cnoHTaHHUMH pyxamu: 0
(A): 0(B); 0(C); 14,3 % (D)
36ymxkenns: 0 (A): 0 (B); 4,3 % (C): 66,7 %
(D)
Linecnpsimosani pyxu: 0 (A): 0 (B); 0 (C);
14,3 % (D)
Anuoe: 0 (A): 0(B); 0(C); 9,5 % (D)

[epioa nixrpumanus
Tpusanicre anecresii (x8): 49,9 (A); 48,8 (B);
50,3 (C); 51,5 (D)
Cepe/iHs KOHLUEHTpALlis HAMPUKIHL BUKXY
(%): 6,1 (A); 1,1 (B); 8,9 (C); 8,7 (D)
YacTka nauieHTiB 31 CloHTaHHUMK pyxamu:
(A); 0(B); 8,7 % (C); 19,0 % (D)
i LinecnpamoBani pyxu: 0 (A); 8,7 % (B); 0
A C): 4.8 % (D)
Yxiu nicas po3pisy: 4,"&’,%”&7%6?}:”0
A0 70 (C):9.5% (Jr [Aky 3 OPHF IHANON
AocToBiPnicTh
REPEKAARY SACH"’C
A\

Himayeic H.B.
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21. Pesynbraru Ge3neku

22. BUCHOBOK (3aKIIIOYeHHS)

[epion npoby/kenns nmicas napKosy
Yac j10 (xB):

Biakpusanus oueii: 9,4 (A); 13,2 (B); 11,9
(C): 8,0 (D)

Cruckanus nansitie: 9,2 (A); 13,0 (B); 12,3
(€): 7,9 (D)

3parHocti Hassatu im’s: 11,2 (A): 17,1 (B);
14,6 (C); 9,0 (D)

31aTHOCTI HA3BaTH AaTy HapouKeHHs: 12,6
(A); 17,6 (B); 14,7 (C); 9,4 (D)

31arHocTi Ha3BaTH MicuesHaxomkenus: 11,7
(A); 18,1 (B); 15,0 (C); 10,0 (D)

Iepioa BianoBaenust

Yac 10 (xB):

3patHocTi cuaiti: 33,5 (A): 40,7 (B); 40,9
(€): 27,8 (D)

3natHocti ctoaTu: 178 (A): 194 (B); 168 (C):
181 (D)

3natHocTi xoautu: 178 (A); 194 (B): 168 (C):
181 (D)

3narHocTi nuty piauny: 105 (A); 136 (B);
115 (C); 121 (D)

[punatHocTi a0 Bunmucku: 203 (A); 204 (B);
197 (C); 194 (D)

OnuTyBanHs MO0 ONEPATHBHOIO
BTpyuanns (%):

[TpoBywkenHs i yac ONepaTUBHOIO
BTpy4aHHs: 4.8 (A); 0 (B): 0 (C); 0 (D)
HeGaxani ssuia: 0 (A); 4,3 (B); 0 (C); 14,3
(D)

[Tam’site npo con: 81 (A); 39,1 (B); 65,2 (C);
61,9 (D)

3acuHaroTh Takum e unnom: 100 (A); 73.9
(B); 87,0 (C); 71,4 (D)

[Tam’sate npo 3anax raszy: 19 (A); 17,4 (B):
21,7 (C); 42,9 (D)

[MoreHuifino KiiHIYHO 3HAUYYLIE 30i1bILICHHS
1a00paTOPHHUX MOKAZHUKIB CIIOCTEPIranun s
PIBHIB IIIOKO3M, JCHKOLMTIB, HeiTpOdiis,
NaauyKOsAACPHUX HelTpodinie Ta
eozunoginie. IliBuLeHHs piBHIB
NEHKOUMTIB, MIIOKO3M Ta HeHTpodiais Oyio
IUTTHIYHO 3HAYYLIAM Ta, HMOBipHO, Oyi10
HaCJIi/IKOM XipypriyHoi TpaBMH.

o ' RyiaTHY anecte Xipypriu
AL TlB Y6mb g W&g

Mm -w’i‘ S mmm 3ACBIAYYD

Kinayele H.B.\\



3aABHHK (BIACHHUK
peecTpaliitHoro
MOCBIAYEHHS)

Oi/IM CIIOHTAHHI PYXH Y Mepioj MiATPUMAHHA.
Y nepioz BUXOY 3 HAPKO3Y NALE€HTH, KI
otpumyBasin aechaypan/Or—nechaypan/O;
3HAYHO LUBM/ILLE BiAKPUBAIH OYi, CTUCKAJIH
naJiblli, Ha3UBaJIM CBOE iM'A, JaTy
HAPOIKEHHS Ta MICLIE3HAXOAKEHHS, HIJK
NalieHTH, AKi OTPUMYBAJIH TIONEHTAJI—
izoaypan/N20, abo nauieHTH, sKi
oTpumyBanu Tionenraa-aechaypan/O:.
[TauieHTH, SKMM aHecTe3i10 MiATPHMYBaIH
aechaypaHoM micist iHAYKUIT TIONneHTalom
abo aecduypaHoM, MPoAEMOHCTPYBAIH Kpailli
nicigonepauiiHi KorHiTuBHi GyHkuii. binbina
YacTKa MalieHTIB, SIKI OTPUMYBAIH
nechaypan/Or—nechnypan/O2 manu nam'ate
Ha 3anax rasy. ¥ rpyni B Oyna naiimeniua
YacTKa NaieHTiB i3 nam’aTTIO PO COH.

Mianue: Jlxeccika Cparek
Enexrpontuii nianuc: Jixeccika Cearex

MMincrasa: 5 3aTBepAKYIO UEH JOKYMEHT
Jara: 17.01.2024 08:36 CST

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

(I. I. B.)

MEPEKNAA 3POBAEHO

-é‘«KpAng ﬂTﬂ» ' '. 37 1Ay 3 OPKF IHANON

AocToBIPRICTD
MEPEKAAAY 3ACBIAYYD

Hinaveds 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 25

of registration certificate):

2. The applicant
3. Manufacturer

4, the undertaken study:

' 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

6. Phase of clinical research
7. Time frame of clinical research

8. Countries where the clinical research was
conducted

|

. 9. The number of persons under investigation:
I

]
t
i
L

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

S
% Baxter SA, Belgium

I

. Baxter SA, Belgium

X i yes | O Enoi if not explain
! ,

1 l_ — - - =

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

A Final Report of the Safety and Efficacy of
Desflurane versus Isoflurane in Qutpatient

“Arthroscopic and Peripheral Orthopedic
Surgery.

[-653-10C

IND #32,363
Phase 11
20 Feb 1990 — 27 Oct 1990

_United States

' Planned: 60 subjects
 Completed: 60 subjects
' Analyzed: 60 subjects

i
i
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: 10. Purpose and secondary objectives of the clinical
, research

11. Clinical research design

[2. Main inclusion criteria

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

1
|
i
i
|
|

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

i
f 15. Concomitant therapy

J
|
I - -
; 16. Efficacy evaluation criteria
i
!

: To evaluate the safety and efficacy of

_desflurane versus isoflurane, with nitrous

- oxide in patients who underwent elective
outpatient arthroscopic and peripheral

1 orthopedic surgical procedures.

£

L L

i Randomized, open-label, parallel treatment,
; controlied study

o Patient undergoing elective outpatient
arthroscopic and peripheral orthopedic
surgical procedures

» ASA status: I, I1, or III

‘e Apge: 18-75, inclusive

o Sex: males or females of non-
childbearing potential (surgically sterile
or | year post-menopausal} or females
who have practiced a FDA approved
method of contraception for the past 30
days and agree to continue this practice
for the duration of this clinical trial; had

had a negative urine HCG pregnancy test
(sensitivity of 50 IU/L) within 24 hours
prior to surgery.

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

Name of drug product: Desflurane/60%
N20/40% 02

Dose:

Mode of administration: inhalation

Isoflurane/60% N20/40% 02
Mode of administration: inhalation

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

a normal menses within the last 28 days; '

' were recorded on the appropriate case report

form.

{ Intra-operative parameters

¢ Mean and peak end-tidal desflurane and
isfolurane concentrations required to
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17. Safety assessment criteria

42

maintain blood pressure/heart rate within
20% baseline.

Percent of patients needing fentanyl .
during maintenance of anesthesia,
including the dose required and the time
from induction to the administration of
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.
Mean end-tidal inhalational agent
concentrations at the end of anesthesia

Recovery parameters

The time from cessation of the
inhalational agent(s)to the time the
patient opens their eyes.

The time recorded in minutes from
cessation of inhalational agents to the
time at which the patient is able to
respond to commands (squeeze my
fingers, state your name and give your
date of birth).

Change in p-deletion and digit
substitution scores from baseline (pre-
operative) for the times tested.

The time from arrival in the recovery
room to the time the patient is able to sit,
stand, walk, tolerate oral fluids, and is
judged fit for discharge.

The post-operative narcotic or opioid-
requirements in the recovery room.
Incidence and severity of nausea and
vomiting prior to narcotic administration.
Verbal pain, visual analog pain, and
sedation scales at 30, 60, 90, and 120
minutes after surgery until narcotic
administration.

Incidence of intraoperative recall.

Hemodynamics - systolic and diastolic
blood pressure, mean arterial pressure,
and heart rate for each treatment group
will be recorded for the time periods |
measured.

Respiratory - the oxygen saturation for
the time periods measured in the
recovery room will be compared.
Laboratory Evaluations




18. Statistical methods :
|

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

i
i
|
|
|

o Determination of mean values at
each sampling time. b.
 Determination and incidence of
potential clinically significant
abnormalities and shifts from
baseline.

.» Adverse Experiences

o Tabulation of all adverse
experiences by body system and
costart term independent of
relationship to therapy and
severity, Additionally,
consideration will be given-to
severity and its relationship to
therapy after the overall adverse
experience rates have been !

determined.
i

Demographic data were to be summarized by
treatment group.

Efficacy: Cardiovascular function,
respiratory parameters, duration of
anesthesia, end-tidal desflurane
concentration, end-tidal isoflurane
concentration, as well as post-operative pain,
sedation, anesthesia emergence and recovery
were also to be presented by treatment
group. The quantitative efficacy parameters
were to be analyzed by analysis of variance.
The quantitive efficacy parameters and
adverse event incidences were to be analyzed
by a chi-square procedure.

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

Desflurane/N20:

Mean age (years): 39.8

Mean weight (kg): 78.8 kg

Mean height (cm): 175 cm

Race (Caucasian/Black/Other): 20/9/1
ASA status (I/I): 14/16

Isoflurane/N20:
Mean age (years): 35.9
Mean weight (kg): 80.4 kg
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20. Efficiency results

fom — m - - - ea = - - -

21, Safety results

22. Conclusion (evaluation)

'Mean height (cm): [74 cm
Race (Caucasian/Black/Other): 21/8/1
ASA status (I/IT): 19/11

' Anesthesia Emergence and Recovery:

| Desflurane

| Anesthetic time (min): 93.4

| Time until (min):

i open eyes: 7.5

i squeeze fingers: 8.0

§ state name: 11.5

; state D.O.B: 11.9

i ready for discharge: 156.0

| Isoflurane

i Anesthetic time (min): 77.4
''Time until {min):

E open eyes: 3.2

: squeeze fingers: 9.7

i state name: 13.6

! state D.0.B: 13.9

E ready for discharge: 167.0

{ Adverse Events
¥

: Desflurane:

Nausea; 36.7%

"Vomiting: 16.7%

Nausea and Vomiting: 10.0%

Isoflurane:
. Nausea: 50.0%

Vomiting: 23.3%

Nausea and Vomiting: 10.0%

Patients maintained with desflurane awoke
from anesthesia quicker and were able to

' respond to commands and answer simple
questions faster than those patients
maintained with isoflurane. Additionally, the
desflurane group was oriented to time and

' place, able to sit, stand, walk and was judged

' fit for discharge faster than the isoflurane
group.

1

| Both treatments were effective in

i maintaining stable intra-operative

, hemodynamics and adequate depth of

~anesthesia. Post-operatively, both treatment

- groups maintained hemodynamic and

“respiratory parameters within a clinically
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g acceptable range.

. Aside from nausea and vomiting, both
 treatment groups were associated with a low

i incidence of adverse events. Potentially

| significant laboratory abnormalities were

| minimal and mostly attributable to the

i surgical procedure:

i Desflurane is a safe and effective

| inhalational anesthetic for outpatient surgical
procedures. Rapid awakening and recovery |
from anesthesia indicate that desflurane may
I be a useful agent in the outpatient setting.

]
Applicant (holder of i Svatole Sy soreser s |
registration certificate i . JESSita ovate g I
o ) Signature: J B | i ghigEre) '

)
‘ | Email: jessica_svatek@baxter.com ,
aric)
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Jopatok 30

1o [Mopsaaky npoBeieHHs eKCNepTH3M peecTpalifHuX MaTepialiiB Ha J1iKapehbKi 3aco0u,
L0 M0JAI0THCS HA JCPIKABHY peecTpallito (nepepeecTpaitiio),
a TAKOXK eKCMEPTH3H MaTepiajiB NPO BHECEHHS 3MiH /10 peecTpalliifHuX MaTepiais

MPOTAroM il peecTpaLiiiHoro nocBiA4eHHs
(nyHkT 4 po3ainy V)

3BIT Npo KilHIYHE BUIIPOOYBaHus Ne 25

1. Ha3ga nikapcbkoro 3aco0y (3a HasBHOCTI -
HOMEp peecTpaliifHoro noceiaueHHs)

2. 3aABHUK

3. Bupobuuk

4. I'poBeaeHi a0CTiIKEHHS:

1) Tun nikapeekoro 3aco0y, 3a AKUM NPOBOAUIACH
abo naaHyeTbes peecTpauis

5. IloBHa Ha3Ba KJIiHIYHOTO BUNpoOYyBaHHS,
KOJI0BAHWI HOMEP KJIIHIYHOTO BUIIPOOYBaHHS

6. Masa KaiHiYHOro BUNpoOyBaHHs
7. llepioa npoBeaeHHs KAIHIYHOTO BUNIPOOYBaHHS

8. Kpaiuu, e npoBoauiocs KiiHiuHe
BUNPOOYBaHHS

9. KinbKicTh A0CI1KYBaHUX

|newTwdiauiiumit KOA 4

‘:,_‘_‘ : 38002596

CynpaH, napu i iHraasiii, piamxa

bakcrep C.A., benbris

bakcrep C.A., benbris

X rak [J Hi sKWO Hi, OOrpyHTYBaTH

Jlikapcekuit 3acif 3a nOBHUM 10Che
(aBTOHOMHE J0CHE), IHLIMH JiKapcbKuid 3acif,
HOBA J1i104a PEeHOBHHA

3aKI04HMIA 3BIT Npo Oe3nexy Ta
e(eKTHBHICTB AecdypaHy MOPIBHAHO 3
i3odaypanom B amOynaropHii
apTpPOCKONivHii Ta nepudepryHiin
OpTONEeAHUHIN Xipypril.

[-653-10C

IND #32,363

Maza Il

3 20 mororo 1990 p. no 27 soetHa 1990 p.

CLIA

3anaanosana: 60 nauieHTis.

. 3aBepumml aocmmkennﬂ 60 NaLieHTIB.

llfpsnm 3POBAEHO
3riAke 3 OPHT IHANON
AOCTOBIPKICTD

MEPEKAARY 3ACBIAYY
Hiwayeic H,B. K,\




10. MeTa Ta BTOPHHHI LiJli KJiHIYHOrO
BHUMpOOyBaHHS

1 1. Tu3ait kiiHiYHOro BUNpoOyBaHHA

12. OcHOBHI KpUTEpIT BKJIOYEHHSH

13. MocnimkyBaHuii JikapceKuii 3acid, cnocit
3aCTOCYBAHHs, cuia aii

14. Ilpenapar nopiBHaHHs, /1034, cnocid
3aCTOCYBaHHS, cuia ail

15. CynyTHs Tepanis

Ouinutu 6e3neKy Ta epeKTHBHICTh
necdiiypany nopiBHsHO 3 i30¢aypaHom, i3
3aKMCOM a30TY Y NALIEHTIB, IKUM
BMKOHYIOTBCS T1aHOBI aMOynaTopHi
aprpockoniuHi ta nepudepuuni oproneanuHi
XipypriuHi BTpy4aHHs.

PangomizoBaue, BigKpuTe, 3 napajie/lbHUM
NiKYBaHHAM, KOHTPO/JIbOBAHE A0CIKEHHS

e [lauienTH, SIKMM BUKOHYIOTBCS MUIAHOBI
amOynaTopHi apTpOCKONiuHi Ta
nepudepuuHi oproneanyHi XipyprivHi
BTPYYaHHSI.

e (Craryc 3a WIKaIOK AMEPHKAaHCEKOrO
ToBapucTBa aHectesionoris (ATA) I, II
abo [II.

e Bik: Big 18 10 75 pokiB BKIOYHO.

e (CraTh: 4OJIOBIKH Ta )KiHKu Ge3
JUTOPOIHOrO NOTEHUIaNy (XipypriuHo
crepuibii abo yepes | pik nicis
MeHonay3u) abo MKiHKH, SKi 3aCTOCOBYIOTh
cxpanennit FDA crioci6 xourpauenuii
nporarom octandix 30 aHiB Ta
MOro/KYIOTBCS MPOJIOBKHTH HOro
3aCTOCYBAHHS NPOTATOM LBOTO
KJITHIYHOTO JOCI/HKEHHS, MaJl1
HOpMaJIbHY MEHCTPYAaLit0 TIPOTATOM
ocTaHHIX 28 AHIB; HEraTUBHUIH TECT Ha
pariTHicTe HAa XI['J1 y ceui (uyTausicts 50
MO/n) enpoaosik 24 roauH nepen
OnepaTHBHHUM BTPYUAHHSM.

e [lauieHTH niagnucyroTh iHGOpPMOBaHY
3TO/Y TICJIA TOro, IK TM MOBHICTIO
[MOSICHUJIU CYTh JIOCITIMKEHHSI.

Haszga Jikapcskoro 3acody:
Hechnypan/60 % N20O/40 % O2

HMo3za:
Cnoci0 3acTocyBanusi: iHransiinumii

[30¢nypan//60 % N20/40 % O
Cnoci0 3actocyBanHst: iHransuiitHui

He Gys0 oaHux oOMekeHb o0
3aCTOCYBAHHs IHIIMX nepHonepauiiHux abo

m TICTIAONEPALIITHUX MEIMKaMEHTIB. YCi

\ Hi MpernapaTH, sSKi 3aCTOCOBYBAaJIH,
N BaJIM B iHAMBIya/IbHY peecTpalliiHy
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16. Kputepii ouiHKH epeKTHBHOCTI IuTpaonepauiiini napamerpu

e Cepe/JHs Ta MAKCUMAaJIbHA KOHLEHTpALLis
aechaypany HarnpuKiHLI BUAUXY,
HeoOXiHa s MiATPUMAHHS
apTepiajibHOroO THCKY/4acTOTH CEePLEBHX
ckopouenb y Meskax 20 % pia
MoOYaTKOBOIO PiBHA.

e Yacrka nauieHTis, sKki noTpedyoTh
3acTOCyBaHHs (peHTaniny mia vyac
MiATPUMAHHS aHECTe3il, BKIIIOYAIOYH
HeoOXi/IHy 103y Ta yac BiJ iHAYKLUIT 10
BBEJCHHA (peHTaHiy.

e YacTka nauieHTiB, ki norpebyoTh
3aCTOCYBAHHS AHTUTINEPTEH3IUBHHUX
3acobiB, Oeta-GnokaTtopis,
AHTHXOJIHEepPriuHuX abo IHOTPONHUX
3ac00iB 1711 KOHTPOJIIO YaCTOTH CEPLIEBHX
cKopoueHb abo aprepiajbHOro THCKY,
BKJIOYAKOY M Yac Bi/L IHAYKLUIT 10
BBEJICHHS Mpenapaty Ta HeoOXiHy 103a.

e CepeaHs KOHLEHTpaLlis iHraNALIHHOTO
areHTa HarpMKiHLI BUAKXY B KiHLLI
aHecresil.

[Mapamerpu BiiHOB/IeHHS

* Yac Biji IPUITMHEHHS 3aCTOCYBAHHS
iHransuiiHoro(-ux) arenra(-is) g0
MOMEHTY, KOJIM MAaLi€HT PO3IUIIOLIHB O4l.

e Yac BiJi IPUNHHEHHS 3aCTOCYBAHHS
IHraJAsLAHUX areHTiB 10 MOMEHTY, KOJIH
NalieHT 3/1aTHUH pearyBaTH Ha KOMaH/1H
(«CTHCHH MOT Nasibili, HA3BK CBOE iM’s Ta
JIATY HAPOJKEHHS»).

®  3MiHM BiJl NOYATKOBOIO piBHs (nepea
ONepaTHBHUM BTPYHaHHAM) OLLIHOK 32
TecTamu Ha BuaaneHus «P» ta saminy
uudp y 10CHiIKYBAaHUX YaCOBUX TOUKAX.

* Yac 3 MOMEHTY HaIXO/KEHHS 10 NanaTy
Mic/AS0NepaLuiiHoOro CrnocTepekKeHHs 10
MOMEHTY, KOJIM MALIEHT MOXKe CHAITH,
CTOSTH, XOJUTH, NPHIIMATH PIHHY Yepe3
poT Ta Moxe OyTH BU3HAHMIA NPUAATHUM
110 BUTTUCKH.

e [licnaonepauiiina norpeba y
HApKOTHUYHMX 3acobax i yac
nepebyBaHHsA y nanari
nicasonepauifHoro crnocTepesKeHHs.

___* YacToTa Ta TAKKICTH HY/IOTH Ta
T, G1H0BaHHSA 10 3CTOCYBAHHS
RWAPKOTHUHOTO 32C0

T 7'“:-.. ‘-.- . 6 i
< BpGanbha owinka EX OGAEHO
aHRorosa wikana i{ 4#”0'
V). HICTD

NEPEKAARY 3ACEIAYYD
Hinavpie H,B.\




17. Kpurepii ouinku Ge3nexku

18. CtaTHCTHYHI METOIH

wkana ceaauii yepes 30, 60, 90 Ta 120
XBWJIMH MICIS ONEPaTHBHOIO BTPYyYaHH:A
110 3aCTOCYBAHHA HAPKOTHYHOTO 3aco0y.
e Yacrora npoOy/KeHHs nijx yac
OnepaTHBHOIO BTPYYaHHS.

e [‘emoauHamika — CHCTOIIYHMI Ta
alacTosivHuit aprepiajbHUi THCK,
cepe/Hiii aprepialbHHIi THCK | YacToTa
CepLEBUX CKOPOYEHb VISl KOKHOT rpyru
NKyBaHHs OyAyTh peecTpyBaTH NPOTAroM
BUMIipPIOBAHUX TEPIOAIB Hacy.

e Jluxauus — Oy/je nopiBHIOBaTHCA
HACHYEHHS KHCHEM 3a Mepioju yacy
BUMIpPIOBAHHS y nanari
nic/asonepaLuiiHoro CrocTepeimeHHs;.

e JlaGoparopui gocipKeHHs
o BusnaueHnus cepe/iHixX 3HaYeHb y

KOYKHHI MOMEHT Biabopy npob. b.
BusnaueHHs Ta 4acToTa MOTEHLIHHUX
KJIIHIYHO 3HAYYILHUX BiAXHIECHB Bil
HOPMM Ta BIIXHJIEHb BiJl [1042TKOBOTIO
piBHSL.

o Helaxani ssuuia
o 3BeneHHs y Tabnuui Beix HeOakaHUX

SIBHLIL 3@ CHCTEMAaMHU OpraHi3my Ta
CJIOBHMKOM TepMiHiB HebaaHHuX
SIBULLL, HE3AJIeKHO BiJl 3B'A3KY 3
Teparnielo Ta cTyneHs Taxkocti. Kpim
TOrO, Mic/is BU3HAYSHHS 3arajibHOT
yacToT HebaxaHux sisuil Oyze
BPaxXOBaHO CTYMIHb TSHXKKOCTI Ta
3B'30K 3 Tepanicio.

Jlemorpadiuni aasi y3arajibHIOBaIM 3a
rpynaMu JiKyBaHHs.

Edexrusuictn: Cepueo-cyaunna gyukuis,
pecnipaTopHi napaMeTpH, TPHBAICTh
anecTesii, KoHUeHTpauis aechaypany
HANPUKIHL BUAMXY, KOHLIEHTpaLlis
130¢iypaHy HaNpUKiHLI BHAKXY, @ TAKOK
nicasonepauiinuii 6iab, cenanis,
NpoOyLKEHHS T1ic/1s aHecTesil Ta
Bi/IHOBJIEHHS TAKOX MOBMHHI Oy/iu OyTH
Mpe/ICTaBieHi 3a rpynaMu JIiKyBaHHs.
KinbkicHi napameTpu eeKTHBHOCTI MOBHHHI

Oyiu OyTH rnpoaHalizoBaHi 3a 10NOMOroK

ANYX ABHLIL aH3UI3YBaIIH 32 JI0NIOMOTO0
Shhi-ksanparll EPEKNAR 3POBAEHO
2 3r1AHv 3 OPHT IHANOM
AocTOBIPRICTD
NEPEKAAAY 3ACBIAYYD

Kiwaveds H.B. |



19. JlemorpadivHi NOKa3HUKH J0CIIUKYBAHOT
nonynsuii (crare, Bik, paca, TOLIO)

20. Pesynbrati epeKTHBHOCTI

21.

PesynbsraTi Ge3nexu

7 %

':'; laenTudinaulitini

SIRPAIHATON
w14

T N

N\ 38002596 .5
B o, N

Besneka: [1o6iunHi peakuii yzaranbHIOBasIH 3a
CTYNEHeM TSHAKKOCTI Ta 32 CHCTEMaMU
opranismy. JlaboparopHi aani nopisHioBanm 3
Bi/IMOBIIHUMH 3HAYEHHAMM J1iana3oHy
HopMH. KiHIYHO aHOMaJIBHO BHCOKI Ta
AHOMAJIBHO HM3BKI JJaOopaTOpHi MOKa3HUKH
y3arajibHIOBAJIUCS 33 4acOM Ta 3a rpynamu
NKYBaHHS.

Jechaypan/N20:

Cepenniii Bik (pokis): 39,8

Cepenns maca tina (kr): 78,8

Cepeaniii 3pict (em): 175

Paca (eBponeoinna/verpoinna/ inwma): 20/9/1
Craryc ATA (I/lT): 14/16

I3oduypan/N20:

Cepenniii Bik (pokis): 35,9

Cepennst maca Tina (kr): 80,4

Cepenaniit 3pict (cm): 174

Paca (eBponeoinna/verpoiana/ inwa): 21/8/1
Cratyc ATA (I/11): 19/11

IIpobyakenHs micis HAPKO3Yy Ta
Bi/IHOBJIEHHS:

ﬂecghny;;an

Yac anecresii (x8): 93.4

Yac 1o (xB):
BIZIKpUBAHHs Oueit: 7,5
cTHcKaHHs nanbiis: 8,0
3/1aTHOCTI HassatH imM’s: 11,5
3JJATHOCTI HA3BATH JIATy HAPO/UKEHHS:
11,9
npuAaTHoOCTI 10 BUnucku: 156,0

I30haypan

Yac anecresii (xB): 77,4

Yac o (xB):
BiAKpUBaHHSA oueil: 8,2
CTUCKaHH nanbuis: 9.7
37aTHOCTI Ha3BaTH im’si: 13,6
3JaTHOCTI HA3BaTH ATy HAPOUKEHHA:
13,9
NPUAATHOCTI 10 BUNHCKH: 167,0

Hebaxani ssuina

16,7 %

AHHS:

AocToBiPniCTh

¥OA

h ra Giosanns: [LEGEHNAR 3POBAEHO
3r1AH 3 OPHT IHANON

NEPEHAARY 3ACBIAYYD
HinavR)e n.a.\
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[30daypan:

Hynora: 50,0 %

bmosanus: 23,3 %

Hynora ta 6mosanns: 10,0 %

22. BUCHOBOK (3aK/IIOYEHHS) [TauieHTH, IKUM BUKOHYBAIH NMiATPUMAHHS
a”ectesil necaypatom, wBuaLIE
MpoKUaanrcs Bij anectesii Ta Oy 3aaTHI
pearyBaTd Ha KOMaH/IM i BiAMOBIaTH HA
MPOCTi 3aMMUTAHHA IHBH/IIIE, HIXK NaLlieHTH,
AKMM BUKOHYBAJIM TiITPUMAHHSA aHecTe3il
isodiypanom. Kpim Toro, nauienru, siki
orpumyBanu aecdiypas, OpieHTyBanucs y
yaci Ta Miclll, MOTJIM CH/IITH, CTOSITH, XOJUTH
Ta Oy/M BU3HAHI NPUIATHUMH 10 BUMTMCKH
WIBKJLLE, HIJK MALLIEHTH, SIKI OTPUMYBAIH
i3oaypaH.

O6uaea npenapatu Oyau eGeKTUBHUMH LIOIO
miTpuMaHHs cTabiibHOT iHTpaonepauiiHol
reMOIMHAMIKH Ta aJeKBaTHOT IHOMHU
anectesii. [licns onepaTMBHOrO JIiKyBaHHs B
000X rpynax reMoJMHaMi4Hi Ta pecnipaTopHi
napamerpu Oyiu y Mekax KJIiHIYHO
MPUHHATHOTO iana3oHy.

3a BUHATKOM HYZOTH Ta O0BaHHs, 0OMABI
rpyNH JiKyBaHHs aCOUIIOBAIUCA 3 HU3BKOIO
4yacToTO HeDakaHux aBuil. [ToTeHiiHo
3HaYyIIli JabopaToOpHi BiIXHIEHHS OyJiH
MIHIMaJILHUMHU Ta 3e¢0LIBIIOro nop'a3ani 3
XipypriuHum BTPYUYAHHSIM.

Hecpaypan € Ge3neyHnm Ta ePeKTHBHUM
IHraasguiiHUM aHECTETHKOM 1S
amMOynaTopHUX XipypriuHux npoueyp.
[lIBuake npoOyaieHHs Ta BiAHOBICHHS ITiC/
aHecTesil BKa3yloTh Ha Te, 1o Aechuaypan
MOKe OyTH KOPHCHHM 3ac000M B
amOy/1laTOpHUX yMOBax.

3asBHUK (BIACHUK IMignue: /Trxeccika Cparex
peec*t:paumnoro Enextpounnii nianuc: Jlxeccika Cearex
HOCBIﬂl{eHHﬂ) Iincrasa: 5 sarsepacyio uei J0KyMeHT
Jlata: 17.01 2024 08:36 CST
E-mail: jessica_svatek(@baxter.com(nianuc)

(M. 1. B.)

X

 SkPATIS T =

TEPEKNAA 3POBAEHO
3r1AHY 3 OPNT IHANOM

BOoCTOBIPRICTD
NEPEKAAAY 3ACBIAYYD

Hinaveic 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 26

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

gl dm a e e s e i em & m e amtm = e % i mmm e m—een l_ - — - - . - —

2. The applicant Baxter SA Belglum
S | _
3. Manufacturer . Baxter SA, Belgium
| i
4, the undertaken study: } X l yes | - |:| ' no | if not explain
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
1

!
1

1 5. Full name of clinical research, coded number of  The Safety and Efficacy of Desflurane
clinical research versus Alfentanil for outpatient Arthroscopic
i _ and Peripheral Orthopedic surgery.

| [-653-10D

| 'IND #32,363

|

+ 6. Phase of clinical research Phase 11

[

7. Time frame of clinical research 17 Feb 1990 — 30 Nov 1990
|

: 8. Countries where the clinical research was ' United States

. conducted ;

i 9. The number of persons under investigation: Planned: 60-120 subjects

| : Enrolled; 67 patients
Analyzed 67 patlents

10. Purpose and secondary objectives of the clinical i iTo determme the safety and efﬁcacy of

i
’r e i — — - — - - _ -~
T
i
v esearch _desflurane versus alfentanil for outpatient




; arthroscopic and peripheral orthopedic

' : surgeries.

}
H

11. Clinical research design

Open-label, randomized, controlled, multi-
, center, parallel treatment study

12. Main inclusion criteria e Patients undergoing elective outpatient

i arthroscopic and peripheral orthopedic

| surgical procedures

le ASA Status: I, II or III
' Age: 18 to 75 years, inclusive
Sex: Male or females who are surgically
sterile or 1 year post-menopausal OR
i women who have practiced a 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; 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
fully explained.

1Ty

|
' 13. Test medicinal product, method of , Name of drug produet: Desflurane/N2O
. administration, efficiency

: Dose: 6.0-7.25% (end-tidal)/N2O 60% O-
: 40%

Mode administration: inhalation

' 14. Reference substance, dose, method of Name of drug product: Alfentanil/N20
' administration, efficiency
) I Dose: 25 meg/kg then 1.5mcg/kg/min with
s & N20 60%/02 40%

_Mode administration:
intravenous/inhalation

+ 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.

r
'

1 16. Efficacy evaluation criteria : Intra-operative parameters

| e Mean and peak end-tidal desflurane and
| isoflurane concentrations required to



' 17. Safety assessment criteria

|
|
|

maintain blood pressure and heart rate
~ within 20% of baseline.

"¢ Mean and peak alfentanil infusion rate

required to maintain blood pressure and

heart rate within 20% of baseline.

.o Total alfentanil dose required.

;¢ Mean end-tidal desflurane concentration
and mean alfentanil infusion rate at the
end of anesthesia.

e Percent of patients needing bolus doses
of alfentanil, antihypertensives, or '
inotropic agents during maintenance of
anesthesia, including the dose required
and the time from induction to their
administration.

: Recovery Parameters -
e The time from cessation of the anesthetic *
agent(s) to the time the patient opens

their eyes.

‘e The time recorded in minutes from

cessation of anesthetic agents to 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 Change in p-deletion and digit

{ substitution scores from baseline (pre-

operative) for the times tested.

o The time from arrival in the recovery
room to the time the patient is able to sit,
stand, walk, tolerate oral fluids, and is
judged fit for discharge.

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

¢ Incidence and severity of nausea and
vomiting,.

e Verbal pain, visual analog pain, and
sedation scales at 30, 60, 90, and 120
minutes after surgery until narcotic
administration.

¢ Incidence of intraopetative recall

¢ Patients were to be questioned about
adverse events that occurred during the
study, including their severity (mild,
moderate or severe). The relationship to
drug was to be determined by the
investigator as either remote, possible or
I probable. Blood pressure, heart rate,
i oxygen saturation, end-tidal COz and
temperature were obtained prior to the
induction of anesthesia, at 2 minute

54
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18. Statistical methods

_19. Demographic indicators of the population study
. (gender, age, race, etc.)

L AT i rpi————— — a—n pom
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intervals from induction to incision, at 1
minute intervals for 5 minutes after
incision, and every 15 minutes until the
end of surgery. .
e Laboratory evaluations consisting of :
hematology (WBC with differential,
RBC, platelets, hemoglobin, hematocrit
and prothrombin time), serum chemistry |
(sodium, potassium, chloride, BUN,
creatinine, calcium, albumin, glucose,
bilirubin, SGOT, SGPT, alkaline !
i phosphatase and bicarbonate), and
! urinalysis (pH, specific gravity, glucose,
| protein, WBC, RBC, casts, bacteria and
|
|

crystals) were performed at admission
and post-operative period.

¢ Electrocardiogram was monitored prior
to study drug administration and if
medically indicated, prior to study
completion. !

'
|
!
i
t
1
| e e e

| Demographic data were to be summarized by

i treatment group.

|

, Efficacy: Cardiovascular function,

{ respiratory parameters, duration of
anesthesia, end-tidal desflurane
concentration, alfentanil infusion rate, as

, well as post-operative pain, sedation,

. anesthesia emergence and recovery were

'also to be presented by treatment group.

Safety: Adverse reactions were to be
summarized by severity and by body system.
Laboratory data were to be compared to the
corresponding normal ranges. Clinically
abnormal high and abnormal low laboratory
values were to be summarized by timme and
by treatment dose group.

. Desflurane/N20:
Mean age (years): 39.7

Mean weight (kg): 80.1 kg
Mean height (cm): 173 cm

‘Race (Caucasian/Black/Hispanic/Other):
27/411/1

| Sex (male/female): 19/14

. ASA status (/IVIII): 9/23/1

" Alfentanil/N20:
Mean age (years): 39.2
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' Mean weight (kg): 79.4 kg

Mean height (cm): 174 cm
-Race (Caucasian/Black/Hispanic/Other):
122/9/0/0
-Sex (male/female): 18/12 ‘
{ ASA status (I/II/II): 14/17/0 !
! ]

20. Efficiency results . Desflurane
' Anesthetic time (min): 79.7

| ' Time until (min):
f oriented to place: 8.1°
! open eyes: 9.2
; squeeze fingers: 9.8
f state name: 13.8
| state D.0.B: 14.3 .
; ready for discharge: 184
Ip=0.22
I
' Alfentanil
| Anesthetic time (min): 82.4
Txme until (min):

oriented to place: 20.0

open eyes: 8.7
, squeeze fingers: 10.1
! ' state name: 19.3
: state D.O.B: 194
, ready for discharge: 191

1 21. Safety results Frequently observed adverse events

Desflurane;
Nausea: 51.5%
Vomiting: 21.2%

' Alfentanil:
' , Nausea: 58.1%
- Vomiting: 47.1%
. 22. Conclusion (evaluation) Desflurane is a safe and effective inhalational

anesthetic for outpatient surgical procedures.
Rapid awakening and recovery from
anesthesia indicate that desflurane is a useful
anesthetic agent in the outpatient setting.

f |

: Applicant (holder of Signature: Jessica Svatek g::ﬁ:ﬂ”'i:ﬂ;? d::m
 registration certificate) Ditortin 13 3024 0 56 CaT

i Email:_jessica_svatek@baxter com (signature)
(Name)




HNonatok 30

10 [Mopsaky npoBeeHHs eKCNepTH3M peecTpaLlifiHuX Marepianis Ha Jikapebki 3aco0u,
110 MOJAKTHCS HA JIEPIKABHY peecTpaiito (nepepeectpaitiio),
a TAKOYX eKCMepTH3H MaTepiaiB Npo BHECEHHS 3MiH 110 peecTpalliifHuX Matepianis

MPOTArom il peecTpaliiiHoro noceiueH s
(nyuxr 4 po3ainy 1V)

3BIT NpO KJAIHIYHE BUNPOOYyBaHHd Ne 26

1. Hazga nikapcbkoro 3acody (3a HasBHOCTI -
HOMEP peecTpaliHHOro MocBiA4eHHs)

2. 3as9BHUK

3. BupoGuuk

4. [TpoBeaeHi AOCTIKEHHS:

1) THn nikapceKOro 3acoly, 3a IKUM MPOBOAMIACS
abo naaHyeThes peecTpaitis

5. IloBHa Ha3Ba KJIiHIYHOTO BUNPOOYBaHHS,
KOJIOBAHUI HOMEP KJIIHIYHOTO BUNPOOYBaHHS

6. Paza KNiHIYHOrO BUNPOOYBaHHA

7. llepioa npoBeieHHs KJNiHIYHOIO BUNPOOYyBaHHA

8. Kpaiuu, se nposoauiocs KiiHiuxe
BUNpoOyBaHHs

9. KinbKicTh 10C1 17Ky BAHMX

2 |pantudikauifual NW\/,

Cynpau, napu ais iHraisuii, piansa

bakctep C.A., beawbris
bakcrep C.A., Benbris

XK tak [J Hi sAKWO Hi, OOrpyHTYBaTH

Jlikapchkuii 3acib 3a MOBHHUM J0CKE
(aBTOHOMHE JIOCKE), IHILM# JliKapchKHi 3aci0,
HOBA JIil0Ya pevyoBHHA

besneka Ta epekTHBHICTB AechaypaHy
MopiBHAHO 3 ajbenTaniiom B aMOynaTopHiii
apTpocKoriuHii Ta nepudepuyHiii
oproneAHYHii Xipyprii.

1-653-10D

IND #32,363

Dasa Il

3 17 mororo 1990 p. no 30 aucronana 1990
p.

CILUA

3anyianoBana: 60—120 nauieHTis.
! mqem 10 JocaiaKenHs: 67 naiieHTis.
g 1izoBano: 67 nauieHris.

MEPEKNAR 3POGAERO
3r{AHv 3 OPKF IHANOM

AocTOBIPHICTY
NEPEKAARY 3ACBIAYYD

HinayRle n.a.\\
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10. Meta Ta BTOpUHHI LiJi KAIHIYHOTO
BUMPOOYBaHHS

11. Iu3aiin kiiHivHOro BUNpoOyBaHHs

12. OcHOBHI KpUTEPiT BKIIOYEHHS

13. locniukyBanuii TikapebKui 3acid, crnocid
3aCTOCYBaHHA, cuia Jil

14. Tlpenapart nopiBHsHHSA, 1034, crocid
3aCTOCYBaHHSA, cujia Ail

Busnauutu Gesnexy ta eeKTHBHICT
nechuypany nopiBHaHO 3 anbdeHTaHiaom
npu amOyJIaTOPHUX APTPOCKOMIYHMX Ta
nepupepuyHUX OPTONEAHYHUX ONEepaTHBHUX
BTPYYAHHSAX.

Biakpure, paHioMizoBaHe, KOHTPOJIbOBAHE,
OararolleHTpOBe, 3 Napae/bHUM JIKYBaHHAM
JOCIIIPKEHHS

o [lauieHTH, SIKMM BHKOHYIOTBCA TIAHOBI
amOysaTopHi apTPOCKOMiuHi Ta
nepudepuyHi opronenyHi Xipypriuti
BTPYUaHHS.

e CraTyc 3a WKaa00 AMEPHKAHCHKOrO
ToBapucTia avecresionoris (ATA) I, 11
abo III.

e Bixk: Bia 18 10 75 pokiB BKIHOYHO.

e CraTh: YOJIOBIKM Ta KIHKH XIpypriutHo
crepuibHi abo yepes | pik nicas
meronay3u ABO 3actocoBytoTh
cxsasieHnit FDA cnoci® koHTpauenuii
npoTtsarom octaHHix 30 auiB Ta
[OroZKYIOTHCS MPOJOBHKHTH HOIo
3aCTOCYBaHHS NPOTATOM LILOTO
KJIIHIYHOTO JOCIIAKEHHS, MaJIU
HOPMAJIbHY MEHCTPYALLIKO MPOTATOM
ocTaHHix 28 JHIB; HEraTUBHMII TECT Ha
pariTHicTs Ha XI['J1 y cevi (uyrtnusicts 50
MO/n) Bnipoaoxk 24 ronMH nepen
OMepaTUBHUM BTPYYAHHSIM.

o [lauienTH nianucyoTh iHhopMoBaHy
3roj1y MicJisi TOro, K iM MOBHICTIO
MOACHWUJIM CYTh JOCITIDKEHHS.

Haspa nikapebkoro 3acoby:
JNechnypan/N20

Ho3za: 6,0-7,25 % (nanpukinui suauxy)/N20O
60 % O2 40 %

Cnocid 3acTocyBannsi: iHraasuiiHui

Hassa aikapeskoro 3acody:
anbpentanin/N,O

Jo3za: 25 mkr/kr, notim 1,5 Mxr/kr/xs 3 N2O
60 %/02 40 %

6 3acTOCYBaHHs:
ANMHBOBEHHUN/ IHT ANl HHUH

ABocToBIPRICTD

HIRAYRIC H.B.\

MIEPEKNAR 3POBAEHO
SriAKy 3 OPHF IHANOM

NEPEKAARY 3ACBIAYYD
\
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15. CynyTtHsa Tepanis He Gyo x#oanux oOMekeHb o0
3aCTOCYBAHHS IHIIMX nepuonepauiiinux abo
nicasonepauiiHux MeauKameHTis. Yci
CYMYTHI 1penapaT, siKi 3acTOCOBYBAaJIH,

| 3aMUCYBAIM B IH/IMBILyallbHY peecTpattiiiny

| opmy.

16. Kputepii ouiHku edekTuBHOCTI InTpaonepauiiini napamerpu

e CepeaHs Ta MAKCHMaJibHa KOHLIEHTpALLis
nechaypany Ta izodaypaHy HanpHKiHII
BHAKXY, HeOOXiIHA A1 MiATPUMaHHs
apTepiaabHOr0 TUCKY Ta YaCTOTH
cepueBHx ckopoyeHsb y mexax 20 % Bia
NOYaTKOBOI'O PiBHSI.

e CepeaHs Ta MaKCMMAaJlbHa IIBUIKICTB
iHpy3ii anbdenTaniny, HeoOXiaHa s
MiATPUMaHHs apTepialbHOro THCKY Ta
YACTOTH CEPLEBHX CKOPOUYEHB Y MeMax
20 % BijA NOYATKOBOTO PiBHA.

e 3BaranbHa HeoOXinHa 103a anbheHTaniny.
CepeaHs KoHUeHTpauis aecdiaypaHy
HaNPUKIHI BUAMXY Ta Cepe/iHA
wBHAKICTb iHQY3ii anbdenTaniny B KiHLUi
aHecresii.

e Yacrka nauieHTis, sKi noTpedyoTh
GomocHuX 103 anbheHTaHiny,
AHTUTINEPTEH3UBHUX a0 IHOTPOINHUX
3acO0iB MM/l Hac MiATPUMAHHA aHecTesiT,
BKJTIOUAKOYH HEOOXIAHY /103y Ta 4ac Bij
IHLYKLLT 10 TX BBE/ICHHS.

[Mapamerpu BigHoB/IEHHSA

e UYac BiJ NpUNHHEHHS 3aCTOCYBAHHA
aHecTeTUKa(-iB) 10 MOMEHTY, KOJIH
NalieHT PO3MJIKOLIMEB 0Yi.

e Yac y XBH/IMHAX BiJ IPUITUHEHHA
3aCTOCYBaHHs aHECTE3YIOUYHMX areHTiB 10
MOMEHTY, KOJIM Nali€HT 3AaTHHA
pearyBaTH Ha KOMaHaH («CTHCHHU MOT
najblli, HA3BH CBOE iM’4 Ta Jarty
HAPOJIKEHHS»).

®  3MiHM BiJl NOYATKOBOTO piBHSA (Nepes
ONepaTUBHUM BTPYYAHHAM) OLIHOK 3a
TecTaMH Ha BHAaneHHs «P» Ta 3amiHy
uudp y 10CaizKyBaHHX YaCOBHX TOUKAX.

* Yac 3 MOMEHTY HaJIXOJKEHHS 10 NajaTH

nicasonepauiiHoro cnocTepexeHHs 10

MOMEHTY, KOJIH MALEHT MOXKEe CHLITH,

REOATH, XOIUTH, MPUIIMATH PiIMHY Yepes

PORra Morke OyTH BU3HAHMIA IPUIATHHM

yckd.  TIEpEXAAA 3POBAEHO

; 3riAHy 3 OPHF IHANON
AocToBIPHICTD

BEPEKAAAY SACBIAYYD

SR HINAYRIC ﬂ-ﬂ-\/\




17. Kpurepii ouinku 6e3nexu

18. CraTHcTHYHI METOH

[Ticnsionepauiitna norpeba y
HAPKOTHYHMX 3acobax mij yac
nepeGyBaHHs y najari
nicaAs0nepauifHoro crocTepesKeHHs.
YacroTa Ta THKKICTD HYI0TH Ta
OroBaHHs.

BepbasnbHa ouinka 6omo, BizyaabHa
aHajiorosa wkana 6omo ta BepbanbHa
wkana cepauii uepes 30, 60, 90 ta 120
XBWJIMH MICJ18 ONEPATUBHOIO BTPYUYAHHS
JI0 3aCTOCYBaHHS HAPKOTHYHOTO 3ac00y.
Yacrora npoOymKeHHs Mij yac
OnepaTUBHOIO BTPYYaHHs.

[Tauientis noTpibHo 6yno onuraTtu nMpo
HeDaxcaHi ABMILA, 1110 BUHUKIIH TiJ1 Yyac
JOCIIKEHHS, BKJIKOYAIOUH iX CTYMiHb
TSOKKOCTI (J1erki, nomipHi abo TamxKi).
B3aeMo3B'130K i3 npenapaTom BU3HAYaBCs
JIOCJIHUKOM K BiZUIaN€HUH, MOMKITHBHIA
a0bo iMoBipHMIH. ApTepianbHuii THCK,
YacTOTy CEPLEBUX CKOPOHEHb, CATYpPALliio
kucHem, CO2 HaNpUKIHI BUAKMXY Ta
TEMIEPATYPy BUMIPIOBAIH A0 IHAYKLIT
aHecTesil, 3 iHTepBaJOM Yy 2 XBHJIMHH Bij
iHYKUiT 10 po3pi3y, 3 inTepBaiom B |
XBHJIMHY MPOTATOM 5 XBHIIHH Miics
pozpi3y Ta KOXHi 15 XBUIKH /10 KiHUS
XipyprivuHoOro BTpy4aHHs.

JlaGopaTopHi A0CAIIKEHH S, 11O
CKJIAJIAKOThCS 3 reMaToorii (JIEHKOLMTH,
nefikountapHa Gopmya, epUTPOLIUTH,
TPOMOOLMTH, reMorno0iH, reMaToOKpHT i
nporpomOiHOBHIt yac), GioxiMiYHOTO
aHasi3y CMpOBaTKHM KpoBi (HaTpiii, kanii,
XJIOPU/IH, a30T CEHOBUHU KPOBI,
KpeaTuHiH, Kanbiii, aneOyMiH, rinokosa,
Oinipy6in, ACT, AJIT, nyxna docdarasza
Ta GikapOonar) Ta ananizy ceui (pH,
NMUTOMA Bara, rioKo3a, 61710k, 1eHKOLMTH,
EPUTPOLIMTH, LIMITIHAPH, OakTepil Ta
KPHCTAIN) BUKOHYBAJIM [1i/1 4ac
rocritanizauii Ta y nicisonepauiiHomy
nepio/i.

Enextpokapaiorpamy KOHTPOIOBAIM /10
BBE/ICHHS J0CIiUKYBAHOrO npenapary Ta,
3a HasiBHOCTI MEIMYHMX IOKAa3aHb, /10
3aBEpLUCHHS JOC/iPKEHHA.

‘Ii TIEPEKNAA 3POBAEHO
T Cafllm;ﬂm*f ﬂgm
- RoctoBiPHIC

n:bsnnauv 3ACBIAYYD

Kouaed H.B. |



19. Jlemorpadivni noKazHUKH A0CTIKYBAHOT

nonyasuiil (crath, BiK, paca, TOIO)

20. Pesynbrarn epeKTHBHOCTI

pecnipaTopHi napameTpH, TpUBaicTh
aHecTe3il, KOHUeHTpaLis aechaypany
HANPUKIHL BUAUXY, WBHAKICTD iHDY3iT
anb(heHTaHiNy, a TAKOXK nicasonepaiiiHui
Oinb, cenanis, npoOyKeHHs Micis aHecTesil
Ta BiIHOBJICHHS TAKOJK MOBMHHI Oy/u OyTH
[pe/ACTaB/IeH] 3a rpynamMu JiKyBaHHs.

Besnexa: [ToGiuni peakuii y3araasHiosanu 3a
CTyNEeHeM TSHKKOCTI Ta 32 CHCTeMaMH
opraxizmy. JlaGopatopHi aani nopisHioBasu 3
BiIMOBITHUMH 3HAYCHHAMM /1iana3oHy
Hopmu. KitiHiuHo aHOMabHO BHCOKI Ta
aHOMAabHO HU3bKI J1a00PaTOPHI NMOKAZHMKH
y3arajibHIOBAJIMCA 3a 4ACOM Ta 3a rpynamu
JKYBaHHSI.

Jechaypan/N20:

Cepenniit Bik (pokis): 39,7
Cepennst maca Tina (kr): 80,1
Cepenniit 3pict (cm): 173

Paca (eBponeoinna/nerpoiaxa/
naruHoaMepuKanii/inma): 27/4/1/1
Cratb (4onoBiku/xinku): 19/14
Cratyc ATA (I/1I/ TIT): 9/23/1

Aabpentanin/N20:

Cepenniii Bik (pokis): 39.2

Cepenns maca tina (kr): 79.4
Cepenniii 3pict (cm): 174

Paca (eBponeoinna/verpoiana/ inia):
22/9/0/0

Crarb (YonoBiku/xinku): 18/12
Craryec ATA (I/1I/111): 14/17/0

ecthaypan

Yac anecresii (x8): 79,7

Yac no (xB):
opieHTyBaHHs y Micui: 8,1°
BIAKpUBaHHA o4eil: 9,2
CTUCKAHHs najbiis: 9,8
3aTHOCTI Ha3BaTH im’si: 13,8
3ATHOCTI HA3BATH JIaTY HAPOUKEHHS:
14,3
MPUAATHOCTI 10 BUNIMCKU: | 84

“p=022

AabdenTanin
Yac anecresii (x8): 82,4
malac 710 (XB):

AT O PICHTYBAHHSA Y

w. e
> RYKPHBAHHSA O ; AR 3POBAEHO

.‘.lCKaHHﬂ nasblij Pog ' 2:?E:gan°.
WEPEKAARY 3ACBIAWYD

Kinaypic H.B.\\

; .l:“-. InenTudiauiinmii xog ('\/ ".._
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3JATHOCTI Ha3BaTH im’'si: 19,3
3[aTHOCTI HAa3BaTH JIaTy HAPOLKEHHA:
19.4

MPpUAATHOCTI A0 BUNHCKH: 191

21. Pesynbratu Ge3neku Yacro cnocrepe:kyBani HebazkaHi sBHIIA

[Hecdnypan:
Hypora: 51,5 %
bmosanns: 21,2 %

AnbbenTanin:
Hynora: 58,1 %
Barosauns: 47,1 %

22. BUCHOBOK (3aK/TI04eHHs) Hechnypan — Ge3neynnii Ta epekTHBHHIA

3asBHUK (BJACHHMK
peecTpaliifHoro
MOCBIYEHHS)

IHransWiHHUIA aHecTeTHK /U1 aMOy1aTOpHUX
Xipypriunux npoueayp. llsuake
npoOyAXKeHHs Ta Bi AHOBJICHHS Mic/s
aHecTe3il BKa3ylOTh Ha Te, o AecduypaH €
KOPHCHHUM QHECTETUKOM B aMOynaTopHUX
yMOBaXx.

Hignuec: /Ixeccika CpaTek
Enextponnwmii nignue: /bxeccika Cparex

ITincrasa: 5 3aTBep/KyIO Ueil JOKyMeHT
Jara: 17.01.2024 08:36 CST

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

(I.1. B.)

MTEPEKNAA 3POGAEHO
3rIAKG 3 OPHTr IHANOM

AoCTOBIPHICTD
REPEKAAAY 3ACBIAYYD

Himaseic 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 27

1. Name of medlcmal product (if avallable number | Suprane, Inhalatton Vapour, Liquid .
‘of registration certificate): :
i

2. The applicant l Baxter SA Belglum
!
| 3. Manufacturer Baxter SA, Belgium
| 4. the undertaken study: I R | yes | O no l if not explain '
II : | : : !
..... - ap— - - ' " - -_I ul - ! '
-~ = '
I i
] - - = '
:
‘ 1) the type of medicinal product for which the : Medicinal product with complete dossier
reglstratlon was made or planned (stand-alone dossier), other medicinal

, product, new active substance

| .
" 5. Full name of clinical research, coded number of  The Safety and Efficacy of Desflurane vs.

clinical research Propofol for Outpatient Arthroscopic and
Peripheral Orthopedic Surgery

1-653-10E '

i ID #32,363

6. Phase of clinical research Phase II
: 7. Time frame of clinical research 2 Jan 1990 — 8 Mar 1991
- 8. Countries where the clinical research was United States
' conducted ;
|
* 9. The number of persons under investigation: Planned: 160 subjects

. Enrolled: 166 subjects
 Analyzed: 166 subjects

!_ S - - .- - -

i 10. Purpose and secondary objectives of the clmlcal , To evaluate the safety and efficacy of

: research 1 desflurane versus propofol with and without
? nitrous oxide in patients who underwent
! - . . - - R

—_— = - - - - - e —— -




i 1 1. Clinical research design

- ———— o ——— m

_elective outpatient arthroscopic and
peripheral orthopedic surgical procedures.

' Randomized, multi-center, open-label,

parallel treatment, controlled study.

12. Main inclusion criteria

l

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

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

I
—_ ————— e = = = — . Jpu—,
i
1
4

* Patients undergoing elective outpatient
© arthroscopic and peripheral orthopedic
i surgical procedures.

.o ASA status: [, II or III.

E e Age: 18 and 75 years, inclusive.

‘e Sex: men or women (who fulfill the

; following criteria): women who are

i surgically sterile or | year post-

' menopausal OR woman who have
practiced a 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;

(sensitivity of 50 IU/L within 24 hours

prior to surgery) .
1

 Name of drug product: Desflurane

Dose: A conventional inhalational mask
*induction was to be used with patients
initially administered 3.0-3.6% desflurane

had a negative urine HCG pregnancy test

with either 60% nitrous oxide (Group III) or

in 100% oxygen (Group 1V) . As the patient

spontaneously took 2-3 breaths, the
concentrations of desflurane was to be
increased in 3% increments until loss of
consciousness occurs. Patients were to

receive 1.5 mg/kg of succinylcholine IV and

subsequently intubated
Mode of administration: inhalation
Name of drug product: Propofol

Dose: Propofol Induction (Groups I and II)
Propofol 2.5 mg/kg was to be given IV to
induce loss of eyelash reflex. If needed,
additional propofol was to be given. The

, dosage of propofol was to be decreased in
i elderly, debilitated, hypovolemic and/or

" ASA III patients. Patients were to receive 1.5

mg/kg of succinylcholine IV and
subsequently intubated.
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Mode of administration: intravenous

15. Concomitant therapy , There were to be no restrictions on other '
 peri-operative or post-operative medications
' used. All concomitant medications given
 were to be recorded on the appropriate case |
' report form. T

16. Efficacy evaluation criteria

[ et - - R —

Anesthesia Induction Parameters

e For desflurane patients the time to loss of
consciousness (defined as the time from
placement of the mask to the time the .
patient loses both lash reflex and
response to verbal command) and the :
end-tidal concentration required.

