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Hatirlatma dozlari gerekli mi?

VISION: mRNA VE for ED/UC visits among immunocompetent adults 218 years by
number of doses and time since last dose receipt, late-Mar—late-Jul 2022

223:;;“::22: :It:::S Days since most recent Adjusted VE ® 2-dose VE
recent dose) Total CLI cases dose, median (1QR) % (95% Cl) ® 3-dose VE
BA.2/BA.2.12.1 period @ 4-dose VE

Unvaccinated 27,907 3,501 Ref.

2 doses (14-149) 1,774 110 104 (71, 128) 51 (38 -60) ——

2 doses (2150) 20,883 2,584 352 (278, 398) 12/(7-17) —

3 doses (7-119) 9,142 441 94 (72, 108) 56 (51 -61) —8—

3 doses (2120) 26,654 3,186 166 (145, 190) 26 (21-30) — -

4 doses (7-59)* 4,092 355 28 (17-42) 66 (60 - 71) ——
BA.4/BA.5 period

Unvaccinated 22,867 6,717 Ref.

2 doses (14-149) 540 82 106 (70, 133) 44 (28 - 56) 3

2 doses (2150) 15,614 3,686 420 (321, 465) 26 (22 - 30) .

3 doses (7-119) 1,280 154 77 (45, 100) 59 (50 - 66) bt

3 doses (2120) 18,803 4,063 223 (193, 252) 33(29-37) - -

4 doses (7-59)* 2,169 259 39 (24, 49) 62 (54 - 68) —

4 doses (60-119)* 3,741 617 85 (74, 91) 49 (41 - 56) ——
* Only estimated among adults =50 years of age 0 20 40 60 80 100

; . .
BA 2/BA 2 12.1 estimates: Link-Gelles et al. MMWR: https:/Awww.cde. aovimmwr/volumes/T1/wrimm7129e 1 htm Vaccine Effectiveness (%)

BA .4/BA.S estimates: CDC, preliminary unpublished data. Individuals with prior infections excluded. Adjusted for calendar time, geographic region, age, sex, race, ethnicity, local virus circulation, respiratory of fjon-
respiratory underlying medical conditions, and propensity to be vaccinated.
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VISION: mRNA VE for hospitalizations among immunocompetent adults 218 years
by number of doses and time since last dose receipt, late-Mar—late-Jul 2022

Vaccination status
(days since most
recent dose)

BA.2/BA.2.12.1 period

Unvaccinated

2 doses (14-149)

2 doses (2150)

3 doses (7-119)

3 doses (2120)

4 doses (7-59)**
BA.4/BA.5 period

Unvaccinated

2 doses (14-149)

2 doses (2150)

3 doses (7-119)

3 doses (2120)

4 doses (7-59)**

4 doses (60-119)**

Days since most recent Adjusted VE
Total CLI cases dose, median (IQR) % (95% Cl)
6,682 494 Ref.

* * * *
5,118 3983 371 (308, 413) 24 (12 - 35)
2,350 72 94 (74, 108) 69 (58 - 76)
7,686 519 168 (146, 191) 52 (44 - 59)
1,204 74 27 (17, 41) 80 (71-85)
4,578 913 Ref.

* * * *
3,592 619 445 (369, 484) 25 (15-33)

335 32 76 (46, 100) 49 (20 - 68)
5,030 869 229 (199, 256) 34 (25 - 42)
717 81 38 (23, 49) 60 (42 - 73)
1,146 157 84 (73, 97) 56 (41 - 67)

* Estimates with confidence intervals >50 percentage points are not shown.

** Only estimated among adults 250 years of age

BA.2/BA.2.12.1 estimates: Link-Gelles et al. MMWR: https://www.cdc.gov/mmwr/volumes/71/wr/mm7129e1.htm
BA.4/BA.5 estimates: CDC, preliminary unpublished data. Individuals with prior infections excluded. Adjusted for calendar time, geographic region, age, sex, race, ethnicity, local virus circulation, respiratory of sfjon-
respiratory underlying medical conditions, and propensity to be vaccinated.
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Research

| UPDATED VERSION, Feb. 15, 2023 |

CMAJ, 2023; 195;4:E143-52

Booster vaccination with inactivated whole-
virus or mRNA vaccines and COVID-19-related
deaths among people with multimorbidity: a
cohort study

Francisco Tsz Tsun Lai PhD, Vincent Ka Chun Yan BPharm, Xuxiao Ye MSc, Tiantian Ma PhD, Xiwen Qin PhD,

HongKong, En az iki komorbidite (HT %80-84, DM %62-64)

Yas ortalamasi: BioNTech 64, Coronavac 67
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3 doses
n =288 385

Vaccination

BNT162b2
2doses
Booster

CoronaVac
2doses

Booster

No. of
people

33435
87289

32341
94977

Patients aged = 18 yr who received at least 2 doses of
BNT162b2 or CoronaVac as of Mar. 31, 2022
n=3290178

People with multimorbidity (= 2 chronic conditions)
n=519 191

—— Excluded
* People who received heterologous vaccination n=29 243
* People vaccinated with a fourth dose n=63

