DRIVE

Development of Robust
and Innovative Vaceine

Effectiveness

The results presented here are based on a limited number of
sites using partially differing study protocols. They arise from

Textual comment, proposed revised text: The results presented here
are based on a limited number of sites using partially differing study

y i i We don'tthink this is essential information for a lay summary, which we tried to
ot s iec O iy a2 %9 |protocols. They arise from a pilot season whose main objective was (1) A )
- 2 pltseasonwhoze main abletive was 0Bl e DRIVE e B speic N n 2 ok o Ko a5 Skl 2 posit. Personahy (Kaet, (st Sumary Shou b
e ot et oF e e abe st have-bane: |Europe not to obtain robust estimates of (brand-specifc) vaccine (3) Aares, for this year, given limitations, resuts should not be more simple than this one. How to write lay summaries is a topic for WPS on
v effectiveness. Due to the pilot nature of the study, the brands have  [used to inform regulatory or public health decision-making communication.
anonymized. The resuls should not be used to inform been anonymized. The resuts should ot be used to inform medical
medical o regulatory decision-making. o
¥ i e fied xcept EPI partners (company name). The revew of
Ressonsibe partes .| T European Federation Wo woud
1 Rt pmtes T ORNE (ovok. GSk. Sk Povs 5 Sogho) o i 5 e o 1 s (i) o o 1 ot (2) . Governance model docsrit seem pai Engish.
ave all provided writen comment Sanofi Pasteur Cécric Mane, Laurenco Torcek-Pagnon, Heléna Bricout, Ciotide €1
o be into context I probably explain why there is only 5 si
15 |iay Summary Five study sites from four countries (Austria, Finland Italy, | P2CUPRI0S for e POt stoy 200 Bieb explain wiy 11e Stes S 108 (1) ves, agree, useful context. Agree, it was unclear. We deleted the sentence as the distinction between TND and
and Spain) participated in this first stucy. e emiraemont o T i o st fex iy o apare.|(2) Ok, but nof sure this is needed. cohort is probably ot understood by fay people.
in depth the study start).
— ’ } We agree there was a mismatch between the ‘pilofing objecive’ of the study and
The statement may tigger some queston as such. 19 suggesta he obsectves 2 per SAP. e ried 1o moke et Gotnéuon dlear by acing he
P 9 ‘overarching objective’ of the pilot season. *The overarching and primordial
g o it e s s v ot e st s o B
partners from both public sector and vaccine manufacturers, |both public sector and vaccine manufacturers. Proaies o megamhm" oy procescns such 26 gt Sollection, statistical oalyacs
15 Loy Summa all studies were done in a separate working group con: As per governance model, and in order to reassure public health | oy e e this s needed. Snd diesamination of sty remute: (oce page [V]
v v of organizations other than manufacturers. The results are _|instates partners, the study conduct was carried out in a separate g - o o e e P N ery diferent from what wan
also evaluated by an Independent Scientific Committee (1SC) |working group, where only non-manufacturers were involved. The I A A it A A S A A Ao
which first convened in January 2018 latter provided comments in writen through a traceable review Zrecd t nott0.50 (4nd rather spang our e on the preparation of next sessen).
proces, on e Gy epOts st e soree that resonting th resuts across ages and Setings  provlemate (ot
Commite (15C) which frst convened In Jonvary 2015 one roneteless aneraiz tere was ot much f pa). Your suggeskons il be
Here is t unclear what you are referring too.
Al study settings or only case control studies? For the sake of clrity,
1'd explicity distinguish and state: (0 e e
15 Lay Summary Overall, 4999 patients participated in the studies, 1= [ don't understand the comment. It s presented as a covariate for stratification.
1.7
2. Cohort
Brand-specific IVE estimates could be obtained for some brands, but
Exec summary - |Brand-specific IVE estimates could be obtained for some  |notna .
1S giscussion brands, factors thatcrive vaccine ffectveness as this was not the nend ofthe piot | (2) I logical consequence of being a pilt to build the platform. This has been reformulated and better clarified in Figure 1 and Table 3.
soason
(1) ISC already noted mismatch between formal primary and
Sceondray objectives in document with objective s stated in
Background and lay summary.
(2) See previous comments: needs to be consistent throughout.
(3) Putting together such dissimilar results from a diversity of sites
is» challenge, Thus, for s and e years I would propose the
Tolowing objecives? Overll VE, by utpage o
ospialzatons/ER vists, y age, and by brand (i possibie) n
reqors o vntes and Heren,  woud cusgect Vot
Citectivenees (VE): (A) OVERALL. 1. Overall VE against outpatient
o losecses oy an secondory objechucs Itis unciear how these objectives are assessed nthe amayses. |1 oS (L 8 R e eremerganey roam Added neage.In Austi the Centre of Virlogy characterizes influenza iruses
g v ¥ obj P visits); 3 Overallfor all outcomes (less useful, though) ; 4. Each of beyond subtype/lineage for thelr surveillance system
added to explain how each objective are expected to be evaluated. |(19'5)7 > veral fr oll oureomes (fose bostul thougl) ;4 fech
