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When should I get vaccinated against estavaceinated belorci il
season starts

flu?

For most people who need only one dose of flu vaccine for the season,
September and October are generally good times to be vaccinated against flu.
Ideally, everyone should be vaccinated by the end of October. Additional
considerations concerning the timing of vaccination for certain groups of people
include:

* Most adults, especially those 65 years and older, and pregnant people in
the first or second trimester should generally not get vaccinated early (in

July or August) because protection may decrease over time. However, early It takes about two weeks after

vaccination can be considered for any person who is unable to return at a vaccination for antibodies that

later time to be vaccinated. protect against flu to develop in
* Some children need two doses of flu vaccine. For those children it is the body.

recommended to get the first dose as soon as vaccine is available, because
the second dose needs to be given at least four weeks after the first.
Vaccination during July and August also can be considered for children who
need only one dose.

& Vaccination during July and August also can be considered for people who
are in the third trimester of pregnancy during those months, because this
can help protect their infants for the first few months after birth (when they
are too young to be vaccinated).
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MU{E 1IVs (1IV4s)— RIS Egg-based

Afluria Quadrivalent 0.25ml F&a% 6-35 mos -

Seqirus 0.5 ml &% > 35% :
5ml ZHEIE/NH 26 mos 24.5

AJFERCPharmalet 18 £ 64 %
Stratis * 0.5mL i3

SR N s

=295 0]
FluLaval 5ml ZHEIE/MN i 26 mos <25
EFELTE
Fluarix Quadrivalent 0.5 mif&a% 53 >6 Mos -
EFELT
Fluzone Quadrivalent 0.5 mL 783 26 MOsS -
Bt IR 05ml %% 51 26 mos -

5ml ZE| &S/ =6 mos <25
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M{E 1V (1IV4) — 1R %HE|E — Cell-based (ccllV4)

Flucelvax /71& 0.5 ml Fait L2 > 3% -
Seqirus

S5ml ZEIE/NH 235 <25

& NIV (IlV4) — SEIE€ — Egg-based (HD-11V4)

Fluzone SEI£U(E 0.7 ml 8% > 655% -

B IECHZ

& NV (11V4) - IRERIE - (£BIEgg-based (allV4)

Fluad Quadrivalent 0.5 ml fa&t > 655% -

Seqirus

MmE  IV=FEEEE ; RIV=EHEHE ; LAV=FEH ;
HA=MM 2=

=& IV (IIV3) - {REEEI= - {£H| - Egg-based (allV3)

Fluad 0.5 ml 8% > 657% -

Seqirus

{& RIV (RIV4) — &4 HA

Flublok (& 05ml 785 X2 >18% -

B IEL A=

[U{& LAIV (LAIV4) - Egg-based

FluMist [I{& 0.2mLfEFRI 2-495% -

Po] B 5 1 EFI SXEFE=
.

MB . IV=mFEFEE ; RIV=84ZH ; LAV=5=5H

HA=[M5Z=
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The ¢
Biology
Notes

Active ingredients

Viral or bacterial antigens that
directly stimulate the immune
system but cannot cause disease.

Adjuvants

Aluminum salts in small quantities
that help to boost the immune
response to the vaccine.

Common components of vaccines

A ¢

Stabilisers

Sugar/gelatin keep the vaccine
effective until it is administered to a
patient.

Sugar/gelatin

Preservatives

Thimerosal prevents dangerous
bacterial or fungal contamination
(only used for influenza
vaccines).

Antibiotics

Prevent contamination by bacteria
during the vaccine manufacturing
process.

Thimerosal

Trace components

Residual inactivating ingredients
such as formaldehyde, and
residual cell culture materials
(present in small quantities that
does not pose a safety concern).
Formaldehyde
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Type of
nuclear
material

?/Fuji?n/4ll/2002 (TH3N2) T

Virus Geographic Strain Year of Virus
type origin number isolation subtype

WHO : 2022- 2023 Northern
hemisphere influenza season

Egg-based vaccine composition recommendations:
(—) A/Victoria/2570/2019 (H1N1)pdmO09-like virus
( —) A/Darwin/9/2021 (H3N2)-like virus
( =) B/Austria/1359417/2021 (B/Victoria lineage)-like virus

(P4) B/Phuket/3073/2013 (B/Yamagata lineage)-like virus

Cell- or recombinant-based vaccine composition

recommendations:
(— ) A/Wisconsin/588/2019 (H1N1)pdmO09-like virus
(—) A/Darwin/6/2021 (H3N2)-like virus
( =) B/Austria/1359417/2021 (B/Victoria lineage)-like virus
(P4) B/Phuket/3073/2013 (B/Yamagata lineage)-like virus

BB HBRMEEA

g riirss ABELE - BEED

Buddhist Tzu Chi Medical Foundation




2022~2023 influenza in Taiwan
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' Egg-based vaccine
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ES e Fluarix Tetra 0.5mL/Syringe

&% e 22 7 S RE5(GSK)

BREE A/Victoria/2570/2019 (HIN1)pdm09-like virus ;
A/Darwin/9/2021 (H3N2)-like virus ;
B/Austria/1359417/2021 (B/Victoria lineage)-like virus ;
B/Phuket/3073/2013 (B/Yamagata lineage)-like virus -

78 R IE BRRAAKR 6 BHNU EZRENTEREERE - BLRMILEEMMEE
Z A BB B AU RS P 5 BRI BN B R

RAHS EEMNRES - MAKRIZUERE : 0.5ml ; REFERZ3~KmIET
£ - REElRUEBEES _H -

B2 R B

sl{FH EHENIRTE ~ e - BBE - AR - R
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Fluarix TetraE 2 E g |5+ 8

