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Vacuna virus inactivado SinophajCepa WIV04

— Aislada de paciente del hospital Jinyitau

Effect of an Inactivated Vaccine Against SARS-CoV-2 on Safety Wu h an, C h | na
and Immunogenicity Outcomes
Interim Analysis of 2 Randomized Clinical Trials

Shengli Xia, BS; Kai Duan, PhD; Yuntao Zhang, PhD; Dongyang Zhao, BS; Huajun Zhang, PhD; Zhigiang Xie, MD; Xinguo Li, MD; Cheng Peng, MD; . -

Yanbo Zhang, MD; Wei Zhang, MD; Yunkai Yang, MD: Wei Chen, MSc; Xiaoxiao Gao, PhD; Wangyang You, MD: Xuewei Wang, MD; Zejun Wang, PhD; RESULTS J"'Ll'ﬂﬂl'lg 320 PEtI'EI'IE who were randomized (mean dge, 428 yedrs; 200 women
Zhengli Shi, PhD: Yanxia Wang, BS; Xugin Yang, MD: Lianghao Zhang, M5c; Lili Huang, BS; Qian Wang, MD; Jia Lu, PhD: Yongli Yang, PhD: Jing Guo, PhD: - M -

Wei Zhou, PhD; Xin Wan, MD; Cong Wu, MD; Wenhui Wang, MD; Shihe Huang, PhD; Jianhui Du, MD; Ziyan Meng, MD; An Pan, PhD; Zhiming Yuar, PhD; [525%]}, all CDTﬂp'E‘tE’d the trial up to28 d-EI]I'E after the whole-course vaccination. The ?-d-EI]I'

Shuo Shen, PhD; Wanshen Guo, BS; Xiaoming Yang, MD

adverse reactions occurred in 3 (12.5%). 5 (20.8%). 4 (16.7%), and 6 (25.0%) patients in the

alum only, low-dose, medium-dose, and high-dose groups, respectively, in the phase 1 trial;
and in 5 (6.0%) and 4 (14.3%) patients who received injections on days O and 14 for vaccine

and alum only, and 16 (19.0%) and 5 (17.9%) patients who received injections on days O and
IMPORTANCE A vaccine against coronavirus disease 2019 (COVID-19) is urgently needed. T e [ nnlyr, I'EpEfti'u'Eljf, inthe phEEE B The most common adverse
OiJElf"f"E Toevaluate the _-‘-E'f‘?tY;'_‘d immunogenicity of an investigational inactivated reaction was injection site pain, followed by fever, which were mild and self-limiting; no
whole-virus COVIDAS vaccine in China. serious adverse reactions were noted. The geometric mean titers of neutralizing antibodies in
INTERVENTIONS In the phase 1trial, 96 participants were assigned to 1of the 3 dose groups the low-, medium-, and high-dose groups at day 14 after 3 injections were 316 (95% Cl,
(2.5, 5. and 10 pg/dose) and an aluminum hydroxide (alum) adjuvant-only group (n = 24 in ) ) ) . :
each group), and received 3 intramuscular injections at days 0, 28, and 56. In the phase 2 218-457), 206 (95% Cl. 123-343). and 297 (95% C1, 208-424), rESpEChvEI}I" in the thSE 1
trial, 224 adults were randomized to 5 pg/dose in 2 schedule groups (injections on days 0 and trial, and were 121 (95% Cl, 95-154) and 247 (95% Cl, 176-345) at day 14 after 2 injections in
14 [n = 84] vs alum only [n = 28], and days 0 and 21 [n = 84] vs alum only [n = 28]). participants receiving vaccine on days O and 14 and on days O and 21, respectively, in the
DESIGN, SETTING, AND PARTICIPANTS Interim analysis of ongoing randomized, double-blind, phase 2 trial. There were no detectable antibody responses in all alum-only groups.
placebo-controlled, phase 1and 2 clinical trials to assess an inactivated COVID-19 vaccine.
The trials were conducted in Henan Province, China, among 96 (phase 1) and 224 (phase 2) CONCLUSIONS AND RELEVANCE In this interim rEpﬂrt ofthe phEIEE' 1and ph-ESE 2 trials of an
healthy adults aged between 18 and 59 years. Study enrollment began on April 12, 2020. inactivated COVID-19 vaccine, patients had a low rate of adverse reactions and demonstrated
The interim analysis was conducted on June 16, 2020, and updated on July 27, 2020. immunogenicity; the study is ongoing. Efficacy and longer-term adverse event assessment
MAIN OUTCOMES AND MEASURES The primary safety outcome was the combined adverse will require phase 3 trials.
reactions 7 days after each injection, and the primary immunogenicity outcome was
neutralizing antibody response 14 days after the whole-course vaccination, which was TRIAL REGISTRATION Chinese Clinical Trial Registry Identifier: ChiCTR2000031809
measured by a 50% plague reduction neutralization test against live severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2).

