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Table 1. Comparison of Responses to Questions on Prophylaxis and Control of Influenza in New York Nursing Homes Versus
Nursing Homes From Eight Other States

New York
Nersing Other 8 States’ Nursing
Overall Homes Homes
Variable % *R/N % /N % (Range) R/N TP Value
Nursing home bed capacity <.,001
Small (<20 beds) 4 30/783 0 0/97 4(1-10) 30/686
Medium (20-89 beds} 50  394/783 27  26/97  54{36-86) 368/686
Large (>899 beds) 46  359/783 . 73 7197  42(13-60) 288/686
Antiviral policy (yes vs no/unknown) 19 150/783 58 . 55/95 14 (8-22) 95/688 <.0H
Rapid antigen testing available (yes vs 67 523/782 92 90/98 63 (55-76) 433/684 <.001
no/unknown) '
Occurrence of any suspected or 15 116/792 51 £50/98 10 {0-15) 66/694 <.001
laboratory-confirmed influenza A
outbreaks in the past 3 years (yes vs
no/unknown} .
Would routinety report suspected or 69 537/774 98 - 95/97 65 (39-79) 442/677 <,001
{aboratory-confirmed influenza A
outbreaks to the health department {yes
vs no/unknown)
Offered residents vaccine in 1997 {yes vs 99 784/792 98 96/98 9 (98-100} 688/694 3
nofunknown) :
Offered staff vaccine in 1997 (yes vs 86 680/789 98 95/97 85 {(51-99) 585/602 <001
no/unknown) '
Would offer antivirals to residents for &0 476/794 o4 92/98 55 {49-60) 384/696 <01
prophylaxis or treatment In case of an
" influsnza A outbreak (ves vs
no/uninown)
Would offer antivirals to staff for 35 280/794 45  44/98 34 (24-41) 236/696 06

prophylaxls or treatment in case of an
influenza A outbreak (yes vs.
no/unknown)

*R/N = number of nursing homes answering yes to the question divided by the number of nursing homes which responded to the question.
1P value controlling for method of teply to sucvey (mail or fax vs phone), ealeulated using the Cochran-Mantel-Haenszet test.

Table 2. Factors Associated with Nussing Homes Which Would Offer Antivirals to Resid i
Which had Access to Rapid Antigen Testing* esidents for Prophylaxis and Treatment and

Antivirals Offered to Rapid Antigen Testing
Residents Available
. Qdds Ratio Qdds Ratio
Variables T(95% CIy *P valus 195% Cl) *P Value

Offered residents vaceine in 1997 (yes vs no/unknown) 017 {(0.01-111) A 2.61 {0.53-13.10) 2
Offered s.;taff vaccing in 1897 {yes vs no/unknown) 1.07 (0.71-1.63) .7 0.91 {0.59-1.40) 7
Availgbihty of antiviral policy {yes vs no/unknown) -3.23 (2.00-6.38) <.001 3.02 {1.82-5.25) <:001
Routine reporting of suspected or taboratory confirmed 1.65 (1.19-2.31) .003 2.22 (1.59-3.11) <.001

influenza A outbreaks to the health department {yes
vs no/unknown)

Occurrence of any suspected or laboratory confirmed 2.03(1.20-354) .01 0.87 (0.53-1.43) 6
influenza A outbreaks in the previous three influsnza )
seasons (yes vs no/unknown)

N " ; " N . -
- i‘:’;‘l&o(llzﬂé,g ggi;;?:gglg;m be::;ﬂe {(New York vs eight other states}, whether nursing home replied to the sucvey by mail or fax versus by phone and nursing home bed
Profile likelihood 95% confidence intervals (CI).
P value calculated by using the Cochran-Mantel-Hasnszel test.
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Efficacy of influenza vaccine in the elderly in welfare nursing homes: reduction in
risks of mortality and morbidity during an influenza A (H3N2) epidemic.
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Table 1. Efficacy of influenza vaccine in 22462 elderly persons in nursing homes in the 1998-1999 infuenza
epidemic season

Number (%*) of paticnts

Number Number (%*)
Study group of subjects Age Sex with influenza hospitalised of deaths
Vaccinated 22462 950 (100} 182 (19.2) 6 (0.6)
10739 All (=60) M+F 256 27 32 (34) 1 (0.1}
60-69 M 13 2 0
F 21 2 0
70-79 M 27 3 ]
=80 M 59 9 0
F 97 i2 1
Control 11723 All (=60) M+F 694 (73) 150 (15.8) 5 (0.5)
60—69 M 99 1 0
F 8 10 1
70-75 M 91 21 1
F 113 24 1
=80 M 125 45 1
F 183 - 39 1

*Percent of all patients with influenza.

