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EBOLA VIRUS HASTALIGI TEDAVILERININ
RANDOMIZE KONTROLLU CALISMASI




GIRIS

Agustos 2018

Kongo Demokratik Cumhuriyeti(KDC)-Kuzey Kivu ve lturi

Ebola virus hastaliginin onuncu salgini

1976’dan beri Zaire ebolavirls infeksiyonun ikinci en buylk salgini

2013-2016’da >11.000 6lUm

2018 Salgini: 2500 vaka /1650 6lim




GIRIS

WHO---Ebola Virls Hastaligi(EVH) eksperimental tedavi grubu
KDC yoneticileri
Uluslararasi komiteler

Deneysel tedaviler icin randomize kontrolli calisma plani

Bir sonraki salgina hazirlik...




Method

Calisma Dizayni

* PREVAIL Il calismasi--ZMapp (2017)

Zmapp (Ucli monoklonal Ab)

Remdesivir (Nikleotid anologu-RNA polimeraz inhibitori)

MADb114 (Ebola gecirenlerden hazirlanan tekli insan monoklonal Ab)
REGN-EB3 (li¢c tane insan IgG1 monoklonal Ab karisimi)

1:1:1:1 Randomizasyon

Z mapp yeni ajanlarla karsilastirildi




Method

 Kasim 2018----Uc¢ ajan
* Ocak 2019-----+ REGN-EB3

* Primer sonlanim noktasi: Ik 28 giindeki dlimler




Method

Tarama ve Randomizasyon
e Ebola virlis(EBOV) RNA tesbit edilen hastalar

Herhangi bir yas

Hamileler dahil
e Uc glin icinde RT-PCR pozitifligi

Baska bir tedavi almamis ( Deneysel asilar haric)—30 giin icinde

Nukleoprotein degeri: <22 : dlsuk viral yuk
>22 :yuksek viral yik




Method

Calisma prosediirii

Standart bakim

IV sivi

Gunluk laboratuar testler
Hipoglisemi ve elektrolit imbalansi
Antibiyotik, antimalaryal

Zmapp (Uc giinde bir 50 mg/kg, birinci giin baslanir)

Remdesivir (200 mg yikleme, 100 mg idame 9-13 glin)(viral yuke gore)
MAb114 (50 mg/kg tek doz)

REGN-EB3 (150 mg/kg, sadece birinci glin)




Method

* Primer sonlanim noktasi: 28 giin icindeki 6lim (Boschloo’s hipotez testi)
* Her bir grup icin 145 hasta (%80 power, tip | %5 hata)

* 185 hasta Zmapp, Remdesivir, MAb114 ve 170 hasta REGN-EB3
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Table 1. Baseline Demographic and Clinical Characteristics of the Trial Population.®

DN N N

AN

18 Yas ve listii (%74.4)
Kadin cinsiyet (%55.6)
Bazal viral yiik 24+5.6
Semptomlarin 5. giiniinde
basvuru(Diare, ates, karin
agrisi, bas agrisi, kusma)
Asilanma hikayesi (%25)
Malarya ile birliktelik (%10.2)
Serum kreatinin: 2.5+2.9
mg/dL

AST: 668+700 U/L

ALT: 379+464 U/L

Characteristic

Age —yr
Age group — no. &)
=5 yr
=7 days

>Syrto<l18yr
=18 yr
Fernale sex — no, (%)

Positive resulton pregnancy test— no. Jotal no. (%)
Weight — kg {6 withmissing data)

Patien treported vaccination with ivSVAG-Z EBOV .G P
— no./lotal o, (%0

<10 days before admission to the Ebola treatment
center

=10days bebore admission to the Ebola treatment
center

Timing not reported

Current lllnessl

Nudeogotein Civalue=22 — nojtotal no. (%)
Nuckoprotein Ctvalue (% with missing data)§

Glycoprotein Ct value (%€ with missing data)

Dayssince onser of symptoms (%6 with missing
cata)

Positive result for malana— noJtotal no, (%)
Serum chemical values (% with missing data)
Creatinine — mg/dl'§

Potassium — mmal/f liter
AST — U/litery
ALT— Ufliter

Vital sig ns (% with missing data)

Blood pressure — mm Hg
Systolic
Diastolic
Pulse — beatsfmin
Body temperature — °C
Fes plmtory mte — breaths/min
Cwygen saturation — %6

All Patients
(N=673)

28.8£17.6

26 (12.8)
5 0.7)

86 (12.8)
501 (74.4)
374 (55.6)
17/277 (6.)

