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ACIP Final — July 28, 2014

MEETING OF THE ADVISORY COMMITTEE ON IMMUNIZATION PRACTICES (ACIP)
Additional Meeting on Use of Pneumococcal Vaccines in Adults
Centers for Disease Control and Prevention
1600 Clifton Road, NE, Atlanta, Georgia 30333
Roybal Building 24 Room 1103A
August 13, 2014
2:00-4:00 p.m. Eastern Daylight Time (EDT)
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Conference number: PW7936898
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https://www.mymeetings.com/nc/join.php?i=PW7936898&p=5994905&t=c

USA Dial-in number: 1-800-369-1780
Participant passcode: 5994905
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Wednesday, August 13 Dr Jonathan Temte (Chair, ACIP)
2:00 Welcome & Opening Remarks Dr Larry Pickering (Executive Secretary, ACIP,
CDC)
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e Routine PCV13 use among adults >65 Dr Nancy Bennett (ACIP, WG Chair)
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effectiveness, and GRADE conclusions
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Considerations for PCV13 use among s Tamara Pilishvili (CDC/ )

adults and policy options Ms Tamara Pilishvili (CDC/NCIRD)
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adults
¢ Public comment
Vote Vote Ms Tamara Pilishvili (CDC/NCIRD)
4:00 Adjourn
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Welcome and Introductions

Welcome
Dr. Jonathan Temte Dr. Larry Pickering
Chair, ACIP / CDC Executive Secretary, ACIP / CDC

Dr. Temte officially called the interim meeting of the Advisory Committee on Immunization
Practices (ACIP) to order. He welcomed everyone to the teleconference, explained the
process, and reviewed the agenda.

Dr. Pickering welcomed everyone to the interim meeting of ACIP, the purpose of which was to
address the use of 13-valent pneumococcal conjugate vaccine (PCV13) and 23-valent
polysaccharide pneumococcal vaccine (PCSD23). He indicated that the proceedings of this
meeting would be accessible only by phone and web, and that following the presentations there
would be time for public comment before ACIP voting members took a vote. Slides presented
during this meeting will be posted on the ACIP website approximately two weeks after the
meeting concludes, and the meeting minutes will be available on the website within 90 days
following the meeting. Meeting minutes generally are posted on the ACIP website within 90
days of the meeting. Members of the press interested in conducting interviews with ACIP
members were instructed to contact Alison Albert for assistance in arranging these interviews.
Ms. Albert can be reached at 404-428-6620 or through the Internet at apalbert@cdc.gov.

Dr. Pickering indicated that the telephone operator managing this meeting would leave
telephone lines open throughout the entire meeting for the 15 voting ACIP members and
representatives from the Centers for Medicare and Medicaid Services (CMS), as well as for the
presenters in the CDC conference room. ACIP members were instructed to mute their phones.
All others on the call, including ACIP ex officio members, liaison representatives, and members
of the general audience, were placed in listen-only mode by the operator until Dr. Temte called
for discussion and public comment. Those wishing to speak were instructed to identify
themselves before speaking. Dr. Pickering indicated that Dr. Temte would take questions in the
following order: Voting ACIP members, followed by ex officio members and liaison
representatives, followed by general audience and members of the public. Ex officio members,
liaison representatives, and general audience members wishing to speak during the discussion
period were instructed to signal the operator by pressing *1 on the telephone keypad to be
placed in the queue.

To summarize conflict of interest provisions applicable to ACIP as noted in the ACIP Policies
and Procedures manual, Dr. Pickering indicated that members of the ACIP agree to forego
participation in certain activities related to vaccines during their tenure on the committee. For
certain other interests that potentially enhance a member’'s expertise while serving on the
committee, limited conflict of interest waivers are issued. Members who conduct vaccine clinical
trials or who serve on data safety monitoring boards (DSMBs) may present to the committee on
matters related to those specific vaccines. However, they are prohibited from participating in
committee votes on issues related to those specific vaccines. Regarding other vaccines of the
concerned company, a member may participate in a discussion with the proviso that he or she
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abstains on all votes related to the vaccines of that company. It is important to note that in each
meeting, ACIP members declare any conflicts of interest. Dr. Pickering called upon Dr. Temte
to proceed with the roll call and the request for disclosures of any conflicts of interest from the
voting ACIP members.