Table 2. Rates of influenza infection, hospitalisation and deaths in vaccinated
and unvaccinated groups :

Rate (%) within Rate (%) within

vaccinated unvaccinated Reduction ratef
Event group group p value* (%)
Influenza infection 238 5.92 <0.00% 508
Hospitalisation 0.30 1.30 <0.001 769
Death 0.009 0.043 <0.001 791

*p value: the comparison between the vaccinated group and the control group,
tReduction rate = % reduction: 100 X (1 —ratio of mean episodes {vaccination group/control

group])
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Table 3. Representative data for efficacy of influenza vaccine in elderly persons

in nursing homes

Number (%) in study group

Clinical data Total Vaccinated Control
In a nursing home with an epidemic of influenza A (H3N2)
n= 100 38 62

Tilness 38 g 21.0) 30 (48.4)

Temperature (°C)

=39 15 1 14

38-389 13 5 8

37-379 6 2 4

<37 3 0 3
Death 1 0 1
Remained healthy 62 30 (79.0) 32 (51.6)
In a nursing home with an outbreak of other virus infection

n= 100 48 52

Tilness 35 17 (354) 18 (34.6)

Temperature (°C)

=39 9 4 5

38--389 13 6 7

37-379 11 6 5

<37 2 1 1
Death 0 0 0
Remained healthy 65 31 (64.6) 34 (65.4)

Table 4. Efficacy of vaccination in patients with onset of infection >3 wecks

after influenza vaccination

Number (%) in vaccinated group

Total 1 dose 2 doses Reduction
Clinical criteria n= 10624 n = 1997 n = 8627 rate {(%)y*
Influenza infection 141 (1.33) 30 (1.5) 111 (1.29) 79.5
Hospitalised 24 (0.23) 5 (0.25) 19 (0.22) 82.3
Death 0 0 0 100%

*As compared with the unvaccinated group. Comparison of data from the two subgroups showed

no significant difference (p > 0.05).
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Prevention and early treatment of influenza in healthy adults
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Table 2

Passible afternatives to prevent and treat influenza, before and after reviews of Lhe evidence

Items

Before Cocheane reviews

After Cochrane reviews

Which is the best single alternative for
prevention

Which is the best single alterative for
treptment

Which is the best combination of

alternatives

Outcome measure

Leagth of epidemics {i.e. required

Oral vaccines

Acrose! vaccines
Parenteral vaccines
Oral Amantadine
Oral Rimantadine

Inhaled Zanamivir
Oral Oseltaniivie

Oral Amantadine

Oral Rimantadine
Inhaled Zanamivir
Qrat Oseltamivir

Prevention only

Treatment only
Prevention treatment

Laboratory cases
Clinical cases
WDL

Haospital admissions
Deaths
Complications

84 days (SD=133.6) according to

dugation of antiviral & NI p ive
treatroent)

Cx icable Disease Reports
‘Influenza Surveillance — England

and Wales' (1991-97)

Parenteral vaccines

Ol Amantadine

Oral Rimantadine

Oral Oseltamivic

(acrosolforal vaccines are less effective, or differences are
miniroal and do not curreatly represent o real alternative,
Zanamivir trials only apparently incloded laboratory
confirmed outcomes)

None (all compounds shortened duration of illness by 0.5
days)

Prevention only

Labaratory cases

Clinical cases

{the prevention of clinical cases is the onfy poblic health
rarget. Not enough out data were T d in the trials
to include any other cutcomes}

62 days (SD=27) (according to influenza vaccines trials
included in the Cochrane review [27])

Table 3
Basic assumptions of the model

WVariable

Assumption

Sourcs/Rationale

Population
Gender and age differcnces

Incidence of influenza
Effectiveness

Adverse effects
Individual prefercnces

Preventive intervention costs
BDuration of treatment for antivirals and NIs

Preventive intervention administration costs
Productivity losses due to influenza

Productivity Joss from adverse intervention
events

Army effectives as 2t 1 August 1998
Only incidence differences will be tested in

sensitivity analysis

Sickness rates for influenza in 1997

Defense Analytical Services Agency (DASA)
DASA

DASA

Meta-amalysis estimate of RCTs using influenza  Cochrane Reviews [27-29}

clinical outcomes

Frequent symptom reported in RCTs included

in Cochrane reviews comparable across range of

preventive interventions

Mean score of preferences expressed as
combination of category rating and time-trade-
off