47.0+19.3 (0.1)
155/620 {25.0)

80/155 (51.6)
60/155 (38.7)

15/155 (9.7)

2827670 (42.1)
24.0+5.6 (0.4)
28.5+4.9 (2.4)

5.543.5(L2)

S7/557 (10.2)

25+2.9 (186)
4.4+1.1 (30.5)
668 +700 (40.6)
3794464 (18.1)

106.9+17.5 (13.7)
70.3£15.0 (13.7)
98 2+20.8 (2.2
41,2 (L0
25.1+7.5 (4.6)
95.5+4.2 (5.2)

ZMapp
(N=169)

297+1638

20 (118)
2(1.2)
14 (3.3)
135 (79.9)
87 (51.5)
4/63 (6.3)
49.2419.2 (0)
41/154 (26.6)

21/41 (51.2)
18/41 (43.9)

2/41 (4.9)

70/168 (41.7)
23,4+5.2 (0.6)
28.3:14.7 (1.2)

5.623.6 (1.2)

12/ 140 (2.6)

29433 22.5)
4311 (34.9)
7674745 (43.2)
4044475 (21.3)

106,14 14.9 (8.9)
710+14.1 (89)
972+211 [2.4)
.5+ 1.2 06
24870 (5 9)
95731 5.3)

Remdesivir
(N=175)

29.6£17.2

16 (9.1)
2 (1.1)

25 (14.3)
134 (76.6)
98 (56.0)
6/77 (78)
47.8+17.7 (0.6)
43/156 (27.6)

18/43 (41,9)
21/43 (43.8)

4/43 (9.3)

73/173 (42.2)
23.8+53(1.1)
28.4+4 8 (2.3)

5.4:3.4 (2.3)

15/139 (10.8)

27+3.0 (17.7)
43:1.1(26.9)
7134702 (47.2)
3852471 (18.3)

107.2+18.5 (13.1)
70.7+14.4 (13.1)
972+20.0 (1.7)
WA L3(LY
24.6£6.9 (2.3)
96,4 43,9 (2.9)

MAb114
(N=174)

27,4185

26{149)
1 (0.6)

29 (16.7)

119 (68.4)

98 (56.3)

5/69 (7.2)
44.8419,8 (0)
36157 (22.9)

21/36 (58.3)
10/36 (273)

5/36 (13.9)

73/174 (42.0)

24.6:6,4 (0)

28.545.1 (5.2)
5.543.6 (0.6)

13/ 140 (9.3)

2.142.6 (17.2)
4.441.3 (28.7)
546617 (42.0)
3584433 (17.8)

106.7+17.6 (17.2)
69.7+14.7 (17.2)
98.5:215 (1.7)
74212 (L1
25.1£75 (4.6)
95,5454 (6.9)

REGN-EB3
(N=155)

28.2+182

24 (15.5)
0

12 (11.6)

113 (729)

91 (58.7)

268 2.9)
46,1420.4 (D)
35/153 (22.9)

20/35 (57.1)
11/35 (31.4)

4/35 (11.4)

66/155 (42.6)

24.1+53 (0)

28.7+4.9 (0.6)
54432 (0.6)

177138 (12.3)

2.542.8 (16.8)
4.4:1.0(31.6)
6484726 (38.1)
3684483 (14.8)

107.6+19.0 (15.5)
70.0£17.1 {15.5)
100,0:20.6 {3.2)
374512 (13
25.8:+8.2 (5.8)
45, 5+4.1 (5.2)

ZMapp Subgroupy

(N=154)
302+16.7

17(110)
2(1.3)
13 (8.4)
124 (805)
80 (51.9)
4/61 (6.6)
49.6418.8 (0)
417154 (26.6)

21/41 (51.2)
18/41 (43.9)

2/41 (4.9)

647153 (41.8)
23.345.1 (0.7)
28,044.6 (1.3)

5.5+3.6 (L3)

12/ 140 (8.6)

27+3.0 (227)
43+1.1(33.8)
7754749 (42.9)
3904 445 (21.4)

