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GIRIS

* Plevral enfeksiyon ABD ve Birlesik Krallikta 1 yilda yaklasik 80.000 kiside
goriulmektedir.

* insidans zamanla 2-4 katina cikmstir.
e 30 glinliik %10, 1 yillik mortalite %20 artmistir.

* GOgus tupu ve genis spektrumlu antibiyotik tedavi ile yapilan standart tedavi
yaklasiminin %33,5" i basarisizlikla sonuclanmistir .

* Bu tur hastalar doku plazminojen aktivatora (tPA) ve deoksiribonikleaz (DNase)
kullanilarak yapilan IET metodu ile ya da cerrahi ile tedavi edilmistir.



* VATS teknik olarak minimal invaziv bir girisim oldugundan potansiyel olarak cerrahi
mudahaleye uygun poptlasyonu genisletmistir.

* Ancak yapilan %eni§ vaka calismalari ameliyat olan olgularin daha geng ve yandas
hastaliginin daha az oldugunu gostermektedir.*

. ]Ic<ontrols[]z bir plevral sepsisin mortalitesi cerrahi ve anestezinin genel risklerinden daha
azladr.

* Cerrahi mudahalelerdeki gecikmeler torakoskopiden agik cerrahiye gecisi artirmaktadir.
Bu nedenle erken cerrahi midahalenin daha faydali olacagi fikri dogmustur.

e GOgus tupu drenajiile cerrahiyi karsilastiran 2 RKC ilk basamakta yapilan cerrahi
tedavinin hastanede kalis stresini azalttigini gdstermistir.

*1.Rahman NM, Maskell NA, West A, Teoh R, Arnold A, Mackinlay C, et al. Intrapleural Use of Tissue Plasminogen Activator and DNase in Pleural Infection. New England Journal of Medicine /MIST-2
2.Maskell NA, Davies CWH, Nunn AJ, Hedley EL, Gleeson FV, Miller R, et al. U.K. Controlled Trial of Intrapleural Streptokinase for Pleural Infection. New England Journal of Medicine /MIST-1



GIRIS
e MIST -2 IET calismasi 600 den fazla hastayi kapsamistir.

* Bununla IET nin ,ameliyat ihtiyaci ve hastanede kalis stiresini azalttig
gorulmaustar.

* 1850 hastada yapilan cok merkezli retrospektif bir calismada IET ile tedavi
olan hastalarda kanama komplikasyonunun diisik oldugu (%4,2) ve major
komplikasyonlarin izlenmedigi gorialmustur.

* Bu nedenle hem cerrahi hem de IET, sonuclari iyilestirmek icin tedavinin
erken doneminde etkili midahaleler olarak goriinmektedir.



YONTEMLER

e 1.Calismanin Tasarimi ve Katilimcilar

* MIST-3 calismasi, 3 yilda ,Birlesik Kralliktaki 8 merkez ,33 kurumu
iceren cok merkezli ,3 kollu, randomize, cift kontrollt bir calismadir .



YONTEMLER

Dahil Etme Kriterleri Dislama Kriterleri
1.Klinik olarak plevral efflizyonu olan hastalar 1.ilk mudahale ile tam iyilesme saglayan hastalar
2.Plevral sivinin 6rneklenmesi ve tlip torakostomi 2.Plevral sivinin érneklenmesinden 24 saat

Eegmesine ragmen standart tedavinin
aslanmadigi hastalar

3.0rneklenen plevral sivinin piiriilan olmasi, direkt boyamada
gram (+) enfeksiyon olmasi ,kiltlirde bakteri iremesi ya da plevral
sivi Ph <7,2 olmasi .

4.Ates yuksekligi ve kanda Crp ve Wbc yuksekliginin devam
etmesi,plevral mayi varligi ile sepsisin devam etmesi

5.0nam formunu doldurmus istekli hastalar

Hastalara uygulanacak tedavi 1:1:1 oraninda randomize olarak segilmistir



Diagnaosis DAY 1 pst chest
Suspected : . JAY 1 post ches
pleural conimed drain = residual

infection

standard care collection OR

initiated persistent sepsis?