- EAfh R IKE S HE S B R IS AR 2

fFEBERAZE D-QIV-010 & - 356 %% 50 ﬁb&tﬁifﬁﬁiﬂﬁfﬁﬁéﬂ?ﬁﬁﬂﬁ
BFREEIEAN - BRI ERES Fluarix Tetra A 23 Bl Ik
BZiEEE (PPV23) - HRETELIE E’W]*ﬁ AT ELERY PPV23 B fY
FrBEIY%E Fluarix Tetra @AM /NEMXIKEMAERE (1-3-4-7F - 14
A 19A) - MEREHZ BN RERELAE - ﬁﬁ%ﬁ%%/‘ﬁiﬁfﬁkiﬁﬁ
mMEERY (5+6B -9V~ 18C ~ 19F 1 23F ) gttt o4r - J4E 2B
REREES 0 91.7% £ 100% #1 90.7% £ 100% E’JEEK%T”% B PR
D R TE BB B 4R 2248 P &+ ¥ 35 L MB BV L AR K -

- BUEEITEIRRIZEE ( Shingrix ) [EIIF45 %% .

TERR IR ST Zoster-004 &0 - 828 % 50 sl EAIBLE AfBHEES 2 T
Shlngrlx EfE 2 B8 - £ —HERERFAEE (N=413) _JZ,LE—”“‘HFITH”A
2 (N=415) Fluarix Tetra - #SEEmEPOMEREZHLUN - ERI2EF
M= ZIEEIRA - I - £ HI #18e GMT 75| - Fluarix Tetra #8212
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Egg-based vaccine

[| Svaven a0

P mA EnfANERRER

HEXmA Vaxigrip Tetra 0.5ML

i h& & 18 B IE

N2 A/Victoria/2570/2019 (HIN1)pdm09-like virus ;
A/Darwin/9/2021 (H3N2)-like virus ;
B/Austria/1359417/2021 (B/Victoria lineage)-like virus ;
B/Phuket/3073/2013 (B/Yamagata lineage)-like virus -

B E BRARMAK 6 BERAMU EZREMNFERGEERE - #F L FEMIDESEMTRE
Z A BB B B R S P S| EERY RN AR B =T -

RZHE EHEMRES - A —HO05mL - BE . FATR6ER-17TENEE :
—H0.5 mL - FR/NRIFELAARBEREERREENTE - B2V ER
4 BEBEEES2HZEE0S mL -

R’P 5 4R B

glfER BiE - BIZ - BH R BBE - 10T MR KEEETRE - STREMIERE
Bt RIS -

EEREIHE R D R - SR EFERN W E R 72 WMF#E(neomycin)
B (formaldehvde AZ K B2EZA(nctoxvnnl-0 ) B84 Rr A&7 O EE (4l

SRR R Egg-based vaccine Jam——

B

P A ZERNBRENERRES

FE N m A AdimFlu-S

iRy By

N2 A/Victoria/2570/2019 (HIN1)pdm09-like virus ;
A/Darwin/9/2021 (H3N2)-like virus ;
B/Austria/1359417/2021 (B/Victoria lineage)-like virus ;
B/Phuket/3073/2013 (B/Yamagata lineage)-like virus -

13 NEEBRAR3IEL ERERMAZ EEIREERE - TR DRSNS
Z MiEARL K MtEBAY A RN R B3 P 5 HE 2t U AR = 0w

RZRE EHEMNRES - 3 mPL EREBRMA 0 —Hl 0.5mL - Kim 9 BEE - Fk
AIREEHEMREES  TEE2R - HEREZED 48 -

R 54 B

Bl{EA BV~ 0T A - G - BE - B2 0 BE - EBS  EHREMIKE -
BENERBREL-2RKABEX -

EEEE RERGEEPEUND (ORAEEELE ) BEBREEHRE (HN : =

SMBYENRE)  SBEBEIHTOARERREEREBEE -
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P mB

HXmE FLUCELVAX QUAD

R HE 218 BRF

D aa=Y-=1 A/Wisconsin/588/2019 (HIN1)pdmO09-like virus ;
A/Darwin/6/2021 (H3N2)-like virus ;
B/Austria/1359417/2021 (B/Victoria lineage)-like virus ;
B/Phuket/3073/2013 (B/Yamagata lineage)-like virus -

iE EAE BRAMR3IFE ERERBMAZEHREEE - FRPHILEEFMNE 2 miEAL
KTEBR R B P S | BRI R B AHER =T

RZR= EHAREST - 3 bl EREMAA ¢ —H 0.5mL -
3L B8 T » A oA R A RS S 0 TR 2 X HiERZE 4
i o

R R B

gl{ER pEE T RNE - BEE - BE - B2 BRE RS EHBMUNE -
BELENEBEREEL-2RABEX -

ABEIE TR EEN S| REREBERE (AlUBEMTARE ) & - AFH]
Flucelvax OQuad - FEZESARE mEE MR EFaE 1R BUE E SRR

MR R | Recombinant-based

B mB Flublok Quadrivalent (B3 O MEER)

e &8 BRF

A2 E A/Wisconsin/588/2019 (HIN1)pdmO09-like virus ;
A/Darwin/6/2021 (H3N2)-like virus ;
B/Austria/1359417/2021 (B/Victoria lineage)-like virus ;
B/Phuket/3073/2013 (B/Yamagata lineage)-like virus -

picil -3 ns FlublokIUEREVEEBEANRISHE(B) U LA Z ZEFREZEE - TR
B FMNEZ AR KBE R R BT 1 EER R AR =R -

FZHRE EHARES - 18 LA Bk A+ —75 0.5mL °

R EEHER O

gl{EF E'ET‘ BT AR BEEE - RE - R BR KRS EHEUKE -

BLENEEBEL-2RABEX -
AREIE RE (2°C-8°C) f#fF - AOlRER - JEIzREREIIE -

BICHEREA65E I LEAER




Live-Attenuated Influenza
Vaccines

i LAIV virus/virus antigen

Dendritic cells (DC)