subsequent years, hopefully with more power, | would use 6
months to <9 years (because of the two dose recommendation), 9
to <18 yrs, 18 to 49, 50 to 64, and 65+; (B) VE by type/subtyp
1. AGHIND), 2. A(H3N2), 3. B/Yamagata lineage; 4. B/Victoria
lineage; 4. al A, 5. all B; then each one again stratified by age,
hospitaiized and outpatient. For subsequent years, If power is
suffcient, add analyses by Vaccine type and Brand, including each
of the subanalyses 1 mention above. Analyses by prior year
vaccination and by time since vaccination might be nice additions.
7o estimate seasonal overal IVE by any fnfuenza vacine,
stratified by host-related covariates;
secondary | 358 roup (6 months - 14 years, 15 - 64 YSarS 0 65° |1, gocument this s uncea howth pri vaccination s o
1 Cbjectives + presence of at least one chronic condition (yes versus no, |255655ed: Itis described as a covariates and a confounding factors | () presented as a covariate here. Please refer to Figure 2
but here it is presented as an outcome to be studied.
see also Section 9.8.2
+ vaccination status in previous season (yes versus no)
Clarify that the piloting is not complete and further
remains.
The pilot study is not complete in all aspects. The report should
make clear that while the brand specific VE were obtained, many
limitations still apply to getting at robust and interpretable VE
1o |22 Secondary estimates; urther and speciically the conclusion should reinorce | ) o, When the information on the ILI symptoms was available (not avalable for al study
objectives (or, repeat] that. - sites), we checked whether the ILT case definition was indeed met.
One major change we note has occured in the final applied SAP in
that the "by brand and type" as well as the strat analysis by design
were removed from all the sec objectives. As a result - assessing the
feasibity of being able to perform analysis that are key to
understand the driving factors of VE at the type and brand level as
well as the differences by design has not be achieved
Presence of chronic conditions is of major interest because these
persons have an indication for influenza vaccination. This “yes
e e e e o (1) Needs discussion - not sure T understand this point.
o ison "chromic condtions® vereus b chronic conditone” (2) Similar to the discussions/comments we had in Valencia, agree.
2.2Secondary  |Presence of at feast ons chroric condion (yes versus o, sce also| O (3) Agree with the comment. "Yes vs no chronic conditions is not
19 suggests that the comparison is informative on the effect of chronic
objectives e S oy et o hror® | very informative. Also, the detection of a chronic condiion
roups e very dffarent with respect o she age dintbcion, A~ |(Pariularly amang th eiderly) is sometimes jut  reflection of
proper comparison would require a network meta-analysis 2pproach, 9 -
which is very complicated. For this reason "versus® presentations are
to be avo
o, this refers to missing/incompiete vaccination records. Partially vaccinated
Lo (22SECONAY | orovous sosson (yes versus ne) Vaccinaon n th previous season s 2 know confounder of IVE. It | 5 children were also excluded (see section 3.9.1) but that s a seperate matte
objectives L e urprising that Finland was not identified as an influential estimate. Clarified in the text that 2017/2018 refers to the season studies and the other years
1o prior seasons (these are two distinct variables in the data
5.1 Overview study - (@A There is no strong rationale for having the cut-off point at 14 years; a cut-off was
2 site gure 1 \What Is the difference between swab systematic and Swab I (2) Same auestons, to be clarified. needed to separate children from adults.
B-ineage as well?
5, [32Cotchment [Influenza virus positive nasopharyngeal swab samples are W) A Added that this information Is available for allsites. Full details on data can be
population further analysed to identify the type, subtype and strain. |What do you mean by strain? (2) 7o be cloifed. found in Appendix 9.1
(1) Don't understand - the study period for Finland it s shown in
For the register-based cohort study, the study period was °
23 |33ty period  |seined o5 Staring fom the cary sage of he epiGermic il The study period forthe regiser based cohart s not clar. Fig 2 slong withthe other study ites using the TN method - lear indeed, deal it shoula hve been dane against ol stains, and tis il be
e end of the study (Figure 2). T e canfed, -
25|52 Case ceition L case deitin coudbe vered based an symptoms for (Wt do vau mean by veiyin 11 case efSon 5600 |y emecemr t . The Covaiaes Kept n th fnalst-speciic regression modes are surmarized
Verification Spain Valencia and Spain La Rioja symptoms: inal modiel (see pB5; experiences r: data analves
What does it mean pragmatically? ;
Note: a patient could be selected several times as long as Agree, therefore the results on the crude VE are only presented in the Appendix.
26 |Exclusion criteria | he/she did not have a previous laboratory confirmed Tnat 2 control can serve 2 control for several cases? Or something  |(1) Agree, some further explanation here would be useful. However, 1 sill think it is informative to be able to informally investigate the impact