» For desflurane and propofol, the quality
of induction (airway reflexes, pain on
induction), incidence and duration of '
apnea, incidence of spontaneous
movement, excitation, purposeful
movement and myoclonus.

Anesthesia Maintenance Parameters

- e Mean and peak end-tidal desflurane

! ; and isoflurane concentrations

! ? required to maintain blood
pressure/heart rate within 20%
baseline,

| e Mean and peak propofol infusion rate

\ ' required to maintain blood

! . pressure/heart rate within 20%

! ' baseline,

| . e Total propofol maintenance dose.

. e Mean end-tidal desflurane
concentration and mean propofol
infusion rate at the end of anesthesia. .

s Percent of patients needing fentanyl,
antihypertensives, or inotropic agents
; . during maintenance of anesthesia,
‘ including the dose required and the
time from induction to their
: administration.

I
T
|
|
i
|
|
i
+
!
!
i
H
3
|
!
|
i
i

* Recovery Parameters

} ¢ The time from cessation of the anesthetic
¢ agent(s) to the time the patient opens
their eyes.

-»  The time recorded in minutes from

" cessation of anesthetic agents to the time
at which the patient is able to respond to




17. Safety assessment criteria

commands (squeeze my fingers, state
your name and give your date of birth)
Change in P-Deletion and Digit
Substitution scores form baseline (pre-
operative) for the times tested.

The time from arrival in the recovery
room to the time the patient is able to sit,
stand, walk, tolerate oral fluids, and is
judged fit for discharge.

The post-operative narcotic or opioid
requirements in the recovery room.
Incidence and severity of nausea and
vomiting.

Verbal pain, visual analog pain, and
sedation scales at 30, 60, 90, and 120
minutes after surgery.

Incidence of intraoperative recall.

Patients were questioned about adverse
events that occurred during the study,
including their severity (mild, moderate

or severe). The relationship to study drug '

!

was to be determined by the investigator |

as being either remote, probable or
possible, Blood pressures, heart rate,
oxygen saturation, end-tidal CO; and
temperature were obtained prior to the
induction of anesthesia, at 2 minute
intervals from induction to incision, at 1
minute intervals for 5 minutes after
incision, and every 15 minutes until the
end of surgery.

Laboratory evaluations consisting of
hematology (WBC with differential,
RBC, platelets, hemoglobin, hematocrit,

and prothrombin time), serum chemistry

(sodium, potassium, chloride, BUN,
creatinine, calcium, albumin, glucose,
bilirubin, SGOT, SGPT, alkaline
phosphatase and bicarbonate), and
urinalysis (pH, specific gravity, glucose,
protein, WBC, RBC, casts, bacteria and
crystals) were performed at admission
and post-operative period.
Electrocardiogram was monitored prior
to study drug administration and, if
medically indicated, prior to study
completion.

66
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'I 18. Statistical methods Demographic data was summarized by
i _treatment group.

' Efficacy: Vital signs, respiratory parameters,

' time to loss of consciousness, duration of

"anesthesia, time to open eyes, time to '

| respond to command, time from arrival to

| recovery room to time patient is sitting,

| standing, walking, drinking, time to judge fit .

i for discharge, the pain evaluation, inspired

. agent concentration, end-tidal agent

concentration, propofol infusion rate and

 memory of induction were also presented by

; treatment group. |

!

: Safety: Adverse reactions were summarized |

| by severity and by body system. Laboratory
data were compared to the corresponding

I normal ranges. Clinically abnormally high '

[

|

!
1
i
t

and abnormally low laboratory values were
I summarized by time and by treatment group. !
l 19. Demographic indicators of the population study ~ Propofol-Desflurane/N20: i
 (gender, age, race, etc.) I Mean age (years): 33.8
‘ » Mean weight (kg): 78.7 kg E
; ' Mean height (cm): 172 cm :
Race (Caucasian/Black/Hispanic/Other):
37/5/0/0
ASA status (I/I1): 27/15

' Propofol-Propofol /N20: '
Mean age (years): 30.9

, Mean weight (kg): 74.3 kg

Mean height (cm): 172 cm

Race (Caucasian/Black/Hispanic/Other):

34/4/1/2

ASA status (I/I1): 31/10

Desflurane/N20-Desflurane/N20
Mean age (years): 35.5
Mean weight (kg): 75.9 kg
! Mean height (cm): 173 cm
i Race (Caucasian/Black/Hispanic/Other):
. 36/6/0/0
ASA status (I/11): 32/10

Desflurane/Oz-Desflurane/O: ,
'Mean age (years): 32.1
'Mean weight (kg): 83.2 kg
' Mean height (cm): 177 ¢cm
Race (Caucasian/Black/Hispanic/Other):
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i 40/0/0/1

. ASA status (I/II): 36/5

|- R A

| 20. Efficiency results ' Induction Period

- Time to loss reflex (min): N/A (A, B); 2.73

1(C);3.38 (D)

§Time to loss to response to command (min):

IN/A (A, B); 2.73 (C); 3.49 (D) ;

: End-tidal conc. of (I-653): N/A (A, B); 6.89

1(C); 8.20 (D)

'Duration of apnea (sec): N/A (A, B); 60.00

| (C); 48.45 (D)

' No. of patients with spon. movement (%):

128.6 (A); 14.6 (B); 33.3 (C); 56.1 (D) I
Excitation: 9.5 (A); 2.4 (B); 52.4 (C); 51.2

(D)

| Purposeful movement: 9.5 (A); 9.8 (B); 19.0 !

H(C); 17.1 (D)

: Apnea: 71.4 (A); 58.5 (B); 23.8 (C); 34.1 (D)

! Maintenance Period

. Duration of anesthesia (min): 65.9 (A); 69.3
(B); 79.1 (C); 73.1 (D) ~
: Mean end-tidal conc. (%): 5.69 (A); 0 (B);
16.12(C); 6.67 (D) '

- Emergence Period
Time to (min):
Open eyes: 9.3 (A); 9.8 (B); 9.2 (C); 7.5 (D)
.Squeeze fingers: 10.5 (A); 11.0 (B); 8.6 (C);
7.8 (D)
State name: 11.3 (A); 11.5 (B); 10.2 (C); 8.6
(D)
! . Tell D.O.B: 11.5 (A); 11.9 (B); 10.3 (C); 8.6
(D)
Oriented: 8.0 (A); 6.0 (B); 10.7 (C); 7.8 (D)
Fit for discharge: 150.4 (A); 133.9 (B); 197.5
' (C); 145.0 (D)

. 21. Safety results Frequently observed adverse events

Propofol-Desflurane/N2Q:
Nausea: 40.5%
Vomiting: 16.7%

, Nausea: 14.6%
Vomiting: 7.3%

Desflurane/N>0O-Desflurane/N>O
Nausea: 57.1%

!
1
li , Propofol-Propofol /N2O:
!
1
i
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Vomiting: 42.8%

Desflurane/Q»-Desflurane/O>
Nausea: 46.3% !
: Vomiting: 16.5% !

——— - ———— = ¢ e ——— - —————— e ——— - .- - - - —_ -t

22. Conclusion {evaluation) TDesﬂurane is safe and effective inhalational
' anesthetic for outpatient surgical procedures. .
' Rapid awakening from anesthesia indicate |
 that desflurane may be a useful agent in the i
' outpatient setting.

Elsctronically signed by: Jessica

registration certificate) Signature: Jessica Svatek  Sask T ——
Data: lan 17 202 ¥

Email: jessica_svatek@t:ﬁ(ter.c)om
ame

l
Applicant ¢holder of
\




Jlonarok 30

10 Topsaky npoBeieH s eKCrepTH3n peecTpaliiiHuX MaTepiais Ha Jikapebki 3aco0u,
L0 NMOAAOTHCS HA JIEPIKABHY PeecTpallito (nepepeecTpaiio),

a TAKOXK eKCIIePTH3KW MaTepiaiB Mpo BHECEHHS 3MiH [0 peecTpalliiHuX MaTepiais

MPOTAroM il peecTpauiiHoro nocsia4eHHs
(nyukrt 4 po3ainy IV)

3BiT npo KiaiHiuxe BunpoOyBanus Ne 27

1. Ha3zea nikapcbkoro 3aco0y (3a HasiBHOCTI -
HOMEp peecTpaLiHHOro NOCBiYeHHs)

2. 3aaBHHK

3. Bupobuuk

4. I1poBeneHi A0CTIKEHHS:

1) Tun nikapchkoro 3acofy, 3a sKMM MPOBOINIACS
abo nuaHyeTbes peecTpaitis

5. [MoBHa Ha3Ba KJIIHIYHOTO BUNIPOOYBaHHS,
KOJOBAHWI HOMEP KJITHIYHOrO BUIpoOyBaHHs

6. Paza KJIiHiYHOro BUNpoOyBaHHs
7. INepioa npoBeaeHHs KIIHIYHOIO BUNPOOyBaHHs

8. Kpaiuu, ae npoBoaniocs KiiHiuHe
BUNPOOYyBaHHs

9. KifbKicTb 10CHIKYBaHHX

Cynpan, napu s iHraasiuii, piansa

bakctep C.A., beabris

bakcrep C.A., benbris

K rak [0 Hi AKWO Hi, OOrpyHTYBaTH

JlikapchkHii 3aci0 3a MOBHUM 10CKE
(aBTOHOMHE J10ChE), IHLIHI JiKapchKHii 3acid,
HOBA Jlil04a peYOBMHA

besneka Ta egexTuBHicTs nechaypany
nopiBHiAHO 3 nporodosoM B amOynaTopHii
apTpockonivuHiii Ta nepudepuuHiii
OpTONeAHYHIi Xipypril.

[-653-10E

ID #32,363

®asza |l

3 02 ciunst 1990 p. no 08 Gepesus 1991 p.

CLIA

Janaanosana: 160 nauieHris.
Bruroueni go gocaiukenns: 166 nauieHris.

Tl poananizosano: 166 nauienris,

10. Mera Ta BTOPUHHI LTI KJITHIYHOTQFAY,
BUNpoOyBaHHA

- ‘Wuauiﬁﬂlﬂﬁ “M’-‘:}.‘.
S 38002596
R Ned

3ifaMgunTy Gesneky Ta ARTBPOBNEHQ

\GM pany nopisnadd 4 hiperd I#ANON
1B azoty Ta Ges ARG K €iEb

REPEKAARY 3ACBIAYYD

Hinayeic H.B.

Y
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SIKUM BUKOHYIOTLCS TUIAHOBI amOynaTopHi
apTpocKoniyHi Ta nepudepuyni oproneMuHi
ONEepaTHBHI BTPYYAHHS.

1 1. JIu3aiin kniHiyHOro BUnpoOyBaHHs Panpomizopane, GararoueHTpoBe, BiIKpUTE, 3
napaJjieJibHMM JIiKYBaHHAM, KOHTPOJIbOBaHe
JOCIIIZKEHHS!.

12. OcHOBHI KpHTEPIT BKJIKOYEHHS e [lauieHTH, AKHM BUKOHYIOTHCS NIAHOBI
amMOyaTopHi apTpOCKOINivHi Ta
nepudepuyHi opToneaAHYHi Xipypriusi
BTPYYaHHS.

e (Craryc 3a mKanow AMEPHKAHCKOIO
tosapucTia aHecresionoris (ATA) I, 11
abo I11.

Bik: Bix 18 10 75 pokiB BKJIIOYHO.

e CraTh: 4OJIOBIKH Ta XKiHKH (sKi
Bi/INMOBIAAIOTH HACTYNHUM KPHTEPisiM):
WIHKH, AKi € XIpypriyHO CTEPHILHUMH
abo uepes 1 pik nicas menonaysu ABO
JKIHKM, AKi 3aCTOCOBYIOTH cXBasieHi FDA
METO/M KOHTPALIETILIT POTATrOM OCTAHHIX
30 gHiB Ta MOrOHKYIOTLCS MPOIOBKUTH
HOro 3aCTOCYBaHHS MPOTATOM LIOTO
KITHIYHOTO JOCHiKEeHHS: Mali
HOpMaJIbHY MEHCTPYaILitO MPOTAroM
ocTaHHIX 28 JHIB; HEraTUBHUH TECT HA
BariTHicTh Ha XI'JI y ceui (4yTauBicTh
50 MO/n) Bripotossk 24 roauH nepen
ONMEepPaTUBHUM BTPYYAHHAM.

13. JlocnipkyBaHuii JlikapcbKuid 3aci, crnocid Hazspa nikapcebkoro 3acoby: Jlechnypan

3aCTOCYBAHHA, cHla il
Jlo3a: 3Buuaiina iHyKLis yepes iHraaauiiny
MACKY: CIIOYATKY MauicHTaM 3aCTOCOBYBAJIH
3,0-3.6 % nechaypany 3 60 % 3akucy azoty
(rpyna III) a6o 3i 100 % kucHio (rpyna [V).
[Ticnsa komHUX 2—3 CNOHTAHHUX BAMXIB
naiieHTa KoHLeHTpailito aecduypany
30inbLyBanu Ha 3 % 10 BTPATH CBIJOMOCTI.
[Totim micas 1,5 mr/kr cykumHinxoniny /s
naiieHTiB iHTYOyBasn.

Cnoci6 3acTocyBaHHs: IHraAsHHAA
14. lNpenapat nopiBHsAHHI, 1034, cnocid Hasga aikapeskoro 3acoby: [1ponodon

3aCTOCYBaHHS, cHiia il
Iloaa. [HJ].yKIliﬂ nponodosom (rpynu I 1)

. POy SMCHIIYBGEH NELISTISPNT | HANON
g AOCTOBIPRICTD
NEPEKAARY SACBIAUYD

g



MOXHUJIOTO BiKy, ociabieHuM nawieHTam, npu
rinososiemii Ta/abo npu cratyci ATA 111
[Ticns 1,5 Mr/kr cyKuUMHIIXONIHY B/B
nauieHTiB iHTYOyBaau.

Cnoci6 3acTocyBaHHs: BHYTPILIHBOBEHHHHA

15. CynytHs Tepanis He Gy #oanux oOMexKeHb 11010
3aCTOCYBaHHA iHIIMX nepHonepauiiHux abo
nicasonepariiHuX MeAnKaMeHTiB. Yci
CYTYTHI NpenapaTH, sKi 3aCTOCOBYBAJIH,
3aMKUCYBAJIH B 1HIMBIyalIbHY peecTpailiity
dopmy.

16. Kpurepii ouinku edpexTuBHOCTI [Mapamerpu iHaykuii aHectesii

e JlnsA nauieHTiB, AKUM 3aCTOCOBYBAJIH
nechypaH — yac 10 BTPaTH CBIIOMOCTI
(BM3HAYAETHLCS SIK YAC BiJL HAKIAAAHHS
MacCKH /IO MOMEHTY BTPATH BiiiKoBOro
pedrekcy Ta BiACYTHOCTI peakilii Ha
CJIOBECHY KOMaHJy) Ta HeoOXiaHa
KOHLIEHTPALlisi HAMPHUKIHLI BUANXY.

e Jlns nauieHTiB, AKUM 3aCTOCOBYBAIH i
necaypan, i nponodon — AKicThb IHAYKLUIT
(auxanbHi peduiexcu, Oib npu iHAYKLIT),
YacToTa Ta TPUBAJIICTh AMHOE, 4acToTa
CNIOHTAHHUX PYXiB, 30Y/IKEHHS,
LIJIECTIPAMOBAHHX PYXiB 1| MIOKJIOHYCY.

[Tapamerpu nigTpuManHsa aHectesil

e (CepejHi Ta MAKCHMaJbHI KOHLIEHTpALLiT
aechaypany Ta izodaypaHy HanpuKiHLi
BHAMXY, HEOOXiAHI A5 MATPUMAHHSA
apTepianbHOr0 TUCKY/4aCTOTH CepLEBHUX
ckopoveHb y mexkax 20 % sin
MOYaTKOBOrO PiBHSI.

e CepeaHsi Ta MAKCHMAJIbHA LUBUIKICTD
iH(py3iT nponodoiy, HeoOXiaHa 113
MiATpUMaHHS apTepiaibHOro
THUCKY/4aCTOTH CEPLEBUX CKOPOUEHb Y
mexax 20 % BiJl MOYATKOBOIO PiBHA.

e 3aranbHa MiATPUMYBaIbHA 1032
npomnodgony.

e CepenHsi KOHUEHTpauis aechaypany

HAINPUKIHLI BUMXY Ta Cepe/iHs

WBHJKICTh iH(Y3iT nponodony B KiHLi

aHecresii.

UacTka nauieHTis, ki notpedyoTh

N TOCYBaHHS anb(peHTaHiny,

‘ '_ rmepTemuBHn ommx
§ RXWOIB N yac nuﬂq%%gﬁ}&? REHO
-wf HARGM

«KPATIA NT[» X
OCIOBIPHICH’

N laenTuikauinmii wog |
\G %, 38002596 REPENAAAY 3ACBIAYYD
Hinaveis H,B. \\




17. Kputepii ouinku Ge3neku
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BKJIIOHYAKOYH HeoOXiIHY /103y Ta yYac Bij
IHAYKLIT 10 TX 3aCTOCYBAHHS.

[MTapameTpu BiiHOB/JIEHHS
L]

Yac Bij npUrMHEHHS 3aCTOCYBAHHSA
aHecTeTHKa(-iB) 10 MOMEHTY, KOJIH
Mauie€HT pO3IUIKOLLMB OYi.

Yac y XBHAUHAX Bi/l NPHUITHHEHHS
3aCTOCYBAHHA AHECTETHKIB areHTIB 10
MOMEHTY, KOJIH NaLi€HT 34aTHHi
pearyBaTi Ha KOMaHau («CTHCHH MOT
najblli, HA3BM CBOE iM’s Ta JaTy
HAPOJIKEHHA).

3MiHM BijI MOYaTKOBOTO piBHs (nepea
OnepaTUBHUM BTPYYAHHSM) OLIIHOK 3a
Tectamu Ha BuaaneHus «P» ta saminy
uHdp y A0CHIUKYBAHUX YaCOBUX TOYKAX.
Yac 3 MOMEHTY HaJIXO/UKEHHs 10 nanaT
nicasonepaniiHoro cnocTepekeHHs 10
MOMEHTY, KOJIM MaLiEHT MOXKE CHITH,
CTOSITH, XOJUTH, MPHIHMATH PIAMHY uepes
poT Ta Moke OyTH BU3HAHHI NPUIATHUM
JI0 BUTTHCKH.

[Ticnsionepauiiina norpeda y
HApPKOTHYHMX 3acobax mij yac
nepeCyBaHHs y nanari
Mic/s0nepauiiHOro CrnocTepesKeHHs.
YacToTa Ta TSKKICTh HYAOTH Ta
OnoBaHHs.

Bepbanbha ouinka Goto, BizyanbHa
aHajorosa wkana 600 ta epbanbHa
wkana cenauii yepes 30, 60, 90 ta 120
XBHJIMH T1iCJis ONEPaTUBHOIrO BTPYYaHHS.
Yactora npoby/pKeHHs 11 yac
OMEPaTUBHOIO BTPYYAHHS.

[MTauienTiB notTpidHo Gyn0 ONMUTATH NPO
HebaskaHi ABUIIA, 1110 BHHHKJIH MiJ Yac
JOCTIZKEHHS, BKIIOYAOUH 1X CTYMiHb
TsKKOCTI (J1erki, momipti abo TsxKi).
B3aemo03B'a30K i3 npenapatom BU3HauaBcs
JOCIAHMKOM K Bi/L1aJIeHHit, MOJKIIHBHI
abo UMoBipHMIi. ApTepiaibHHii THCK,
YacTOTY CEPLIEBUX CKOPOYEHb, caTypauito
kucHem, CO2 HanpukiHuUi BUAKXY Ta
TEMIEepaTypy BUMIPIOBAIIM 10 IHAYKILT
aHecTesii, 3 iHTepBaoM y 2 XBWIHHHU Bijl
THAYKUIT 10 po3pi3y, 3 iHTepBaioM B |
XBHJIMHY NPOTATOM 5 XBHIIHH TTic/s

R, PO3pisy Ta KOkKHI 15 XBUAMH 10 KiHls

AXIpypriqyHoro Brpyy4aHHs.

‘ aGopatopii nociPkEREN S 3POBAEHO
- Sgknanaiothes 3 redTbABwiid ORNE L #ANON
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18. CratucTUYHI METO U

19. Jlemorpadyiuxi nokazHUKK A0CHIKYBAHOT
nonyJasuii (crare, BiK, paca, TOLLO)

74

neiikountapua Gopmyia, epUTPOLIMTH,
TpoMOOLMTH, reMorno0iH, reMaToKpUT i
nporpoMOiHOBHI Yac), HioXiMiYHOTO
aHallizy CUpOBATKH KpOBi (HaTpiil, Kai,
XJIOPH/IH, 830T CEHOBHHH KPOBI,
KpeaTuHiH, KaibLii, ane0yMiH, rimokosa,
Ginipy6in, ACT, AJIT, nyxna docharaza
ta OikapOoHat) Ta ananisy ceui (pH,
MUTOMA Bara, rioKo3a, OUIOK, TeHKOIMTH,
EPUTPOLIMTH, LIMITHAPH, DakTepii Ta
KPUCTAJIH) BUKOHYBAIH MiJl 4ac
rocmitasizauii Ta y nicasonepauiiHomy
nepioi.

e Enekrpokapaiorpamy KOHTPOJIOBAIH 10
BBEACHHA J0C/IUKYBaHOTO Npenapary Ta,
3a HAsiBHOCTI MEIMYHUX 10Ka3aHb, 10
3aBEePIICHHS 0CIIIIPKEHHS.

Jlemorpadiuni gaHi yzaraabHIOBAIM 3a
rpyrnamMu JiiKyBaHHS.

EdexTuBnicTb: OCHOBHI MOKa3HUKH
KMTTEBO BaXUIMBUX QyHKUIN, napameTpu
JIMXaHHs, Yac JI0 BTPaTH CBiIOMOCTI,
TPHUBAIICTh AHECTE3IT, HAC 10 BIAKPHTTA OUeH,
Jac /10 BiAMOBIAI HA KOMaHy; Yac Bil
HA/IXO/PKEHHS J10 NajaTH ricasonepauiioro
CMOCTEPEIKEHHS 0 MOMEHTY, KOJIM NAL[i€HT
MOKE CH/LITH, CTOATH, XOAUTH, NMPUHMATH
piAMHY Yepes poT Ta Moke OyTH BU3HAHMIA
MPUAATHUM 10 BUITUCKH; OLIIHKA Ooto,
KOHLIEHTpALLisi BAHXYBAHOTO 3ac00y,
KOHLIEHTpaLLisi 3ac00y HaNpPUKIHLL BAWXY,
wBMAKICTE iHhY3iT nponodony Ta nam'sate
Npo iHAYKLiO Takoxk Oynu npeacTasieHi 3a
rpyrnamMm JiKyBaHHS.

besneka: [MoGiuni peakuii yzaraabHoBaiM 3a
CTYNEHEM TAKKOCTI Ta 338 CUCTEMAMM
opraHizmy. JlaGopaTopHi faHi NOPiBHIOBAIH 3
BILMOBIAHMMM 3HAYEHHSIMM Jlianasoxy
HopmH. KiliHi4HO aHOMA/ILHO BHCOKI Ta
AHOMAJIbHO HU3bKI 1a00paTOPHI NOKA3HUKH
y3arajibHIOBaJIMCS 32 4acOM Ta 3a rpynamu
JIKYBaHHS.

Iponodon—/Tdechaypan/N20:
Cepenniii Bik (pokis): 33,8
Cepennsa maca tina (kr): 78,7
Cepenaniii 3picT (cm): 172

=Waca (eBporeoinHa/HerpoinHa/

RrHoamepukan/inud)E PEASANA 3POBAEHO

\Calrye ATA (VI1): 238§AHv 3 OPHF | HANON

AocToBliPHICTD
REPEKAARY 3ACBIAYYD

Hinayele H.B.\\



20. PeayabraTi e(heKTUBHOCTI

ITponogoa-IIponodoa /N20:
Cepenniii Bik (pokis): 30.9
Cepenns maca Tina (kr): 74.3
Cepenniii 3pict (em): 172

Paca (eBponeoinHa/nerpoinna/
naTuHoaMepHKaHui/inwa): 34/4/1/2
Craryc ATA (I/11/): 31/10

Jechaypan/N20-/decaypan/N20:
Cepenniii Bik (pokiB): 35.5

Cepenns maca Tina (xr): 75.9
Cepenniii 3pict (cm): 173

Paca (eBponeoinna/verpoinna/
JaTuHoaMepHKaHi/iHwa): 36/6/0/0
Craryc ATA (I/11/): 32/10

JMecaypan/O2-dechaypan/O2:
Cepenniii Bik (pokis): 32.1
Cepenns maca Tina (kr): 83.2
Cepenaniit 3pict (cm): 177

Paca (eBponeoiaHa/verpoiana/
JaTMHOaMepuKaHLUi/iHwa): 40/0/0/1
Cratyc ATA (I/11/): 36/5

ITepioa inay kil

Yac no srpartu peduexcy (xs): H/J1 (A, B);
2,73 (C): 3,38 (D).

Yac /10 BiICYTHOCTI BIAMNOBI/1i HA KOMAaHY
(xB): H/IT (A, B); 2,73 (C); 3,49 (D).
Konuenrpauis [-653 HanpukiHili BUAKXY:
H/J1 (A, B); 6,89 (C); 8,20 (D).

Tpusanicte anHoe (cex): H/L (A, B): 60,00
(C); 48.45 (D).

YacTka naui€HTIB 3i CNIOHTAHHUMH PyXaMH
(%): 28,6 (A); 14,6 (B): 33.3 (C): 56,1 (D).
36ymxenns: 9,5 (A); 2,4 (B); 52.4 (C); 51,2
(D).

Llinecnpamorani pyxu: 9.5 (A): 9.8 (B); 19,0
) A7,1.(D)

Annoe: 71,4 (A); 58,5 (B): 23.8 (C); 34.1 (D).

ITepioa nixrpumanus

Tpusanicte anecresii (xB): 65,9 (A); 69,3 (B);
79,1 (C); 73,1 (D).

CepeaHs KOHLUEHTpallis HaMPHKiHIL BUAHXY
(%): 5,69 (A); 0 (B); 6,12 (C); 6,67 (D).

Iepioa npobyxenus

v, 14C 10 (XB):
g Biakpusants ouei: 9,3 (A): 9.8 (B): 9,2 (C);

1% (D). .
Y g
AoctosiphicTp
REPEKAARY 3ACBIAYYD

Homareic 0B, |
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N
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(C): 7,8 (D).

3narHocti Hassatu im's: 11,3 (A); 11,5 (B):
10,2 (C); 8,6 (D).

34aTHOCTI HAa3BaTH ATy HapojukeHHs: 11,5
(A); 11,9 (B); 10,3 (C); 8,6 (D).
Opienrysanns: 8,0 (A); 6,0 (B); 10,7 (C); 7,8
(D).

[MpuaarHocti 1o Bunucku: 150,4 (A); 133,9
(B); 197.5 (C); 145,0 (D).

21. Peaynbratu Gesneku Yacro cniocrepe:kyBani Hebazkani sBHa

[Iponodon—/lechaypan/N,O:
Hynora: 40,5 %
bmosanus: 16,7 %

[Tponodon-Ilponodon /N2O:
Hynora: 14,6 %
Bmosanus: 7,3 %

Jechuypan/N2O—Jlechaypan/N->O
Hynora: 57,1 %
bmosanns: 42.8 %

Hechnypan/Or—lechaypan/Os
Hynora: 46,3 %
bmosanus: 16,5 %

22. BUCHOBOK (3aK/1HO4EHHS) Hechnypan — Gesneunuii Ta epeKTHBHHI
iHransaUiiHni avecTeTHK A8 aMOynaTopHUX
Xipypriunux npoueayp. lsuake
MpoOyUKEHHS Ta BiTHOBJICHHS Mics
aHecTe3il BKa3yloTh Ha Te, 1o aechiypaH €
KOPUCHUM QHECTETHKOM B aMOy1aTOpHUX
yMOBaXx.

3asBHMK (BJACHUK IMigmue: reccika Crarek

peechauluﬁoro Enexrponnnii nianne: [Lkeccixa Cearex
MOCBIAYCH Hﬂ) [Tigcrasa: 51 3aTBep/KyIO Ueil 10KYMeHT
Jara: 17.01.2024 08:36 CST
E-mail: jessica_svatek(@baxter.com(nianuc)

(. 1. B.)

EPENAAA 3POBAEHO
3rlAKv 3 OPNT IHANOM

AoctosipnicTp
REPENAARY 3ACBIAYYD

Kinaveis u.a.&
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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 28

1. Name of medicinal product (if available — number

of registration certificate):

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

5. Full name of c¢linical 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:

' Suprane, Inhalation Vapour, Liquid

om e e o s s s omnt e ot et o < ot i et et ot e o = i e
2. The applicant 'Baxter SA, Belgium
x
3. Manufacturer . Baxter SA, Belgium
4. the undertaken study: | O ;no : if not explain
[ J

i i
i;yesl
S N B

i
i

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

_The Safety and Efficacy of Desflurane
versus Isoflurane for Qutpatient
Laparoscopic Surgery

1-653-10F

'IND #32,363

EPhase II
11 Jan1990 — 28 Nov 1990

United States

Planned: 120 subjects
Enrolled: 124 subjects
. Completed: 123 subjects
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. 10. Purpose and secondary objectives of the clinical "To determine the safety and efficacy of
: research desflurane versus isoflurane for outpatient
' laparoscopic surgery.

11. Clinical research design Open-LabeI Randomxzed Controiled, Multl-
center Parallel-Treatment study

- i
12. Main inclusion criteria {® Patients undergoing elective outpatient
| laparoscopic surgical procedures
»  ASA Status: I, IT or III
Age: 18 to 75 years, inclusive
o Sex: Women who are surgically sterile
or 1 year post-menopausal OR women

|
I who have practiced a FDA approved
i
L
|

a normal menses within the last 28
days; had a negative urine HCG
pregnancy test (sensitivity of 50 IU/L)

i within 24 hours prior to surgery.

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

i

13 Test mcdlcmal product method of Name of drug product: Desflurane

+administration, efficiency

; Dose: Following induction and intubation,
patients were to be maintained with either

| _desflurane/60% N20/40% Oz (end-tidal 6.0-

| 7.25%) or desflurane/O: (end-tidal 6.0-

7.25%). During maintenance of anesthesia

the patients temperature was to be

maintained at 35.0-37.0° and ventilation

was to be controlled to produce a PetCOz of .

_ 38 £ 5 mm/Hg, measured by capnography.
\ Vecuronium was to be administered as
. clinically required. Blood pressure, heart
rate, oxygen saturation, end-tidal C0z, end-
tidal inhalation agent concentration were to
. be recorded

, . Mode of administration: inhalation

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

l

! 'Dose Following induction and intubation,

E  patients were to be maintained with either

| 'isoflurane/60% N2040% O (end-tidal 1.05-

| 1.28%) or isoflurane/O; (end-tidal 1.05-
1.28%). During maintenance of anesthesia

method of contraception for the past 30
days and agree to continue this practice
for the duration of this clinical trial; had -
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the patients temperature was to be
' maintained at 35.0-37.0% and ventilation
was to be controlled to produce a PetCOz of
'38 = 5 mm/Hg, measured by capnography.
Vecuronium was to be administered as

' clinically required. Blood pressure, heart :
|  rate, oxygen saturation, end-tidal CO2, end-
| i tidal inhalation agent concentration were to
| i be recorded

t Mode of administration: inhalation ;
15. Concomitant therapy : There were to be no restrictions on other

peri-operative or post-operative medications

.used. All concomitant medications given

- were recorded on the appropriate case report

' form.

| — i

' Intra-operative parameters i

16. Efficacy evaluation criteria
‘e Mean and peak end-tidal desflurane and |

isoflurane concentrations required to !

maintain blood pressure/heart rate within

20% baseline.

: ¢ Percent of patients needing fentanyl

: during maintenance of anesthesia,

: including the dose required and the time

i ~ 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;
inctuding the time from induction to their
administration and the doses required.

l . ¢ Mean end-tidal inhalational agent

' ' concentration at the end of anesthesia.

Recovery Parameters

o The time from cessation of the anesthetic
agent(s) to the time the patient opens
| ‘ their eyes.
i ‘e The time recorded in minutes from
: cessation of anesthetic agents to the time
| at whicr. the patient is able to respond to
g . commands (squeeze my fingers, state
f i your name and give your date of birth).
! + Change in p-deletion and digit
; substitution scores from baseline (pre-
operative) for the times tested.
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i o The time from arrival in the recovery

' room to the time the patient is able to sit,

stand, walk, tolerate oral fluids,and is

. judged fit for discharge.

¢ The post-operative narcotic or opioid

requirements in the recovery room. vi.

Incidence and severity of nausea and

| vomiting.

.® Verbal pain, visual analog pain, and ,
sedation scales at 30, 60, 90, and 120 '
minutes after surgery until narcotic
administration.

¢ Incidence of intraoperative recall. !

1 17. Safety assessment criteria Patients were to be questioned about adverse |

. events that occurred during the study, !

lincluding their severity (mild, moderate or |

. severe). The relationship to drug was to be :

- determined by the investigator as either

. remote, possible or probable. Blood pressure,

: heart rate, oxygen saturation, end-tidal C02

' and temperature were obtained prior to the

, induction of anesthesia, at 2 minute intervals

from induction to incision, at 1 minute
 intervals for 5 minutes after incision, and
every 15 minutes until the end of surgery.
Laboratory evaluations consisting of
hematology (WBC with differential, RBC, '

i platelets, hemoglobin, hematocrit and

prothrombin time), serum chemistry
(sodium, potassium, chloride, BUN,
. creatinine, calcium, albumin, glucose,
bilirubin, SGOT, SGPT, alkaline
phosphatase and bicarbonate), and urinalysis
(pH, specific gravity, glucose, protein, WBC, |
RBC, casts, bacteria and crystals) were
performed at admission and post-operative
period. Electrocardiogram was monitored
prior to study drug administration and if
medically indicated, prior to study
completion.

. 18. Statistical methods Demographic data were to be summarized by
treatment group.

i Efficacy: cardiovascular function,
respiratory parameters, duration of
anesthesia, end-tidal desflurane
concentration, isoflurane end-tidal
concentration , as well as post operative
pain, sedation, anesthesia emergence and
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. recovery were also to be presented by

I _ treatment group. Anesthesia induction

' _parameters were to be presented by treatment
 group for the desflurane induction groups.

- Safety: adverse reactions were to be !
summarized by severity and by body system. !
The quantitative efficacy parameters were to

' be analyzed by analysis of variance. The ;

! quantitative efficacy parameters and adverse

. event incidences were to be analyzed by a
chi-square procedure. Laboratory data were

'to be compared to the corresponding normal |,
ranges. Clinically abnormally high and

I abnormally low laboratory values were to be

t | summarized by time and by treatment dose

b
' group. |
! 1

!

19. Demographic indicators of the population study  Desflurane/Oa:
(gender, age, race, etc.) Mean age (years): 30.9
| Mean weight (kg): 72.2 kg
*Mean height (cm): 163 cm ;
Race (Caucasian/Black/Hispanic/Other): i
11/7/13/0
ASA status (I/II/I1): 17/14/0

Isoflurane/Oz:
Mean age (years): 30.1
, Mean weight (kg): 68.5 kg ,
| Mean height (cm): 164 ¢cm '
Race (Caucasian/Black/Hispanic/Other): '
9/12/10/0
ASA status (I/II/1I): 17/14/0

Desflurane/Nz0: '
Mean age (years): 31.6

Mean weight (kg): 67.6 kg

Mean height (cm): 161 ¢m

Race (Caucasian/Black/Hispanic/Other):
12/9/10/1

ASA status (I/IVIIT): 13/18/1

Isoflurane/N20:

Mean age (years): 30.1

Mean weight (kg): 66.4 kg

Mean height (cm): 162 cm

Race (Caucasian/Black/Hispanic/Other):
11/9/9/0
ASA status (I/II/III): 16/13/0

|
.
1
!
'
'
i
r
v
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' 20. Efficiency results Desflurane/Oz:

: . Anesthetic time (min): 51.9
| Time Until {min)

: , open eyes: 5.6 '
( squeezes fingers: 6.5 '
'} state name: 8.6

; states D.O.B: 9.5 .
i ready for discharge: 196.3 !
1

' Anesthetic time (min): 46.9
: Time Until {min)

i open eyes: 8.5

| squeezes fingers: 10.5 ‘
| state name: 14.6

i states D.O.B: 14.9

| ready for discharge: 225.2
|
|

 Desflurane/N20:

. Anesthetic time (min): 56.5 .
- Time Until (min) ;
' open eyes: 8.2 :
squeezes fingers: 9.2 '
state name: 11.9

states D.O.B: 12.0

ready for discharge: 198.2

i

|
i
Isoflurane/N20:
Anesthetic time (min): 49.9
Time Until (min)
open eyes: 10,7
squeezes fingers: 12.9

|

‘ : state name: 16.8
; , states D.0.B: 17.5
|

\

|

\

|

|

i Isoflurane/O;: }
|
|
|
|
\
|

ready for discharge: 223.1
:

21 Safety results Frequently observed adverse events

Desflurane/O;:
Nausea: 45.2%

i Vomiting: 29.0%

[soflurane/O».
Nausea: 58.1%
 Vomiting: 41.9%

! | ' Desflurane/N,O:
| ' "Nausea: 68.8%
i *Vomiting: 43.8%

[soflurane/N2Q:
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* Nausea: 62.1%

. "Vomiting: 51.7%

22. Conclusion (evaluation) , Desflurane is a safe and effective
i inhalational anesthetic for outpatient surgical
' procedures. Rapid awakening and recovery
' from anesthesia indicate that desflurane may
be a useful agent in the outpatient setting.

I

o o ? ]

Applicant (holder of . Eectronicaly signad by: Jassica ,
. . - . . Svatek

registration certificate) Signature: J&IJ{ ta Smtgk Roason: | agprove s ?ﬁgﬂ{re)

I Email: jessica_svatek@baxter.com i

(Name) .




Jonatox 30
10 [Mopsaaxky npoBeeHHA €KCNEPTH3H peecTpaLlifHMX MaTepialiB Ha JikapebKi 3aco0H,
L0 MOAAIOTHCS HA IEPIKABHY peecTpallito (nepepeecTpaitiio),

a TAKOX €KCIEePTH3K MaTepiajliB Mpo BHECEHHS 3MIH J10 peecTpauiiiHuX Martepianis
MPOTATrOM il peecTpaLliHHOrO NOCBIAMEHHS
(nynkr 4 posainy 1V)

3BiT npo kiaiHivHe BUNpoOyBaHHs No 28

1. Ha3ga nikapcekoro 3aco0y (3a HasBHOCTI -
HOMEp peecTpallifHOTrO MOCBiAHEHH)

2. 3asBHUK

3. BupoOHHK

4. lposeaeni A0oCHi KEHHS:

1) Tun nikapeekoro 3aco0y, 3a sIKHM [POBOAMIACH
abo naaHyeTses peecTpaitis

5. [MoBHa Ha3Ba KJiHIYHOrO BUIIPOOYBaHHS,
KOJ0BaHHI HOMEP KJAIHIYHOro BUNpoOyBaHHs

6. Paza kniHiYHOrO BUNpoOyBaHHs
7. Iepioj npoBeieHHs KITHIYHOIO BUIIPOOYBaHHA

8. Kpaiuu, e npoBoauiocs KiiHiuHe
BUNpoOyBaHHA

9. KinbKicTb 10Ci 1Ky BaHHX

10. MeTa Ta BTOpPHHHI LI KIIHIYHOTO
BUIPOOYBaHHS

Cynpas, napu s iHransuii, piauaa

bakcrep C.A., benbris
Bakctep C.A., beabris

X rak [0 Hi #AKwWo Hi, 0O6rpyHTYBaTH

Jlikapcbkuii 3acib 3a NOBHUM 10CKE
(aBTOHOMHE J0CKE), IHILWI NiKapcbKHii 3acib,
HOBA J1it0Ya pe4oBHHA

besneka ta eexTuBHiCTL AecdiiypaHy
MOPIBHSIHO 3 i30(aypaHoM B aMOyaTopHiii
nanapocKoniuHii xipyprif.

[-653-10F

IND #32,363

(a3za Il

3 11 ciuns 1990 p. no 28 aucronana 1990 p.

CIHIA

3anaanosana: 120 naiieHris.
Bruoueni qo pocnigkenns: 124 namient.
3asepumian gocaikennn: 123 nauieHru.

MeKY Ta ePEKTHBHICTD
B BHAHO 3 i30u1ypaHom B
CinapockOEREKTARyBPRENEHO
1§ 3r1AHv 3 OPKF IHANOM
B0CTOBIPRICTD
NEPEKAARY 3ACBIAYYD

Kimaveis H.B



I 1. nuzaiin kiiHiyHOTO BUNpoOyBaHHS

12. OcHoBHI KpHTEPIT BKIIOYEHHS

13. JlocnimkyBanuii nikapebkuii 3acio, cnocid
3aCTOCYBaHHS, cuia Ail

14. INpenapat nopiBHsHHS, /1034, cnocio
3aCTOCYBaHHA, cuna ail

R Inenwlxaulfinuh xon Nk
%R 38002596 S/
e NtV

Binkpure, panaoMizoBaHe, KOHTPOJILOBAHE,
GaraToueHTpoBe JOCHIKEHHA 3
napanejabHUM JIiKyBaHHAM

o [lauieHTH, SIKUM BUKOHYIOTBCH TIAHOBI
aMOy/aTopHi NanapockoniuHi XipypriuHi
BTPYYaHHS.

e Craryc 3a 1Ko AMEPHKAHCHKOTO
tToBapuctsa anectesionoris (ATA) I, 11
abo III.

e Bik: Bia 18 1o 75 pokiB BKIHOYHO.

e Crare: XKiHKHM XipypriuHo cTepuiibHI abo
uepes | pik micns menonayzu AbO
3acTOCOBYIOTh cxBajieHHit FDA meton
KOHTpALEILT npoTsarom octanHix 30 aHis
Ta NOrOKYIOTHCH MPOAOBKHTH HOro
3aCTOCYBAHHS MPOTATOM LILOTO
KJIIHIYHOTO JOCIKEHHS; MaJu
HOpPMaJIbHY MEHCTPYALIIO NPOTATrOoM
ocTaHHiX 28 JHIB; HEraTUBHMI TECT Ha
BariTHicTh Ha XI'JI y ceui (uytauBicts 50
MO/n) Bnpoaosk 24 roinH nepes
ONepaTUBHUM BTPYUYaHHSAM.

e [lauientu nianucy0Ts iHhoOpMOBaHY
3roj1y nic/isi TOro, siK M NMOBHICTIO
MOSACHWIIH CYTh AOCIIKEHHS.

Ha3sga aikapebkoro 3acoby: Jlecaypan

Jo3za: [Micas inaykuii ta intybauii nauienris,
MiaTpUMaHHA aHectesil abo

nechaypanom/60 % N20O/40 % O,
(KOHLEHTpaLlist HANPUKIHI BUAKMXY 6,0

7.25 %), aGo nechnypanom/O:
(KOHLIEHTpALList HANPHKIHIL BUAKXY 6,0—

7,25 %). Iia yac niaTpUMaHHs aHecTesil
TeMIeparypy nauieHta caija 6yno
niarpumysartu Ha pisui 35,0-37.0°C, a
BEHTHJIALLIIO — KOHTPOIIOBATH JU1s
nocsirnennd PetCO2 38 £ 5 mm pr.cT.,
BHUMIpAHOT 32 J0noMoroto kanuorpadii.
BekypoHii BBOJMIM 32 KJITHIYHUMH
nokasaHHsmu. Peectpysanu aprepiaibHuii
THCK, YaCTOTY CEPLEBMX CKOPOUEHb,
carypauito kucueM, CO2 HanpUKIHLI BUIKXY,
KOHUEHTPALiO iHraasuiifHoro arenTa
HANPUKIHLI BUKXY.

Cnoci6 3acTocyBaHHs: iHranauiiHui

O ISR A

AocioBiPnicTh
NEPEKAARY 3ACBIAYYD
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niATpUMaHHs aHectesii abo

i3odaypanom/60 % N2O 40 % 02
(KOHLEHTpaLlis HaNpUKiHLI BUAKMXY 1,05—
1,28 %), abo izodaypanom/O; (koHueHTpaLis
Hanpukinii Buauxy 1,05-1,28 %). ITig vac
MiATPUMAaHHS aHecTe3il Temneparypy
mattieHTa ciij Oy/10 niATpUMYBaTH Ha PiBHI
35,0-37,0 °C, a BEHTHJIALLIIO — KOHTPOJIIOBATH
ans pocsartenns PetCO; 38 £ 5 mm pr.ct.,
BUMIPSAHOT 3a 0MOMOroro KanHorpadii.
BekypoHiii BBOAWIH 32 KNIHIMHHMH
nokasanHsaMu. PeectpyBaiu aprepianbHuii
THCK, YaCTOTY CEPLEBHX CKOPOYEHb,
catypauito kucHem, CO, HaNpUKIHLI BUIHXY,
KOHLIEHTPALLiIO IHraJsfiHHOro areHTa
HAMPHUKIHI BUAKXY.

Cnocif 3acTocyBaHHsi: iHransauilHuii

15. CynyTHs Tepanis He Gy10 )oaHux oOMexKeHb 111010
3aCTOCYBAHHA HLIMX nepuonepauiitnnx ado
nicisonepauiiHuX MeauKaMeHTis. Yei
CYNYTHI Npenapari, ki 3aCTOCOBYBaJIH,
3aMUCYBaIH B iHAMBIAYaJIbHY peecTpalliiHy
hopmy.

16. Kpurepii ouinku edexTuBHOCTI InTpaonepauiiini napamerpu

e CepejHs T2 MAKCUMAILHA KOHLIEHTPALLSA
nechaypany ta izodaypaHy HanpUKiHLi
BU/IMXY. HeOOXiAHA AJ1s NiIATPUMAHHSA
apTepialbHOro THCKY/4acTOTH CepLEBHX
cKopoyeHb y mexkax 20 % sin
MOYaTKOBOTrO PiBHSI.

e YacTka nauieHTiB, ki noTpebyroTh
3acTocyBaHHA (eHTaHiny mijx yac
NiITPUMAaHHA aHeCTe3iT, BKIOYAOUH
HeoOXiAHY 103y Ta yac BiJ iHAYKLIT 10
BBeJACHHS (hpeHTaHiny.

* YacTka nauieHTiBs, ki noTpedyoTh
3aCTOCYBAHHS AHTUIINIEPTEH3MBHUX
3aco0is, Oeta-0n0KkaTopis,
AHTUXOJIHEPrivHUX ab0 IHOTPONMHMX
3aco0iB /U1 KOHTPOJIIO YACTOTH CEPLEBUX
cKopoyeHb abo apTepiaibHOro THCKY,
BKJIIOYAKOY M Yac BiJl IHAYKLIT 10
BBE/JCHHS rpenapary Ta HeoOXiaHYy 103a.

o CepelHs KOHUEHTpaLis IHrasauiiHHOro

RVIMOBIMEYEnAR 3POBAERD

3rlAlv 3 OPNT IHANOM
AocT1oBIPHICTD

NEPENAAAY 3ACBIAYYD

Kiwaveic H.B. {\
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e Yac BiJi NPUITMHEHHS 3aCTOCYBAHHS
iHraasuiiHoro(-ux) arenra(-is) 10
MOMEHTY, KOJIM NALi€HT PO3MIIOLLNE OYi.

e Yac y XBHUIMHAX BiJ NPUITHHEHHA
3aCTOCYBAHHS IHFAIALIHHUX areHTIiB 10
MOMEHTY, KOJIM NALi€HT 31aTHH
pearyBaTH Ha KOMaH/IH («CTHCHHU MOT
najblli, HA3BH CBOE iM’st Ta aaTy
HAPOJKEHHA»).

e 3MiHM BiJl NOYaTKOBOrO piBHA (nepen
OMepaTUBHUM BTPYYaHHSM) OLIHOK 32
TecTaMH Ha BUAaneHHs «P» Ta 3aminy
uudp y A0CHiKYBaHUX YACOBUX TOYKAX.

e Yac 3 MOMEHTY HaJIXO/PKEHHS 10 NajaTu
nicAs0nepauiiHoro cnocTepeReHHs /10
MOMEHTY, KOJIH MALiEHT MOMKE CHAITH,
CTOSAITH, XOJUTH, NPUIAMATH piiMHY Yepes
poT Ta Moske OyTH BU3HAHHI NPUIATHUM
J10 BUITHCKH.

¢ [licnsonepauiiina notpeba y
HApKOTHYHKX 3acobax mij yac
nepeOyBaHHs y naiari
MiCASONepaLifHOro CrIOCTEPEIKEHHSI.

e BepbanbHa oitiHka 6ot0, BizyanbHa
aHasorosa wkaJja 0omo Ta BepdasbHa
mkana cenauii yepes 30, 60, 90 Ta 120
XBHJIMH M1icJis ONEPAaTUBHOIO BTPYYAHHS
J10 3aCTOCYBAHHSI HAPKOTHYHOTO 3aco0y.

e YacTora npoOyKeHHd Mij vyac
OMepaTUBHOIO BTPYYaHHS.

17. Kpurepii ouinkn Ge3neku [TauienTiB notTpibHO Oyn0 onuTaTh NMpo

HeOaxkaHi sSIBULLA, 110 BUHHUKJIM MiJ Yac
JAOCTIUKEHHs, BKJIIOYAKOUH 1X CTYMiHb
TAKKOCTI (J1erki, nomipHi abo TsKKi).
B3aemo38B's130K i3 npenaparoM BH3HAYaBCs
JOCJIIHUKOM SIK Bi/U1a7€HHIH, MOXK/IMBHIT a00
MMOBIpHHIA. ApTepiaibHHIl THCK, 4acTOTY
CEPILIEBHX CKOPOYEHB, CATYPALLIKO KUCHEM,
CO: HanpUKiHL BUAKXY Ta TEMIEPATypy

| BUMIPIOBAJIM 10 iHAYKUIT aHecTe3il, 3
IHTEpBAJIOM Y 2 XBUJIMHH Bijl iHAYKUIT 10
po3pizy, 3 iHTepBasoM B | XBUIMHY NpoTsrom
5 XBHWJIMH Michs po3pi3y Ta KoxkHi 15 XBUIKH
J10 KIHLSE XIpYPriYHOIrO BTpYUYaHHS.
JlaGoparopHi A0CAKEHHA, 110 CKIAJaI0ThCs
3 reMaToIorii (TeHKOLMTH, TeHKOLUTapHa
(hopmya, epUTPOLIUTH, TPOMOOLIMTH,
reMorsiodiH, reMaToKpHUT i NpOTpoMOBIHOBHIA

-~ime). 6iOXiMIUHOrO aHasi3y CHPOBAaTKH KPOBI

\'. , Kauliii, XJIOpH/ay, a30T CE4OBHHH

.‘eaTHHiH, KaJl 5{5‘15 df 06 AEHO
| GinipyGiH, A .H‘I.Tﬁ" JJ'MW

: 0CTOBIPRICTD

NEPERAARY 3ACBIAYNYD

Kimayeic H,B. \n\




18. CraTtucTHYHI METOAH
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docdarasa Ta Gikapbounar) Ta ananizy ceui
(pH, nuToma Bara, rmoko3sa, 6iJ10K,
NEHKOLIMTH, EPUTPOLIMTH, LUMAIHAPH, OakTepil
Ta KPMCTAJIH) BUKOHYBAJIH MiJ1 4ac
rocritaizauii Ta y nicisonepauiiHomy
nepiozi.

EnektpokapaiorpaMy KOHTPOJIOBAIN 10
BBEACHHS JA0CITIUKYBAHOTO Mpenapary Ta, 3a
HAsIBHOCTI MEIMYHMX MOKa3aHb, 10
3aBEpPUICHHS 10CTIKEHHSL.

HemorpadivHi AaHi y3araqbHIOBaIH 3a
rpynamu JIiKyBaHHs.

EdexruBuicrs: Cepueso-cyantua GpyHkiis,
pecnipaTopHi napameTpH, TPHBaJICTh
aHecTesii, KOHUeHTpauis aecduypany
HANPHUKIHLI BHANXY, KOHLEHTpALLis
i30uiypaHy HanpUKiHL BUAHXY, @ TAKOK
nicasonepaitiinuii 6inb, cenaiis,
npoOyKeHHs mic/s aHecTesii Ta
Bi/IHOBJIEHHS] TAKOK NMOBUHHI Oyiin OyTH
npejcTaBlieHi 3a rpynaMu JiKyBaHHs.
[Tapametpu iHayKuUiT aHecTe3iT MOBUHHI Oyu
OyTH npejcTaB/eHi 3a rpyramu JIiKyBaHHs
Ui rpyn iHAyKuUii aecdaypaHom.

Besnexka: [ToGiuni peakuii yzaranbHioBanu 3a
CTYTNEHEM TSKKOCTI Ta 3a CHCTEMaMM
opratizmy. KinbkicHi napamerpu
epeKTHBHOCTI NoBUHHI Oysin OyTH
NMpOaHaNi3oBaHi 3a JI0MOMOroK
aucnepciinoro ananizy. KinbkicHi
napaMeTpH e(peKTUBHOCTI Ta 4acTOTY
HeOa)kaHMX ABMILL aHAJI3yBaJIHU 3a JI0NOMOroio
KpuTepito Xi-kBaapar. JlaGopatopHi aaui
MOPiBHIOBAIH 3 BIAMOBIAHHMH 3HAYEHHAMHU
nianasony Hopmu. KiiHi4HO aHOMaJIbHO
BMCOKI Ta aHOMaJIbHO HU3bKI JlabopaTopHi
MOKA3HHUKK y3arajibHIOBAIMCS 3a 4ACOM Ta 3a
rpynamMu JIikyBaHHs.

19. Jlemorpadiuni noKazHUKM J0CHIAKYBaAHOT Jeehaypan/O2:

nonyasuii (crare, Bik, paca, TOL10)

':1. |asHTgiKauAnud KoA :
e, 38002696 /F
Nt 1%

Cepenniii Bik (pokis): 30,9.

Cepeans maca tina (kr): 72,2.
Cepenniii 3pict (cm): 163.

Paca (esponeoinna/uerpoinna/
naruHoamepukanui/inwa): 11/7/13/0.
Craryc ATA (/IV/1I): 17/14/0.

%, 130Quypan/O2:

&N epenniii Bik (pokis): 30flEpEKAAA 3POBAENO
aNepeana maca ina (kr¥ofglyy 3 0PI | HANOM
 &lepenniii apict (cm): 16480CT081PHICTH

. REPEKAAAY 3ACBIAYYD

ﬂl_llllnlc H.B.&\




20. PesynbraTtu edeKTHBHOCTI
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Paca (eBponeoinna/nerpoina/
narHHoaMepukaHui/inua): 9/12/10/0.
Cratyc ATA (I/II/111): 17/14/0.

Jechaypan/N20:

Cepenniit Bik (pokis): 31,6.

Cepenanst maca Tina (kr): 67,6.
Cepenniit 3pict (cm): 161.

Paca (eBponeoinna/verpoinxa/
naTMHHoamepuKaHui/iHma): 12/9/10/1.
Cratyc ATA (I/II/IID): 13/18/1.

I3o¢aypan/N20:

Cepenniii Bik (pokis): 30,1.
Cepenns maca Tina (kr): 66.4.
Cepenniii 3pict (ecm): 162.

Paca (eBporneoinna/verpoinna/
naruHoaMmepukaHi/inwma): 11/9/9/0.
Cratyc ATA (I/II/I1I): 16/13/0.

Hecaypan/Oz:

Yac anecresii (x8): 51.9.

Yac no (xB):
BiJIKpUBaHHS 0yYeii: 5,6.
CTUCKaHHA nanbliB: 6.,5.
3/1aTHOCTI Ha3BaTH iMm’'4: 8,6.
31aTHOCTI HA3BATH JaTy HAPOJ/UKEHHS:
9,5.
MPUAATHOCTI 10 BUMHCKH: 196,3.

Bodurypan/Oa:

Yac anecresii (xB): 46,9.

Yac no (xB):
BiJIKpHBaHHs oueii: 8,5.
cTUCKaHHA nansiis: 10,5.
3JIaATHOCTI Ha3BaTH imM’a: 14,6.
3/IATHOCTI HA3BATH JATy HAPOKEHHS:
14,9.
NPHAATHOCTI 10 BUITHCKK: 2252,

Hecaypan/N20:

Yac anecresii (xB): 56.5.

Yac 10 (xB):

BiZAKpHBAHHA oueii: 8.2.

CTUCKAHHA najibliis: 9.2.

37aTHOCTI Ha3eaTH iMm’'s: 11,9,
3[aTHOCTI HA3BaTH JIaTy HAPOIKEHHS:
12,0.

npuaaTHocTi A0 BUNMcku: 198,2.

SodoRy pan/N20:

n8ctesii (x8): 49, 91EPEKNAA 3POBNEHO

o fxB): 3r{AHv 3 OPHF IHANON
: AocToBIPHICTD

NEPEKAAAY 3ACBIAYYD

Kinayeic H.B.\\




21. Pesynsrati Oe3nexku

22. BucHOBOK (3aK/IH04eHHSs )

3asBHUK (BJIACHUK
peecTpaliitHoro
MOCBII4EHHS)

Hignue: xeccika Cparek

Enexrponnuit nianuc: Jxeccika Cearek
[Tincrapa: 5 3arBepaxKyio ueil J0KyMeHT

Jara: 17.01.2024 08:36 CST

BiAKpuBaHHs oueii: 10,7.