Early IET
[tPA + DiNase)

Continue standard
care

Early surgical
opinion (VATS)

*Minimization for site and RAPID category




YONTEMLER

e 2.Mudahaleler
* Randomizasyondan sonra tedavi en kisa surede baslatildi.

e Standart Tedavi grubundaki hastalar BTS klavuzuna gore tedavi edildi.

* |[ET grubundaki hastalara 72 saatte en fazla 6 doz olmak kosulu ile gdgiis

tupu yolu ile intraplevral tPA(10 mg) ve DNase (5 mg) verildi. (tPA dozlari
bireysel vaka bazinda azaltildi)

* Cerrahi grubunda olan hastalar hastane cerrahi ekibi tarafindan (yoksa

anlasmali yakin merkezli cerrah tarafindan )degerlendirilerek uygun ise
ameliyata alindi.



* Klinik olarak farkli bir midahalenin kabul edilmesi durumunda capraz
gecise izin verildi.

* 3 grupta ; standart tedavi grubunda olup IET/ VATS uygulananlar,IET
grubunda olup klinisyenin tedavi olmadigi distntltp tedavi degisikligi
vaptigi hastalar ve VATS grubunda olup 48 saat icinde opere olmak
istemeyen hastalar arasinda gruplar arasi gecise izin verildi.



YONTEMLER

* 3.Sonuclar

* Birincil sonuclar; 3 kolda olgularin randomizasyon uygunlugunun
degerlendirilmesidir.

* Baglangig kriterlerine gore randomizasyonu kabul eden olgularin .
oranlari,taranma oranlari ve ¢alismaya devamlilik oranlarini icermektedir.

e ikincil sonuclar; hastanede kalis stresi ,yeniden yatis sikligi, yeniden

mudahale gereksinimi, gorsel analog agri skorlari (VAS) ve yasam kalitesini
icermektedir.

e Tum ayrintilar online suplementte vardir.



YONTEMLER

4 .Veri Toplama

Temel klinik veriler kayit sirasinda toplandi.

* Hastanede kalis stiresi randomizasyon tarihinden itibaren hesaplandi. (Taburcu tarihi baz alindi .Taburculuk
oncesi olan 6limler dahil edilmedi.)

* Takip, her bir kolda tedavinin erken ve gec etkilerini de izlemek icin istege bagli sirasiyla 2.hafta-2.ay ile 6.ay
arasinda yapildi.

 Hasta depresyonu, Hastane Anksiyete ve Depresyon Olcegi (HADS) kullanilarak hesaplandi.
e EQ-5D-5L dlguimleri kullanilarak saghk hizmeti puanlari degerlendirildi.

. Ullgslargrl?jﬂ Fiziksel Aktivite Anketi(metre/dk cinsinden IPAQ) ile baslangic,2 hafta,2 ay, 6 aylik degisimler
takip edildi.

e Agri skorlari 100 mm gorsel analog skala (VAS) kullanilarak 6lctldu.



YONTEMLER

* 5.Covid 19 Etkisi
* Mart 2020 de Ingiltere’de ilk dalga basladi.

* COVID-19 ile Birlesik Krallikta plevral enfeksiyon ile hastaneye basvuru
orani ve ¢calismaya alim orani dustu.

* COVID-19 kapsaminda zamaninda ameliyata alma veya midahale etme
imkani azald.

* COVID-19 bazli calismalara yonelim arttigi icin bu calismaya vaka alimi
zaman aldi.



Figure E1 - Trial Recruitment
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Figure 2 — CONSORT diagram from screened to analysis
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Table 1 — Baseline characteristics according to treatment groups

Characteristics

Standard Care (n=21)

IET (n=19)

