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Safety and immunogenicity of a novel recombinant adenovirus type-5 vector-based Ebola
vaccine in healthy adults in China: preliminary report of a randomised, double-blind,

placebo-controlled, phase 1 trial.
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Fan-Yue Meng, Jun-Jie Xu, Rong Tang, Jin-Long Zhang, Wen-Juan Wang, Lei Duan, Kai Chu,
Qi Liang, Jia-Lei Hu, Li Luo, Tao Zhu, Jun-Zhi Wang, Wei Chen. The Lancet, March 25,
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Phase 1 trial of first Ebola vaccine based on 2014 virus strain shows vaccine is safe

and provokes an immune response Medical researchers now have the results from the
first phase 1 trial of an Ebola vaccine based on the current (2014) strain of the virus.
Until now, all tested Ebola virus vaccines have been based on the virus strain from the
Zaire outbreak in 1976. The results suggest that the new vaccine is safe, and provokes
an immune response in recipients, although further long-term testing will be needed to
establish whether it can protect against the Ebola virus.

Results from the first phase 1 trial of an Ebola vaccine based on the current

(2014) strain of the virus are today published in The Lancet. Until now, all tested Ebola
virus vaccines have been based on the virus strain from the Zaire outbreak in 1976. The
results suggest that the new vaccine is safe, and provokes an immune response in
recipients, although further long-term testing will be needed to establish whether it can
protect against the Ebola virus.

A team of researchers, led by Professor Fengcai Zhu, from the Jiangsu provincial center for
disease prevention and control in China, tested the safety and immunogenicity of a novel
Ebola vaccine, based on the 2014 Zaire Guinea Ebola strain, and delivered by a virus-like
structure (known as a recombinant adenovirus type-5 vaccine). The experimental vaccine
was developed by Beijing Institute of Biotechnology in Beijing, China, and Tianjin CanSino
Biotechnology in Tianjin, China.

120 healthy Chinese adults were randomly assigned in equal numbers to receive placebo,
a low dose, or high dose of the vaccine. The randomised, double- blind,
placebo-controlled, phase 1 clinical trial took place at one site in Taizhou County, Jiangsu

Province, China.



28 days after vaccination, 38 out of 40 participants in the low-dose group and all 40 of
those in the high-dose group had a positive immune response to the vaccine, with
participants in the high-dose group producing higher quantities of antibodies than those
in the low-dose group. No specific immune response was recorded in the placebo group.
The study does not show whether the level of immune response observed might
ultimately be able to offer protection against Ebola virus, and previous trials of this type of
vaccine have suggested that pre-existing immunity to the virus vector used to deliver the
vaccine may affect its ability to protect against the virus. However, the high dose of
vaccine used in the study appeared to partly circumvent pre-existing immunity to the
vector, because participants in the high-dose group had a 100% response rate, with no
resultant increase in adverse events.

Nonetheless, it will only be possible to assess the vaccine's protective ability with further
trials in Africa, say the authors. Moreover, previous research has indicated that this type
of vaccine may increase the risk of HIV acquisition, so future trials will need to take this
into account.

According to Professor Zhu, "On the basis of our findings, we believe that the Ebola
vaccine we assessed has some potential, and a significant advantage of this type of
vaccine is that stable and much easier to store or transport in tropical areas with
inadequate cold-chain capacity, such as Africa. However, whether this candidate

vaccine could become a final vaccine for widespread use against Ebola outbreaks is still
uncertain, because of the issues of HIV-1 acquisition rates and the pre-existing immunity,
especially in west Africa.

More evidence from clinical trials is needed about these concerns.

Furthermore, these results only assess immune response up to 28 days, so we plan to
assess the persistence of the specificimmune response by following up the vaccine
recipients of this study."

No serious adverse events were recorded during the 28 days of follow-up, although
participants in the high dose group were more likely to report pain and redness at the
injection site, with a smaller number reporting mild fever and vomiting. The incidence of
adverse reactions was in line with findings from previous studies of other

viral-vectored Ebola vaccines.

Writing in a linked Comment, Andrea Marzi from the National Institute of Allergy

and Infectious Diseases, National Institutes of Health, Hamilton, USA, and Darryl Falzarano
from the University of Saskatchewan, Saskatoon, Canada, say, "This adenovirus

type-5 Ebola vaccine vector is an example of how quickly existing vaccine platforms can be
modified to incorporate a new virus strain, and moved, with minimum testing in animals,
into trials in humans during a crisis situation. However...ultimately, the effectiveness of all

these vaccines will only become clear when they proceed to phase 2 efficacy trials in



outbreak regions."
The study was funded by China National Science and Technology, Beijing Institute of

Biotechnology, and Tianjin CanSino Biotechnology.
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A2 B Association of diabetes and PNPLAS3 genetic variants with disease severity of patients
with chronic hepatitis C virus infection.