CTHUCKaHHA nansiis: 12,9,

3/aTHOCTI Ha3BaTH iM’s: 16,8.
3JaTHOCTI HA3BATH ATy HAPOKEHHS:
17,5.
MPUAATHOCTI 10 BUMMCKH: 223, 1.

Yacro cnocrepexyBani Hebaskani sBuma

Hechaypan/Os:
Hynora: 45,2 %
bmosanns: 29,0 %

[30duypan/O;.
Hynora: 58,1 %
bmopanns: 41.9 %

Jechaypan/N>O:
Hynora: 68,8 %
bmopanns: 43.8 %

I3odaypan/N2O:
Hynora: 62,1 %
bmosauusa: 51,7 %

Hechnypan — Gezneunuii Ta epeKTUBHUIA
iHranAuiiHui aHecTeTHK 118 aMOynaTopHUX
Xipypriunux npouenyp. Lsuake
npoOyIKEeHHs Ta BiJHOBICHHS Mics
aHecTesii BKa3yloTh Ha Te, o gechaypaH €
KOPHCHHM QHECTETHKOM B aMOynaTopHHX

YMOBax.

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

(T. 1. B.)

MEPEKAAA 3POBAENO
3r{AHv 3 OPHT IHANON

AocroBiPiCTb
BEPEKAARY 3ACBIAYYD

Howareic H.8. |,



Annex 30

to the Procedure of registration materials examination of medicinal products,

submitted for state registration (re-registration),

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

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

Clinical research report No 29

number of registration certificate):

2. The applicant
! 3. Manufacturer

t

4. the undertaken study:

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

1. Name of medicinal product (if available — _Suprane, Inhalation Vapour, Liquid i

'
e e e e — - ————— - T

Baxter SA, Belgium

Baxter SA, Belgium

if not explain

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

active substance

. 5. Full name of clinica! research, coded number
i 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:

I
+ 10. Purpose and secondary objectives of the
i clinical research

A Final Report of the Safety and Efficacy of
Desflurane Versus Alfentanil for Qutpatient
Laparoscopic Surgery; 5
[-653-10G; IND #32,363

Phase |

28 Feb 1990 —21 Dec 1990

United States

Planned: 90 subjects;

Randomized: 79 subjects;

Completed: 79 subjects;

Analysed: 79 subjects (efficacy); 79 subjects (safety) -
|

The present study was designed to determine the
safety and efficacy of desflurane versus alfentanil for
outpatient laparoscopic surgery.
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i 11. Clinical research design Multi-Center, Open-Label Randomized, Controlled,

! Parallel Treatment Study

l .

 12. Main inclusion criteria » Patients undergoing elective outpatient laparoscopic

surgical procedures

o ASA Status: I, Il or III

+ Age: 18 to 75 years, inclusive

 Sex:

A) Surgically sterile or 1 year post-menopausal, or

B) Women who have: practiced a FDA approved i

~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, a negative urine HCG pregnancy test

| (sensitivity of 50 U/L) within 24 hours prior to |
surgery., !
s Patients giving written informed consent after the .

' nature of the study has been fully explained.

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

Name of investigational medicinal product: [-653 il

 Name of Active Ingredient: Desflurane

i
Dosage and Administration: Following induction
and intubation, patients were to receive desflurane in 1
60% N20/40% Oz and 100% Og, respectively. The
end-tidal concentration of desflurane was to be
adjusted downward in 10% decrements provided the
patient demonstrated hemodynamic stability.

14. Reference substance, dose, method of Name of active control: Alfentanil -
administration, efficiency
. Dosage and Administration: Following induction
and intubation, patients were to receive alfentanil at
an infusion rate of 1.5 pg/kg/min in 60% N2O/40%
;. The infusion rate was to be decreased in
0.1-0.2 pg/kg/min decrements provided that patients
demonstrated hemodynamic stability.

15. Concomitant therapy There were to be no restrictions on other peri-
operative or post-operative medications used.

. 16, Efficacy evaluation criteria Efficacy was determined by the quality of emergence

from anaesthesia along with the maintenance of
. anaesthesia.
| .
I'17. Safety assessment criteria Safety was determined by the incidence of adverse

!

*

events and analyses of intra- and post-operative
| laboratory and cardio-respiratory variables.



'18. Statistical methods

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

!
i.

20. Efficiency results

:
!
ﬁ
!
i
!

21. Safety results

Demographic data were summarized by treatment

. group. Cardiovascular function, respiratory

parameters, duration of anaesthesia, end-tidal
desflurane concentration, alfentani! infusion rate, as
well as post-operative pain, sedation, anaesthesia

. emergence and recovery were to be also presented by -

treatment group. Anaesthesia induction parameters
were to be presented by treatment group for the

' desflurane induction groups. Adverse reactions were
“to be summarized by severity and by body system.

Laboratory data were compared to the corresponding

" normal ranges. Clinically abnormal high and

abnormal low laboratory values were summarized by

time and by treatment group.

N=79; 79 females/0 males. Population mean age
across all treatment groups ranged from 21- 43 years.
All participants were ASA status [ and II

+ Patients maintained with desflurane/Q; demonstrated

better return of cognitive function as indicated by P-

deletion test and Digit Substitution from 60-120
: minutes after entry into the recovery room than the
: desflurane/N2O and alfentanil/N;O treatment groups.

¥

. Verbal pain evaluation, visual analog pain scores and .

patient sedation were similar among all three
treatment groups.

The alfentanil/N2O patients oriented to time and place
quicker than the desflurane patients. With respect to
sitting, standing, and walking the desflurane/O- and
alfentanil/N2O had similar response times.

The desflurane/Os patients tolerate oral fluids and
was fit for discharge faster than both the
desflurane/N2O and alfentanil/N,O patients.

A higher percentage of the alfentanil/N2O patients
required intra-operative intervention with
supplemental alfentanil than the desflurane patients in
order to maintain an adequate depth of anesthesia and
hemodynamic stability. Also the mean time to initial
administration of supplemental alfentanil was shorter
than and the mean total dose in the alfentanil group
was larger than that of the desflurane treatment group.
Both treatment groups were effective in maintaining
stable intra-operative hemodynamics and adequate
depth of anesthesia. Post-operatively, both treatment
groups maintained hemodynamic and respiratory
parameters within a clinically acceptable range.

Aside from nausea and vomiting, all treatment groups
had a low incidence of adverse events. The
desflurane/O; group had a lower incidence of nausea

93




22. Conclusion (evaluation)

Applicant (holder of
registration
certificate)

and vomiting than both the desflurane/N2O and
alfentanil/N,O treatment groups. Potentially
significant laboratory abnormalities were minimal
and mostly attributable to the surgical procedure.

1

Desflurane is a safe and effective inhalational

+ aesthetic for outpatient surgical procedures. Rapid

; awakening and recovery from anaesthesia indicate

' that desflurane is a useful anesthetic agent in the
outpatient setting.

|
T ‘ g - Erachunfcéﬂy signed by; Jessica i
Signature: Je‘j“j‘lca Syatek g:?ztfgn: { apgrove this document

Date: Jar 1 .2024 15:50CST
Email; _jessica_svatek@baxter.com (signature)

(Name)
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Honatok 30

1o Topaaky npoBeeHHs eKCINEPTH3H peecTpaLlifHMX MaTepiasis Ha JTikapebKi 3acolu,
110 MOJAI0TECS HA JEPIaBHy peecTpaiito (nepepeecrpaitio),
a TAKOY eKCTIePTH3H MaTepiajiB Mpo BHECEHHS 3MiH J10 peecTpalliiiHux Matepiasiis

MPOTAroM Aii peecTpatifHoro nocei4eHHs
(nyHkT 4 pozainy V)

3BiT Npo KiaiHiuHe BUnpodyraHug Ne 29

1. Ha3ga nikapcekoro 3aco0y (3a nassHocti Cynpan, napu Ans iHransuii, piauna

- HOMEp peecTpalliifHoro NocBiAYEHH)

2. 3asBHUK

3. Bupobuuk

4. IpoBeaeHi AOCIIKEHHS:

1) THN nikapceKoro 3acoly, 3a IKUM
nposoauaacs abo MiaHyeThes peectpattis

5. IloBHa Ha3Ba KiHIYHOIO BUNPOOYBaHHS,
KOJOBAHHH HOMEP KIiHIYHOTO
BHUITpOOYBaHHSA

6. ®a3a KiiHivHOTO BUNPOOYBaHHA

7. lepioa npoBeieHHA KITHIYHOTO
BUIPOOyBaHHS

8. Kpaiuu, ne npopoauiiocs KiiHiuHe
BHNPOOyBaHHs

9. KinbkicTs 1ocniaKyBaHHX

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

X tak [ Hi AKWO Hi, oOrpyHTYBATH

Jlikapcbkuii  3aci® 3a MOBHMM J10Ch€ (ABTOHOMHE
J0ChE), iHIMI  JikapcbkuH  3acib, HoBa  Jitoua
peyoBHHA

3akmounnii 3BiT npo Oe3sneky Ta edeKTUBHICTDL
nechaypany rMopiBHSHO 3 alb(EHTaHIIOM  MpH
aMOynaTopHux NanapocKoniuyHUX oneparisx.

1-653-10G;

IND#32.363
(aza |

28 motoro 1990 p. — 21 rpyaus 1990 p.

3difyuoBana: 90 nauieHTis.

HaaMizoBano: 79 nauienTi

Bllian nocaivxenns: 70 GAEIAR, 3POBAEND
B | 3r 1Ay 3 OPNF IHANON

AocToBIPRICTD
MEPEKAARY 3ACBIAYYD

Kimarerc H,Ba |
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Ipoananizopano: 79 nauientie (eexrupHicTs), 79
nauieHrie (Ge3neka)

10. MeTa Ta BTOPHHHI LI KAIHIYHOIO Jlocnipkenns 6yn0 po3pobiieHO 3 METOK BM3HAYMTH

BUINPOOYBaHHsA

Oe3neky Ta edekTHBHICTD AecdiypaHy MOPIBHAHO 3
alb(eHTaHiIoOM MpWH  npoBeAeHHI  amMOynaTopHHX
NanapoCKOMiuHMUX onepaitii.

11. JIu3aiin KaiHiuHOro BUNpoOyBaHHs baratouenTpoge BIAKpUTE paH/IoMizoBaHe

KOHTPOJIbOBAHE  JOCHIKEHHS 3 BHUKOPHUCTaHHAM
napayie/lbHUX CXeM JIiKyBaHHs.

12. OcHOBHI KpuTepii BKIIKOYEHHS [MauienTy, sKi MAISraloTh NJIAHOBUM aMOyJIaTOpHUM

NIANaPOCKOMIYHUM XipYPriuHHUM BTPYYAHHSM:

- Craryc 3a Kanow AMEPUKAHCHKOrO TOBApHUCTBA
anecresiosoris (ATA): I, Il aGo 111

- Bik: Big 18 10 75 pokiB BKIHOYHO

- Crare:

A) KIHKH, IKi nepeHec/in Xipypriyiy crepuiizaito,
abo y nepioji nocr-mMeHonay3u npotsrom | poky, abo
b) *iHKH, AKi: 3acTocoByBaiu cxpaneHi FDA meToau
KOHTpaLerniii npotsirom ocraHHix 30 aHiB i 3roaHi
MPOJOBKYBATH IO MPAKTHKY MPOTArOM YChOTO
KAIHIYHOTO  JIOCHI/DKeHHA;  Majld  HOPMajlbHy
MEHCTPYAaLLil0 NMPOTArOM OCTaHHIX 28 NHIB; OTpUMAaIH
HEeraTUBHHUIA pe3yibTaT TeCTy Ha BariTHICTE 3
BusHauennsam XIJI y ceui (uyramsicte 50 On/n)
npoTAroM 24 roJiMH nepej onepauicio.

- [TauienTn, ki Hapanu nUcsMOBY iHGoOpMOBaHYy 3roay
nicias Toro, AK iMm OyJ0 MOBHICTIO PO3'ACHEHO CYTh
JLOCITIUKEHHS.

13. JocniukyBanuii sikapebkuii 3acio, Hasa aikapceskoro 3acoby: 1-653
cnocid 3acTocyBaHHs, cuia Ait Haszsa Ai040i pevoOBHHH: necaypas.

Jo3a i cnocié 3acrocyBanmns: [licaa inaykuii
aHecre3ii Ta iHTYOauii nawieHTH OTPUMYBAIH
necpaypan y 60 % N20/40% Oz ta 100% O3
Bianosiano. Konuenrpauito aecdiiypany B KiHL
BUAMXY ciij Oyno KopuryBaTH B OIK 3MEHIUEHHS 3
kpokom 10 % 3a yMOBH remMonHaMivHOT cTabinbHOCTI
natiexTa.

14. [penapar nopisusiHHs, 1034, crioci® Ha3ssa  npenapary  akTHBHOIO  KOHTPO.IIO:

3aCTOCYBaHHA, CHIa Iii

anbheHTani.

Joza T1a cnocidé 3acrocyBanusi: [licas iHayKuii
aHectesil Ta inTyOauil mnauieHTH OTPUMYBAIM
gy AJ1H(PEHTAHI 31 IWIBMAKICTIO BBeGHHA 1,5 MKI/KI/XB y
PAIHT MY, N20/40% O, lllsuakicte  BBeleHHS
aeemiyBani 3 kpokom 0,1—0[PE REK A A POBMEHD!
MeRiHamiuHoT crabineHo@T HANera0PNr | HANOM
AocToBiPmICTD
REPEKNAAY 3ACBIAYYD

Kinaveic H.B. \\
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15. Cynytus teparnis

16. Kputepii ouiHKH eeKTHBHOCTI

17. Kpurepii ouiHku Oe3neku

18. CraTUcTHUYHI METOIH

19. lemorpadiuni nokasHUKH

JOCIKYBAHOT monyaauii (ctath, BiK, paca,

TOLLO)

20. Pesynbratu edexTHBHOCTI

He Oyno xoaHux oOMeXeHb WOA0 3aCTOCYBAHHA
IHIIMX mpenapartiB  nepea onepauiero  abo  nicas
ornepatii.

EdexTuBHICTS BU3HAYANN 32 AKICTIO BUXO/LY 3 HAPKO3Y
pa3oM 3 MiITPUMAHHAM aHecTe3il.

be3aneka Bu3HaAuajacd 3a 4YacTOTOK BHHHUKHEHHS
noOiyHMX  ABMLL Ta  pe3yibTaTaMHd  aHajizy
1ab0opaTopHMX | KapaiopecnipaTOpHHX MOKa3HUKIB i1
4ac Ta rnic/s onepauii.

Jlemorpadiuni nani Oynu ysarajabHeHi 3a rpynamu
nikyeanHs. [lapamerpu cepueBo-cyMHHOT (yHKLUII,
JMXajibHOT CHCTEMH, TPUBAJIICTh aHecresii,
KOHUeHTpauiss  aecaypaHy B KiHLI  BHAMXY,
WBHAKICTb  BBeACHHA anb(eHTaHily, a Takox
nicasionepauiiHuii 6ink, cepais, BUXia 3 aHecTesil Ta
BiJIHOBJICHHSI CTaHy TakoK Oyau mnpeacraBieHi B
KOMHIA rpyni nikyeauus. [lapamerpu  ingykuil
aHecrtesii OynM HaBedAeHi 3a IPYNOIO JIKYBAHHS JUls
rpyn iHaykuii pecduaypanom. [ToGiuni peakuii Oymu
y3arajlbHeHi 3a CTYNeHEM TSKKOCTI Ta 3a CHCTeMaMu
opranizmy. JlaGoparopui pgani nopisHooBanud 3
BIAMOBIAHUMHM  JianazoHamMu  Hopmu.  Kniniuno
aHOMaJIbHO BMCOKI Ta AHOMAJILHO HU3BKI JabopaTopHi
MOKA3HMKM y3arajibHIOBAIM 33 4ACOM T4 3a Ipynamu
JIKYBaHHSA.

N=79: 79 xkinok/0 yonosikie. CepeaHii BiK naijieHTin
y BCIX rpynax jiikyBaHHa cTaHOBMB Bij 21 10 43 pokiB.
Yci yyacuuku Oynu 3i cratycom ATA [ ta Il.

[MauienTu, AKi OTPUMYBAJIH nechnypan/Oa,
NPOAEMOHCTPYBAAH Kpallle BiIHOBJICHHS KOTHITHBHUX
(hyHKILLI#H 3a pe3ybTaTaAMU TECTY HA BHAANICHHS JiTEPH
P Tta tecty Ha 3aminy umdp uepes 60-120 xBuaun
mic/g nepeBeeHHs A0 nicasonepauiiHol nanaTu, Hix
nawienTH, ski  orpumysanu  aechaypaw/N.O  ta
anbhentanin/N>O.

BepbanbHa ouinka 6omo, ouinka 60110 3a Bi3yalbHOIO
aHaJoOroBOK IUKaJOK Ta cepauis nauieHta Oynu
MoiOHUMH y BCIX TPHOX rpynax JiKyBaHHs.

j;fcunmﬂﬂ cronﬂm
218 auieHTiB AKi OTpH
k| » THON &?nf ATON
96 A2 AoctoBlpriCTh
NEPEKAARY 3ACBIANYD

HinavR)e H._B.\\




21. PesynbraTn Ge3neku

22. BUCHOBOK (3aKJIHOUEHHS)

i anbdentanin/N2O, cnocrepirases nonibuuii wac
peakiii.

[MauienTn, ski orpumysanu aechaypan/Oz, nobpe
MEepeHOCHIM  OpaibHi piauHM i Oyau rotosi 10
BUIHCKH IIBWJILIE, HDK MALiEHTH, AKI OTPUMYBAIH
nechnypan/N2O ta ansdpenranin/N2O.

binbiumii  BIICOTOK MNAL€HTIB, sAKI  OTPUMYBAIH
anbhentanin/N20, norpebysanu iHTpaonepauiiHoro
BTPYYAHHA 3 J0AATKOBMM BBEIACHHAM ajb(peHTaHiNy,
HIK nauieHTH, ski orpumysanu jechaypan, ais
MiATPUMAHHA ~HalekHOT raIMOMHM  aHecTesil Ta
remoiMHamiyHoi crabinbHocti. Kpim Toro, cepeaniii
yac JI0 MoYaTKy BBEJCHHS J0AATKOBOTO anb(peHTaHiny
OyB KOpPOTIUMM, a CEepelHA 3arajlbHa 1103a B rpyri
anbpenraniny Oyna OGinbwowo, HiK y rpymi
nechaypany. B obox rpynax npenapatd Oyau
epekTHBHUMH  WOA0  MiATpUMaHHA  cTabinbHOT
iHTpaonepaiiiHol reMOAMHAMIKM  Ta  HAJEKHOT
riubunun anecresii. [licns onepauii B ofox rpynax
MIATPUMYBAIMCA TEMOJHHAMIUHI Ta pecnipaTopHi
napamMerpy B MeXax KJIIHIYHO  TIPHHHATHOrO
aianasony.

Okpim Hy10TH Ta OJIFOBAHHS, B yCIX rpyrnax jJiKyBaHHs
criocTepirajiacs HM3bKa wactota nobiuHux asuul. Y
rpymi aechaypany/O:2 yactota Hya0TH Ta OatOBaHHA
Oyna HwK4o, HiK y rpynax aechaypany/N2O Ta
anbpentaniny/N20O. [Torenuiiino 3Hau Yy
nabopaTopHi BiAXWJIeHHS Oyl  MiHIMaJIbHUMH i
NoB'sA3aHi  rOJIOBHMM  YMHOM 3 XipypriuHum
BTPYYaHHSAM.

Jlechnypan  —  Oesneunnit  Ta  edekTHBHUI
iHraasuiduuii - anecteTyk s amOynaTopHUX
Xipypriuuux npoueayp. Uleuake npoOymxenus Ta
Bi/IHOBJICHHSI Mic/s aHecTe3iT cBiguars, wo aechaypan
€ KOPUCHHUM aHECTE3YIOUHM 3ac000M B amOy1aTOPHHX
yMOBax.

3asBHUK (BAACHUK IMianue: Ixeccika Cpatex

peecTpauiiHoro

Enexrponnuit nianue; [lxeccika Cparek

noc Biﬂ.‘ieH Hﬂ) [Mincrasa: 5 3aTsep/kyio uei JOKyMenT

Jlara: 17.01.2024 15:50 CST

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

MEPEKNAR 3POBAEHO
3r{AHv 3 OPNT IHANOM

AocToBiPKICTD
REPEKAARY 3ACBIAYYD

Kinareic II.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 30

of registration certificate):

2. The applicant

3. Manufacturer

|
i 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
!
!
H
!

P
'
1
I
|
i
e~ —— =n = e e e i —————— = = e s = e e s e e frm e ot = = - - |

'Baxter SA, Belgium

|
[
4
|
i

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

Baxter SA, Belgium

v yes ‘ o no; if not explain

:
| i

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

A Final Report of The Safety and Efficacy of
Desflurane Versus Propofol for Qutpatient
Laparoscopic Surgery;

[-653-10H

' 6. Phase of clinical research . Phase II

7. Time frame of clinical research

8. Countries where the clinical research was
conducted

9. The number of persons under investigation:

i

- —_ - - = m——— i ———— —— ———

' research

v

02 Feb 1990 — 10 Aug 1990

United States

Planned: up to 160 subjects;
Randomized: 178 subjects;
Completed: 178 subjects;

Analysed: 178 subjects (efficacy); 178
subjects (safety)

| 10. Purpose and secondary objectives of the clinical This study will evaluate the safety and
efficacy of desflurane and propofol, with
oxygen and in combination with nitrous




y 11. Clinical research design

12. Main inclusion criteria

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

100

oxide, in patients undergoing elective
outpatient laparoscopic surgical procedures.

- An Open-Label, Randomized, Controlled,

' Parallel-Treatment Study

. » Patients undergoing elective outpatient

 laparoscopic surgical procedures.

i » ASA Status: I, [Tor III

te Age: 18 to 75 years, inclusive

| Sex:

' A) Women who are surgically sterile or |

! year post-menopausal

Lor

' B) Women who have:

« -practiced a FDA approved method of

| contraception for the past 30 days and agree

' to continue this practice for the duration of

i this clinical trial.

| -had a normal menses within the last 28

' days.

‘-a negative urine HCG pregnancy test

(sensitivity of 50 IU/L) within 24 hours prior

. to surgery.
s Patients giving written informed consent
after the nature of the study has been fully
explained.

Name of investigational medicinal
product: [-653

Name of Active Ingredient: Desflurane

Dosage and Administration:

Group III Induction and Maintenance:
Desflurane/N2O

Group 1V Induction and Maintenance:
Desflurane/O;

A conventional inhalational induction was
used with patients initially administered 3.0-
3.6% desflurane with either 60% nitrous
oxide (Group III) or in 100% oxygen (Group
1V). As the patient spontaneously takes 2-3
breaths, the concentrations of desflurane was
increased in 3% increments until loss of

* consciousness occurs. Patients were to
receive 1.5 mg/kg of succinylcholine IV and
subsequently intubated.




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

' 15. Concomitant therapy

' 16. Efficacy evaluation criteria

Patients received desflurane in oxygen
(Group 1V) or in 40% 02/60% N20
(Groups I and I1I). The end-tidal
concentration of desflurane was adjusted
"downward in 10% decrements provided the

+ patient demonstrated hemodynamic stability. .

iName of active control: Propofol

i

' Dosage and Administration:

» Group I Induction and Maintenance:

: Propofol and Desflurane/N20
Group II Induction and Maintenance:
Propofol and Propofol/N.O

|

! Propofol 2.5 mg/kg was to be given IV to

+induce loss of eyelash reflex. If needed,

+additional propofol was to be given. The

! dosage of propofol was to be decreased in

"elderly, debilitated, hypovolemic and/or
ASA I patients. Patients were to receive

i1.5 mg/kg of succinylcholine [V and

: subsequently intubated.

: Propofol, at an infusion rate of 9.0 mg/kg/hr

"with 60% nitrous oxide was given for the
first 15 minutes followed by 6 mg/kg/hr with
60% nitrous oxide for the remainder of
surgery. The dosage of propofol was
decreased to 3-6 mg/kg/hr in elderly,
debilitated, hypovolemic andfor ASA 1II
patients. If indicated, the propofol infusion
rate was to be adjusted downward provided
the patient demonstrated hemodynamic
stability.

There were no restrictions on other peri-
operative or post-operative medications

used. All concomitant medications given was
to be recorded on the appropriate case report

form.

, Efficacy was determined by maintenance of
anaesthesia, evaluation of recovery from
anaesthesia as assessed by p-deletion and

' digit substitution testing and the evaluation

' of the incidence of post-operative nausea and
vomiting.

&
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 17. Safety assessment criteria

18. Statistical methods

Safety was assessed by evaluating
hemodynamic variables (during the
induction, maintenance, and recovery
periods), laboratory variables and the
incidence of adverse events,

Demographlc data was summarized by
treatment group. The demographic and
; background variables were evaluated using
! analysis of variance or descriptive statistics.

. Cardiovascular function, respiratory
parameters, duration of anaesthesia, end- tidal
| desﬂurane concentration, propofol infusion
| rate, as well as post operative pain, sedation,
,anaesthesia emergence and recovery were
ralso presented by treatment group and
' analysed descriptively. The analysis of
"variance was used for anaesthesia emergence
| and recovery parameters. Anaesthesia
: induction parameters were presented by
| treatment group for the desflurane induction
, groups.

Adverse reactions were summarized by
severity and by body system and analysed
_descriptively.

Laboratory data were compared to the
corresponding normal ranges. Clinically
abnormally high and abnormally low
laboratory values were summarized by time
and by treatment dose group.

19. Demographic indicators of the population study ~ There were no significant differences

(gender, age, race, etc.)

| 20. Efficiency results

between treatments groups for any of the
demographic variables recorded. Population

i

mean age across all treatment groups ranged

from 28.8-30.2 years; mean weight ranged
from 64.8-68.9 kg; mean height ranged from
159-163 cm.

Desflurane/O; and desflurane/Nz0O were
inhalational induction of anesthesia.
' Associated desflurane was associated with
_upper airway reflexes, these were short lived

: and required no drug interventions.

Patients maintained with desflurane/O; and
desflurane/N>O awoke from anesthesia
quicker and were able to respond to
commands and answer simple questions
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21. Safety results

!
l
l

+ Applicant (holder of
' registration certificate)

'
4
i

22. Conclusion (evaluation)

quicker than those patients maintained with
propofol/N2O.

Desflurane/Qz, desflurane/N»O, and
propofol/N20 were all effective in
maintaining stable intra-operative

' hemodynamics and depth of anesthesia. Post
operatively, all treatment groups maintained
, hemodynamics and respiratory parameters

: within a clinically acceptable range. i

i |

I -
Aside from nausea and vomiting, all '
treatment groups were associated with a low
incidence of adverse events. Potentially
significant laboratory abnormalities were
minimal and mostly attributable to the

' surgical procedure.

' Desflurane is safe and effective inhalational
1 anesthetic for outpatient surgical procedures.
' Rapid awakening from anesthesia indicate |
' that desflurane may be a useful agent in the
, outpatient setting.

Elactronically signed by: Jassica

Signature: JeSS ica Svatek S

Reason: | approve this document
Data: Jan t .2064 1B50C8T

Emaile_jessica_svatek@baxter com signature)
(Name)
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Jonatoxk 30

10 TMopsaaKy NpoBeeHHs eKCIEePTH3H PeECTpaLiiiftHuX MaTepianiB Ha JiKapehKi 3aco0u,
110 NOIAOTECS HA AEPIKABHY PEECTPALLito (nepepeecTpaltiio),
a TAKOXK EKCMEPTH3M MaTepiasliB Npo BHECEHHs 3MiH J10 peecTpalliiiHux Matepianis

MpOTAroM Aii peecTpauiiHoro nocBiaYeHHs
(nyHkr 4 posainy IV)

3BiT npo KjaiHIYHE BUnpoOdysauus Ne 30

1. Hazea nikapcekoro 3aco0y (3a HasBHOCTI
- HOMEp peecTpaLiifHOro NOCBiAYEeHHS)

2. 3asaBHHK

3. Bupobuuk

4. IlpoBenexi AOCHIIKEHHSA:

1) Tin snikapebkoro 3acofy, 3a AKUM
npoBouaacs abo NAaHyeThes peecTpallis

5. IloBHa Ha3Ba KJIiHIYHOrO BUNpOOYBaHHS,

KOJ0BaHHI HOMEP KIiHIYHOrO
BUIMPOOYBaHHs

6. ®aza KiiHiYHOro BUNpoOyBaHH:

7. [epioa npoBeaeHHA KAIHIYHOTO
BUMpoOyBaHHsA

8. Kpainu, je npoBoaMIOCH KiliHIuHe
BUNpOOyBaHHs

9. KinbKicTh 10C/I1KYBAHUX

Cynpan, napv 1is iHransuiii, piauna

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

X tak [J Hi sKWoO Hi, OOrpyHTYBaTH

Jlikapcbkuid 3aci® 3a NMOBHUM J10ChEe (ABTOHOMHE
J0ChE), IHIMMA Jikapcbkuii  3acib, HoBa Aioua
pevyoOBHUHA

3akmounuii 3BiT npo Ge3neky Ta edeKTHBHICTH
nechaypany  nopipHsHo 3 mponodonaom  rnpu
aMOynaTopHMx JIanapocKOMiYHHX onepattisx.

[-653-10H
(Maza Il

2 motoro 1990 p. — 10 cepriusa 1990 p.
CILIA

3annauonaua JIO 160 naulemm

-.~\ opaHo: 178 naul TiB “(ﬂ)elcmamcni?é

yosa TEPERAAR 3POBNE
Eﬂ §'° (021CK2) ar LAy 3 OPHF IHANON

AocToBIPHICTH
NEPEKAARY 3ACBIAYYD

KinayRic H.B.\,\
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10. Meta Ta BTOpUHHI Lii KIIHIYHOTO Lle nocnimxenns ouwiHioe Oe3neky Ta eeKTHBHICTH

BUIIPOOYBaHHSA aechaypany i nponodosy 3 KucHeM i B KomOiHawiT i3
3aKHCOM @30Ty Y MNAaUI€HTIB, AKMM TPOBOAATHCS
njaHoBi amOyIaTopHi lanapockoniyHi onepatii.

11. JTu3aitH KIiHIMHOrO BUNPOOYBaHHA Binkpure paHaoMi30BaHe KOHTPO/IbOBaHe
JAOCIIKEHHST 3 BMKOPHCTAHHAM MapajelbHUX CXEeM
MiKyBaHHS.

12. OcHOBHI KpUTEPIT BKIIIOYEHHS [MawienTn, AKi NigAAralOTe NJIAHOBUM aMOynaTOpHUM

NanapocKOMiYHHUM XipypriYHMM BTPYHaHHAM.

- Craryc 3a wKanoww AMEpPUKaAHCHKOIO TOBAPUCTBA
anecresionoris (ATA): I, 1T abo 11

- Bik: Bix 18 10 75 pokiB BKIIOYHO

- Crats:

A) KiHKH, AKI MepeHecan Xipypriuny crepuiizailiio,
abo y nepioai noct-menonaysu nporsarom | poky, abo
B) kiHku, sKi: 3actocoByBaiu cxBajieHi FDA metoau
KOHTpauenuii npotsarom octaHHix 30 AHiB i 3rojHi
MPOJIOBKYBATH L0 [PAKTHKY [POTArOM  YCHOIO
KJATHIYHOTO A0CTiIPKEHHS;

| - MaJild HOPMAJIbHY MEHCTPYaLlilo MPOTATOM OCTaAHHIX
| 28 nHiB;

| - OTpUMaJIM HEraTUBHHUI pe3ynbTaT TeCcTy Ha
| BariTHicTh 3 Bu3HaueHHaM XIJI y cedi (uyriuBicts
50 Oa/n) npotsirom 24 roauH nepejt onepauieio.

- [MauienTy, sKi HaaaIM NUCEMOBY iH(OpMOBaHy 3rony
nicas Toro, sk iM OyJI0 MOBHICTIO PO3'SICHEHO CYTh
JLOCIIIJIPKEHHSL.

13. JlocnipkyBaHMii JlikapcbKuii 3acib, Ha3ssa pocaizkysanoro Jjgikapeskoro 3acody: 1-653
cnoci6 3acTocyBaHHs, cuia aii Hassa AiI040T PeYOBHHH: aecpaypan

Jo3a i cnocib 3acTocyBaHus:

['pyna III: inaykuis ta nigrpumanns: dedaypan/N.O
['pyna IV: inaykuis ta nigrpumanns: lechaypan/O;

3acTocoByBaNM 3BHYAKMHY IHTraJAliidHY HIYKLIO
aHecTesii: naunieHram crnovatky Boauan 3.0-3.6 %
necaypany 3 60 % zakucy asory (rpyna III) abo 3i
100 % xucuem (rpyna IV). Ilicns Toro, ik maiieHt
CMOHTAHHO 3poOuB  2-3  BAMXM, KOHLEHTPALLIO
necnypany 30uibyBanu 3 kpokom 3 % 10 BTpaTH
ceigomocti.  [lawientn  orpumysanu 1,5 mr/kr
CYKLHMHIIXOJIIHY B/B, MMIC/IA 4OTO iX iHTYOyBaH.

[MauienTn orpumysanu nechaypan 3 kucHem (rpyna

IV) abo 3 40% 02/60% N2O (rpynu [ i III).

shfpugUTPallilo  AechaypaHy B KiHUI  BHIMXY

PRy, HIDKYIOUH 3 KPOKOM 10 % 3a ymosu,
AR HOT cTabinbHOCTI IR :

S TEFERRAR 3P0BAEHO

: 3r{AHy 3 OPHI [HANOM

SeiFm—— AocTOBIPHICT
3800259 . REPEKAAAY 3ACBIAYYD

& 18006 Kiwareic H.B. \4\




14. Tlpenapatr nopiBHaHHS, 1034, cnocid
3aCTOCYBaHHA, cuia Ail

15. Cynyrnsa tepanis

16. Kputepii ouitku epekruBHOCTI

17. Kpurepii oninku 6e3neku

18. CtaTHCTHYHI METO/IH

Haszsa  npenapary  akTHBHOIO  KOHTPOJIO:
[Tpornogon

Jlo3a Ta cnocib 3acTocyBaHHs:

I'pyna I: iHaykuwis ta niarpuManss: npornodon i
nechaypan/N20

I'pyna II: impykuis Ta niarpumanns: nponodon i
nponogon/N20.

[Tporiopon 2,5 mr/kr BBOAMIH B/B, 1100 BUKIHKATH
BTpary BiilkoBoro peduekcy. 3a HeoOXiaHOCT
BBOJMJIM  J0JAATKOBY 103y nponodony. Jlo3y
nponooay 3MEHLIYBAIH MallieHTaM JiTHLOrO BiKY,
ocnabiaeHuM, 3 rinososemiero Ta/abo cratycom ATA
[II. TTawienTn orpumyBanu 1,5 MI/Kr CyKUHHIIXOMIHY
B/B, Micjs 4oro iX iHTyOyBasiu.

[Tponodon 3i wBuaKicTiO indy3ii 9,0 mr/kr/roa 3 60 %
3aKUCY 30Ty BBOAMIIM MPOTArOM nepiiux 15 XBUIHH,
3 HACTYNMHUM BBeeHHsaAM 6 mr/kr/roa 3 60 % 3akucy
a30Ty MpoTAroM pewtH wyacy onepauii. Jlosy
nponodoiy 3HHKYBaNU 10 3—6 MI/Kr/roj naiieHTam
JITHBOTO BiKY, ocnabneHum, 3 rinoposemieo ta/abo
cratrycom ATA 1Il. 3a nokasaHHSAMH WIBHIKICTB
iHdy3ii nponodony moxHa Oy10 3MEHIUIUTH 32 YMOBH
reMOJAMHaMIiYHOT cTabiIbHOCTI NaLieHTa.

He Oyno Oyab-akux oOMekKeHb LIOAO 3aCTOCYBAHHS
IHIIMX npenapatiB nepej onepauiero abo nicas
onepauii. Bei cynyTHi likapebKi 3aco0M 3anucyBanu y
BIAMOBIZIHY  IHAMBIAYAJIIbHY peecTpaliiHy KapTty
natjieHra.

EdexTuBHicTh BU3HAYAIM 32 NiATPUMAHHAM aHecTesil,
OLLIIHKOK BiJIHOBJIEHHS Mic/s aHecTe3ii 3a I01N0MOror
TECTIB Ha BMJAJICHHA JiTEpH «p» Ta 3amiHy uudp, a
TAKOK 332  OWIHKOK  YacTOTH  BHHHMKHEHHA
nicasonepauiiHoT Hy10TH Ta OIOBAHHS.

besneky OLLIHIOBAJIH LISXOM aHanizy
reMOJAMHAMIYHHX MOKA3HUKIB (npoTsirom
IHAYKUIAHOTO, MATPUMYIOHOTO Ta BiAHOBIIOBAILHOTO
nepioais), JabopaTOPpHUX TMOKA3HUKIB Ta 4YacTOTH
BHHUKHEHHS NOOIYHMX ABMILL.

Ilemorpaqymm JaHi OyaM y3arajJbHeHi 3a rpynamu
fhryearms,  Jlemorpadiuni  Ta  OCHOBHI  3MiHHI
JIONOMOIrOI0  AMCTIEPCiHHOro aHanisy

MEPEKAAA 3POBAEHO
3r{AHv 3 OPHT IHANOM

AoctoBiPHICTD
REPEKRAAY 3ACBIAYYD

Minaveic H.B. |
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19. Jlemorpadiuni nokazHUKH
JIOCHIKYBAHOT nony il (cTarte, BiK, paca,
TOLLLO)

20. PesyabraTti epeKTHBHOCTI

21. Pe3ynbratu 6e3neku

[TapameTpu ceplieBO-CYAMHHOT (DYHKILT, AMXanbHOT
¢Gyukuii, TpuBanicTe  aHectesil,  KOHUEHTpallis
aechaypaHy B KiHII BHMAMXY, LWIBHAKICTH BBEIACHHS
nponodony, a Takox nicasonepauiinuii - Ginb,
cejallisi, BMXiJ 3 aHecTe3il Ta BiJHOBJIEHHS CTaHy
TakoK Oyiau mpejcraBlieHi 3a rpynoo JiKyBaHHs Ta
npoaHani3oBaHi OMUMCOBUMM Metoaamu. [lns ananizy
napamMerTpiB BHXOJYy 3 aHecrtesil Ta BiJAHOBICHHS
BHKOPHUCTOBYBa/IM Aucnepeiiinuii ananis. [Tapamerpu
iHaykuii anecre3ii OynM HaBeleHi 3a TIpynowo
NIKYBaHHs JJIs rpyn iHAYKUIT gecdaypaHom.

[ToGiuni peakuii Oyau y3arajlbHeHi 3a CTyNeHeM
TSOKKOCTI  Ta 33 CHMCTEMaMu  OpraHismy  Ta
MpOaHai3oBaHi OMHCOBUMH METO/IaMH.

JlaGopatopHi JaHi NMOPIBHIOBAJIM 3  BiANOBIAHUMHM
aianazonamu Hopmu. Kiiniuno aHOManbHO BHCOKI Ta
aHOMAJIbHO  HM3bKI  s1aDOpaTopHi  MOKa3HUKH
y3arajibHIOBAJIM 32 HaCOM Ta 3a rpynamH JIiKyBaHHS.

He Oyno AocTOBIpHMX BiAMIHHOCTEH MiX rpyrnamu
NiKyBaHHS 33 OKOAHOK i3  3apeecTpoBaHMX
aemorpadiunux 3minHux. CepeaHii BiK matlieHTiB y
BCIX rpynax JiKyBaHHsA 3HAXOAMBCSA B Aiana3zoHi 28,8—
30.2 poky: cepennss Maca Ttina — 64.8-68,9 «r;
cepeHii 3pict — 159-163 cm.

Hechnypan/O; i pechaypan/NO 3actocoBani s
iHransuiiHoOl  iHAYKUIT —aHectesil. AcouiiioBanuii
necaypan OyB nos’s3anuii 3 pediekcamu 3 BepxHixX
AMXANBHUX WUIAXIB, siKi OyIM KOPOTKOYacHUMH i He
notpedyBajii MEAMKAMEHTO3HOIO BTPYYaHHS.

[MauwienTn, y SKHX aHecTe3is MNiATpHMYBajacs
nechaypanom/Oz2 i nechaypanom/N2O,  wBuaie
npoOymkyBanues Bia Hapkody 1 Oyau 3natHi
pearyBaTH Ha KOMaHAM Ta BiAMOBIJAATH HA MPOCTI
3aMUTAHHS LWBHALLE, HIK NMAUIEHTH, SIKI OTPUMYBaJIH
nponopon/N20.

Hechnypan/O2, nechaypan/N20 i nponodon/N,O
Oynn eeKTHBHUMM s niaTpuManus ctabiabHOl
IHTpaonepauiiHoT reMoAMHAMIKH | rTHOMHHM aHecTesil.
[Ticns onepauii B ycix rpynax JiKyBaHHsS MOKa3HUKH
reMOIMHAMIKM Ta JMXaHHA 3HAXOJAMJIMCA B MelKax
KAIHIYHO NPUHAHATHOrO Jliana3oHy.

X % HH'
YoEVHTEE
NEPEKAARY 3ACBIAYYD
Kimayeic H.B,

‘X InenTubinauiiinnd Kon
(2R 38002596
e, Nei
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22. BUCHOBOK (3aK/IHOUeHHS)

MIHIMAJIBHUMH | MOB'SI3aHUMH TOJOBHUM YHHOM i3
XipypriuHum BTpY4aHHAM.

Jechnypan €  Oesmeunum  Ta  ePeKTUBHHUM
iHransAWiMHAM ~ aHecTeTMKOM  ais  amMOynaTopHHX
Xipypriuaux BrTpy4anb. llIBuake npoOymxenns Tta
BiITHOBJICHH TTiC/Isl aHecTe3iT cBiA4aTh, 1o Aechaypan
Moxke OyTH KOpHMCHHM 3acoboM B amOyslaTOpHHMX
yMOBax.

3asBHMK (BJACHUK Mignue: Ixeccika Ceatek

peectpauiiHoro

Enextponunii mianuc: [lxeccika Crarex

l'[OCBi,[]'l-]eHHﬂ) [Tincrasa: 5 3aTBepKyrO Leil 1OKyMEHT

Jara: 17.01.2024 15:50 CST

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

(. I. b.)

S CCKPATIS T 2]

TEPEKNAAR 3POBAEHO
3r{AHv 3 OPHI IHANOM

AocToBIPHICTD
BEPEKAARY 3ACBIAYYD

X, IaenTidinayitinmi KOA /:,"

3300259:5/ ‘ Hivayeic 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 31

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

of registration certificate):

2. The applicant
3. Manufacturer

4. the undertaken study:

|
i

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
3

. 6. Phase of clinical research

7. Time frame of clinical research

. 8. Countries where the clinical research was
' conducted

'9. The number of persons under investigation:

|
|
i 10. Purpose and secondary objectives of the clinical
“research

i
- e = e

i
1

e — - [ |

Baxter SA, Belgium
!

!

. Baxter SA, Belgium

I

; | " | . .
I v lyes ! o 'no; if not explain
| ! -

1 I !

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

The Recovery and Psychomotor Effects of
Desflurane and Propofol in Normal Male
Volunteers

[-653-101 (32,363)

Phase Il
Feb 14, 1990 — July 26, 1990

US.A

Planned: no data available
Actual: Enrolled — 25 patients
Evaluated — 20 patients

"The objective of this study was to evaluate
and compare the immediate post-anesthetic
and residual recovery effects of desflurane
versus propofol on the psychomotor and



' 11. Clinical research design
|

| .
i . . . o .
12, Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

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

: 15. Concomitant therapy

1
i

|

cognitive performance of healthy male
volunteers.

Randomized, open-label, crossover study '

| 1. NPO since midnight prior to anesthesia.
12. ASA physical status I.

f 3. Age: 18 and 39 years, inclusive.

14, Sex: male

I'5. Volunteers giving written informed
_consent after the nature of the study has been
fully explained.

: Desflurane (I-653) and Propofol

: A Propofol/100% Oz/Desflurane

| B Propofol/60% N20/40% O/Desflurane

- C Propofol/60% N20/40% O2/Propofol ;
D Desflurane/100% O2/Desflurane i

. Subjects in treatment groups A, B and C
received propofol 2.5 mg/kg IV bolus
injection. [f during induction the subject
shows signs of excitement, an additional
bolus of propofol 1.0-2.5 mg;kg IV may be
administered.

+ Subjects in treatment group D received

" desflurane 0.5 MAC via facemask. As the
subject spontaneously takes 2 to 3 breaths,
the concentration of desflurane will be
increased in 0.5 MAC increments until loss
of consciousness occuts.

* After loss of lid reflex, subjects in all four
treatment groups will receive d-tubocurare
3.0 mg IV and succinylcholine 1.0 mg/kg IV
bolus via 18 gauge in dwelling needle
secured on the nondominant forearm, hand
or antecubital fossa.

Inhalation

Propofol (see above)

No other medications were to be substituted
for those listed. There were no restrictions on
other peri-operative or post-operative
medication. All concomitant medications



i

16. Efficacy evaluation criteria

17. Safety assessment criteria

18. Statistical method

1

(gender, age, race, etc.)

r

20. Efficiency results

111

administered were recorded on the case
report form.

Determined by observing the times for
recovery from anesthesia as well as the |
rquality of recovery from anesthesia based

“upon results of psychomotor and cognitive

 test7- 10 (the comparison of time required

- following anesthesia to return to pre-

‘anesthetic levels).

i : - - -
This study assessed the safety of desflurane .
by evaluation of the hemodynamic changes
during maintenance and recovery from !

. anesthesia, evaluated the laboratory |

_parameters and the presence or absence of
side effects.

| Demographic data was summarized by '

 treatment group. All the induction, '
maintenance, and emergence parameters
were presented by treatment group and by
visit since it was a Latin-square design.

' Adverse reactions were summarized by
severity and by body system.

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

' 19. Demographic indicators of the population study = Normal healthy male volunteers, aged 18-39

years, ASA 1

The times from the discontinuation of the
anesthetic until the subject responded to
specific commands (opens eyes, squeeze
fingers, state name and date of birth), were
oriented and ready for discharge (able to sit,
. stand, walk, urinate, tolerate liquid) were
evaluated. Subjects in treatment group D
_(desflurane; desflurane/O2) were oriented
more quickly than subjects in group A
! (propofol; desflurane/Oa). Subjects in group
B (propofol; desflurane;N20) were able to
+open their eyes, squeeze fingers, state their
name, state their birth date, were oriented
"and were able to sit more quickly than
subjects in treatment groups A (propofol;




|
|
|
|
|
|
|

'21. Safety results

desflurane; O;) and D (desflurane;
desflurane; O2) combined. Subjects in group
C (propofol; propofol; N20) took longer to

- open their eyes, squeeze fingers, state their

- name, state their birth date, and be oriented

'than subjects in all the other treatment
groups (A, B, and D). Group C subjects were

able to urinate and were evaluated fit for

 discharge earlier than the other treatment

i groups.

"Evaluation of psychomotor and cognitive

. tests revealed that no significant difference

. was present among treatment groups beyond

' 1 hour after anesthesia for most of the tests.

1 One hour after anesthesia, group C subjects

' made more mistakes on the action

. judgement, coordination and multiple

' reaction task, matched fewer symbols to
digits on the DSST, had greater exophoria
(Maddox wing), and remembered fewer
words for immediate retention than subjects

 in the other treatment groups (A, B and D

. combined) who received desflurane for

. maintenance.

Adverse events were minimal in this trial.

The most frequent post-anesthesia event

reported was pharyngitis, which was

transient and required little or no medical
. intervention.

No deaths were reported during the course of
this clinical trial. Four subjects (09, 12, 13
and 26) were terminated from study
participation due to adverse events. One
additional subject (01) was not included in
the efficacy analysis because he received the
same anesthetic treatment on two
consecutive study visits.

There were no clinically significant changes
in hemodynamic and respiratory parameters
in all four treatment group during all four
study visits. Significant increases in blood
pressure and heart rate compared to baseline
were observed in groups A, B and D 4
minutes after induction (intubation).
However, these changes were not clinically
significant.

There were no significant differences in the
number of subjects who required therapeutic




! intervention to maintain adequate depth of
anesthesia and hemodynamic stability during
anesthesia administration among any of the
four treatment groups.

. The majority of subjects had normal

" laboratory values during the study.

 Potentially clinically significant changes
noted during the trial (RBC, prothrombin

,time, eosinophils, neutrophils, bands,
chloride, bicarbonate, and glucose) were

 investigator.

22. Conclusion {evaluation) . Volunteers who received desflurane with or
*without nitrous oxide for anesthesia
i maintenance recovered more rapidly than
| those maintained with propofol/N20 as
, measured by response to commands,
' psychomotor and cognitive tests.

Electronically signed by: Jessica

! registration certificate) Daio Jan 17, 2034 15:50 CST
Email:_jessica_svatek@haxter com (signature)

(Name)

judged to be of no clinical importance by the .
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Jonarok 30

1o Topsaaky npoBeieHHsA eKCIIEPTH3H PEECTPALiHUX MaTepiaiiB Ha JiKapehKi 3aco0H,
1O MOAAKTHLCS Ha JIEPIKABHY peecTpaltiio (nepepeectpattio),

a TAKOXK €KCMepTH3M MaTepialliB Npo BHECEHHS 3MiH /10 peecTpalifiHuX marepianis
MPOTAroM Ail peecTpauiiHOro nocBiueHHs

(nyHkr 4 posainy V)

3BIT 1po KjaiHiYHEe BUNpodyBanHs Ne 31

1. Hasga nikapeskoro 3aco0y (3a Haserocti  Cynpas, napu juist iHransuii, piauna
- HOMEp peeCTpaLiHHOro MOCBIIYEHHS)

2. 3asBHUK bakctep C.A., beabris

3. BupoOHuk Bakcrep C.A., benbria

4. ITpoBeaeHi A0CIKEHHA: X Tak [ Hi AKWO Hi, oOrpyHTYBaTH

1) Tun nikapeeKoro 3acody, 3a SKUM Jlikapcekuii 3acib 3a MOBHMM J10Ch€ (ABTOHOMHE

nposBoauiacs abo MIaHYEThCS PeecTpallii  J0Che), IHIIMH Jikapchkuii  3acib, HoBa ailoua
peuoBMHa

5. IloeHa Ha3Ba KiiHivyHOro BUnpoOyBanHs, Brnuus aecdaypany i npornodosy Ha BiAHOBICHHA Ta
KOJOBAHHI HOMEP KJITHIYHOIO MCHXOMOTOPHI  (PYHKIIT 310poBUX  100POBOJIBLLIE
BUMPOOYBaHHs 4OJIOBIHOT cTaTi.

[-653-101 (32,363)

6. ®a3a KAiHiYHOro BUNPOOyBaHH Masza Il

7. [lepioa npoBeieHHs KIIHIYHOTO 14 motoro 1990 p. — 26 nunus 1990 p.
BUNPOOYBaHHA

8. Kpaiuu, ne npoBoaMnocs KiiHiuHe CLIA

BUIPOOYBaHHs

9. KisibKicTh 10CH1/1KYBAHHUX 3ansanoBana: 1aHi BIJCYTHI.

@akTuyna: 6y/10 BKIKOYEHO B IOCTIIKEHHS: —
25 noGpoBOIBLLIB;
npoanasizosato — 20 100poBoNBILIB.

10. MeTa Ta BTOpHHHI LTI KJIIHIYHOIO Metoo 1poro JociipkeHHs Oyno  OUIHUTH  Ta

BUIIPOOYBaHHS nopisHsTH BrMB JecaypaHy Ta nponodony Ha
MCUXOMOTOPHI Ta KOrHiTHBHI (yHKIIT 310pOBHX
J100pOBOJIBLLIB HOJIOBIHOT CTATI BiJipa3y nicis aHecresii
Ta 3aJMIIKOBI epeKTH y BIIHOBIIOBANILHUI NEepiol.

1 1. Jluzaiin kniHiuHOrO BUNpOoOyBaHHA PanjiomizoBaHe BiiKpuTe nepexpecHe J0ciKeHHs

12. OcHOBHI KpUTEPIT BKJIIOUEHHS . 3abGopona nepopanbHOro rnpuiiomy Oyab-sKHX
gQOiB, Boau, ki (Nil Per Os, NPO) 3 oniBHOYI nepen
AfECTERCIO.

> -..;?" it cratyc 3a 1w
[ Toaapu‘f?g HecTe3i0/10riB I%?, Wﬁ?‘f‘fﬁhﬁ?@
o\ KPATI] Aifmicf 0 39 porin mgilly B 2HAT THATOM

laenTudinauininmi KO A

SN\ 38002596
o, Net 2

NEPEKAARY 3ACBIAYYD
Kinayeic n.ﬂ.\\




13. JlocaimkyBanuii nikapebkuii 3acid,
cnocib 3acTocyBaHHA, cuia Jii

14. Ipenapat nopiBHsiHHA, /1034, cnocid
3aCTOCYBaHHA, cHia Ail

15. CynyTHs tepanis

16. Kputepii OlliHKH e(peKTHBHOCTI

17. Kpurepii ouinku 6e3nexu

4. Crats: yonosiva
5. loGpoBoabli, siKi Hagaau nUCLMOBY iH(OpMOBaHY
3rojly nicss Toro, Ak iM OyJ10 MOBHICTIO pO3'SICHEHO
CYTh JAOCIIPKEHHS.

Jechaypan i nponodon

A: Tponogon/100 % O/ lechnypan

B: [Tponoon/60 % N20/40 % O,/ [lechaypan

C: INponoon/60 % N20/40 % O2/Tlponodon

D: echaypan/100 % O/ dechaypan

[Tauientn B rpynax A, B i C orpumyganu nponodon
2,5 mr/kr /B y Buriasaai 6omocHoi iH’exuii. SAxuwo nig
Yyac IHAYKUIT MamieHT BMSABIAB O3HAKW 30YIKEHHS,
Jonyckanocs 3poOuTH 1oaaTkoBy GonrocHy iH’€KILi0
nponogoiny 1,0-2,5 mr/kr B/s.

Hocnimxysani 3 rpynu D orpumysanu aechaypan y
no3i 0,5 MiniManbHOT anbBEONAPHOT KOHLEHTpaLii
(MAK) wuepes macky. [licns Ttoro, sk nauieHr
CMIOHTAHHO 3po0OMTH 2-3  BJAMXH, KOHLEHTpaLlis
nechuaypany 30inbiysanaca 3 kpokom 0,5 MAK 1o
BTPaTH CBiJJOMOCTI.

[Ticns Brpatu pediekcy MOBIK YYaCHMKM BCIX
4OTHPLOX rpyn otpumysanu d-tybokypapuu 3,0 mr
B/B Ta cykuuHiaxonin 1,0 mr/kr B/B GomocHo 3a
aonomoroto rojku 18 kaniGpy, 3akpinneHoi Ha
HEZIOMIHAHTHOMY mepearutiv4i, kucti abo B NiKTHOBIH
AMILLL.

[Hransauis.

[Tponodon (aue. BuLLE)

JKoaui inwi nikapeeKi 3aco0mM He MOBUHHI 3aMIHIOBATH
3aznauedi. He Oyno Oyap-skux oOMmexeHb 11070
3aCTOCYBaHHS IHIIMX [pernapariB mnepen onepauiero
abo nicns onepauii. Bei cynyTtHi nikapeski 3acobu, 1o
BBOAMIMCS, OynuM 3anucaHi B IHAWBIAYyaIbHIH
peecTpauiisii kapri.

BusHayaerbess UUIAXOM  CIIOCTEPEIKEHHS 34 4acoM
BIZIHOBJICHHS [MiC/Il aHecTe3ii, a TakokK 3a AKICTIO
BITHOBJIEHHS Mic/il aHecTe3ii Ha OCHOBI pPe3y/bTaTiB
TECTIB NCUXOMOTOPHUX Ta KOrHITUBHUX (PyHKuii 7-10
(MOpiBHAHHA Yacy, HeOOXiAHOro micas aHecTesii A
MOBEPHEHHSI 10 PiBHS, LIO NepelyBaB aHecTesii).

Y upOMy  JIOCHIDKEHHI  OuiHIOBanM  Gesmneky

a6o_paTopHi noKasfpsi i) ﬁ’ﬁ"%ﬂfﬁe
ATI00iHHX eDeKThY [ Ay 3 OPNF | HANOM

‘ AoctoBIPHICTD
NEPEHAARY 3ACBIAYYD
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Himavede H.B. \




18. CraTucTUUHI METOIH

19. lemorpadiuti noKazHUKH
JOCiKYBaHOT nomyssuii (crats, BiK, paca,
TOIO)

20. PesynbTatn edekTHBHOCTI

21. PesyabtaT OGe3neku

Jlemorpadiuni nani Oynum ysaranabHeHi 3a rpynamu
nikyBaHHA. Yci napamerpd iHAYKUIT, MiATPUMaHHA
a”ecrte3ii Ta Buxoay Oy/m npejicraBieHi 3a rpynamu
NiKyBaHHS Ta BI3UTAMM, OCKibKM ue OyB au3aiin
natuHcbkuX — kBazapatiB. [loGiuni  peakuii  Oyiaw
y3arajibHeHi 3a CTYNEHEM THKKOCTI Ta 3a CHCTEMAMH
oprasismy.

JlaboparopHi fAaHi MOPIBHIOBAIM 3 BiANOBIAHUMHM
AianazoHamu HOpMH. KIliHIYHO aHOManbHO BHCOKI Ta
aHoMasibHO HW3bKi nabopatopHi mokasHUKKW Oynu
MiZICYMOBaHi 3a YaCOM Ta 3a IPyNnamH JiKyBaHHs.

310poBi 106poBOIIBLL HOIOBIYOT cTaTi BikoM Bia 18 10
39 pokis 3i cratycom ATA .