2 doses

n=106 178

No. of COVID-19-

related deaths

34

88
26

No. of
person-days

1454857
3860900

1657144
4931857

CoronaVac cohort n=295 322

2 doses
n=198918

3 doses
n=94977

No. of events per
1 million person-days

234
13

531
53

Unweighted IRR

(95% CI)*

1.00
0.06 (0.02-0.13)

1.00
0.10(0.06-0.15)

2 doses
n=32341

Weighted IRR
(95% CI)*

1.00
0.05(0.02-0.16)

1.00
0.08(0.05-0.12)



Hatirlatma dozu Monovalan vs Bivalan

A Neutralization of SARS-CoV-2 Strains in the Four Study Groups

Three-Dose Monovalent

Three-Dose Monovalent Convalescent Four-Dose Monovalent plus Bivalent Booster
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Hatirlatma dozu Monovalan vs Bivalan

A Neutralizing Antibody Response Elicited by Monovalent

Vaccines
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B Neutralizing Antibody Response Elicited by Bivalent

Vaccines
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C cD8+ T-Cell Response Elicited by Monovalent Vaccines
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D cD8+ T-Cell Response Elicited by Bivalent Vaccines
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E CDA4+ T-Cell Response Elicited by Monovalent Vaccines
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F CD4+ T-Cell Response Elicited by Bivalent Vaccines
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Immune imprinting and
SARS-CoV-2 vaccine
design

Adam K. Wheatley,
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Trends in Immunology, 2021;42 (11):956-59

4 First generation

vaccine response VOC-based booster vaccines
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Concluding remarks

We argue that this




Viral Lineages Among Infections (%)

Effectiveness of Bivalent Boosters against Severe
Omicron Infection

D Lin et al. N Engl J Med 2023;388:764-766.
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Monovalent Booster Period

No. of
Persons

5,949,600
292,659

5,637,586
274,386

1,609,068
130,200

—— Monovalent
—— Bivalent

No. of No. of
Hosp.? Death?
1,807 667
61 23
1,801 667
61 23
1,336 573
55 22

B i Hospitalization or Death

5 6 4

Bivalent Booster Period

No. of
Persons

5,213,347
1,070,136

4,899,816
1,037,458

1,232,527
508,378
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53
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Table 1. Estimates of Effectiveness of One Monovalent or Bivalent Booster Dose against Severe Omicron Infection.*

Group

Monovalent Booster

All participants 25.2 (-0.2to 44.2)

Age group
=18 yr 27.3 (2.6 to 45.8)
65 yr 21.0 (-7.7 to 42.1)
Primary vaccination with mRNA 28.0 (2.910 46.7)
vaccine
No previous infection 26.3 (-0.3 t0 45.8)

Booster vaccine received
Moderna
Pfizer-BioNTech

Booster dose received
First 15.8 (-39.5 to 49.1)

28.0 (-3.2 to 49.8)

Third —

28.1 (-8.8 t0 52.5)
22.2 (-16.8to 48.1)

Second

Bivalent Booster

percent

58.7 (43.7 to 69.8)

59.5 (44.7 to 70.3)
58.8 (43.0 to 70.2)
58.8 (43.8 to 69.9)

61.0 (45.4 to 72.2)

58.8 (33.8 to 74.3)
58.7 (38.7 to 72.2)

54.0 (~6.3 t0 80.1)
61.9 (43.6 to 74.3)
55.7 (12.0 to 77.7)

Vaccine Effectiveness against Hospitalization (95% Cl)

Difference

percentage points

33.5 (2910 62.1)

32.2 (2.5 t0 60.1)
37.8 (3.2 10 69.9)
30.8 (1.0to 61.1)

34.7 (6.2t0 69.2)

30.7 (-17.0to 79.1)
36.5 (-1.7 to 78.5)

38.2 (-36.9 to 99.4)
33.9 (0.2 to 68.4)

Vaccine Effectiveness against Hospitalization or Death (95% ClI)

Monovalent Booster

24.9 (1.4 to 42.8)

27.0 (4.2 to 44.4)
20.3 (6.0 to 40.1)

Bivalent Booster

percent

61.8 (48.2 to 71.8)

62.4 (49.0 to 72.3)
61.5 (47.1to 71.9)

Difference

percentage points

36.9 (12.6 to 64.3)

35.4 (11.8to 62.1)
41.2 (9.9t0 71.7)

27.2 (4.0 to 44.9)

24.5 (-0.3 to 43.2)

25.2 (9.2 to 48.8)

24.5 (~10.7 to 48.5)

4.2 (-50.1 to 38.8)

32.2 (4.5 to 51.8)

61.9 (48.3 to 71.9)

63.1 (48.8 to 73.4)

63.8 (41.8 to 77.5)
60.4 (42.1 to 73.0)

54.0 (-0.3 to 78.9)
64.0 (47.0 to 75.5)
63.1 (27.3 to 81.2)

34.7 (114 t0 62.2)

38.6 (14.8 to 67.3)

38.6 (4.2t0 75.8)
35.9 (3.7 to 75.5)

49.8 (~37.5 to 125.8)
31.8 (7.3 to 71.1)

* Vaccine effectiveness was defined as (1-hazard ratio) x 100 and was evaluated for the period from day 15 to day 99 after receipt of the booster dose. Cl denotes confidence interval.