Apge, years - madian [HOR) L2 (51-—72) 66 [596 — 71} &6 [59 — 74)
Male sex 13 (61.9%C) 14 [73.7%) 11 (55.0%)
RAPID score
O to 2 | Lowe) 9 (42.9%) 9 A7 4%) 9 (4503 )
3 to 4 |Moderate) B (38 1%) 7 [326.8%) 7 [35.0%)
S to ¥ [High) 4 (19.0%) I |15.8%) 4 (20003 )
Comorbidities
Respiratory disease H(38.1%) 4 (21.1%) & [20%:)
Gastro-intestinal 7 [33.3%) T (7F7.B%) 2 (40%:)
Renal 2 (9.5%) 2 | 10.5%) 2 (10 )
Cardiac 2 (IB.1%) 10 [52.6%:) 10 [S0%:)
Pleural fluid characteristics
Purulence 10 (47.6%) 11 [57.9%) 7 [35%:)
Micro positive G |2E.6%) 4 21.1%) 5(25%)
Pleural fluid pH
hMedian 5.98 &.90 7.03
l IR (6.89 - F7.17) (6.74 = 7.03) (6.B0— 7.25)
Pleural fluid LDH [IWSL)
Median 1160 1650 1660
IOR (172 = 2160]) (B20 — 4360) (&00 = 000
| Chest tube size
12F 17 (B1.0%) 14 [73.7%) 18 (90.0%)
16F 1 {4.8%) 0 {3} O (%)
18F FI{14.3%) 4 21.1%) 2 (100 )
Other 0 {3) 1 ({5.3%) O (%)




Table 2 - Feasibility outcomes

Screened
178

Eligible Not Eligible due to being a quick Quick responder rate
responder®

110 13 12% (95%Cl 6% - 19%)

Actual Eligible Randomised Randomization Rate*
97 &0 62% (95%CI 54% - b6%)
Survivors to discharge Completed hospital discharge Retention to discharge’

58 58 100% [!*59&::1 100% - 100%)

Survivors to 2-weeks Completed week 2 follow-up Retention to 2-weeks'
58 49 Ba% [15%EI 73% - 93%)

* Quick responders are those screened, not eligible as they did not have a residual collection on day 1 or CRP

dropped by more than one half

¥ Randomised out of actual number eligible

+ Number who completed hospital discharge/number of survivors

T Number who completed 2 week/number of survivors to 2 weeks post discharge

-—’ 2 aylik takip tamamlama




Table E1 - CRF completeness at 2 weeks, 2 months and &6 months

Completeness Standard IET [M=1%9]) Expected Completed Completion

of CRF Care i ] {m)? {m) Rate [%&)°

(n=21)

17 (81.0%)

15 (78.9%)

17 (85.0%)

IPAQ 17 (81.0%) 13 (68.4%) 16 (B0.09%6) 58 46 75.3%
EC-5D-5L 17 (81.0%) 14 (73.7%) 16 (B0.09%6) 58 47 81.0%
2-month CRFs
*
Follow-up 18 (85.7%) 15 (78.9%) 16 (B0.09%6) 56 49 87.5%
IPACL 17 (81.0%) 13 (68.4%) 17 (85.0%6) 56 a7 83.9%
ECk-50-51 17 (81.0%a) 13 (68.4%) 17 (85.0%6) 56 a7 83.9%
6-month CRFs
s
Fallow-up 14 (66.7%) 11 (57.9%) 11 (55.086) 55 36 65.5%
IPAQ 14 (66.7%) 13 (68.4%) 12 (60.0%) 55 39 70.9%
EC-5D-5L 14 (66.7%) 13 (68.4%) 12 (60.0%6) 55 39 70.9%

“Corbcwkrfad’ as purmber comadated divided by octunl peopls that eere alive up o that Siree point

rThese are excleding thase foce to foce foliow-we oala Thal cowld nol be esxtrached durimng T ponceymic
Fhlwrmber of sirvivors up o this Tinre poiab
5 The follow-wp visits of & manihs & opiional.



Table 3 - Compliance with study intervention

Standard Care (n=21) IET (n=19) VA
Recelved as randomised"
Yes 10 (47.6%) 12 (63.2%) 10 (50.0%)
No 11 (52.4%) 7 (36.8%) 10 (50.0%)
Treatment(s) recelved during
hospital stay
No VATS or IET 10 (47.6%) 2 (10.5%) 9 (45.0%)
IET 7(33.3%) 15 (78.5%) 1(5.0%)
VATS 4 (19.0%) 0 (0%) 8 (40.0%)
IET +VATS 0 (0%) 2 (10.5%) 2 (10.0%)

*Genel Tedavi Uyum



Table 3 - Compliance with study intervention

Standard Care (n=21) IET (n=19)
Received as randomised”
Yes 10 (47.6%) 12 (63.2%) 10 (50.0%)
No 11 (52.4%) 7(36.8%) 10 (50.0%)
Treatment(s) received during
hospital stay
No VATS or IET 10 (47.6%) 2 (10.5%) 9 (45.0%)
IET 7(33.3%) 15 (78.9%) 1(5.0%)
VATS 4 (19.0%) 0 (0%) 8 (40.0%)
IET +VATS 0 (0%) 2(10.5%) 2 (10.0%)

*Standart tedavideki uyumsuzluklar ;
Klinisyenin hastanin daha fazla miidahaleye ihtiya¢c duydugu endisesinden kaynaklaniyordu.