1059+ 14.8 (9.1)
702+14.0(9.1)
974:21.4 (2.6)
375412 (06
248+7.3 (53)
95,6+3.2 (5.8)
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Table 2. Coemparison of Death at 28 Days According to Treatment Group.
r Difference, 1 h
Remdesivir vs. Difference, ZMapp Difference, REGN-EB3 vs.
Population ZMapp Remdesivir ZMapp MAb114 MAb114 vs. ZMapp REGM-EB3 Subgroup ZMapp Subgroup
no, af deaths/ no. of deaths) percentage points no. of deaths, percentage pants no. of deaths) no. of deaths/ percentage points
totel no. (%) total no. (%) (95% Ci) total no. (%) (95% C1) total no. (%) total no. (%) (95% C1)
Overall 84/169 (40.7) 937175 (53.1) N3.4(-7.2t0140) [ 617174 (351) §-146(-25.2t0-17)=] 527155 (33.5) 79/154 (51.3) ~17.8 (-28.9 to-2.9)*
Patients with high  60/71 (34.5) 64/75 85.3) MO8 (-153t017.2) J 51/73 (69.8) J -14.6({-33.0tc -05) 42/66 (63.6) 56/65 (36.2) 225 (-41.8ta -5.1)
viral load
Patients with low  24/98 (24 5) 20/100 (20.0) J4.5(-9.1to 19.1) 107101 (9.9) [ -146(-32.410-26) 10/89 (11.2) 2389 (25.8) ~146 (326 10-2.3)
viral load 4 \_

v’ 28 glinliik mortalite 290 hasta (%43.1)
v' Yiiksek viral yiik (%76.1)

v' Etkinlik: MAb114 ve REGN-EB3 > Zmapp ve remdesivir
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A Incidence of Death, Overall

Cumulative Incidence (%)

Mo. at Risk
ZMzpp
Remdesivir
MAbLIL4
REGHM-EE3

100

S
w-
704
&0 Remdesivir
1 e —— ZWiapp
40+ MAbB11S
Eaa REGM-EB3
20

104~

O — LA B S R S B S R S B —

o 4 5 12 16 20 24 28
Days since Randomization

163137 108 95 85 E7 BF BT BT Bo Bb BS BS 8BS &S
175151 121 105 91 Bk 86 B5 B3 32 82 B2 B2 81 &2
174152 127 119 116 114 114 113 113 113 113 113 113 112 112
155 131 115 110 106 104 103 103 103 103 103 103 103 103 103

B Incidence of Death, Patients with a High Viral Load

Cumulative Incidence {36

No. at Risk
ZMapp
Remdesivir
MABL14
REGM-EB3

100+

g Remdesivir

50 ZMapp

i - MAb114

50| | = I-EE
’_lr—- I REGMN-EE3

0o | )

ol

30+ [

o] |

ID-._LH.}'

I'-EILI T T T T T T T T T T T T T 1
o 4 ] 12 16 0 4 28
Days since Randomization
J1 45 24 15 11 11 11 11 1I 11 11 11 11 11 11
7¥ 5§ 32 20 13 12 12 1 11 11 11 11 11 11 11
73 33 3 2r 3 B3 13 171 1 A1 4N 11N
66 44 33 30 6 25 14 M 24 24 24 24 4 24 24

C Incidence of Death, Patients with a Low Viral Load

Cumulative Incide nce (%)

Mo. at Risk
ZMapp
Remdesivir
MABI14
REGM-EB3

100
504
B
T0—
B0
30
4,'}_
Remdesivir
ZMapp
REGM-EB3
MABL14
T T T T T 1
20 24 23
Days since Randomization
98 92 R4 Bl 7B 76 b TE Te 75 75 T4 T4 T4 T4
10096 39 8% 7B 74 74 74 72 7171 7171 7171
101 99 94 92 9] 9191 91 .31 91 31 91 %1 S50.90
83 B7 82 BO 8D 73 79 7973 73 73 7’3 73 732 73
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For Each Variable
1.11 (1.05-1.16)
per day of symptoms
0.66 {0.62-0.71)
per 1 unit increase
1.00 (1.00-1.01)
per 1 yrincrease
1.43 (1.31-1.56)
per 1 mg/dl increase
1.15 (1.11-1.20)
per 100 U/liter increase

1.43 (1.33-1.54)
per 100 U/liter increase

0.37 (0.24-0.55)
¥E5 V5. Nd

Table 3. Logistic-Regression Analyses for Death at 28 Days.
No. of Patients

Variable in Analysis®
Duration of symptoms 615
Nucleoprotein Ctvalue 620
Years of age 623
Creatinine level§ 507

AST levelj 380

ALT levelj 511
Patient-reported 620

vaccination§

Odds Ratio (95% confidencp
Remdesivir vs. ZMapp

1.04 (0.66-1.64)
1.29 (0.71-2.34)
1.07 (0.68-1.66)
0.93 (0.54-1.59)
1.06 (0.54-2.05)
0.95 (0.54-1.68)

1.06 (0.67-1.68)

0.49 (0.31-0.7
0.39 (0.21-0.73)

0.52 (0.33-0.82)

0.48 (0.27-0.84)

0.31 (0.14-0.67)
0.37 (0.20-0.69

48 (030-077)

0.45 (0.28-0.