OuiHiooBanM  4ac  BiJl  NPUIHHEHHSA  BBEJACHHA
aHeCcTeTHKa /[0 MOMEHTY, KOJIH JIOCHIi/IKYBAHH
BIJINOBI/IaB HA KOHKPETHI KOMaHAH (PO3MUIIOLIMTH OYi,
CTHMCHYTH NaJiblii, HA3BaTH iM'sl Ta aTy HAPOKEHH:),
opieHTyBaBcs Ta OyB rOTOBHIA 10 BUITHCKH (Mir CHAITH,
CTOATH, XOAWTH, MOYMTHMCH, YTPUMYBATH piJHHY).
Hocnixysaui 3 rpynu D (necduypan; nechnypan/O2)
OpIEHTYBAJIUCS LBU/LLE, HIK JOC/IKYBaHi 3 rpynu A
(nponodon; necaypan/O2). JlocnimxkysaHi 3 rpynu B
(nponogon; nechaypan/N20) Moraum po3nomuTH
04i, CTHCHYTH NMaJiblli, HA3BaTH CBOE IM'sl, HA3BATH JIATY
HAPOJ/KEHHS, 30PIEHTYBATHCA | CICTH LIBMALIE, HiXK
Jpocaipkyeati 3 rpyn A (nponogon; aechaypan/O2) i
D (nechnypan; npechaypan/Oz2), pazom  y3aTHX.
Jlocnimkysauum 3 rpynu C  (nponodoun;
npornogon/N20)  3uagnobunocs  Ginplue uyacy 10
MOMJIMBOCTI  PO3IUIIOLIATH  O4i, CTHCHYTH Najbili,
Ha3BaTH  CBOE  iM'A,  Jary  HApOJUKeHHs |
30piEHTYBATHCSA, HDK MALiEHTaM YCiX IHWMX rpyn
nikysanus (A, B i D). locniaxkysani 3 rpynu C 3amorau
MOUYMTHCA | OyJIM BHM3HAHI TFOTOBMMH 0 BHMIHCKH
paHillie, HiXK B iHIIKX Ipymnax JiKyBaHHs.

OuiHka NCHXOMOTOPHMX 1 KOPHITHBHMX TeCTiB
nokasana, uio vyepe3s 1 ronuHy nicas anecresii He Oyno
CYTTEBOT pI3HMLI MDK rpynamu JIKYBaHHsA /14
Oinbwocti Tecti. Yepez | roauHy nicas anectesii
npochikysani 3 rpynu C poGunu Giibliie NOMHIOK Y
3aBJIAHHAX HA OLLIHKY Jii, KOOPAHHALLIIO Ta MHOKHHHY
peakiito, CriBBIAHOCHIIM MEHLIE CUMBOJIIB 3 LM pamu
y TecTi Ha 3aminy undposux cumponis (DSST), manu
Oinpwy  ex3odopito  (kpuno  Mennokca) i
3anam'sTOBYBalM  MEHLIE CJIiB  Ai8  HeraiHoro
3anam'sTOBYBaHHA, HIK JAOCTIKYBaHI 3 iHIIMX Tpyn
s B 1 D pazom y3atux), aKi orpumyBaiu aecdiypan

iy aeuma B usomfl E PEKANRKSROE NBROH

BAdivu. HaiiGinbw $fdiie G10Rir, | #pdN6Me
AocToBiPHICTL

NEPEKAARY 3ACBIAYYD

Hiwavede H.B. |y
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nosigomsiocs nicas asecresii, Oys dgapuurit, sakuii
MaB  TpPaH3UTOpHMI  Xapakrep i  nortpebysas
HE3HA4YHOTO0  MEAWYHOro  BTpyuaHHs abo  He
notpedyBaB TaKoro.
[Tin yac UBOro KIIHIYHOrO AOCHIKeHHS He Oyno
3apeECcTPOBAHO  JIeTAJIbHUX  BHnaakie.  Yorupu
yuacuuku (09, 12, 13 i 26) npunuHMAM yyacThb y
aocaimkenHi yepes nobiuni seuwa. llle oaun yuacuuk
| (01) ne Oye BkmouyeHWwit B aHani3 epeKTUBHOCTI,
| OCKi/IbKH BiH OTPUMaB OJIHAKOBY aHeCTe3ir Mmia uac
* JIBOX MOCJTJOBHUX Bi3UTIB.

V BCiX YOTHPBOX rpynax JiKyBaHHs He 0YJ10 BUABIIEHO
KJIHIYHO  3HAYYIIMX 3MiH  TeMOAMHAMIYHMX |
pecrnipaTopHUX MapaMeTpiB MPOTATOM YCiX YOTHPbOX
BI3UTIB Y paMKax JOC/i/UKeHHs. 3Ha4YHe MiJABHIIEHHS
apTepianbHOrO THCKY Ta YaCTOTH CEPLIEBHX CKOPOYEHb
MOPIBHAHO 3 BUXiJHUM piBHEM criocTepiranocs B
rpynax A, B i D uepe3 4 xBuiauHM micns iHayKuii
a”ectesii (intybOauii). Oanak ui 3miHM He Oyau
KJIIHIYHO 3HAYYLLIUMHU.

He Oyno cyTTeBMX BiZIMIHHOCTEH MK JKOAHOKW 3
YOTHPBOX PYIl JIKYBAHHS Y KiJIbKOCTI MaLieHTiB, ki
norpedyBaiu  TEPAaneBTHYHOrO  BTPYYaHHA  JUIA
NiATPUMAHHS  Hale)KHOT rauOuHKM  aHectesil Ta
reMoAMHaMiYHOT cTabiIbHOCTI Mij Yac aHecTesil.

binbwicTs  A0CHIUKYBAHMX — MaJM  HOPMasbHi
nabopaTopHi  MOKA3HUKK Mil  4ac JIOCHIAKEHHS.
[MToTeHuiiHO KNIHIYHO 3HAYYLL 3MiHM, BiAMIYeHI Mia
yac J0CiPKeHHS (epUTPOLMTH, NpoTpoMOIHOBHIA yac,
eo3uHOd MU, HeiTpodinm, naaHyKoAAepHi
Heiitpodinm, pisenb xsopuiis, OikapGonatiB Ta
rAKo3M), Oy/M OLiHEH] JOCHIAHMKOM SK TakKi, 110 He
MaKOTh KJIIHIYHOTO 3HAYECHHS.

22. BUCHOBOK (3aKJIIOYEHHS) JloOGpoBonbli, fAKI A8 MIATPUMaHHA — aHecTtesil
orpumyBaiu Jechuypan i3 3akucom azory abo Oe3
HBOTO, BIJHOBJIIOBA/IUCSA IUBWALIE, HDK Ti, #Ki
OTpUMYBaH I MiATPUMaHHA aHecresii
nponogon/N20O, 10 BH3Hayanocd 3a pesyibTaTaMu
peaxuii Ha KOMaHIH, MICUXOMOTOPHUX Ta KOPHITHBHHX
| TECTIB.

IMianuc: Hxeccika Cpatek

Enexrponnnit nianuc: Jlxeccika Coarex
3aaBHHUK (BﬂaCHHK [Miacrasa: A 3aTBepaxyo uel JOKYMEHT
JNara: 17.01.2024 15:50 CST

| peecTpauifHoro
MOCBIIYEHHS )

TEPEXAAA 3POBAEHO
3rlAke 3 OPHT IHANOM

AocToBIPRICTD
NEPENAARY 3ACBIAYY

Kiwayric H.B4
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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 32

E 1. Name of medicinal product (if available ~ number | Suprane, Inhalation Vapour, Liquid
of registration certificate):

I T R

| 2. The applicant

Baxter SA Bel gium

t
#
:
i
1
!
I

i
! Manufacturer '. Baxter SA, Belgium
) | i o . .
! 4. the undertaken study: : v j yes ; o no! if not explain !
. i { i , :
! oo |
] = i
1
' 1) the type of medicinal product for which the : Medicinal product with complete dossier g
; registration was made or planned - (stand-alone dossier), other medicinal !

| product, new active substance

! - b

*5. Full name of clinical research, coded number of = The Safety and Efficacy of Desflurane
rclinical research versus Propofol in Outpatient Arthroscopic

' "and Peripheral Orthopedic Surgery

1-653-107 (32,363) !

, 6. Phase of clinical research ‘ Phase I
-l 7. Time frame of 'clinical research Mar 27, 1990 — Aug 30, 1990
'8, Countries where the clinical research was United Kingdom
conducted
9. The number of persens under investigation: Planned: approximately 60 patients

i ' Actual: Entered — 60 patients
'- | Completed — 60 patients

. 10. Purpose and secondary objectlves of the clinical | The obJectwe of thlS study was to evaluate
' research _ ‘the safety and efficacy of desflurane and

: propofol with and without nitrous oxide in
patients who underwent elective outpatient




|

11. Clinical research design

|

12, Main inclusion criteria

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

: 14. Reference substance, dose, method of

administration, efficiency

|
|
!
|
f
!
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arthroscopic and peripheral orthopedic
surgical procedures.

An Open-Label, Randomized, Controlled,
| Single center, Parallel-Treatment Study

i 1. Patients undergoing elective outpatient
.arthroscopic and peripheral orthopedic
| surgical procedures

i 2. ASA Status: I, IT or III
'3. Age: 18 to 75 years, inclusive

4. Sex: Males and females of non-
i childbearing potential (surgically sterile or
' one year post-menopausal)

5. Patients giving written informed consent
 after the nature of the study has been fully
: explained.

t Desflurane (I-653)

. Treatment Group 3:
: Desflurane/60% N20/40% 0>/Desflurane

"Treatment Group 4:
. Desflurane/02/Desflurane

+ Patients were to be preoxygenated with

+ 100% O for two minutes and receive 3

- mg/70 kg of d-tubocurarine. Up to 2 pg/kg
of fentany! were to be administered over 3-5
minutes prior to anesthesia induction.

: Desflurane Induction (Groups 3 and 4)

' A conventional inhalational induction used

"with the patient initially administered 3.0-

. 3.6% desflurane with either 60% nitrous
oxide (Group 3) or in [100% oxygen (Group
4). As the patient spontaneously takes 2-3
breaths, the concentrations of desflurane
were increased in 3% increments until [oss
of consciousness occurs.

Patients received 1.5 mg/kg of
succinylcholine IV and subsequently
intubated.

"Inhalation

? Propofol

fTreatment Group 1:
 Propofol/60% N20/40% 02/Desflurane

Treatment Group 2:
é Propofol/60% N20/40% 02/Propofol
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! Patients were preoxygenated with 100% O

for two minutes and receive 3 mg/70 kg of d-
“tubocurarine. Up to 2 ug/kg of fentanyl was
administered over 3-5 minutes prior to

| anesthesia induction.

+ Propofol Induction (Groups 1 and 2)

! Propofol 2.5 mg/kg was to be given IV to
induce loss of eyelash reflex. If needed,
 additional propofol was given. The dosage of
i propofol was decreased in elderly,

» debilitated, hypovolemic and/or ASA II1

| patients, :
' Patients received 1.5 mg/kg of

' succinylcholine IV and subsequently

+ intubated.

! Inhalation

G U

l 15. Concomitant therapy ;No other medications were to be substituted |
[ for those listed. There were to be no

[ restrictions on other peri-operative or post-
i

, operative medications used. All concomitant
: medications given were to be recorded on
! . the case report form.

1
1

_16. Efficacy evaluation criteria : Efficacy was determined by the maintenance
- of anesthesia, the induction characteristics of
E +each drug, and the quality and rapidity of
emergence and recovery from anesthesia.

. 17. Safety assessment criteria Safety was determined by the incidence of

3 _events, analysis of laboratory parameters and
analysis of cardiovascular and respiratory
parameters intra- and post-operatively.

18. Statistical methods Demographic data were summarized by
treatment group. Cardiovascular function,
respiratory parameters, time to loss of
consciousness, duration of anesthesia, end-
tidal desflurane concentration, propofol

. infusion rate, as well as post operative pain,

: , sedation, anesthesia emergence and recovery

"were presented by treatment group.
Anesthesia induction parameters were
presented by treatment group for the

' desflurane induction groups. Adverse events

| were to be summarized by severity and by

i body system.

Laboratory data were compared to the
" corresponding norma! ranges. Clinically




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

20 Eff' iciency results

+21. Safety results

i
i
4

122. Conclusion (evaluation)

|
]
|
1
1

abnormally high and abnormally low

. laboratory values were summarized by time

and by treatment group.

Male and Female Aged 18 to 75 years; ASA
StatusI ITor III

' Patients mamtamed w1th desﬂurane/Oz and

, desflurane/N20 awoke from anesthesia

"quicker, and were able to respond to
‘commands and answer simple questions

!  faster than those patients maintained with
propofolf N20. The desflurane/ O, patients

+also performed better on tests of cognitive
functlon 30-120 minutes after entering the
recovery room. Additionally, the desflurane
 groups were oriented to time and place, and
. were able to stand, walk, and tolerate oral

| fluids and were ready for discharge faster

.than the propofol/ N20 /propofol group.

1

. All treatments were effective in maintaining
. stable intra-operative hemodynamics and
'adequate depth of anesthesia. Post
operatively, all treatment groups maintained

' hemodynamic and respiratory parameters

"within a clinically acceptable range.

The propofol/ N20 /propofol group showed a

lower incidence of adverse events than the
other three groups. The two desflurane

- induction groups showed a higher incidence
of respiratory reflexes associated with an
inhalational induction. Because no patient
complained of eye irritation, the higher
incidence of conjunctivitis reported in the
desflurane treatment groups were more
accurately described by the investigator as
conjunctival hyperemia. Potentially
significant laboratory abnormalities were
minimal and mostly attributable to the
surgical procedure.

Desflurane is a safe and effective
inhalational anesthetic for outpatient surgical
procedures. Rapid awakening and recovery
from anesthesia indicate that desflurane may
, be a useful agent in the outpatient setting.
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: Email:_jessica_svatek@baxter.com (signature)
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Jonatok 30
1o Iopsaaky npoBeeHHS €KCNEPTH3M peecTpaLifHMX MaTepialis Ha JiKapebKi 3acobu,
1O MOAAKTHCS HA JePIKABHY pPeecTpallito (nepepeecTpaito),

a TAKOXK €KCMEePTH3X MaTepialliB npo BHECEHHs 3MiH [0 peecTpaliiHuX maTtepianis

NPOTArOM JIiT peecTpalliifHoro nocBijAueHHs
(nyHkT 4 posainy V)

3BIT Npo KJAIHIYHE BUNPoOyBaHHsa Ne 32

1. Hazea nikapcbkoro 3aco0y (3a HasiBHOCTI
- HOMEP peecTpaLifHOro NMoceiAYeHHs)

2. 3as8BHUK
3. BupoOHuK

4, IpoBeaeHi AOCHiIKEHH:

1) Tvn nikapeekoro 3acofy, 3a sKuM
nposoauiacs abo niaHyeThes peecTpatis

5. [ToBHa Ha3Ba KJAIHIYHOrO BUIIPOOYBaHHS,
KOJ0BaHHIA HOMEP KIAiHIYHOrO
BUIpOOYyBaHHs

6. ®aza kiiHiyHOTO BUNPoOYBaHHS

7. [lepion npoBeeHHs KIIHIYHOTO
BHUITPOOYBaHHS

8. Kpaiuu, e npoBOAHIOCS KIiHIUHE
BUNpoOyBaHHs

9. KinbKicTb 10C1 1KY BaHHX

10. MeTa Ta BTOpHHHI L KAIHIYHOFG
BUIPOOYBaHHS ‘

Cynpan, napu aas iHraisuii, piinHa

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

X Tak [ Wi gKwWo Hi, o0rpyHTYyBaTH

Jlikapcekuii 3aci® 3a NOBHMM JIOCh€ (aBTOHOMHE
0CkE), iHIIMI Jikapcbkuii  3aci®, HoBa Jitoua
pevyoBHHA

Besneka ta eekTUBHICTD 3acTocyBaHHs aecduypany
nopiBHaAHO 3 nponoosoM npu  amOynaTopHHUX
apTPOCKONIUHMX Ta MNepuPepUUHUX OpTONeAMIHNUX
onepauisx.

[-653-10J (32,363)
Daza |

27 6epesns 1990 p. — 30 cepnua 1990 p.

BenmkoOGpuranis

3anaanoBana: npubanzno 60 naiieHTis.
MakTHYHA: BKJIIOYEHO B JIOCITIIMKEHHS —

60 nauieHTiB;
3aBePLIMIIM 10cTiKkeHHs — 60 naiieHTis.

\ AOCHiKeHH s G0 OLliHMTH Ge3neky Ta
i  sacrocysanigE PE VRO NE Ha

31 saxncom azord Aty 13 RE Nl EARON,
OCTOBIPKICTSH

REPEKAAAY 3ACB | AYyD
Kivaypie H.B. \(\
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IKAM BHKOHYBAJIH MJ1aHOBI amOynaropHi
apTPOCKOMiYHi  Ta  nepudepuuHi  OpTONeaUYHI
onepauii.

11. Jln3aiin wiiniyHoro BunpoOyBaHHs Biakpure paHj0Mi30BaHe KOHTPOJIbOBaHE

O/IHOLIEHTPOBE  JIOCHI/UKEHHA 3  BHKOPMCTAHHAM
napasejbHHX CXeM JiKyBaHHS.

12. OcHOBHI KpHUTEPii BKIHOUYEHHS 1. TlauwienT,  ski  MiAIAralOTs  TUIAHOBMM
amMOyIaTOPHUM apTPOCKOMIYHMUM Ta nepupepruuHUM
OPTOMNEJANYHHM ONepaLlisiM.

2. Cratyc 3a mKanol AMEpPUKaHCHKOrO TOBapUCTBA
anecresionorie (ATA): I, 1T abo III.

3. Bik: Bin 18 10 75 pokiB BKIIFOUHO.

4. Crarp: 4OMIOBIKM Ta KIHKH 0e3 pernpoayKTHBHOIO
noreHuiany (micas Xipypriuvoi crepuiizauii abo B
nepioji NOCT-MeHONay3u NpoTarom 1 poky).

5. lMawienTu, ski Haganu nUCbMOBY iHGOpMOBaHY
3roAy micis Toro, ik iM Oy/10 MOBHICTIO po3'SCHEHO
CYThb JAOC/IIMKEHHS.

13. JlocnimkyBanuii nikapebkui 3acib, Heconypan (1-653)

cnocib 3acTocyBaHHA, CHa Ail ['pyna nikyBaHHs 3:
Hechnypan/60 % N20O/40% Oz/pnechnypan.
['pyna nikyBanHs 4:
Hechaypan/Oa/necduypan.
[Mauientam npoBoaunu mnpeokcurenauito 100% Os
nporsrom 2 XBWAMH i BBoaunu 3 Mr/70 kr d-
TyOOKypapuHy. J1o 2 MKI/Kr (peHTaHi/Iy BBOJWIIH 3a 3—
5 XBHIIMH 110 IHAYKUIT aHecTesii.

Inaykuis gecduypanom (rpynu 3 i4)

Tpaauuiiiny iHransauifiny iHAYKUIKO 3aCTOCOBYBAJIH
naumieHty, skomy crno4arky ssoawau 3,0-3,6 %
necaypany 3 60 % 3akucy asoty (rpyna 3) abo 100 %
kucHem (rpyna 4). Ilicis 2-3 CnOHTaAaHHUX BJMXIB
naiieHTa, KOHUEHTpauito aechaypany 30inbLyBanu 3
KpokoM 3 % /10 BTpaTH CBiZIOMOCTI.

[TauienTn orpumyBanu 1,5 Mr/Kr cyKUMHIIXONIHY B/B,
micas 4oro 1X iHTyOyBaiu.

[Hransuis.
14. Tlpenapar nopiBHAHH, 1032, crnocid [Tponodon
3aCTOCYBaHHA, cuia ail ['pyna nikypauus 1:

[Mponogon/60 % N20/40 % O/ nechaypan.
['pyna nikyBauus 2:
I'lpon0(b0n/60 % N20/40 % Oz/nponodon.
guicHTaM NpoBOMMIK nipeokenrenauito 100% O
\ XBUIMH 1 BBOAMAM 3 mr/70 kr d-

P . y- Jlo 2 MKr/kr cpelﬁ'amn“v BBo;gaﬁlﬁlﬁsﬁ_‘h

1 ) NAR 0
eI Lahy 3 OPNT IHANON
"wfbioson (rpynH mwomnlm

8/ REPEKAARY 3ACBIAYYD

Kiwaveic H.B. |,




15. Cynythsa Tepanis

16. Kpurepii ouinku edexkriupHocTi

17. Kputepii oninku 6e3nexku

18. CtarucTH4YHI METOAH

19. lemorpadiyni nokazHHKM
NOCTIKYBAHOT MOy Ll (CTaTh, BiK, pg
TOLLO)

20. PesynbraTn epekTHBHOCTI

[Tponodon 2,5 Mr/kr BBoAMAM B/B, OO BHKJIMKATH
BTpaty BilikoBoro pedaekcy. 3a HeoOXiaHoCTi
BBOJAW/IM  JI0JATKOBY 03y nponodony. Jlosy
npornodoy 3MEHIIYBAIN MALEHTAM JITHBOTO BIKY,
ocnabaeHuM, 3 rinooJiemieto ta/abo crarycom ATA
I11.

[MauienT oTpuMyBanu 1,5 MI/Kr CyKUMHIIXONIHY B/B,
nicas 4oro ix iHTyOyBanu.

[Hransuis.

JKoani iHui JikapcebKi 3aco0M HE MOXKYTH 3aMiHMTH
sazHadeni. He Oyno Oyab-skux oOMexeHb 11010
3aCTOCYBAHHS IHIIMX TMpenapaTiB nepeja onepaiicio
abo micas onepauii. Bei cynyTtHi sikapebki 3aco0u
3anucyBanM B IHAMBIAYanbHiH peecTpauiiiniii kapti
naiieHra.

EdexkTHBHICT BU3HAYAN 3a NI ATPUMAHHAM aHeCcTe3ii,
XapaKTepUCTHKAMHM  IHAYKUil aHecTe3il KOMKHOro
npenapary, a Takox 3a AKICTIO | LWBMKICTIO BUXOAY i
Bi/IHOBJICHHA MiCs aHecTe3il.

besneka Bu3Hauamacs 3a 4YacTOTOK BHHMKHEHHSA
noGiYyHKUX  sIBHLL  Ta  pe3yibTaTaMH  aHanisy
nabopaTopHUX, CEpLEBO-CYAMHHUX i pecrnipaTopHUx
MOKa3HUKIB Mijl 4ac Ta nicas onepawii.

Jlemorpadiuni nani Oyau y3arajabHEHI 3a rpynamu
nikyBanns. [lapamerpu cepueBo-cyaAMHHOT (GyHKLT,
AuxaneHol QyHKWIT, uac g0 BTPaTH CBIAOMOCTI,
TPUBAICTh aHecTesil, KOHUEHTpauis aecduypaHy B
KiHLI BUAKMXY, WBHAKICTH iHDY3ii nponodony, a Takox
nicasonepatiinuii 6inb, cenais, BUXia 3 anectesii Ta
BIAHOBJICHHS cTaHy Oy/iM npeacTasieHi 3a rpynamu
nikysanus. [lapamerpn iHaykuii auectesii Oyau
HaBeJEHI 3a rpynamu JiKyBaHHs Ui rpyn iHayKiii
nechayparom. [MoGiuni siBuina Oysin y3arajibHeHi 3a
CTYINEHEM TSIKKOCTI Ta 3a CHCTEMAMM OpraHi3my.

JlaGoparopHi JaHi MOPIBHIOBANM 3 BIANOBIAHUMH
AianazoHamu HopMH. KiiHIYHO aHOMAILHO BMCOKI Ta
aHOMAbHO  HM3bKI  nabopaTopHi  MOKA3HUKH
y3arajibHIOBaJIM 33 4acOM Ta 3a rpynamu JIiKyBaHHs.

Yonosiku Ta xinku Bikom Big 18 a0 75 pokis; craryc

BEPEKAARY 3ACBIAYYD
Kinaveic H.B

aHOM/O2 1 necd
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21. Pesyabratu OGe3neku

22. BHCHOBOK (3aK/IHO4EeHH)

3asiBHUK (BIACHUK
peectpauiiHoro
MOCBiIMEHHS)

npoOywKyBanucs mnicas aHecTesil, MOIM LWBHLIE
pearyBaTH Ha KOMaHIM i BiAMOBiZaTH Ha NPOCTi
JaNMUTaHHSA, HDK NAUIEHTH, Yy SAKUX aHecTesiro
nigrpumysanu  nponodonaom/N20O. [lauienrn, ki
orpuMmyBanu  jaechaypan/Oz,  Takoxk  Kpauie
BUKOHYBA/IM TECTH Ha KOrHITHBHI QyHKUiT yepe3 30—
120 XBWJIMH Tiicaa nepeBoAy 10 micasonepauiiHol
nanatd. Kpim Toro, mauieHtd 3 rpyn aecduypany
OPIEHTYBAJIMCA B Yaci i MiCLli, MOIJIH CTOATH, XO/IHTH,
NePeHOCHTH OpaibHi piMHHU i GyJIH roTOBI 10 BUITUCKH
HIBH/ILIIE, HIK MaieHTH 3 rpymnu
nponogon/N20/nponogon.

Yei npenapatu Oynu epeKTUHBHUMM 15 MiATPAMAHHS
crabinbHOT  iHTpaonepauiiHoi reMoaMHaMiku Ta
HanexHoi raubuum avecresii. [Ticns onepauii B ycix
rpynax JiKyBaHHs reMOJMHAaMiYHI Ta pecnipaTopHi
napametpu  30epiraquMcs B MeXax  KJIHIYHO
MPHIHATHOrO Jiana3oHy.

Y rpyni  nponogony/NO/nponodony  uacrora
HebaxaHuX ABMIL Oyla HHAKUOK, HIXK B IHIIMX TPhOX
rpynax. Y BOX rpynax iHAyKuii aHecrtesii
aeciaypaHoM  criocTepiranacs — BUIIA  4acTOTa
AUXaTbHUX peduiekciB, MOB'A3aHHUX 3 IHraNALIHHOK
inaykuiero. OCKUIBKH JKOACH NMALEHT HE CKapKHUBCS
Ha NOApa3HEeHHS OYel, BMILA YACTOTA KOH'IOHKTHBITY,
npo sKy nopijomisisiocs B rpynax jaecduaypany, Oyna
OiNibll TOYHO OmMMcaHa AOCHIAHMKOM SIK rinepemis
KOH''OHKTHBH. [loTenuiitno 3Hauyuwii nabopatopi
BiAXWiIeHHS Oyau MiHIMaJbHAMU | [OB'A3aHUMU
FOJJOBHMM YHHOM 3 XipYPridHHM BTPYHAHHSM.

Hechnypan  —  Oesneunuid  Tta  eexTHBHMN
iHransauideui - adHecTeTMK s aMOyJaTOpPHMX
Xipypriuuux Brpydans. llIBuake npoOymxenus ta
BiJIHOBJICHHS MIC/g aHecTe3il cBiavaTh, 1o aechaypax
€ KOPHCHUM aHECTe3yIouuM 3aco0oM B aMOynaTopHUX
YMOBax.

IMianue: /ixeccika Cparex

Enextponnnii nianue: [Ixeccika Cparex
[lincTasa: 5 3aTBep/Kyio uei 10KyMeHT

Jara: 17.01.2024 15:50 CST

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

(I. 1. B.)

MTEPEKNAA 3POBAEHOD
3riAle 3 OPKr IHANOM
RoctoBiPHICTD
BEPEKAAARY 3ACBIAYY

Hisayeic 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 33

of registration certificate):

12, 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

E 6. Phase of clinical research

1

7. Time frame of clinical research

8. Countries where the clinical research was
; conducted

. 9. The number of persons under investigation:

|
|
I
{ 10, Purpose and secondary objectives of the clinical
. research

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

R

:
!
t

e — g ww: —— - [Ep——

; Baxter SA, Belgium

' Baxter SA, Belgium

L - e -
I yes | OJ (o if not explain
A

_—

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

Safety and efficacy of desflurane vs propofol
_for outpatient laparoscopic surgery

1-653-10K (UK)

'IND #32,363
Phase I
24 Apr 1990 — 16 Jan 1991

United Kingdom

Enrolled: 60 subjects
. Completed: 58 subjects

To determine the safety and efficacy of
' desflurane versus propofol for outpatient
laparoscopic surgery.
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* 11. Clinical research design An open-label, randomized, controlled,
single-center, parallel-treatment study

12. Main inclusion criteria e Patients undergoing elective outpatient
laparoscopic surgical procedures
e  ASA Status: I, I, or ITI !
s Age: 18 to 75 years, inclusive
e Sex:
,  © Women who are surgically sterile, one
year post-menopausal or |

o Women who have:

» practiced a 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.

» anegative urine HCG pregnancy test
(sensitivity of 50 IU/L) within 24
hours prior to surgery.

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

fully explained.

"13. Test medicinal product, method of Desflurane/60% N20/40% O2/Desflurane
" administration, efficiency '
Desflurane/O2/Desflurane

; 14. Reference substance, dose, method of Propofol/60% N20/40% O2/Desflurane
+ administration, efficiency
' Propofol/60% N20/40% O2/Propofol

15. Concomitant therapy There are no restrictions on other peri-
) operative or post-operative medications
‘ used. All concomitant medications given will
be recorded on the appropriate case report
form.

+ 16. Efficacy evaluation criteria Efficacy was to be determined by the quality
: of emergence from anesthesia and the
i induction characteristics of each drug,.

' 17. Safety assessment criteria . Safety was determined by the incidence of

_adverse events, analysis of laboratory
parameters and analysis of cardiovascular

"and respiratory parameters intra and post-

i
' operatively.
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. 18. Statistical methods Demographic data were summarized by
| treatment group.

i . Efficacy: Cardiovascular function,
 respiratory parameters, duration of

' anesthesia, end-tidal desflurane

* concentration, propofol infusion rate, as well
"as post-operative pain, sedation, anesthesia
“emergence and recovery were also to be
presented by treatment group. Anesthesia

! induction parameters were to be presented by

i treatment group for the desflurane induction

; groups.

. Safety: Adverse reactions were to be
summarized by severity and by body system.

1 Labaratory data were to be compared to the

i corresponding normal ranges. Clinically

_abnormally high and abnormally low
laboratory values were to be summarized by

,time and by treatment group.

frn e m = = mmm m e JE— - - ——— e —_— -—— B, I —_——

| 19. Demographic indicators of the population study ~ There were no significant differences

i (gender, age, race, etc.) . between treatment groups for any of the

' demographic variables recorded. 58 females;
age 19-45, weight range 42-88 kg, height

1 range 118-170 cm completed the study.

t

20. Efficiency resuits _Desflurane/O; and desfturane/N20 were
effective agents for the inhalational
induction of anesthesia. Although desflurane
was associated with upper airway reflexes,
they were short lived and required no drug
intervention.

Patients maintained with desflurane/O2 and
| desflurane/N20O awoke from anesthesia
quicker, and were able to respond to verbal
commands and answer simple questions
quicker than those patients maintained with
propofol/N20. The results of the p-deletion
i and digit substitution test sugges a more
i rapid and efficient return of cognitive ability
: in the propofol/N2O/desflurane patients.

All treatment groups were effective in |
' maintaining stable intra-operative

hemodynamics and depth of anesthesia.

Post-operatively, all treatment groups
'maintained hemodynamics and respiratory




parameters within a clinically acceptable
range.

21. Safety results , Aside from nausea and vomiting and
_respiratory reflexes, all treatment groups
‘were associated with a low incidence of
"adverse events. Potential clinically
+significant laboratory abnormalities were
"minimal and mostly attributable to the
| surgical procedure.

ia -

i Desflurane is a safe and effective

| inhalational anesthestic for outpatient

i surgical procedures. Rapid awakening from
anesthesia indicates that desflurane may be a
useful agent in the outpatient setting.

|
|

22. Conclusion (evaluation)

Elecironically signed by: Jessica

' Applicant (hold?r of _ Signature: J@JJ!M Svatek SV e s cocumant
registration certificate) Date: Jan 17, 2074 15:50 CST

| — — Emailjessica_svatek@baxter.com (Signature)
(Name)
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Honarok 30

1o [Mopsiziky npoBeieHHs eKCepTH3N peecTpalliiiHux Martepianis Ha Jikapchbki 3acobm,
10 MOJAI0TECS HA JIepIKABHY peecTpaLlito (nepepeectpatiio),

a TAKOK eKCIePTH3N MaTepiaiiB NMpo BHECEHHS 3MiH [0 peecTpauiiinux matepianis
MpoTArom il peecTpaiiifHoro nocBiayeHHs

(nyHKT 4 po3niny 1V)

3BIT npo KiAlHIYHE BUNpoOyBaHHa Ne 33

1. Hasga nikapcekoro 3aco0y (3a nassHocti  CynpaH, napu uisi iHransilin, piansa
- HOMEp peecTpaLliitHoOro MocBiaYeHHs)

2. 3asABHUK bakctep C.A., benbris

3. BupoGuuxk bakcrep C.A., benbris

4. IlpoBeaeHi AOCTIKEHHA: X tak [J Hi Ko Hi, o0rpyHTYBaTH

1) Tun nikapceKkoro 3acody, 3a AKMM Jlikapcekuii 3aci® 3a TNMOBHMM J10Ch€ (aBTOHOMHE

nposoauiacs abo MIaHyeThCs peecTpallis  10Che), IHLMA Jikapebkui  3acid, HoBa aitoua
pevoBHHA

5. IMosna naspa kaiHiuHoro BunpoOyBanHs, besneka ta eQeKkTHBHICTL 3acTOCyBaHHS AecuypaHy
KOZ0BAHHI HOMEP KJIIHIYHOIO nopiBHAHO 3 nponodojoM npu  amOynaTopHHUX
BUINPOOYBaHHSA NanapocKoniyHUX onepauiax.

1-653-10K (BeaukoGpuranis)

IND #32,363
6. ®aza KJAIHIYHOrO BUNPOOYBaHHS ®aza |
7. llepioa npoBeaeHHs KNiHIYHOrO 24 xsitHs 1990 p. — 16 ciuns 1991 p.
BUNPOOyBaHHs
8. Kpaiuu, e npoBoamnocs KiiHivyHe BenukoOpuranis
BUIPOOYBaHHS

9. KinibKicTh 10CTIIKYBaAaHHUX 2% BKIIIOUEHO B l_i]OCJli}I}KeHHﬂ -
S B; EPEKNAA 3POBAEHO

spmmid rocainkenns: S8 hiddiburd OPHT IHANON
N, OCTOBIPHICTD

DEPEKAARY 3ACBIAYYD
Kiwaveic H.li.{‘l
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10. Mera Ta BTOPHHHI LI KIIHIYHOTO Busnauutu Oesneky Ta e(eKTHUBHICTH 3aCTOCYBAHHS
BUNpOOyBaHHA nechaypany nopisHsHo 3 nponodonrom  npu
| amMOyaTOPHHUX JanapocKONniyHUX onepattisx.

11. Inzaitn kaidiuHoro BunpoOyBaHHs Binkpure KOHTPOJIbOBaHE paHoMi3oBaHe
OJHOLEHTPOBE  JOCHI/KEHHS 3  BMKOPHCTAHHAM
napajiebHUX CXeM JIiKyBaHHs..

12. OcHOBHI KpUTEpii BKIFOYEHHS e [lauienrtn, SIKI MASraloTh [JIAHOBUM
amMOy1aTOPHUM J1anapocKOMiuHUM OMepaiisam.
¢ Craryc 3a WwKaio AMEPUKAHCEKOrO TOBAPUCTBA
anectesiosioris (ATA): I, IT ado III.
e Bik: Bia 18 10 75 poKiB BKJIOUYHO.
e Crate:

O IKIHKH, AKi nepeHecIu Xipypriumy
crepuiizauito abo y nepioji rnocT-MeHonaysu
nporsrom | poky.

O KIHKH, AKi:

* 3acrocoByBasiv cxBaseni FDA  wmeroau
KOHTpauenuii nporsroM octanHix 30 aHiB i
3rOAHI  NMPOAOBKYBATH L0  MPAKTHKY
NpoTIrom yCHOTo KJATHIYHOTO
JIOCITJUKEHHS

" MaJii HOPMaJlbHY MEHCTPYALiO MPOTIrom
ocTaHHix 28 nHiB;

*  OTPUMAJIM HEraTHUBHUWI Pe3y/ILTAT TECTY HA
BariTHicTh 3 BU3HauyeHHsm XIJI y ceui
(uyrausicts 50 Op/n) npotsrom 24 roaux
nepe onepauieio.

o [lauieHTH, fKi HagaaW NUCLMOBY iH(OPMOBaHY
3roly nicis Toro, K im 0yJ10 MOBHICTIO pO3'ACHEHO

CYThb AOCIIKEHHS.

13. JlocniukyBaHuil ikapcbKuii 3acid, Hechuypan/60 %/N20/40 % Oz/necthaypan
croci6 3acTocyBaHHs, cuaa aii
Hechaypan/Oz/nechaypan

14. [penapar nopiBHAHHSA, 1034, crocid [Tponogon/60 % N20/40 % Oa/nechnypan
3acTOCyBaHHA, cuia il

[Tponodon/60 % N20/40 % Oa/nponodon

15. CynyTHs Tepartisi He O6yno Oyap-skux oOMeKeHb 1IOA0 3acTOCYBaHHA |

mumx npenapaTla nepe onepaulelo abo nicas |
ii. Bei cynyTHi nucapcmcl 3aco0u 3anucyBaIu B
ANILHIT peccTpauiiiniii kapTi nauienTa. ‘

MEPEKAAA 3POBAENO |
3r [AHy 3 OPKF IHANON
AocToBIPHICTD
DEPEKAAAY 3ACBIAYYD

Kinareic H.B, \\
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16. Kpurepii ouinku edexTuBHOCTI EdbexkTHBHICTE BH3HAYaaM 3a AKICTIO BHXOLY 3
aHecTe3il Ta XapaKTepPUCTHMKAMH IHAYKLUIT aHecTesii
KOXKHHM MpenapaTroM.

17. Kputepii ouinku 6e3nexku bBesneka Bu3Hauyanacs 3a 4acTOTOK BHHUKHEHHA
noOiYHMX  SBMLL  Ta  pe3yibTaTaMd  aHajisy
nabopaTtopHUX, CepLEBO-CYJAMHHUX i pecripaTopHUX
MOKa3HMKIB MMi/1 Yac Ta nicjs onepatii.

18. CTaTucTHYHI METO/IH Jemorpadiuni nani Oynu y3arallbHEHI 3a rpynamu
NiKYBaHHSA.

EdexTuBHicTb: napamMeTpu  CepLEeBO-CYIHHHOT
dbyukuii, auxanshoi ¢yHKUii, TpUBadiCTL aHecTesi,
KOHUeHTpauiss  aechaypaHy B KiHUI  BWAHXY,
IWBKAKICTE  iHpyY3ii  nmpormodoay, a  Takox
nicasonepauiiuii 6iab, ceaauis, BUXija 3 aHecTesii Ta
BIZAHOBJIEHHs CTaHy OyJW MNpeAcTaBleHi 3a rpynamu
nikysauus. [lapamerpu inaykuii adecresii Oyau
HaBelEHI 3a rpynaMu JiKyBaHHs sl TPyn iHAYKLUil
nechaypaHom.

Besnexa: [loGiuni peakuii Oynu y3aranbHeHi 3a
CTYMEHEM TSIKKOCTI Ta 3a CHUCTEMaMH OpraHizmy.
JlaBopatopHi jaHi MOPIBHIOBAIM 3  BIJANOBIAHMMH
AlanazoHamu Hopmu. KuliHIYHO aHOMalbHO BHCOKI Ta
aHOMaJILHO  HM3bKi  1abopaTopHi  NMOKa3HMKH
y3arajibHIOBaJIM 3a 4aCOM Ta 3a rpynamH JiKyBaHHS.

19. lemorpadiuni nokazH1KH He Oyno BusiBieHO 3HA4HMUX BiAMIHHOCTEH MiXK
JOCIIiPKYBAaHOT NONyAsALil (CraTe, BiK, paca, rpynaMmu JIiKyBaHHs 3a JKOJIHOIO i3 3apeecTpoBaHMX
TOL110) nemorpadiunmux 3MiHHux. 58 okiHOK Bikom 19—

45 pokis, 3 macoto tina 42—88 xr, 3poctom 1 18-170 cm
3aBEPLIMIIH 10CII[UKEHHSL.

20. Pe3ynbraTn edeKTHBHOCTI Jechnypan/Oz i aechnypan/N20 Oynu eeKTHBHUMH
zaco0aMM s iHranauidHoOT iHAYKUIT aHecTesil. Xoua
3acTocyBaHHA  jecaypaHy — CyNpOBOIXKYBanocs
peduiekcaMu 3 BEpXHIX JAUXATbHUX IIISXIB, BOHK Oyiu
KOPOTKOYaCHUMH i He norpedysanu
ME/IMKaMEHTO3HOTO BTPYUYaHHSI.

[TauienTw, AKHM aHecTesito MiATPUMY BaJIH
nechaypanom/O2 i pechaypanom/N2O,  wmBuawe
npoOy/uKyBanuest mnicas adectesil i Oynu 3aaTHi

MiATPHMYBaJIH nponogonaom/N20.

TecTy Ha BHAATCHHARERANA “BP OB MEROY

unp. coinsarg ripgy §13- P MEHHRAON
AoctoBiPHICTb

REPENAARY 3ACBIAYYD

Kimayeic H,B, \\
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21. Peaynbraru Ge3nexu

22. BUCHOBOK (3aKJIFOUEHH)

e(peKTHUBHE BIJHOBJICHHS KOTHITHBHMX 31i0HOCTEH Y
nauiexTiB, SIKI OTPUMYBAJIH
nponoon/N20/necnypan.

VY Beix rpynax npenapatd Oyau epeKkTHBHUMU s
MiATpUMaHHA crabinbHoi iHTpaonepauiiHoi
reMoJiMHaMiKK Ta raubunu anecresii. [Ticas onepauii
B yciX rpynax  JIKyBaHHS  MiATpUMYBanacs
reMoJiMHaMiKa Ta pecripaTtopHi napamerpu B Mexax
KJIIHIYHO MPUIHATHOTO Aiana3oHy.

3a BUHATKOM HYJAOTH i OJIOBaHHA Ta JAMXaJbHMX
pediekcis, B ycix rpynax JiKyBaHHsS crioctepiranacs
HM3bKa uactoTa noOiuHux sBuw,. [loTeHuiliHo
KIiHIYHO 3Hauyuli 1abopaTopHi BiaXuleHHS Oyiu
MiHIMaJBHMMH B YCIX rpynax JikyBaHHa i Oyiu
noB's3aHi 3 XipypriuHum BTPYHAHHAM.

Jlechaypan €  OesneyHuM  Ta  e(eKTUBHUM
IHraAsIiHHUM  @HECTEeTHKOM  /uid  aMOy/naTopHHUX
Xipypriuaux  Brpydanb. lllBuake npoOymxeHHs
CBiUMTh, 1O jechaypaH Moxke OyTH KOPHCHHUM
aHecTe3yro4num 3acobom B aMOyIaTOPHUX yMOBax.

3asBHUK (BJACHHUK IMianue: [xeccika Cratex

peecTpauifHoro

Enexrponnuii niamuc: [bxeccika Crarex

MOCBIAYEHHS) Mincrasa: S 3aTBEPAKYIO el JOKYMEHT

Jara: 17.01.2024 15:50 CST

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

(1. 1. B.)

; -"".;.. 33002596
Net g

MEPEKAAR 3POBAEHO
3r{AHv 3 OPHF IHANON

AocToBIPHICTY
MEPEKAAAY 3ACBIAYYD

Lp,ewrmluauiﬁw“ L

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 report No 34

of registration certificate):

o v i a— = o e v

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

1
clinical research
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:

i 10. Purpose and secondary objectives of the clinical
! research

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

{

 Baxter SA, Belgium

. Baxter SA, Belgium

! : t . .
0 ho. if not explain
{ .

|

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

The Safety and Efficacy of Desflurane :
- versus Propofol for Qutpatient Laparoscopic
Surgery

[-653-10K France (32,363)

Phase I
'May 18, 1990 — Feb 21, 1991

France

Planned: up to 60 patients
Actual: Entered — 60 patients
Completed — 60 patients

To determine the safety and efficacy of
desflurane versus propofol for outpatient
laparoscopic surgery.



"11. Clinical research design

12. Main inclusion criteria

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

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

|
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' Open-label, controlled, randomized, parallel
study

. 1. Patients undergoing elective outpatient
| laparoscopic surgical procedures

2. ASA Status: I, IT or III
13 Age: 18 to 75 years, inclusive
’ 4. Sex:
A) Women who are surgically sterile or 1
year post-menopausal
B) Women who have:

|
|
| -practiced a 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.

;  -anegative urine HCG pregnancy test

'i (sensitivity of 50 IU/L) within 24 hours
\  prior to surgery.

' 5. Patients giving written informed consent

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

Desflurane (I-653)

Patients were preoxygenated with 100% Oz
- for 2 minutes and receive 3 mg/70 kg of d-
. tubocurarine. Up to 2 pg/kg of fentanyl was
I administered over 3-5 minutes prior to
anesthesia induction.

. A conventional inhalational induction was

“used with patients initially administered 3.0-
3.6% desflurane with either 60% nitrous
oxide or in 100% oxygen. As the patient
spontaneously takes 2-3 breaths, the
concentrations of desflurane was to be
increased in 3% increments until loss of
consciousness occurs.

Patients received 1.5 mg/kg of
succinylcholine [V and subsequently
intubated.

_Inhalation

' Propofol

. Patients were preoxygenated with 100% Oz
' for 2 minutes and receive 3 mg/70 kg of d-

| tubocurarine. Up to 2 pg/kg of fentanyl was
"administered over 3-5 minutes prior to
anesthesia induction.
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Propofol 2.5 mg/kg was given IV to induce
loss of eyelash reflex. If needed, additional
propofol was given. The dosage of propofol
was decreased in ¢lderly, debilitated,

| hypovolemic and/or ASA III patients.

: Patients received 1.5 mg/kg of
succinylcholine 1V and subsequently
i intubated.

. Inhalation

! [5. Concomitant therapy | No other medications were to be substituted
} for those listed. 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. ,

16. Efficacy evaluation criteria ' Efficacy was determined by the quality of
. emergence from anesthesia and the induction .
| characteristics of each drug.

i
e e m e e = e e e e e e e e I d

; 17, Safety assessment criteria . Safety was determined by the incidence of
adverse events, analysis of laboratory
parameters and analysis of cardiovascular ]
and respiratory parameters intra-and post-
operatively.

'
]
.

E 18. Statistical methods ' Demographic data was summarized by

E treatment group, Cardiovascular function,

i _respiratory parameters, duration of
anesthesia, end-tidal desflurane

! concentration, propofol infusion rate, as well

; as post operative pain, sedation, anesthesia

i emergence and recovery were presented by

1 treatment group. Anesthesia induction

‘ parameters were presented by treatment
group for the desflurane induction groups.
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
l 'laboratory values were summarized by time
i and by treatment dose group.
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: 19. Demographic indicators of the population study 60 Females of non-child bearing potential;
% (gender, age, race, etc.) Aged 18 to 75 years; ASA Status I, Il or III

| 20. Efficiency results Desflurane/O; and desflurane/N2O were
 effective agents for the inhalational
_induction of anesthesia. Patients induced
“with desflurane demonstrated a low
“incidence of upper airway reflexes, with

. coughing being the most prevalent adverse
,event during induction.

; Patients maintained with desflurane and '
desflurane/N20O awoke faster from anesthesia
-and were able to respond to commands and
answer simple questions quicker than those
patlents maintained with propofol/N20.

. ' Desflurane maintained patients also
- performed better on tests of cognitive i

* function than propofol maintained patients.
Desflurane patients were also judged to be fit
for discharge sooner than those patients
_maintained with propofol.

All treatment groups were effective in
mamtammg stable intra-operative
. hemodynamics and adequate depth of
_anesthesia. Post-operatively, hemodynamic
and respiratory parameters remained within a
| clinically acceptable range for all treatment
: ' groups.

21. Safety results Aside from post-operative nausea and
vomiting and respiratory reflexes on
induction, all treatment groups were
associated with a low incidence of adverse
events. Laboratory abnormalities were
minimal in all treatments and attributable to
the surgical procedure.

t

! | .

. 22. Conclusion (evaluation) Desflurane proved to be a safe and effective
inhalational anesthetic for outpatient surgical
procedures. Rapid awakening and return of

; cognitive abilities indicated that desflurane

% may be a useful agent in the outpatient

setting.
}
! H « eal Il : Jessica
i AP}.)llcar.lt (hOld-eI' of Signature: Je&ﬂcﬂ Syatek gg{,:;;:‘ :’:;‘i:;;::m:m#
| registration certificate) Date: Jan 17,20, sa5s0cs
‘ —Eman-—jes&ea-svatek@baxtec.cem—(mgna ure)

(Name)
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Jlonarok 30

10 TMopsiaky npoBeseHHs €KCIIEPTH3H PeecTpalliiiHuX MaTepiaiiB Ha JlikapeeKi 3aco0u,
1110 NOAAKOTHCS HA JIEPIKABHY peecTpalliio (nepepeectpaiito),
a TAKOX EKCMEePTH3M MaTepialiB NMpo BHECEHHS 3MiH 10 peecTpaliifHuX marepiais

MPOTATOM /i1 peecTpailifHOro nocBiI4eHHs
(nyukr 4 posainy 1V)

3BIT Npo KAlHIYHE BUIIpoOyBanus Ne 34

1. Ha3ga nikapcbkoro 3aco0y (3a HasisHocTi  Cynpas, napu Juisd iHransuii, piausa

- HOMEep peecTpailifHOro MocBiueHHs)

2. 3aaBHUK

3. BupoGuux

4. IlpoBeneHi NOCHIKEHHS:

1) Tun nikapebkoro 3acody, 3a sKuM
npoBojniacs abo NIAHYEThCA peecTpallis

5. [Nosxa Ha3Ba KJNiHIYHOTO BUNPOOYBaHHS,

KOAOBaHHIT HOMEP KIIHIYHOIO
BUINpPOOYBaHHs

6. da3a KIIHIYHOTrO BUITPOOYBaHHA

7. lepioa npoBeAeHHs KAiHIYHOTO
BUMNpoOyBaHHs

8. Kpaiuu, e npoBoaniocs KiiHiuHe
BUIIpOOYBaHHA

9. KifbKiCTh A0CHIKYBAHUX

:‘. Igemwlnuiﬂuaﬁ %on /
R 38002596
oo, Nt

bakcrep C.A., benbrisi

bakcrep C.A., benbris

X tak [] Hi sAKWo Hi, o0rpyHTyBaTH

Jlikapcekuii 3acid 3a MOBHMM JI0Ch€ (aBTOHOMHE
JOChE), iHIMA JiKapchbkuit  3acib, HoBa ailova
pevoBHHA

besneka Ta eeKTHBHICTEL 3acTOCYBaHHs aechaypany
nopieHAHO 3 nponodosiom npu  amMOyIaTOpHHX
JIanapocKoniuHUX onepatisx.

1-633-10K (Dpanis) (32,363)

(Ma3za |

I8 TpaBus 1990 p. — 21 motoro 1991 p.

®panuis

3an.ﬂanonaua 10 60 naigienTis.

a: BKJIIOYEHO B JOC/IHKEHHS —
oxy 00 nauieHris;
\R3aBepLIKIn nociiagenns — 60 naijieHTis.

EPEKNAA 3POBAEHO
3r[Av 3 OPHT IHANON

OCTOBIPHICTD
MEPEKAAAY 3ACBIAYYD

Kimayeic H,B.



10. MeTta Ta BTOPUHHI LiJli KIIHIYHOTO
BHIpOOYyBaHHA

11. JIu3aiin KJ1iHIYHOTO BUNPOOYBaHHsA

12. OcHOBHI KpUTEpIT BKJIIOYEHHS

13. TocnipkyBanuii aikapebkuii 3acio,
cnoci0 3actocyBanHs, cuia ail

14. Ipenapar nopiBHAHHSA, 1034, cnocid
3aCTOCYBaHHA, cHa Aii

Busznauntu Gesneky Ta eeKTHBHICTbH 3aCTOCYBAHHS:A
aecdnypany  nopiBHsHo 3 nponodonom  npu
amMOyIaTOPHHUX JIANAPOCKOMIYHUX Oneparisx.

Binkpure KOHTPOJIbOBAHE paHoMi30BaHe
JOCHIUKEHHS 3 Napaie/ibHUMH rpynamH.

1. [lauieHTH, AKI MiIAranTh MJIAHOBUM
amMOy1aTOpHUM 1TanapocKONiuHUM OrepaLlisam.

2. Craryc 3a 1KajJoK AMEPHKaHCBKOrO TOBapHUCTBa
anecresionoris (ATA): I, 1T a6o 111.

3. Bik: Biza 18 10 75 pokiB BKJIKOYHO.

4. Crars:

A) KiHKM, SIKI NepeHeciu XipypriuHy cTepuiizaiito
abo y nepiojii nocT-MeHonay3u npotarom | poky.

b) #iHKHM, sKi:

- 3actocoByBaiu cxsaneHi FDA meroan koHTpauenuii
nporAromM octaHHix 30 AHIB 1 3rojHi NpoAOBKYBATH
WO  NPaKTHKY  HPOTArOM  YCbOro  KJiHIYHOroO
JIOCITI KEHHS;

- Majl¥ HOpMaJIbHY MEHCTPYaLil0 MPOTAroM OCTAHHIX
28 nHiB;

- OTpUMAJIH HEeraTMBHHIl pe3yiabTaT TeCcTy Ha
BariTHicTh 3 Bu3HaueHHsaMm XIJI y ceui (uyriusicre
50 Op/n) npotsirom 24 rouH nepej onepaticro.

5. TMauienTH, gKi HaganM NUCLMOBY IH(OPMOBAHY
3rofly micas Toro, Ak iM Oy0 NMOBHICTIO pO3'ACHEHO
CYThb J10CTIJPKeHHS.

Hechnypan (1-653)

[Mauienram npoBoaunu npeokcurenauito 100 % Oz
npoTarom 2 XBWIHH i BBoAwiIH 3 mr/70 kr d-
Ty6okypapuny. JIo 2 MKI/Kr ¢eHTaHiny BBOAKAM 3a 3~
5 XBHJIMH 110 1HAYKUIT aHecTe3ii.

Tpaauuiiiny  ivramsiiiiny — iHaykuio  anecresii
3aCTOCOBYBAIM MALIEHTY, SKOMY CIOYATKY BBOIMUIIH
3.0-3.6 % necaypan 3 60 % 3akucy azory ado 100 %
kucHeMm. [licng 2-3 cnoHTaHHMX BAMXIB MNAaLl€HTA,
KoHUeHTpauito aechuypany 3011blIYBAIH 3 KPOKOM
3 % no BTpaTH CBIAOMOCTI.

[MauienTn orpumyBanu 1,5 Mr/Kr CyKUMHIIXONIHY B/B,
nicis 4oro ixX iHTyOyBaiu.

[Hransuis.

[Tponodon

[Mauientam nposoaunu npeokcureHauio 100 % O

&groM 2 xBwiMH i Boawim 3 mr/70 kr d-

KyH Hy. Ho 2 MKr/icr(beH HiJly BBOJMJIU 33 3—
TTEPERAA

AoctosIpPniCTh
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[Tponiodpon 2,5 mr/kr BROAMIM B/B, OO BHKINKATH
BTpaTy BilikoBoro peduexkcy. 3a HeoOXiaHOCTI
BBOJMJIM  JI0JATKOBY  ao3y nponodony. Jlosy
nponodosy 3MEHIYBaNH NALIEHTaM JITHLOTO BiKYy,
ocnabnenuM, 3 rinoonemieio ta/abo crarycom ATA
1L

[MauienTu otpumyBaiu 1,5 MI/Kr CyKUMHIIXOMIHY B/B,
nicJjist 4oro ix inTyOGyBanu.

[Hransuis.

15. CynyTHs Tepamis Xoaui iHmi nikapceki 3aco0M HE MOXKYTh 3aMiHWUTH
sazHaueHi. He Oyno Oyap-akux oOMexeHb 11010
3aCTOCYBAHHS (HIIMX MpenapariB repes oneparico
abo micas onepauii. Bei cynyrhi aikapebki 3acobu
3anuCcyBalu B IHAMBIAyanbHiIH peecTpauiiHii kapTi
nauieHTa.

16. Kpurepii ouinku epexTMBHOCTI EdexTHBHICTE BH3HA4YaAM 3a  AKICTIO BHXOLY 3
aHecTe3il Ta XapaKTEepHUCTHKaMM iHAYKUIT aHectesii
KOMXHHM MNpernapaToM.

17. Kpurepii oninku 6e3nexku besneka Bu3Hawanacs 73a 4AcCTOTOW BHUHUKHEHHs
noGiYHMX  SBHLL  Ta  pe3yJbTaTamMM  aHaiuisy
nabopaTopHUX, CEPLEBO-CYJAMHHUX i pecripaTopHUX
MOKa3HWKIB MiJ] yac Ta nicas onepatii.

18. CrarucTHYHI METOAH Jlemorpadiuni gani Oynu y3arajibHeHi 3a rpyrnamu
nikysanus. Ilapamerpu cepleBo-cyaHHHOT (QyHKUT,
JAHXATBHOT (hyHKLT, TPUBAJIICTD aHecresit,
KOHUeHTpauia jaecnaypany B KiHII  BHAMXY,
weuakicts  iudysii  nponodony, a  TaAKoK
nicasonepaiiiinuii 6ink, cenailis, BUXij 3 aHecTesil Ta
BIJHOBJICHHS cTaHy Oyiau npejcTaBieHi 3a rpynamu
nikysanus. [lapamerpu inaykuii awnecresii Oyau
HaBe/JEHI 3a rpynaMu JiKyBaHHs ANs rpyn iHayKuir
nectayparom. [ToGiuni peakuii Oyau y3araabHeHi 3a
CTYNEHEM TAKKOCTI Ta 32 CHCTEMAMH OpraHismy.