Dr. Temte pointed out that it was relatively unusual to have an interim ACIP meeting such as
this. ACIP provides advice to the Director of CDC on matters pertaining to use of Food and
Drug Administration (FDA)-licensed vaccines in the civilian population for control of vaccine-
preventable diseases. ACIP is sometimes called to an interim meeting when there is new
information or pressing issues, which is well within the ACIP charter. He expressed
appreciation for the incredible efforts of Dr. Pickering, Dr. Jean Smith, Stephanie Thomas, and a
number of others at CDC who worked diligently during the two previous weeks to plan this
teleconference. Pertaining to conflict of interest and the roll call, Dr. Temte pointed out that
when there are votes, it is preferable to reserve abstentions for conflicts of interest. He then
called the roll, and requested that any conflicts of interest be declared:

Conflicts of Interest
ACIP Member
Dr. Belongia Receives research funding from Medimmune
Dr. Bennett No conflicts
Dr. Bocchini No conflicts
Dr. Campos-Outcalt No conflicts
Dr. Harriman No conflicts
Dr. Harrison No conflicts
Dr. Karron No conflicts
Dr. Kempe No conflicts
Ms. Pellegrini No conflicts
Dr. Reingold No conflicts
Dr. Riley No conflicts
Dr. Romero His institution receives funding from Pfizer and GlaxoSmithKline
(GSK) for research
Dr. Rubin No conflicts
Dr. Temte No conflicts
Dr. Vazquez No conflicts

The following ex officio members were also confirmed to be present on this teleconference:

Ex Officio Member Affiliation
Drs. Hance and Chin Centers for Medicare and Medicaid (CMS)
Dr. Geibe Department of Defense (DoD)
Dr. Sun Food and Drug Administration (FDA)
Dr. Houston Health Resources and Services Administration (HRSA)
Ms. Groom Indian Health Service (IHS)
Dr. Kinsinger Department of Veteran's Affairs (DVA)
Dr. Gorman National Institutes of Health (NIH)
Dr. Gellin National Vaccine Program Office (NVPQO)
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Dr. Temte confirmed that a quorum was present, noting that this was the first meeting for Drs.
Belongia, Riley, and Romero and that further introductions for these new members would be
made during the October 2014 ACIP meeting.

Use of Pneumococcal Vaccines in Adults

Introduction

Nancy M. Bennett, MD, MS
Pneumococcal Vaccines Work Group Chair
Advisory Committee on Immunization Practices

Dr. Bennett indicated that the focus of this interim meeting was directed toward
recommendations regarding 13-valent pneumococcal conjugate vaccine. She thanked the
members of the Pneumococcal Vaccines Work Group (WG) who had been working very hard
since the June 2014 ACIP meeting to engage in two additional meetings and many long and
complicated discussions. In addition, she expressed gratitude to Ms. Tamara Pilishvili for her
dedication and hard work since June to support the WG in being able to bring these
recommendations forward during this interim meeting.

She reminded everyone that the terms of reference for the Pneumococcal Vaccines WG are to:

O Review current data on efficacy, effectiveness, immunogenicity, and cost-effectiveness of
pneumococcal vaccines

O Review current recommendations considering up-to-date evidence, including
epidemiological studies conducted post-licensure, and assess strength of the evidence

O Revise or update recommendations for pneumococcal vaccine use, as needed

The specific focus of this interim session was to address routine immunization with PCV13 for
adults 65 years of age and older and to propose language for a vote.

As a reminder, PCV13 was licensed for use among adults 50 years of age and older on
December 30, 2012. The FDA approved this use under the Accelerated Approval (AA) pathway
based on non-inferior immunogenicity compared to PPSV23. The indications are for prevention
of pneumococcal disease, including pneumonia and invasive disease, in adults 50 years of age
and older; and prevention of disease caused by Streptococcus pneumoniae serotypes 1, 3, 4, 5,
6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, and 23F. A post-approval condition of licensure included
the conduct of a randomized controlled trial (RCT) of PCV13 against pneumococcal pneumonia
among adults >65 years old in the Netherlands, which is known as the Community-Acquired
Pneumonia Immunization Trial in Adults (CAPITA).
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To summarize the discussions from the June 2014 ACIP meeting, evidence was reviewed that
included the CAPITA study results; indirect (herd) effects of PCV13 use in children; and cost-
effectiveness and public health impact of different adult pneumococcal vaccination strategies.
During that meeting, the WG received recommendations from the committee to consider various
factors pertaining to selecting the optimal strategy; the decreasing utility in a setting of
increasing herd effects; and a variety of inputs in the sensitivity analysis of the cost-
effectiveness model presented in June 2014. The WG completed all of this work since June
2014 and eventually narrowed down to one strategy, which was that PCV13 be used in
combination with PPSV23. Thus, the objectives for this interim meeting were to present a
specific policy option and to ask the committee to vote.