D Lin et al. N Engl J Med 2023;388:764-766.




Morbidity and Mortality Weekly Report
MMWR / February 10, 2023 / Vol. 72 / No. 6 pp:145 Oliim igin RR

COVID-19 Incidence and Mortality Among Unvaccinated and Vaccinated
Persons Aged =12 Years by Receipt of Bivalent Booster Doses and Time Since

Monovalan | Bivalan

(asisizlara kiyasla)

Vaccination — 24 U.S. Jurisdictions, October 3, 2021-December 24, 2022 Tam yas gruplari 5.4 14.1
Amelia G. Johnson, DrPH!; Lauren Linde, MPH'; Akilah R. Ali, MPH!; Allison DeSantis?; Minchan Shi, MS!; Carolyn Adam, MPH3+4; 65—79 yas 8_ 3 23 . 7
Ekim 2021-Aralik 2022, ABD niifusunun %52’sini temsil eden 23 eyalet + DC >80 yag 4.2 10.3

21 296 326 COVID-19 olgusu 115 078 6lim

AN UPDATED COVID-19 VACCINE

- COVID-19 cases " COVID-19-associated deaths HELPS SAVE LlVES

What are the implications for public health practice?
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Bivalent COVID-19 booster doses protected against infection
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R, Bivalan hatirlatma dozu olma orant:

MMWR / February 17, 2023 / Vol. 72 / No. 7 / pp: 190 >18y: %27, 12-18y:%18.5
COVID-19 Bivalent Booster Vaccination Coverage and Intent to Receive 18-49y: %17.7, 50-64y: %30.1, >65y: %43.3
Booster Vaccination Among Adolescents and Adults — United States,
November-December 2022

Peng-jun Lu, MD, PhD!; Tianyi Zhou, MPH"2; Tammy A. Santibanez, PhD!; Anurag Jain, MS"2; Carla L. Black, PhD!; Anup Srivastav, PhD!:2; KI rsa Id d ya §aya n I d rd d
Mei-Chuan Hung, PhD'2; Jennifer L. Kriss, PhD!; Susanne Schorpp, PhD!:3; David Yankey, PhD!; Natalie Sterrerc, MPH4; Hannah E. Fast, MPH!;
Hilda Razzaghi, PhD1; Laurie D. Elam-Evans, PhD1; James A. Singleton, PhD! E rke kI e rd e

Afro-Amerikali, Hispaniklerde daha dustk

TABLE 2. COVID-19 primary vaccination series completion and up-to-date COVID-19 vaccination status* and bivalent booster vaccination
coverage among adults aged =18 years who had completed the primary COVID-19 vaccination series, by demographic and behavioral
characteristics — National Immunization Survey-Adult COVID Module, United States, October 30-December 31, 2022

%t (95% Cl) Adults who completed primary series
%t (95% Cl)
Completed Bivalent booster Intention to get a booster
primary coverage among
COoVID-19 Up to date with those with

vaccination COVID-19 completed Definitely or Definitely or
Characteristic Total no. series vaccination® No. primary series probably will Unsure probably will not
Total 99,056 84.2(83.7-84.7) 23.2(22.6-23.8) 83,462 27.1(26.4-27.7) 39.4(38.7-40.2) 12.4(11.9-13.0) 21.1(20.4-21.7)
Month of interview
Nov$ 40,495 84.3(83.6-85.1) 21.0(20.2-21.9) 34,227 24.4(23.4-254) 419 (40.7-43.1) 12.7(11.9-13.5) 21.0(20.0-22.0)
Dec 58,561 84.1(83.4-84.8) 254 (24.6-26.2)11 49,235 29.7 (28.8—30.6)1I 36.9 (36.0—37.9)“ 12.2(11.5-12.9) 21.2(20.3-22.0)
Age group, yrs
18-498 44,936 77.5(76.6-78.3) 14.1(13.5-14.8) 35,973 172.7(17.0-18.5) 42.7 (41.6-43.8) 14.1(13.4-14.9) 25.4(24.4-26.4)
50-64 26,919 88.9(88.0-89.7)Y 27.2(26.0-28.5)% 22,998 (30.1§28.8-31.6)" 38.5(37.0-40.1)7 11.9(10.9-13.1)% 19.4 (18.2-20.7)1
>65 25,572 96.4(95.7-96.9)Y 42.1 (40.5-43.6)% 23,276 433 (41.7-449)Y 34.0(32.5-356)" 9.0(8.1-10.0)" 13.8(12.7-14.9)1
Sex
Female 51,060 86.5 (85.8—87.2)“ 25.7 (24.8—26.5)1| 43,914 29.1 (28.2-30.1)11 394 (38.3-40.5) 125(11.8-13.3) 19.0 (18.1—19.8)“

Male$ 47,031 82.0(81.2-82.8) 20.8(20.0-21.6) 38,869 24.9(24.0-25.9) 39.5(38.4-40.6) 12.1(11.4-12.9) 23.5(22.5-24.5)