0.48 (0.31-0.77)

0.38 (0.21-0.67)

0.29 (0.14-0.63)

Bagimsiz degiskenlere gore tedavi etkinlikleri

MAb114 ve REGN-EB3 Etkinligi daha yiiksek




SONUCLAR

Table 4. Multivariate Logistic-Regression Analyses for Death at 28 Days
in the 371 Patients Who Had Data Available for All Variables.
H X s Variable Odds Ratio {95% C
MAb114 ve REGN-EB3 Etkinligi daha yiiksek - e i,
Assignment to remdesivirvs. ZMapp 0.99 (D.46-2.14)
Assignment to MADb114 vs ZMapp 024 (0.10-0.61)
Asilanan grupta 6liim orani daha dusiik %27.1 Assignment to REGN-EB3 vs. ZMapp 0.21 (0.08-0.53)
Duration of symptoms before admission to 1.12 (1.00-1.24)
(42/155) treatment center, per each additional day
Baseline nucleoprotein Ct value per 1-unit increase 0.67 {0.59-0.76)
Asilanmayan grupta 6liim orani %48.4 (225/465) Veark of e pes Lyt ciesse 10z ¢4 109)
Creatinine fevel per 1 mg/dl increase 1.36 (1.13-1.58)
AST level per 100 U/ liter increase 1.00 (0.92-1.07)
ALT level per 100 U/liter increase 0.96 (0.79-1.17)
Patient-reported vaccination, yes vs. no 0.47 {0.21-1.01)
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A Time to First Negative Result on RT-PCR Assay
s,
Death ST
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ZMapp Remdesivir MAb114 REGN-EB3

MAb114 ve REGN-EB3’de daha erken viral
klirens

B Viral Load According to Day

i

0.244

0.23+

0.22+

0.21+

0.20—

0.19+

Viral Load (1/log, nucleoprotein Ct)

0.18—
E
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it

= ZMapp || || || | ‘ ||

—— Remdesivir
MAbL14
REGM-EB3
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MAb114 ve REGN-EB3 ile daha hizli
viral klirens




Prognostik faktorler

* Tedavi 6ncesi semptomlarin siresi

Yuksek viral ylk

Yiksek serum kreatinini

Yuksek ALT ve AST duzeyleri

Mortalite i¢in indikatorler...




Guvenlik

* 29 ciddi yan etki
* Dort tanesiilaclara bagl
 Uc 6liim (hipotansiyon---kardiak arrest)

* Hastalik siddeti???




Tartisma

* Farkindalik ve erken tani hayat kurtarir
* Bazal VY>22 ----mortalite 4 kat yuksek

. o, — | Prognostik indikator
* Bazal bobrek yetmezligi

e MAb114 ve REGN-EB3
* Hizh viral klirens
* Daha etkili
« Umit verici
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ORrIGINAL RESEARCH

Measles, Mumps, Rubella Vaccination and Autism

A Nationwide Cohort Study

Anders Hviid, DrMedSci; Jorgen Vinslov Hansen, PhD; Morten Frisch, DrMedSci; and Mads Melbye, DriviedSci

Background: The hypothesized link betwesen the measles,
mumps, rubella (MMR)} vaccine and autism continues o cause
comcern and challenoe vaccine uptake.

O bjective: To evaluate whether the MME vaccine increases the
risk for autism in children, subgroups of children, or time periods
afver waccination.

Design: Mationwide cohort study.
Setting: Drenmark.

Participamts: &57 4581 children bBomn in Denmark from 1992
through 31 December 2010, with follow-up from 1 year of agea

and through 31 August 2013,

Measurements: Danish population regiswries were used o limk
imformaticon on MMR vaccination, autism diagnoses, other child-
hood wvaccines, sibling history of autism, ard autism risk factors to
children in the cohort. Survival analysis of the time to autism di-
agnosis with Cox proportional hazards regression was used to
estimate harard ratios of autism according to MME waccination
status, with adjustrment for age, birth year, sex, other childhood
waccinss, sibling history of autism, and autism risk factors {based
on a disease risk score).