influenza for the current season

(2) Seems clear to me

of confounder adjustment by simply visually comparing crude and adjusted IVE




« Subjects with incomplete vaccination records for 2017-2018

Does it mean that the subject is excluded if he/she has partial
vaccination records?

2 Exclusion criteria |2 . 20152016 and 2016-2017 Why on one hand 2017/18 & 2014/15 and on the other hand (2) To be clarified. The text has been modified to capture the aspect of sample size as well.
2015/2016 & 2016/20177
(2) Ok, but not sure this is needed.
(3) Age is an important effect modifier that should be included in
all models, if possible. Ideal age groups for flu studies are 6
31 3.8.1 Age groups | A9E Was categorized into the age groups 6 months to 14 Could you please remind the rationale for those age range for kids  months to 8 years (because of the recommended 2 dose Agree, these are all important topics for further discussion. We will have plenty of

3.8 Risk groups,
confounding factors

Vears, 15-64 years

‘The following covariates were used: age group, sex,
presence of at least one chronic condition, number of

and younger adults?

Not clear why these covariates were selected, confounder, effect

schedule), 9 to 18, 19 to 49, 50 to 64, 65+, although I assume this
was not feasible in this first year, which is ok. Also, for future
years maybe a separate category for "pregnant women" can be
included (if power is sufficient)

future opportunities to discuss these topics (EFPIA brainstorming, SAP next season).