JAMA. doi:10.1001/jama.2020.15543. Published online August 13, 2020



Vacuna Virus Inactivadnopharntepa WIV04 Reactogenicidad

Table 2. Adverse Reactions After 3 Doses in the Phase 1Trial and 2 Doses in the Phase 2 Trial in the Safety Set®
Phase 1 clinical trial; Phase 2 clinical trial
0, 28, and 56-d group 0 and 14-d Group 0 and 21-d Group
Low dose Medium dose  High dose  Alum only Medium dose  Alum only Medium dose  Alum only

Adverse reaction (n = 24) (n = 24) (n = 24) (n = 24) (n = 84) (n=28) (n = 84) (n = 28)

0-7d

Total adverse 5 (20.8) 4(16.7) 6 (25.00 3(12.5) 5(6.0) 4(14.3) 16 (19.0) 5 (17.9)

reactions

Systemic reactions 0 3(12.5) 1(4.2) 1(4.2) 4 (4.8) 2(7.1) 4 (4.8) 2(7.1)
Coughing 0 0 0 0 1(1.2) 0 0 0
Diarrhea 0 0 0 0 0 0 1(1.2) 0
Fatigue 0 1(4.2) 0 0 1(1.2) 0 0 0
Fever 0 1(4.2) 1(4.2) 0 4 (4.8) 1(3.6) 2(2.4) 1(3.6)
Headache 0 0 0 0 1(1.2) 1(3.6) 0 1(3.6)
MNausea and 0 1(4.2) 0 1(4.2) 0 0 1(1.2) 1(3.6)
vomiting
Pruritus 0 0 0 0 0 0 0 1(3.6)
(noninoculated
site)

Local reactions £ (20.8) 1(4.2) 6 (25.00 2(8.3) 2(2.4) 3(10.7) 13 (15.5) 4(14.3)
[tching 0 0 0 0 0 0 1(1.2) 1(3.6)
Pain £ (20.8) 1(4.2) 6 (25.00 2(8.3) 2(2.4) 3(10.7) 12 (14.3) 4(14.3)
Redness 0 0 1(4.2) 0 0 0 0 1(3.6)
Swelling 1(4.2) 0 1(4.2) 0 0 0 1(1.2) 1(3.6)

Other reactions 0 0 0 0 0 0 0 0

0-28d

Total adverse 5 (20.8) 4(16.7) 6 (25.00 3(12.5) 5(6.0) 4(14.3) 16 (19.0) 5 (17.9)

reactions

La dosis alta es mésactogénicalLa dosis media es similar al placebo JAMA. doi:10.1001/jama.2020.15543. Published online August 13, 20



Vacuna Virus Inactivadnopharntepa WIV04 Inmunogenicidad

Figure 3. Antibody Responses 14 Days After the Second Dose in the Phase 2 Trial
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Vacuna virus inactivado Sinopharm cepa HB02

ADenominacion: BBIBGorV
ADesarrolada por: Beijing Institute of Biological Products (Beijing, China)

AAislamiento original de la cepa de SARS2 proveniente de HNF y BAL
de tres pacientes de 3 hospitales (Wuhan Jinyitan Hospltal Chongqin
2 dzZaKly [/ 2dzydé tS2L¥ SQa | 2aLmiAalte @&

ACepa seleccionada: 19nGEWDCETanHB02 (HB02) por alta replicacion en
células vero (celulas epiteliales del rindn de un mono africano)

Alnactivacion: betgpropionolactona
AAdyuvante: hidréxido de aluminio
AFormulacion liquida

Lancet Infect Di2020. PublishedOnline October 15, 2020 https://doi.org/10.1016/ S143899(20)30838



Safety and immunogenicity of an inactivated SARS-CoV-2 @ x ®
vaccine, BBIBP-CorV: a randomised, double-blind, |
placebo-controlled, phase 1/2 trial

Shengli Xia*, Yuntao Zhang*, YanxiaWang*, Hui Wang®*, Yunkai Yang*, George Fu Gao®, Wenjie Tan*, Guizhen Wu™, Miao Xu*, Zhiyong Lou™,
Weijin Huang*, Wenbo Xu*, Baoying Huang*, Huijuan Wang*, Wei Wang, Wei Zhang, Na Li, Zhigiang Xie, Ling Ding, Wangyang You, Y uxiu Zhao,
Xugin'Yang, Yang Liv, Qian Wang, Lili Huang, Yongli Yang Guangxue Xu, Bojian Luo, Wenling Wang, Peipei Liu, Wanshen Guo, Xiaoming Yang