JlaGopaTopHi JaHi MOPIBHIOBAAW 3  BiANOBIAHHUMH
AlanazoHamu HOpMH. KaiHIYHO aHOMaabHO BMCOKI Ta
AHOMaJIbHO  HU3bKI  s1aDOpaTopHi  MOKA3HUKH
y3arajbHIOBAJIM 32 YACOM Ta 3a rPYNamMH JIiKyBaHHS.

19. JlemorpadiuHi nokazHUKH ‘
JOCTI[UKYBaHOT NOMYALIT (CTaTh, BiK4
TOLLO)

BC3 PENpPOAYKTHBHOIO MOTEHLiaNy, BiKOM
Rwokis; cratyec ATA L 11 a6o I1.
¢ MIEPEKNAA 3POBAEHO
3riAH 3 OPHT IHANON
AocToBIPHICTD
BEPEKAAAY 3ACBIAYYD

Kinaveie H.B. L\




20. Pe3ynbraT epeKTHBHOCTI

21. Peaynbrarn Ge3neku

22. BUCHOBOK (3aKNHOYEHHS)

Hechaypan/O;z i pechaypan/NO Oyau edexrusuumn
sacobamu i iHransuidnoi iHaykuii anectesii. Y
NALEHTIB, AKUM HAYKILIIO NPOBOAKIN AechilypaHOM,
crniocTepiranacsi HU3bKa yactoTa pedaeKcis 3 BEPXHiX
JIMXaJbHHX  UUISXiB,  MpHYOMYy  Kamens  OyB
HAMMoOLMpPEHilIMM  HeDaKaHUM  SIBMIIEM M1 4ac
IHAVKLIT aHecTesiT.

[MawienTn, y SKMX  aHecTes3ilo  MiATPUMYBaIH
nechaypanom i jgecdaypanom/N2O,  wmBuawe
npobypkyBanucsi nicas anectesii 1 Oynnm 3aaTHi
pearyBaTH Ha KOMaHAM i BIAMOBIZATH HA MpOCTI
3aMMTaHHA WBMLIE, HI’K NALIEHTH, ¥ SKHX aHECTEe3it0
niarpumyBain  nponogonom/N2O. TlauieHT, axum
3AIACHIOBAIM MiATPUMaHHA aHectesii aecdaypanom,
TAKOXK Kpalle BUKOHYBalM TECTH HA KOTHITHUBHI
(YHKUIT, HK NMALEHTH, AKUM MIATPUMAHHA aHecTesil
nposoauiu npornodonom. INauieHTn, aki orpumyBanu
nechaypan, Takok Oyau BH3HAHI FOTOBUMH 10
BUITMCKM paHillle, HDK NallieHTH, SAKUM AaHecTesito
MiATPUMYBaIH NPonodoaom.

VY Beix rpynax npenapatd Oyau epeKTHBHUMM JUlst
MiATpUMaHHA cTabinbHOT iHTpaonepawiiHoT
reMO/IMHaMiKH Ta HajexHoT ranbunu anecrtesii. [Ticas
onepatiii reMoJIMHaMIYHI Ta pecnipaTopHi napaMeTpH
3ajMIIANMCs B MekKax  KJIIHIYHO  NPUHHATHOrO
Aiana3oHy B YCiX rpynax jiKyBaHHs.

3a BUHATKOM MicasonepaiiifHoi Hya0TH | GiroBaHHsA Ta
AMXadbHUX pediekciB mia vac iHAYKUIT aHecTesii, B
yeix rpynax JiKyBaHHA criocrepiranacs HH3bKa
yactota nobiunux apuul. JlaGopatopHi Biaxunenus
Oy MiHIMATBHUMH B YCIX rpynax JiikyBaHHst i Oynu
NoB'A3aHi 3 XipypriyHUM BTPYHAHHSM.

Jlechnypan BusiBuBcs OesneuyHuM Ta eeKTHBHHM
iHranAuidHIM — aHecTeTMKOM  Juid  aMOy/1aTopHHX
Xipypriuvux BTpy4anb. [lleuake npoOymkenHs Ta
BiZIHOBJIEHHS KOTHITHBHMX HaBMYOK CBiJuaTh, L0
aecaypaH € KOPMCHHMM aHECTe3ylO4MM 3acoboM B
amOy1aTOPHUX YMOBAX.

3asaBHUK (BJIACHHUK IMianuc: Ikeccika Cearek

peecTpauiifHoro

Enexrponuuii mignue: [Dxeccika Cparex

l"IOCBi,EL'-IeHHH) [lincrasa: 5 sarsepakylo ueit A0KymMenT

Ilara: 17.01.2024 15:50 CST

E-mail: jessica svatek

IEPEKNAR 3POBAEHO
3T 1AHV 3 OPNT IHANON

AocToBIPHICT
NEPEKAAAY 3ACBIAYYD

3 laenTidixautiuni koa
X 38002596
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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 35

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

of registration certificate):
2. The applicant 'Baxter SA, Belgium
3. Manufacturer , Baxter SA, Belgium ,
4. the undertaken study: : v ! yes | o "noi if not explain
poo b
| |
. 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

|
'
1
|
T
]
'

5. Full name of clinical research, coded number of =~ The Comparative Anesthetic Effects of
« clinical research Desflurane Versus Isoflurane During

‘ General Anesthesia in Elderly Patients
E 1-653-11 (32,363)

'
1

$

| 6. Phase of clinical research Phase II
: 7. Time frame of clinical research Feb I, 1990 — Aug 1, 1990
8. Countries where the clinical research was US.A
| conducted
|
9. The number of persons under investigation: Planned: up to 300 patients

Actual: Entered — 203 patients
Completed — 203 patients

10. Purpose and secondary objectives of the clinical | To evaluate the safety and effectiveness of
 research desflurane compared to isoflurane in elderly
f patients undergoing elective intra-abdominal,




11. Clinical research design

12. Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

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

(U 4
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urologic, orthopedic, plastic, ENT or
gynecologic surgery.

Open-label, randomized, controlled, multi-
center parallel treatment study

" 1. Patients undergoing elective general

i surgical, major orthopedic, ENT, plastic,

' gynecological and open urological

" procedures of at least 60 minutes in duration. '

2. ASA Status: Xl or III
13 Age: 65 years and older
;4. Sex: Male and Female

5. Patients giving written informed consent
. after the nature of the study has been fully
-explained.
' Desflurane (-653)
. Patients were given an L.V. dose of 2 pg/kg ,
" of fentanyl prior to induction. Thiopental or
thiamylal was given in a sufficient dose to '
induce loss of eyelash reflex. Patients
received desflurane (6-18%)/02 by mask
until intubation. Patients received
succinylcholine 1.5 mg/kg V. and
subsequently intubated.

Following induction, patients were
maintained with 50-60% N20/02/3.0%
Desflurane. The concentration of the
inhalational agent could be reduced by 10%
decrements provided that the patient
demonstrated hemodynamic stability. If the
decrease resulted in light anesthesia, the
concentration was increased by a 10%
increment.

Vecuronium (0.05 mg/kg initially, and 0.01
mg/kg subsequently) was administered as
needed. Ventilation was controlled to
produce PerC0; of 33-43 mmHg.

Inhalation

Isoflurane

Patients were given an L.V. dose of 2 pg/kg
- of fentanyl prior to induction. Thiopental or
*thiamylal was then given in a sufficient dose
'to induce loss of eyelash reflex. Patients
received isoflurane (1-3%)/O2 by mask until




15. Concomitant therapy

! 16. Efficacy evaluation criteria

I
!

. 17. Safety assessment criteria

3
4

l 18. Statistical methods

. No other medications were to be substituted

intubation. Patients received succinylcholine .
1.5 mg/kg [.V. and subsequently intubated.

Following induction, patients were
maintained with 50-60% N20/02/0.5%

'Tsoflurane. The concentration of the

inhalational agent could be reduced by 10%
decrements provided that the patient
demonstrated hemodynamic stability. If the
decrease resulted in light anesthesia, the

' concentration was increased by a 10%
_increment.

" Vecuronium (0.05 mg/kg initially, and 0.01

mg/kg subsequently) was administered as
needed. Ventilation was controlled to

- produce PgrC0; of 33-43 mmHg.

Inhalation

|
l
for those listed. 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.

Efficacy was determined by maintenance of .’
and emergence from anesthesia.

Safety was assessed by evaluating intra-and

post-operative hemodynamics and

, respiratory parameters, laboratory

parameters and the incidence of adverse
events.

Demographic data was summarized by
treatment group. Hemodynamic and
respiratory parameters, elapsed time from
induction to agent administration, intra-
operative medications, additional fentanyl
doses required, duration of anesthesia, time
to open eyes, squeeze fingers, tell name, tell
birthdate, be judged fit for discharge, time to

_discharge, pain and sedation evaluations and

peak and end-tidal agent concentration were

also presented by treatment group. Adverse

reactions were summarized by severity and
by body system.

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

145
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li laboratory values were summarized by time
1 and by treatment dose group.

!' 19. Demographié indicators of the population study 132 M /71 F; Age approximately 71.6 years; :
. (gender, age, race, etc.) ASA Status II or III

PO, - - —_—

 Patients who received desflurane awoke |
( from anesthesia, were able to respond to
- verbal commands and were judged fit for
. recovery room discharge faster than
_isoflurane patients.

20. Efficiency results

. Both agents were effective in maintaining

 intra-operative hemodynamics and

; respiratory parameters, as well as :
maintaining adequate depth of anesthesia. |

. Post-operative hemodynamics and oxygen

» saturation were stable and within a clinically
acceptable range. :

' 21. Safety results The most frequently occurring adverse
events in both treatment groups were post-

r operative nausea and vomiting and
hypotension.

'Potential clinically significant laboratory |
abnormalities and shifts from baseline were

i mostly attributable to factors associated with :

: the surgical procedures, '

122, Conclusion (evaluation) Desflurane is a safe and effective

! ' inhalational anesthetic agent for use in the

elderly surgical population.
|

H - y y Elactronically signed by: Jassica
' Apl.)llcal}t (hOId.er Of Signature= Je&ﬂca Syatek g;i?:n:lap rove this document
registration certificate) Date: Jan 17. 2024 15:50 CST

__ Email jessica svatek@baxtercom  (signature)
(Name)
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Jloparok 30

10 [MopsziKy npoBeeHHs eKCIIEPTH3N PEECTPalliiHMX MaTepianiB Ha JiKapchKi 3aco0H,

10 MOJAKTHCS Ha ICPIKaBHY PEECTpAaLLito (nepepeecTpallito),

a TAKOK EKCTIEPTH3H MaTepialiB MPo BHECEHHS 3MiH JI0 peecTpalliifHuX MaTepiasis

MpOTArom Ail peecTpaiiiHoro nocsiueHHs
(nyHkT 4 po3ainy 1V)

3BiT npo KjaiHiYHe BUnpoOyBaHus Ne 35

1. Hasea nikapcekoro 3aco0y (3a HaseHocti  CynpaH, napu st iHransuii, pianHa

- HOMEp PeeECTPaLiiiHOro NOCBIAYEHH)

2. 3adABHUK

3. BupoOuuk

4. lMpoBeaeHi A0CTIKEHHS:

1) Tin nikapceKoro 3acody, 3a AKUM

bakcrep C.A., beabris

Bakcrep C.A., Benbris

X tak [J] Hi AKWO Hi, o6rpyHTYBaTH

Jlikapebkuii 3aci® 3a NOBHUM J10CkE (aBTOHOMHE

nposoaunacs abo NiaHyeTbes peecTpailis  J10ck€), iHWMH NiKapchkui  3acib, Hoea ailoua

peHOBHHA

5. IloBHa Ha3Ba KJaiHiuHOro Bunpodysanns, [lopiBHaHHS aHecTesionoriunmx edekris nechaypany

KOJOBAHWI HOMEP KNIHIYHOTO
BUNpoOyBaHHA

6. Maza kniHiyHOro BUNPoOyBaHHS

7. llepioa npoBeeHHA KIIHIMHOTO
BUIPOOYBaHHS

8. Kpainu, se npoBoamiocs KiiHiuHe
BUMPOOYBaHHs

9. KinbKicTh 10CT1KYBaHUX

2 mgmwiuau\i““ oA W

Ta i30(1ypany Mij 4ac 3arajibHOT aHeCTe3il y MauieHTiB
JITHBOTO BIKY.

1-653-11 (32,363)
(baza Il

| motoro 1990 p. — 1 cepnus 1990 p.
CIIA

3ansianosana: 10 300 nauienTis
P PDARTRYHA: BKIIOYEHO B OCIIIKEHHS —
SN 203 nauieHTH;
T 2 3aBEpPUININ J10CTIKEHHS —

: EPEKRAARO3 RGREHG:.
3r[AHv 3 OPNF IHANOM

AocToBiPHICTH

NEPEKAAAY 3ACBIANY

Kinaveic H,B. .

38002596 /&



3aCTOCYBaHHA, CHJIa ,Illl

10. MeTta Ta BTOpUHHI LiJli KIIHIYHOIO
BUIPOOyBaHHA

11. JIu3aiis KiiHiYHOro BUNpoOyBaHHA

12. OcHOBHI KpUTEPii BKIIOYEHHA

13. JTocnimkyBanuil iikapcbkuii 3acio,
crnocib 3actocyBaHHs, cuna Jii

14. [penapar nopiBHAHHSA, 1034, cn0016 a

laenrudikaniimmi xop /

\CR 38002596

Ouinuti OGe3neky Ta e(eKTHBHICTH 3aCTOCYBAHHA
aecuypady nopisHsHo 3 i30iypaHom nauieHtam
JNTHBOTO  BIKY, SAKMM  BHKOHYIOTH  MJIaHOBI
iHTpaabaoMiHANIBHI,  YPOJIOTiYHI,  OPTONEANYHI,
MJIACTHYHI, OTOJApUHIOJIOriYHI  abo riHeKoaoriyHi
onepatlii.

Bigkpure paHa0Mi30BaHe KOHTPOJIbOBaHe
OaraToLEHTPOBE JOCII/DKEHHS 3 BHKOPHCTAHHSIM
napaieibHUX CXeM JIIKyBaHHS.

1. [MawienTy, AKi MiAAAraTh MJIaHOBHUM
3arafibHOXipypriyHuM, OOLIMPHUM  OPTONEAMYHHM,
OTOAPHHTONOTTYHHM, TUIACTHYHUM, THEKOAOTIYHUM
T4 BIZIKPUTHM YPOJIOTiYHMM BTPYYAHHSM TPHBAJIICTIO
woHaimeHe 60 XBUIHH.

2. CraTyc 3a 1IKanow AMEPUKAHCbKOro TOBApHUCTBA
anectesiosoriB (ATA): 11 abo II1.

3. Bik: Bia 65 pokis.

4. Ctarb: YONOBIKH Ta KIHKH.

5. TMauienTn, sKi HagalId NUCBEMOBY iH(OpPMOBaHY
3rofy micis Toro, ik iM Oy/10 MOBHICTIO PO3'ACHEHO
CYTh JOCIIPKEHHS.

Hechaypan (1-653)

[lepen iHayKuieo aHecTtesil nawieHTaM BBOAHIIH
(enranin y n103i 2 mxr/kr 8/B. Tionenran abo tiaminan
BBOJAMIIM B 1031, JOCTATHIN A8 TOro, o0 BUKIMKATH
BTpary BilikoBoro pedaekcy. Ilaumientu otpumyBanu
nechaypan (6-18 %)/O: uepes macky a0 iHTyOauir.
[Manientam BBOAMAM cyKumHiaxonin 1,5 mr/kr B/B,
micas 4oro iX iHTyOyBau.

[Ticas iHAYKLIT aHEeCTe3110 NaLlieHTIB MiATPHMYBAJIH 3a
aonomoror  50-60 % N20/02/3,0 % nechaypany.
Konuentpauito iHransuiitoro 3acoby moxuHa Oyio
3MeHwryBatk 3 kpokom  10% 3a  ymosu
remMoJMHaMiyHoi  ctabinbHocTi  nauieHta.  Akwo
3MEHINEHHS NPU3BOAMIO 10 Jerkoi aHecresil,
KoHueHTpauito 30insuysanu 3 kpokom 10 %.
Bekyponiii (0,05 mr/kr cniouarky i 0,01 mr/kr 3roaom)
BBOJIM/IH 3a HeoOXiaHOCTI. Bentuasuio
kKoHTpomoBand aaa orpumanHa PerC02 33-43 mm
pT.CT.

lHransiuis.

300bnypan

o, 1Hnyxulelo aHecTesil mnaLieHTaM BBOJMIIH
A \ no3i 2 mkr/kr B/B. Tignenran ado tiami
;1031 JIOCTATHIH D,J'lﬂ 0
nl fosoro pedrexcy. X N

o8 IEPEHM" 3ACBIAYYD
Hiwaseds H.B. |



15. CynyTHs Tepanis

16. Kpurepii ouiHKH e(heKTHBHOCTI

17. Kputepii owinku 6e3nexu

18. CratucTHYHI METO/IH

idodaypan (1-3 %)/O2 wepez macky a0 iHTyOauii.
[Mauientam BBOAWAW cyKuUMHinXonin 1,5 mr/kr /s,
micas 4oro ix iHTyOyBaiu.

[Ticas inaykuii aHecTe3it0 NaLieHTIB NIATPUMYBAIH 32
nonomoroio  50-60 % N20/02/0,5 % i3odypany.
Konuenrpauito ixransuiiinoro 3acoby moxuHa Oyno
3meHwyBath 3 kKpokom  10% 3a  ymoBM
reMoJMHamMiuHol  crabinbHocti  nawienta.  Skuo
3MEHIIEHHS TNPU3BOAWIO [0 JIerkoi  aHecresii,
KOHLEHTpalito 30iabmysanu 3 kpokom 10 %.
Bekyponiii (0,05 mr/kr cnovatky i 0,01 mr/kr 3rogom)
BBO/IWJIN 3a HeoOXiHOCTI. BenTunsuiio
koHtpomosanu st orpumanns PETCO02 33-43 mm
pT.CT.

IHransnis.

Xoaui iHumi Jikapebki 3ac00M HE MOKYTh 3aMIHMTH
sazHaveni. He Oyno Oyap-akux oOMexeHb 110710
3aCTOCYBAHHSI IHIIMX Npenaparis rnepej onepaiiero
abo nicnst onepauii. Bei cynytHi nikapebki 3aco0u
3aMMCYBaAM B IHAMBIAyanbHiH peecTpauiiiHid kapri
natjieHra.

EdexTuBHiCTE BU3HAYAIH 32 MIATPUMAHHAM aHecTe3il
Ta BUXOJOM 3 aHecTesil.

bezneka Bu3Havamacs UIAAXOM OLIHKH reMOAMHAMIKH
| pecrnipaTOpHMX TNOKa3HMKIB nig uac Ta micas
onepaitii, 1a0OpaTOpPHUX TMapaMeTpiB Ta HaCTOTH
BUHHUKHEHHS NOOIYHUX ABMIIL.

Jlemorpadiuni nani Oynu y3arajbHEHi 3a rpynamu
nikyBaHHsA.  ['eMoauHamiuHi  Ta  pecripatopHi
napamMeTpH, 4ac, 1o MUHYB BiJl iHAYKUIT aHecTesil 10
BBEJICHHA mpernapary, HeoOXiaHi nia uac onepauii
nikapcbKi  3aco0M, J07aTKOBI 103 (eHTaHiny,
TPHBAJIICTh @HECTe3il, Yac 0 MOMJIMBOCTI Malli€eHTa
PO3MUIOLUMTH O4i, CTUCHYTH Majblli, HA3BaTH CBOE
iM', Ha3BaTM JaTy HApPOKEHHS, 10 BH3HAHHA
FOTOBMM 10 BUITMCKH, Yac /10 BUITUCKH, OLIHKH GO0
Ta cejalii, a TAaKOX MaKCHMajbHa KOHLEHTpALlis
npenapatry Ta KOHUEHTpallis B KiHLI BHANXY TaKOMXK
Oynu npeacrasneni 3a rpynoto jikysauss. [ToGiuni
peaxuii Oy niicyMOBaHi 3a CTYNeHeM TSHKKOCTI Ta 3a
BHECTEMAMH OPraHizmy.

gWgpHi sani nopisHIORRAHE Bn B AYENENY
v Hopun. Kinivgp [fip Mgy PKlont
: AocToBiPHICT
REPENAAAY 3ACBIAYY

Kinaveic H.B, |
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aHOMaJIbHO  HU3bKI  na0bopaTopHi  MOKa3HMKH
y3arajibHIOBA/IM 33 YACOM Ta 3a rPynaMu JiKyBaHHS.

150

19. Jlemorpadiuti noKazHUKH 132 wonosiku / 71 xiuka; Bik npubGnusuo 71,6 poky:
JIOCTiZKYBaHOT nonynsauii (crath, Bik, paca, craryc ATA Il aGo III.

TOLLO)

20. Pe3ynbTaTi eheKTHBHOCTI [Mauientn, sIKi OTPUMYBAJIH aechaypa,

npoOymKkyBanuess micas  aHecresii, Oyan  3aartHi
pearyBaTH Ha CJIOBeCHI KOMaHAHM i Oyiu BH3HaHI
rOTOBMMM [0 BMIMCKH 3 micasonepauiiHoi namatu
LWIBMLLE, HIZK NMALIEHTH, AKi OTpUMYBaH i30duiypa.

O6uapa nikapebki 3acobu Oynu epekTHBHUMH Ui
NiATpUMaHHs  iHTpaonepaiiiHoi reMoaMHaMiKU Ta
pecriipaTopHMX  napameTpiB, a  TakKMK  JUIA
MiATPUMaHHS  HajlexHoi  rMOMHHM  aHecTtesil.
[TicasonepauiiiHa reMo/iMHaMIKa i caTypailis KUCHIO
Oynu cTabiIbHUMHU | 3HAXO/AMJIMCS B MEXKaxX KIiHIYHO
MPUAHATHOTO Jliana3ony.

21. Peaynbraru Gesznexku Haiibinbw yactumu HeOakaHuMmu siBUIIaMu B 000X
rpynax JjikyeaHHs Oynu nicnsonepauiiini HygoTa i
OJIOBaHHs Ta aprepiajibHa rinoTeH3is.

[Morenuiiini  kniniyHo  3Hauywi  nabopaTopHi
BIJIXMJIEHHS BiJl HOPMM Ta BiAXMJIEHHS BiJl BMXiJHHX
MOKa3HUKIB OYy/JM TOJOBHMM YMHOM  3YMOBJICHI
(hakTOpamu, NOB'A3aHUMH 3 XIPYPriuHUM BTPYUYAHHSM.

22. BUCHOBOK (3aKJIIOYEHHS) Hechnypan  —  Oesneunuii 12  edeKTUBHMH
IHraNAWIHHKIA  aHecTeTMK U8 3aCTOCYBaHHS
XipypriyHuM nailieHTam JiTHBOTO BiKY.

3asBHUK (BJACHUK Mianne: /Ixeccika Cparek

PeECTpaLIHHOrO Enextponnuii nianuc: [ixeccika Coarex

nOCBiﬂquHﬂ) [Miacrasa: A 3aTBepaky1o UeH JOKYMEHT
Jara: 17.01.2024 15:50 CST

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

(1. 1. B.)

NEPEKAAR 3POBAEHO
3r[Akv 3 OPNr IHANON

AocToBiPHICTS
NEPEKAAAY 3ACBIAYY

Kimayeic H,B, ‘\




of registration certificate):

e e = — —_——————— — - N . m m——— -

2. The applicant
3. Manufacturer

4. the undertaken study:

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

clinical research

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

. 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

|
H
[

research

[. Name of medicinal product (if available — number ' Suprane, Inhalation Vapour, Liquid
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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 36

' Baxter SA, Belgium

Baxter SA, Belgium

! yes : [ if not explain
| !
I R B

t 1
| o]
| \ i

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

Desflurane and Isoflurane in Patients with
. Chronic Hepatic and Chronic Renal Disease

1-653-11 SUB-STUDY

NDA #20-118
' Phase |
N/A

United States

32 patients (14 patients with chronic hepatic
disease and 18 with chronic renal disease).

. 10. Purpose and secondary objectives of the clinical "To assess the safety of desflurane compared

 to isoflurane in patients with chronic hepatic
and renal disease undergoing outpatient
surgery, utilizing laboratory test results.
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"11. Clinical research design Open-label, randomized, active controlled
; study.
12. Main inclusion criteria Adult male or female with chronic hepatic or

i » chronic renal disease
? !
i

13, Test medicinal product, method of - Desflurane/N20
administration, efficiency %
. Patients were induced with Fentanyl 0.77-
| r2.50 ng/kg IV, preoxygenated and received !
*0.03-0.06 mg/kg IV d-turbocurarine, 5
followed by 2.04-10.47 mg/kg IV thiopental
! .and 1.00-2.00 mg/kg IV succinylcholine for
 intubation, then maintained with 1.15-3.89%
" desflurane/50-60% N»O titrated to
- hemodynamic stability and adequate depth
“of anesthesia.

i ]
-— em m e e e W e e — o e s mdar e s rme ween s ma S mmmms mm mmmminm g nnm————tm e A s % am s m am

14. Reference substance, dose, method of il Isoflurane/N2O
administration, efficiency '

. Patients were induced with Fentanyl 0.77-

1 2.50 pg/kg 1V, preoxygenated and received
0.03-0.06 mg/kg IV d-turbocurarine,

' followed by 2.04-10.47 mg/kg IV thiopental

“and 1.00-2.00 mg/kg IV succinylcholine for
intubation, then maintained with 0.49-1.41%
isoflurane/50-60% NzO titrated to
hemodynamic stability and adequate depth

- of anesthesia.

' 15. Concomitant therapy . Supplemental fentanyl and cardiovascular
: medications were administered as needed.
: Vecuronium was used for muscle relaxant as
E needed.
1

16. Efficacy evaluation criteria Selected blood chemistries to assess hepatic
' and renal function were evaluated before
surgery and within 24 hours after surgery.

*17. Safety assessment criteria Adverse events
- - ! -
18. Statistical methods . N/A - no statistical analysis was performed
1 for this substudy.

i
i

19. Demographic indicators of the population study ' Average age was 32-77 years old, ASA
{gender, age, race, etc.) Status IT and III, male and female with either
chronic hepatic disease (viral hepatitis,

i
|
1
]
|
i
|
i
" alcoholic hepatitis, cirrhosis) or chronic renal
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20. Efficiency results

21. Safety results

22. Conclusion (evaluation)

Applicant (holder of
registration certificate)

Signature: JoSS ica Svatek S

disease (serum creatinine 1.5 mg/dL ot
higher and/or creatinine clearance less than
60 mL/min).

'In hepatic patients, there were no differences
- observed in pre and postoperative

, hemoglobin, hematocrit, bilirubin, SGOT,

. SGPT, albumin and prothrombin time values
in patients treated with desflurane vs

i isoflurane,

'
b

t

"In renal disease patients, there were no

. differences observed in pre and
postoperative hemoglobin, hematocrit,

, creatinine, BUN, sodium and potassium in

_patients treated with desflurane vs.

- Isoflurane.

| L | :

"There were no deaths. In patients with
chronic hepatic disease, hypotension was the

'most frequent adverse event, and it occurred

“in two isoflurane patients. In patients with
chronic renal disease, hypertension occurred
in two isoflurane patients and one desflurane
patient. Two isoflurane renal patients had
bradycardia, and one desflurane renal patient
had congestive heart failure.

Based on the current laboratory results of the
hepatic and renal patients, there were no
differences observed with respect to
postoperative changes from baseline. Since
this study is still ongoing, statistical
comparisons have not been performed.

Elactronically signed by: Jessica

Reason: { approve tis decument
Date: Jan 17. 2024 15:50 CST

Email:_]essica_svatek@baxter.com (signature)

(Name)
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HNonarok 30

10 [opsaaKy npoBeeHHA eKCMepTH3H PeecTpallifHiX MaTepiaiB Ha JikapehKi 3aco0H,
L0 MOAAKOTHCS HA JePKaBHY pPeecTpallito (nepepeecTpallito),
a TAKOJK KCNEePTH3N MaTepialiB Npo BHECEHHS 3MiH /10 peecTpaliiiHux marepianis

NPOTAroM Ail peecTpauiifHoro nocBiaueHHs
(nyHkT 4 posainy IV)

3BIT NPO KJAlHIUHE BUNpoOyBaHHs Ne 36

|. Hasga nikapcbkoro 3aco0y (3a Hassrocti  Cynpas, napu juis iHransuii, piapsa

- HOMEp peecTpaLiiiHOro NOCBiAYEHH)

2. 3aABHHK

3. BupoGuuk

4. INpoeseni focnigKeHHs:

1) Tun aikapcbKoro 3aco0y, 3a sSKUm
npoBoauiacs abo MiaHyeTbes peecTpaLtis

5. [MoBHa Ha3Ba KJIiHIYHOrO BUNIPOOYBaHHS,
KOJOBAHHI HOMEp KIiHIYHOrO
BUIPOOyBaHHA

6. daza KIiHIMHOTO BUNPOOYBaHHS

7. [Nepioa npoBeeHHA KIIHIYHOTO
BUNPOOYBaHHS

8. Kpaiuu, se npoBoauaocs kiiHiuHe
BUIPOOYBaHHA

9. KinbkicTe a0CHiAMKYBaHHX

bakcrep C.A., Benbris

Bakcrep C.A., benbris

X Tak [ Hi

SIKILO Hi, OOrpyHTYBaTH

Jlikapcekuii 3aci® 3a MOBHMM J0ChE (ABTOHOMHE
NOChE), IHIIMA JiKapcbkWii 3acib, HoBa ailoua
pevoBHHa

3actocyBanHs faechaypany Ta i3oaypaHy nauieHTam
3 XPOHIYHHMH  3aXBOPIOBAHHAMM  TNEYiHKH Ta
XPOHIYHHMH 3aXBOPIOBAHHAMH HUPOK.

[-653-1 1-101aTKOBE JOCIIIZKEHHS

NDA #20-118

Daza |

H/JT

CLLA

Wienth (14 naiiedTiB 3 XPOHIYHUMM
‘ HAMU MEYiHKH i 'EP-EMWC”WMHO
gausavu uapok) 3T [AHe 3 OPHF IHANON

: AocToBiPHICTD

REPEKAAAY 3ACBIAYYD
Kivaveic H,B, 1
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10. Mera Ta BTOpUHHI LI KJIiHIYHOTO Ouinut  Oesmeky  aecnaypaHy nopiBHsHO 3

BUIIPOOYBaHHs i3ogaypaHOM I MAWEHTIB 3 XPOHIYHHMM
3aXBOPIOBAHHAMM MEYIHKK Ta HUPOK, AKi MiANAraloTh
amMOyaTOpHUM  XipypriuHMM  BTpy4aHHsM,  3a
pe3yabTaTamu 1ab0paTOPHUX JOCTIKEHb.

11. [{uzaiin kiinidHoro BunpoOyBaHHA Biakpure panaoMizoBaHe AOCHIKEHHSI 3 aKTHBHUM
KOHTpOJIeM.
12. OcHoBHI KpUTepil BKIKOYEHHS Jlopocni  yonoBikn ab0 KIHKM 3 XPOHIYHHMHM

3aXBOPIOBAHHSAMU  MeviHkW  abo  XPOHIYHWUMM
3aXBOPIOBAHHAMH HUPOK.

13. JlocnikyBanuii nikapebkui 3acib, Hechaypan/N2O

cnocib 3actocyBaHHs, cua il [lauienTaM  NpOBOAMAM  IHAYKLIKO  aHecrtesil
(enraninom 0,77-2,50 MKI/Kr B/B, MpeOKCHIeHALLIO Ta
Beoauan  0,03-0,06 mr/kr  B/B  d-TypGokypapuHy,
norim 2,04-10,47 wmr/kr B/B Tioneuramy ta 1,00-
2,00 Mr/kr B/B CYKUMHIIXOJIHY 11 iHTYOAuUiT, micas
yoro MiATPUMYBaJIN aHecTesio 1,15-3.89 %
nechaypany/50-60 %  N2O,  TuTpoBaHoro 0
reMoIMHaMIiYHOT cTabiIbHOCTI Ta HANEKHOT rTMOMHU

aHecTesii.
14. [penapat nopiBHsiHHSA, 1034, crocid [30daypan/N2O
3aCTOCYBaHHA, cHia il [Mauienram  npoBoAMAM  IHAYKIiKO  aHecrtesil

dentaninom 0,77-2,50 MKr/kr B/B, NpeoKCHreHaLLIIO Ta
sBoaAuaH 0,03—0,06 mr/kr B/B d-TypGokypapuhny, notim
2,04-10,47 mr/kr B/B Tionentany Ta 1,00-2,00 mr/kr
B/B CYKUMHIAXOJIHY s iHTyOauil, nicas 4oro
MiAITPUMYBaJIH aHecTe3ito 0.49-1,41 %
izodaypany/50-60 %  N20,  rturpoBaHoro 10
reMoIMHaMIYHOT cTabiNBHOCTI Ta HANEKHOT TIMOMHK
aHecTesii.

15. CynyTHs Tepanis 3a HeoOXiAHOCTI BBOAWIIM A0AATKOBY 103y (eHTaHiny
i cepueBO-CYAMHHI Jikapcebki 3acobu. Bekyponiii
3aCTOCOBYBAIM  Juis  po3scnabieHHs M's3iB 3a
HeoOXiHOoCTi.

16. Kputepii ouiHku e()eKTHBHOCTI Okpemi GioXimMiuHi MOKA3HUKK KPOBI JUIA OLLIHKH
GyHKWIT neviHKM Ta HUPOK OLIHIOBAIM nepen
OMnepaLieo Ta NpoTArom 24 rojuH riclis onepatii.

17. Kpurepii ouinku Gesnexu [ToGiuni aBua

18. CrarucTuuti MeToau Y UBOMY  JI07aTKOBOMY J0CTiUKeHHI

: wHnii ananis e nposoMEEEKNAA 3POBAEHO

3r{AHv 3 OPHT IHANOM
AoctoBiPHICTL

BEPEKAARY 3ACBIAYYD

Kinaypic H.B.’\\
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19. lemorpadiuti nokazHuKH Cepenniii Bik craHoBuB 32-77 pokis, ctatyc ATA Il
| AOCAiLKYBaHOT nonynsuii (crare, Bik, paca, ta I, 4onoBikM Ta IKIHKM 3 XPOHIYHHUM
| TOLLO) 3aXBOPIOBAHHAM  MEYiHKM  (BIpyCHMH  renartwr,

QIKOTOJIbHMH  renatut, uUupo3) abo XpOHIUHHMM
3aXBOPIOBAHHAM HUPOK (KpeaTWHiH CUPOBAaTKH KpOBI
1,5 mr/an abo Buue Ta/abo KiipeHC KpeaTHHiHY
menuie 60 Ma/xB).

20. PesynbTath epeKTHBHOCTI Cepen nauieHTIB i3 MEYiHKOBOIO MATOJOTIEHD HE
crioctepiraiocs  BIAMIHHOCTEH Yy  MOKa3HMKax
remorsiobiny, rematokpury, GinipyGiny, AJIT, ACT,
aneOyMiHy Ta npoTpoMOiHOBOrO 4Yacy o Ta micis
onepauii y nauieHTiB, siKi oTpumyBanu jechaypat
NOpIBHAHO 3 130(ypaHOM.

Cepen nauieHTIB i3 3aXBOPIOBAHHAMH HHUPOK He
crocTepiraaocs  BiIAMIHHOCTEH Y IMOKa3HMKax
reMornobiHy, reMaToKpuTy, KpeaTHHiHy, a30Ty
CEUOBHHM, HATPilO i Kamiro A0 i micas onepauii y
NauieHTiB, AKi oTpUMyBaid jaecdaypaH NOpiBHAHO 3
i30aypasom.

21. Pesynbrati Ge3nexku Jleraneuux Bupaakie He 3apeectpoBaHo. Cepen

MALIEHTIB 3 XPOHIYHUMM 3aXBOPIOBAHHAMM [MEHIHKH

Haituactiiuum HeGaxkanum sisuiiem Oyia aprepiaibha

rinoTeHsis, sKa BHHHUKIA Yy JBOX MNALi€HTIB, SAKi

| OTpHMyBaH izopaypan. Cepen nauienTis 3

XPOHIYHMMH 3aXBOPIOBAHHSAMH HHPOK apTepiajibHa

rinepreHsiss BHHMKIA y JBOX MALLIEHTIB, fKi

oTpuMyBajiu i30(aypaH, i B OJAHOrO NauieHTa, siKuWii

orpumyBaB jecduiypad. Y ABOX nauieHTtiB i3

3aXBOPIOBAHHAMH HHPOK, AKI OTpHMYBaH i3oduypaHn,

crnioctepiranacs OGpaaukapis, a B OJHOro naiieHTa i3

3aXBOPIOBAHHIM HUPOK, AKMH OTPUMYBAB Jeciypa,
— 3acTiifHa ceplieBa HEIOCTATHICTb.

22. BUCHOBOK (3aKIHOUYEHH) Buxoasun 3 norouyuux saGopatopHUX pesyibTartis
MALEHTIB 3 NE4IHKOBOK TA HUPKOBOIO MATONIOTIEI0, HE
crnoctepiranocsi Oyab-KMX — BiAMIHHOCTEH 110710
nicasonepaiiHiX 3MiH  TOPIBHAHO 3  BHXIAHHM
pisHem.  Ockiibku e  JOCHIIUKEHHS  TPHUBAaE,
CTATHCTHYHI MOPIBHAHHSA HE MPOBOAMINCS.

3aABHUK (BNACHHK Mianue: xeccika Ceatex

PEECTPALIIHHOTO Enextponnnii manuc: [preccika Crarek

ﬂOCBiJl‘-]CH Hﬂ) [Tincrasa: 5 sarsepaxyio el A10KyMeHT
Jara: 17.01.2024 15:50 CST

MIEPEKNAA 3POBAEHO
3r{AHv 3 OPHr IHANOM

AoctoBIPHICTD
BEPENAAAY 3ACBIAYYD

Kinayeic H.B.\A
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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 37

| of registration certificate):
2. The applicant
3. Manufacturer

4. the undertaken study:

t
i

' 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
1
7. Time frame of clinical research

8. Countries where the clinical research was
conducted

*9. The number of persons under investigation:

Fa.

| S e = e e e e e e

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

1

Baxter SA, Belgium

I
|
P
‘ Baxter SA, Belgium

' X | yes O 'noi if not explain

| f

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

The Comparative Anesthetic Effects of
Desflurane Versus Isoflurane During
General Anesthesia in Elderly Patients

-653-11A
Phase 111
13 Nov 1990 — 4 Apr 1991

Germany

Planned: 60 subjects (desflurane: 30
_subjects; isoflurane: 30 subjects)

Randomized: 53 subjects (desflurane: 26

subjects; isoflurane: 27 subjects)

Treated and Analyzed : 52 subjects
(desflurane: 26 subjects; isoflurane: 26
subjects)



* 10. Purpose and secondary objectives of the clinical
' research

+
1

!

11. Clinical research design

12. Main inclusion criteria

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

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

158

To evaluate the safety and effectiveness of
desflurane compared to isoflurane in elderly

' patients undergoing elective intra-abdominal,
urologic, orthopedic, plastic, ear-nose-throat,
or gynecologic surgery.

i

- ma= - _——

Randomized, single-center, open-label,
. parallel, active controlled study
o
. Male or female subjects, ages 65 years or
older, ASA status of Il or [I[, and who were
' undergoing elective intra-abdominal,
"urologic, orthopedic, ear-nose-throat, plastic,
f gynecologic surgery.
; .
, o _ - - B i
* Anesthesia Induction: Subjects received |
,thiopental (1-5 mg/kg V) or thiamylal in
sufficient dose to induce loss of eyelash
reflex.

' Anesthesia Maintenance: Following
“induction, subjects were maintained with 50-
60% N20/50-40% Oz/end-tidal concentration .
3.0% desflurane. End-tidal concentrations
were measured and reductions or increases

of desflurane were administered in
accordance with the protoco! for
maintenance of anesthesia, and
increases/decreases in blood pressure or
heart rate.

Desflurane is a nonflammable liquid
administered via vaporizer

Anesthesia Induction: Subjects received
thiopental (1-5 mg/kg IV) or thiamylal in
sufficient dose to induce loss of eyelash
reflex.

Anesthesia Maintenance: Following

induction, subjects were maintained with 50-
. 60% N20/50-40% O2/end-tidal concentration

0.5% isoflurane. End-tidal 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.



i 15. Concomitant therapy

L

16. Efficacy evaluation criteria

17. Safety assessment criteria

18. Statistical methods

' Anesthesia maintenance, hemodynamics,

159

Isoflurane is a nonflammable liquid
administered via vaporizer.

All medications that are to be used during
anesthesia are listed under study procedures.
i No other medications can be substituted for
those listed. There are no restrictions on .
“other peri-operative or post-operative !
. medications. All concomitant medications 1
"given will be recorded on the appropriate '
case report form . f

[—

-emergence, and recovery variables.

" Adverse events (AE), respiratory, and 1
| laboratory parameters

The demographic data, including age, race, :

sex, ASA status, height, and summarized.

Duration of exposure to inhalation agents
'was also summarized.

Efficacy: Parameters related to efficacy were
' tabulated and summarized.

Safety: Adverse events were coded using the
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 (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, AEs leading to discontinuation
from the study and/or hospitalization).

i .
19. Demographic indicators of the population study  Each treatment group consisted of 26 '

; (gender, age, race, etc.)

i
1

patients all of whom were Caucasian.

Desflurane/N20:
Mean age (years): 74.3; Range (years): 65-
94; ASA Il (N): 15; ASA III (N): 11; Male



(N): 16; Female (N): 10

' Isoflurane/N20: .

| Mean age (years): 70.8; Range (years): 65-
84; ASA II (N): 17; ASA TII (N): 9; Male
(N): 12; Female (N): 14 |

20. Efficiency results

- The study report focused on safety, thusa .
« full agsessment of efficacy was not included. -
: The elapsed times from recovery room entry
' until the patient was judged fit for discharge
"and when the patient was discharged from

the recovery room were comparable between
 the two treatment groups.

H
i
i

. 12/26 patients [46%] dosed with desflurane .
_and 14/26 patients [54%] dosed with
isoflurane experienced at least 1 AE during
the study. The most frequently reported AEs
. by preferred term were nausea (10 [38%]
"patients, desflurane; 11 [42%)] patients, '
. isoflurane) and vomiting (3 [12%] patients,
desflurane; 8 [31%] patients, isoflurane).
The occurrence of these adverse events may -
be due to post-operative pain medications
i -given in the recovery room. Adverse events
of the cardiovascular system were infrequent
1 and included two episodes of bradycardia in
1 patient in the desflurane group and 1
' episode of hypertension and tachycardia for
' 1 patient in the isoflurane group during the
post-operative time period. No subject died
in the study

i21. Safety results

22. Conclusion (evaluation) When comparing AEs, the patients in the
isoflurane treatment group had a higher % of
patients who reported adverse events and a
higher number of adverse events noted as
: compared to patients in the desflurane
treatment group. These differences were not
considered clinically significant. All
abnormal laboratory findings were related to
surgical stress, the rehydration of IV fluids
or blood loss and were not clinically
significant.



. Applicant (holder of
registration certificate)

. Electronically signed by: Jasslica
. Svalak
Slgn ature: jW 5(/3&‘316 Reason; | approve this docurhent
Datea: Jan 18. 2624 18.03 CST

Email: jessica_svatek@baxter.com (signature)
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Jlonatok 30

1o TMopsaky npoBe/ieHHs €KCNEePTHU3H peecTpalifHuX MaTepianiB Ha AiKapebki 3aco0u,
110 NOJAIOTHCS Ha JIepIKaBHY peecTpaltito (nepepeectpaiiito),
a TAKOJK EKCIEPTH3M MaTepialliB Npo BHECEHHs 3MiH J10 peecTpauiiiHuX MaTepianis

MPOTAroM il peecTpauiHHOro nocBiAueHHs
(nyHkT 4 posainy 1V)

3BIT NpoO KAIHIYHE BUNPOoOYBarHs Ne 37

1. Ha3ga nikapcbkoro 3aco0y (3a HasBHOCTI -
HOMEP peecTpalliHOro MOCBiAYEHHS)

2. 3aABHHK

3. Bupobuuk

4. IlpoBeneHi AOCHIKEHHS:

1) Tun nikapcekoro 3acoly, 3a IKHM MPOBOAHIACA
a0o niaHyeTbes peecTpailis

5. IloBHa Ha3Ba KJIiHIYHOrO BUNPOOyBaHHS,
KOAOBaHHH HOMEP KJIIHIYHOTO BUNPOOYBaHHS

6. Maza KIIHIYHOTO BUNPOOYBaHHS
7. llepioa npoBeieHHs KJAIHIYHOIO BUIIPOOYBaHHA

8. Kpaiuu, ne npopoaunocs KiiHiuHe
BUNpoOYyBaHHs

9. KinbKicTh JOCAIIKYBAHUX

Cynpas, napu ans iHransuii, piansa

bakcrep C.A., beabris

bakcrep C.A., beabris

B rak [J Hi AKWO Hi, 0OrpyHTYBaTH

Jlikapcekuid 3aci 3a MOBHUM J0CHE
(aBTOHOMHE JI0Ch€), IHIIMH NiKapchKuit 3acio,
HOBA J1i04a pEeUYOBHHA

[TopiBHsHHA aHecTe310M0rTHHUX eeKTiB
nechaypany Ta izoaypany mij yac
3arajibHOT aHecTe3il y nauieHTiB 1iTHLOro
BIKY

[-653-11A

Daza 1

3 13 nucronazaa 1990 p. no 04 ksitua 1991 p.

Himeuunna
3annanoBana: 60 nauienris (aechaypan: 30

nauieHTis; izodaypan: 30 nauieHTis).
Paunomisynanu. 53 nauienTu (aechaypau:

26 NauieHTiB; |3od)nypaH 27 nauieHTiB).

3r[AHv 3 OPNT IHANON
AocToBiPHICTD
NEPEKAARY 3ACBIAYY

Kiwayeic H.B.




10. MeTta Ta BTOpHHHI LTI KNiHIYHOO
BUNpoOyBaHHA

11. Jlu3aiin kniHiYHOro BUNpoOyBaHH

12. OcHoBHI KpHTEpii BKJIIOYEHHS

13. JlocnipkyBanui nikapebkui 3acib, cnocid
3aCTOCYBaHHA, cuna il

14. Ipenapat nopiBHAHHA, 1034, cnocid
3aCTOCYBaHHs, cHia aii
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Ouinuty 6e3neky Ta eGeKTHBHICTD
necduypany nopiBHsHO 3 i30paypaHom y
MALIEHTIB, IKHM BUKOHYIOTb MJIaHOBI
BHYTPILIHBOYEPEBHI, YPOIOTiUHi,
OpTOMNENYHI, IIACTHYHI, OTOJIAPUHTIONOTTYHI
a0o riHeKoIoriyHi onepaTHBHi BTpyYaHHs.

PanpomizoBaHe, OIHOIEHTPOBE, BIIKPHTE,
napasiejbHe, aKTHBHO KOHTPOJIbOBaHE
JIOCTJKEHHS

Yonoiku abo KiHKH, BIKOM Bifl 65 pokiB, 3i
CTaTyCOM 32 LIKAJI0K AMEPUKAHCLKOTO
ToBapucTea aHectesionoris (ATA) II a6o 111,
AKMM BUKOHYIOTH IJIAHOBE
BHYTPILLIHBOYEPEBHE, YPOJIOTivHE,
OpTONEAUYHE, OTOJAPHHIOJIOTIYHE,
njaactuuHe abo riHeKoJIoriuHe onepaTHBHe
BTpYYaHHS.

Inaykuis anecresii: [TanieHTy oTpumyBau
rionenran (1-5 mr/kr /) abo tiaminan y
71031, 10CTaTHI, 100 CIPUYHHUTH BTpaATy
BilikoBOro peduiekcy.

IMiarpumanus anecresii: Tlicas inaykii s
nigrpuManns anecresii: 50-60 % N20O/50—
40 % Oz/nechaypan (KoHUEHTpaLlis
Hanpukinui Buanxy 3,0 %). Bumiprosants
KOHLEHTpALLT HATIPUKIHLI BHAKXY,
3MeHuieHHs abo 30inblIeHHs 1031
necdaypany BiZMOBIAHO 10 NMPOTOKOIY
MiATpUMaHHs aHecTe3ii Ta 3a
MiABUILEHHAM/3HWKEHHAM apTepialbHOrO
THCKY a00 4acTOTH CepLEBHX CKOPOUEHb.
Hechnypan — uie HezalMHCTa piiMHa, AKY
3aCTOCOBYIOTH i3 BHKOPHCTAHHIM BHIAPHUKA.

Iuaykuin anecresii: [lauieHTy orpuMyBau
tionenTasn (1-5 mr/kr B/B) abo tiaminan y
1031, 10CcTaTHIi, 1100 CIPUUUHUTH BTpATY
BilikoBOro peduiekcy.

[Minrpumanns anecresii: [licaa iHaykuii aus
niarpumanns anecresii: 50-60 % N.O/50-
40 % Oa/izodnypan (KoHUeHTpaLis
Hanpukinu euauxy 0,5 %). BumiptoBanus
KOHLEHTpALiT HAPUKIHLI BUAKXY,
3MeHIIeHHs a00 30UIbLIeHHS 103U

paHy BiAMNOBIAHO A0 MPOTOKONY
' HA aHecTe3ii Ta 3a

AoctoBiPHICTD
REPEXAARY 3ACBIAYYD

Kinaveic H.B.\\
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[30dnypan — ue HezaiiMucTa piauHa, Ky
3aCTOCOBYIOTH i3 BUKOPHCTAHHAM BHMApHUKA.

15. CynyTtus Tepanis Bei nikapebki 3acobu, sKi NOBUHHI
BHUKOPUCTOBYBATHCH 111/l Yac aHecTesii,
nepesivyeHi y npoueaypax A0CaiIKeHHsL.
XozaeH 3 iHIIKX NiKapChbKUX 3ac00iB HE MOKe
OyTH BUKOPUCTAHUH 17151 3aMiHK
nepenivenux. He 6yno moauux obmexeHs
LIOJI0 3aCTOCYBAHHS IHILMX
nepuonepauiitnux abo nicasonepatiiinux
naiKapcbKuX 3acobiB. Yei cynmyTHi Jikapebki
3aco0M, IKi 3aCTOCOBYBAIH, 3aMHCYBAIH B
iHAMBIAYalbHY peecTpauiiiny dopmy.

16. Kpurepii ouinku edekTHBHOCTI [TokazHMKH NiATPUMAHHSA aHecTe3il,
reMoJAMHAMIKH, NPOoOYy/KEHHS Ta
Bi/IHOBJIEHHSI.

17. Kpurepii ouinku Gesneku Hebaxani sBuina, pecnipaTopHi ta
nabopaTopHi MOKa3HUKH.

18. CrarucTryHi METOAH Jlemorpadiuni 1aHi, BKIIOYAKOUH BiK, pacy,
crath, cratyc ATA Ta 3pict, niAcyMOBYBaJIH.
Takox nmiicyMOBYBaId TPUBAJICTE
eKCIO3ULLT iHransiiHHMMHU 3acobamu.

Edextusnicrn: [Tor's3ani 3 edpextupnictio
napaMeTpH 3BOAWIM y TaOAMLI Ta
MiICYMOBYBaJIH.

Besnexa: HeGaxkani siBuia KoayBaiu 3a
JI0NOMOTro MeauuHOro clioBHUKA IS
peryastoptoil aisabHocti (MedDRA). Bei
nauieHTH, IKi OTPUMYBAJIH JTIKYBaHHs, Oy/iu
BKJIIOYEH] B OlliHKY Oe3nexku. Haseneno
3arajibHUM MiACYMOK 110/I0 NALLIEHTIB, Y AKUX
BUHUKIM HeOakaHi seuiua. HeGaxkaui siBuia
TAKOMXK PO3MOJIIAIN 32 KATErOPIAMH: TAKKI
HebaxkaHi sBuia; HeOaxkaHi sBUILA, AKi Oy
NMPUHANMHI BiZ1a1€HO MOB'A3aHi 3
JOCHIKYBAHUM MpenapaTom; HebakaHi
SABMILA, L0 MPU3BEIIN [0 NPUITMHEHHS YUacTi
y AociipKeHHi; Ta HebakaHi BULIA, 11O
MpHU3BEIH 10 cMepTi. Yci 3apeecTpoBaHi
HebaxkaHi siBuia Oy/iM y3aranbHeHi 3a
KnacoM cuctemu opradis (KCO), repminom
NEPEBAKHOrO BUKOPHCTAHS Ta FPYyNoI0

- 'KyBaHHﬂ 3BC}1€HI ,llaHl BKJTIONATH KiJIbKICTh

'-; ci Heﬁa}Kam siBHILA OyJIH

i, a s snaulEpe WAGAK3POE NERD

fipuician, Tagik| A0 BQRAND | HANOM
AocToBiPHICTb

REPENAAARY 3ACBIAYYD

Kivayeic H.B. \\

laenTudixauiimmi Kon }(‘\, L.,. 2
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19. Jlemorpadiuni NoKasHUKH JOCHIKYBAHOT

nonyasauii (ctath, BiK, paca, TOLIO)

20. Pesynbrati epeKTHBHOCTI

21. Peayabraru Ge3nexu

MPU3BEJIH 10 NPUITHHEHHS Y4acTi ¥
aociipkerHi ta/abo rocnitanizauii) Oyiu
CTBOPEHI OKpeMi rnepestikm.

Koskna rpyna jnikyBaHHS BKIOvana 26
MauieHTiB, BCi BOHK OyH €BPONEOiHOT pacH.

Hechaypan/N20:

Cepenniii Bik (pokis): 74,3; [liana3oH (pokiB):
65-94; cratyc ATA II (N): 15; ATA 1II (N):
11; wonoBiku (N): 16; xinku (N): 10.

I3odaypan/N20:

Cepenniii Bik (pokis): 70,8; Jliana3zou (pokis):
65—-84; craryc ATA I (N): 17; ATA III (N):
9. wonoiku (N): 12; xinku (N): 14.

3BIT npo pociiuKeHHs OyB 30cepe/KeHHI Ha
Ge3nelti, TOMy NOBHA OLlIHKA eeKTHBHOCTI
He Oyna BKIIOYEHa.

Yac, 1110 MMHYB BiJl HAJIXO/UKEHHS NaiieHTa
710 NanaTu nicasonepauiiHoro
CMOCTEPEIKEHHA 10 MOMEHTY BU3HAHHSA
nauieHTa NpUAATHAM 0 BUITMCKH Ta 10
MOMEHTY, KOJIH Mali€HTa BUMKCAIH 3 NAJaTH
nicasonepamiiHoro crnocrepekeHHs, Oys
MOPIBHAHHKUM MIJK BOMA rpynamu
JNKyBaHHS.

Y 12/26 nauienris [46 %], ki orpumysanu
nechuypan, ta 14/26 nauienris [54 %], sxi
OTpHMYBaJH i30¢1ypan, nij vac
JOCIIKEHHS BUHHKIIO LloHaliMeHwe |
nebaxcane ssuie. Hafivacriwe
NOBIZIOM/TIOBAHMMH HeDaXKaHUMH SBULLIAMM 32
TEPMiHOM MEePeBaKHOr0 BUKOPUCTAHHS Oyiu
Hynora (10 [38 %] nauienTis, nechaypan; 11
[42 %] nauienTi, i30¢aypan) Ta 6aroBaHHSs
(3 [12 %] nauienris, necaypan; 8 [31 %]
nauieHTis, i3ogaypan). BuHukHeHHs Lux
HebamaHUX sBULL MOXKe OyTH cripydMHEeHe
nicasonepauifHMMH 3He00MIOBATIBHUMH
npenapaTamu, fKi 3aCTOCOBYBAJIM y najiari
MicAs0NepauiiHOro CroCTEPEKEHHS.
HebGaxani seuina 3 60Ky cepueBo-cyaAMHHOT
cHcTeMH OYJIM HEHACTUMM Ta BKJIKOYAIN JBa
enizoau Opaaukapaii y | nmauienra y rpymi
,uecépnypaﬂy Ta | enizon aprepianbHOT
rinepTensii ta Taxmap.ml y | nauienra y
P _(bnypaﬂy y mcnﬂonepauluﬂomy

' LozeH MalieHT He nomep y
MEPEKNAA 3POBNEHO

; 3r [AHv 3 OPNr IHANOM
AocToBIPHICTD
&), WEPEKAARY 3ACBIAYY

Kinayeic H.B.




166

22. BUCHOBOK (3aKJIIQUEHHS) [Tpu nopiBHAHHI HeDaxKaHUX ABMLL Y rpymi

3asgBHMK (BIACHUK
peecTpauifHoro
MOCBIIYEHHS )

NiKyBaHHA 130(aypaHoM criocTepiranu
BUILMI % nauienTiB, AKi NOBIIOMIISIH PO
HebaxaHi sBULLA, Ta OiNbLIY KIIBKICTH
3apeecTpoOBaHUX HeDakaHMX SBHIIL MOPIBHAHO
3 NALEHTAMU TPYNH JIIKYBaHHS
nechaypanom. Lli BiaMiHHOCTI He BBaXkanucs
KJIIHIYHO 3HAYYIIHMH. Yci aHOMalbHI
naboparopHi nokasHUKH OyJiM Nos's3aHi 3
XipypriuHum cTpecom, periaparaiicio B/B
pizanHamMu abo KpOBOBTPATOO Ta He Oyiu
KJIIHIYHO 3HAYYILIUMH.