TABLE 3. Barriers to receiving COVID-12 booster vaccination among adults and attitudinal and social factors regarding COVID-19 vaccination
among adults and adolescents, by bivalent booster vaccination and booster vaccination intent™ among those who completed a COVID-19
vaccine primary series — National Immunization Survey-Adult COVID Module and National Immunization Survey—Child COVID Module, United

States, October 30-December 31, 2022

BT (@5% CH
Recelved
CovID-19 Definitely or Definitely or
bivalent booster probably willget  Unsurewill get  probably will not get
Characteristic Owerall vaccination booster boostar booster
Adults who completad primary COVID-19 vaccination series
Total no. 83 462 27,340 31,240 B,044 15,038
Reported barrlers in getting a booster vaccination among adults aged =18 years
Difficulty getting a booster vacdne (very or somewhat difficutt;” 5.2 {4.0-5.6) 363147 4430409 GG (56-7.8 T 8.2 (7.2-9.2)1
Difficulty getting an appointment 5.5(5.1-5.8) 6.2 {5.5-6.9) 575263 6.1 (5.0-7.3) 1.8 (3145
Difficulty knowing where to get vaccinated 38(3.5-4.1) 252.1-30) 40 35-4.4)" 57 (47-6m 4.1 (34-4.0)"
Difficulty getting to vaccination sitas 30(27-1.3) 1.8{1.5-23) 31 27-34" 4.4 (35-55 34 (2744
Vaccination sites not open at convenient times 38{3.5-4.2) 262231 1035-45" 5.2 (43534 4.4(36-52"
Did not know whether eligible for a booster vaccine 3102.8-3.4) 252130 35 (3 1-4.mY 342740 282335
Had a reaction to a previous dose of the COVID-19 vacdne 3.10(2.0-3.4) 15(1.2-1.8} 2118240 56 (456 gt 5.0 (5.0-6.8)%"
Difficulty with cost of getting a booster vaccine 28i2.6-3.1) 0B 0e-1.1) 3127361 43 (36-5.1 40334848
Attitudinal and soclal factors regarding COVID-19 vaccination among adults aged =18 years
Concerned about getting COVID-19 {very or moderately)™  42.1(41.3-420) 564 (55.0-578) 4714504841 2471 (31.9-364%*  100(17.6-20.4/%*
Thinks a COVID- 19 vaccine is important (very or somewhatytt  B6.7 (B6.1-87.2) 976(97.1-0B.0) 06 4(05.0-060)% BS54 (B3I 7-BA.O)%** 54452556145
Thinks COVID-19 vaccine is safe ([completely or very)tt 71.0(70.2-71.7) B74(Be4-B84 83.)(BL1-84.0Y 545(520-56.0%* 335 (3183570
Friends and family vaccinated (@lmaost all or many) 83.2(B2.6-83.8) BOG(BAA-T05) B72@E63I-B8MY B804 (7ES-BRHY** 600 (67.I-FO.TYVEE
Provider recommendation of the COVID-19 booster vaccine 384 (37.6-30.1) 405 48.0-500) 41.1 309424 287 (266-308%* 246(23.1-26.1)1*
Attitudinal and soclal factors regarding COVID-19 vaccination among parents of adolescents aged 12-17 vears
Total no. 2,900 501 1,536 302 381
Concaerned about getting COVID-19 vaccine for chilkd 305(36.4-42.7) 49.743.1-563) 432388478 321253394 207 (146-28.5)0"
{wery or moderatelytt
Thinks a COVID-19 vaccine is important for child 0.0 {87.6-91.8) 0976(94.2-99.07 O72(95.6-982) 830(770-889%* 505 (51.4-68.9) 0
{very or somewhat)tt
Thinks COVID-19 vaccine is safe for child fcompletely orveryy™ 76,7 (73.0-703) B7.1(8.1-000) BBZ(853-006) 54446462 1% 415(325-51.0/%~"
Friends and family had similar-aged children vaccinated 73.3(70.3-76.1) B2 (7R.1-B6B8) T90(75.2-823) A1A(527ROLEEF 3 C 44T /D AEE
(almost all or many;tt
Rocoived provider recommeendation for the COVID-19vacdng™ 65,6 (62.4-68.7) 763 (70.2-B14) 6760337170

Hatirlatma dozu olabilirim diyenler;
%58.9 doktor 6nermemis
%16.9 glivenli mi emin degil

Cocuguma asi yaptirabilirim diyenler;
%32.4 doktor 6Gnermemis
%11.8 glivenli mi emin degil

s284¢ What are the implications for public health practice?

* For adolescents, booster vacdnation intent represents reported parental intent to get a booster vaccine for their child.

T Weighted parcentage.

% Respondents who had recaived a booster dose were asked, "How difficult was it for you to get a COVID-19 booster vaccine?” R
a booster dose were asked, "How difficult would it be for yvou to get a COVID-19 vaccine booster?”