AFase 1:
Agrupo 1 (18 59 afios) (n: 96&) grupo 2 (>60 afios hasta 80 afios) (n:96)
A2 dosis (0 y 28 dias)>8, 4>g, 8>g vs placebo (SS + OHAI)

AFase 2:
A18¢ 59 afios (n: 448)
AUnica dosis &g vs placebo
A2 dosis (0y 1460y 21 60y 28d) vs placebo (1:1:1:1)

/ Seguridad y tolerabilidad
\ Inmunogenicidad (Acs neutralizante

Lancet Infect Di2020. PublishedOnline October 15, 2020 https://doi.org/10.1016/ S143899(20)30838

Objetivos




Fase 1: Seguridad grupo 18 a 59 ainos

Fase 1: Inmunogenicidad grupo 18 a 59 ano$§ anos

2 pg cohort (n=32) 4 pg cohort (n=32) 8 pg cohort (n=32) Total (n=96)
Vaccination Placebo  palue  Vaccination Placebo pvalue  Vaccination Placebo pvalue  Vaccination Placebo  pyalue
(n=24)  (n=8) (n=24)  (n=8) (n=24) (n=8) (n=72) (n=24)
All adverse reactions within 0-7 days 'A' E'
Any 11(46%)  3(38%) =099 8(33%)  2(25%) =095  11(46%)  1(13%) 020  30(42%) 6(25%) 02 1 m 1024 G roup allocation
Grace 1 10042%)  3(38%) - B(33%)  2(25%) “ 11{46%)  1(13%) - 29(40%)  6(25%) 2 . L L
vacdne
Grade 2 1(4%) 0 . o 0 - 1(4%) 0 . 2(3%) 0 E g Mg L : “_
Injection site adverse reactions within 0-7 days B ; 256 4y I"Ial:l:! - - -
Pain 9@8%)  1(3%) 038  7(9%) 1(13%) 064 9G8) O 007 5@ 208%) 0017 F _ ] 3 & pg vaccine A
Grade 1 9(38%)  1(13%) - 7(29%)  1(13%) - 9(38%) - . 25(35%)  2(8%) E - = 1 Flacebo . - ; - |
- = .
Gade2 0 0 0 0 e 0 0 0 B go- | Seroconversion 100% ad 28 = gy .. -bB &
swelling o 0 o 1(13%) 025 2(8%) 0 =099 2(3%) 1(4%) =099 e i B 0 = 2 |= =
Grade 1 [1} 0 ] 1(13%) 1(4%) 0 . 1(1%) 1(4%) . E i & ™ s = = - T & & jm | =
Grade 2 o 0 o o . 1{4%) 0 11%) 0 g g L = =
Itch o 0 : 1{4%) 0 =099 0 0 : 1(1%) o =098 £ Group allocation a2 16 . : - ; :' : : bt
Grada1 0 0 5 1{4%) 0 0 0 = 1(1%) 0 b3 —- 2 g vatine : SO =
Grade 2 4] a - o [¥] 0 a [¥] o - '.E — 4 “EI 'J'a:ti"e H L] E i L
Redness 1(4%) 0 =099 o 0 a i 1(1%) 0 =099 g Hg varcine A 4= = = = i o |=
Grade 1 1(4%) o - o 0 o o 1(1%) 0 . Pl E
i ————— e forn e i [nnh IAnn innn
Systamic adversa reactions within 0-7 days = % 5 % 0 - - 7 i
Fever 1(4%) 2(25%) 015 1(4%) 0 »099  2(8%) 0 =099 4(6%)  20B%) 064
Grade 1 1(4%) 2(25%) - 1(4%) i - 2 (8%) 0 " 4(6%)  2(B%)
Grade 2 ] 1] - o a - i} [1] - 1] o - E D
100 1024
¢ -
=
2]
Fase 1: Seguridad 0 afl g Ty
ase 1. Seguridad grup®0 anos £ 2 Y
o Seroconversion 91996% a d 28 - a
i ED— 64_ 5 - - - f : = |=
= T [ =4 L] [ ] L] (=
2 pg cohort (n=32) 4 pg cohort (n=32) 8 pg cohort (n=32) Total (n=96) 'E i = . - e s -
Vacdination Placebo  pwalue  Vaccination Placebo pwalue  Vaccination Placebo  pwalue  Vaccination Placebo  pualue %- l|‘ll E_ ° ® ® -
(n=24) (n=8) (n=24) (n=8) (n=24) (n=8) (n=24) (n=8) E A0 ! Group allecation ] 16= ] - - : = -
All adverse reactions within 0-7 days E = 7 b e dU'flL' r__ﬂ o - - - - -
Any 1(4%) 1(13%) 044  6(25%) 0 030 5(21%) 1(13%) 099  12(17%)  2(8%) 051 LT 4 pg per dose o 8
Grade 1 1(4%) 1(13%) - 6 (25%) 0 - 4(17%) 1(13%) - 1(15%) 2 (8%) - 20 2 S — a det & = = "0 E -
Grade 2 0 0 & 0 0 1(4%) 0 " 1(1%) 0 = Hd P ] T
ey ot o ) IR HNRnnEE e
Pain 1(4%) 1(13%) 044 4{7%) 0 055 4l7%) 0 055 o(3%)  1(4%) 044 Q e g g 0 I I I | I
Grade 1 1(4%) 1(13%) o 4 (17%) o 4(17%) o 9(13%) 1{4%) - o* 7 14 28* 32 42 o* 7 14 28* 12 42
Grade 2 o o = [} o o ] o o -
Induration 0 0 0 o 2 (8%) 0 S99 2(3%) o 099 Tirme past inoculation (days) Time post incoulation (days)
Gradel O 0 - 0 0 1{4%) 0 1(1%) 0
s RN b g o 14%) o law) o igure 2: Seroconversion ratios and neutralising antibody titres for and 60 years and older
Systemic adverse reactions within 0-7 days . .. . . .. N . . .
{ " . - : : " :
o o o 0 o P T o eroconversion rates (A) and neutralising antibody titres (B) for Ena'tl:lpanl:f. aged 18-59 y!:ars. and seroconversion atl:? (C) and newt allslr:g antlbﬂl:..y titres (D) fo
Gadel 0 0 0 0 : 14% 0 : 10% 0 . articipants aged 00 years and older. We defined the seroconversion as at least a four-fold increase in past-vacanation titre from baseline. The negative in
Grade2 0 0 0 0 -0 0 0 0 eutralisation antibody detection is represented as a GMT of 2. *Days of vaccination.