Acquisition costs

Mean duration of influenza epidemics from
vaccines RCTs

Nil

Nil

il

Cochrane Reviews [27-29)
Study on a sample of 40 soldiers

Defense Medical Supply Agency and authors’
assumption (NI)
Cochrane Review [27]

Interviews with medical commanders
Preventive interventions do not have different
effects under this perspective

Difficulties in valuation
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Table 4 o .
Assumptions tested in the scasitivity analysis

Varizble Assumplion

Source/Rationale

Incidence of influenza
regiment rate

Range of vaiues from basic Army rate to training

Range of estimate from meta-analysis of RCTs using

DASA, J97 & Glasgow University study [25,26]

Cochrane Reviews [27-29)

Cochrane Reviews [27-29)

Effectiveness s
inflvenza clinical outcomes case definition and from
meta-analysis of RCTs using taboratory-based
influenza case definition .
Effectiveness Range of 95% Confidence intervals around effect on
4 (clinical case definité
Adverse cifects Range of incidence estitates with arbitrary variation

Individual preferences

25th and 75th percentiles scopes of preferences

Authors’ assumption
Study on a sample of 40 soldiers

expressed as a combination of category rafing and

time-trade-off
Duration of treatment for antivirals and

NIs
Vaocines administration costs

Minimum aad maximum duration of influenza
epidemics from vaccines RCTs
Ratio of administration to vaccine costs derived from

economic studies on vaccines

Antivieals and NIs administration costs Arbitrary ratio of administration to drug costs

Distribution of deration is symmetrical.
Cochrane Review [27)
Systematic review of economic studies [6,36]

Authors’ assumptions

Review: influenza vaccines in healthy adults
Comparison or Quicome

Peto Odds Ratio

Vaccine versus placebo
Influenza cases (clinically defined)
Influenza cases (serclogically confimed)
Working days lost
Complications
Hospital admissions
Adverse effects for live asrosol vaccines

Adverse éffects for inactivated parenteral vaccy

At least one vaccine recommended for that year
versus ptacebo o other vaccine

influenza cases (clinically defined)
Influenza cases (serologically confirmed)
Working days lost
Vaccine matching circulating strain versus
placeba or other vaceine
Influenza cases (dinically defined)
Influenza cases (serofogically confirmed)

{95%C1)

——
—

WMD (95%CH)

Subgroup analysis only]
Subgroup analysis only

51010 5 0 5 10

Fig. 1. Summary of influenza vaccines in healthy adults (95%CI=95% Confidence intervals).
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Review: Influenza vaccines in healthy aduits
Gomparizen:  Atfeastons vacdna recommended for that year versus placele of other vaccine

Qutcomae: ases (i ¥ "y
Expt Cirl Relative Aisk Welght AR
Study i N (95%C! Fixad) % {95%CI Fixed)
Live aerosol vactine versus placeha or non-influenya vaceine
Edwards 1 89 /672 46 [439 —— z1 0.97[0,70,1.34]
Edwards 3 311 11023 184 7332 - By 0.83 (0.72,0.06]
Edwards 5 296 F1144 179 1562 - 8.1 0.83 10.71,0.97]
Edvwads 7 226 1999 120 /1508 —4 54 0.96 [0.79,1.16f
Subtotal (95%Ch) 922 14014 539 /2041 + 244 0.87 [0.50.0.95}