Fluenz. Tetra s spey sussensen =
Infiuenza vaceine (iive attenuaied, nasal). 20202021 seasec. “’ T Ce' |
r nasal use only. Do not Inject. V
Store In a refrigorator. 00 ot freoze. Prosect from e \" B ce"
1 0 snglo-use psdt appicaors (0224 65 Asﬂm“-‘é Y Y
‘ Plasma cell
Y Antibody

SRR EEA

W= ””' % i % l’# % ﬁ-

— 4 Hualien Tzu Chi Hospital, SN == TR
B ion
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2022~2023BALEBEEEEREH R

s BB - B E 2.

%"‘F%’-ﬁﬁ.“ .%glﬁ.fﬁiﬁgﬁ$gﬁﬂj\%“

065 R EEK#H.

Ok~ & RMBAE (R) FRBZIIBELRHE

(111.10.1 # ) -

/s TAEANE-
% 6MEAA AN EZEBR/IANZATS R
.?ﬁrd

O L B ARABAE - I (19-64 3% ) HERIZMHERA
BMI=30 & ~ FREREZERERGH EH.

®6 18 A PAL 2 X HE.

o4 EHF ABRICHRMEEAR.

O/ RAY  -FZY FWR -AZEE=FHPZAF.
oL EAM R E M IZARM AR

F s 50 £ 64 % & 5 AR 1S MR AR A
(111.11.1 #2) .




Influenza
antiviral drugs
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What are the benefits of antiviral drugs?

MEAFEREERER  SRVUREKE
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Antiviral Drugs

M2 Ion Channel Blockers
» M2 lon channel %

| Amantadine (Symmetrel)
Hemagglutinin | Rimantadine (F dine)

Matrix
NSI, NS2
> M1, M2

NA
NP

HA
PA, PA-X Baloxavir (Xofluza) - PA Inhibitor

PBI,PBI-F2 | Favipiravir (Avigan) - PBl Inhibitor
Fn2 Pimodivir (JNJ-3872) - PB2 Inhibitor

Envelope
(Lipid Bilayer)

Neuraminidase Inhibitors

# Neuraminidase Peramivir IR?IV l:lb)
Zanamivir (Relenza)

Oseltamivir (Tamifiu)

Laninamivir (CS-8958)

TR W IR IR

&

N f‘mﬁ%ﬂ‘l‘:u"ilﬁl’ﬁ AZS%% ) EEEH—E
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niREnAE ,B\(I)
---- M2 EREHIHIH

PBI. PB2, PA

(RNA posymerase)\'\\ AR Tk a
e N\ _~HA (hemagglutinin)
ERBEASRFREE  MEER
(uncoating) : AUk G
FARSMERE (envelope) TIBHRNA - M2iEi& b1 Gon Eanae)
SERAFIE - oJEFISEFEE - HIERSE B i KR HEM 2
5% - (ERNARBEENZIABE -

e S

MI (matrix protein)

£ N R AR
b Lipid bilayer
&1
ot HiamH
\L NP (nucleocapsid protein)

Segmented (-) strand RNA gene

Enzil 100mg/tab
oM Tm e 24 ( 2 i

|
---- M2 ERES

EF MR (Amantadine)

lUI'.I
ﬂ]]]

il 100mg/tab

32 e N 1.0A &7 R
2. 381 FGE AR AT I RUE AEA

FAFEE |+ 10mMUERAA : 2# QD or 1# BID X 5days -
1-9 ma A~ 240Kg: 5 mg/kg/day in 2 divided doses

‘PR | CH&

Bl O%z - B0~ KR - B2E - BRERK - KEAR - BEEE - B8l
BEAE - e MBI B - FRREE - BHS

AEEIE | LARMEEREES - AoIRAREE -
2. BRm A AR ﬁﬁﬁlﬂs%ﬁ?%/é}%

3. BIRIBEINBEMARELIE -

4 CIREZARAEM - RIEEmER /D




M2 & 85 & #1458 A PRl

ABELA KR E I RBEM2

protein -

TﬁﬁljifE?EE%(éEH’Eﬁﬁ
(CNS side effect - &2 - #AEP) X5
BEalfERAZED) -
BPREREEMEENERTS -
- BRATEIREEE
2~3RBEEELEMEME(L~3) -

2, Antimicrob Agents Chemother 1991; 35:1741~7
W& ‘/ ) mt % 1‘
&V ﬁm 3, Arch Intern Med 199&4%%%”7 &%

TR iR (II)

- - - I P2 R S B HD I ;:g*gfggg
Selective Neuraminidase Inhihitc

~J0C
BEE4rA
Eh

; ' : Neuraminidase inhibitor
Influenzavirus ; B0 (Oseltamivir, Laninamivir, Peramivir, etc.)