¥ p<0.05 by T-test for comparisons with those whao raceived bivalent booster vaccination as the reference level

** p<0.05 by T-test for comparisons with those who have not received bivalent booster but will definitely or probably get bivalen
T Questions were asked about COVID-19 vaccination ganerally and not specifically about COVID-19 booster dose vaccination,




Perspective > CDC Expert Commentary

COMMENTARY At Least One Completed Primary Updated (Bivalent) Booster

Few Americans Have Received an Updated Dose Series Dose

COVID BOOSter’ bUt Hea Ithca re PfOVlderS Can People with an Updated (Bivalent) Percent of US

Help Booster Dosef Count Population
Total 53,980,763 16.3%

Evelyn Twentyman, MD, MPH

LT ORERES Population = 5 Years of Age 53,910,391 17.3%

coasoranon Medscape & , | © Add to Email Alets | Population > 12 Years of Age 52,668,775 18.6%
Population > 18 Years of Age 50,821,425 19.7%

. Hastalara asi zamanini hatirlatin (telefon, mesaj, e posta vb)
Population = 65 Years of Age 22,796,124 41.6%
. Nerede asi olabileceklerini anlatin

. CDC’nin sosyal medya hesaplarini paylasarak cesaretlendirin https://covid.cdc.gov/covid-data-tracker/#vaccinations
. Hekimlerin asi sorgulamasi yapmasini motive edin

. Hatirlatma dozlarinin ne kadar koruyucu oldugunu anlatin

. Hastalarin asilarla ilgili olasi sorularina hazirlkli olun

. Hastanelere, eczanelere asiyi hatirlatan posterler, videolar yerlestirin

. Sadece asl icin randevu olusturun

O 00 N o v A W N =

. Diger asilar icin basvuranlara COVID-19 asisini da 6nerin

10. Hastanin kendi durumuna gore agir COVID-19 ve uzamis COVID-19 riskini anlatin



Neutralization of BA.4—BA.5, BA.4.6, BA.2.75.2,
BQ.1.1, and XBB.1 with Bivalent Vaccine

N Engl J Med 2023; 388:854-857

Bivalent vaccine Monovalent vaccine
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USA-WA1/2020 BA.4—-BA.5 Spike BA.4.6 Spike BA.2.75.2 Spike BQ.1.1 Spike XBB.1 Spike
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Bivalent vaccine

Monovalent vaccine

B Participants with SARS-CoV-2 Infection before Dose 4

USA-WA1/2020  BA.4—BA.5 Spike BA.4.6 Spike BA.2.75.2 Spike BQ.1.1 Spike XBB.1 Spike
GMFI Ratio: 1.8x 2.4x 2.7x 2.5% 2.7% 2.7%
GMFI: 3.5% 2.0x 6.7x 2.8x 5.6x 2.1x 5.3x 2.1x 6.0x 2.2% 4.9x 1.8x
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News > Reuters Health Information

Not Enough Data to Support Multiple Annual
COVID Boosters, CDC Adyvisers Say

By Aditya Samal

February 27, 2023 | © Add to Email Alerts | REUTERS
[ﬂj (Reuters) - There is not sufficient evidence to recommend more than one

13 COVID-19 booster shot a year for older people and those with weakened

@ immune systems, an expert advisory group to the U.S. Centers for Disease

Control and Prevention (CDC) said on Friday.

The COVID-19 working group of the CDC's Advisory Committee For

Immunization Practices (ACIP) supported an annual booster campaign, likely in

the fall, especially for populations considered at high risk, Dr. Sara Oliver, a

CDC official who heads the group, said during a meeting of the agency's

outside advisers.
FDA 26 Ocak'ta yaptidi son toplantisinda yeni asilanacak olan kisilerin ve hatirlatma dozlarinin, dolasimda olan
BQ.1.1 ve XBB.1.5 varyantlarina da daha etkili olan, ikili (bivalan) asi ile yapilmasi karar almistir. Ayni toplantida
bundan sonra hatirlatma dozlarinin kis sezonu basinda yapilmasi ve sezon basinda uygulanacak asinin icerigini
her yil Haziran ayinda toplanan bir bilimsel komisyonun belirlemesi kararlastinlmistir. Mevcut bilimsel verilere
dayanilarak alinan bu kararlara gore; COVID-19 asisinin, tipki grip asilari gibi, yenilenmis icerigi ile her kis
sezonu basinda uygulanacagi beklenmektedir.



1. 12-50 yas arasindaki saglikl kisiler; bir ay arayla iki doz mRNA asisindan olusan primer semayi

(9] 1] IN AllZ TURK KLINIK MIKROBIYOLOJI VE o
: . \ o tamamladiktan 3 ay sonra birinci hatirlatma dozlarini (3. asilarini) yaptirmis olmalidir. (Temel Asilama: 2 doz +
m KLIMI INFEKSIYON HASTALIKLARI DERNEGI y ( ? )Y P ? (T A§

Hatirlatma 1 doz = Toplam 3 doz)

2. 50 yasinin istiinde olan kisiler (saglikli dahi olsalar) veya 12 yas lizerinde olup altta yatan ciddi hastalig
(diyaliz gerektiren bobrek yetmezligi, kalp yetmezligi, ileri akciger yetmezligi ve siroz) bulunanlar; hatirlatma
dozundan 3-6 ay sonra 2. hatirlatma dozlarini (4. asilarini) olmalidir.