They are available on SharePoint (at least for the ISC members). Next time, all

3 and effect modifiers, [hospitalizations in previous 12 months, vaccination status in ~|modifier, both? (2) To be clarified. appendices will be shared by mail as well
other variables |previous season
(1) Agree - summarise this in main report.
(2) Should be clear for all key variables.
(3) Agree, prior year vaccination is a covariate/confounder of
3.5.4 Vaceination in [infiuenza vaccination in the previous season was categorized | s o 1o S nformaten? interest. Nonetheless, my fear is that not all suitable sites will have Agree, these are all important topics for further discussion. These topics will be
;22 vaednaton It |muere this information, and the existing studies on the effect of prior rediscussed during the EFPIA brainstorming and the review of the SAP for next
- vaccination are not conclusive. Thus, for future years, I would not
include this (interesting) covariate a5  study participation
requirement, it should be interesting to have it, but it is not a
The weighting method should be mentioned. The analyses here use
n s f— nverse-variance welghing. I s s the e weighng scheme s 1o [(2) O. e fuly aaree However, e were ot hoving he names o e EFPIA reviewers.
be disceused for the next SAP. -
The topic of minimal sample size wil be re-discussed during the EFPIA
brainstorming. The following disclaimer is on the front page of the report:
Samplo sico consideratons are not wel adrossed i the report — i doos not| (1) YES MaY reauire a disclaimer abou this being done to test the DI sults presented here are based on a limited number of sites
w [prosemoesze | e oy Ve AL Vot bermei ™ whatave | Po0ling method and that results are nt statistically valid due to using partialy differing study protocols. They arise from a pilot season whose main
onsideratons e e e heterogeneity. lective was to build the DRIVE study platform for estimating brand-specific IVE in
(2) Not essential for this pilot. Europe. Due to the pilot nature of the study, the brands have been anonymized. The
results should not be used to inform medical or regulatory decision-makin.
371250 7 St
5 [swechoesumates- | The ogistics regression shouid nclude the same minmal core variabe for asiss| (1) Agree. Agree, this will be done for next season. However, it was not done for this season
nces n covariate (9. 2ge,chvonic conditon and nbr hospialzation) for boogical pausibity [(2) Not essential for this plot a5 it was unclear which covariate information wouid be available
33.45)
Sample size requirements and criteria for robust VE are
inadequate as currently defined
3.10 Sample size [£O7 details please refer to the Annex 3 of the SAP (ApPendix |rye sap for 2017-18 refers to Annex 3 for the sample size
considerations and (9.2 considerations and in Annex 3 the approach to the min. detectable
5.4.1 Considerations [\ VE is described - however not calculated. It is not clear why these Agree - It would have been better to have the information on the study sites in the
33 The small number of studies included in the meta-analysis in (2) Presumably CI can be wider than the ones reported. forest plots analysis-specific (now it is only site-specific). It seems like a litle job,
for results the pilot year limited the number of possible brand-specific |21 0t accounted for. The report and the response document to but requires quite some re-programming. We will o this for next year. Thanks.
B [ et o ot e e [EFPIA comments states in certain places that analyses were n : : :
33, 44) e s o + 7 |performed based because because of "too wide" confidence intervals
- -~ whereas in the report VE are presented with very wide confidence
intervas of >50%. This inconsistency is not acceptable and highlights|
the limitations of the ambiguity around sample size requirements.
T (Kaat) disagres - T would not use the 12 statistic to decide on pooling or Ro. A
high 12 statistic is a reason for using a rando effects model (and not a fixed
effects model) and is not a reason for pooling or not. IVE estimates can be very
heterogeneous for reasons that cannot be controlled or are difficult to control
(differences in healthcare use between countries, circulating strains). Still, we would
be interested in an overall estimate that reflects the heterogenaity - this could be
achieved using a random effects meta-analysis. Also the other way around, a low
12 statistc is not a guarantee for pooling. Assume the IVE happens to be similar
34 [2aLs sensiivy Vo serstuty s foroutygardientl st wes it issurprisngtha Finland was notdentied as an fluentia P e B e L e e
. pool? The 12 criteria is a measure that reflects heterogeneity between sites (relative,
to the within-site heterogeneity), and as such an informative measure, but T would
not use it to decide on pooling or not (though it has been presented like this in the
past). Rather, 1 would decide based on ‘epidemiological’ arguments whether to pool
or not (ot pooling across healthcare settings, age groups,...) use the I2 statistic as