Results: Dunng 5 025 754 person-years of follow-up, 6517 chil-
dran were diagnosed with auvtism {incidence rawe, 129.7 per
100 000 perscn-yearsk Comparing MMR-wvaccinated with MME-
urwaccinated chidren yisldad a fully adiusted sutism hazard ratio of
093 (P5% CI, 085 v 1.02) Similarly, no increased risk for autism
after MMR vaccination was consistently observed in subgroups of
children defined according to sibling history of autism, autsm sk
factors (based on a disease risk score} or other childhood vaccins-
tions, or during spedfied time pericds after vacdnation.

Limitation: Mo mdividual medical charts were reviewsad.

Conclusion: The sudy strongly supports that MMRE wvaccination
does not increase the risk for autisn, does not trigger autism in
susceptible children, and is not associated with clustering of au-
ti=m cases afber wvaccination. k adds to previous studies through
significant additional statistical power and by addressing hy-
potheses of susceptible subgroups and dustering of cases.

Primary Funding Sowurce: MNowvo hordisk Foundatiom and
Dranish Ministry of Health,
Ann Imtem Med 2009 170:513- 520 doi=T0L7IZEMTE-2107

For author afiliations, see end of beas
This articke was published at Annalzorg on 5 March 2015

Annals.org

5 Mart 2019
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KIZAMIK KABAKULAK KIZAMIKCIK (KKK) ASILAMASI VE

OoTizMm




Giris

e Otizm ve KKK asisi iliskisi var mi?
 Onceki calismalar spesifik gruplarda yapiimadi

* Familyal ve cevresel risk faktort olan cocuklarda KKK nin otizm ile

iliskisi arastirildi




METHOD

1 Ocak 1999 -31 Aralik 2010 arasi Danimarka’da dogan cocuklar
Gonulltluk esasina dayanan asilama sistemi

KKK: 15.ay---12 yas (4 yas)
DTaP-IPV/Hib: 3,5 ve 12.aylar

* Calisma peryodu boyunca kullanilan asilar tiyomersal icermedi
e Ayni asilar kullanildi

e Schwarz (measles, 2000 to 2007) or Ender's Edmonton (measles, 2008 —2013),
Jeryl Lynn (mumps), and Wistar RA 27/3 (rubella)




Otizm

* Danimarka psikiyatri merkezinden bu surecte tani konulan otizm tanili hastalar

tesbit edildi
* |CD 10. revizyon

* F84.0 (otistik bozukluklar), F84.1 (atipik otizm), F84.5 (Asperger sendromu), F84.8
(diger yaygin gelisimsel bozukluklar), ve F84.9 (tanimlanamamis yaygin gelisimsel

bozukluklar)




Otizm

* Hollanda Ulusal Hasta Kayit Sistemi’nden herediter gecisi olan otizm riskini

artiran hastaliklar belirlendi

* Fragile X sendromu, Tuberous sklerozis, Angelman sendromu, Down sendromu,
DiGeorge sendromu, norofibromatozis, Prader—Willi sendromu, ve konjenital

rubella sendromu

* Bir yasindan once ya da sonra bu durumlar tesbit edilenler calisma disi birakildi




Otizm risk faktorleri

Literatlir taramasi ile belirlendi
Anne-baba yasi
Hamilelik sirasinda sigara kullanimi
Dogum yontemi
Erken dogum
Besinci dakikadaki Apgar skoru
Dlsuk dogum agirlig
Kafa cevresi



METHOD

KKK, cocuklarda otizm riskini artiriyor mu?

T
* Genetik yatkinlik var mi?