Adhesion / - Viral granule formation

Release

“._ Ipitiation of mRNA synthesis

lnvaswnz ~——{Cap dependent endonucieas Srm— bt # / I
= mRNA elongation ¢
[ & " —r | Polymerase inhibitor J
\ L (Favipiravir) was | Virus
Membrane fusion Genomic RNA replication RNA )

Cap dependent endonuclease inhibitor
S-033188



iR imEZE (II)
--—- 3 1E M P 25 B 8 B 4 ol 7
Selective Neuraminidase Inhibitors

. 3 Btapiy :

# ek (Ostelmivir) 35 44 0% (Zanamivir) Rapiacta (Peramivir)
fﬁﬁ’?f ki AREERE - BFEm
_\_:K == St - —

MBI REZE (II) o
2ot S
- BRI RS R 55
Selective Neuraminidase Inhibitors =~
%% 2 Oseltamivir(Tamiflu 527t &)
i e Roche(ZE %)
=S 75mg/cap

% FEE RANRE (B2ERMER ) FARITHRE Za% -
AL L RERRITIERKE Z38Fh -

F;:ZFBE | Prophylaxis: 75 mg (1#) QD x 7 or 10 days
Treatment: 75 mg (1#) BID x 5 days

#<1 year: 3 mg/kg/dose BID x 5 days. (B];87KZ &1 AR A A iEIR)
@ 1-12 years: <15 kg: 30 mg (0.44#) BID x 5 days >15-23 kg: 45 mg (0.6#) BID x 5 days
>23-40 kg: 60 mg (0.8#) BID x 5 days >40 kg: 75 mg (1#) BID x 5 days

RE2nAR | C

2IfEH @t ~ 030 ~ BE9E ~ B8 - BaEEL -

ZHER | BEOmRvaDEwarfarinfF A - olgEEXINRER - 1Z0E M~ &k -

FEEE | REFRAPEBEHEEEEALESETRER(including attempts at self-
injury, confusion, and/or delirium) -




N == ot o
TLAL IEI\ }fl;r Zﬂﬁ (]:[) -__.
---- BB R RR IS 5 @"'
Selective Neuraminidase Inhibitors =&~
o
A Zanamivir (Relenza Rotadisk, 3 447D e HE)
2 h& S ZE(GSK)
T = 5 mg/dose » 20 dose/box
B—REaA4 ERVERNERZEEE [EeEPE=ZAE B
MI{EZ zanamivir (5 ER)KILEQRO EXR)EEMANBEEEXEEH
)
7 FERE AENTAIRA KT E (255%) AR KBEURITHRE -
F;A = | Prophylaxis: 2 inhalations (10 mg) once daily for 10 days.
Treatment: 2 inhalations (10 mg total) twice daily for 5 days.
Children >5 years: Refer to adult dosing.
BZEDE | C
BER |88 - EIRAE - SREAR -~ 2]
mﬁgﬁﬁ?ﬁm
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. BREEIIE -
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MEFRIERRESMIL - EEETRIE

3. BEOGEERRMANEERS -
WOEAR HESEE T A - >o ¥
5 €A T T S EL - =)
>

. #§—4&B%THY RELENZA ROTADISK Jit s -
seENRIEIE L > JBRET -
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Selective Neuraminidase Inhibitors

2 Peramivir Hydrate (Rapiacta ¥nB 18 BiESIEHIR)
5% h& FRESES
== 300 mg/60 mL/bag

%b

48 FEAE BERANR—BBEAUEREZ A BK B BRI RS =

FIRMR | 1880 LA B REE S 2 M E A ERIIR300mg -
BINSER 2 I 2B

CrCI >50 mL/minute:E2X300mg CrCl 30~49 mL/minute:E*X100mg
CrCl 10~29 mL/minute:B X 50mg CrCl <10KM&E : EEERAEIRES -

BRAE | C ; mEEHRERESY -
SIfEF | BEW  B0 - BN - FHELEFA  EREAmKES AR -

SEFEEIE | 1. BESfIBaseline BUN and serum creatinine, abnormal behavior,

rash after administration.
2.5 F B ZMER 1S iE - WiEERER1578 -
3.0 MEINEEER R AR ERIBMIAE 1 (Na=9.23*23=212 mg/bag)

E AR AR .

Bl Fever duration [ Elimination of influenza

B Symptoms
5.0

4.5

4.0

3.5

3.0

2.5

Time (days)

20

1.5

1.0 —

0.5

o

— I = — I .. I ..
Peramivir Laninamivir Zanamivir Oseltamivir

Total 191 patients (average from 6 month to 95yr)
---and--- : significant difference between these two groups

Yuii Takemoto et. al. Chemotherapy 2013,59:373-78
@ SHIONOGI :
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#4 Oseltamivir Zanamivir Peramivir
(Tamiflu 5B E) (Relenzalm ;1) (Rapiacta ¥qn B 1&)

N BEREHZL T2 |BEREHNELAT® |- ﬁﬁﬁ*”AB’:ﬂ;ﬁ

%4 FER%#ZE - ZiERYE - RBRESR - KB
Bl AL 55 EFH B
BETRPF AR E
HEREEEEZE

SEE | 12255/tab 20007%/bag

HABH TR EEA

&Y 22 an i

= Hualien Tzu Chi Hospital,
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uddhist Tzu Chi Medical Fou
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(
--RNAZ SEBHPHIE (RNA polymerase inhibitor)

Influenza virus

Adhesion / £

Invasioy
(4@ ="

Membrane fusion

HABHBRMEEA

CPyreamin

Bt~ Hualien Tzu Chi Hospital,
b i ‘oundation

hist Tzu Chi Medical

“... |pitiation of mRNA synthesis
—{Cap dependent endonucieas

Cap dependent endonuclease inhi

Neuraminidase inhibitor
(Oseitamivir, Laninamivir, Peramivir, etc.)