Mignue: /Hxeccika Crarek
Enexrponnuii nianne: [Lreccika Cparex

[lincrasa: f 3areprxyio uei 10KyMeHT
Jlara: 18.01.2024 19:03 CST

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

(LLB.)

MEPEKAAA 3POBAEHO
3r|AHv 3 OPNF IHANOM
{4 NS AocTOBIPHICTD

:i, heﬁTwlmiiuuﬂnoﬂ}é‘y 15 '£PE“I‘., 3“(’“'"'
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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 38

of registration certificate):

RV

2. The applicant
3. Manufacturer

4. the undertaken study:

!
| 1) the type of medicinal product for which the
tegistration was made or planned

f
|

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

* clinical research
|

i

6. Phase of clinical research
7. Time frame of ¢linical research

: 8. Countries where the clinical research was
_conducted
I

.9. The number of persons under investigation:

|
|
|
|
r
!
i

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

]

. Baxter SA, Belgium

' Baxter SA, Belgium

‘ !yes
|

[N
LN

if not explain

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

The Comparative Anesthetic Effects of
Desflurane versus Isoflurane During General
Anesthesia in Elderly Patients

[-653-11B
Phase III
7 Mar 1990 — 19 Nov 1991

[taly

Planned: 60 subjects (desflurane: 30
subjects; isoflurane: 30 subjects)
Randomized: 60 subjects (desflurane: 30
_subjects; isoflurane: 30 subjects)
Treated and analyzed: 60 subjects
(desflurane: 30 subjects; isoflurane: 30
, subjects)
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10. Purpose and secondary objectives of the clinical To evaluate the safety and effectiveness of
| research desflurane compared to isoflurane in subjects
i undergoing elective intra-abdominal,
. urologic, orthopedic, plastic, ear-nose-throat,
| or gynecologic surgery. '

11. Clinical research design

Randomized, multi-center, open-label,
_parallel, active controlled study

12. Main inclusion criteria i Male or female subjects, ages 65 years or
_older, ASA status of II or I1I, and who were
- undergoing elective intra-abdominal,
| urologic, orthopedic, ear-nose-throat, plastic, '
i gynecologic surgery that was projected to be
|
l

i of at least 60 minutes in duration.

13. Test medicinal product, method of ' Anesthesia Induction: Subjects received |

administration, efficiency thiopental (1-5 mg/kg [V) or thiamytlal in i

" sufficient dose to induce loss of eyelash '

. reflex. During anesthesia induction subjects
Subjects received end-tidal (6.0-18%) ‘

“desflurane/100% oxygen (O2) by mask until '
intubation. :
Anesthesia Maintenance: Following
induction, subjects were maintained with 50-

- 60% N20/50-40% O2/end-tidal concentration

‘ 3.0% desflurane. 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

heart rate.

Desflurane is a nonflammable liquid

administered via vaporizer.

14. Reference substance, dose, method of Anesthesia Induction: Subjects received
administration, efficiency thiopental (1-5 mg/kg IV) or thiamylal in
sufficient dose to induce loss of eyelash
reflex. During anesthesia induction subjects
Subjects received end-tidal (1.0-3%)
isoflurane/100% O: by mask until intubation.
Anesthesia Maintenance: Following
r induction, subjects were maintained with 50-
60% N20/50-40% Oa/end-tidal concentration
*0.5% isoflurane. End-tidal concentrations
. were measured and reductions or increases
of isoflurane were administered in
accordance with the protocol for
, maintenance of anesthesia, and




15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety assessment criteria

18. Statistical methods
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increases/decreases in blood pressure or

heart rate.

Isoflurane is a nonflammable liquid
_administered via vaporizer.

" All medications that are to be used during
 anesthesia are listed under study procedures.
, No other medications can be substituted for

those listed. There are not restrictions on
_other pari-operative or post-operative -
' medications. All concomitant medications
"given will be recorded on the appropriate |
case report form.

Anesthesia maintenance, hemodynamics,
emergence, and recovery variables

Adverse events (AEs), respiratory, and
_laboratory parameters

‘ 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 systoiic
blood pressure [DBP, SBP], HR, oxygen
saturation [Sa0z], end-tidal carbon dioxide
{COz), and temperature); intra-operative
variables (end-tidal concentrations [mean,
peak, and at end of anesthesia], and ,
fentanyl administration, 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, tell me
your name, and tell me your date of birth,
duration from recovery room arrival to
“subject fitness for discharge, and
requirement for post-operative narcotics).
Intra-operative recail was also assessed.




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

. 20. Efficiency results

170

Hemodynamic and respiratory parameters
were ummarized during pre-induction,
induction, and post-incision study phases.

. The withinsubject mean, peak, and minimum

! value during the induction and post-incision
phases were summarized by treatment group

I using statistics (e.g., the mean, SD,

; percentiles, minimum, and maximum).

! Durations were summarized using median,

* mean, SD, minimum, and maximum.

Number and percent were used to summarize

i dichotomous variables (e.g., subjects '

| requiring fentanyl).

' Safety: Adverse events were coded using the

i MedDRA. All treated subjects were included

, in the assessment of safety. An overall

I 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 (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, AEs leading to discontinuation
from the study and/or hospitalization).

Mean age (all subjects) = 70.2 years in the
desflurane group and 72.0 years in the
isoflurane group. All subjects in both
treatment groups were Caucasian and most

. subjects were male (21 [70%] subjects,
desflurane; 24 [80%] subjects, isoflurane).
Most subjects had ASA scores of I (22
[73.3%] subjects, desflurane; 24 [80%]
subjects, isoflurane).

In the desflurane group, mean SBP
decreased from 153.6 mmHg at baseline to

+ 140.8 mmHg at induction (average), which

_was a mean of 7.5% below baseline. At post-
incision (average), values decreased to a

‘mean of [40.2 mmHg (mean of 7.9% below

{ baseline). In the isoflurane group, mean SBP
decreased from 150.7 mmHg at baseline to
135.9 mmHg at induction (average), which
was a mean of 8.1% below baseline. At post-
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incision (average), values increased to a
mean of 138.0 mmHg (mean of 6.8% below
baseline).
In the desflurane group, mean DBP

+ decreased from 92.5 mmHg at baseline to

' 87.9 mmHg at induction (average), which

,was a mean of 4.1% below baseline. At post- '

“incision (average), values decreased to a

'mean of 82.8 mmHg (mean of 9.8% below

, baseline), In the isoflurane group, mean DBP

*decreased from 86.0 mmkHg at baselineto -

' 84.3 mmHg at induction (average), which

; was a mean of 0.2% below baseline. At post-

 incision (average), values decreased to a
mean of 83.4 mmHg (mean of 1.1% below

' baseline).

|

, In the desflurane group, mean HR decreased '
from 75.7 bpm at baseline to 74.4 bpm at
induction (average), which was 0.3% below

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

! decreased to a mean of 71.0 bpm (4.6%

i below baseline). In the isoflurane group,
mean HR decreased from 71.6 bpm at

" baseline to 70.2 bpm at induction (average),
which was 0.4% below baseline. At post-
incision (average), values decreased to a
mean of 68.1 bpm (3.0% below baseline).

-In the desflurane group, mean O saturation

"increased from 97.8% at baseline to 99.0% at
induction (average). At post-incision
(average), values increased to a mean of
99.2%. In the isoflurane group, mean Oz
saturation increased from 97.6% at baseline
to 99.0% at induction (average). At post-
incision (average), values decreased to a
mean of 98.8%.

In the desflurane group, mean body
temperature decreased from 36.71°C at
baseline to 36.56°C at induction (average),
which was 0.40% below baseline. At post-
incision (average), values decreased to a
mean of 36.15°C (1.52% below baseline). In
“the isoflurane group, mean body temperature
_decreased from 36.42°C at baseline to
'36.32°C at induction (average), which was
'0.26% below baseline. At post-incision
(average), values decreased to a mean of
,35.97°C (1.22% below baseline).
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The mean end-tidal CO; was 32.72% and
32.02% for the desflurane and isoflurane
groups, respectively, at induction (average).
. The mean end-tidal CO2 was 32.53% and
31.53% for the desflurane and isoflurane
groups, respectively, at post-incision
' (average). The means of the average and
peak intra-operative end-tidal concentrations
. for the desflurane group were 2.43% and
4.13%, respectively. Means of the average
and peak intra-operative end-tidal
_concentrations for the isoflurane group were
'0.60% and 1.05%, respectively. The
concentration during the last 15 minutes of
anesthesia was 1.96% for the desflurane
" group and 0.42% for the isoflurane group. A
total of 19 (63.3%) subjects in the desflurane
~group and 11 (33.7%) subjects in the
isoflurane group received fentanyl intra-
operatively for maintenance of anesthesia
.and increases in BP or HR.

A total of 61.6% of subjects (21 [70%)]
subjects, desflurane; 16 [53.3%] subjects,
isoflurane) experienced at least | AE during
the study. The most frequently reported AEs
by preferred term were hypertension (12
[40%] subjects, desflurane; 6 [20%] subjects,
isoflurane), bradycardia (9 [30%] subjects,
desflurane; 8 [26.7%] subjects, isoflurane),
nausea (4 [13%)] subjects, desflurane; 3
[10%)] subjects, isoflurane), and hypotension
(3 [10%)] subjects, desflurane; 4 [13%)]
subjects, isoflurane. Five subjects (16.7%,
desflurane) experienced at least 1 severe AE.
: The most frequently reported severe AEs by
preferred term included hypertension (3
subjects) and bradycardia and hypotension (2
subjects for each preferred term). All events
were considered by the investigator to be
probably/possibly related to study drug with
the exception of 2 events of hypertension
that were considered to be remotely related
to study drug. All subjects were reported to
have recovered from the events. One subject
(desflurane) experienced the AEs of

§ bradycardia, abnormal ECG, and
hypotension that led to study
discontinuation. All events were considered
by the investigator to be possibly related to

: study drug and the subject recovered from

21. Safety results
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| the all of the events. No subject died in the
study.

22, Conclusion (evaluation) i The efficacy data were consistent with the
"current efficacy labeling of desflurane.

|

- Treatment with desflurane was safe and well
, tolerated in elderly subjects undergoing

I elective intra-abdominal, urologic,
"orthopedic, ear-nose-throat, plastic, or
' gynecologic surgery. Safety data collected in
.1 this study are consistent with the current
_safety labeling of desflurane, and did not

1 identify any new safety signals or patterns.

I
U
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JHonarok 30

10 [MopsaiKy NpoBeeHHs eKCIepTH3N PeecTpaLliiiHuX MaTepianiB Ha Jlikapebki 3acobu,
10 MOAAIOTHCS HA JIeP)KAaBHY peecTpallito (nepepeecTpatito),
a TAKOJK eKCIEPTH3H MaTepiajliB Npo BHECEHH 3MIH [0 peecTpaLiiiHuX MaTepiaiis

MPOTArOM il peecTpauifHoOro nocBijyeHHs
(nyHKT 4 po3ainy IV)

3BIT NPO KJAiHIYHE BUNIpoOyBanHs Ne 38

1. Ha3ga nikapcbkoro 3aco0y (3a HasiBHOCTI -
HOMEp pEeECTPaLliitHOrO MOCBIAYEHHS)

2. 3asgBHHUK

3. Bupobuuxk

4. [TpoBeneHi A0CHiKEHHS:

1) Tun nikapcskoro 3aco0y, 3a IKMM NpoBOAMIACA
abo nIaHyeThes peecTpallis

5. INoBHa Ha3Ba KJIiHIYHOTO BUNIPOOYBaHHS,
KOJAOBaHUH HOMEp KIiHIYHOro BUNpoOyBaHHs

6. ®aza KaiHIYHOrO BUNPOOYBaHHS

7. lepioa npoBeaeHHS KIIHIYHOTO BUNPOOYBaHHSA

8. Kpainu, ae npoBoauiocs KiiHiuHe
BHUNPOOYBaHHS

9. KinbKiCTh J0CIIKYBAHHX

Cynpan, napu juis iHraasui, pignHa

bakcrep C.A., beabris

bakcrep C.A., benbris

K rtak [J Hi gKio Hi, oOrpyHTYBaTH

Jlikapcbkuit 3acib 3a NOBHUM 10CBE
(aBTOHOMHE J10Ch€), IHLIHH JiKapcbKHi 3aci,
HOBA J1il04a peyoBUHA

[TopiBHaHHA aHecTe3ionoriuHuX edexrin
necuypany Ta izodaypany mia vac
3arajibHOT aHecTesil y nauieHTis JiTHBOro
BIKY

[-653-11B
azsa Il

3 07 6epesna 1990 p. no 19 nucronana
1991 p.

ITanis
3ansanoBana: 60 nauientis (necdaypan: 30

nauientis; izopaypan: 30 nauieHris).
PaunpomizyBaan: 60 nauienrtie (necdaypau:

el 1AL €HTIB; i30¢uypan: 30 nauieHris).

D ¥y Ba/IH JIIKYBaHHS TA
M 3onani: 60 nauienris (necdaypan:
dengin: isodaypflepEy AN YPIRAE HO
ik 3r lAHv 3 OPHT IHANON
AocroipnicTh
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Kivaveic H.B, \\




10. Mera Ta BTOpHHHI Lii KIIHIYHOTO
BUIPOOYBaHHA

11. Jluzaiin kaiHiyHOro BUnpoOyBaHHs

12. OcHOBHI KpUTEpiT BKIKOUEHHSA

13. Jocaimkysanuii nikapcbkuii 3acib, crniocid
3aCTOCYBaHHS, cuna ail

14. Ipenapat nopiBHAHHSA, /103a, cnocid
3aCTOCYBaHHA, cuna aii

:7- laenmmdlkauiinmi "oa A
38002596

Ouinuth Ge3neky Ta ePeKTUBHICTD
aecuiypany nopiBHAHO 3 i30aypaHom y
NALIEHTIB, SKUM BUKOHYIOTb TUIAHOBI
BHYTPiLIHLOYEPEBHI, YPOIOriUHi,
OpTONENYHI, NJIACTHYHI, OTOJAPHHTOIOT I UHI
abo riHeKoJoriyHi ONnepaTHBHI BTPyYaHHs.

PannomizoBane, 0araToueHTPOBE, BiIKPHTE,
napajie/ibHe, aKTHBHO KOHTPOJIbOBaHE
JOCIIKEHHS

Yonoeiku abo xiHKK, BiIKOM BiJ 65 pokis, 3i
CTATYCOM 32 IIKaJIO AMEPUKAHCHKOIO
tosapucTia aHecresionorie (ATA) IT abo I1I,
IKUM BHKOHYIOTb MJIAHOBE
BHYTPILIHBOYEPEBHE, YPOJIOTIUHE,
opTOoneAnYHe, OTOJAPHHTOJIOT YHE,
naactTuuHe abo riHeKoaorivHe onepaTHBHE
BTpY4aHHS, 1110, 3a [IPOrHO3aMH, M€ TPHUBATH
He meHiIe 60 XBUIHH.

Inaykuis anecresii: [Tauientu orpumysanu
tionentan (1-5 mr/kr B/B) abo Tiaminan y
[103i, I0CTaTHI#, 1100 CIPHYHHUTH BTpaTy
BifikoBoro peduaekcy. [1ia vac inaykuii
aHecTesil nauieHTH oTpumyBaiu aechiaypan
(KOHLEHTpALList HANPUKIHLI BUAMXY 6,0—

18 %) /100 % xucens (O2) yepes Macky 10
iHTYOauiT.

[Mixrpumanus anecresii: [Ticas inaykuii ans
niarpuMaHHs anecresii: 50-60 % N20/50-
40 % Oy/nechaypan (KOHIEHTpaLLiA
HanpukiHui Buanxy 3,0 %). BumipioBauHs
KOHLEHTpaLii HANPUKIHLI BUIHXY,
3MeHieHHs ab0 3011bIIeHHSs /1031
aechaypany BiANOBIIHO 10 NMPOTOKOIY
NiATPUMAHHS aHecTe3il Ta 3a
MiABHILEHHAM/3HHWIKEHHAM apTepiaibHOro
TUCKY a00 4acTOTH CEPLEBUX CKOPOUYEHb.
Hechaypan — ue Hesalmucra piauHa, Ky
3aCTOCOBYIOTH i3 BAKOPUCTAHHAM BHIIAPHHKA.

Inaykuin anecresii: [lauienTn orpuMyBasu
tionenTan (1-5 mr/kr B/B) abo Tiaminan y
1031, J0CTaTHIH, W00 CNPUYMHUTH BTpaTy
Bifikosoro pedunekcy. [1ia uvac iHaykuii
aHecTe3il nalieHTH OTpUMyBaK i3oduypax
(KoHUeHTpalis HanpuKiHui Buauxy 1,0-3 %)
/100 % kucens (O2) uyepes macky 10

|HTy6aun

oy

HpaHHs aHecTesil %
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15. CynyTHs Tepanis

16. Kputepii ouiHku epekTHBHOCTI

17. Kpurepii ouinku Ge3neku

| 8. CrarucTHYHI METOAU

Hanpukinui uauxy 0,5 %). Bumiptosauus
KOHLEHTpaLT HANPUKIHLI BUAUXY,
3meHueHHs abo 30inblIeHHs 10301
i30¢aypany BiANOBIAHO 10 MPOTOKONY
MiATPUMaHHA aHecTe3iT Ta 3a
MiABUILEHHAM/3HHKEHHAM apTepiaibHOro
THCKY ab0 4acTOTH CEPLEBHX CKOPOYEHb.
[30¢aypan — ne HezaiimucTa piauHa, aKy
3aCTOCOBYIOTh i3 BAKOPHCTAHHAM BHMAPHUKA.

Bei nikapebki 3aco0u, aKi NOBHHHI
BMKOPHCTOBYBATHCS I1iJ] Yac aHecTesil,
nepesivyeHi y npoueaypax A0CiKeHHs.
JozeH 3 iHIIKX JTiKApPCBKHX 3ac00iB He MOXKe
OyTH BUKOpPUCTAHUH /IS 3aMiHH
nepenaivenux. He Oyno woanux obmexeHn
LLO/I0 3aCTOCYBAHHS IHLIMX
nepuonepauiifHux abo nicasonepauiiHux
niKapebKHX 3aco0iB. Yei cynyTHi nikapebki
3aco0M, SKi 3aCTOCOBYBAJIM, 3alUCYBAIH B
iHAMBIyanbHY peecTpauiiiny Gopmy.

[TokazHMKM NiATPUMaHHs aHecTesil,
reMOJAHHAMIKH, MPOOY/KEHHS Ta
Bi/IHOBJICHHS.

HeGaskani sBuiua, pecnipatopHi ta
nabopaTopHi MOKa3HUKH.

JlemorpadiuHi 1aHi, BKIIOUAOUM BiK, pacy,
crath, ctaryc ATA, 3picT i macy Tina,
niacymoByBaiu. Takox niicyMoByBanu
TPHBAMICTH €KCNO3ULIT iHranaAiAHUMu
areHTamH.

EdexTunictn: B ouinky edekTHBHOCTI
OyJin BKJIIOYEHI BCi MPOJIKOBaHI MaLlIEHTH.
3Hauyuli napaMeTpu, No'sa3aHi 3
edexTuBHicTIO, OynKn 3BeeHI y Tabnuili Ta
y3arajibHeHi 6e3 npoBeeHHs CTATUCTHYHUX
tectii. KiHueBl TOYKH e(peKTHBHOCTI
BKJIIOYAJIH OLIIHKY peakuii naiedra Ha
iHransiiiyi 3acobu nij yac onepanii ta
npoOy/LKeHHs NaLieHTa nic/s aHecresit.
[loka3sHUKH ONMUCOBOT CTATUCTHKH
po3paxoByBaiu 1718 reMOJAUHAMIUHMX i
pecnipaTopHUX napameTpis (AiacToNYHUIA i
CUCTOJIIYHMIA apTepianbHHii THCK, YacToTa
CEepLEBHUX CKOPOYEHb, CATYpPaLlisi KHCHEM

[Sa0;], KOHLEHTpaLisl HANPHKIHLL BUAKXY
7 Kncnoro razy (COz) i remnepatypa);

Repauiiini sMinmEeHYGTPIPE NEHO
Ui Brxy KPRl MY AROM
: RocToBiPHICTD
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Ta y KiHUi aHecTe3ii], 3acToCyBaHHA
(eHTaHiNYy Ta NapaMeTpu NpodyIKEeHHs
nic/s aHecTesii (4ac BiJi NPUITUHEHHS
3aCTOCYBaHHsA iHranauiiHoro 3acoby 10
Bi/IKPUBAHHA NALLIEHTOM OYeii Ta 10
3/I@THOCTI MaLliEHTa BiJINOBIIATH HA KOMAH/IH,
HAINPUKIA] «CTHCHITH Mil najeup», «Ha3BiTh
CBOE iM'dl Ta IaTy HapODKEHHA), Yac BiJ
HAAXOMKEHHS 10 MATH MicasonepauiiHoro
CMOCTePEHEHHS /10 BU3HAHHSA MaLieHTa
MPUAATHUM JI0 BUHCKH Ta notpeda y
HAPKOTHYHMX 3aco0ax y nicasonepautiinuii
nepion). Takoxk ouiHOBanM nNpoOyKEHHS
MMiJ 4ac ONepaTHBHOIO BTPY4aHHS.
["'emoauHaMiuHi Ta pecnipaTopHi napameTpu
y3arajJbHIOBaIH 15 (a3 J0CHiKeHH
nepeaiHayKLiiHa, IHAyKIiiHa Ta mics
po3pizy. CepeaHe, MakcUManbHe Ta
MiHiMalIbHE 3HAYEHHS B MEXKaX MailieHTa Iij
yac a3 inayKuii Ta micus po3pisy
y3arajbHIOBAIH 3a rPYIOIO JIKYBaHHA 3
BUKOPHUCTAHHAM CTATHCTHYHHUX JaHHUX
(Hanpuknaz, cepeaHboro 3HayeHHs, CB,
MPOLCHTHIIIB, MIHIMYMY Ta MaKCHMYMY).
JlaHi npo 4acoBi NPOMIZKKM NiACYMOBYBa/IH 3
BHKOPHCTAHHAM MeJliaHH, Cepe/IHbOTO
3Ha4eHHs, CB, MiHIMyMY Ta MaKCUMyMY.
KinbkicTh Ta BiICOTOK BUKOPUCTOBYBAJIM [I/1sl
y3arajbHeHHA JMXOTOMIYHHX 3MIHHHX
(HanpuKIaj, NalieHTH, aKi NoTpedyTh
3aCTOCYBaHHs (peHTaHiNy).

besneka: HebGaxani sBuiua KoayBaiu 3a
JIOTIOMOT0K0 MeIMYHOTO CI0BHHKA /15t
peryasitoproi aisibHocTi (MedDRA). Bei
NauieHTH, SKi OTPUMYBAJIW JIIKyBaHHS, Oy1H
BKJIIOYeHI B ouinky Oesneku. Haseneno
3arajibHAR NiZICYMOK 11010 NALLIEHTIB, Y AKHX
BUHUKIM HeDakaui seuia. Hebaxani siBuiua
TaKOk PO3NOAIIANM 32 KATErOPIsAMU: THAKKI
Hebakaui seuwia; Hebaskani siBuLLA, K Oyiu
NpUHARMHI BiJU1aJICHO TOB'A3aHI 3
JOCHIKYBAHKM npenapaTom; HebakaHi
ABMILA, 1110 NPU3BEJIH JI0 NPUITMHEHHS y4acTi
y 0cai/DKeHHI; Ta HeDaxaHi ABULLA, 10
MPH3BEIH 10 cMmepTi. Yci 3apeecTpoBaHi
HebaxkaHi seuia OyaM y3aranbHeHi 3a
kiacom cuctemu oprauis (KCO), tepminom

OBl,L[OM HJIH 1TpO

£uggm 3POBAEHO
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ABUIIL (HANpUKAaa, TsXKKI ado Taki, 1o
MpU3BEIH 10 NPUITUHEHHS YYacTi y
Jociipkerni Ta/abo rocnitanizauii) Oyau
CTBOPEHI OKpeMi nepestiku.

19. lemorpadiuni MoKa3HMKH J0C/TIUKYBAHOT Cepenniii Bik (yci nauientu) = 70,2 poky B

nonyJsiuii (cTare, BiK, paca, TOILO) rpyni aecdaypany ta 72,0 poky B rpyni
izoaypany. Bei nauientu B 060X rpynax
NiKyBaHHA Oy/IM €BpONEOiAHOT pacy Ta
OinpicTs 3 HUX Oyau yonosikamu (21 [70 %]
nauienris, aechuaypan; 24 [80 %] nauieHTis,
isoaypan). butbwicTes nauientis maau 1
cryninb 3a wkanow ATA (22 [73,2 %]
nauientis, aechaypan; 24 [80 %] nauienTis,
izodaypan).

20. PesynpraTi eeKTHBHOCTI Y rpyni gecaypany cepeaniii cuctoniumii
AT 3Hu3uBCs 3 153,6 MM pPT.CT. HA NMOYATKY
npociikenHs 10 140,8 MM pr.cT. mig yac
iHAYKUiT (y cepesiHboMy), 1o Oyno Ha 7.5 %
HHKYE royaTkoBoro piBHa. [licns pospisy (B
cepe/IHbOMY) NoKa3zHUKK 3pociu 1o 140,2
MM pT.cT. (Ha 7.9 % HHKUEe MoYaTKOBOrO
piBHst). Y rpyni i3opaypaHy cepeHiii
cuctoniunuii AT 3uusuees 31 150,7 mm pr.cT.
Ha MoYaTKy AociipkeHHs 10 1359 mm pr.cT.
nij yac inaykuii (y cepeiHbomy), o 0yio Ha
8.1 % nmkue noyarkoBoro pisus. [Ticas
po3pi3y uei nokazuuk 30inbMBCes 10 138,0
MM pT.cT. (y cepeanbomy Ha 6,8 % Hukue
1OYaTKOBOrO PiBHS).

Y rpyni necnypany cepeaHiii aiacTonivyHuii
AT 3uu3mBes 3 92,5 MM PT.CT. Ha MOYATKY
npochipkers no 87,9 mm pr.ct. nij vac
iHayKuii (y cepeanbomy), o Oyno Ha 4,1 %
HHIKYE Mo4YaTkoBoro pisus. [licis po3pizy
3HAa4YeHHs 3MeHuauncs 1o 82,8 mm pr.crt. (y
cepeaHbomy Ha 9,8 % HUKUE NOYATKOBOTIO
piBHs). ¥ rpyni i3odaypany cepeaHii
niacroniunuid AT 3uu3nBcea 3 86,0 mm pr.cT.
Ha NOYaTKy AOCHiKEeHHs 10 84,3 MM pT.CT.
nia vac inaykuii (y cepeanbomy), wo 6yno Ha
0,2 % Huxkue novarkosoro pisus. [Ticas
pO3pi3y 3HauUeHHs 3MeHLnIncs 1o 83,4

MM pr.cT. (y cepeansomy Ha 1,1 % Huxkue
MOYaTKOBOTO PiBHS).

' ‘. pecpaypany cepeans UCC

He 110 74,4 yn,'ﬁ;ﬁ% Fﬂi ‘Wﬂibno
Fifcepeanbomy 3 PRI HANON
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MOKa3HHKM 3HU3MIKcs 1o 71,0 ya/xs (Ha

4,6 % HWKYe NoYaTKoBOro piBHA). ¥ rpyni
izoduypany cepeans YCC 3uu3unacs i3 71,6
yA/XB Ha noyatky aociimkenns a0 70,2 ya/xs
nia yac iHAYKLIT, wo 0y10 y cepeHbOMY Ha
0,4 % Hwxue noyaTkoBoro pisHs. [licas
po3pi3y 3HaueHHS 3MeHIunaKes 10 68,1 ya/xs
(y cepennbomy Ha 3,0 % HHMKYE N04ATKOBOIO
piBH#).

Y rpyni gecdaypaHy cepeaHe 3HaYeHHA
catypauii Oz 3pocio 3 97,8 % Ha
noyaTkoBomy etamni 10 99,0 % nix yac
inaykuii. [Ticns po3pisy 3HaueHHS 3pOCiiv y
cepeaHbOoMY 10 99.2 %. Y rpyni i3odaypany
cepe/iHe 3HaYeHHs catypauii Oz 3pocio 3
97,6 % na noyatky pociimkerus 1o 99,0 %
nig yac inaykuii. [Ticas pospisy 3naueHms
3IMEHILHJIUCH Y cepeaHboMy 10 98.8 %.

YV rpyni aecuypany cepeans remmneparypa
Tijna 3uu3unacsa 3 36,71 °C va novarky
pochimkeHHs 10 36,56 °C nia yac iHayKiuii,
1o y cepeanbomy Oyito Ha 0,40 % Huxue
no4atkoBoro pieus). [licas po3pisy cepeani
3Ha4YeHHs 3MeHIMauca 1o 36,15 °C (na
1.52 % HuxKYe NoYaTKOBOro piBHs). Y rpyri
i30haypaHy cepejiHs TeMrneparypa Tina
3HM3KIMCA 3 36,42 °C Ha novyaTky
apocnimkenns 10 36,32 °C nix vac iHayKuii,
o y cepeaHbomy Ha 0,26 % nukue
noyarkoBoro pisus. [Ticast po3pisy cepeani
3HAYEHHs 3HU3UaUCs no 35,97°C (Ha 1,22 %
HWKYE TOYATKOBOTO PiBHsA).

Y rpyni recaypaHy cepeaHs KOHUEHTpallis
CO; HanpukiHii BUAMXY 3HM3MNacs 3 4,75 %
nia vac iHaykuii 10 4,69 % nicns pospizy). ¥
rpyni i3oduypany cepeiis KOHUEHTpaLlist
CO2 HanpuKiHLi BUAKMXY 3HU3MIacs 3 5,21 %
nia vac inaykuii 10 4,63 % nicns po3pisy.

Cepenns koHueHTpauis CO2 Hanpukinii
BUAMXY cTtanosuna 32,72 % ta 32,02 % nns
rpyn aecuypany Ta izodaypany BianosiaHo
Mij vac iHAYKUIT (cepeHe 3HaYeHH) Ta
32,53 % i 31,53 % nns rpyn pechaypany ta
i30(aypaHy BiANOBIAHO Micas po3pisy

o .\‘ bHI IHTpaonepaniiiHi KOHLIEHTpauii
RN BHJIMXY U1 necd H%/
A\ A ABAREHO
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21. Pesynbratu Oe3nexku

KOHLEHTpALT HAMPUKIHL BUAKXY U1 TPYIH
isoduypany cranosunu 0,60 % ta 1,05 %
BianosiiHo. KoHueHTpauis nporarom
ocTaHHiX 15 XBWIKMH aHecTe3il cTaHOBUIA
1,96 % nns rpynu aecdaypany i 0,42 % nns
rpynu izopaypany. 3aranom 19 (63,3 %)
nauieHTiB y rpyni aechuaypany ta 11 (33,7 %)
MauieHTiB y rpyni i3oduypany oTpuMyBaiu
(eHTanin inTpaonepauiiiHo Aas NiATPUMAHHS
aHecTtesil Ta y 38’ A3Ky 3 miaBuineHHam AT
abo YCC.

3arasiom y 61,6 % nauientis (21 [70 %]
nauienTis, aechuypan; 16 [53,3 %]
nauieHTiB, i30(GaypaH) BUHHKIO
uoHaiimeHie 1 HebakaHe siBULLE Nij yac
nocnimpkenHs. Haiuacrie
MOBIZOMIIIOBAaHUMH HeDaKAHUMH ABUILAMH 32
TEPMIHAMHU NEPEBANKHOI0 BUKOPUCTaHHs OyiH
aptepiasnpHa rineprensis (12 [40 %]
naiienTis, gechaypan; 6 [20 %) nauieHris,
i3odaypan), 6paaukapais (9 [30 %]
nauientis, aechaypan; 8 [26,7 %] nauieHris,
isoduiypan), nyaora (4 [13 %] nauienris,
aecaypan; 3 [10 %] nauienris, izoduaypan)
Ta aprepiaibHa rinorensis (3 [10 %]
nauientis, necaypan; 4 [13 %] nauienris,
i3o¢aypan). ¥ n'aru nauienris (16.7 %,
aechaypaH) BHHUKIO LioHalimenine | Taxke
nebaxane ssuine. Haiivacriwe nosigomisiin
Npo Taki TsHKKI HebaxkaHi sBMLIA, SK
apTepiaibHa rineprensis (3 naunieHTH) Ta
Opaaukapais i aprepianbHa rinorensis (no 2
NALEHTH U1 KOXKHOTO TEPMiHYy
nepeBakHOro Bukopuctanus). Jlocnianuk
BBAXKAB, 110 BCI MOAIT Oynu
AMOBIpHO/MOMKIIMBO NMOB'A3aHI 3
JOCIIKYBAHHM NPEenapaToM, 3a BUHATKOM 2
BHMAAKIB apTepiajibHOT rinepreHsii, ski
BBAYKAJIMCA BiJIAJIEHO MOB'I3AHUMH 13
3aCTOCYBAHHAM JIOC/IIKYBAHOTO NIKAPChKOrO
3aco0y. [MosigoMisiiv, 10 BCi nauieHTy
O/ly’Kalu micas HebakaHMX sBHIL. Y OJHOrO
natienra (aecaypaH) BHHUKIN TaKi
HebaxkaHi sBuLLa, K Opagukapis, aHomait
Ha EKI" ta aprepianbHa rinorensis, 1o
MPU3BENO 10 MPUIUHEHHS Y4acTi y
nocaimkenHi. JlocniiHuk BBaXkas, 1o Bei 1
SABMILA MOYKYTh OyTH NMOB'A3aHi i3

TG TOE TRGHHAM JI0CITIZKYBAHOTO Mpenapary.

all SNLOn § <
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22. BUCHOBOK (3aKJIKOUEHHS) JlaHi npo eeKTHBHICTH BIANOBI A
CY4acHOMY OLIIHIOBaAHHIO eheKTHBHOCTI

nechaypany.

JlikyBauus necaypanom 0yno Gesneunum i
n00pe nepeHocHI0Cs NalieHTaMu JiTHBOro
BiKY, AKMM BHKOHYBAJIH IJIAHOBE
BHYTPIlUHBOYEPEBHE, YPOJIOriyHe,
OpTOMNeAnYHE, OTONAPHHTOJIOTIUHE,
naacTHvHe abo riHekoJoriYHe Xipypriuxe
srpyudanns. [laui 3 Ge3nexu, orpumani y
LBOMY JOC/IIKEHHI, BIANOBIAAIOTH MOTOYHIH
ouinui 3 6e3nexu s aechaypany ta He
BUSABHJIN JKOJHUX HOBHX CHrHaniB abo
3aKOHOMIpPHOCTEH 1110/10 Oe3neKu.

3asBHUK (BJACHUK (mianuc)
eecTpalliifHoro

sl i (L. LB.)

MOCBIA4EHHS)

TEPEKNAA 3POBAEHO
3r{AHv 3 OPNF IHANOM

AoctoBiPniCTD
REPEKAAAY 3ACBIAYYD
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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 39

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

- Baxter SA, Belgium

2. The applicant

3. Manufacturer Baxter SA, Belgium
" ‘ ' o ro .
4. the undertaken study: + B yes: [ 'no: if not explain
_ | o
|
|
1) the type of medicinal product for which the Medicinal product with complete dossier
, registration was made or planned (stand-alone dossier), other medicinal

; product, new active substance
* 5. Full name of clinical research, coded number of = The Comparative Anesthetic Effects of
' clinical research Desflurane versus Isoflurane During General

! ' Anesthesia in Elderly Patients

. [-653-11C
6. Phase of clinical research Phase III
. 7. Time frame of clinical research 6 Nov 1990 — 30 Jan 1993
8. Countries where the clinical research was United Kingdom
~conducted
. 9. The number of persons under investigation: Planned: 20 subjects (desflurane: 10

. subjects; isoflurane: 10 subjects)

Randomized: 20 subjects (desflurane: 10

subjects; isoflurane: 10 subjects)

~ Treated and Analyzed: 20 subjects
(desflurane: 10 subjects; isoflurane: 10
subjects)




110, Purpose and secondary objectives of the clinical

. research

'
;
i
i
i

11. Clinical research design

t_ .......... e e - - o e m e -

12. Main inclusion criteria

!

13. Test medicinal product, method of
administration, efficiency

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

Randomized, single-center, open-label,

183

To evaluate the safety and effectiveness of

desflurane compared to isoflurane in subjects
_undergoing elective intra-abdominal,

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

parallel, active controlled study.

' Male or female subjects, ages 65 years or
older, ASA status of II or [Il, and who were

-undergoing elective intra-abdominal,

f urologic, orthopedic, ear-nose-throat, plastic,

- gynecologic surgery that was projected to be
of at least 60 minutes in duration.

+ Anesthesia Induction: Subjects received

! thiopental (1-5 mg/kg IV) or thiamylal in

. sufficient dose to induce loss of eyelash
reflex. During anesthesia induction subjects

' received end-tidal (6.0-18%) '

_desflurane/100% Oxygen (Oz) by mask until
intubation.
Anesthesia Maintenance: Following
induction, subjects were maintained with 50-
60% N20/50-40% Oz/end-tidal concentration
3.0% desflurane. 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
heart rate.
Desflurane is a nonflammable liquid
administered via vaporizer.

Anesthesia Induction: Subjects received
thiopental (1-5 mg/kg IV) or thiamylal in
sufficient dose to induce loss of eyelash
reflex. During anesthesia induction subjects
received end-tidal (6.0-18%)
desflurane/100% Oxygen (O2) by mask until

. intubation.

' Anesthesia Maintenance: Following
induction, subjects were maintained with 50-
60% N20/50-40% Ozend-tidal concentration
0.5% isoflurane. End-tidal concentrations
were measured and reductions or increases

-of isoflurane were administered in
accordance with the protocol for
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15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety assessment criteria

18. Statistical methods
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maintenance of anesthesia, and
increases/decreases in blood pressure or
heart rate.
Isoflurane is a nonflammable liquid

- administered via vaporizer

All medications that are to be used during

anesthesia are listed under study procedures.
; No other medications can be substituted for

those listed. There are not restrictions on |
1 other perioperative or post-operative i
 medications. All concomitant medications |
! given will be recorded on the appropriate
' case report form.

i Anesthesia maintenance, hemodynamics,
“emergence, and recovery variables
i

!

" Adverse events (AEs), respiratory, and
laboratory parameters

PR

The demographic data, including age, race,
sex, ASA status, height, and weight were

- summarized. Duration of exposure to

| inhalation agents was also summarized.

i
T
1
I
1

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], heart rate,
oxygen saturation {Sa02], end-tidal carbon
dioxide (COz2), and temperature); 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, tell me your name,
"and tell me your date of birth), duration from
‘recovery room arrival to subject fitness for
discharge. Intra-operative recall was also




_19. Demographic indicators of the population study
' (gender, age, race, etc.)

. 20. Efficiency results
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"assessed. Hemodynamic and respiratory

' parameters were summarized during pre-
induction, induction, and post-incision study

' phases. The within-subject mean, peak, and

rminimum 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,

1 mean, SD, minimum, and maximum.

t Number and percent were used to summarize

dichotomous variables (e.g., subjects

requiring fentanyl).

' Safety: Adverse events (AE) 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,

i 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

i 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, AEs leading to

" discontinuation from the study and/or
hospitalization.

: Mean age = 77.0 years in the desflurane

~group and 73.7 years in the isoflurane group.
All subjects in both treatment groups were
Caucasian and most subjects were male (6
[60%] subjects, desflurane; 6 [60%] subjects,
isoflurane). Most subjects had ASA scores of
I1 (10 [100%] subjects, desflurane; 7 [70%)]
subjects, isoflurane).

In the desflurane group mean SBP decreased
from 152.2 mmHg at baseline to 112.6
+mmHg at induction (average), which was a
' mean of 25.7% below baseline. At post-
+ incision (average), values increased to a
'mean of 130.4 mmHg (mean of 13.7% below
baseline). In the isoflurane group, mean SBP
' decreased from 147.9 mmHg at baseline to
119.0 mmHg at induction (average), which
was a mean of 18.9% below baseline. At




post-incision (average), value increased to a
+mean of 136.5 mmHg (mean of 6.9% below
baseline).
In the desflurane group, mean DBP
decreased from 86.9 mmHg at baseline to
'66.7 mmHg at induction (average), which
: was a mean of 23.3% below baseline. At
i post-incision (average) values increased to a
' mean of 78.5 mmHg (mean of 9.4% below
 baseline). In the isoflurane group, mean DBP
' decreased from 87.5 mmHg at baseline to
' 74.1 mmHg at induction (average), which
was a mean of 15.4% below baseline. At
: post-incision (average), values increased to a
. mean of 84.4 mmHg (mean of 3.4% below
+ baseline).

'In the desflurane group, mean HR decreased

tfrom 76.1 beats/minute (bpm) at baseline to

,67.1 bpm at induction (average) which was a

E mean of 11.4% below baseline. At post-

, incision (average), values increased to a
mean of 72.6 bpm (mean of 4.3% below

"baseline). In the isoflurane group, mean HR

. decreased from 77.8 bpm at baseline of 67.7
bpm at induction (average), which was a

, mean of 12.5% below baseline. At post-

'incision (average), values increased to a
mean of 69.7 bpm (mean of 9.8% below
baseline).

" In the desflurane group, mean Oz saturation
increased from 96.8% at baseline to 97.7% at
induction (average). At post-incision
(average), values increased to a mean of
97.5%. In the isoflurane group, mean Oz
saturation increased from 96.4% at baseline
to 98.6% at induction (average. At post-
incision (average), values increased to a
mean of 97.5%.

In the desflurane group, mean body
temperature decreased from 35.10°C at
baseline to 34.88 °C at induction (average),
which was a mean of 0.80% above baseline).
At post-incision {(average), values increased
to a mean of 34.97°C (mean of 0.53% below
baseline). In the isoflurane group, mean body
temperature increased from 34.15°C at
, baseline to 34.84°C at induction (average),
which was a mean of 1.93% above baseline.
At post-incision (average), values increased
to a mean of 35.04°C (mean of 1.85% above

186
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! baseline).
In the desflurane group, mean end-tidal CO;
. decreased from 4.75% at induction (average}
! to 4.69% at post-incision (average). [n the
+ isoflurane group, mean end-tidal CO;
, decreased from 5.21% at induction (average) |
“to 4.63% at post-incision (average).
The means of the average and peak intra-
operative end-tidal concentrations for the
' desflurane group were 3.06% and 4.56%,
respectively. Means of the average and peak
intra-operative end-tidal concentrations for -
' the isoflurane group were 0.44% and 0.59%,
, respectively.
The concentration during the last 15 minutes
' of anesthesia was 3.17% for the desflurane
group and 0.41% for the isoflurane groups.
A total of 5 (50%) subjects in the desflurane
' group and 7 (70%) 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 5.0
‘ minutes in the desflurane group and 6.0
minutes in the isoflurane group. The median
duration from cessation of inhalation agent
to being able to squeeze fingers was 5.0
minutes in the desflurane group and 8.0
minutes in the isoflurane group. The median
duration from cessation of inhalation agent
to being able to state their name was 7.0
minutes in the desflurane group and 9.0
minutes in the isoflurane group. The median
. duration from cessation of inhalation agent
to being able to state their birth date was 7.0
minutes in the desflurane group and 9.0
minutes in the isoflurane group. The median
duration from recovery room arrival to
subject fitness for discharge was 61.5
minutes in desflurane group and 49.5
minutes in the isoflurane group. A total of 9
: (100%) subjects in the desflurane group and
i 8 (88.9%) subjects in the isoflurane group
received post-operative narcotics, No subject
in either treatment group had intra-operative
recall.

A total of 55% of subjects (6 [60%] subjects,
desflurane; 5 [50%] subjects, isoflurane)
experienced at least 1 AE during the study.

21. Safety results




+22. Conclusion (evaluation)

_Applicant (holder of
registration certificate)

+ The most frequently reported AEs by
preferred term were bradycardia (5 [50%]
subjects, desflurane; 2 [20%] subjects,
_isoflurane) and hypotension (3 {30%] i

 subjects, desflurane; no subject, isoflurane).

| .

. Two subjects (1 subject, desflurane; 1 1

. subject, isoflurane) experienced a severe AE. |
Both subjects experienced the severe AE of
‘hemorrhage. One event (desflurane) was
' considered by the investigator to be remotely
 related to study drug and the other event
(Isoflurane) was considered by the

 investigator to be possibly related to study
 drug. Both subjects recovered from the event ;

| of hemorrhage.

One subject (desflurane) experienced the AE | !
' of hemorrhage that led to discontinuation of .
+study drug. The event of hemorrhage was
: considered by the investigator to be remotely
: related to study drug and the subject
. recovered from the event.

‘No subject died in the study.

. The efficacy data were consistent with the

current efficacy labeling of desflurane.

Treatment with desflurane was safe and well

-tolerated in elderly subjects undergoing
elective intra-abdominal, urologic,

. orthopedtc ear-nose-throat, plastic, or
gyneco!oglc 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.

Elgclronically signed by: Jessica
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Honarok 30

10 [lopsiaky npoBeieHHs €KCEPTH3M PEECTPaLliHHUX MaTepialiB Ha iKapebKi 3acobw,
L0 MOJIAIOTHCS HA JIePIKaBHy peecTpailito (nepepeectpatiio),
a TAKOXK KCMEePTU3H MaTepiaiB MPO BHECEHHs 3MiH /10 peecTpauiifHuX MaTepiaiis

NPOTAroM i1 peecTpaLiiHHOro NocBiA4EHHs
(nyHkT 4 po3ainy 1V)

3BIT npo KaAlHIvYHe BUnpoOyBanus No 39

1. Hazpa nikapcekoro 3aco0y (3a HasBHOCTI -
HOMEp PeecTpaLifHOro MOCBiUeHHS)

2. 3asgBHUK

3. Bupobuuk

4. [TpoBeaeHi A0CHI AKEHHS !

1) Tun gikapebKoro 3acody, 3a sKUM MPOBO/HIACH
abo naaHyeTses peecTpaltis

5. IloBna Ha3Ba KJiHIYHOTO BUNpoOyBaHHs,
KOJ0BaHU HOMEP KJIIHIMHOTO BUNPOOYyBaHHS

6. Paza KJIiHIYHOro BUNpoOyBaHHA
7. [Mepioa npoBejieHHs KAiHIYHOrO BUNpoOyBaHHs

8. Kpainu, e npoBoaniocs KiiHiuHe
BUIPOOYBaHHs

9. KinbKicTb 10CIUKYBAHNUX

Cynpan, napu juis iHraasuii, piauHa

bakcrep C.A., benbris

bakcrep C.A., beabris

K rtak [J Hi AKWO Hi, oGrpyHTYBaTH

Jlikapcbkuii 3acib 3a NOBHUM J0ChE
(aBTOHOMHE J10Ch€), IHILWI JIIKapcbKHid 3acid,
HOBA J1il0Ya peuoOBHHA

[TopiBHsHHA aHecTe31010r YHUX eeKTiB
nechaypany Ta izoguypany nia vac
3arajibHOT aHecTe3il y NauieHTiB JiTHLOrO
BiKY

[-653-11C

Dasza Il

3 06 nucronazaa 1990 p. no 30 ciuust 1993 p.
Benuka bpuranis

3anaanosana: 20 nauienris (aecdnypan: 10
nauieHtie; i3oguaypaun: 10 nauieHTis).

Panpomizysanu: 20 nauientis (aecdnypan:
10 nauienTis; i3odaypan: 10 nauienris).

_OrpumyBajn JikyBanus 12

a.rli3onaHi: 20 nauientie (aecdnypan:
iB; i 10 IEHTIB).
R 111 T TV R T
37 Al 3 OPNT IHANON
18 AocToBIPHICTD
REPEKAAAY 3ACBIAYYD
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10. MeTa ta BTOpHHHI Wil KAIHIYHOTO
BUNPOOYBaHHA

11. Jlnzaiin knidiunoro BunpoOypaHHs

12. OcHOBHI KpUTEPIT BKAKOUEHHS

13. Jlocni/ukyBanuii likapcbKuit 3acio, cnocit

3aCTOCYBaHHA, cunia il

14. [penapar nopiBHsiHHs, 1032, cnocid
3aCTOCYBaHHsA, cuia aii

Ouinuru Ge3neky ta eQpeKTHBHICTE
aecduiypany nopiBHAHO 3 i30(1ypaHom y
Nauie€HTIB, AKUM BUKOHYIOTE MJIAaHOBI
BHYTPILLHBOYEPEBHI, YPOJIOTi4HI,
OpTONEAHYHI, MIaCTHYHI, OTOJAPHHTOJIONYHI
abo riHeKOJIOri4HiI ONepaTHBHI BTPYYaHHs.

PannomizoBane, 0/IHOLIEHTPOBE, BiZIKpUTE,
napajesbHe, aKTHBHO KOHTPOJIbOBaHe
JIOCTT JUKEHHS

Yonosiku abo xKiHKH, BIKOM Bia 65 pokis, 3i
CTaTyCOM 32 IIKaJ0K AMEPUKAHCHKOrO
toBapuctsa anectesionoris (ATA) I aGo II1,
SKUM BHKOHYIOTh IJIAHOBE
BHYTPIlLHbOUYEPEBHE, YPOJIOriuHe,
OpTONEAHYHE, OTONAPHHIOJIOTIHHE,
riacTHYHe abo riHeKOOriYHe ONepaTHBHE
BTPYYaHHS, 110, 33 MPOrHO3aMH, M€ TPUBATH
He MeHe 60 XBUIHH,

Inaykuis anecresii: [TauienTn orpumysaiu
tionenTan (1-5 mr/kr B/B) aGo tiaminan y
1031, 10CTaTHIH, 11100 CIPUYHUHUTH BTPATY
Bilikosoro pedunekcy. Ilia vac inaykuii
aHecTe3il nauieHTH OTpUMyBaiu Jechaypan
(KOHUEHTpaLis HANPUKiHLT BUAMXY 6,0—

18 %) /100 % kucenn (02) yepes Macky 10
inTybGauii.

Miarpumanus anecresii: [licas inaykuii aus
niaTpumanus avectesii: 50-60 % NO/50-
40 % O2/necdaypan (KoHUEHTpaLLis
Hanpukinui suauxy 3.0 %). Bumipiopanus
KOHLIEHTpaLT HANPHKIHL BHHXY,
3MeHIeHHs ab0 30inbIIeHHS 1031
necduypany BIANOBIAHO A0 NPOTOKOIY
niATpUMaHHA aHecTe3il Ta 3a
MiABHILEHHAM/3HHIKEHHAM apTepiajibHOro
THCKY @00 YacTOTH CEPLEBUX CKOPOUEHb.

Jlechrnypan — ue HezaiiMMCTA pianHa, AKY
3aCTOCOBYIOTH i3 BUKOPUCTAHHAM BHMApPHHUKA.

Inaykuin anecresii: [Tauientn otpumysanu
tionentan (1-5 mr/kr B/B) abo tiaminan y
11031, 10CTATHIH, 100 CIPUYHHUTH BTPATY
BiiikoBoro pedunexcy. [ia vac inaykuif
aHecTesil nalieHTH oTpumMyBanu aechaypan
(KOoHUEHTpaLList HaNpUKIHLI BUAUXY 6,0—

Aa) /l 00 % kucens (O2) yepes Macky 10

S N NEHD
/ atiis anectedif RIS % 0PN
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HanpukiHui Buauxy 0,5 %). BumiptoBanhs
KOHLIEHTpaLlii HaNPHUKIHLI BUAKXY,
3MeHLIeHHs a00 301IBIIEHHS 1031
i30¢aypaHy BiAMOBIAHO 10 MPOTOKONY
MiATPUMAHHS aHecTesil Ta 3a
MiABUILEHHAM/3HUIKEHHAM apTepiajlbHOro
THCKY ab0 4acTOTH CepLEBHX CKOPOYEHb.
[30¢nypan — ue HesalmMucTa piguHa, AKy
3aCTOCOBYIOTH i3 BUKOPHCTAHHAM BHIAPHHKA.

15. CynyTtHs Tepanis Bei nikapebki 3aco0u, sKi NOBHHHI
BHKOPHCTOBYBATHC I1i/1 4ac aHecTesil,
nepesiiyeHi y npoLeaypax A0ciHKeHHs.
JXoneH 3 iHIIMX TiKAPCLKUX 3ac0o0iB HE MOKe
OyTH BUKOPHCTAHHIA JUIS 3aMiHH
nepeniueHux. He Oyno xoanux obmexeHs
110/10 3aCTOCYBAHHS IHIINX
nepuornepauiiHux adbo nicasonepatiifHux
nikapebKux 3aco0iB. Yei cynyTHi ikapebki
3aco0H, fIKi 3aCTOCOBYBAJIH, 3aMUCYBAJIH B
iHIWBIyanbHy peecTpauiiny dopmy.

16. Kputepii oinku edekTuBHOCTI [Toka3zHuKY NiATPUMAHHS aHecTesil,
remMoIMHaMiKku, Npo0y/uKeHHs Ta
BiIHOBJICHHSI.

17. Kpurepii ouinku Gesnexu HebaskaHi siBM1La, pecrnipaTopHi Ta
nabopatopHi MNOKa3HHUKH.

18. CrarucTHuHi MeToaAH Jlemorpadiui 1aHi, BKIIOYAKOYH BiK, pacy,
crath, craryc ATA, 3picrt i macy Tina,
nizcymoyBanu. Takoxk niacymoByBanu
TPHBAJIICT €KCMO3ULIT IHraAALIHHUMH
areHTamu.

EdexTunicrs: B ouinky edexruBHocTi
OynH BKJIIOYEHI BCi NPOJIIKOBaHI NMALLIEHTH,
3Hauyuli napaMeTpu, nos's3ati 3
epexTHBHICTIO, Oy/M 3BeeHi y Tabnuui Ta
y3arajibHeHi O6e3 nposeaeHHs CTaTHCTHYHHX
tectiB. KiHueBi TOUKH epeKTHBHOCTI
BKJIHOYA/IM OLIHKY peakuii nauieHTa Ha
iHrasisiuifini 3acobu nia vac onepatii ta
npoOy/KEHHs NalieHTa Micas aHecresii.
[Toka3HHUKH ONUCOBOT CTATUCTHKH
pO3paxoBYBaJH /U1 FEMOHHAMIYHHX i
pecnipaTopHMUX napameTpis (AiacToniuHumii i
CUCTOIIYHHI apTepiaibHUi THCK, YyacToTa
CEPLIEBUX CKOPOUeHB, caTypauisl KHUCHEM

SaOz] KOHLIEHTpALLisl HANPHKIHIL BHAMXY

RYUCIIOTO rasy (CO2) i Temneparypa);

aumm 3MiHHI (KOHLEHTpaLlii

Wil Branxy [cdPEREHAAA 3POBAEHO

', il sactodfdditiv BOPMFIhYARON

(e AocTosipnicTh
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naiieHTH, AKi noTpedyBain 3acTOCYBaHHS

HaApKOTHYHMX 3aco0iB y micasonepaiiiHuid

nepion) i napameTpu npodyKeHHs nicis

aHecTe3ii (TpUBaNCTh Bil NPUNHHEHHS

| 3aCTOCYBaHHS iHrasLUiiiHoro 3acody 10

| BIZIKPHBAHHS MALIEHTOM O4Yel Ta 10
37aTHOCTI MaLi€HTa BIAMOBIAATH HA KOMAH/IH,
HAMPUKIIA/L «CTHCHITBL Miif naneipy, «Ha3BiTh
CBOE iM'sl Ta ATy HAPOLUKEHHS»), Hac Bijl
HA/IXOKEHHS JI0 [UIATH Micasonepauiitoro
CNIOCTEPEXKEHHSA 10 BU3HAHHS NallieHTa
MPUAATHAM 10 BUNUCKH. Takox OLiHIOBAIIH
npoOyKeHHS MiJl Yac OnepaTHBHOIO
BTpyuaHHs. ['eMomHamiuHi Ta pecniparopHi
napamMeTpu ysaraabHioBanu a1 ¢as
JOCHIIFKEHHS: nepeiHAYKLilHa, IHAyKLiHHa
Ta nicas po3pisy. CepeaHe, MakcMMaibHe Ta
MiHIMaJIbHE 3HAYEHHS B MEKaX MallieHTa Imij
yac a3z iHaykuii Ta nicias pospizy
y3araJbHIOBaIM 3a IPYNOIO JTiKyBAHHS 3
BMKOPHCTAHHAM CTATUCTHYHMUX JAHUX
(Hanpukiaa, cepeaHboro 3Havenns, CB,
MPOLICHTHITIB, MIHIMYMY Ta MaKCUMYMY).
Jlani npo yacoBi MPOMIZKKH MiJCYMOBYBaJIH 3
BUKOPHCTAHHAM ME/liaHH, CepeIHbOro
3HaueHHs, CB, MiHiMymy Ta MaKCHMyMY.
KinbKicTh Ta BIICOTOK BUKOPUCTOBYBAJIM /115
y3araJbHeHHS AUXOTOMIMHHUX 3MIHHHUX
(HanpuKIaz, NalieHTH, 9K NoTpedyoTh
3aCTOCYBAHHA PEHTaHINY).
be3neka: HeGaxani siBuina xoaysanu 3a
J0MoMorord MeiMyHOro cIOBHHUKA A1
peryastoptoi aisnbHocti (MedDRA). Bei
nalieHTH, SKi OTPUMYBAJIH JIiKyBaHHs, OyJu
BKJIFOUYEHI B OLiHKY Oe3neku. HaBeneno
3arajJbHUH MIZICYMOK 11010 NALIEHTIB, Y SIKUX
BUHHUKIM HebaxaHi apuiua. HeGaxani sBuiua
TAKOIK PO3MOIIJISAIN 32 KATEropisiMHU: TAKKI
nebaxkaHi aBuilia; HebaskaHi ABULLA, AKi Oyau
NMpUHaHMHI BiL1aJIeHO MOB's3aHi 3
JOCIIUKYBAHUM rpenapaTtom; HebakaHi
SBULLA, 110 MTPU3BEH 10 NMPUITHHEHHS y4acTi
y AOCHiDKEeHHI; Ta HeDaykaHi ABHILA, 1O
npu3Ben 10 cmepti. Yci 3apeectposani
HeOaxkaHi siBuiua OyJiK y3arajbHeHi 3a
knacom cuctemu oprauis (KCO), repmitom
nepeBaKHOr0 BUKOPHCTAHHSA Ta TPYINOK0
NiKyBaHHA. 3BeCHI JaHi BKIIOYAIH KiIbKICTh

2 BUICOTOK MAlli€HTIB, AKI MOBIJOMMIIN NPO

THOITP el HeOaKaHi A Gyin
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19. JlemorpadiuHi noKa3HUKH A0CTIIKYBaHOT
nomynsauii (cTars, Bik, paca, TOI0)

20. Pesynbratn epeKTHBHOCTI
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aociipkeHHi Ta/ado rocnitanizauii) Oynau
CTBOPEHI OKpPEMi NMepesiku.