Chivequare 200 (#°3) Z=298

Live | ine versus infl B H

Sublolat (95%CH 00 010 00 Not Estimable
Chi-squace 0.00 (¢=0) Z=0.00

kaciivaled pacenteral vaccine versus placebo on pon-influenza vaccine

Eddy 25 /1254 42 Ja13 —_— 22 020 [0.12,0.3%
Hammond 75 1118 £8 7109 - 24 1.04 [0.85,1 26]
Kelted 1 73 1300 8t f298 - 28 0.90[0.68,1.18]
Keitel 2 110 1456 55 1241 -+ 5 1.05 [0.860,1.401
Mogabgab 1 91 rgat 95 52 —_ 41 057 [0.43,0.74}
Maogabgab 2 186 /1030 95 1521 - 43 099 [0.79,4.244
MNichol 249 1403 287 418 - 97 0,88 [2.80,0.98]
Powers 1 ) 16 177 I F1z ———— 2 0.83 [0.28,2.43]
Powers 2 4728 312 ——— a1 0629.16,2.39]
WWaldevan 2 14 11490 S 24 —— 03 0.3510.14,0.90]
Waldersan 4 27 1187 5125 — 03 0,72 [0.31,1.70]
Waldman 5 5z 1465 -6 /59 —_— 1.4 0.41 [025,0.67]
Waldman § 9 747 1t 159 ] 18 0.67 [0.43,1.04]
Weingarten 21 1t 19 joa —te 07 1.07 [0.62,1.85]

Sublotal {95%CT) 1034 /5953 T 12798 . ns 941 [0.715,0.87]
Chi-square §8.11 {if=13) Z=557 '
tnartivrtad B entaral ina versus inly B s
Edmonton 206 /933 227 1841 - 3z 0.42 [1.69,0.96]
Edwards 2 75 1878 #1439 —t 21 0.32 [0.58,1.16]
Edvards 4 ITI 11060 15 1532 -+ . 88 0.97 0.84,1.11])
Edwards 6 276 71128 188 1563 - 832 0.77 [0.65,0.50)
Edwaeds 8 229 1118 113 /508 - 54 096 [0.79.1.17]
Haskins 16 1384 35 1340 v 13 040 [0.23,0.72]
Malr 3 5N . Br4sS ——r ) 02 1.36 [0.46.4,02]
Maynard a2 1159 T4 1158 - 25 0.83 064,108
Willkams 2 68 F 1947 148 714955 —— 40 0.58 0.43,0.77]
Subtotal (95%C) 1310 1 7574 1000 /5491 . 07  CAPT7089
Chi-square 2086 (d=5) Z=5.19
Inaclivated par of vaccine versus othet influenza A vaccine .

Hobsoh LR 16 7545 — 05 0.54 [0.23,1.24]
Maic 4 4170 11 /169 ——t—— 02 .58 [0.29.2.66]

Sublotal (95%C) 12 1578 277174 . o7 0.64 [0.33,1.24]
Thi-square 0.48 (di=1) Z=1.33
eardivated ‘] NG versus placeba oc non-infy 1
Waldmsan 1 " 118 Sr2 ——— a3 027 K10,0.71]
Waldman 3 17 1194 5125 ———t a3 0.44[0.18,1.08)
Wokhtean 7 92 1479 16 159 ] 10 0.71[2.45,1.12]
Walkdman & 100 1471 17 760 — 1.0 0.75 {¢.48,1.16]
Sublotal (F5%CT) 220 11339 43 1168 - 26 0.64 [0.45,0.85]
Chi-sguane 4.9 {03 2907
Inactivated ssrosol vactine versies influenza B vaccine
Subtolat (IS%RCH /9 - 0/ra 0.0 Not Estmable
Chi-sauare 0.0 (=0} Z~0.00 -

Total (I5%CH 3498 119458 2403 714212 . 1000  0.83[0.79,0.86

Chi-square 99.86 (df=32) Z~8.44

1 2 1 5 10

Fig. 2. At kast one vaocine recommended for that year compared lo placebo or other vaccine in influenza cases clinically defined
{Expt = experimental ann, clr]=contro] arm; 95%CI=95% Confidence intervels),
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(=] Belathvg Risk Weighi RR
Saty Ex N {95%C Foeedty * (95%C! Fires)
srvaconated abon
Catmandes pobet 33 447 31 147 -4 12 .06 [0.81,1,40]
Dobia 107113 54 132 —— 1.9 0.22 (0.12,0.40}
Moo 18 1136 45 7 13p JU— 17 .41 [0:25,0:67)
Oher-Blom 62 1141 © Baisz — 32 ° 0.76{0.60:0.96]
Peckingaughit 634 /1040 575 11084 = 2t 1I5[1.067,1.29)
Peckingaughi2 744 11329 766 #4321 [ 268  0$7T{501.03
Pettamsson &8 195 197 41 26 0.9810.81,1.17]
Plesoik 48 1574 57 1559 —_ 22 0.8210.57,1.18]
Guartes 42 1107 a4 150 — 17 0,88 {0.64,1.22]
Schopia 29 1157 27140 -4 15 1.12(0.79,1.80]
Srmorodintsey 156 /3805 195 1 2498 - 83 0.51 [0.42,0.63]
Wendel 51439 15 1355 — 06 0.27 {0.10.0.73]
Sublotal [95%CN 1867 18063 1978 1 6523 o Y53 D.52[0.88,0.56
Chi-squave 130,79 (df=11) Z=3.75 ’
Payer T 1287 421269 ——— 18 0.17 008037
Pecidnpaughtt 613 F 1039 812 11020 ) 232 0.98 [0.92,1.06}