Lancet Infect Di2020.PublishedOnline October 15, 2020 https://doi.org/10.1016/ S143899(20)30838



Safety and immunogenicity of an inactivated SARS-CoV-2 @ & ®
vaccine, BBIBP-CorV: a randomised, double-blind, "
placebo-controlled, phase 1/2 trial

Shengli Xia*, Yuntao Zhang*, YanxiaWang*, Hui Wang*, Yunkai Yang*, George Fu Gao*, Wenjie Tan*, GuizhenWu*, Miao Xu*, Zhiyong Lou®,
Weijin Huang*, Wenbo Xu*, Baoying Huang*, Huijuan Wang®*, Wei Wang, Wei Zhang, Na Li, Zhigiang Xie, Ling Ding, Wangyang You, Y uxiu Zhao,
Xugin'Yang, Yang Liv, Qian Wang, Lili Huang, Yongli Yang Guangxue Xu, Bojian Luo, Wenling Wang, Peipei Liu, Wanshen Guo, Xiaoming Yang

AFase 2: (n: 448)
ASEGURIDAD

A 23% algun evento adverso en primero 7 dias (mas frecuente con deg)js 8
A Todas reacciones leves a moderadas
A Reacciones sistémicas: fiebre mas frecuente (1% a 4%)

AINMUNOGENICIDAD (GMT)

A Mayores titulos de Acs neutralizantes con dosis gy 14d60y21d 60y 28 d)
gue con DU de 8g

A4>gdO0Oy14d(169.5 95% IC 182P7.1)
A4>gd0y21d(282.7, 221361.4)
A4>gdO0y28(218.0, 18%861.3)

A8>gdO0 (14.7, 11618.8)

A Todos los casos p<0-001 comparado cog 8 0

Lancet Infect Di2020. PublishedOnline October 15, 2020 https://doi.org/10.1016/ S143899(20)30838



Ensayos clinicos en desarrollo




Argentina

AEnsayo clinico de fase lll, aleatorizado, de doble enmascaramiento,
controlado con placebo, en grupos paralelos para evaluar la eficacia,
Inmunogenicidad y la seguridad de la vacuna inactivada contra el SARS
Co\f2 en una poblacion sana entre los 18 anos y los 85 afos de edad.
(LABORATORIO ELEA PHOEN®SHEpharm) NCT04560881

AlnvestigadoiCoordinador Dr Pedro Cahn, FundaciBinésped

Alnvestigadore®rincipalesDra Florencia Cahn, Dr PaBlonvehiy Dr
RicardoRuttimann Fundacion/acunar

https://www.argentina.gob.ar/anmat/regulados/investigacionenicasfarmacologicas/EstudieautorizadosCOVID19



https://clinicaltrials.gov/ct2/show/NCT04560881