* Cinsiyet
* Dogum bilgileri

* Hayatin 1. yilindaki asilama hikayeleri
e~ e’

= Subgrup 1

e Tahmini Hastalik Risk Modeli

* Coklu cevresel faktorler ——  Subgrup 2




METHOD

* Cocuklar bir yasina kadar takip edildi
* Ya da otizmin ilk tanisina kadar

* Olim

* GOC

e Otizm iliskili sendromlar

* 31 Agustos 2013’e kadar takip uzatild



METHOD

e Otizm risk skoru, orantisal risk skoru ile belirlendi
* Her cocuk icin hazard ratio(HR) hesaplandi

* Bu skora gore 4 risk grubu belirlendi
e Cok dusuk: (1-3)
« Disik: (4-6)
e Orta: (7-9)
 Yuksek: (10)




METHOD

Homojenite saglamak icin hangi yas araliklarinda asilandiklari da tesbit edilmis
1-3yil, 3-5 yil, 5-7 yil, 7-10 yil, >10 yil
Asilanma durumu ile otizm risk skoru karsilastirildi

Cox regresyon analizi ile belli zaman peryodunda asilanma durumuna gére olusan

hazard ratio(HR) hesaplandi




METHOD

Otizm Riski
Asilama durumu

N

3,5,7, 10 yil

Cinsiyet

Dogum bilgileri
Diger cocukluk asilari
Otizm risk skoru
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Sonugclar

650.943 cocuk
6517 cocuk otistik
insidans orani: 129.7/100.000 hasta

yili
Ortalama tani koyma yasi: 7.2 yil (SD,

2.86)
KKK asi yapilma orani: %95.19

Ortlama asilanma zamani: 1.34 yil

All children born In Denmark of

mu:m)

Not registered In the Danish Medical Birth
Registry: 1498
Exclusionary events before 1 year of age
Death: 2673
Emigration: 770

¥

Followed until end of study (n = 650 943)

NoO autism: 644 426
Autism: 6517




Sonuclar

Frgure 3. Association between measbes, mumps, rubella vaccination and autism in subgrowps of 857 461 children bom in
Drenmark batween 1 January 199% and 21 December 2010,

Asilanan grupta otizm riski
artmiyor

Ozellikli grupta: Risk artmiyor
= Otizm risk faktoru olan
= Diger cocukluk asilari
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Sonuclar

Otizm Risk Faktoru

= Yasli ve bilinmeyen baba
= Yaslianne

= KO6tu Apgar skoru

=  Dusuk dogum agirligi

= Erken dogan bebekler

= Kafa cevresi bayukligu
= Mdudahaleli dogum

m  Gebelikte madde kullanimi

Table. Study Population Characteristics™

Characteristic Overall Vaccinated Children Unvaccinated Children
(m= 65T 4615t (n=5625 8424 im=316194
Sex
Mlale 336949 0.5 320038 (0.95) 146991 [0.05)
Female 320 512(0.4% 305 B4 [0.95) 14 768 (0,05}
Birth cohort
1oe-2001 168 350 [0.26) 162 513 (097 GR3T (Du03y
2002-2004 163 478 (0.25) 153 439 (0.94) 10039 [0.08)
2005-2007 1645 044 (0.25) 159 050 {0.96) &0 0,04y
2008-2010 160 549 {0.24) 150 837 (094 9738 (Du0s)
Other earty childhood vaccines
Mome 11571 0.02y H842 [0.57 4729 [041y
1 DTaP-1PV/Hio &0 304 (0.0% G4 486 (0.9 SA20 (0.0
2d GAG 534 [0.8% Gad 314 (095§ 2 27000.043
Buti=m risk score
Very bow risk 191 26 (0.2 183 471 (0.96) 7550 (iudy
L rise 203 219 (0.31) 194 384 (0.94) BB (0.0d)
Moderate risk 197 220(0.30) 186 471 (095 10 729 (0.05)
High risk &5 761 (0.10) &1 296 (0.93) 4445 (0.07)
Autism history in siblings§
M siblings 39934 (0.4 306 442 [0.05) 13 294 [0.04)
Mo siblings with sutism 331 994 (050 314 342 [0.95) 17 532 [0105)
Siblings with autism 833 (0.001) 755 (097 75 (0.0
Father unknown 8453 10.007) A079 (0BT A4 013y




Tartisma

= KKK asilamasi sonrasi takiplerde duyarli subgruplarda (ailesel ve cevresel

risk faktord olan) dahil otizm vakalarinda artis olmamistir

= Bazi calismalarda asilama ile iliskilendirilmis olan ‘regresif otizm’ ile ilgili

kiimelenme olmamistir

» Hayatin 1. yilinda asilanmamis (DTaP-IPV/Hib dahil) grupta da otizm riski

artmamistir
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Anti-CD4 Antikoru UB-421’in tedaviye ara verildiginde HIV-1
reboundu lizerine etkisi




GIRIS

* Anti retroviral tedaviler (ART) ile HIV enfeksiyonu yonetilebilir kronik bir hastalik
haline geldi

* ART’ye ara verildiginde kisa stirede viremi gorulir

ART Direnc Sorunu
Temas oncesi profilaksiler
llac direncli virslerin aktarimi

Virolojik basarisizlik..