DUYURULAR »

COVID-19: SALGINDA SON DURUM, ASILAR VE (Temel Asilama: 2 doz + Hatirlatma 2 doz = Toplam 4 doz)
HATIRLATICI DOZLAR

3. Yiiksek miktarda viriisle karsilasma riski olan kisiler (saglik calisanlan); 1. hatirlatma dozundan 3-6 ay
sonra 2. hatirlatma dozlarini (4. asilarini) olmalidir.

(Temel Asilama: 2 doz + Hatirlatma 2 doz = Toplam 4 doz)

E B G COVID-19: Salginda Son Durum,
Astlar ve Hatirlatict Dozlar

4. Bagisikligi baskilanmis kisiler;1 ay arayla 3 dozdan olusan primer asi semasini tamamladiktan 3 ay sonra

KLiMiK DERNEGI
ERISKIN BAGISIKLAMASI CALISMA GRUBU birinci hatirlatma dozlarini (4. agilarini), bundan en az 4 ay sonra da ikinci hatirlatma dozlarini (5. asilarini)

olmalidirlar.

(Temel Asilama: 3 doz + Hatirlatma 2 doz = Toplam 5 doz)

5. Ne yazik ki tilkemizde <12 yas ¢cocuklarda uygulanmak lizere, daha diisiik miktarda mRNA igeren

onaylanmis asi bulunmamaktadir. Ama bu yas grubuna uygun asilarin bulundugu tlkelerde 6nerilen asilama
semasi su sekildedir:

a. 5 -11 yas arasindaki cocuklarda primer asilama icin 3 hafta arayla 2 doz tekli (monovalan)10 mikrogramlik
as! yapilmasi onerilmektedir. Bu yas grubunda, sadece bagisikligi baskilanmis olanlarda primer asilamada, 2
doz asilamadan en az 28 giin sonra olmak tzere ayni asiyla 3. bir dozun daha yapilmasi 6nerilmektedir.

b. 6 ay-4 yas arasindaki ¢ocuklarin primer asilamasindaysa; 3-8 hafta arayla yapilan tekli (monovalan) 3
mikrogramlik 2 dozu takiben, 2.dozdan en az 8 hafta sonra olmak lzere 3.doz olarak ikili (bivalan) 3
mikrogramlik bir doz asi daha onerilmektedir.



FDA NEWS RELEASE

Coronavirus (COVID-19) Update: FDA Authorizes
Moderna and Pfizer-BioNTech COVID-19
Vaccines for Children Down to 6 Months of Age

f share

[
©

Print

For Immediate Release:  June 17, 2022

FDA Temmuz 2022’den itibaren >6ay bebek ve cocuklara COVID asisi dnerdi. BioNTech 3 doz, Moderna 2 doz.

FDA NEWS RELEASE

Coronavirus (COVID-19) Update: FDA Authorizes
Updated (Bivalent) COVID-19 Vaccines for
Children Down to 6 Months of Age

f share | ¥ Tweet  in Linkedin 3% Email | & Print

< bay 7?7?77

For Inmediate Release:  December 08, 2022

Aralik 2022’de ayni yas grubu icin bivalan asi onaylandi



Maternal mRNA covid-19 vaccination during pregnancy and delta Effectiveness (

or omicron infection or hospital admission in infants: test :)"fﬁcﬂoh — — e
. . elta variant, primary vaccine series* to
negative design study BMJ 2023;380:e074035 Omicron variant, primary vaccine series*+ to
Sarah CJ Jorgensen,® Alejandro Hernandez,? Deshayne B Fell,>* Peter C Austin,*’
Admission to hospital
Delta variant, primary vaccine series*t 97 (73 to 100)
Infants born between 7 May 2021 and 31 March 2022 and Omicron variant, primary vaccine series*# 9

tested for SARS-CoV-2 between 31 May 2021 and 5 September 2022

to 6
l Omicron variant, primary+booster vaccine seriest§ 80 (64 to 89)

# 8809 Trimester of second vaccine dose Infant age when tested

Infants g g 80
A ? @
{ ) : 2
g 60 — g 60
§1600] 2 2
Cases Controls o é
| E 40 r 5 40
o o
c £
(ED (§ 4365 o o
Delta cases Delta controls S 20 g 20
(§1501)
Omicron cases Omicron controls 0 ‘ ; ‘
First Second Third 0-8 weeks 9-16 weeks  >16 weeks
Halasa NB, N Eng| ) Med2022;387:103-19: 5 XBB.1.5 ‘e ve yeni varyantlara karsi koruyuculuk?
Carlsen EO, JAMA Intern Med2022;182:825-31 & enzelr Bivalan asinin koruyuculugu?
sonuglar )
Danino D. J Pediatr 2022;5S0022-3476(22)00896-4. | Optimal asilanma zamani?