Viral granule formation

mRNA elongation o
Polymerase inhibitor
(Favipiravir) Virus
: genomic
Genomic RNA replig RNA

PEBEREm S
RNA
polymerase -
fhlEmEER
EREAZIE -

S-033188




TR IR e % (1)
--RNAR & B50 %I

RNA polymerase inhibitor

R Favipiravir (Avigan)

-b

BEAE | BEREIZEYEFIE - ARAENE B IR RS
( [RREMINRRRSZEYEIE DA ERIBER )

E= 200mg/cap

Mm% |- Dayl:1600mg BID
. Day 2~5 :600mg BID
- AEMBEXNEKEY  FEARREE - BE/NRRE; 95

BIfER | MPRELIENN - B8R - BRMAIIKED - HIEER

ANEHEY |HEEREHSAGZNE A RARBERERE - gﬁm
BRRRE S RRAREEEAREY - BERmT
ERBE/ZEAEERE -

EX |EREHSIEEHDDO

iR mE% (IV)
- #Zﬁgwtﬂﬁ’é}[ﬂ%ﬂﬁﬁﬂ(Endonuclease inhibitor)

) ' ™ . o Neuraminidase inhibitor
Influenzavirus | - (Oseitamivir, Laninamivir, Peramivir, etc.)
Adhesion“/i > Relea:o\ J— Viral granule formation

g €9 -8

~

l itiation of MRNA synthesis 53

lnvasnonz (Cap dependent endonucie
5= mRNA elongation @
( (R —r | Polymerase inhibito:J
\ e t (Favipiravir) Wi Virus
Mambrans fesion Genomic RNA replication | RNA )

< inhibitor
HHEIZBALIEE - 678

F AR RNAF A

BRYES mMRNA 89 5'

&/ B BRI Bk ﬂ]g (Ca p) - %g_ltﬁ% e N
S un T i MRNARY &2 §7 AL - BEED




ZB% X ﬂ 20mg/tab
U N A s A (IV) ;fku;;aagm%
---- 1% B8 A t]] g H0 7R = x
Endonuclease inhibitor = |8

IIIIUJIII

5‘;‘3% Xofluza® (Baloxavir marboxil ,%%1*;&) - G :nmn

Bit @55

BEAE | AR TR A K125E DL ERE ZASBAURITH RS

T = 20 mg/tab

A . HAFHkF'aﬁﬁ‘%S/J\H—;W B —HIEMR2% -
« 358>80KG, 45 -

&l 1EH H’E‘i?%?(z%)  ERE% . BIEE . BEE B BER

Rl

BEf& |7507T/tab

AER | AEEPIRBI AR ER

ARE (BRI EM  SHENRM  SZEGEFERE - EE s OAR
18 ?ﬁ?ﬁ’”“ (Blan ;5 ~ 55 - 8% - WRsEY)EAR -

T —

i PRIl -CAPSTONE

- BEEZ MR FERBEMmE SR CAPSTONE-1
EACAPSTONE-2 - m&E BEAMBEH D IKkaER - LB
baloxavir oseItamwwLﬂ;ﬂii”H“UE”][f WEAZ M - 5
T EERSIENER (ER  ENVE REVESKE )

‘EIFRERIREE
« CAPSTOONE-1U;8106411 12%216475% ~ 48/\ISAB S
EEERECIEEMBIERE -
« CAPSTONE-2UZa 11581§Z12ﬁJ//U: A8/ NIFN B =
BURECIEA ~ H2DBE—IBCDCERMN S EMEE =
REE (MNFERARR6SHE - BHBESE) -
&V MM‘*% ARERE - EESEm
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[BEXMEER]
« CAPSTONE-1 & baloxavir * oseltamivirEAZ & 7 5l £&53.7/)\ IF »

53.8/)\fF ~ 80.2/)\FF - baloxaviriZiEAK 42 2 WS ELLZ RIEE -
BE&oseltamivirtB{L -

o CAPSTONE-20#ZfEARAE RSB - baloxavirs 73.2/\
oseltamivir&81/\FF « ZFE £102.3/)\ B baloxaV|r1EE

[ZZ2H&ER]
o ZELAARERIIER 284 Xbaloxavirs4.4% - BBZE &R oselmamivir
BEXBA% (p=0.009) -
Baloxavir #HE 4+ X5 HBEZREREMNEITEREE S ( 1.8% ) BiE
o (03%) -
BaloxavirfBmiR1 2 N RER A LG RELER miniSTONE-21F#&1TH

HE#ZEEREY - bigEeRIVEN 552 E fMbaloxavirkyH
£ Bz -

HABH TR EEA

N7 o
B Estrn ALEERE - BELEMD

rERBRMABERIERYER

CDCE&#EEFBEA 2022/9/5

PR EE . BRAO(FEBIOEEERFBRZRMK)

FIEARRE  BRAGI(BERLEZEERRBTRRNEZEERRERRM)

- REENEREREREZE(FAERBREERZEZ2FEFREFMZER)

s KRim5pE K655 £ 2 Fii K B E

- EZE R UERRRERESZER) 2R E

BEXER RBEAZ(SERAREINHEZ)SRRSEMEM KRR ZERRESE

+ B Z EER R B E (BMI> =30)

4

B,

- BRRERRSEAERAEHESEERPOMEBERETHES

.I

- TEARUR R Ol gE/TEE TR B 2 B2t M8 E

- YRR ESFREREETIEAR
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- MAFEER  RREANFBENTRNEERRE
AR IR EMRERE - R ER -

BLEEZXZZHFRREERS - O/ ZEBRTFING
ZIRRAEEY) N S (ﬁl]oseltamlvw 150mg
BID) - siiERAHZEEAE - (BH AT R BERRITFE
FFULA A -

- HHEmEREAZTHA(LEZREFARBZER
w/A ) - BanmEsifidiREER—MRAR AR
SREETNEY  EREEHKERZEZERENLE
SHISRIERE -

ARER - EE*En

Thank you for your attention.