Table 4 - reasons for non-compliance with intervention

Standard Care (n=21)
Kanama riski Patient intolerance X 3(15.8%) 0 (0%)
Complications x 0 (0%) 0 (0%%)
\ Unavailability of staff to administer X 0 [0a) 0 [ 0%%a)
Clinician choice X 4(21.1%) 0 {0%%)
/ Operator access X 0 (0%) 0 (0%)
Theatre access X 0 (0%%) 0 {0%%)
Subdiyafragmatik Anesthetic risk deemed too high X 0(0%) 2 (10.0%)
gecis endisesi Clinician choice (improving/no longer X 0 (0%) 7 (35.0%)
required)
Surgical capacity X 0 (0%) 1(5.0%)
Not Applicable 21 (100%) 12 (63.2%) 10 (50.0%)




Table 4 - reasons for non-compliance with intervention

Standard Care (n=21)

Patient intolerance X 3 (15.8%) 0 | 0%a)
Complications x 0 (0%) 0 (0%%)
Unavailability of staff to administer X 0 (0%) 0 {0%%)
Clinician choice X 4(21.1%) 0 {0%%)
Operator access X 0 (03:) 0 (0%%)
Theatre access X 0 (0%%) 0 {0%%)
Anesthetic risk deemed too high X 0 |0%) 2 (10.0%)
Clinician choice (improving/no longer X 0 {0%a) 7 (35.0%)
reguired)

Surgical capacity X 0 (0%) 1(5.0%)
Mot Applicable 21 (100%) 12 (63.2%) 10 [50.0%) \

Anestezi ylksek risk

Klinik iyilesme

Alet yetersizligi



Table EZ = Details of intervention - IET

Standard Care (n=21) IET (n=19) VATS (n=20)
IET
N, Mean (5D] | 7, 1.7 (1.4) 14, 0.6 (0.6) 3,2.0(1.0)
Median(IQR) 1.0(1.0, 2.5) 1.0{0.0, 1.0) 2.0(1.5, 2.5)
Range 0,4 0,2 1,3
Mumber of total IET dosés
received (max=6)"""
| 1(14.3%) 0 (0%) 2 (66.7%)
2 2 (28.6%) 1(5.9%) 0 (0%)
3 1(14.3%) 2 (11.8%) 0 [0%)
4 1({14.3%) 3 (17.6%) 1(33.3%)
5 1(14.3%) 1(5.9%) 0 {0%)
6 1(14.3%) 7 (41.2%) 0 (0%)
— et E—— 0 {0%) — 317 e 0 [0%)
Mean(5D) | 3.3(1.8) 4.8(1.4) 2.0(1.7)
—Time to irst dose of IET
Within 24 hours 1(14.3%) 6 [35.3%) 0 (0%)
24-48 hours | 3 (42.9%) 7 (41.2%) 1(33.3%)
> 48 hours 3 (42.9%) 1(5.9%) 2 (66.7%)
Missing 0 [0%) 3(17.6%) 0 (0%)

*IET kolundaki ¢calismadaki 59 tPA dozunun %68’I 10 mg,%32’si 5 mg idi.



Table 3 - Compliance with study intervention

Standard Care [n=21) [ET {n=19)
Recelved as randomised’
Yes 10 (47.6%) 12 (63.2%) 10 (50.0%)
No 11 (52.4%) 7 (36.8%) 10 (50.0%)
Treatment(s) received during
hospital stay
No VATS or IET 10 (47.6%) 2 (10.5%]) 9 (45.0%)
IET 7(33.3%) 15 {78.9%) 1(5.0%)
VATS 4(19.0%) 0 (0%) 8(40.0%)
IET +VATS 0{0%) 2 (10.5%) 2 (10.0%)

Tedavi basarisizlig

Bekleme asamasinda

*VATS olan higbir hastada torakostomiye gecilmedi.