Impact of Vaccination —— No Vaccination 1.0000 -
on Major Adverse —— Full Vaccination

. - Partial Vaccination
Cardiovascular Events
in Patients With ABD verileri

COVID-19 Infection 1,934,294 kisi

J Am Coll Cardiol 2023;81(9):928 1 Mart 2020- 1 Subat 2022
180 gun takip

0.9975 -+

0.9950 -

0.9925 -+

Probability of Freedom From MACE

tudy Characteristics CV outcomes at follow-up Citation T T T T
Al - AN WA TR 3 ‘ e fow - 1% - T.', ' Alav — ’ 0 50 'IOO ]50
Veterans 90% males, mean 1.7-fold risk of heart attack; Xie et al, Nature Medicine 2022 Bis Gl Tificti
Administration age 61 1.6-fold risk of stroke aysalieS e
TriNetX Network Unvaccinated, mean 2-fold risk of heart attack; Wang et al, E Clinical Medicine,
age 44 1.6-fold risk of stroke 2022
US Insurance Unvaccinated, mean 2-fold risk of stroke, PE, Devries et al, JAMA Health Forum,
Claims Database age 50 DVT, all-cause death 2023 45 -
! 2 - Kalp krizi ve felcten koruyan asilar:
US pandemic US population across 4.9% more cardiovascular Han, Nature Cardiovascular \/ |nf| uenza
through March 5 Covid waves deaths than expected (2 Research, 2023
2022 years) v Pnomokok
Korea National >62,000 >2-fold risk of heart attack Kim Y-E, JAMA, 2022
Database unvaccinated and stroke for unvaccinated v COVID-19
>168,000 vaccinated vs vaccinated

Mean age ~50

' NCATS (US Mean age 45 2-fold risk of heart attack Jiang, JACC, 2023
Consortium, NIH) >1.9 million patients and stroke for unvaccinated
vs vaccinated

Korea and NCATS studies compare vaccinated vs unvaccinated @erictopol



Uzamis COID-19 ve Asi1???

Trajectory of long covid symptoms after covid-19 vaccination:

community based cohort study

BMJ 2022;377:e069676

Daniel Ayoubkhani,"* Charlotte Bermingham," Koen B Pouwels,”* Myer Glickman,’

Ingiltere, 28 356 kisilik kohort, 6729 uzamis COVID-19 olgusu

Bir doz asidan sonra yakinmalarda %12.8 azalma, ikinci dozdan sonra %8.8 azalma

Efficacy of first dose of covid-19 vaccine versus no vaccination
on symptoms of patients with long covid: target trial emulation

based on ComPaRe e-cohort
Viet-Thi Tran

2 Elodie Perrodeau,” Julia Saldanha,’ Isabelle Pane,” Philippe Ravaud®>*

Fransa «long COVID-19» kohort, asililar (455) vs asisizlar (455)
tek doz asi sonrasi 120 giin icinde belirtilerde iyilesme

BMIMED 2023;2:e000229.
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Koronavirus Asilarinin Gelecegi

Feature

A nanoparticle vaccine from South Korean firm 5K bloscience, approved In 2022,

THENEXT GENERATION OF
CORONAVIRUS VACCINES

By Ewen Callaway

New technologies might provide more potent or broader
immunity — but will have to fight for market share.

accines against the coronavirus
SARS-CoV-2 have been given to
billions of people to protect them

Hereswhat toexpect of this next generation
of vaccines.

immunity provided by the original

vaccines. Asa result, vaccine devel-
opersaround the world areworking ondozens
of 'next-generation’ COVID-19 vaccines: not
justupdatesof the first versions, but ones that
wse new technologies and platforms.

These vaccines are & diverse group, but
the overarching aimis to deliver long-lasting
protection that is resilient to viral change.
Some could protect against broader classes
of coronavirus, including ones that have yat
to emerge. Oithersmight provide more potent
immunity, might do so at lower doses, or
might be better et preventing infection or
transmission of the vins.

| Mature | Vo!&14 | 2 February 2023

from COVID-19, and have saved  Why do weneed more vaccines?
more :han 20 mlllron lives. But  In a word: evolulmn The first approved
wiralvari ofthe  COVID. tested for protection

against versions of SARS-CoV-2 that had not
changed much since the virus was firstidenti-
fied. These vaccines come in different types —
someare composed of messenger RNA, others
are inactivated versions of the coronavirus
itsalf or some of its proteins — but all work by
exposing the body o antigens (portions of the
wvirus)to provoke an immune response without
causing disease.

Broadly speaking, this immune response
comes from B celis, which produce antibodies
thatcanblock SARS-CoV-2 frominfectingcells,
and from T cells, which can destroy infected
cells {and suppert other immune responses).

The vaccinations also generate a pool of

‘memory cells” for prolonged immunity,
even after initial antibody levels dwindle. On
subsequent infection, memory B cells begin
proliferating and differentiating into cellsthat
churn out more antibodies (see How corona-
¥irus vaccines protect egainst SARS-CoV-2).
Althowghthese vaccines provide long-lasting
protection against severe disease, the protec-
tion they offer against viralinfection dwindles
inmonths. And variants of SARS-CoV-2, such
asOmicron, have sinceevolved with mutations 3
that allow them toescape some of this immu-
nity. Forinstance, memory responses generated
by theinitial vaccines produce antibodies that
don'tlatch onto{micronas easily. That contrib-
utes i the reduced protection againstinfection
(see 'Coronavirus variants avoid immunity).
Asecond generation of vaccines has already
beenintreduced toboostimmunity against the
D'micron variant. It’s likely that further, vari-
ant-specific updates to vaccines will follow, to
try to keep up with viral evolution — sithough
it’s notclearwhether the protection they offer
will b particularly long-lasting as immunity
WENES am!SARS—Cu\" 2evolves Eurther

appmaches to devehsp new vaccines.