T'F-%f ¢ Huang CF, Dai CY, Yeh ML, Huang Cl, Tai CM, Hsieh MH, Liang PC, Lin YH, Hsieh MY, Yang HL,
Huang JF, Lin ZY, Chen SC, Yu ML, Chuang WL J Hepatol. 2015 Mar;62(3):512-8. doi:
10.1016/j.jhep.2014.10.011. Epub 2014 Oct 20.

PE
BACKGROUND & AIMS:

Genetic variants of patatin-like phospholipase domain-containing 3 (PNPLA3) and diabetes are
associated with liver disease severity, in patients with chronic hepatitis C (CHC) infection. We aimed at

exploring their interaction in determining hepatitis C virus (HCV)-related liver fibrosis.

METHODS:

The PNPLA3 genetic polymorphism at rs738409 was verified in 1077 biopsy-proven CHC patients.
Other clinical variables, including diabetes status, were analysed for factors associated with bridging

fibrosis.

RESULTS:

Patients with advanced liver fibrosis had higher proportions of the GG genotype (14.5% vs. 10.4%, p=0.06
in recessive model) and GG/GC genotype carriage (64.0% vs. 56.8%, p=0.03 in dominant model).
Stepwise logistic regression analysis revealed that factors predictive of advanced liver fibrosis

included age (odds ratio [OR]: 1.02, 95% confidence intervals [CI]: 1.008-1.037, p=0.002), diabetes (OR:
1.81, CI: 1.236-2.653, p=0.002), a-fetoprotein (OR: 1.006, CI: 1.001-1.01, p=0.01), platelet counts (OR:
1.009, CI: 1.006-1.012, p<0.001), and PNPLA3 rs738409 CG/GG genotype (OR: 1.34, Cl: 1.006-1.785,
p=0.046). When patients were grouped according to their diabetes status, the PNPLA3 genetic variants

were associated with advanced liver fibrosis in diabetic patients only, but not in non-diabetic patients. The
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PNPLAS3 gene was the most important predictive factor of bridging fibrosis in diabetic patients, using the
recessive model (OR: 4.53, Cl: 1.356-15.106, p=0.014) or the dominant model (OR: 2.20, Cl: 1.026-4.734,
p=0.04). Compared to non-diabetic patients, patients with the diabetes/GG genotype were more likely to
have advanced liver fibrosis (OR: 8.79, CI: 2.889-26.719, p<0.001), followed by those with
diabetes/non-GG genotype (OR: 1.55, Cl: 1.048-2.286, p=0.03).

CONCLUSIONS:

The effect of PNPLA3 genetic variants in HCV-related advanced liver fibrosis was enhanced in
diabetic patients. The strong genetic-environmental interaction contributed to the high risk of

advanced liver disease in CHC patients.

48 P : Saikosaponin b2 is a naturally occurring terpenoid that efficiently inhibits hepatitis C virus
entry

ﬁ’-‘-F‘f ¢ LinLT, Chung CY, Hsu WC, Chang SP, Hung TC, Shields J, Russell RS, Lin CC, Li CF, Yen MH,
Tyrrell DL, Lin CC, Richardson CD J Hepatol. 2015 Mar;62(3):541-8. doi:
10.1016/j.jhep.2014.10.040. Epub 2014 Nov 4
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BACKGROUND & AIMS:

A vaccine against hepatitis C virus (HCV) is unavailable and cost-effective antivirals that
prevent HCV infection and re-infection, such as in the transplant setting, do not exist. In a search
for novel and economical prophylactic agents, we examined the antiviral activity of
saikosaponins (SSa, SSh2, SSc, and SSd) from Bupleurum kaoi root (BK) as entry inhibitors
against HCV infection.

METHODS:

Infectious HCV culture systems were used to examine the effect of saikosaponins on

the complete virus life cycle (entry, RNA replication/translation, and particle production).
Antiviral activity against various HCV genotypes, clinical isolates, and infection of primary
human hepatocytes were also evaluated.

RESULTS:

BK and the saikosaponins potently inhibited HCV infection at non-cytotoxic concentrations.
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These natural agents targeted early steps of the viral life cycle, while leaving
replication/translation, egress, and spread relatively unaffected. In particular, we identified SSb2
as an efficient inhibitor of early HCV entry, including neutralization of virus particles,
preventing viral attachment, and inhibiting viral entry/fusion. Binding analysis, using soluble
viral glycoproteins, demonstrated that SSh2 acted on HCV E2. Moreover, SSh2

inhibited infection by several genotypic strains and prevented binding of serum-derived HCV
onto hepatoma cells. Finally, treatment with the compound blocked HCV infection of primary
human hepatocytes.

CONCLUSIONS:

Due to its potency, SSb2 may be of value for development as an antagonist of HCV entry
and could be explored as prophylactic treatment during the course of liver transplantation.
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