Table E2 — Details of intervention - IET

Standard Care (n=21} IET {n=19) VATS (n=20)
IET
N, Mean (SD) 7, 1.7 (1.4) 3, 2.0 (1.0}

[ Mediangar) | 1.0(1.0, 2.5) [ 10000, 10 | [zoiLs, Im
— Wange 0,4 0,2

Mumber of total IET doses
received (max=6)1""

1 1 (14.3%) 0 (0%) 2 (66.7%)

2 2 (28.6%) 1(5.9%) 0 (0%)

a 1(14.3%) 2 (11.8%) 0 (0%)

4 1 (14.3%) 3 (17.6%) 1(33.3%)

5 1 (14.3%) 1(5.9%) 0 [0%)

6 1(14.3%) | 7 (41.2%) | 0 (0%)

Missing 0 (0%) 3 (17.6%) 0 (0%)

Mean(SD) 3.3 (1.8) 4.8 (1.4) 2.0(17)
Time to first dose of IET™

Within 24 hours 1(14.3%) | 6(35.3%) | 0 (0%)

24-48 hours 3 (42.9%) 7 (41.2%) 1 (33.3%)

> 48 hours 3 (42.9%) I 1(5.9%) | 2 (66.7%)

Missing 0 (0%) 3 (17.6%) 0 (0%)




Table E3 — Details of intervention — VATS

Standard Care (N=21)
Details of intervention

Time to intervention in days

VATS Surgery
M, Mean [SD) 4, 7.2 |6.7)
Median(IQR) 5.0 (4.2, 8.0)
Range 2,17
WVATS Operation

Was operation conducted
VATS 4 (19.0%)

Operation within 3 days of 1 {25.08:)
randomisation [N, %]**

DOperation within 5 days of 3 (75.056)
e

*Miidahale Zamani

IET (N=19)

2, 10.5 (6.4)
10.5 (8.2, 12.8)
6,15

2 (10.5%)
0 (03]

o (o3%)

VATS (n=20)

10, 5.8 (9.4)
3.5 (1.2, 4.0)
1,32

10 (50.0%)

5 (50.0%)

8 (80.0%)




e Calisma poptulasyonunda genel ortalama Table E4 - Length of stay comparison between intervention arms (p-value)
tedavi stresi 9 guindu.

* RAPID kategorisine gore tedavi suresi m

disik 6 gin ,orta 8.5 glin ,yuksek 13 Standard care vs IET 0.52
gundd.

Standard care vs VATS 0.43

e Ortalama tedavi suresi standart tedavide IET vs VATS 0.62

10 giin,IET’de 7 giin VATS'da 7 giind{i.



Table 5 — Further admission and surgery

Standard Care (n=21) IET (n=19) VATS (n=20)
Further hospital admission 5 (23.8%) 5 (26.3%) 6 (30.0%)
Further intervention
Surgery 1 (4.8%) 0 (%) 1 (5.0%)
Chest drain 0 (%) 1(5.3%) 1 (5.0%)
Other 1 (4.8%) 1(5.3%) 0 (%)

*Taburculuk sonrasi miidahale 3 grupta benzerdir.



Table 6a— All-cauze mMmaoartality betwesan treatment groups

12 aylik genel

Mortality 1 (a.8%) | 1 (5.3%) | a4 (20.0%) mortalite %10

Muortality befare discharge o0 2] O (3] 2 (L0.05a)

Days on trial reedicon (OE) 59 (59, 53] 174 (174, 174) SE (20, 11%)

Table &b — Treatment details for participants who died during the trial

Follswe—uap poin@ at Final cause of death

thee tirme of death

1 WATS Mo WATS or IET 23 days before discharge Aspiratiom
Preeurmonia
- Standand Carne Mo WATS or IET 50 dlay's v rmonths Septic shock

secondary to
CEEFTILMiDy Soguineo
PE UMk o a8
backgrownd of aowte
rryeloid lewkemia
ared chronic kidney
diseass

3 IET IET 174 days Sin meonths Matural death in
nursing home

4 WATS Mo WARTS or IET D2 days wo rmonths PAorastatic humng
Carmer
5 WATS Mo WATS or IET 1ES days twwelve meonths Subdwral hematoma
[ WATS wATS 1 dlays before discharge Large
retropEeritoneal
hermatoma

seComeiary Lo hepatic
artery nupture™

*Heported SAE



Saghkli Yasam Kalitesi ve Fiziksel Aktivite :

Randomizasyondan sonraki 1-2.gtinde tium calisma genelinde HADS puani 16,7 idi.