Updated vaccines
To tackle SARS-CoV-2 variants, the vaccine
developers Pfizer-BionNTech and Moderna =
introduced updated mRMA vaccinesast year.
Thess arecalled bivalent, because they encode
miolecules of the spike protein from the origi-
nal virws and from Dmicron. (The spike protein

i what SARS-CoV-2 uses to bind to cells.)

The bivalent vaccines work in saeveralways.
Like other COVID-12 booster shots, they stim-
ulate the memory & cells already established
by previous veccines; some of this ceflular
response leads vo antibodies that can recog-
nize Omicron. Their potency can strengthen
over time, too: when presented with Omicron's
spike, memory Boells go through anevolution-
ary ‘training’ process of mutation and selection,
producingapool of Bealls that encodeantibod-
iies that bind more tightly to Omicron's spike.
Finally, the Omicron companents of bivalent
waccines also recruit new B cells that produce
their ownantibodies (see Updated vaccines’).

These effects might mean that a bivalent
booster provides better protection against
Dmicron than doees a booster dose of the orig-
imalvaccine. But it's still unclear how substantial
that advantage is in practice.

Some developers, including Pfizer-
BioNTech, are also working on combination
vacclnstoprona:r. people agam»sttﬂ'h’ll}l?
andof miosti
Mearly allareintheearly slagesofdmlnpmr.

Broadly protective vaccines

Updates to COVID-19 vaccines will always be
a step or two behind the evolving virus. Sci-
entists hope to develop “broadly protective’

EAPHICUN ISP CERAWATINS, ACAP TR FRROM A C WAL T AL CFLLVIL D43 B B0 50

UPDATED VACCINES

‘Bivalent’ vaccines present portions of both the original virus and its variants (such as Omicron), to try to keep
up with the evolving virus. In response to a booster dose of this vaccine, some existing memory B cells spark off
the production of more antibodies; others mature, leading to cells able to make antibodies that bind to Omicron
more strongly; and some new B cells make Omicron-specific antibodies.

Memory B cell

Antigen-presenting cells \\-:: Origli(rl\aLanéibodies
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Genis spektrumlu «mozaik» nanopertikul asilar

" BROADER PROTECTION?

Some vaccines might be able to target many future SARS-CoV-2 variants. ‘Mosaic’ vaccines stud
nanoparticles with receptor-binding domains (RBDs) from multiple coronaviruses. They might be
able to produce antibodies that can bind to — and so protect against — many related coronaviruses.

Variable Conserved
region region

SARS- Close relative B cell

CoV-2  species (another |

RBD ‘sarbecovirus’,

such as SARS-CoV) l
Weak binding e Strong binding
Across SARS-CoV-2 variants and
closely related species, some A B cell that binds weakly to A B cell that binds strongly —
regions of the RBD vary, but a mosaic nanoparticle — because it can lock on to the
others are conserved*. perhaps because it recognizes conserved regions of many RBDs
. only one RBD — will not divide — will divide and produce more

*At the resolution shown here, the RBDs for and flourish. antibodies and B cells.

different sarbecoviruses look the same.



SELF-AMPLIFYING RNA

Conventional
mRNA vaccine Cell

Antigen-

coding 3

TARGETING OTHER sequence
VIRAL PROTEINS WA

The coronavirus’s spike protein is just one of many ~ RNA Lipid coat into cell
that T cells could recognize. Some future vaccines

aim to present the body with other proteins. w—
Self-amplifying

Viral Viral antigen ingested by
antigens antigen-presenting cell
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ALIVELY MARKET

All these next-generation vaccines will be fighting for market share. More than 50 vaccines have already been
approved, yet there are hundreds in clinical trials. Hundreds more have been abandoned.

B Combination B Mucosal Broader or B Updated Other (including
(other infections, (aiming to block stronger to tackle ‘first-generation’
such as influenza) transmission) immunity variants vaccines)

s s TR e L S S T P T T OO vssisisnmaasinm R
448

A00 ---eeeee 5 R ————

B e G vvvovswwsmmmnassssammsmss g

= TN . | 20K

53
[E— 39 _—

G2 s O

Number of vaccines

Preclinical Early Late Approved Not Late Approved
phase phase progressing phase




LEADING PLAYERS

Eight vaccines make up almost all of the 16 billion doses produced so far,
of which more than 13 billion have been administered.

= Pfizer-BioNTech = AstraZeneca-Univ. Oxford CoronaVac

- Moderna = Johnson & Johnson - Bharat Biotech (Covaxin)

Sinopharm
Sputnik V
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Coronavirus (COVID-19) Vaccinations
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69.7% of the world population has received at least one dose of a COVID-19 vaccine.
13.32 billion doses have been administered globally, and 213,316 are now administered each day.

28% of people in low-income countries have received at least one dose.
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