B H B WA
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St~ Hualien Tzu Chi Hospital, % f D D
Buddhist Tzu Chi Medical Foundation
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Adverse drug reaction (ADR)

cFF AR BEA S AR IR B G E 3 X Finaitr o
* ADR vs. Adverse event vs. side effect



* Dose-related
* Allergic
* Idiosyncratic

No antidote or treatment is

B3 AR B

B LR Bk g

ACE inhibitor: Cough
Antidepressants: Dry mouth

Mild required; hospitalization is not Antihistamines (some):
prolonged. .
Drowsiness
A change in treatment (eg,
modified dosage, addition of a Hormonal contraceptives:
drug), but not necessarily Venous thrombosis
Moderate discontinuation of the drug, is NSAIDs: Hypertension and
required; hospitalization may be  edema
prolonged, or specific treatment Opioids: Constipation
may be required.
An ADR.ls potentlally life ACE inhibitors: Angioedema
threatening and requires . e
Severe . . . Macrolide antibiotics: Abnormal
discontinuation of the drug and heart rhythm
specific treatment of the ADR. y
. - Acetaminophen overdosage:
Lethal An ADR directly or indirectly Liver failure

contributes to a patient’s death.

Anticoagulants: Hemorrhage
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* Allergy
* Idiosyncratic
* Toxicity

3 F iR A& w (Vaxigrip Tetra)
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3 FEI AR Y
(Vaxigrip Tetra)

BE? 2F RF L

- = AT F & hives, angioedema, allergic
asthma, systemic anaphylaxis

« Guillain-Barré Syndrome (GBS)
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For all levels of diagnostic certainty
Anaphylaxis is a clinical syndrome characterized by
* sudden onset AND
» rapid progression of signs and symptoms AND
= involving multiple (Z2) organ systems, as follows
Level 1 of diagnostic certainty
* =1 major dermatological AND
e =1 major cardiovascular AND / ORZ 1 major respiratory
criterion
Level 2 of diagnostic certainty
* =1 major cardiovascular AND=1 major respiratory
criterion
OR
* =1 maijor cardiovascular OR respiratory criterion AND
* =1 major criterion involving 2 1 defferent system
(other than Cardiovascular or respiratory systems)
OR

+ (=1 major dermatological) AND (=1 major
cardiovascular

AND / OR minor raspiratory criterion)
Level 3 of diagnostic certainty
* =1 minor cardiovascular OR respiratory criterion AND

* =1 minor criterion from each of =2 different systems/
categories

&t - BES BRI EAEZ R GIRE « T2ERMT

Major criteria
Dermatologic or mucosal  « eneralized urticaria (hives) or
generalized erythema
* angioedema®, localized or generalized
 generalized pruritus with skin rash

Cardiovascular * measured hypotension
= clinical diagnosis of uncompensated

shock, indicated by the combination of

at least 3 of the following:

o tachycardia

o capillary refill time =3s

o reduced central pulse volume

o decreasad level of consciousness or
loss of consciousness

Respiratory » bilateral wheeze (bronchospasm)
* stridor
= upper airway swelling (lip, tongue,
throat, uvula, or larynx)
* respiratary distress — 2 or more of the
following:
o tachypnoea
o nereased use of accessory
respiratory muscles
(sternocleidomasoid, intercostals,
etc.)
o recassion
o Cyanosis
= grunting
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Minor criteria

Dermatologic or mucosal ¢ generalized pruritus without skin rash
* generalized prickle sensation
¢ |ocalized injection site urticaria
+ red and itchy eyes

Cardiovascular * reduced peripheral circulation as
indicated by the combination of at least
2 of
> tachycardia and
> a capillary refill time of =3s without
hypotension
a decreased level of consciousness

Respiratory * persistent dry cough
* hoarse voice
« difficulty breathing without wheeze or
stridlor
= sensation of throat closure
* sneezing, rhinorrhea

Gastrointestinal ¢ diarrhoea
* abdominal pain
* nausea
* yomiting

Laboratory * Mast cell tryptase elevation > upper
normal limit
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Guillain-Barré Syndrome (GBS)
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% B (Syncope )
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4 (mass psychogenic illness)
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O 1 b Vaxigrip Tetra Sanofi Pasteur
i it BiRg Ay ( France )
0.5mL R AdEHFJjH%S ggllg . CEER A Sy
. P
(1 dose,syringe ) e 7";{ (R.O.C.)
e . Seqirus
#* 14'.—6%13‘: X FLUCELVAX QUAD (United States/
] LR RT0 4 Germany )

Vaxigrip Tetra

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Composition per 0,5 mL dose:

Active substance:

Split influenza virus, inactivated strains for 2022 Southern Hemisphere

AlVictoria/2570/2019 (H1N1)pdm09 - like strain (A/Victoria/2570/2019, IVR-215)... 15 micrograms*

A/Darwin/9/2021 (H3N2) - like strain (A/Darwin/9/2021, IVR-228).......... SO— 15 micrograms*
B/Austria/1359417/2021 - like strain (B/Michigan/01/2021, wild type)................... 15 micrograms*
B/Phuket/3073/2013 - like strain (B/Phuket/3073/2013, wild type).......................... 15 micrograms*

* Haemagglutinin



Vaxigrip Tetra &| i *
Less serious side effects

pain, tenderness, redness, swelling,
bruising and hardness at the injection site
headache

dizziness

muscle aches

joint pain

fever

shivering

diarrhoea

nausea

excessive sweating

hot flush (in elderly)

chest tightness (in adults)

irritability, abnormal crying, drowsiness,
appetite loss, vomiting (in children)
temporary thrombocytopenia
lymphadenopathy