Given that this has been a matter of concern for the WG as well as other ACIP members for
guite some time, Dr. Bennett reviewed the reasons the WG felt that an accelerated timeline was
appropriate. One reason decision-making about recommendations was deferred in 2012 was to
await results of the CAPITA study, the results of which are now available, and also to have the
most current information on herd effects. Another reason is that the WG is interested in
providing the benefits of PCV13 to older adults and recognizes that these benefits are likely to
be greatest in the short-term. It has been almost three years since vaccine licensure, so the
WG felt that it was important to move quickly toward making a recommendation now that the
results of CAPITA are available, and no additional evidence is anticipated in the near future that
would affect ACIP’s decision. Thus, there was no reason to extend the timeline to await
additional data. The WG also viewed this as an opportunity to afford the greatest population
benefit of an optimal vaccination strategy against pneumococcal disease that would include
PCV13 and PPSV23. Finally, it is not likely that the process of full implementation will occur
until ACIP makes the recommendation. Therefore, the WG felt that it was important to move
forward as expeditiously as possible toward ACIP making a recommendation.

The proposed recommendation the WG presented during this session included the following
language:

Adults >65 years of age with no previous pneumococcal vaccine (PCV13 or PPSV23)

Proposed language:
Adults 65 years of age or older who have not previously received pneumococcal vaccine

or whose previous vaccination history is unknown should receive a dose of PCV13 first
followed by a dose of PPSV23

PCV13-naive adults >65 years of age previously vaccinated with PPSV23

Proposed language:

Adults 65 years of age or older who have not previously received PCV13 and who have
previously received one or more doses of PPSV23 should receive a dose of PCV13.

Potential time-limited utility of routine PCV13 use among adults >65 years
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Proposed language:

The recommendations for routine PCV13 use among adults >65 years old* should be re-
evaluated in 2018 and revised as needed.

*if recommended by ACIP and approved by CDC Director

Dr. Bennett pointed out that the WG was proposing this simple language for the
recommendation with the expectation that recommendations about intervals will appear in the
guidance that accompanies these recommendations.

Routine PCV13 Use among Adults Aged >65 Years Old:
Summary of Evidence, Cost Effectiveness, and GRADE Conclusions

Tamara Pilishvili, MPH

Respiratory Diseases Branch,

National Center for Immunizations and Respiratory Diseases
Centers for Disease Control and Prevention

Ms. Pilishvili thanked Dr. Bennett for leading the WG through these very complex discussions
over the past year or so. During this session, Ms. Pilishvili reviewed a summary of evidence
supporting routine PCV13 use among adults >65 years of age and Grading of Recommendation
Assessment, Development and Evaluation (GRADE) conclusions. These data have been
presented extensively to the committee over the past couple of years when the vaccine was
licensed and again during the June 2014 ACIP meeting. The GRADE review and conclusions
were also revised and presented to the committee, and the details of evidence reviewed through
GRADE were in the background materials shared with the committee prior to this interim
meeting. Therefore, only a brief summary was presented during this session. Ms. Pilishvili also
summarized the discussion the WG had on sequential use of PCV13 and PPSV23 in terms of
intervals and rationale for selecting those intervals. In addition, she reiterated the issues
pertaining to the indirect effects and long-term utility of routine PCV13 use among adults and
presented the proposed language for a vote.

To summarize the evidence the WG has reviewed supporting PCV13 use among adults >65
years of age, the results of the long-awaited CAPITA trial were presented to ACIP during the
June 2014 meeting. The results of the trail showed that PCV13 prevents IPD and non-
bacteremic pneumonia among adults'. This trial demonstrated efficacy of 75% against vaccine-
type invasive pneumococcal disease (IPD), as well as a 45% reduction in vaccine type non-
bacteremic pneumonia. In addition, the WG reviewed a large body of evidence through
immunogenicity studies that showed that the immune response is non-inferior or improved for
some serotypes for PCV13 or PCV7 versus PPSV23%°, The safety of PCV13 was
demonstrated in clinical trials, and results show that the vaccine is safe for use among adults.
The WG presented the GRADE evaluation and conclusion to the committee that demonstrated
that a type 2 quality of evidence supports the use of this vaccine among adults 65 years of age
or older ['CAPITA, June 2014 ACIP; *Phase Il trials, Pfizer, ACIP 2011, 2012; ?DeRoux et al.
CID 2008, Goldblatt et al 2009].
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Recent data demonstrate that vaccine-preventable disease burden remains among adults 65
years of age and older. In 2013, an estimated 2600 vaccine-type cases of IPD occurred.® In
one year, an estimated 50,000 cases of vaccine-type inpatient community-acquired pneumonia
(CAP) occurred.? In the short-term, PCV13 likely provides adequate coverage of disease
causing serotypes. Approximately 20% to 25% of IPD is caused by PCV13 types® based on
2013 data, and approximately 10% of all CAP cases may be caused by PCV13 types.” The last
estimate is based on studies using a serotype-specific urinary antigen detection (SSUAD) test,
which is the same test that was applied in the CAPITA Trial [*Active Bacterial Core Surveillance,
2013; ? Estimate based on studies using serotype-specific urine antigen test, Pfizer].