GIRIS

= HIV supresyonunu saglamak icin farkli mekanizmasi olan molekitllere ihtiyag var

= HIV spesifik monoklonal antikorlar HIV enfeksiyonun tedavisinde denendi

" Genis notralizasyonlu HIV spesifik monoklonal antikorlarin kullanimi

= Ab direncli virus gelisimini kolaylastirir mi?




GIRIS

Monoklonal Antikorlar (mAbs): UB-421

* CD4 ve koreseptorleri (CCR5 ve CXCR4) hedef alan mAb’lar antiviral ajan olarak

kullanilabilir
e 850 HIV+ hastada(MDRsuslar dahil) %100 inhibisyon sagladi

* CD+4 T hicrelere 50-100 kat yuksek afinite gosterir (HIV gp120 proteinine gore)

Wang CY et all. Proc natl Acad USA 1999

Wang CY et all. CROIl absract.2017



* M-tropic HIV (R5) CD4' T-cell

\ Ligands

Virlise baglanarak, konak hicresine girmesini
engeller

no CCRS

expression

CD4+ T hucrelerine gp120’ye gore daha
yuksek afinite gosterir

monoclonal
antibody

no CCR5
expression



Monoklonal
Antikor

IgG anti-CD4-binding site ‘% 1gG anti-distinct conformational ef

(b12, VRCO01-3, NIH45-46,
3BNC117, VRC-PG04, VRC- N
CH31, CH103, HJ16 etc)

(3BC176, 3BC315, BANC195)
IgG anti-Glycan V3 site

IgG anti-V1V2 site A (2G12, PGT121-137,10-1074)
(PG, PG16, CH01-04, PGT141-145)

IgG anti-gp120 *

Ch4 —

IgG anti-gp41 MPER

(4E10, 2F5, 10E8,
Z13, M66.6)

Target Cell CD4 -

CCR5/
CXCR4

Target Cell

Virtsun hicre icine girisi ve hlicre ici
yayillimi engellenir

Sitotoksisite yok
Immun supresyon yok




Method

* Non randomize, faz 2 klinik calisma

* HIV + tedavi almayan hastalarda UB-421 monoterapisinin guvenlik,
farmokokinetik ve antiviral etkinligi

e BUtln hastalarin tesbit edilemeyen plazma viremisi mevcut
e HIV RNA<20 kopya/mL, CD4+ T hiicre:350 hiicre
e 29 hasta, 8 hafta tedavi



Method

Haftada bir, 10 mg/kg
UB-421, 8 doz

iki haftada bir 25 mg/kg

Primer sonlanim noktasi:
Viral rebound: >400
kopya/mL

Sekonder Sonlanim noktasi:

Viral rebound+ Grade 3-4
yan etki)

Cohort 1

ART

Cohort 2

ART

LIB-421 monotherapy

ENNREBGE  Us-+21 monotherspy
I T T T LI} T T T T T T T T T T T T T T T |
—28 -21-14 7 O T 14 21 28 35 42 49 Lo 63 B4 112
Tt -ttt ¥ ¥ %
W Y1 VWi V3 V4 Vi VB VP VE V2 V10 W11l W12
[ I | | |
Screening Intravenous infusion Follow-up (ART)
{ day —28 to -2)
Day
ONNRT UB.421 monotherapy
©ONRTLPLOrIl UB-421 monotherapy
N N [PV, N 5 ST SIS S [ ) NSRS e AN S SN F e S FN - (N DL ) ST S e
28 -21-14 -7 © 14 28 42 56 0 B4 98 112 119 140 168
t t t + + t t +
Vo W1 V2 W3 4 W5 e Wi WE o V10 Wil W12
| I I I
Screening Intravencus infusion Follow-up (ART)

{ day —28 to -2)

Day




Sonuclar

Table 1. Baseline Characteristics of Study Participants and Adverse Events That Developed during UB-421 Monotherapy.*

Variable

Baseline characteristics

Asian race — no. (%) 7

Male sex — no. (%)

Median age (range) —yr

Median weight (range) — kg

Median height (range) —cm

Median duration of HIV infection (range) — yr
Median duration of ART (range) — yr

Plasma viremia <20 copies of HIV RNA/ml— no. (%)
Median red-cell count (range) — x10°%/mm?