Suthotal {E5%C) 620 11306 854 /1280 p U7 osspartoy
"Chisquare 20065 (di=1) Z=1.94

Tokal 95%CD 2487 19364 2632 17912 I 1000 0.92[0.65,0.5)

Chi-sqerars 13138 (¢1=13) Z=4.22

1 2 S 1w

Fig. 3. Oral amantadine compared to placebo in influenza prevention: influenza cases clinically dciined {Eapt=cxp al arm, otrl=control
arm; $5%CI=95% Confidence intervals),

Table 5

Comparison A: Incidence of adverse effects expressed as a percentage of participants

Amantadine (%) Placeto (%) Mo, of trials N Significane

All adverse effects 14.7 104 6 4274 Yes

Ol effects 51 24 H 3336 Yes

Increased CMS activity (excitation) 7.5 47 9 5002 Yes

Decreased CNS activity {depression)} 8.4 7.1 6 3782 Yes

Skin i1 &8 4 418 No

dine & dine for infl
ot Qeat ri dire v3 placeba (prevention}
o o “"'&-ﬂ y - Ralativo Risk weight AR
"N N (O5S%CLFced) - % {95%GL Fived)
Recinated population 51,1
o T S 7 smems
Dolin 19 1133 £4 (132 D 083[064.1:221
Quaras Co 40 “ i - 1000 0.54{0510.62

Subtotal (95%CH 78 347 119 F241

Chi-square 11.52 (¢f=2) 2+2.60

vaccinated poputation i

Subtotal (95%CD 070 010 0.0 Mot Estimable

Chi-square 0.00 {df=0) Z=0.00

Total (35%CH 78 47 119 £341 - 100.0 08410.51.0.82]
Chi-square 11.52 (d=2) Z=3.60

1 2 1 5 10
Rimaniadine  Placebo

Fig. 4. Oral rimantadine compared to placebo in influenza prevention: jufiuenza cases ¢linically defined {Expt=experimental arm, ctrl = control
arm; 95%CI=95% Confidence intervals)
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Table 6
Comparison B: Incidence of adverse effects expressed as a percentage of pariicipants

Rimantadine (%) Placebo (%)

No of trials N Siguificant
All a;verse effects 186 10.8 3 558 No
GI effects 9.0 22 2 357 Yes
Increased CNS activity (excitation) 6.5 . 4.3 3 652 No
;)‘:cmscd CNS activity {depression) 9.6 1.0 1 228 No
n i} 0
ble 7 i
E‘:mpﬂﬁsﬁn D: Incidence of adverse effects expressed as a percentage of participants
Amantadine (%) Placebo (%) No. of trials ¥ Signifcant
G effects , 138 134 ; o No
Increased CNS activity (excitation) 35 Gg‘g § :;i 5‘;
tivity {depressi 56.4 -

153‘;:&59& CNS activity {depression) 0o Y 2 465 No
TFable 8 -

Comparison E: Incideace of adverse effects expressed as 3 percentage of participants

Rimapladine (%) Placebo (%) No of trials N Significant
- ° 0 -

GI effects .

Increased CNS activity (excitation) 2.6 e . ;‘: Ez
Decreased CNS activity (depression) 0 83 (l, 0 —
Skin _

Table %

Comparison F: Qutcome typology by study

Trial Symptom outcomes used

Galbraith 1971 Average lime to clearance of symptoms

Hayden 1980 Aggregate scores of systemnic and respiratory symptoms

Hayd_en 1986 Aggregate scores of systemic and respiratory symptons

Hornick Percentage of patients in three symptoms clearance time periods

Kitamoto 1968 . No symptoms .
Kit_amoto 17 No symptoms

Knight Between anms syxftptoms concordance. Aggregate data only
Togo ] Percentage of patients in three symptoms clearance time periods
Younkm. Significance of the difference of symptoms scores
Van Voris Perczatape improverent of symptom scores at different Gime periods

Wingfield

Significance of difference of proportions of patients in three symptoms clearance time pen'bds
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Revfowr; Nix in heulthy adulte