Cepeaniit Bik = 77,0 poky B rpyni
aecuypany Ta 73,7 poky B rpyni
izoaypany. Bei nauientu B o6ox rpynax
nikyBaHHs Oyau €BpoONeoiaHoi pacu Ta
GinbiicTs 3 HUX Oynu yonosikamu (6 [60 %)
nauientis, aechaypau; 6 [60 %] nauienris,
izodnypan). biabmwicts nauienrie manu I1
cTyniHb 3a wkanow ATA (10 [100 %]
nauientis, aechaypan; 7 [70 %] nauienTis,
i30ypan).

VY rpyni aecaypany cepeaHii cuctomiyHuit
AT 3um3uBcs 3 152,2 MM pT.CT. HA nouaTky
pocaipkenns 10 112,6 mm pr.cT. nij yac
iHayKUii (y cepennbomy), wwo Oyno na 25,7 %
HHKU€ noyaTkoBoro pisHs. Ilicas pospisy (B
cepe/IHbOMY) NMOKa3HUKH 3pociu 10 130.4 mm
pr.cT. (Ha 13,7 % HiKue NOYaTKOBOrO PiBHA).
Y rpyni i3ohaypaHy cepeaHiit CHCTOMIYHHIA
AT 3uu3uBes 3 147.9 MM pr.cT. HA NOYATKY
npocaipkerns 10 119,0 mm pr.cT. nig yac
IHAYKLUIT (y cepeanbomy), o Oyno Ha 18,9 %
HUKYE noyaTkoBoro piens. [licas pospizy
e nokasHuk 30iasmMBes 10 136,5 MM pT.cT.
(v cepeanbomy Ha 6,9 % HUKYE MOYATKOBOTO
piBHSI).

VY rpyni aecuiypany cepeaHii aiactoniyHmii
AT 3uu3uBes 3 86,9 MM PT.CT. HA MOYaTKy
JocaiKeHHs 10 66,7 MM pT.CT. i yac
IHAYKLIT (y cepearbomy), 1o Oyio Ha 23.3 %
HKKYEe nouyaTkoBoro pieua. [licas po3pisy
3HAYeHHA 3pocid 10 78,5 MM pT.cT. (y
cepeiHboMy Ha 9.4 % HuKue NoYaTKoBOro
pisus). ¥ rpyni i3odaypany cepeaniii
npiactoniuunid AT 3uun3uBes 3 87,5 MM pr.cT.
Ha MOYaTKy jaociiukeHHs 10 74,1 mm pr.crT.
Mia yac iHAyKUii (y cepeanbomy), o 6y10 Ha
15,4 % nuxue nouatkosoro pieust. [licasa
po3pi3y 3HaueHHs 3pocau 10 84,4 MM pr.cT.
(y cepeanbomy Ha 3,4 % HHKYE NOYATKOBOIO
piBHs).

Y rpyni aecdaypany cepeans HCC
3un3unacd i3 76,1 yi/xs Ha noyatky
pocaikeHns 10 67,1 ya/xe nia wac inayxkuir,
wo Oyno y cepeanbomy Ha 11,4 % nuxue

e uaTKoBOro pisus. [licas pospisy

AgHUKM 3pocau 10 72,6 y/xB (y
cpéagbomy Ha 4,3 % [ERER Mkia3 ROEADH0
{BAREY rpyni izo@iybaly &poRNE HIANOM
N - OCTOBIPHICTD
REPEKAAAY 3ACBIAYYD

Kivaveic H.B. \\
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3HM3MAaca 3 77,8 ya/XB Ha noyarky
JOCiKeHHA 10 67,7 ya/XB nija vac iHayKuii,
wo Oyno y cepearbomy Ha 12,5 % nukue
noyaTkoBoro pisua. [licns po3pizy 3HaueHHs
30iabManca 10 69,7 y/xe (y cepeaHbomy
Ha 9,8 % HHIKYE NOYATKOBOIO PiBHS).

VY rpyni pecduypany cepeaHe 3HaUECHHS
carypauii Oz 3pocno 3 96,8 % na
no4arkoBomy etani 10 97,7 % nia yac
inaykuii. ITicas po3pisy 3HaueHHs 3pociu y
cepeaHboMy 10 97,5 %. V rpymni i3odaypany
cepeaHe 3HaYeHHs catypauii Oz 3pocio 3
96.4 % na noyarky aociimkents 10 98,6 %
nia yac inayxuii. [Ticns po3piszy 3HaueHHs
3pOcCiu y cepeiHboMy 10 97.5 %.

VY rpyni gecaypany cepeHs remiieparypa
Tina 3uu3unacsa 3 35,10 °C nva novarky
nocaimpkerns 10 34,88 °C nia yac iHaykiuir,
o y cepeansomy 6yno na 0,80 % Humue
noyaTkoBoro pieus). [licas po3pisy cepeni
3HavyeHHA 30iabuancs 1o 34,97 °C (na
0,53 % HuKue nouaTKOBOro piBHA). Y rpymi
i3odypany cepejiHs Temneparypa Tina
3pocna 3 34,15 °C Ha noyaTky A0CIiKEHHS
10 34,84 °C nia yac iHAYKILIT, 10 Y
cepeanbomy Ha 1,93 % Buiie noyarkoBoro
piens. [licns po3pi3zy cepeani 3HaueHHs
3pocnu 1o 35,04°C (na 1,85 % Buine
MOYaTKOBOIO PiBHS).

Y rpyni aecaypany cepeaHs KOHUEHTpaLis
CO; nanpukiHui BUAKMXY 3Hu3unaca 3 4,75 %
nij yac inaykuii 1o 4,69 % mnicas pospizy). ¥
rpyni isodaypany cepe/iHs KOHLEHTpaLlis
CO: HanpukiHLi BUAMXY 3HM3MIacs 3 5,21 %
Mia yac iHaAyKuwii 1o 4,63 % nicns po3pisy.

CepeaHi 3Ha4eHHS CepeHiX Ta
MaKCHMaJIbHHUX iHTpaonepauiiHux
KOHLEHTpALLIi HAMPUKIHIL BUAWXY VTS IPYITH
necuypany cranosuiun 3,06 % ta 4.56 %
BiaAnoBiano. CepeHi 3HAYCHHS CepeIHiX Ta
MaKCHMAaJIbHUX IHTpaonepaliiHmux
KOHLIEHTpALLii HANPUKIHLL BUAKXY A5 TPYITH
i3oaypany cranoeunu 0,44 % ta 0,59 %
BiANOBIAHO.

pre f"":.._ 12041 % AROEAEHO
{'-'- %) nath llr IIIAIIOI
OC HICH

nsidocn G/ BEPEKARAY 3ACBIAYYD
" Kivayeic H.B.\\



21. Pesynbratu Ge3nexu

necthnypany Ta 7 (70 %) nauienrie y rpymi
i3oquiypany orpumyBaiu dgexranin
iHTpaonepauiifHo s NiATPUMaHHsA aHecTe3il
ta niasumiexHas AT aGo HCC.

Meniana yacy BiJi IPUIIMHEHHS! iHransuii 10
pO3IUTIOLLEHHS oveil craHoBuUIa 5,0 XBUIMH Y
rpyni aecaypany Ta 6,0 XBUIMH Y rpymi
i3ohnypany. Meziana yacy BijJi pUIHHEHHS
IHrasauii 10 34aTHOCTI CTUCHYTH Nabll
craHoBuaa 5,0 XBUJIMH y rpyni aechaypany
ta 8,0 xeunuH y rpyni izodaypany. Meaiana
4acy BiJi MPUMHHEHHs IHradaLii 10 34aTHOCTI
Ha3BaTH CBOE iM'st craHoBHIA 7,0 XBHIIMH Y
rpyni aecaypany ta 9,0 XBuAKMH y rpymi
i30aypany. Meziana yacy BiJl NpHITHHEHHS
IHrasAuil 10 MOMEHTY, KOJIH NALi€HT 3Mir
HA3BATH JIaTy CBOTO HAPO/UKEHHS, CTAHOBHIA
7,0 xBuaMH y rpyni aecdaypany ta 9,0
XBHJIMH Y rpyni i3o¢uypany. Meaiana yacy
Bi/Jl HAZIXO/KEHHS 10 MalaTH
nicasonepauiiHOro CnocTepesKeHHs 10
BM3HAHHS MaLli€HTa NMPUAATHUM JI0 BUITHCKH
craHoBusia 61,5 XBUAMHK Y rpymi
nechnypany ta 49,5 XBUIMH y rpyni
i3o¢aypany. 3aranom 9 (100 %) nauieHTis y
rpyni gecaypany ta 8 (88,9 %) nauieHriB y
rpyni izodaypaHy OTpUMYBaJIH HAPKOTHYHI
3acobu y nicnsonepauiiinomy nepioai. Y
’KOJHOTO natieHTa B 060X rpynax He 6yno
npoOyKeHHS TMi/ Yac OnepaTHBHOTO
BTPYYaHHS.

Zaranom y 55 % nauienris (6 [60 %]
nauientis, gechaypan; 5 [50 %] nauienris,
i30(aypaH) BUHUKIIO HioHakmeHie |
nebarane siBULLE MiJ Yac JA0CiIKEHHS.

Haiivacrie nosigomasanu npo Opaaukapiito
(5 [50 %] nauienrie, aecdnypan; 2 [20 %]
naiieHTy, izodaypat) Ta aprepianbHy
rinorensito (3 [30 %] nauientu, necnypan;
KOJIEH nauieHT, izoduypan).

Y agox nauientis (1 nauieur, nechuypau; |
nauieHt, izodypaH) BUHHKIIO TSIKKE
Hebaxkane apuie. B o6ox nauienTtie ue Oyna
kposoTeua. OauH Bunaaok (aechaypan)
JOCHIIHAK BBAJKAB BiUIAJICHO NOB'S3aHUM i3

e QC 11 /1KY BAHMM TIPENapaToM, a iHuni

ok (i30ypaH) 10CTiAHUK BBajKaB

O MOB'A3aHUM 1310C/T/KYBaAHUM

araEpM. O6uasa ?&g NEHO

oot 8F[AHv 3 OPAT IHANON
AoCTOBIPHICTD

NEPEKAARY 3ACBIAYY

Kinaypic H.8B.



22. BUCHOBOK (3aK/IIO4EHH)

3asaBHUK (BJIACHHK
peecTpauiifHoro

MOCBIAHEHHS)
Jlata: 18.01.2024 19:03 CST

Iianue: /Lxeccika Cearex

Enexrpounuii mianue: [reccika Cparex
[ligcrapa: 5 saTsepukyio ueil 10KyMeHT

B oanoro nauienta (aecdaypan) BHHHKIO
HebaxkaHe ABMIIE KPOBOTEYA, 11O MPU3BEJIO
J10 BIIMiHHW JOCIIPKYBAHOrO npernapary.
JlocniIHMK BBAJKaB, 1O BUNAJ0K KPOBOTEYI
OyB BiIaI€HO MOB'A3AHMIT i3 3aCTOCYBAHHAM
JOCIIKYBAHOTO J1iIKApChKOro 3acoly.
[MauieHTt oayxaB micns wiei nouit.

JKojeH ydyacHHK He noMep y J0CIIiUKeHHI.

Jlaui npo epeKTHBHICTH BIAMNOBI1aaH
CyHacHOMY OLLIHIOBaAHHIO e(heKTUBHOCTI
nechuypany.

Jlikyeauus aecduypanom Oyno GezneynuM i
a06pe NepeHoCHIOCs MalieHTaMu JITHBOTO
BIKY, IKHM BHKOHYBAJIH [LJIaHOBE
BHYTPILLIHbOYEPEBHE, YPOJIOrivHe,
OpTOMNeAnYHe, OTOJAPHHIOJIOTIYHE,
naacTuuHe abo riHeKoNoriyHe Xipypriyme
srpyyanns. [lani 3 6e3neku, otpuMani y
LBOMY JIOCJTIKeHHI, BIANOBIAAIOTH MOTOUHIH
oLliHL 3 6e3nekun ana aecduypany Ta He
BUSIBUJIM KOJHUX HOBUX CHIHaziB abo
3aKOHOMipHOCTEH o0 Oe3rnexu.

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

(I. 1. B.)

MEPEKAAA 3POBAEHO
3r{AHe 3 OPHT IHANON
OCTOBIPHICTD

l;;eumd;maqmmw KDA

38002596 REPEKAAAY 3ACBIAYYD

Kiwayeic 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 40

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

2. The applicant

3. Manufacturer

4. the undertaken study:

I
|
i -
H
i

I 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

6. Phase of clinical research

7. Time frame of clinical research

3

8. Countries where the clinical research was
' conducted
[

1 9. The number of persons under investigation:

Suprane, Inhalation Vapour, Liquid

Baxter SA, Belgium

!
!
Baxter SA, Belgium

‘ ! . .
i yes { O no! if not explain
o

Py

3

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

The Minimum Alveolar Concentration
(MAC), Maintenance and Recovery
Characteristics of Desflurane (I-653) in
Pediatric Patients

I-653-12A

IND #32,363
Phase 1
14 Feb 1990 — 10 July 1990

Toronto, Ontario

Planned for enrolment: 72 subjects

Completed: 81 subjects



+ 10. Purpose and secondary objectives of the clinical
. research

11. Clinical research desxgn

12. Main inclusion crlterla

|
|
—

13. Test medicinal product, method of
administration, efficiency

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

" 15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety assessment criteria

18. Statistical methods

198

To determine the minimum alveolar
concentration (MAC) and the maintenance
and recovery characteristics of desflurane in
pediatric patients

Open-label, non-comparative study.

e Age: Upto 12 years

e Sex: Male and Female

o ASAstatus:Jorll

s Patient had parent/guardian provide
written informed consent after the nature
of the study was fully explained. '

Treatment group: Oz/desflurane , or

i Air/Oy/desflurane in neonates

-

Initial dose: 1.0 MAC

* Dose adjustment (increment or

decrement): 0.5% of previous MAC.

"N/A

There were no restrictions on other peri-
operative or post-operative medications. All
concomitant medications administered were
to be recorded on the case report form.

Efficacy was determined by observing the
somatic, sympathetic and hemodynamic
responses to surgical stimulation and by
determining recovery parameters.

Safety was assessed by evaluating the
laboratory parameters and the incidence of
adverse effects. Special attention was paid to
the respiratory reflexes at induction.

Demographic data was summarized by age
group. The mean, median and range of MAC

'were given by age group.

Efficacy: Cardiovascular function,
respiratory parameters, time {rom application
of face mask to intubation, duration of
anesthesia, time to open eyes, time to
respond to command, time to judge fit for
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discharge, the Objective Pain-Discomfort
Scale, inspired agent concentration, end-tidal
. agent concentration were also presented by
; “age group.
Safety: Adverse reactions are summarized
by severity and by body system. Laboratory
. data were compared to the corresponding
‘normal ranges. Clinically abnormally high
and abnormally low laboratory values were
-summarized by time and by age group.

¢

H !

' 19. Demographic indicators of the population study 58 Male, 23 Female
' (gender, age, race, etc.) -

| Mean age: Neonates n=14, 0.4 months;
; Infant 1-6 months n=12; 2.6 months; Infant
| 6-12 months n=15; 8.6 months; Child 1-3 yrs’
I n=135, 2.1 yrs; Child 3-5 yrs n=12, 3.8 yrs;

!  Child 5-12 yrs n=12, 7.4 yrs
|
|
I

20. Efficiency results All patients were maintained on desflurane
. for the duration of their surgical procedure |
and required no therapeutic intervention for
"the control of heart rate and blood pressure,
All patients post-operatively were
* hemodynamically stable.

The MAC of desflurane decreased as age

increased. Desflurane provided clinically,

hemodynamically stable anesthesia for the

5 duration of the surgical procedures. Patients
awakened (across all age groups) at an
average of 6.6 minutes to opening eyes and

, 12.6 minutes to respond to commands.

21. Safety results A majority of the patients experienced
breathholding, coughing, laryngospasm and
secretions upon induction. None of these
events required therapeutic intervention and
were mainly managed by the application of
positive pressure ventilation.

The most common adverse event outside of
the respiratory reflexes was vomiting (17%)
that was not serious in nature and can be
commonly associated with surgical stress or -
i trauma,
The majority of the patients had normal
observations during the study. Potentially
i clinically significant changes in glucose,
SGOT, and SGPT were associated with
surgical stress and trauma to tissues and




; 22. Conclusion (evaluation)
E

|
:
i

Applicant (holder of
‘registration certificate)
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were judged to be of no clinical importance
by the investigator.

' As seen with other inhalation agents, the

' MAC of desflurane decreased as age

+ increased. Induction of desflurane was :

*assessed by observing commonly associated

' respiratory reflexes. A majority of the

« patients experienced breathholding,

' coughing, laryngospasm and secretions upon |

i induction . None of these events required .
therapeutic intervention and were mainly -

"managed by the application of positive

 pressure ventilation. Desflurane provided

i clinically, hemodynamically stable

"anesthesia for the duration of the surgical ,
' procedures. Patients awakened (acrossall

' age groups) at an average of 6.6 minutes to

i opening eyes and 12.6 minutes to respond to

5 commands. The most common adverse event ,

; outside of the respiratory reflexes was

. vomiting (17%) that was not serious in !

‘nature and can be commonly associated with
surgical stress or trauma.

Electronically signed by: Jessica

Signature; J#sstoar Svatek Svatek

Reascn: | epprove this document
Date: Jan 18, 2024 18:03 C5T

Email:_jessica svatek@baxter.com (signature)

(Name)
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Jonarok 30

a0 [Mopsaaky npoBeaeHHs eKCNEPTH3H peecTpallifHuX MaTepiais Ha Jikapehki 3aco0u,
L0 MOJAIOTECS HA JEPIKABHY PeecTpaLlito (nepepeectpaiito),

a TAKOK EKCIEPTHU3M MaTepiajiB NPO BHECEHHS 3MiH [0 peecTpaLiiiHuX Marepiais

MPOTArOM Jii peecTpailiifHoro nocBiiueH s
(nyHkT 4 po3zainy IV)

3BIT Npo KAIHIUHE BUNIpoOYBaHHs Ne 40

1. Hasga nikapcbkoro 3aco0y (3a HasBHOCTI -
HOMEp peecTpaLiifHOro MocBiA4eHHs)

2. 3a9BHHK

3. BupoGuuk

4. IlpoBeneHi NOCHIAKEHHA:

1) Tun nikapcbKoro 3acody, 3a SKMM MPOBOAHIACS
abo miaHyeTbes peecrpattis

5. IloBHa Ha3Ba KAIHIYHOTO BUMPOOYBaHHS,
KOJOBaHMI HOMEP KJIIHIYHOrO BUNpoOyBaHH

6. ®@aza KAiHIYHOTrO BUNpOOyBaHHS
7. llepioa npoBeaeHHA KNiHIYHOrO BUIPOOYBaHHS

8. Kpaiuu, e npoBoaunocs KiaiHiuHe
BUMPOOyBaHHs

9. KinbKicTh 10Chi1KyBaHUX

10. Mera ta BTOPUHHI LAl KJIIHIMHOTO
BUMPOOYBaHHs

2\ lpenTndikauianmi xon A

X\ 38002596 S/
S

Cynpa, napu uist iHrajsuin, piansa

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

X Ttak [J Hi sKWO Hi, OOIPyHTYBATH

Jlikapchkuii 3aci0 3a MOBHUM J10CKE
(aBTOHOMHE JIOCh€), iHIIKIT TiKkapcbKHii 3acid,
HOBA Jlil04a peyoBHHA

MiHimManbeHa anbBeOspHA KOHUEHTpaLlis
(MAC), XapaKTepHCTHKH MIATPUMAHHS Ta
BijiHOBNIeHHS Jecaypany (I-653) y
neaiaTpUYHMUX NaLieHTiB

1-653-12A

IND #32,363

(Da3za |

3 14 mororo 1990 p. no 10 nunus 1990 p.
Topouro, OnTapio

3anJIaHOBAHO ISl BRJIWYEHHS 10
JocaiKenHst: 72 naiieHTH.

' '»v_ MiHiMaanﬁaaneonﬂpHy
EREHARASPOBIE HO
3r 1Al 3 OPHT IHANON
AocToBipPHicTh
MEPEKAAAY 3ACBIAYY

Kisayeic H.B.




I1. [in3aiin kaiHiuHoro BunpoOyBaHHs

12. OcHOBHI KpuTepil BKIIOYEHHS

13. JlocnikyBaHuii nikapebkuii 3acid, crnoci®
3aCTOCYBAHHA, cHa il

14. [penapat nopiBHAHHS, 1034, crocid
3aCTOCYBAHHSI, CHIA il

15. CynyTHs Teparnis

16. Kputepii ouiHku eeKTHBHOCTI

17. Kputepii ouinku 0e3nexu

18. CTaTHCTHYHI METOAH
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MiATPUMAHHSA Ta BiJHOBACHHS aecaypaHy y
neaiaTpHYHKUX NalieHTIB

Biskpure, HENOPIBHANBHE 10CAIIKEHHS

e Bik: g0 12 pokis.

e Crarb: 4OJ0OBIYa Ta JKiHOYA.

e Craryc 3a LIKaNo AMEPHKaHCHKOTO
ToBapucTBa aHectesionoris (ATA) [ abo
I1.

e [lauient mae onikyHa/6aTbKiB, sKi
HaJal0Th MMCBMOBY IH(OPMOBaHY 3roay
MicJjis MOBHOTO PO3'ICHEHHS CYTi
JOCTIIKEHHS.

I'pyna aikysanusi: O2/necnypan, abo
noeiTpsa/O2/aechaypan U1 HOBOHAPOHKEHUX

MMouarkosa no3a: 1.0 MAK

Kopurysauust 1031 (36insmenns abo
smenmenns): 0,5 % nonepeansoi MAK.

H/3

He Gyno xoannx oOMexeHs 111010
3aCTOCYBAHHSA IHIIMX nepuonepaitiinmux ado
nicasonepauiiHuX npenapartis. Yci cynyTHi
rnpernapaTH, iKi 3acTOCOBYBAJIU, 3aIIMCYBaJIU B
iHAMBIIyanbHy peecTpauiiiny gopmy.

EdexkTHBHICTE BU3HAYAIM LIUIAXOM
CMOCTEPEKEHHA 32 COMATHYHHUMH,
BEreTaTMBHUMM Ta reMOJUHAMIYHUMHU
peakiisMK Ha XipypriuHy CTUMYJISLIIO, a
TAKOMK LIAXOM BU3HAUEHHS MapaMeTpis
BiIHOBJICHHSI.

bezneky ouiHioBanu 3a 1abopaTopHUMH
NOKa3HUKAMH Ta YACTOTOK) BUHHUKHEHHS
noGiynux edextis. Ocobausy ysary
MPHAITSUIN AMXaNibHHUM peduekcam rpu
IHAYKLLT.

JlemorpadiyHi 1aHi y3araasHIOBaAu 3a
BikoBumu rpynamu. CepeiHe 3Ha4eHHS,
mejiaHa ta aianazod MAK Haseneni 3a
B0 gyMH rpynaMH

N\

iy Gauii, TpHBaﬂlCTb aHecresii,
icipanns ok PEAMApSRQENRHO
o 0 AR bk ORAT |HATON
/4 OCTOBIPHICTD
REPEKAARY 3ACBIANY

Kivavpic H. B, |
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| NPHAATHHM J10 BUMMCKH, 00'€KTHBHA LlIKaja
Ooato Ta AuckoMpopry, BAHXYBaHA
KOHLIEHTpALlisi aHECTETHKA, KOHLEHTpallis
AHECTeTHKA HAMNPHUKIHLI BUAUXY Takoxk Oyiau
MpeACTaB/EHI 32 BIKOBUMH rpynamH.
Besnexa: [ToGiuni peakuii yzaransHeni 3a
CTYMEHEeM TAKKOCTI Ta 32 CHCTEMaMH
opranismy. JlaboparopHi aani
MOPiBHIOBAIMCA 3 BiIMOBIAHUMH 3HAYECHHAMH
aianazony HopMu. KniHivHo anomanbHo
BUCOKI Ta aHOMaJIbHO HU3bKi JlabopaTopHi
MOKa3HUKH Oy MiZICyMOBaHI 3a 4acoM Ta 3a
BIKOBUMM IpynamH.

19. lemorpadiuni nokazHUKH J10CTiAZKYBaHOT 58 xnonuukie/23 niByaToK.

nonyaauii (crate, BiK, paca, TOlI0)
Cepenniii Bik: HoBoHapokeHi n=14, 0,4
Mmicsus; HeMoBasTa -6 micauis n=12, 2,6
MicsLs; HeMmoBaaTa 6—12 micauis n=135, 8.6
Micsaus; itk 1-3 poku n=135, 2,1 poky; aitH
3-5 pokis n=12, 3.8 poky; aith 5-12 pokis
n=12, 7.4 poky.

20. Pe3ynbTaTn e(peKTHBHOCTI Yei nauieHTH OTpUMYBaIK MiATPUMAHHS
aHecresii aecdaypaHoM NpoTarom ychoro
XipypriuHoro Brpyyanus ta ve norpedysanu
TEPAneBTHYHOIO BTPYUYAHHS ISl KOHTPOJIHO
YacTOTH CEPLIEBHX CKOPOYEHb i
aprepianbHOro THCKy. Bei nauienTu nicas
onepauii Oy reMoauHaMiuHO cTabijibHi.

MAK nechaypany 3meHuyBanacs 3i
30inblieHuaM Biky. Jlecdaypan 3abesneuysan
KJIIHIYHO Ta reMOJAMHAMIYHO cTablbHY
AHeCTEe3110 BMPOAOBIK YChOro XipypriuHoro
BTpYYaHHs. BiaHOBAGHHS y BCIX BIKOBUX
rpynax: Bi/IKpUBaHHA Ouel — y cepeiHbOMY
yepe3 6,6 XBHIMHH, BiANOBILb HA KOMaHH —
yepes 12,6 XBUIIHH.

21. Pezynbraty Ge3neku Y GiabLocTi nauieHTiB cnocrepiraiu
3aTPUMKY JIMXAHHS, Kallelb, JapUHIOCHasM i
BUAIICHHS NpH iHayKuii. XKoana 3 uux noaii
He norpedyBajia TepaneBTUHYHOIO BTPYYaHHA
Ta B OCHOBHOMY yCyBajacs UIISXOM
3aCTOCYBAHHA BEHTHIIALIT 3 MO3UTHBHHM
THCKOM.

Haiibinbin nowmpenum nebaxkanum sBuilem
oxpm JAUXanbHUX pec[)nem:la Oyno GatoBaHHs

: .\ 0 T 3a3BHYA
§ 1M CTpecw%ﬁg%?sma

cnoc*repem
BEPEKAAAY 3ACBIAYYD
Kimaypic H.B. k\

-;:.- laentudicayiviumg Kon )(y 3
2338002596 'y
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MaLieHTIB MiJ vac JocHizKeHHs Oyau Mexax
HopMH. [ToTeHUIHHO KAIHIYHO 3HAUYLL 3MiHM
piBus rmoko3u, ACT i AJIT Oyau nos'sa3ani 3
XipypriuHMM CTPECOM | TPAaBMOIO TKAHHMH Ta,
Ha JIYMKY J0C/iJHHKA, He Oy/IH KJIiHIYHO
3HAYY MMM,

22. BUCHOBOK (3aKJIFOUEHHS) Sk iy BUNAAKY 3 iHIIUMH iHTAAALIHHUME
anecretukamu, MAK nechnypany
3MeHLIyBanacs 3i 30i1bIIEHHAM BiKY.
lHayKuiro aecdnypaHoM OLIHIOBAIH LLISXOM
CIMOCTEPEIKEHHA 32 3arajibHUMH JIUXaJbHUMH
pedaekcamu. Y GiJIbIIOCTI MALLIEHTIB
CrOCTEPIrain 3aTPUMKY JMXaHHS, Kallelb,
JIAPUHTOCTIA3M TA BUAIICHHS NPY THIYKLT.
Koaxe 3 uux sBuul He rotpedysasio
TepaneBTHYHOro BTPYYaHHS Ta B OCHOBHOMY
yCYBAJIM ULISAXOM 3aCTOCYBAHHS BEHTHIISLIT 3
no3uTHBHUM THCKOM. Jlecdnypan
3abe3nevyBaB KJAiHIYHO TA FreMOJMHAMIYHO
cTabiIbHY aHecTe3it0 MPOTAroM YChOro
Xipypriunoro srpy4anus. [TokazHuku
BiJIHOBJIEHHS Y BCIX BIKOBHX rpyrnax:
BiJIKpMBAHHS Ouei — y cepeaHboMY 4epes 6,6
XBHJIMHH, BIJINOBIb HA KOMaHaU — yepes 12,6
xBuanH. HaiiGinew nowmpenum nebaxanum
ABUILEM OKPIM AuXanbHUX peduiekcis Oyno
omopanus (17 %), sike He Oyn0 cepiio3HUM 3a
CBOEIO MPUPOJIOIO Ta MOKe OyTH NoB'a3aHe 3
Xipypriunum ctpecom abo TpaBMoOI0.

3asBHUK (BJACHHUK Miamue: Txeccika Ceartek

peechauMHo ro Enexrponnuit mianue: [Ixeccika Cparex
MOCBIJIMECH HSl) [Mincrasa: 5 3aTBep Ay Uil TOKYMEHT
Mara: 18.01.2024 19:03 CST

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

MEPEKNAA 3POBAEHO
3rlAHv 3 OPHr IHANON

AocrosipnicTs
REPEKAARY 3ACBIAYYD

Kiwaveic 4.8 |,




205
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 41

I 1. Name of medicinal product (lf available — number ' Suprane Inhalation Vapour, Liquid
| ! of registration certificate):

i

e )
2 The appllcant Baxter SA Belglum

|3 Manufacturer Baxter SA, Belgium

E 4. the undertaken study: 1 X | yes | O ! no E if not explain
| - SRR R

} i

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

i .
: product, new active substance

* 5. Full name of clinical research, coded number of  The Comparison of Desflurane and

_clinical research Halothane in Pediatric Patients
[-653-12B1
IND #32,363
6. Phase of clinical research Phase III
7. Time frame of clinical research 1 Mar 1990 — 21 June 1990
8. Countries where the clinical research was  United States
. conducted |
9. The number of persons under investigation: . Planned for enrolment: 240 subjects

'; ' Completed: 95 subjects

; ,

E" j . ]

£ 10. Purpose and secondary objectives of the clinical ' To evaluate the induction and maintenance

research characteristics of desflurane and halothane in
pediatric patients. The study was also




i
|
i 1 1. Clinical research design

{
P

12. Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

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

i

; 15. Concomitant therapy
I

3

|
i
!
'
|
|
|

16. Efficacy evaluation criteria
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designed to evaluate the safety of desflurane
in pediatric patients.

Open-label, randomized, multi-center study

ASATorll

Patient is scheduled for elective minor
surgery (urological, general, plastic and
orthopedic; blood loss less than 10%
blood volume).

ie Patient has guardian/parent providing

| written informed consent after the nature
. of the study has been fully explained.

:e  Age 1 month-12 years of age.

e Sex: Male/female.

44..;*__._-_--_.,-
[ ]

Inhalation anesthetic induction and i
' maintenance including N20:

: a) Premedication — desflurane-desfiurane '
b) No premedication — halothane-halothane

k ¢) No premedication — halothane- desflurane ‘
d) No premedication — desflurane-desflurane

' ¢) Premedication — halothane-halothane

- f) Premedication — halothane-desflurane

‘Inhalation anesthetic induction and
maintenance including N20O:

‘a) Premedication — desflurane-desflurane

i b) No premedication — halothane-halothane
,¢) No premedication — halothane- desflurane
: d) No premedication — desflurane—desflurane
: e) Premedication — halothane-halothane

‘ f) Premedication — halothane-desflurane

All medications that are to be used during
anesthesia are listed under study procedures.
No other medications can be substituted for
those listed. There are no restrictions on
other peri-operative medications used. All
concomitant medications given will be
recorded on the appropriate case report form.

¢ Induction characteristics

! o Time (in minutes) from

' application of face mask to loss
of eyelash reflex




+ 17. Safety assessment criteria
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© Mean inspired concentration of
desflurane at loss of eyelash
reflex

o Time (in minutes) from
application of face mask to
intubation

o Mean inspired concentration of
desflurane at intubation

o Incidence of severity of apnea,
breathholding, excitement,
laryngospasm, bronchospasm, .
secretions, coughing

Intra-operative parameters

o Mean and peak end-tidal
desflurane and halothane
concentrations required to
maintain blood pressure/heart rate :
within 20% baseline

Recovery parameters

o Time to open eyes (from
cessation of the inhalational
agent) .

o Time to respond to commands
(from cessation of the
inhalational agent)

o Time to judge fit for discharge
(from arrival in the recovery
room)

o Post-operative narcotic
requirements in the recovery
room

o Incidence and severity of nausea
and vomiting

o The scores for the Objective
Pain-Discomfort Scale as
monitored for the first 60 minutes
after anesthesia -Incidence of
intra-operative recall, if able to
assess in appropriate age groups

Blood pressure, mean arterial pressure,
heart rate, respiration, oxygen saturation
(measured in recovery room). Incidence
and severity of apnea, breathholding,
excitement, laryngospasm, coughing,
bronchospasm and secretion,
Laboratory evaluations consisting of
hematology (WBC, RBC, platelets,
hemoglobin, hematocrit and MCV),
serum chemistry (sodium, potassium,
chloride, creatinine, calcium, albumin,
glucose, bicarbonate, total bilirubin,




18. Statistical methods

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

20. Efficiency results

SGOT, SGPT, alkaline phosphatase,
BUN), were performed at admission and
post-operative period.,

¢ Electrocardiography (Lead II) was
monitored prior to study drug
administration and at exit from the study .
if indicated

' Demographic data were summarized by
treatment group with the mean, median and

‘ ranges.

'Efficacy: Hemodynamic and respiratory

' parameters, time from application of face

E mask to intubation, duration of anesthesia,

.time to open eyes, time to respond to

, command, time to judge fit for discharge, the
Objective Pain-Discomfort Scale, inspired

'agent concentration, end-tidal agent

-concentration were also presented.

Safety: Adverse reactions are summarized
by severity and by body system. Laboratory
' data were compared to the corresponding
normal ranges. Potentially clinically
significant abnormalities in laboratory values
were summarized by patient.

63 male/32 female

56 white; 28 black; 2 orientals; 7 hispanics; 2
other.

88 ASA Status [; 7 patients of ASA Status II.

Desflurane compared to halothane did not
prove to be an acceptable induction agent in
pediatric patients due to an unacceptably
high incidence of laryngospasm, coughing
and secretions. However, desflurane
provided clinically acceptable maintenance
anesthesia.

Desflurane took longer to cause loss of
eyelash reflex, with or without
premedication, and took longer from mask to
intubation. There was a higher incidence of
apnea, excitement, laryngospasm,

. bronchospasm, coughing and secretions in
the groups receiving desflurane for
induction.

Desflurane demonstrated rapid emergence
from anesthesia measured by time to open



21. Safety results

v e ————

| 22. Conclusion (evaluation)

. Applicant (holder of
' registration certificate)

eyes, time to respond to commands and time
judged fit for discharge. These patients also
complained of pain and discomfort earlier
than the halothane patients.

The most frequently observed laboratory
 abnormalities were high serum glucose, low
' serum bicarbonate, and low hemoglobin and

hematocrit. One patient each had a high

SGOT, in a hemolyzed specimen, and a high
“serum potassium. Three patients had low

white blood counts, one had a high white
i blood count.

The laboratory abnormalities did not show a

consistent pattern of association with either

halothane or desflurane. None were
_considered study drug related.

; Post-operative incidence of vomiting and
nausea were primarily observed in Group A

* (premed. N2O/desflurane + N2O/desflurane}
and Group B (no premed. N2O/Halothane +
N20/Halothane). The adverse event of
laryngospasm was observed primarily in
Group A with 26 of which 11 cases required
treatment with succinylcholine with or
without atropine.

Desflurane failed to provide acceptable
induction in pediatric patients due to an
unacceptably high incidence of laryngismus
(laryngospasm). Desflurane provided
clinically acceptable maintenance anesthesia.

Halothane induction with desflurane
maintenance provided acceptable induction
and maintenance of anesthesia with
significantly more rapid recovery.

Laryngospasm occurred most frequently in
the groups induced with desflurane. The
administration of preoperative medication
did not temper this response to an inhalation
induction with this agent. Nausea and
vomiting were the other most common
adverse events and occurred most frequently

. in the groups with premedication and/or with
halothane maintenance.

. Elactronically signed by: Jessica
. Svatek
Signature: Jéssica Svadek Raason: | approva this document
Dale: Jan 18. 2024 19:03 CST

Email: jessica_svatek@baxter.com (signature)
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Jonarok 30
a0 [opsaaky npoBeAeHHS EKCNEPTH3N peecTpaLlifHuX MaTepiaiiB Ha Jlikapehki 3acobm,
110 MOJAIOTECSA HA JAEPHAaBHY peecTpauiio (rnepepeectpaitiio),

a TAKOXK €KCMEePTH3H MaTepiaiB Mpo BHECEHHA 3MiH JI0 peecTpalliiiHkX Marepianis
MPOTArOM AT peecTpauiiftHoro nocBiAveHHM
(myHkr 4 posainy IV)

3BIT Npo KJIHIYHE BUNIPpOOYBaHHa Ne 41

1. Ha3Ba nikapcbkoro 3aco0y (3a HasBHOCTI -
HOMEp peecTpauLiiftHoOro MoCBiAYeHHS)

2. 3asBHUK

3. Bupobuuk

4. [TpoBeaeHi AOCTIKEHHA:

1) THn nikapeeKOro 3acody, 3a AKMM MPOBOAWIACH
alo raHyeThes peectpatlis

5. [ToBHa Ha3Ba KJAiHIYHOTO BUNIPOOYBaHHS,
KO/IOBAHHI HOMEP KJIIHIYHOTO BUNPOOYBaHHS

6. ®aza kaiHiYHOrO BUNPOOYBaHHSA
7. llepioa npoBeeHHs KAIHIYHOTO BUNPOOYBaHHA

8. Kpaiuu, se npoBoanaocs KiiHiuHe
BUMpOOyBaHHA

9. KinbKicTh A0CTIZKYBAHUX

10. MeTa Ta BTOpHHHI LTI KATHIYHOTO
BUIpoOyBaHHs

Cynpan, napu ans inransuii, pianaa

bakcrep C.A., beabris

Bakcrep C.A., beabris

K tak [] Hi AKWo Hi, oOrpyHTYBaTH

Jlikapchkuit 3aci0 3a MOBHUM 10ChE
(aBTOHOMHE 10ChE), IHILMH JIIKApChKHii 3acid,
HOBA JliI04a PeyOBHHA

IlopieHsiHHA necdaypany Ta rajnotany y
neiaTpHYHUX MalieHTiB.

[-653-12B1

IND #32,363

®daza [l

3 01 Gepesns 1990 p. no 21 yepsnsa 1990 p.
CLUA

3an/1aHOBAHO BKJKOYHTH 10 J0CTI/IKEHHS

240 nauieHTiB.
3apepnan gocaizkenns: 95 nauienTis.

g1y OO IHAYKLIT Ta niATpUMaHHs

FeRi y neaiaTpUURUX TALEHTIB.,

i \ GAM i SRORBENO

' 3T 1AHv 3 OPNT IHANOM
AocToBIPHICTS

MEPEKAARY 3ACBIAYYD
Kivaypic H.B.t\

3



I1. Iuzaiid knidiuHoro BunpoOyBaHHA

12. OcHOBHI KpUTEPIT BKJIHOUEHHS

13. Mocnimxkysauuii nikapebkuii 3acif, cnocid
3aCTOCYBaHHs, cuia ail

14. ITpenapar nopiBHAHHA, 1034, cnocid
3aCTOCYBaHHS, cuia ail

15. CynyTHs Teparis

16. Kpurepii ouinku edeKTHBHOCTI \it
e
"\

\kPATI nu}?‘é ;

Gesneky aechaypany y negiarpuuHux
NaLji€eHTIB.

Binkpure, pangomizosane, GaratoueHTpose
JOCTIHKEHHS

e Craryc 3a WKanow AMEPUKAHCEKOTO
ToBapHcTBa aHectesioiorie (ATA) | abo
1L

o [lauieHTy 3ariaHoBaHa rJlaHOBA Masie
orepaTruBHe BTpy4yaHHs (yponoriuue,
3arajibHe, IIaCTHYHE Ta OPTOlenYHE;
kpoBosTpata MeHiue 10 % ob'emy Kposi).

e [lauient mae onikyHa/06aTbKiB, siKi
MiAMUCYIOTh IHPOPMOBAHY 3rO/Ly Iic/s
MOBHOIO PO3'ICHEHHS CYTi A0C/IUKEHHS.
Bik: 1 micaup — 12 pokis.

Cratb: 4yonoBiva/KiHOUA.

[HranauidiHMi aHeCTeTHK IHAYKUIT Ta
niarpumanns Broyaoun NoO:

a) [1pemennkauis — necdaypan—necuypan
b) be3 npemeaukauii — ranoraH-rajnoTaH

¢) be3 npemeaukauii — ranoran—aecdaypan
d) be3 npemeaukauii — necaypan—
nechaypan

e) llpemeaukanis — rajoraH—rajaoraH

f) [pemeaukauis — ranoran—aechnypan

[HransuidHui anecTeTHK IHAYKLIT Ta
MiATpUMaHHA ,BKIto4atoun N2O:

a) [Npemeaukauis — aechaypan—aechaypan
b) be3 npemenukauii — raoraH-rajnoran

¢) be3 npemeaukauii — ranoran—aecdaypan
d) bes npemeaukauii — nechaypan—
nechaypan

e) [pemenmkanis — rajoraH—rajaoTaH

f) [Mpemeaukanis — ranoraH—aecdypat

Bcei nikapebki 3aco0u, SIKi 3aCTOCOBYBAIM 111/
yac aHecTe3il, nepepaxoBaHi y npoueaypax
nocaipkeHns. XKoaHi iHmi aikapebki 3acodu
He MOXKYTh OyTH 3aMiHEHI nepeniueHrMH.
Hemae sxoaHuux oOMexkeHb 111010

3aCT00yBaH HA lHI_llHX nepuonepaul P!Hl/lx

yaann, 3anMuCcyBa B m,uuamya.nbuy

NitHy opmy.
: [TEPEKNAA 3POGAEHO

3 OPNF |HANON
GG ﬁ‘wg%nlrn ICTh
BEPEKAAAY 3ACBIAYYD

Hinayeic H.B.
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o Yac (XBHIWHAX) BiJl HAKJIAJaHHS
MAacKH /10 BTpaTH BilikoBoro pedexcy

o CepeaHs BAMXyBaHa KOHLEHTpALLis
aechaypaHy Ha MOMEHT BTPaTH
BilikoBoro peduiexcy

o Yac (XBHIMHAX) Bijl HAKJIaAaHHS
Macku J1o intybauii

o Cepeans BAMXYBaHa KOHLEHTpALLis
necgypaHy Ha MOMEHT iHTYOauii

o Yacrora Ta TAKKICTH anHOE, 3aTPUMKH
JUXaHHd, 30Y/KEeHHS, TapHHIOCTIa3my,
OpoHxocnasMy, BUAIIEHb, KALLTIO

e [HTpaonepatliiiHi napameTpu
o Cepennsa Ta MaKCuMasibHa

KOHLIeHTpauis aechaypany ta
rajioTaHy HarnpUKiHUI BUAUXY,
HeoOXiiHa /AU1st MiATPUMaHHA
apTepiaabHOro THCKY/4acTOTH
cepLeBUX ckopoyeHsb y mekax 20 %
BiJl IOYATKOBOIO piBHA.

| e [lapamerpu BiHOBIEHHS
o Yac 10 BiaKpHBaHHS oyei (Bin
MPUITHHEHHS 3aCTOCYBaHHS
iHransuiiHoro 3acody)

o Yac no peakuii Ha KomaHH (Bix
NPUIUHEHHS 3aCTOCY BAHHSI
| iHransuiiHoro 3acody)

o Yac 10 BU3HAHHS NPUAATHUM 115
BUIMUCKH (BiJ HAAXOKEHHS 10 NajaT
micasonepaiiiHoro cnocTepeskeH s )

o [Ilicasonepauiitna norpeba y
HapKOTHYHHX 3acobax y nanari
nicasonepauiiHoro cnocTepeKeH s

o YacToTa Ta TAHKKICTh HYAOTH Ta
OaoBaHHA

o Ouinka 3a 00’ €KTHBHOIO ILKAJIOK
domo-auckoMpopty nia yac
MOHITOPHHTY NPOTATroM nepiunx 60
XBMJIMH 1iC/Is aHecTesil; - yacToTa
npoOyKeHHs MiJ 4ac ONepaTHBHOTO
BTPYYaHHS, AKLLO MOKIHUBO OLIIHUTH Y
BIIMOBIIHWX BIKOBHX rpynax

17. Kpurepii ouinku Ge3neku * AprepianbHui THCK, cepeHiii
apTeplaJleHPI THCK YacTOTY CepLEeBUX
SoRgpoueHb, JMXaHH ca auuo KUCHEM

: .' bposariin y m AR 3P OB AEHO

o

lmum 3ACBIAYYD
Kinaypic H.Bﬁ)\




18. CraTtucTHYHI MEeTOaU

19. lemorpadiuHi NoKa3HUKH A0CTIDKYBAHOT

nonynsauii (crare, BiK, paca, Towo)
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YacroTa Ta THKKICTb anHoe, 3aTpuMKu
JAUXaHHs, 30Y/DKeHHS, TapUHrocasmy,
Kauuio, GpoHxocnasmy i cekpetii.

e JlaGopaTopHi aocnigxKenHs, 1o
CKJIAJIAOTHC 3 reMaTosorii (TeHKOLUTH,
EPUTPOLIMTH, TPOMOOLIUTH, reMOoriodiH,
reMaTOKpPHT Ta cepe/Hiit 06’ em
eputpouuTa), 6i0XIMiYHOro aHanisy
CUPOBATKH KpOBi (HATpii, Kaii,
XJIOPHIH, @30T CEYOBHHH KPOBI,
KpeaTHHiH, Kanbuii, ans0yMiH, riokosa,
6inipy6in, ACT, AJIT, nyxna docdarasa
ta GikapbGonar) Ta aHanisy ceui (pH,
MUTOMA Bara, riioKo3a, 6110k, 1eHKOLMTH,
EPUTPOLIUTH, LIMJIIHAPH, DakTepii Ta
KpHCTAIN) BUKOHYBAJH Mi]l 4ac
rocriTanizauii Ta y nicasonepaiiiHomy
nepioi.

e Enextpokapaiorpamy KOHTPOIKOBAJH /10
BBE/ICHHS JI0CJIIUKYBAHOTO Ipenapary Ta,
3a HassBHOCTI MEIMYHUX MOKa3aHb, 10
3aBePLICHHS JOC/IKEHHS.

Jlemorpadiuni aaHi y3arajibHIOBaIH 3a
rpynaMu JiKyBaHHS i3 CEPeaHIM 3HAYCHHSM,
ME/1iaHOIO Ta 1iara3’oHoM.

E¢extuBnicts: Takox Oynu npeacrapieHi
napameTpu reMoJAMHAMIKH Ta JIMXaHHS, Yyac
Bi/l HAKJIAZIAHHA MACKH 10 iHTYOalT,
TPUBAICTh aHeCTe3il, Yac 10 BiJAKpHBAHHSA
Ou4eit, yac 10 BIANMOBIAI HA KOMaH/LY, Yac 10
BH3HAHHS MALIEHTA MPUIATHUM /10 BUITHCKH,
oliHKa 3a 00'€eKTHBHOIO LLKa1010 600~
AMCKOM(OPTY, BAMXYBAHA KOHLIEHTpALLiA
AHECTETHKA, KOHIIEHTPALlis aHECTETHKA
HaNPHKIHLL BUAMXY.

besneka: [To0iuni peakuil y3aranbHIOBa MU 3a
CTYIEHEM TSKKOCTI Ta 3a CHCTEMaMH
oprasizmy. JlaGoparopHi aaHi nopisHioBau 3
Bi/IMOBIIHUMH 3HAYEHHAMH JlianazoHy
HOpMH. [ToTeHUiHHO KNiHIYHO 3Hauy
BiAXHIEHHS 1a00paTOPHHUX NOKA3HHKIB Bijl
HOPMH MMiZICYMOBYBAJIN 33 NALEHTOM.

63 xnomuuku/32 aiByarka

haca: eaponeomﬂa 56, HerpoiaHa — 28

3rlAHv 3 OPNF IHANOM
JoctoBipPHICTh
REPEKAAAY 3ACBIAYYD

Kivayeic H.B, \\




20. Pesynbrati epeKTHBHOCTI

21. Pesyabraru Oe3neku

Jlechnypas nopiBHSIHO 3 rajloTAHOM He
BUABUBCA NPUIHATHUM 3ac000M 114 iHAYKUiT
y NeiaTpUUHKUX NaLieHTiB Yepes
HENPUIHATHO BUCOKY 4acTOTy
JIAPHHTOCTIA3MY, KALIO Ta BUIeHb. OHaK
necypan 3abe3neuyBas KIiHIYHO
MPUIHATHE MIATPUMAHHA aHecTesil.

[Tpu 3actocyBanni aecuypany Oy Ginbiunii
yac 710 BTpaTH BilikoBoro peduiekcy, sk i3
npeMeMKaLieto, Tak i 6e3 Hef, a Takox
OlbIIMI Yac Bij HAJATAHHS MACKH 0
inTyOauii. ¥ rpynax, fiki oTpumyBaiu
aecuypan JUist iHAYKLIT, CriocTepirain BUILY
YaCTOTY anHoe, 30yIKEeHH, JapUHrocnasmy,
OpoHxocnasmy, Kaluio Ta BUIIIEHb.

Jlecdaypan npoaeMOHCTPYBaB 1IBUAKHIA
BHMXiJl 3 aHecTe3il, 0 BUMIPIOBABCA YacoM J10
BiIKPHBaHHS OYeii, 4aCOM JI0 BiAMOBi/i HA
KOMaH/IM Ta 4YacOM J10 BU3HAHHA MallieHTa
NPHAATHUM 18 BUITMCKH. Lli matieHTH Takox
paHilue ckapxuincs Ha 6inb i auckomdopr,
HIX MALIEHTH, SIKI OTPUMYBAJIM rajloTaH.

Ha#uacrilummu nabopatopHumu
BIAXHICHHAMH OYIH BUCOKHI piBeHb
FIKOKO3M Y CHPOBATIL KPOBi, HU3bKHIA piBEHb
OikapOoHaty B CHpOBATL KPOBI, a TAKOXK
HU3BKHI piBEeHB reMorio0iHy Ta
remMatokputy. [1o oaHOMY nauieHTy maau
Bucokuii piserb ACT y 3pasky 3 remosizom
TA BUCOKHI piBeHb Kalil0 B CHPOBATLL KPOBI.
V 1ppox nauieHTis OyB 3MEHLIEHE YUCIIO
NEHKOUMTIB, y OJIHOrO — 301/IbLIEHE YHCIIO
NeHKOUMTIB.

JlaGopartopHi BiAXHICHHS HE
POJAEMOHCTPYBAIM [OC/IIIOBHOTO 3B'3KY 3
ranotanom abo necaypanom. XKoaue 3 HuX
He OyJ10 NoB'a3aHe 3 10CIUKYBAHUMH
rnpenaparam.

[Ticasonepauiiini Bunaaku O1roBaHHs Ta
HYOTH CIOCTEPIraiu NEpeBaXKHO y rpyni A
(npemeaukauis, NoO/nechaypan +
N20/nechnypan) ta rpyni B (6e3
npemeaukauii, NoO/ranoran + NoO/ranoran).

He6axcaHe ABHILE JIAPHHTOCTA3M

Y8, 3 sakux |1 norpeGysanu nikysanns

DN omuom 3 atpRiEpE ARA OFPOBAE KO
3r[AHv 3 OPNT IHANOM

\E——— AocTopipuiCTh
&%, 38002596 REPENAAAY SACBIAYYD

Kiwaypic H.B. \\



22. BUCHOBOK (3aKMIOueHHA) Hechnypan e 3abe3neuyBaB npuitHATHY
IHAYKUIIO y neiaTpuuHKX NalieHTiB yepes
HENMPUHHATHO BUCOKY 4acTOTY
napuurocnasmy. Jlecnypan 3abesneuysan
KJIIHIYHO NPUHHATHE NiATPUMAHHS aHecTesii.

[HayKUist raloTaHOM i3 NIATPUMAHHAM
aecuypanom 3abe3nevypana NpUHHATHY
THAYKLIIO Ta NIATPUMAHHA aHecTe3il 3
JHAYHO LLIBUILLMM BiIHOBJICHHSIM.

Jlapunrocna3sm HaiuacTilie BAUHUKAB Y
rpynax 3acrocysaHHs aecaypany. Beegenus
nepeponepaiiitHux npenaparis He
MOM'AKIIYBAJIO L0 Peakiio Ha IHransuinny
iHAYKLiKO UM aHecteTukoM. Hynora ta
6moBaHHA OyM iHIIUMH HaHGinbL
NOIMPEeHUMHU HeO@KAHUMH SABHLLAMH TA
HalyacTille BHHUKAIN B rpynax i3
npemeaukauicto Ta/abo 3 niaTpUMaHHAM
aHecTesil raloTaHoMm.

3asiBHUK (BJACHUK Mianue: Preccika Cparek

peecrpaul HHOTO Enextponnuit nianuc: xeccika Cparex

I‘lOCBi,[[‘-]CHHﬂ) [lincrasa: § 3arBepmxyio ueil 10KymeHT
Jlara: 18.01.2024 19:03 CST

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

(I.1.B.)

MEPEKNAR 3POBAEHQ
‘ olf 3T [AHV 3 OPNT IHANON
T eV 5/ AocTolPHICTb

o MEPENAAAY 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 reseatch report No 42

% 1. Name of medicinal product (if available — number :

I of registration certificate):
2 The appllcant

3 Manufacturer

|
1
|

4. the undertaken study:

i 1) the type of medicinal product for which the

' registration was made or planned

i

i

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

. 6. Phase of clinical research
7. Time frame of clinical research

' 8. Countries where the clinical research was
conducted

'
l

9. The number of persons under investigation:

|
!
l

+ Suprane, Inhalation Vapour, Liquid

_.,___ -

Baxter SA Belglum

i Baxter SA, Belgium

4
' I

X | yes : O Cnoi if not explain

i i
1
|- 1

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

* A Final Report of The Safety and Efficacy of
Desflurane Versus Halothane in Pediatric
Patients
[-653-12B2

'IND #32,363
Phase 11
[ Mar 1990 — 7 Nov 1990

United States

Planned: approximately 200 patients
, Actual: Entered — 121 patients
. Completed — 121 patients




. 10. Purpose and secondary objectives of the clinical
_research

 11. Clinical research design

12. Main inclusion criteria

13. Test medicinal product, method of
administration, efficiency

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

§
i

l 15. Concomitant therapy
l

!
b
'
'

' 16. Efficacy evaluation criteria
|

‘s ASATorlL
.® Patient is scheduled for elective minor

218

To evaluate the maintenance characteristics
and safety of desflurane and halothane in
pediatric patients

" An Open-Label, Randomized, Multi-center
, Study

surgery (urological, general, plastic and !
orthopedic: blood loss less than 10%
blood volume).

e Patient has guardian/parent providing
written informed consent after the nature
of the study has been fully explained. .
Age | month-12 years of age. '
Sex: Male/female

* Induction: Halothane !

Desflurane/70% N20/30% O, '

Induction: Halothane

Halothane/70% N20/30% O3

There were to be no restrictions on other
peri-operative or post-operative medications
used. All concomitant medications given
were to be recorded on the appropriate page
of the case report form.

* Intra-operative parameters

o Mean and peak desflurane and
halothane end-tidal
concentrations required to
maintain blood pressure/heart rate
within 20% baseline.

o 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.

o Mean end-tidal inhalational agent
concentration at the end of
anesthesia.




¢ Recovery Parameters
o The time from cessation of the
anesthetic agent(s) to the time the

‘ patient opens their eyes.

- o The time recorded in minutes

from cessation of anesthetic

agents to the time at which the

. . patient is able to respond to
appropriate commands, or
demonstrates purposeful
movements.

o The time from arrival in the
recovery room to the time the
patient is judged fit for discharge.

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

o Incidence and severity of nausea
and vomiting.

o The scores for the Objective
Pain-Discomfort scales as
monitored for the first 60 minutes
after anesthesia.

o Incidence of intraoperative recall,
if able to assess in appropriate

: ’ age groups.

_17. Safety assessment criteria e Blood pressure, heart rate, respiration
rate oxygen saturation, end-tidal C02 and
temperature were obtained prior to the
induction of anesthesia, at two minute
intervals from induction to incision, at
one minute intervals for five minutes
after incision, and every five minutes

! until the end of surgery.