Vaxigrip Tetra & it *

Serious side effects

neuralgia, convulsion, paraesthesia
confusion, numbness, pain and weakness
of the limbs,

Encephalomyelitis

Neuritis

Guillain-Barre syndrome

Anaphylaxis




AdimFlu-Sg] T *

48 [F ¥ #]
eIt M A A S LT R MY TR LTS
PR EE AR A 2 R LW 4 R et
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W R T b F 8 (respiratory distress)
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QFEHFHARBR G LT RECBRUATARFHA(RABA=ZB/ATLEFHARZREZER) *

PR R E A B AE SRR D~ RE SR

B OBEEAK C OBLR SR EE - AT AEMESE

FRARHEE K RBRIR

EHMEKRREMLEMN  BH ~ BARBCER ~EHIPARE 4R

ALE BB R 4 kR © M B X~ R~ waAR

HRALER  HEAKRET (wREAMER) BEE - FR -ER LR -FEEF - RFEL -RREEY - BE

AR S B~ BB - B AR-E AJE % 2£(Guillain-Barre syndrome) ~ 44 ~ & M52 MBS 4 35 £ (Acute disseminated

encephalomyelitis)

SHFEK B M ¥ R YEHMHETEMAER)

BRI R A PR XAR-RAEGEH - FHAKIBRASHRE LKL

(3)2018/2019 £+ R EHZ L TR EEHWHME *
820172018 £ AR EHZ LT AL MM EHIFALE 0 £ARETHIL o) £ 828 4(18~65 =65 &%) » W
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Flucelvax Quad&)| i® *

20 ISREMERASBR G RTANAEMZIETRETRAREOELE (R
NCT01992094 ) !
I8k £ 6454 [ 658 54 £
E 4 (%)

FLUCEL ZH AR S FLUCELV AR S

VAX AX QUAD

QUAD TIVie [TIV2e | N=656 | TIVic TIV2e

N=663 N=330  |N=327 N=340 N=336
I _ B 3E R o . .
St 550 0ok £k 1L.6(0) | 97(0.3) |104(0)| 87(0) 6.8 (0) 7.7(0)
E 4 ep At Ar 13.4 (0) 133(0) | 10.1(0) | 11.9(0) | 10.6(0) | 10.4(0)
ik 4480 38(0) 33(03) | 52(0) | 47(0) 4.4(0) 54(0)
AR AL R 454(05) 37.0(03) [407(0) | 21.6(0) | 188(0) | 18.5(0)

. wAWFRRE
R 62(0.2) | 64(0.6) | 64(0) | 44(03) [4.1(03) [45(0.6)
o 97(0.3) | 73(09) [89(1.2) 3.8(0.2) | 41(0) |42(03)
AL 154(08) |145(09) [150(1.2) 82(02) [94(03) [83(0.6)
W B 8.1(0.5) 82(0) |95(09) 5.5(0.5) |50(0.3) |68(09)
5 70 18.7(0.9) | I85(0.9) [18.7(0.6) 93(0.3) [85(0.6) | 8.3(0.6)
& 1 178 (0.6) | 22.1(0.3) [15.6(1.5) 9.1 (0.8) |10.6(0.3) | 8.9 (0.6)
ook 26 (0) 15(03) | 09¢0) [09(02) | 03 0.6 (0)
A% 7.4 (0.6) 76(0)  |[76(0.6)] 4305 [50009 |51(03)
f BT IR R3(03) | 85(0.3) [83(09)] 4002 |50 36(03)
4 =38.0°C 0.8 (0) 0.6 (0) 03(0) | 03(0) 0.9 (0) 0.6 (0)
(=40.0°C)
'SR AR BT SRR ERE -
CHERRRME SR A

Flucelvax Quad &| it *

* Bc€ 7 ¥ # (serious adverse events, SAEs) z F#lfc &

B afmf@sa (sl poo Rl8f2 e ’#i?‘r%ﬁ
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2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Composition per 0,5 mL dose:

Active substance:

Split influenza virus, inactivated strains for 2022 Southern Hemisphere

AMictoria/2570/2019 (H1N1)pdm03 - like strain (A/Victoria/2570/2019, IVR-215)... 15 micrograms*

A/Darwin/9/2021 (H3N2) - like strain (A/Darwin/9/2021, IVR-228)........................ 15 micrograms*
BlAustria/1359417/2021 - like strain (B/Michigan/01/2021, wild type)..........c.ccee 15 micrograms™
B/Phuket/3073/2013 - like strain (B/Phuket/3073/2013, wild type)......coccvvvvnriennns 15 micrograms*

* Haemagglutinin
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Natural hosts of influenza viruses

Neuraminidase subtype

‘? ¢ 4 (‘ \i N g A
H1 N1
H2 N2
H3 N3
H4 N4
H5 N5
H6 N6
H7 N7
H8 N8
H9 N9
H10
H11
H12
H13
H14
H15

0 24 R A A

= AT -2 3K

W 5O EE AR #300~500%

B 5 FIT AK25~50% A 0 % BT H A65K
R EEFA

BARFIEREAERALS~10% @ N7%#20~30%

W R2RATRERIAHABRA > L AT
HIN1&H3N2® & 21 4 =

MR
1.WHO. The world health report 2007 : a safer future : global public health security in the 21st century.
WHO; 2007: 45-48.