Table 5 - Hospital Anxiety and Depression Scale (HADS), (N,Mean(sD))’

Standard Care (N=21) |ET (N=19) VATS surgery (N=20)

Aty 20,83 5.8) 18,76(54) 18,79 (4.)

Depression 20,85(5.8) 18,87(6.0) 18,8643

HADSoverallscore | 20,168(99) || 18,159(103) || 18,175(80)

Gruplar arasinda anlamli bir fark yoktu.




Table 7 — EQ-5D and pain scores

2 ayda en buylk iyilesme

Standard care (n=21) IET [mn=19) VATS (n=20)
mean (SD) mean (S0) mean [(S0D)
EQ-5D utility index""
Baseline 0.485 (0.181) 0.351 (0.157) 0.382 (0.159)
2 weeks 0.629 (0.232) 0.704 (0.223) 0.591 (0.276)
2 months 0.616 [0.289) 0.833 (0.1286) 0.587 (0.354)
EQ-5D VAS™
(Patient perception of overall health)
Baseline 49.9 (20.7) a5.1 (16.2) 54.2 (23.8)
2 weeks 59.5 (29.1) 67.7 (14.2) 66.2 (17.0)
2 months 63.6 (25.8) 79.5 {16.0) 72.0 (19.2)
Pain score post tube insertion 32.8(16.8) 36.4 (19.0) 29.2 (14.5)
Pain score in 2 months post discharge 19.4 (8.2} 4.9(2.1) 22.2(9.5)

*EQSD WAS scores range from O (worst possible health) to 100 (best possible health)

" EQ-5D utility scores range from 0 to 1 with 1 representing perfect health and 0 equivalent to death. Participants who died
prior to an EQS5d measurement time point utility scores were imputed as 0.

*Saglikh yasam anketinde EQ-5D fayda indeksi puanlari 0(6liim esdegeri) ile 1 (miikemmel saghgi temsil eder)
arasinda degisir.



2 ayda agri skorunda en iyi diisme

Table 7 — EQ-5D and pain scores /
ard ca i
mean (SD} mean (50) mean (5D}
EQ-5D utility index"*
Baseline 0.485 (0.181) 0.351 (0.157) 0.382 (0.159)
2 weeks 0.629 (0.232) 0.704 (0.223) 0.591 (0.276)
2 months 0.616 (0.389) 0.833 (0.126) 0.587 (0.354)
EQ-5D vAS™
(Patient perception of overall health)
Baseline 49.9 (20.7) 45.1 (16.2) 54.2 (23.8)
2 weeks 59.5(29.1) 67.7 (14.2) 66.2 (17.0)
2 months 63.6 (25.8) 79.5 (16.0) 72.0 (19.2)
Pain score post tube insertion 32.8 (16.8) 36.4 (19.0) 292 (14.5)
Pain score in 2 months post discharge 19.4 (8.2) 4.9(2.1) 22.2 (9.5)

*EQSD WAS scores range from O (worst possible health) to 100 (best possible health)

" EQ-50 utility scores range from 0 to 1 with 1 representing perfect health and 0 equivalent to death. Participants who died
prior to an EQ5d measurement time point utility scores were imputed as 0.

*Yatan hastalarin ortalama agri skorlari tiim miidahalelerde yiiksekti.

*EQ-5D fayda indeksi,EQ5D 100mm VAS ve Agri skorlari baslangig ile 2 aylik donem karsilastirildiginda gruplar arasi benzerdi



Table £6 - Pef protocol analysis of haspital readmission and/of relntervention

Wk imFy 6mFU TOTAL
Standard care 10 210 110 5/10=50%
IET )15 35 s 115=47%
VATS 10 10 0/10 =10

*6 ayda ileri miidahale gerekliligi ;standart tedavide %50 ,iIET’de %47, VATS ile %20’dir.



Guvenlik ve Yan Etkiler

* Ameliyat olan ve ameliyattan 10 giin sonra ex olan 1 VATS hastasinda ciddi bir yan
etki meydana geldi.