' o Laboratory evaluations consisting of
hematology (WBC, RBC, platelets,
hemoglobin, hematocrit and MCV)and
serum chemistry (sodium, potassium,
chloride, BUN, creatinine, calcium,
albumin, glucose, bilirubin, SGOT,
SGPT, alkaline phosphatase and
bicarbonate) were performed at
admission and during the post-operative
‘ period.

| e Electrocardiogram was monitored prior
|

to study drug administration and, if :
medically indicated, prior to study
completion.
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i 18. Statistical methods Demographic data were to be summarized by
treatment group.

! Efficacy: Cardiovascular function,
respiratory parameters, duration of
anesthesia, desflurane end-tidal

' concentration, halothane end-tidal

' concentration, as well as postoperative

' objective pain-discomfort scale scores,

. anesthesia emergence and recovery were

,also to be presented by treatment group.

,Anesthesia induction parameters were to be

' presented by treatment group.

! Safety: Adverse events were to be
' summarized by severity and by body system.
'The quantitative efficacy parameters were to |
'be analyzed by analysis of variance. The
" categorical data and adverse event
incidences were to be analyzed by a chi-
' square test. Laboratory data were to be
compared to the corresponding normal .
: ranges. Clinically abnormally high and l
abnormally low laboratory values were to be
! summarized by time and by treatment group.

. !
. 19. Demographic indicators of the population study N=121 patients

(gender, age, race, etc.) Mean age:
. Halothane/Halothane = 3.3 yrs;
Halothane/Desflurane = 3.4 yrs
r ASATI=111; ASAII=10

Four of the five sites had 50% or greater of

i their patient population in one race. Drs.

' . Cote and Davis entered primarily caucasian
patients (22/30 and 34/37, respectively). Drs.

. Welborn and Dinner entered primarily black
patients (12/20 and 7/14, respectively).

20. Efficiency results Patients maintained with desflurane awoke
from anesthesia significantly quicker and
were able to respond to age-appropriate
commands (p < 0.001) than those patients
maintained with halothane.

Patients maintained on desflurane had more
pain as evaluated by the objective pain-

' . discomfort scale. This is consistent with the
more rapid emergence from anesthesia
exhibited by patients in the desflurane
treatment group.

Both treatments were effective in




maintaining stable intra-operative
. hemodynamics and adequate depth of
: , “anesthesia. Post-operatively, both treatment
, groups maintained hemodynamic and
' respiratory parameters within a clinically
. acceptable range

21. Safety results : The majority of the adverse events were in

i " the respiratory system. Most of the

! _respiratory incidences (42 of 46 total) were
L . observed during the halothane induction

- period. Events associated with the digestive
| system were reported in 21% of halothane
'patients and 13.6% of desflurane patients.

. With the exception of bradycardia (incidence "

other events reported had an incidence of
!less than 5%. Potentially significant
 laboratory abnormalities were minimal and
| mostly attributable to the surgical procedure.

1

22. Conclusion (evaluation) fDesﬂurane is a safe and effective inhalation
agent when utilized for anesthesia
. , maintenance in the pediatric population.
, : Stable hemodynamics, rapid emergence and
“rapid return of the ability to respond to
commands are desflurane's hallmarks.

|

i

!

i

l | ;
I ' 6.8%), and the other events listed above, all
i

|

|

I

I

I

|

. Etectronically signed by: Jessi

: Applicant (holder of Signature: Jesstea Soniske EE?EE".HY !1”9 mIsyda:sn:!
registration certificate) ) Date: Jan 18 2024 1603 CST

| __ Email: jessica svatek@baxtercom  (signature)

(Name)
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Joaatok 30

1o [Mopsaaky npoBeaeHHs €KCNEPTH3N PeeCTpalliifHUX MaTepiaiB Ha JlikapebKi 3aco0u,

1O MOJAIOTECS HA JIePIKAaBHY peecTpaiito (nepepeectpaitiio),

| a TAKOXK eKCNEepPTHU3M MaTepialiB Npo BHECEHHS 3MiH 10 peecTpauinHuX marepiais
| NPOTATrOM JiT peecTpaliiHOro nocBiueHHs
(nyHkr 4 po3ainy 1V)

3BIT NpO KAlHIYHE BUNpoOyBaHHs Ne 42

1. Hasga nikapcekoro 3aco0y (3a Hassrocti  CynpaH, napu s iHramsiii, piansa
- HOMEp peecTpauifHOro nocBiI4eHHs)

2. 3asBHUK bakctep C.A., beasris

3. Bupobuuk bakcrep C.A., benbris

4. [TpoBeaeHi 10CHIKEHHA: X tak [ Hi AKWo Hi, oOrpyHTYBaTH

1) Tvn nikapcekoro 3acody, 3a sKUM Jlikapcekuii 3aci® 3a NOBHMM JIOChE (ABTOHOMHE

nposoauiacs abo NIAHYETLCSA peecTpallis  10Ch€), iHWMHA JlikapebKuii  3aci®, HoBa  jitoua
pevoBMHA

5. [loBHa Ha3Ba KJAiHIYHOrO BUMPOOYBaHHs, 3aKMOYHMH 3BIT Woa0 Oe3neku Ta epeKTHBHOCTI

|
|
KOZOBAHHH HOMEpP KAIHIYHOrO aechaypaHy MOPIBHAHO 3  TrajoTaHOM Yy JTEH.
BUINIpoOyBaHHA
[-653-12B2
IND #32,363
6. Paza KiaiHivHOrO BUNpoOyBaHHs Daza ll
7. Ilepioa npopeseHHs KJIIHIYHOIO | Gepesns 1990 p. — 7 ancronana 1990 p.
BUNPOOYBaHHS
8. Kpaiuu, e npoBoaHIOCS KiiHivHE CILA
BUNpoOyBaHHs
9. KinbKicTh 10CHIKYBAHHX 230 EmgBana: npubansno 200 nauienTis.

R FH 00k SERRARND
: o0 |

Y| B T orurﬁ”
3 ':':_ sp.eufwmumu;awﬂlt nOCTOBl?IIlCTb
e Y DEPENAARY 3ACBIAYYD

Kiwayeic H.B.
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10. MeTta Ta BTOPHHHI 111 KJIHIYHOTO OUIHUTH XapaKTepUCTHKK MiITPUMaHHA aHecTesii Ta

BUIPOOYBaHHs Oesneky 3actocyBaHus AeciiypaHy Ta rajioTady
AUTAM.

1 1. JIn3aiin kiiHivHOTO BUNpoOyBaHHs Binkpure paHoMi3zoBaHe GaratouenTpose

JIOCITIIKEHHS

12. OcHOBHI KpUTEPIT BKIKOUEHHS e Craryc 3a WKanol0 AMEPUKAHCEKOIO TOBAPHCTBA
anecresiosioris (ATA): [ abo II.

e [lauienTty 3anjaHoBaHa rjaHoBa maja Xipypriysa
onepauis (ypoaoriyHa, 3arajbHa, MJacTH4YHA Ta
oproneauyHa: KpopoTpata MeHie 10 % ob'emy
KpoBi).

e [lauient ™ae onikyHa/0arbkiB, #AKi HajgawTh
NMUCbMOBY iH(GOpPMOBaHY 3roAay mMicis MOBHOIO
pO3'sICHEeHHsI CYTI JOC/IIIPKEHHS.

e Bik: Bia | micsaus o 12 pokis.

e Crarb: yonoBiya/sKiHoya.

13. JlocaimkyBaHuid JikapcbKuii 3acio, [HayKuis: ragoras.
crnioci0 3acTocyBaHHs, cuia ait
Hechaypan/70 %/N20/30 % O2

14. Ipenapart nopiBHsAHHA, 1034, cnocid [Haykuis: rajora
3acToCyBaHHsA, cuna ail
[anoran/70 % N20/30 % O2

15. CynyTtHa Tepanis He Oyno Oyap-skux oOMemeHb LIOAO 3aCTOCYBAHHA
(HLIMX npenapatiB nepea onepauiero ado mnics
onepauii. Bei cynyTHi Jikapceki 3aco0M 3anucyBaid B
iHAMBIlyanbHIl peecTpalliiinii kapTi nauiexTa.

16. Kputepii oliHK1 e(peKTHBHOCTI e IuTpaonepauiiini napametpu
o CepeaHi Ta MakcMMalbHi KOHLEHTpauil
aecuypady i raaoraHy B KiHUI BHAWXY,
HeoOXi/1HI ans MiATPUMAHHS
apTepiaibHOr0  THCKY/4aCTOTH CepLEBHX
ckopoueHb y mexax 20 % Bia BHXiAHOrO
piBHS.
o Biacotok nauientiB, ski norpebyioTh
AHTUTiNepTEeH3UMBHUX mpenaparis, Oera-
OGnokatopis,  aHTHXOjdiHepriyuux  abo
iHOTponHUX  3acobiB s :-:OHTpomo
YACTOTH  CepLEBMX  CKOPOYEHb

pTepiaJbHOTO THCKY) Y

By ki aHCCTc3uarl$hf£ﬁ§§li 5??5"8%%0
o obiani 203 [ocTopIPRICTH.

4 REPEKAAAY 3ACBIAYYD

Kinayeic H.B.\\
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o CepeaHs KOHUEHTpauis iHraxsuiiHoro
3aco0y B KiHUI BHAMXY HanpuKiHui
aHecTe3ii.

¢ [lapameTpu BiAHOBJIEHHS

o Yac BiJl MPUNHHEHHS BBE/ICHHS
aHecreTHKa(iB) 10 MOMEHTY, KOJIH MaL{i€eHT
PO3IUTIOLIMB OUi.

o UYac, 3apeecTpoBaHWii y XBHIWHAX, 3
MOMEHTY MPUITHHEHHS BBE/IEHHS
AHECTETHKIB [0 MOMEHTY, KOJIH NauieHT
31aTHUI pearyBaTH Ha BiINOBIHI KOMaH/H1
ab0 1IeMOHCTPYE LIJIECNPAMOBaHI PYXH.

o Yac 3 MOMEHTY [MepeBeleHHS B
micasonepailiiiHy nanaty 0 MOMEHTY,
KOJM MAl€HT BU3HAHWIA TFOTOBMM J10
BUITHCKH.

o [licnsonepauiiina notpeba B HAPKOTHYHUX
sacobax y nicasonepauiifHii nanari.

o Yactora i THKKICTE HYJ0TH 1 OIOBaHHSL.

o Ouinku 3a 00'eKTUBHHUMU LIKanaMKu G000
Ta JUCKOM(DOPTY, 1O KOHTPOIIOKOTHCS
nporsiroM nepiwux 60 XBMHAMH nicas
aHecresii.

o Yacrora iHTpaonepauifiHuX  crioramie,
AKIIO X MOMHA OLUIHMTU Y BiAMOBIJAHMX
BIKOBHMX Ipyriax.

17. Kpurepii ouinku G6e3nexnu * AprepiaabHuii THCK, HacToTy CeplLEeBUX
CKOpOYeHb, HACTOTY AMXAHHSA, HACHYEHHS KHCHEM,
pieens CO2 B KiHUI BUAKXY i Temneparypy Tiaa
BHMIpPIOBAJIM JI0 iHAYKLIT aHecTe3il, 3 IHTepBaIOM
y 2 XBHJIMHM Bijl iHAYKLIT 10 po3pi3y, 3 IHTepBajioM
B | XBHIMHY MPOTArOM 5 XBHJIMH Mic/s po3pisy, a
TAKOXK KOKHI 5 XBHJMH JIO KiHLA XipypriuHoro

BTPYYaHHS.

e JlaGopatopHi  JOCHIKEHHs, 1O  BKJIOYAIH
reMaTosIorivHi napamMeTpu (nefikoumnTH,
CPHTPOLIMTH, TPOMOOLHTH, reMorno0iu,

reMaToKpHT 1 cepeaHiii KopnyckyaspHuii 0o6’eM
[MCV]) i GioximiuHi nmoka3HUKM (HATpii, Kauii,
XJIOPHAM, a30T CEYOBWHM, KpEaTHHIH, KabLlii,
anbOymin, ratokosa, Oinipyoin, AJIT, ACT, nyxkua
¢ocdaraza i Gikapbonar) y cupoaTili KpOBi,
NMPOBOAMJM  MiA 4ac rocmitaiizawii Ta B
nicasonepaiifHoMy nepioi.

e Enextpokapaiorpamy KOHTPOJIIOBAIW 0 M0YATKY
3aCTOCYBAHHSl JOC/I/DKYBaHMX TpenapatiB i, 3a
MOKa3aHHAMM, - nepen 3aBepLICHHAM

ST e © 11 IKE HHSL,
YKPATHAS Ry

MTEPEKAAR 3POBAENO |
3r{AHy 3 OPHT IHANON

AoctoBiPniCTb
REPENAAAY 3ACBIAYYD

Kinaypic H.B.\\
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18. CraTucTHuHI METOAH Jlemorpadiuni nani Oyam ysaranbHeHi 3a rpynamd
NIKYBaHHS.

EdexruBnicrs: napameTpd  CepueBO-CYAMHHOT
dyHKLiT, auxanbHOT (QYHKLUIT, TpUBaMiCTh aHecTesii,
KOHUEHTpauis  jaecduypaHy B KiHUI  BHAMXY,
KOHLEHTpaLlif rajoTaHily B KiHLI BHIMXY, @ TaKoX
nicasonepauiiti NOKa3HUKH 3a 00’ €EKTHBHOIO LIKAJIOK
Gomo-guckompopty,  BHXia 3 aHectesii  Ta
Bi/IHOBJIEHHA cTaHy OyilW npeacTapieHi 3a rpynamu
nikyBauus. [lapamertpu inaykuii auecresii Oyiu
HaBE/IeHi 3a rPyNamHu JIIKYBaHHS.

Besnexa: [loGiuni peakuii Oynu y3aranbHeHi 3a
CTYNEeHeM TSHKKOCTI Ta 3a CHCTEMaMHM OpraHizmy.
KinekicHi nmapameTpu edeKTHBHOCTI aHani3yBaiu 3a
J0MOMOroK0 aucrniepciiinoro ananisy. Kareropianbi
JaHi Ta YacTOTy BWHHMKHEHHS MOOIYHUX SABHIL
aHasi3yBajM 3a JOMOMOrOK KPHUTEpil0 Xi-KBajpar.
JlaGopaTtopHi aaHi MOPIBHIOBAJM 3  BIANOBIAHUMH
nianasoHamMu HopmH. KiiHiYHO aHOMaJIbHO BMCOKI Ta
aHOMaJbHO  HMU3bKI  1abopaTopHi  NOKA3HUKH
y3arajbHIOBAJIM 33 YaCOM Ta 3a rpyrnamu JliKyBaHHsl.

19. Jlemorpadiuni noKazHHKH N = 121 nauieHT
JOCHILKYBaHOT nonysauii (crarh, Bik, paca, CepeaHiii Bik:
TOLLLO) ["anoran/ranoran = 3,3 poky;

["anoran/nechaypan = 3,4 poky.
ATAI=111; ATAII=10.

Y uorupsox 3 n'atu uentpiB 50 % aGo Ginblue
naiieHTiB  OyaM  MpeacTaBHUKaAMHM  OIHIET  pacH.
Jlokropu Cote i Davis npuiiMann nepeBaxkHoO
nauieHTis  eBponeoinHoi pacu  (22/30 i 34/37
Bianosiano). Jokropu Welborn i Dinner npwuiimanu
nepeBaskHO MauieHTiB HerpoiaHoi pacu (12/20 i 7/14
BIJMOBIHO).

20. PesysibTati epeKTHBHOCTI [MauieHTH, AKHM aHecTesito MATPHMYBaJIH
nechayparom, npobypKyBanucs mnicas aHectesil |
Oynu 31aTHI pearyBaTd Ha BiAMOBIAHI BiKY KOMaHIH
(p<0,001) 3HauHO wWBMALIE, HIX MALIEHTH, SKUM
MATPUMYBAIH aHECTE3II0 raOTAHOM.

[lawienrw, AKUM MiATPUMYBAIH aHecTesio
aecuypanom,  BiguyBaam  Oinbwiwuii  Oine 3a
o0'ekTuBHOIO wKanow Oomo Ta auckombopry. Lle
Y3rODKYEThCA 3 OlJTb1I LIBHIKHM BUXO/IOM 3 aHeCTe3IT,
Q£ 10CTEPIraBes y nauientis 3 rpynu aecduypany.

W npenapath  Oyaum  eeKTUBHUMH Ui
A ctabinbHOI| E PEKARBODRDENEIHOT
l@lw' g1 Ta HanexkHOTIN AN R BRI U AN O

o/l AoctoBIPHICTD
NEPEKAAAY 3ACBIAYY

Kinayeic H.B.
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onepauii B 060X rpynax jikyBaHHA reMoJHHaMiuHi Ta
pecniipaTopHi MokasHUKM OyaM B Mekax KIiHIYHO
MPUAHATHOTO Jliana3oHy

21. Pesyabratn Ge3nexku binbuiicts Hebaxanux saBuil Oynu 3 GOKY AMXaIbHOT
cuctemu. binewicte BMnaakis nopyuweds 3 Ooky
AauxansHoi cucteMu (42 3 46) cnioctepiraiucs B nepios
IHAYKLIT aHecTe3il ranotaHoM. SBuina 3 60Ky TpaBHOI
cucremu 3apeectpoBadi  y 21 % nauieHTtiB, ki
oTpumyBanu ranorad, iy 13,6 % nauienrie, ki
orpumysanu jaechaypan. 3a BuHATKOM Opaauxapaii
(vactota BMHMKHEHHs 6.8 %) Ta IHIIMX 3a3HAYEHHMX
BHILE SBHMII,  YacTOTa BHHMKHEHHS BCIX IHIIMX
3apeecTPOBAHMX ABHIL CTaHOBHIa MeHuie 5 %.
[Torenuiiino 3nauymi nabGopatopHi BiaxuneHus Oyau
MiHIMQJIbHUMHU | TMOB'A3aHAMM TOJIOBHUM YHMHOM i3
XipypriuHMM BTPYYaHHSM.

22. BUCHOBOK (3aKJIIOUEHHS) Hechnypan €  OesneyHuM T2 eEKTHBHUM
IHransAUiiHMM 3aco00M TSt MIATPUMaHHs aHecTe3il y
nireit. CrabisbHa reMoJMHAMIKa, IIBHAKHA BHXIA Ta
WIBMAKE BiJIHOBJIGHHS 3JaTHOCTI pearyBatH Ha
KOMaH/IH — XapakTepHi pucu aecdiaypany.

3asiBHUK (BAACHHUK IMignue: Txeccika Cpartek
peeCTpalliHHOTO Enextpounnii nignuc: Dxeccika Cparek

ﬂOCBi,L'l'-lCHHﬂ) [Mincrasa: 5 3aTBepkytO el AOKYMEHT
Jlara: 18.01.2024 19:03 CST

E-mail: jessica_svatek(@baxter.com(mianuc)
(I. 1. B.)

MEPEKNAR 3POBAEHO
3r Ay 3 OPHT IHANOM
AocToBIPHICTH

'Af‘mudsmaumnuémn

38002596 / REPEKAAAY 3ACBIAYYD
Nimaveic 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 43

1. Name of medicinal product (if available — number

- of registration certificate):
i

2. The applicant

, i
' 3. Manufacturer

! 4, the undertaken study:

i
{

:

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

_ 3. Full name of clinical research, coded number of
' clinical research

6. Phase of clinical research
7. Time frame of clinical research

8. Countries where the clinical research was
“conducted

; 9. The number of persons under investigation:

 10. Purpose and secondary objectives of the clinical
' research

Suprane, Inhalation Vapour, Liquid
Baxter SA, Belgium -
Baxter SA, Belgium

| i ' . .
fyes i [ no, if not explain
' i | !

i
Pt

S

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

The Minimum Alveolar Concentration
(MAC) Of Desflurane with Nitrous Oxide In
Pediatric Patients

[-653-12C

NDA #20-118
Phase |
N/A

'United States

Actual: Entered — 26 patients
Completed — 26 patients

: To determine the MAC of desflurane in 60%
'N2O in infants aged 3-12 months and
children aged 1-5 years.



I1. Clinical research design

]
' 12. Main inclusion criteria
i
I
|

13. Test medicinal product, method of
administration, efficiency

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

15. Concomitant therapy

. 16, Efficacy evaluation criteria

!
'
1
!
H

" 17. Safety assessment criteria

18. Statistical methods

i

228

Open-label, non-comparative study

‘e Infants and children undergoing elective
minor surgery.
o ASA Statuslor I

. Induction: Incremental doses of 1%

, desflurane/O; as tolerated by the patient to

vinduce loss of eyelash reflex

, Desflurane in 60% N20 maintained at 6.0%,

. increased or decreased by 0.5% if for the
prior patient there was movement/no
movement upon skin incision

i
{N/A

!

| Fentanyl was administered and desflurane

was increased/decreased as needed for
hemodynamic stability and anesthetic depth.

* [Emergence times in minutes

¢ Incidence of respiratory reflexes on
" induction

¢ Cardiovascular changes

Adverse events

The MAC for each age group was
determined using the up-and-down method.

' The MAC for the group was the mean of the
midpoint values of each pair of desflurane
concentrations in consecutive patients for
which there was a crossover (move to no
move, or no move to move). The MAC of
desflurane for infants was 7.15+0.37
(mean+SE), which was different from Dr.

- Fisher's published value of 7.5+0.1
(mean+SE). Dr. Fisher excluded one
crossover considering it as an outlier (n=4

- crossovers). This report includes all

, crossovers (n=5 crossovers).
|

. 19. Demographic indicators of the population study N =26

" (gender, age, race, etc.)

14 male/12 female
ASAI=19; ASAIl=7




120. Efficiency results

21. Safety results

!

t

22. Conclusion (evaluation)

; Applicant (holder of

, registration certificate)
|

Signature: Jéssiia Svntoke Svatak

13 infants, 4-10 months,
13 children (12 evaluable for MAC), 1-5

, years,

i Duration of Anesthesia: Mean duration was

1 2.5 hours for infants and was 1.8 hours for

 children, For all patients the range was 38
minutes to 6.4 hours.

| There was no significant difference between

 the age groups for elapsed time from end of

. anesthesia until patient opens eyes and

| patient responds to commands.
i

"' There were no deaths. Adverse events

_related to the inhalational induction of

" anesthesia were apnea (100%),

 laryngospasm (73%), secretions (69%),
coughing (54%), breathholding (54%) and

1 bronchospasm.

' The MAC of desflurane in 60% N2O in
+infants and children was age dependent. In
' infants (aged 3-12 months) the MAC was

: 7.15% and in children (aged [-5 years) it
‘was 6.4%.

Electronically signed by: Jessica

Reaason: { spprove this document
Date: Jan 18, 2024 19.03 C5T

Email; jessica_svatek@baxter.com (signature)

(Name)
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Honatok 30

110 NOJIAIOTHCSA HA JIEPIKABHY PEecTpalliio (nepepeectpaitiio),
a TAKOXK eKCNepTH3N MaTepialliB Npo BHECEHHS 3MiH 10 peecTpauiiiHux marepiaiis

NPOTAroM Ail peecTpauifHoOro nocBig4eHHs
(nynkr 4 posainy IV)

3BIT Npo KJIHIYHE BUNpoOyBaHHs No 43

1o TTopsiiky npoBeieHHs eKCHEePTU3N peccTpaLiiiHuX MaTepiaiiB Ha JikapebKi 3acobm,
|

1. Haszsa nikapcbkoro 3aco0y (3a HagsBHOCTI
- HOMEp peecTpaLifHOro NOCBI14EHHS)

2. 3asBHUK

|

\

i

|

|
3. Bupobuuk
4, TTpoBeaeHi MOCTIKEHHS:

1) Tun nikapebkoro 3acody, 3a sKUM
npoBoaniacs abo MIAHYETbCA peecTpailis

5. [ToBHa Ha3Ba KJIiHIYHOrO BUIIPOOYBaHHS,
KOJAOBaHHi HOMEP KJIIHIYHOTO
BUITPOOYBaHHS

6. Masa KAiHIYHOrO BUIPOOYBaHHs

7. Ilepioa npoBeAeHHs KAiHIYHOTO
BHIPOOYBaHHS

8. Kpaihu, ae npoBoauIocs KiiHiuHe
BUMPOOYyBaHHS

9. KinbkicTb A0CimKyBaHux

CynpaHn, napu /st iHransuii, piausa

bakcrep C.A., Benbrist

bakctep C.A., benbris

X Tak [ Hi AKWo Hi, o6rpyHTYyBaTH

Jlikapcekuii 3aci® 3a NMOBHMM J0Cbe (ABTOHOMHE
J0ChE), IHWMA Jnikapcbkud  3acib, HoBa jitova
pe4yoBHHA

MinimaneHa aneBeosisspHa koHueutpauis (MAK)
AecaypaHy i3 3aKMCOM a30Ty Y MALIEHTIB AUTAYOrO
BIiKY.

[-653-12C

NDA #20-118

daza |

H/IT

i ABKTIOUEHO B 10CI1DKEHHS —
A\ 26 nauieHTIB;
| Zihpepnan nocal IERERAA LG RORBEND:.
19 3r Ay 3 OPNT IHANON
AocToBiPHICTb
BEPENAARY 3ACBIAYY

Kiwaypic H.B. \



10. Mera ta BTOpHHHI UiNi KJIIHIYHOTO
BUMPOOYBAHHS

11. Jluzaits kaiHi4HOTO BMNpoOyBaHHA

12. OcHOBHI KpuTepil BKIIOUEHHSA

13. locnimkyBaHui nikapchKuii 3acio,
cnocib 3acrocyBanHs, cuna Ail

14. [penapar nopiBHAHHSA, 1033, cnocid
3aCTOCYBaHHA, cHia Aif

15. CynyTHs Tepanis

16. Kpurepii ouinku edekTHBHOCTI

17. Kpurepii ouinku 6e3nexu

18. CrarucTHYHI METOAH

Buznauntu MAK npechaypany B 60 % N2O y
HEMOBIAT BikoM 3—12 micsiis Ta y aiteil Bikom 1—
5 pokiB.

Binkpute HernopiBHsIbHE AOCTIIKEHHS

e HemoBnsaTta i AiTH, AKi MiAAATAIOTH [JAHOBUM
MaJlUM XipypriyHuM BTPYYaHHSM.

e Craryc 3a WIKaI00 AMEPUKAHCHKOIO TOBAPHUCTBA
anecresionorie (ATA): [ aGo II.

[naykuia:  3pocratoui  go3u | %  necdaypany/O2
BIAMOBIHO 10 TMEPEeHOCHMOCTI naujieHTom, 1mob
BMKJIMKATH BTpATy BiKoBOTrO peduiekcy.

HNechaypan y 60 % N20 niarpumyBaBcs Ha piBHi
6,0%, 30ineliyBaBcs abo 3meHwyBascs Ha 0.5 %,
AKIIO Yy TMONepeJHLOro MalieHTa Ccrocrepirascs
PYX/BIACYTHICTB PYXY NpH po3pi3i WKIpH.

H/1

Beoaunu  denranin i 30inbL1yBaaH/3MEHITYBaTH
nechaypan  3a  HeoOXigHocti jans  3abGesnedyeHts
reMoJAMHaMiIyHOT cTablIbHOCTI Ta rMUOMHH aHecTes il

e Yac Buxoay 3 aHecTe3ii B XBHIHHAX.

e UYacroTa BHHHKHEHHs AHXAJbHUX pedekciB mifg
yac iHAYKLIT.

®  3minu 3 GOKY cepLeBO-CYIMHHOT CUCTEMM.

[ToGiuni seuA

MAK na KOXHOT BIKOBOT Ipynd BH3Ha4yalu 3a
JIOMOMOror Meroay «Bropy-sHu3». MAK ans rpynu
Oyna cepeiHiM 3HA4YEHHAM MeiaHM KOXKHOI mapu
KOHLUEHTpauii  aechaypaHy Yy MOCHIIOBHOCTI
nauieHTis, A1st AKHX CIOCTEpIraBcs  repexpect
(HasBHICTB PYXY /10 BiACYTHOCTI pyXy abo BiACYTHICTh
pyxy a0 HasBHocti pyxy). MAK aechnypany s
HEMOBJIAT CTAHOBMJIA 115037 (cepenne
3HA4YEHHA £ CUCTEMAaTHYHa noxubka), 1O
'3Hsmoca Bia onyOnikoBaHoro a-pom MDiwepom
{5 7.5+0.1 (cepenne
k£ cuctreMaruyHa noxuOka). Jlokrop ®iwep
0@'& DMK nepexpect, HenEnANDu 8 POBRE Hik
3r[AHy 3 OPNT IHANOM
AoctoBipHiCTb
BEPEKAAAY 3ACBIAYY

Kinayeic H.B.
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BiaxuneHHs (n = 4 nepexpectu). Lleii 3BiT Bkatouae Bei
nepexpect (n = 5 nepexpecris).

19. lemorpadiuHi NOKa3zHUKH N=26
JOCiKYBaHOT nonynsauii (cTate, Bik, paca, 14 nauieHTtiB 4onosivoi crarti/12 namieHTiB xiHo4ol
TOLLO) crari

ATAI=19; ATAII=7

13 HemoBasT Bikom 4—10 micsiiiBs;

13 piteit (y 12 moxnuBo ouinuth MAK) Bikom 1—
5 pokiB.

20. Pe3ynbratn e(peKTUBHOCTI TpuanicTh aHecTe3ii: cepeiHs TPHBAIICTb CTAHOBHUIA
2.5 roauun y HemoBaAT i 1,8 roguuu y aitei. Jlna seix
Mali€HTIB MOKA3HWK 3HAXOJMBCHA B [lana3oHi Bi
38 xBuamH 10 6,4 roauHHU.
He cnoctepiranocst cyTTeBOi pi3HHMLI MiXK BIKOBMMH
rpynaMu 100 4acy, KM MHHYB BiJl 3aKiHYeHHs
aHecTe3il 10 MOMEHTY, KOJIM NALlEHT PO3MUIOLINE 0Yi
1 MoyaB pearyBaTH Ha KOMaHIH.

21. PesynbraTn Ge3nexku JletanbHuX BUNAjKiB He 3apeecTpoBaHo. Hebamanumu
ABUIAMH, TIOB'A3aHMMM 3 [HrAAALIHHOW [HAYKIIEK
anecresit, Oynu andoe (100 %), napunrocnasm (73 %),
BUAINEHHS cekpeTy (69 %), kawens (54 %), 3atpumka
anxanus (54%) i Gponxocnasm.

22. BUCHOBOK (3aKJIFOYEHHS) MAK necaypany B 60 % N2O y HemosaaT i gitei
3ajexana Bifl Biky. ¥ HemoBast (Bikom 3—12 micsuis)

MAK cranoBuna 7,15 %, a y niteit (Bikom -5 pokiB)
- 6,4 %.

3asaBHUK (BJACHHUK Mianue: [Dreccika Cratex

peeCTpallinHOTO Enextponnuii nianue: [bkeccixa Cparek

nOCBiJl'-leHHSI) [Tincrasa: 51 3areepmicyio ueit 10KymeHT
Jara; 18.01.2024 19:03 CST

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

(I. 1. B.)

[IEPEKNAA 3POBAEHO
3r[AHv 3 OPNF IHANOM

AoctoBiPHICT
REPEKAAAY 3ACBIAYYD

Kinaypic H.B.




233

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 44

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

————— — i mm m e mmmm o e wrmmmem we o mamm mem e n am M emn mm — e - - - j—

2. The applicant  Baxter SA, Belgium
| _
3. Manufacturer ' Baxter SA, Belgium :
‘ | | : ! . ' .
4. the undertaken study: | yes ' O no, if not explain

e e e e _m_,__.d,__-_i[ A

I
1
I
!
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  The Safety and Efficacy of Desflurane in

! clinical research Pediatric Patients
: [-653-12D
. 6. Phase of clinical research 'Phase I1I

t

7. :I‘ime frame of clinical research 4 Feb 1992 — 27 Feb 1993

8. Countries where the clinical research was treland

conducted

9. The number of persons under investigation: Planned: 60 subjects (desflurane)
Enrolled, Treated, Analyzed: 60 subjects
(desflurane)

10. Purpose and secondary objectives of the clinical | To evaluate the safety and effectiveness of

research . desflurane in pediatric subjects in whom
“anesthesia was induced and maintained with
* desflurane.



' 11. Clinical research design

: 12. Main inclusion criteria

i

" 14. Reference substance, dose, method of

administration, efficiency

| . f .
'administration, efficiency

I
'
;
i
i
i
[}
|
i

5. Concomitant therapy

13. Test medicinal product, method of
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Open-label, non-comparative, single center,
pediatric

Male or female pediatric subjects, ages 1
month to 12 years of age, with an American

- Society of Anesthesiologists (ASA) status of
, L or II were to be enrolled into the study. In

» addition, subjects were to be scheduled for

i elective minor surgery (urological, general,

i plastic, and orthopedic; blood loss less than

* 10% blood volume).

4 - R p—

" Anesthesia Induction: Induction began with

70% N20/30% O3 for at least 30 seconds.

: Starting with an inspired concentrationof

: 3%, the inspired concentration levels of

- desflurane were increased by 1% every 30

'seconds until an inspired concentration of §
to 10% was reached. This concentration was '

. maintained for at least 7 minutes and was
then increased by 1% increments every 30 |
seconds until a concentration adequate to '
allow laryngoscopy and intubation was
achieved,
Anesthesia Maintenance: Anesthesia was

. maintained with desflurane/70% N20/30%
O to maintain an Oz saturation greater than
or equal to 95% as determined by pulse
oximetry with an end-tidal concentration of
desflurane sufficient to affect 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 or
heart rate.

Desflurane is a nonflammable liquid
administered via vaporizer.

N/A

There are no restrictions on other peri-
operative medications used. All concomitant
medications given will be recorded on the
appropriate case report form.
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16. Efficacy evaluation criteria Inspired and end-tidal desflurane
concentration, hemodynamic and respiratory
' _ variables, emergence, and recovery variables

17. Safety assessment criteria ~Adverse events (AEs), laboratory
" parameters, and quality of induction (upper
airway reflexes). i

18. Statistical methods The demographic data, including age, race,
sex, ASA status, height, and weight are .
, summarized. Duration of exposure to .
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. Descriptive statistics were
calculated for hemodynamic and respiratory
parameters (systolic and diastolic blood
pressure [SBP, DBP], heart rate [HR],
oxygen saturation [Oz saturation]; intra- .
operative variables (time from administration

"of desflurane to loss of consciousness, mean
end-tidal concentration of desflurane at loss
of consciousness and at intubation , mean
and peak end-tidal concentrations of
desflurane); and anesthesia emergence

' parameters (duration from cessation of
inhalation to eye opening and to the time the
subject was able to respond to commands,
duration from recovery room arrival to
subject fitness for discharge). Intra-operative
recall was also assessed. Hemodynamic and
respiratory 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 using statistics (e.g., the mean,

SD, percentiles, minimum, and maximum).

Durations are summarized using median,

mean, SD, minimum, and maximum.

. 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.

. AEs are also sorted into categories of severe
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AE, an AE which was at least remotely
| ~ ‘related to study medication, an AE which led
i ) to discontinuation from the study, and AE

| ' resultmg in death. All reported AEs were
summarized by system organ class (SOC),
preferred term. Summaries included the
+number and percentages of subjects
'reporting the event. All AEs are listed and

i specific listings are also produced for

’ significant AEs (e.g., severe AEs, AEs
‘ leading to discontinuation from the study
and/or hospitalization).

| 19. Demographic indicators of the population study ' The mean age of the subjects was 3.6 years.

! (gender, age, race, etc.) All subjects were Caucasian (60 [100%)]

 subjects) and most were male (50 [83.3%]

i subjects). Most subjects had an ASA I score |
(59 [98.3%)] subjects). '

20 E‘.ff iciency resu]ts ' Mean SBP decreased from 109.6 mmHg at

 baseline to 99.3 mmHg at induction

. (average), which was a mean of 8.4% below

"baseline. At post-incision (average), mean

'SBP was 95.4 mmHg (mean of 12.0% below
baseline). Mean DBP decreased from 67.1
mmHg at baseline to 49.0 mmHg at

_induction (average), which was a mean of
24.4% below baseline. At post-incision
(average), mean SBP was 44.3 mmHg (mean
of 31.5% below baseline).

Mean HR decreased from 117.1 bpm at
baseline to 113.1 bpm at induction (average),
which was a mean of 0.4% below baseline.
At post-incision (average), mean HR was
_122.4 bpm (mean of 9.0% above baseline).
Mean O2 saturation decreased from 98.1% at
' baseline to 97.5% at induction (average). At
' post-incision (average), mean O2 saturation
was 98.8%.

Mean body temperature decreased from
36.72°C at baseline to 36.66°C at induction
(average), which was 0.16% below baseline.
At post-incision (average), mean body
. temperature was
+36.48°C (0.65% below baseline).

!

The median time from administration of

' desflurane to loss of consciousness was 2.08
minutes. The mean end-tidal concentration
of desflurane at loss of consciousness was




21. Safety results

+22. Conclusion (evaluation)

5.13%. The mean inspired and end-tidal

' concentrations of desflurane at intubation

"were 12.96% and 12.48%,

‘respectively. Means of the average and peak

' intraoperative end-tidal concentrations of

i desflurane were 9.33% and 12.70%,

: respectively.

I

- The median duration from cessation of

"inhalation agent to eye opening was 9.0

, minutes; the median time for when a subject

-was able to respond to commands was 10.0

E minutes. The median duration from recovery !

rroom arrival to fitness for discharge was 15.5"
minutes. No subject reported intra-operative
recall.

‘s A total of 46 subjects (76.7%) i
experienced at least | AE during the i
© study.

* The most frequently reported AEs by
preferred term were laryngospasm
(41.7%), cough (40.0%), respiratory
disorder (23.3%), bradycardia (8.3%),
productive cough (5.0%), and nausea

¢ (5.0%).

¢ A total of 46 subjects (76.7%)
experienced an AE that was reported to
be related (remotely, possibly, or
probably) to study drug.

e A total of 16 subjects (26.7%)
experienced at least 1 severe AE. The
most frequently reported severe AEs
included laryngospasm (11 subjects) and
coughing (5 subjects). All events were
considered by the investigator to be
probably/possibly related to study drug
and all subjects were reported to have
recovered from the event.

s No subject discontinued study drug due
to an AE.

* No subject died during this study.

‘e The efficacy data were consistent with

" the current efficacy labeling of
desflurane.

* Treatment with desflurane was safe and

. well tolerated in pediatric subjects (1
month to 12 years of age) undergoing

. elective minor surgery (urological,
general, plastic and orthopedic; blood
loss less than 10% blood volume). Safety




Applicant (holder of
registration certificate)

Signature:

Email;
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data collected in this study are consistent
with the current safety labeling of
desflurane, and did not identify any new
safety signals or patterns.

7 . Clectronically signed by: Jessica
Jesstea Svatek Svatek
Reason: | approve thig document
Dato: Jan 18. 2024 19:03 CST

jessica_svatek@baxter.com (signature)

(Name)
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Jlopatok 30

a0 [Mopsaaky npoBeaeHHs EKCNEPTH3N peecTpaLliiiHuX MaTepianiB Ha JikapebKi 3acodu,

110 MOAAIOTLCSA HA JIepyKaBHY peecTpallito (nepepeectpanito),

a TAKOXK eKCTIePTH3H MaTepiaiiB Mpo BHECEHHS 3MiH 10 peecTpallifHuX MaTepiais

MPOTAroM J1iT peecTpauifHoro noceiiueHHs
(nynxr 4 po3ainy 1V)

3BIT NPO KJIIHIMHE BUIIPOOYyBRaHHs Ne 44

1. Ha3pa nikapcekoro 3aco0y (3a
HAsIBHOCTI - HOMEP peecTpauiifHoro
MOCBiIYEHHS)

2. 3asgBHHUK
3. Bupobuuk

4. Tposeneni AochiKEHHS:

1) Tun nikapebkoro 3acody, 3a IKUM
npopoauiacs abo niaaHyeTbes
peectpatlis

5. IMoeHa Ha3zBa KAIHIYHOTO
BUNpoOyBaHHs, KOJOBAHHH HOMED
KJIIHIYHOrO BUMPOOYBaHHA

6. ®aza KiiHiyHOrO BUMPOOyBaHHA

7. [epioa npoBeeHHs KAIHIMHOTO
BUIPOOYBaHHS

8. Kpaiuu, ae npoBoauocs KiiHiuHe
BHIMpoOyBaHHs

9. KinbKicTh 10CTiIKYBaHHUX

10. Mera Ta BTOpHHHI LiJ1i KJIHIYHOIO
BUNpoOyBaHHA

Cynipas, napu Ui iHransuin, piayia

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

D Tak [] Hi SKLO Hi, OOrpyHTYBaTH

Jlikapcbkuii 3aci0 3a MOBHUM 10CHE (ABTOHOMHE J10ChE),
HLLMI ikapebKuit 3acif, HOBa il0¥a peyoBHHA

be3neka Ta epeKTHBHICTE AechurypaHy MpH 3aCTOCYBaHHI
NauieHTam AUTIHOro BiKY.

[-653-12D
Maza lll

4 mororo 1992 p. — 27 motoro 1993 p.
Ipnanais

3anaanoBana: 60 jocniukyBanux (aechaypan).
Bruioueno B JIOCI/IZKeH HS, NPoJaiKoOBAaHO,
npoanaiizosano: 60 nocniukyBanux (aecdaypan).

OLiHHTH 6e3r[e|<y Ta e(beKTHBHICTb nechaypany y JaiTei,
TAa MIATPUMAHHA  aHecTesil

EPEKAAR 3POBAEHO
3r1AHv 3 OPNT IHANON

AocToBIPHICTD
BEPEKAARY 3ACBIAYYD

Kiuaveic H.B. ’\\

TudiaigmMil KOA A
\neHTHdi {V:

> A-:.‘:“ 38002596 ;rf - o




11. JInzaiin kniHivHOro BUNpoOyBaHHs

12. OcHOBHI KpUTEPiT BKIOYEHHS

13. JlocnimkyBanui ikapcbkuii 3acio,
crocib 3acTocyBaHHs, cuia aii

14. Ipenapat nopiBHAHHS, 1034, cnocid
3aCTOCYBaHHA, cuiia aii

15. CynyrtHs Teparis

16. Kputepii ouiHkn epeKTHBHOCTI

Biakpure HenopiBHsUIbHE OJHOLEHTPOBE MeaiaTpuyuHe
JLOCIIJKEHHS

Y pocnipkenni Opanu  yuyacth AITH  4oJoBivoi abo
KiHovoi crati, Bikom Bia | Mmicaus no 12 pokis, 3i
CTATYCOM 3a IIKaI0K AMEPHKAHCLKOrO TOBApHCTBA
anectesionoris (ATA) I abo II. Kpim Toro, gocnimkysani
MaaM  NUUISraTH  TUIAHOBHM  MajiMM  XipypriuHum
BTPYYaHHSM (YPOJOriuHMM, 3arajibHUM, MIACTHYHHM Ta
oproneanuHuM; KkpoeosTpata Menme 10% of'emy
KpOBI).

Inaykuis  awecresiic  [uaykuito noumnanmn 3 70 %
N20/30% Oz nporarom woHadimeHwwe 30 cexyHa.
[TounHatouu 3 iHcniparopHoi KoHueHTpauii 3 %, piBeHb
KOHUEHTpauil aechaypany 30inbumyBanu Ha | % KoxkHi
30 cexkyHa 10 AOCATHEHHSA THCTIPATOPHOI KOHUEHTpaLii
Big 8 mo 10%. Ll KOHUEHTpaUild niATPUMYBaIH
nioHaliMeHIe 7 XBHIMH, a NoTiM 30iibinyBann Ha 1 %
koxkHi 30 CeKyHa [0 JOCATHEHHs KOHLIEHTpaLlii,
JOCTAaTHBOT [ POBEACHHS JTapUHIOCKONiT Ta iHTyOauii.
Miarpumanns anecresii: Anecres’il0 niaATPUMYBaIH
nechaypanom/70 % N20O/30 % Ox anst niATpUMaHHs
carypaitii O, Ginbine aGo pisHiit 95 %, BUMiproBaHOT 3a
JAOTNIOMOIOK  MyJAbCOKCUMETPIl, 3  KOHLEHTpalliero
necduiypany B KiHUI BUAKHXY, J0CTATHLOIO IS BIUIMBY Ha
aHecTe3il0. BUMipioBain KOHLEHTpALLIO B KiHLI BUAMXY i
3filicHIOBaNM  3meHineHHs abo  30inbLIEHHS  103M
aecuiypany BiANOBIHO 0 MPOTOKONY [MiATPUMAHHS
aHecTesil, NiABUILEHHS/3HHIKEHHS apTepiajJbHOr0 THUCKY
abo 4acToOTH CEPUEBUX CKOPOUYEHb.

Jlechnypan — ue HesaiimucTa pisMHa, Ky BBOAATH Yepes
BUIAPHUK.

H/A

Hemae Gyab-akux 06MexeHb 11010 3aCTOCYBAHHSA iHIIMX
nikapebkux 3acobiB y nepionepauiiinuii nepioa. Yeci
CYMyTHi npenapati, o Oy/JM NpU3HAYEHI, 3anucaHi y
BIAMOBIAHIH  iHAMBIAYaNbHIA  peecTpauiiiniii  KapTi
natieHra.

[HcnipatopHa KOHLEHTpaLis aecaypany Ta
KOHLIEHTpallil B KiHLI BWAMXY, reMOJAMHaMi4Hi Ta
pecnipaTopHi 3MiHHI, 3MiHHI BHMXOay 3 aHecTesii Ta
Bi/IHOBJICHHS CTaHy.

MEPEKAAAR 3POBAEHO
3r{AHv 3 OPHT IHANOM

AocT1oBIPHICTD
BEPENAAAY 3ACBIAYYD

Kinayeic H.B.
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17. Kpurepii ouinkn Ge3nexkn

18. CrarucTiHyHi MeTOIM

[ToGiuni seuma (I151), naGoparopui napameTpu ta sKicTb
iHAyKWiT aHecte3il (pednekcn 3 BepXHIX AMXaibHHX
HUISXiB).

Y3aransHeno aeMorpadiuni Aani, BKIIOYaOuM BiK, pacy,
crath, cratyc ATA, 3pict i macy Ttina. Takox
y3arajibHEHO TpUBAicTh Ail iHransauiiHux 3acobis.

EdekTHBHICTB: JaHi BCIX MALIEHTIB, fKi OTPUMYBaJIK
nikyBaHHs, Oyium BiIIOYeHi B aHali3 eeKTHBHOCTI.
3Hauyuli napameTpH, NoB'A3aHi 3 ePEeKTUBHICTIO, 3Be/ACHI
B Tabnuili Ta y3araabHeHi 6e3 npoBeAeHHs CTATHCTHYHHUX
tectiB. KiHueBi ToukH eQeKTHBHOCTI BKJIKOYAIH OL[IHKY
peakuii cy0'ekra Ha iHransuiini 3acobu nija yac onepauii.
OnucoBi CTATUCTHYHI TMOKA3HUKH PO3PaxoBYBaIH s
reMOJMHAMIYHUX |  pecripaTopHHX  napamerpis
(cucToniunmMit i piacTosiunmnii aprepianennit THek [CAT,
JIAT], uactora cepueBux ckopoueHb [HCC], catypauis
KucHIO [carypauis Oz]: iHTpaonepauiiiti 3MiHHI (Yac Big
BBEJCHHA JechaypaHy 10 BTPATH CBiIOMOCTI, cepejHs
KOHLEHTpalis aechaypaHy B KiHLi BHAMXY HA MOMEHT
BTPAaTH CBiZOMOCTI i Ha MoOMeHT iHTyOauil, cepenHs i
MakCMMalbHa KOHLUEeHTpauis aechaypany B KiHUi
BHIMXY): | mapameTpu BMXOAYy 3 aHecTesii (TpuBaiicTh
nepiofy Bil NPUIMHEHHS IHraMsUil 10 PO3MIIIOLIEHHS
oyeit 1 10 MOMEHTY, KOJIM nawieHT OyB 3/1aTHHI pearypaTty
Ha KOMaHIH, TpWBAJiCTH Nepiojly BiJ MepeBoay B
nicasonepauiifHy najaty A0 rOTOBHOCTI MauieHTa A0
Bunucku). Takox ouiHOBaIK iHTpaonepauiiti crnorajim.
["emoauHamiuHi Ta pecnipaTopHi napameTpH
nigcymoBati nig 4ac ¢as AocHiKeHHs — 10 IHAYKLUIT
aHecTesii, MNpoOTAroM IHAYKUWii Ta nicas  pospisy.
Buytpimnbocy6'ekTHi  cepeani, MaKcHMalbHI  Ta
MiHIMaIbHI 3HAueHHs Ha eTanax IHAYKUil Ta mnicas
po3pi3y y3arajibHEHi 3 BHUKOPHUCTAHHAM CTaTHCTHYHHX
MOKA3HUKIB (HANPUKIIA/L, CePeHE 3HAUCHHA, CTaHapTHE
siaxuienus [CB], npoueHTHI, MiHIMYM Ta MAKCHMYM).
[ToKa3HMKK TPUBAJIOCTI y3arajibHEHi 3 BHUKOPMCTAHHAM
MmediaHM, cepeiHboro 3HauenHs, CB, wminimymy Ta
MaKCUMYMY.

besneka: T[loGiuni sBuina koaysanu 3a MeanuHum
CIIOBHUKOM /U151 peryastopHoi AisibHocTi (MedDRA). B
aHautiz Oe3nexku Oy/IM BKJIIOYEHI aHi BCIX MALEHTIB, AKi
OTpHManu npenapar. 3aransHe pestome nauieHrtis 3 [151.
[T Takox po3noaineni Ha kateropii Tsoxkkux [15, [151, ski
Oynu npuHaiiMHI Bi/y1aJIeHO TOB'A3aH1 3 JOCIKYBAHUM
npenapatom, [151, aki npussesn 10 NPUNMHEHHSA y4acTi B

jpocnijukenni, ta [15, mwo npuseenu 10 neTanbHOrO

magky. Bei sapeectpoani [151 Gynu y3aranbHeni 3a
dap. cucremu  opradie  (KCO), 3a TtepmiHOM

yro  BUkopHcTaHHs. [| g BEgyuKv 3 PORREHD 1M
@ BiACOTOK mauicyigaps! FPPRINHAAOWO

Nl
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suite. Yci 15 nasespeni B nepeniky, a s 3nauymnx [
(nanpuknaa, Ttakki  [15, [, wo npussenn a0
NMPUNMHEHHs  ydyacTi B JOCHiIKeHHi  Ta/abo
FOCIITaNI3aLLiT) TAKOMK CTBOPEHO OKpeMi Nepeik.

19. JlemorpadiuHi nokasHUKH Cepenniii BiK m0cHipKyBaHux craHoBuB 3,6 poky. Bei

JIOCIIKYBAHOT nonyJsuii (cTarth, BiK, yuacHuku Oynun esponeoinnoi pacu (60 [100 %] oci6),

paca, TolLo) GiabwicTs 3 HUX Oynu yonosivoi crari (50 [83,3 %] ocib).
Binsuricte nauienTie manu nokazHuk ATA I (59 [98,3 %]
ocib).

20. Pesynbrati epeKTHBHOCTI Cepenniii CAT 3uususcs 3 109,6 MM pr.cT. HA BUXiZHOMY

piBHi 10 99,3 MM pT.cT. M yac iHAYKLUIT (B cepeiHboMYy),
o B cepeaHbomy Ha 8,4 % HWKYE BHXIJHOrO piBHS.
[Ticns po3pisy (B cepearbomy) cepenniit CAT craHoBMB
954 mm prcr. (B cepeanHsomy Ha 12,0 % Huxkue
puxianoro pisusi). Cepenniii JIAT 3nu3uses 3 67,1 MM
PT.CT. Ha BUXigHOMY piBHi g0 49,0 MM pT.CT. mig 4ac
iHAYKUIT (B cepeaHbOMY), 110 B cepeanbomy Ha 24,4 %
HIKYe BUXiaHoro piBua. [licas pospisy (B cepeaHboMY)
cepeaniii CAT cranoBus 44,3 MM pT.cT. (B cepeiHbOMY
Ha 31,5 % HuMUe BUXIZHOTO PiBH:).

Cepeanst UCC 3um3unacs 3 117,1 ya/xB Ha BUXiZHOMY
piBHi 10 113,1 ya/xB nig yac iHaykuii (B cepeaAHbOMY),
o B cepeaHbomy Ha 0,4 % HWKYe BHUXIAHONO PiBHH.
[Ticns po3pizy (B cepeanbomy) cepeans YHCC cranosuia
122.4 yn/xs (B cepeanbomy Ha 9,0 % BMINE BHXiZAHOTO
piBHS).

Cepenns carypauis Oz suusunacs 3 98,1 % Ha BuxigHomy
piBHi 10 97,5 % nia yac inaykuii (B cepeanbomy). Ilicns
po3pi3y (B cepeanbomy) cepeans catypauis Oz craHoBHa
98.8 %.

Cepennst Temneparypa Tina 3uu3unaca 3 36,72 °C na
BUXITHOMY piBHI g0 36,66 °C nigx wac inaykuii (B
cepeHboMy), 1o Ha 0,16 % HHKUYE BHXIAHOrO PiBHA.
[Ticns pospizy (B cepeHbOMY) CEpeHs Temieparypa
Tina craHoeuna 36,48 °C (na 0,65 % HuxKYe BHXIiAHOTO
piBHA).

Mepniana nepioay Bia BBejaeHHs aecuypaHy 10 BTpaTH
ceijomocti  craHoBuna 2,08  xBuwimHu.  Cepeans
KOHLEHTpalis AechaypaHy B KiHLI BHAHXY HA MOMEHT
BTpaTH  cBizomocti  cradHoBuiaa 5,13 %. Cepenni
KOHUEHTpauii aecaypany, iHcrnipaTopHa Ta B KiHL
BMAMXY, Ha MOMEHT iHTyOauii cranosuin 12,96 % Ta
12,48 % BianorinHo. CepeaHi 3HauyeHHs cepeaHbOi Ta
MAKCHMgaistition,  iHTPAONEPALLiiHOT KOHLEHTpaLii

[TEPEKAAR 3POBAERO
3r1AHe 3 OPNT IHANOM
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Mepiana TpUBaaoOCTI nepioay BiA NPUITMHEHHS Mojauyi
iHranauiiHoro 3aco0y 10 po3MIOLIEHH O4Yel CTaHOBH/IA
9,0 xBuMH; MejiaHa uacy A0 MOXKJIMBOCTI Malli€HTa
pearysatu Ha komanam craHoBuia 10,0 xsunun. Cepenns
TPHUBAICTH Bijl MEPEBOAY B Micasonepauiiny nasary 1o
FOTOBHOCTI 10 BUNUCKHM cTanoBuna 15,5 xsunun. Konen
NalieHT He MOBIIOMMB NPO iHTpaonepauiitti cnoraam.

e 3arasom y 46 yuacuukis (76,7 %) cnocrepiranocs
moHaimenme 1 [T5 nix yac pocimkeHHs.

e Haiiuactime 3apeectpoBanumu [15 3a Tepminom
MepeBaXKHOr0 BHKOPUCTAHHSA Oyiu JIapHHrocnasm
(41,7 %), xawens (40,0 %), pecnipatopui poznaau
(23,3 %), Opaauxapnis (8.3 %), npoayKTHBHHI
Kawens (5,0 %) Ta nynora (5,0 %).

e 3aranom y 46 ocib (76,7 %) sunukio [15, ske Oyno
3apeecTpoBaHe AK MoB's3zaHe (BiAJaneHO, MOMKIMBO
abo MOBIpHO) i3 3aCTOCYBAHHAM JOCIIiKYBaHOIO
npenapary.

e 3araom y 16 pocnimkyBanux (26,7 %) BHHHKIO
wouaiimenme 1 Tokke TS, Hadivacriwe
3apeecTpoBaHUMH TsoKKUMH TS Gynm napunrocnasm
(11 nauienTtis) Ta kawensb (5 nauienTie). Yci sasuia
OLIHEHI  JOCHIAHMKOM K  iMOBIPHO/MOMKIMBO
MOB'A3aHI 3 10C/IUKYBAHHM TMpenapaToMm, i CTaH ycix
JOCTIKYBAHUX Bi/THOBHBCH.

e JKoaHomy y4acHUKY He MPHIHHEHO 3aCTOCYBaHHS
JOCIIKYBaHOTO npenapaty yepes [151.

e [lix yac UBOro AOCHIIKEHHS JIeTalbHUX BUNIAAKIB HE
3adikcoBaHo.

22. BUcHOBOK (3aK/IHOUEHHS) e Jlani mwono edeKTHBHOCTI BiAMOBIAJIM CYYaCHHUM

3asaBHUK (BIIACHHK
peecTpauiiHoro
MOCBI4YEHHS)

xXapaktepucTHKam edeKkTHBHOCTI AechaypaHy.

e 3acrocyBanns aecaypany Oyno Gezneunnm i nobpe
NepeHoCHIocs NalieHTamu AuTsdoro Biky (Bia |
Micsaus 10 12 pokiB), IKHM NPOBO/IMIIK MJIAHOBI Mali
Xipypriuni  BTpyvaHHs  (ypoJjoriuni, 3arajbHi,
MJIACTHYHI Ta OPTOMNEAHYHI; KPOBOBTpaTa MEHLIe
10 % ob'emy kpogi). [lani 3 Geznexwu, 3i6pani B LiboMy
JLOCIIJIPKEHHI, BIANOBIAAIOTH Cy4acHUM
xapaktepucTukam Ge3neku aechypaHy i He BUABHIH
OyAb-KHX HOBMX curHajiie abo ocobaupocTei o0
OesnekH.

Mignue: Ixkeccika Cparex

Enextponnuii nignuc: [Iieccika Cparex
[Tiacrasa: 5 s3aTBepkyio ueit 10KyMeHT
Jlara: 18.01.2024 19:03 CST
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