2 measure to refiect heterogeneity and always use random effects meta-analysis
(even in case the 12 would be low, as in that case, the random effects meta-
[amabieie il il Acwam 402 fivadl affact ananicie amave)
3.11.5 Sensitivity With the recent introduction of Estimands, the view of what or proper We agree that the resuls are 'unexpected and that it would be nice to explore the
o [ues sensitivity analyses and what are not has changed. For the next SAP: (2) Ok topic of waning protection further. For now, we followed the SAP and explored
what are propoer sensitvity analyses. methodology.
We indeed didn't want to embark on a ‘epidemiological’discussion of the results as
(1) Given the increase in VE with time since vaccination it might be the main abjective of this plot systerm was Setting.dp the systam. Therefors, we
of interest to look at the other strains in a similar way. ! B
(2) To be clarified. often used asreply_the eporthas been substantally revised” 35 we acknowiedge
oo ey oo o i 5 5 S s et e et bt e | AT SRR S e Ot 33 AR i e e o e s o 8 o
B[ etons Ve aganst AMIN because o mianas [ 510 scntfical reevantargument o mihe anlysis o1y shoud be the ones anlysed fornanig immunkty (fponer Comments rloed or 2o0d ubgesions tra il e aken on bood o next year: For
€ was observed for this strain. D o e of example, next year we wil not pool across health care settings and we are trying to
disentangle the information on primary care and hospital cases (e.g. Austria was a
waning immunity for the dominant strain.. Maybe this analysis disentangle the information on primary care and hosptal cases (e-g. Austria wa
could be done instead in a more suitable season (with higher VE ixed setingthis year, wil e able o provide nformation on primary cars an
e iy ospital cases next year). Our focus is improving the data collection for next year,
not re-analysing the data of the pilot season.
(110 ot 1 e o, e e L s T e 5 s o o o
erences in methods, and in the discussions, but in the results this was a bit b d
45 |oerenc It 1 unclear how the covariates in the fnal model were retained or | TS710% 204 1 e discussions but o objectives. The 'by design’ objective was never truly considered (maybe stil part of
e dropped the stat explanation is missing. e et centil covariates the wrongly shared iniial version of the SAP) as we only have one cohort study
. (and potentialy excluding one estimates was part of the outlying/influential
regardiess, including age group.
lanalysis)
The discussion on thresholds for analyzing/reporting IVE estimates is still ongoing. T
(Kaat) personally disagree to pre-specify a minimal sample size or CI width. The
sample size calculations clearly demonstrate that it is practically impossible indeed.
The sample size depends on many unknown factors, including attack rate, brand-
Specific coverage and between-study heterogeneity - ail factors that are impossible
to control, educated guesses are still possible, but even then, within the range of
In the report the distinctions confounder versus effect modifier more plausible educated guesses, sample sizes vary widely. I also fail to understand why
5.4.1 Considerations or less disappeared. This is very confusing. Number of itis needed as confidence intervals reflect the statistical uncertainty, and the IVE
45 [for results Differences in covariate adjustment. hospitalizations is a marker for which confounder? In TND studies |(2) Ok. estimates should always be interpreted jointly with thelr Cls. 1 agreé that Cls are
interpretation and nested case-control studies calender time s usually a poorly understood by Iay people, so I would not communicate widely abou results
confounder. Inclusion to be discussed in next SAP. with a wide CIs, but stil, I feel results with wide CIs can be mentioned in a report
on 3 pilot study testing methodology. I also agree there is some inconsistency here
although we calculated the IVE for all brands, the Cls for the brands that were not
reported were either extremely wide (let's say width > 200%) or the Cls could not
be estimated. For next year, as a mater of transparency, I would opt to present all
brand-specific results irrespective of the width of the CI (but this need to be further
discussed).
542WEby any
o o e Forest plos: the %vace in chid, aduly and ederly should be updated based on) Table 15 is purely qualitative, and therefore not included in the SAP. The brand-
o |iecchnesnat i analysis pertormed (s avays the same per sie). The #LCIpor anahysfine  — (e specific information was given in the SAP, though it was indeed not specified we
o (. Should be include to betier refiect the szslprecision (what s the minmal #LC1to - would use pie charts. We will be more explicit about how we wil present the brand-
by alow a resuls dpay?) Specific information next year.
542 VEby any
o ememdvraccne| The earogensy 2 i frest st is ot aken o aceaun Rosuls are ook (1) Sce above - needs  disclimer cde » secton heterogenely acros studie't the discussion