2 WHO. Influenza (Seasonal). Available at:http://www.who.int/mediacentre/factsheets/fs211/en/
Taivwan CI(

http:// www.cdc.gov.tw



GIDSAS Definitions

& Epidemic — a located cluster of cases-b
& Pandemic — worldwide epidemic ===

¢ Antigenic drift=>| 1z |

@ Changes in proteins by genetic point
mutation & selection

= Ongoing and basis for change in vaccine
each year

¢ Antigenic shift -»

@ Changes in proteins through genetic
reassortment

= Produces different viruses not covered
by annual vaccine

JO IS
Chotani, GIDSAS-JHU, 2006 @O l‘!'()( M B‘[;,}l \l& i
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(Influenza pandemics)

“HHEEE ERBORITAIERBIET A

1918 ~ 1919 m 2 BRT40008 A LT
1957 ~ 1958 m 24008 A TET
1968 ~ 1969 2FR5E2008 AT

Oxford JS. Rev Med Virol 2000;10:119-33

FRABIRRLEBER

2016 'HS5NG6j/ =L H7ZN9E% 2013
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Timeline of Emergence of
Influenza A Viruses in Humans

Avian
Influenza
| H9 = H7 ==
e H5m H5==

H1 ol
H3 ——

H2 =)

H1

L | 1 | Ll | >

I | | | r 1 | 7
1918 1957 1968 1977 1997 2003
Spanish Asian Hong 1998/9
Influenza Influenza Kong

H1N1 H2N2 Influenza

H3N2
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» TS izt ps (Neuraminidase)
(NI-N9) , (N1,N2)

MmEREREZE (Hemagglutinin)
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RNA
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genetic reassortment
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Hemagglutinin

Neuraminidase
Antibodies

! Sialic acid
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Reassortment (in pigs)
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Spread of Influenza

¢ Most human influenza infections are spread by virus-
laden respiratory droplets that are expelled during
coughing and sneezing.

¢ Influenza viruses range in size from 0.08 to 0.12 pm.
¢ They are carried in respiratory
secretions as small-particle
aerosols (particle sized <10um).
& Sneezing generates particles
of varying sizes
= 10-100 pm

JOHNS HOPKINS
£ BLOOMBERG

i K/
Chotani, GIDSAS-JHU, 2006 am



Survival of Influenza Virus on Surfaces*

% Hard non-porous surfaces 24-48 hours
= Plastic, stainless steel
* Recoverable for > 24 hours
* Transferable to hands up to 24 hours
Cloth, paper & tissue
= Recoverable for 8-12 hours
=z Transferable to hands 15 minutes
@ Viable on hands <5 minutes only at high viral
titers
= Potential for indirect contact transmission

iy
-r

_~
LT

*Humidity 35-40%, temperature 28C (82F)

Source: Bean B, et al. JID 1982;146:47-51
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Seasonal Influenza Vaccines

TIV =Trivalent inactivated influenza
vaccine

RPELOA

LAIV = Live Attenuated Influenza Vaccine
For healthy person 2-49 y.o.
Not for pregnant women
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B EXZRREFEN » ABE & ZERENE?=E7%EEk?
sna 2018 iRl T LR o

2018~194EWHOR S = B (2A1B)
A/Michigan/45/2015 (H1N1)
A/Singapore/INFIMH-16-0019/2016 (H3N2)
B/Colorado/06/2017-like virus

mE%E (2A2B) tnLEB/Phuket/3073/2013-like virus

H#E: Recommended composition of influenza virus vaccines for use in the
2018-19 northern hemisphere influenza season

RBHBRBRE.......

WHO strain selecting meeting in February
TR PEE2BAR (HINT » H3N2 ) M27EBRmEik (SRS ALK )

BAEHERTEK
T HERT
A/Michigan/as/aos A/Michigan/45/2015

2018-2019 | A/Singapore/inammie-0014/2016 A/Singapore /imamm16-0018/2016
B/Colorado/os/2017-fikevirus | B: Colorado/06/2017-like virus

A/M iChigan/AS.r:ms.-uwrpdmm.wu.m AM iChigan/4S/2015 PN

A/Hong Kong/aeoizo1a ¢sna
2017-2018 A/Hong Kong/-'.eomou (HIND-Bkp virus q
B/Brisbane/60/2008-like virus Bﬁ/%hgug;/3073/2013 (iR

A/California/7/2009

\ A/California/7/2009 Q;gf&%ﬁg;‘go//“z%%g (Zg}gw ,
2016-2017 | A/Hong Kong/4801/2014 | gi=giie AR

B/Brisbane/60/2008 B/Phuket/30/2013 (96% - &

mEMS)
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R (Tamiflu) ¥#%%3% (Relenza) Rapiacta

CpAm Y -
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HEEE FRBIGUTHE FRIELRS cEBEBASY  ®E0
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ESE Y neuraminidase inhibitor
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- Zanamivir (Relenza)s # 5
G TSR (E) L R A

s RS TR o~ > & HE 10mg o
E X R5% o (2EAEA

5 )

- Oseltamivir (Tamiflu) s i
FABIIR(FINL FoE S E
HE 2Tmg e F X =0 #
oo |3k aE 0 RE TR
EBE-

ol

2 MFEIRZBP S F R F el 2P ATAIRE § AR

N o . . . i +
EFEI(IV)REAELEEY) : Peramivir (Bifm74 : Rapiacta i B 18)
. O WEE : A B RARABEL - (REBORER)
O FERE : A 300-600 mg IV EREEE -
M52 (4 {85-15 #) 10 mg/kg (8% 600 mg)
glan  SIRERENZ BRE (>IXEHAEIR) -
BINAERE  BBHROTE :

Cer 1 REGHLR
(mL/min) — I aIREErE L H5IE
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