* Hastada ameliyat sonrasi akut bobrek hasari gelisti.

* Hepatik arter hasarina sekonder buylk bir retroperitoneal hematom oldugu
tespit edildi.



Table 8 = Adverse events according to treatment received.

Standard Care

(n=21) ) .
Number of participants with probably or possibly related 1(4.8%) 3 [15.8%) 0 (0%)
AEs’
Pain 0 2 0
Acute Kidney Injury (AKI) | 1 0 0
Dizziness/presyncope 1] 1 1]
Other | 0 A~ 0
mber of participants with unrela > b [28.6%) 7 [36.8% 5
omber o ated A ) o
C Pain ) 1 4 ) 1
Glupset (nausea/vomiting) 2 3 0
Transient delirium or confusion | 1 0 1
Acute Kidney Injury 0 0 2
Swelling/erythema around drain site | 0 0 1
Other b 5 3
"Wumber of participants reported ot least one AE

*Ciddi olmayan yan etkilerin ¢ogu iET kolundaydi ve en yaygin olay agriydi.



TARTISMA

* Tedavinin erken déneminde IET ve cerrahiyi karsilastiran bu calismada ;plevral
enfeksiyon tedavisi olarak erken donemde standart tedavi disinda daha agresif
vaklasimlarin tedaviyi erken tamamlamada yararl bulunmustur .

* Aktif miidahaleler acisindan tedaviye uyum;cerrahi kolda %50, IET’de %79 idi.

* Hastalarin ameliyat olmamalarinin en sik nedeni VATS In risk /yarar dengesi ve
basarisizlik durumunda bir baska cerrahi mudahaleye gecilme olasiligidir.

* Bu calismada ameliyata secilecek adaylarin rastgele secimine hastalarin uyumu
tamdi ve anesteziden gecmeme olasiligi cok dustkta.



TARTISMA

C')(;\.Icekl)(.il.randomize calismalarla da karsilastirildiginda dahil etme kriterleri optimize
edilebilir.

Secim yanlligi nedeniyle 7.ve 8.dekatlarda da cerrahinin basarisini gbsteren calismalar
mevcut olup bu calismalar bu dekatlarda da gelistirilebilir .

Genel advers olaylar tim calisma boyunca %6,7 ile minimum dizeydeyd..

En yaygin advers etki IET kolunda olan agri ?ikayetiydi.UyguIama sirasinda artan agriya
ragmen ortalama agri skorunda azalma gozlenmesi ise ilgi cekiciydi.

Ikincil sonuclar arasinda dikkate deger bir bulgu ise hastanede kalis stiresiydi.(IET’de
ortama 1 gun VATS’da 3,5 gilin )



TARTISMA

COVID-19 salginin MIST-3 calismasinda etkisi hafife alinamaz 6l¢tideydi.

Salgin , yonelim noktasi degisiminden dolayi hastaneye plevral enfeksiyon nedenli
yatislari 1/3 oraninda azaltti.

Calismanin giiclui yonleri ;acik ,standardize edilmis plevral enfeksiyon tani kriterlerini
icermesi ve randomizasyondan once tibbi tedavinin basarisizliginin gosterilmesidir.

Her ne kadar calisma kicuk olsa ve de gruplar arasi tedavi farkhligi olsa da genel olarak
erken mudahalenin standart tedavi ile karsilastirildiginda kalis siiresi acisindan 6nemli
fayda sagladigi acikca gorinmektedir.

Daha genis ve kesin bir calismaya ihtiyac duyulduguna inanilmaktadir.



SONUC

Bu calisma ,erken intraplevral enzim tedavisi ile plevral cerrahide erken cerrahi
uygulamasini karsilastiran cok merkezli RKC’dr.

VATS ile hastanede kalis stiresinin kisalmasi enfeksiyon ve ise erken baslama
acisindan onemli yararlar dogurmustur .

IET ile agrinin erken ¢ozilmesi hastalarda olagan islere déntisu hizlandirmistir.

Bu calisma plevral enfeksiyon erken donem optimal tedavisinde baslangic tedavi
planlanmasi icin daha cok faz Il calismasina ihtiya¢ oldugunu gostermistir.



* TESEKKUR EDERIM...