healtncare setting (pp.
6-57)

whatever the 12 result

(2) Not essential for this pilot




5.4.2 IVE by any
a6 vaccine and by
vaccine brand

5.4.3 IVE by vaccine
antigen (live

A attenuated,
inactivated)

IVE by vaccine antigen (live attenuated, inactivated)

1 like the presentations by age agroup. In fact, with one exception,
all presentations should be by age group, because 1: age is a known
effect modifier, and 2) the youngest and the oldest age groups are
age groups of special interest (for example, being 60+ is in many
countries an indication for influenza vaccination.) Forest plots should
also be by age group, overall IVE estimates should not be given.

To be skipped in future reports. Such comparisons are not requested
in the EMA Guideline. Furthermore, the comparison is not based on a

statistical analysis, and thus biased. See also my comment in line 13.

Not satisfactory for any of us. [The ISC were asked to indicate whether they agree
with EFPIA comments and in the case of disagreement provide their rationale. The
review process will be reassessed for the future.]

[Agree - I-MOVE reports similar measures of heterogeneity as we do (despite years

of harmanization by 1-MOVE). Random effects meta-analysis (complemented with
meta-regression in case of a sufficient number of studies) is a nice way of dealing
with heterogeneity as well as being more selective in the studies [edited for
brevity]. Many things to discuss still.

5.4.4 IVE by vaccine

a7 antigen (subunit,
split virion)
a7 5.4.2-54.4

Same comment as previous,

Too many comparisons, only 3 few are relevant fo our mission
Relevant: 5.4.2, 5.4,

There was a wrong version of the SAP shared once, explaining the inconsistencies.
Agree that time since vaccination/time during the season should be furhter
investigated.

€ - BUE N much are We Could o the st year. Propenlty scores Wil be
investgated for the next

5.4.6 IVE by vaccine
a8 type (adjuvanted,
non-adjuvanted)

Same comment as previous. Furthermore, the adjuvanted vaccine is
a subunit vaccine. Here the comparison is subunit + adjuvant versus
subunit, split, etc. Valid comparison.

We sugoest to keep the disclamer a5 - “The results presented here are based o
2 limited number of sites using partially differing study protocols. They arise from a
pilot season whose main objective was to build the DRIVE study platform for
estimating brand-specific IVE in Europe. Due to the pilot nature of the study, the
brands have been ananymlz:d ‘The results should not be used to inform medical or
requlatory decision-makin

57 555

IVE by heaithcare setting.

Section number missing.

(2) Ok.

Rephrased: ‘Preliminary brand-specific IVE estimates could be obtained..”

IVE by healthcare setting.

5.6.1 Comparison of
58 1-stage and 2-stage
pooling approaches

The resuts of the comparison of pooling approaches were in ino with
expectations

To be discussed for nest SAP: can results of different studies be
pool

(2) Ok,

yes vs no': We will replace with 'yes or no', as we don't intend to make a
comparison of both groups, only adjust for chronic conditions. The presence of
chronic conditions is indeed acknowledged to be a major confounder. A working
group has been established to better define chronic conditions. Also, we are
investigating wheter some vaccine brands are preferentially used for some risk
groups.

Nice and interesting exercise, but given the statistical theory needed
in a report like this?

()7

We checked the influential estimates and confirm that Finland was not identified as
an outlying influential estimate. This is most likely explained by the lack of
statistical power of these tests in case of a limited number of studies. W
acknowledge this lack of power, but implemented these tests nonetheless as more

study sites are expected to be included over the next years.

Table 16. Tfuenza

These are the covariates identified among a longer st of covariates as being part
of the minimum data requirements in the protocol. They were chosen as they are

hecmeness the ones commonly adjusted for in the analysis. They were treated as possible
o1 against AHIN1, The reliability of such analysis is questioned (+ See comment p35) confounders (age was also treated as an effect modifier in the analysis stratified by
crude and adjusted age). Nr of hospitalizations in past 12 months is used as a proxy for severity of
estimates chronic disease.
We applied standard meta-analysis using random effects inverse variance weighted
62 Time since The analysis on time since vaccination shouid be dropped. It does not account or| (1) DOt agree - it s piloting the method. Maybe a bit more averages with a moment estimate of the between-study variances. Added in section
61 o s NA i ot oliibppiiuiormsotig supie discussion about the results is warranted though. 3.13.3. T understand the reason for deviating from the standard approach, though it
(2) Not essential for this pilot. requires a very good rationale and ‘objective’ alternative weighting criteria. To be
discussed, though it will be challenging to deviate from the ‘standard
Time since analysis is not biologically plausible.
We checked the influential estimates and confirm that Finland was not identified as
5.6.2 Time since The results from this analysis is not biologically plausible and is too an outlying influential estimate. This is most likely explained by the lack of
61 vaccination minimally described in the SAP to assess the robustness of this statistical power of these tests in case of a limited number of studies. We
approach. Also the approach to the analysis was removed at some acknowledge this lack of power, but implemented these tests nonetheless as more
point from the SAP, but then reappeared in the final SAP and thus study sites are expected to be included over the next years.
could not be properly reviewed.
56,2 Time since (1) Depends on the audience for this report - for which I remain Recent introduction of estimands? Not clear what you mean - better understanding
61 ITime since vaccination. Important issue but much to complex for a report ike this? unciear. of what should be our estimands? Agree that we should re-discuss the sensitivity

vaccination

Experiences and
64 next steps: brand-
specific information

sites with a high diversity of brands should be preferentially
included whenever possible.