Tases- lxboratory defined
cl Relative Risk Weight RR

Sty N N {85%£1 Fixed) % {95%CH Flxed)
MNatural exposure

Moo 11 1553 34 1554 —_— 164 0,32 {0.17.0,83

WV 15673 WV 158 65 /104 . a2 519 . 459 0.530.38.0.74}
Sublotal (FERCH 7711593 9 /1073 —-— 648 04703506y
Chi-square 1,71 {#=1) Z=498
Experimental exposine:

Calfeo H58 o7 L 3T —— ] 44 0,07 10.00,0.87)

Calfeo HB8 13 f34 Tig —_— 3] 043 0.28.0.85)

Hayden 1996 18 125 849 — 73 072 10.560.971

Hayden 15960 861 4/x —— 17.3 0.18 (0.09,0.35)
Sublot] (K%Y 28 1127 48 /59 o 32 ORIP24046]
Chi-squam #4.72 (0623) =674
Tokd (5% 116 1 1720 144 f 1132 - 1000 0.4210.34.0.53)
Chi-square 28.91 (K<5) Z=7.47 .

12 5 10
Nl Placabo

Fig. 5. Neuraminidase inhibjtors compared to placebo in influenza

provention: influenza cases laboratory defined (Expt=experimental arm, .
ctrl=control arm; 95%C1~95% Confidence intervals). ’ Co

Table 10 E i
Percentage incidence of adverse effects in amantadine (ama), rimantadice {rimz), Oseltamivir 75 mg {daily in prevention and twice daily in treat-
aent) compared to placebo {p)

Comparison Prevention ) Treatment Treatment
All adverse effects Nansea/dyspepsia All adverse effects
Amantadine (ama) . 4.3% 3.4% 14.5%
Pladebo (ph 9.9% . L1% 142
P value 0.0001 0.0003 09
Rimantadine (rima) 32% : 52% —
Placebo 19.5% 2.6% —
Pvalue 0.03 0.49 ) —
Oseltamivir 75 mg 23.3% 13.7% L7%
Placcbo 18.9% 7.3% 5.7%
P value 0.05 0.0008 0.002
Ama v Oseltamivir
P value 0.0000 0.0000 0.0000
Rima vs Ro P value . 003 om —
P amz vs Pl Oseltamivic .
P value . 0.0000 0.000 0.0001
M rima vs Pl Oscltamivir . .
P value 09 0.06 —
Table 11
Summary of percentage incidence of adverse effects in tadine, dine, Oseltamivir 75 mg
Prevention ) Treatment
Incidence Al adverse effects (%) Nausea/Dyspepsia (%) All adverse effects (%)
Amantadine 148 34 14.5
Rimantadine 32 52 —
Oseltamivir 75 mg 238 137 1.7
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Table 12

Values of variables used in the basic model and in the sensitivity analysis

Variable Basic vatue Values in the sensitivity analysis

Population 110,000 110,000

Incidence of influenza 5.7 per {000 5.7 per 1000400 per 1000

Effectiveness of parenteral inactivated 021 0.12-0.29 (95%CI: for clinical case definition) 0.48~

vaccioe (denominator size = 6566) 0.79 for laboratory case definition)

Effectivensss of amantadine 0.23 0.11-0.34 (95%CI; for dlinical case definition).
From 0.42-0.76 (95%Cl: for laboratory case
definition)

Effectiveness of NI 0.74 0.50-0.87 (95%CCI: for clinical cass definition).
From 0.37-0.65 (95%CE: for laboratory case
definition}

Adverse effects of vaccing (fendemess) 0.57 0.10-0.57

Adverse effects of antiviral (GI) 0.05 0.02-0.05

Adverse effects of NI (pausca) .01 0.05-0.11

Individual preferences Complete well being=1

Nausea & influenza = =0.95 25th and 75th percentiles scores of

preferences expressed as a2 combination of
category rating and time-trade-off

Preventive intervention:

Vaccine unit cost 1997 £3.36 Not tested

Preventive intervention: :

Antiviral unit cost 1998 £0.20 per 100 mg tablet Not tested

Preventive intervention:

NI unit cost 1998 £6 Not tested

Duration of treatinent for antivirals and Nls 62 days
Preventive intervention administration costs  Nil

for vaccine

Preventive intervention administration costs  Nil

for antiviral and NI

11 days-122 days
2.9 timyes vaccine costs

2 times dnug costs

Table 13

Resulls of cost-effectiveness analysis (cost per avoided case in 1993 Pounds Sterling by assumption and intervention)