Median CD4+ T-cell count (range) — cells/mm?
Median CD8+ T-cell count (range) — cellsymm?
Adverse event of grade 2 or higher — no./total no. (%)
Rash

Eosinophilia

Bilirubin elevation

Alkaline phosphatase elevation
y-Glutamyltransferase elevation

Alanine aminotransferase elevation

Aspartate aminotransferase elevation

Cohort 1 (N=14)

14 (100)
14 (100)

35 (25-47)
70.3 (55-97)
175 (168-183)
5.7 (2.9-17.7)
4.8 (1.7-16.3)

14 (100)
4.1 (3.6-5.0)
653 (370-951)
721 (392-1145)

1/14 (7)
1/14 (7)

1/14 (7)Y
1/14 (7)Y
1/14 (09
1/14 (1)
1/14 (7)9

Cohort 2 (N=15)

15 (100)
15 (100)

31 (21-56)
62.3 (46-74)
169 (159-178)
5.8 (1.3-15.7)
5.2 (1.3-10.9)
15 (100)

43 (3.4-5.3)
640 (394-1087)
831 (379-1511)

2/14 (14)§
2/14 (14)§
0/14

0/14

0/14

1/14 (7)§
2/14 (14)§




Sonuclar

Tedavi tamamlandiktan sonra:

» Tedavi sonrasi CD4 sayilarinda
diisme yok

» CD8 sayisinda artis var

A CD4 over Tima

B CD4 before First Dose of UB-421 and at End of Study
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— 00— = Cohaort 2 o :
= = TH
i ¥t UB-421 5 . -
) dose =
8 7o 8 zood
€ 6005 z
S 500 é B0
3 o 3
= 300 = 400 -
+ = ea™ § . &
é 200 é 200+
100
* t t t * t + ¥
0= | — T T T T T  — T T T o T T T T
1 3 3 T 9 11 13 15 17 19 21 23 25 1 17 1 25
Wook Waoek
C CDS8 over Time D CDE before First Dose of UB-421 and at End of Study
P01 P=0.001
E005 o 1 1
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= 1200 21800
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E T
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§ 2 00
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Sonuclar

44 UB-471 dose

Serum UB-421 Concentration
(ug/mi

10

5

e
e

=

=
[=]
—

A Serum UB-421

Cohort 1

Treatment interruption ART

ii_

3

A

r L S S

o 14 28 42 56 70 24 98 112
Day

108

¥

1ot

10°

10t

Cohort 2
Treatment interrupticn ART
¥
=
0 14 28 42 536 70 B4 93 112 126 140 1534 168

Day

UB-421 serum dlizeyi stabil
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B CD4-Receptor Occupancy
Cohort 1 Cohort 2

1405 Treatment interruption ART 140 Treatment intarruption ART

1204 120+
@
=
3 1004 100+
4
e 80+ 20 AR
@
= 60+ 60
5
@® 40+ 40
[ro =,
2 0 20+
E 0 L

o S e Ry

T 1 T T T T T T T 1 bz | B R 1 | T
o 14 28 42 56 70 B4 98 112 0 14 28 42 56 70 24 592 112 126 140 154 163
Dray Dray

MFI: Mean Fluorescense intensity

Serbest CD4 reseptor sayisi




Sonugclar

C Viral Suppression
Cohort 1 Cohort 2
1000 Treatment interruption ART 1000 Treatment interruption ART
800 300
“E 600 600
E2
s
> o |
z B 400 400
i
o - !
a2 200 200
g
0 X A 0
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0 14 28 42 56 70 34 32 112 0 14 28 42 56 70 84 98 112 126 140 154 168
Day Day

UB-421 uygulanmasi sirasinda ve sonrasinda viremi baskili




Tartisma

* UB-421 monoterapisi, ART’siz, 8 hafta boyunca uygulandi
* Tedaviye direnc¢ gorulmedi
* Viral rebound olmadi

* Konak CD4 reseptorlerini hedef alarak direk antiviral etki saglayan

molekul

* Direncli suslarda Monoterapi? Kombine terapi? kullanilabir




Tartisma

 UB-421'in CD4’e baglandigi nokta MHC-Il ile ortissede immunutede baskilanma
olmaz

 Kisa sureli ve kucuk capli calisma

* |lac direncli suslarda, genis populasyonda, daha uzun sure kullanimlarina ihtiyac
var....
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