Having a broad rep. of brands is one aspect but the counterpart is to
have suffcent subjects o run the brand specific VE estimates and

(2) Can stay.

(2) Ok.

analysis.

Agree - to be re-discussed.

65 Conclusion

65 6. Discussion

The ISC decides on integration of EFPIA comments or justifies|
non-integration. This year, ISC and EFPIA review occurred in
parallel, however an update to the process has been
proposed.

this is not captured
What might need to o Sotantilly discussed

- Whether or not data from different healthcare setting is
recommended
- Any emphasis to recruit further age groups? Outputs by age are
not very informative

- Should we consider time since vaccination or calendar time?

- Explain why we opted to not match the cases and control despite it
would certainly help to account for part of the heterogeneity by sites
(this has been raised several times, and it can be tackled separately,
but it may interesting areas for discussion)

- Do we want also to mention the a-priori level of precision to run or
ot run separate analysis? Number of subjects, wild confidence
intervat

In the context of the analyses based on a priori criteria, it would
have been useful to have the appendices attached together with the
Gocument in particular the SAP for pooled analysis and SAP site
specific as well as the additional tables and figures

As well, it is important to acknowledge that during the SAP
development o a priori thresholds have been defined to decide
Lnfront whether analysis could be.

Improved process for review and comments

In addition to the limitations described, we note that the minority of
the comments have received a response from the ISC. In addition,
we should consider standards for comments. For example textual
comments can be critical for interpretation but overall the language
in the reports falls short on quality - yet we are requested to refrain
from such comments

(2) Don't understand the ‘we'

(1) This is because we were instructed to only respond to EFPIA
comments that we disagreed with. The role of the ISC in relation to
reviewing the EFPIA comments still needs better definition as the
current process is not satisfactory from either the EFPIA or ISC's
perspective in my view.

Agree - for next year.

Agree -to be re-discussed.

69 9 Appendix list

Table 9, Table 15,
30743 Figure 6
Jocsesion General/Oisussion

In the context of the analyses based on a priori criteria, it would
have been useful to have the appendices attached together with
document in particular the SAP for pooled analysis and SAP site
specific as well as the additional tables and figures.

the

Brand data presentation beyond the purpose of the pilot
'season and as per SAP should be removed.

Table 15 and figure 6 are not in line with the SAP or the descriptive
analysis described in section 3.1.1 of the report. The purpose of the
pilot to test the framework. These tables (including table 9) and
figures go beyond this purpose and beyond the SAP and should be
removed. Considering the feasibity to capture brand VE for as many
brands as possible, the interest is to know accross all sites how

many brands could be captured, but this purpose is alreadv achieved
in tables 13 and 14 - which are in line with the

In addition - as a consequence of presenting this data the de-
identification of the brand is incompleted as for some vaccine types
there is only one vaccine and in some countries there are limited
vaccine brands available. This also applies to the presentation of VE
by vaccine type.

Challenges and limitations of the single stratified analysis
presentation to be reflected as lesson learned

There is considerable limitations to single stratified analysis for the
interpretation which can lead to mis- or overinterpretation, especially
where strata are not mutually exclusive or where stratified analysis
s a must (i.e. presenting brand-specific VE independent of their age
indication/or use is not appropriate - VE simply differs by age groups
and different recommendations exist in these groups.).

In addition we experience the challenge to reflect the differences
between the individual studies in the results presentation. These
points deserve to be recognized in the discussion.

(1) Strongly agree!
(2) Ok.

(3) For future seasons, if power is sufficient, I would suggest
identifying the brands..

(1) Might be appropriate for year 2.
) Ok.

Agree here too.