Vaccine Amantadine NI
Basic assumptions 2807 9458 88,193
Effectiveness high 746 2862 75,015
Effectiveness low L4913 15,717 176,387
Maximum duration of NIs and amantadine chemoprophylaxis 2807 18,612 173,542
Misimum duration of Nz and amantadine chemoprophylaxis 2807 1678 15,647
Inclusion of 2dministration costs 8140 18,917 176,387
Highest incidence 40 135 1257
Highest incidence and highest effectiveness Lt 41 1069
Highest incidence and lowest effectiveness 6 282 2514
Righest incidence, highest effectiveness and minimum duration of chemoprophylaxis | 7 190
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Appendix A. Producers of influenza vaccines and their produets {7

Country Producer Product type

Australia CSL L Split virion

Bulgaria MA. Research Institute of Infectious and Parasitic Discases Live vaccine

Canada " IAF BIO Va. Inc. Trivalent whole virion, split virion
France Pasteur-Merieux Serums & Vaccines Whole virion, split virion ‘
Germany Behringwerke Aktiengesellischaft Sphit virien liquid

Germany Veb Sachsisches Serumwerk. Dresen Split virien

Hungary Omnivest Institute Inactivated

Italy BIOCINE spa Whotle virion, subunit virion
Italy Istituto Sieroterapico Italiano spa Whole, split and subunit virion
Italy Istituto Vaccinogeno Pozzi spa Whole, split and subunit virion
Japan Depka Seiken Co. Whole virion

Japan The Chemo-Sero-Therapeutic Research Institute Whole virion

Japan . The Kitasato Institute Whole virion

Japan The Research Foundation for Microbial Diseases of Osaka Whole virion

University

Korea Boryung Biophamna Co. ' Whole vition

Korea Chei! Foods and Chemicals Inc. Whole virion

Korea Dong Shin Pharmaceutical Co Ltd Whole virion

Korea Dong—A Pharmaceutical Co Lid Whole virion

Korea Korea Green Cross Corporation Whole virion |

Korea Korea Vaccine Co Ltd Whole virion

Korea LG Chemical Ltd Whole virion

Netherlands  Solvay Pharmaceuticals bv Whole virion, subunit virion
Romania Cantacuzino Institute Whole virdon, split virion
Romania Stefan § Nicolau Institute of Virology Whole vition

Russian " Bacteriological preparations division of the St Petersburg Live intranasal, whole virion
Federation . Institute for Vaccine and Serum Research
- Russian Immunopreparat * Whole virion

Federation ]

Russian Irkutsk Bilogical Preparation Company Intranasal

Federation

Russian Pasteur Institute St Petersburg Whole vition

Federation

Slovakia Imuna sp. - Subunit virion

Switzerland  Swiss Serum and Vaccine Institute Berne Whole virion

UK Evans Medical Subunit virion

USA Connaught Laboratories Inc. Subunit virion, whole virion
USA Parke Davis Subunit virion, wheole vition
USA Wyeth Laboratories Inc. Subunit virion"

Yugoslavia  Institute of Immunology and Virology Torlak Whole virion

- 176 —



Appendix B. Questionnaire nsed fo assess trial design quality and results, as inclusion criteria for systematic review
1. Generation of allocation schedule

Did the author(s) use:

Random number tables: e
Computer random-number generator: yesfno
Coin tossing: oo
shuffling of allocation cards: yeino
Aoy ot method RS pessedsandom yes/no (specify)

2. Concealment of treatment allocation

Which of the following was carried out:

There was some form of centralised randomization scheme where details of an enrolled yes/no
participant were passed to a trial office or 2 pharmacy to feceive the treatment group allo-

cation:

Treatment allocation was assigned by means of an on-site computer using a locked file yes/no
which could be accessed only after inputting the details of the participant:

There were nambered or coded identical looking vials {or ready-drawn syringes) which yes/no
were administered sequentially to enrolled participants:

There were opaque envelopes whichi bad been sealed and serially numbered utilised to yes/no
assign participants fo intervention(s):

A mixture of the above approaches including innovative schemes, provided the method yes/no
appears impervious to allocation bias:

Allocation by alternation or date of birth or case record or day of the week or presenting yes/no

order or enrolment order:

3. Exclusion of allocated participants from the analysis of the trial

Did the report mention explicitly the exclusion of allocated participants from the analys:s yes/no

of trial resuits?:

If so did the report mention the reason(s) for exclusion?: yes/no (if yes,
specify)

4. Measures to implement double blinding

Did the report mention explicitly measures to implement and protect double blinding? yes/no

Did the authox(s) teport on the physical aspect of vaccination—i.e. appearances, colour, yes/no

route administration)?
Measure(s) taken to conceal treatment allocation were assessed as follows:

Category A: adequate-—in the following circumstances:

o there was some form of centralised randomization scheme where details of an enrolled parnclpant were passed to
a trial office or a pharmacy to receive the treatment group aflocation. Alternatively treatment allocation could have
been assigned using an on-ite computer using a locked file which could be accessed only after inputting the details
of the participant.

o there were numbered or coded identical fooking tablets or spray devices which were administered sequentially to
enrolled participants;

» a mixture of the above approaches including innovative schemes, provided the method appears impervious to al-
location bias.

Catepory B: inadequate—in the following ¢ircumstances: -
« when alternation, date of birth, case record, day of the week, presenting order, enrolment order etc. were used.
¢ when an open system of random numbers or assignments was used.

Category C: unclear—in the following circemstances:

¢ when only terms such as ‘lists® or ‘tables’ or *sealed envelopes’ or ‘randomly assigned’ were mentioned in the text.
in all other circumstances where a prospective trial tsing intervention or placebo assignments were mentioned with-
out specifying the method of allocation.

- 177 -



J Infect Dis. 2001; 184: 665-670.

Influenza vaccine effectiveness in preventing hospitalizations and deaths in persons 65
years or older in Minnesota, New York, and Oregon: data from 3 health plans.

Nordin dJ, Mullooly dJ, Poblete S, Strikas R, Petrucci R, Wei F, Rush B, Safirstein B,
Wheeler D, Nichol KL.2 RV ¥, =0 —3—7 FLTUNIBITE 65U EOEAD AR -
TR T DA INZ o FTIFUDTFHEIR : 3~VRTTrDF—F

[E#]

3ODKRBE~NLRTF » (Kaiser Permanente Northwest, Health Partners & T Oxford
Health Plans) TEBEZEO A 7 A P FHEBHRHEF ELBRREAE, 199697 EO
1997198 3 =R DF —F ZEBT — 5 —~— 2 I ) i, M BIT 66 mMU LD~ R T F 28,
BEREEC VAT 4 vy 7ERGH TV RAZBERER. FiThE Vs F U ko BE T —X
YBROTREF, RI—-AVR, Mr—RAtb—r - &30, FHERIILSRERETR
Ufige « A N o HFARER L (ABRIZE — X 19-20%, Ri— X 18-24% D%, FE
CiXR%460-61%. 35-39% D), LEEERIISEREIEETHERBALTITARETHAL LS
Y, ABFED T HEIL FHEE O EC R R R ET ABRIC T B AR ik,

[Fik]

BRIE : KEOHMBICEENR I 3 KA ~F vy PR« S THEBOEE - B2RF—F ——2h LT
—5' Z N, Health Partners iZ3EEF] HMO TI XV ¥, DA X203 08K 650,000 A%
F 75—, Oxford Health PlansiZi=a—3—7, =o2—Uy—J— RS AAR=F, afkFH
> FT 1,800,000 A% 15—, Kaiser Permanenbe Northwest [X735— F T o KX 7 —0—
T iw hrBD 420,000 AE T S—, 3H8 101 BAET 65 BRI EOLE (it 12 » B MEEMA)
R4 1996/97 BT 1997/98 2 — X @ak— b T35, FETELUNTOLA 7 Az FH T O
REF IR T— 2 VR—LOAFERE L OY A FTELREIE T, SEFREREOEEEN
B IO TREMH PO, T—F—E  HBOF—F—F - 77 A AHEICLY, &
YA NCT 7 LERR - BBF—F—_—2nh b, “hPBME—-0F—&—I, A O2RE
W 12 » BON—=AT A HRF OB - SARBEOHE, ~NVAFTORA, — X hoEkE
RIROFR., RO — X HBFROABR IR O EIERE B, HRREY 7 F EliE
BN ERTOTIRERL, A TNEF—X 0 &4 N TOME - £EAR AR
TR TR EI = RUBY—RA L THRR, V—F =X LIX, FOEFH»LEE
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