Agree here too. Historical note: the main reason of having a 'layered primary
objective (1.by vaccine brand, 2a. by influenza vaccine type: by vaccine antigen
(live attenuated, inactivated, subunit, split virion),2b. by valency (number of
Vaccine virus strains) and by adjuvant (adjuvanted vs. non-adjuvanted),3 by any
influenza vaccine) was the concern of not having sufficient sample size to do the
brand-specific IVE estimates (as we often didn't know which brands were going to
be used). However, I can also imagine that some of the bjectives are also useful
for other stakeholder groups (but should not be the DRIVE primary objective). We
agree that for DRIVE, the brand-specific VE should be the only primary objective.
The objectives will bé re-discussed next year.

Agree




(General comment: this report has been extremely improved and wel presents
row e frt seasan 2 a ot wilh s lar and expectations fo e et
the

(1) This comment may reflect the mismatch between the broad
nh]ecﬂves of piloting the method and providing VE estimates since

erthel

re anarym and the project added value compared to simiar intiatives: minimal
mple size and level of heterogenelty are not accounted for before producing

aimoten. The .8 robus A

9 dota cven i not satistically Justfed was done 1 assume n
order t pi
(2) No\ essennal for this pilot.

Added.

16, 62,65

everal sections,
ot specifically
sui

discussion/
conclusion

Protocol harmonization

not be able to deal with all
f VE

presence of differences and additional considerations for the
‘approach to the analysis should be equally considered.

The text reflects general over-expectation from the harmonization of

introducing new "heterogeneity” from a population Perspechve (e
HCW, pregnant women etc). Several differences between t
sites/locations will always remain outside of our control. e

Should be squal attention to how we deal with these iferences in
the analysis - i.e. appropriate analysis by subgroups/applying
sensitivity/ applying restrictions etc. Criteria for pooling data in
general (if differences are so extensive and VE can be estimated at
the local level - should the data be pooled if that leads to comparing

(1) Good poi
(2) Agree, to e carifed.

Agree, better to not pool across healthcare settings. For next season, we are trying
to disentangle primary care cases from hospital cases for those sites who couldn't

do this (mixed healthcare settings). Next year, with more study sites participating,

we will be probably able to stratify all analysis by healthcare setting

Throughout
sections

Methods and
discussion

2pples to orangesn).

lessons learne

We note that the report has been significantly improved to reflect the pilot.
nature of the 201718 season. However, we noted that there are a number of
mportant mitatons, essons leomed and crallenges wnch nave been noted
Inthe review (and similrty ngigted a the Avnual Forum presetaton) |
wve ot been noted as limitations/lessons learned in the report. Thest

include at min.
- ansiysisof ata in line with the recommendation and age indications of the
vaccin

‘e sty to stanied by multple facor o allow sppropriste
interpretation of

e cometearions to the match between the ciculaing strains sganst
those included in the vaccine in the calculation of VE, at the individual
vaccine type/brand level.
- Criteria for pooling data - more attention to the question of the legitimacy.
of pooling (or lack thereaf) depending on the heterogeneity of data, but not
only from a statistical perspective. Specifically appropiatenss and approach
o pooling hospital and GP data should be further vett
- Relatively crude approach to the adjustments for Dmnlli\ ontounders
(dichotomization of variables, use of proxies for frailty et
inderstancing the applcable confourding an th potentaldffrences by
vaccine type and brand - starting with the presentation of the descriptives by
brand. No investigation of residual confounding as applied.

Many of the previous comments on these aspects have been replied with that
"the report has been substantially revised" or that the "analysis followed the
5AP". The alteative and more valuable approach would be to Incorporate

(1) Report's primary and secondary objectives are the problem
here I think since this first year was a pilot of the methods.
(2) Can be included in discussion.

We agree that the results are nicely demonstrating statistical theory, and hence, not,
s0 informative for statisticians. Nonetheless, it was a nice exercise and good

have all code ready for next seasons. We think such an exercise fits well in a report
on a ‘pilot study’ to test methods.

[Minimai

The analysis should include the same minimal core variable for all
sites. Also the approach to the confounder adjustment s crude:
dichotomization of variables, use of unvalidated proxies for frailty
etc. Descriptives should support the understanding of presence of
potential confounding and the potential differences by vaccine type
/and brand. Investigation of residual confounding should be
considered.

(1) Agree.

We think it fits well in a report on a pilot study to test methods. We agree that

vaning vaccine protecton/changing VE over Ume is  very interesting topc and
on essentil part o understanding IVE and the disease burden

orevented by vaccnation To discuss further