The WG considered various strategies for PCV13 use among adults, including vaccination at
ages 50, 60, and 65 years; using PCV13 instead of PPSV23; and using PCV13 in sequence
with PPSV23. Consideration was given to the expected public health impact and cost-
effectiveness of these various strategies. After the two meetings, the WG concluded that
adding PCV13 at age 65 years to existing PPSV23 recommendations is likely to be the optimal
strategy. This is based on the expected health benefits for all outcomes assessed, as well as
cost-effectiveness that is comparable to other adult interventions accepted as cost-effective
under the base case assumption.

The results of the analysis assessing expected public health impact of adding PCV13 at age 65
to existing polysaccharide vaccine recommendations are shown in the following table:

Health Outcomes Change in Outcome Compared to
Existing PPSV23 Recommendation
IPD -226
Inpatient NBP -4,961
Outpatient NBP -7,252
Deaths (IPD) -33
Deaths (NBP) -332
QALYs 3,053
Life-years 4,627

This base case analysis was shared with the committee during the June 2014 meeting. Ms.
Pilishvili reiterated that she was not presenting the methodology again. Briefly, this model
estimates the public health impact for one cohort of 65 year olds who were followed through
their lifetime and compares the new strategy of adding PCV13 at age 65 to existing PPSV
recommendations, which was the comparison used for all of the analyses presented. According
to the results presented in June 2014 pertaining to this base case assumption, health benefits
are expected for all of the outcomes evaluated. For example, over 200 cases of IPD, around
5000 cases of in-patient NBP cases (NBP), and over 7000 cases of outpatient NBP cases are
expected to be averted.
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In terms of the cost-effectiveness of adding a dose of PCV13 at age 65 years to PPSV23 for the
same model, for the base case assumptions, it was estimated that the cost per quality adjusted
life years (QALY) gained for this strategy is approximately $62,000 and over $40,000 per life-
year gained. These estimates fall within the range of the interventions that are accepted as
cost-effective [Stoecker, ACIP June 2014].

Following the June 2014 meeting, the WG received several suggestions on the inputs for the
cost-effectiveness and public health impact analyses for the model that was presented.
Sensitivity analyses were conducted for some of these inputs, including shorter duration of
protection for PCV13 against IPD and NBP, PPSV23 efficacy against NBP, and CMS price for
vaccine doses.

For the sensitivity analysis varying the input of the waning of PCV13 protection against IPD and
NBP, the assumption was no change in the efficacy during the 5 years post-vaccination based
on the results of the CAPITA trial that showed no measurable decline in efficacy for the duration
of the trial. Following that a linear decline to 0% efficacy over a period of 20 years was
assumed. The results of the sensitivity analysis varying the input for waning of PCV13
protection are presented in the following table:

Sensitivity analysis: waning of PCV13 protection

Strategy: Adding PCV13 to the current June 2014  PCV13 waning to
schedule at age 65 vs. current strategy (base case) VE 0% over 20 years
Change in Health Dutcomes
D -226 -173
Haospitalized non-bactaramic pneumonia -4,961 -4,687

zad non-bacteremic pneumonia -7,252 -6,850

-33 =25

n-bacteremic pneumania -332 -314

3,053 3,014

4,627 4,526

5189 5198

-5132 -5123

Vaccine total cost $321 $321
Cost/QALY gained 62,065 65,681
Cost/Life-year gained 40,949 43,736

When the input for the waning for PCV13 was varied, the number of cases averted for all of the
outcomes was reduced, but a large change was not observed for all of the outcomes. The costs
per QALY gained increased from $62,000 for base case to over $65,000, and cost per life-year
gained increased from $40,000 to over $43,000. However, no qualitative changes were
observed in the results by varying these inputs.

An additional sensitivity analysis was performed for the input of efficacy of PPSV23 against
NBP. To reiterate, zero efficacy against NBP was used for the base case analysis. The WG
reviewed the available literature and published studies showing the efficacy of this vaccine
against NBP. In particular, this was focused on the meta-analysis that was conducted in 2008
that showed a 73% efficacy against of PPSV* against NBP. However, four of the five studies
that were used for that endpoint were conducted with a previous formulation of the
polysaccharide vaccine, and only one of the five studies utilized the current formulation of the
23-valent vaccine. That particular study showed no efficacy against NBP?. In addition, the later
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meta-analysis conducted also showed no efficacy against NBP?. A recent study reported 64%
efficacy against NBP in an RCT conducted among long-term care residents®, and another
reported 48% efficacy in a large cohort study®.['Moberly et al 2008; *Ortquist et al; *Huss et al
2009; *“Muruyama et al 2010; >*Ochoa-Gondar et al 2014]

The WG reviewed both of these studies, and there were questions about the limited
generalizability of the findings of the study in long-term care residents, methodological concerns
related to the proportion of disease that was bacteremic from the cases that were used as the
endpoint for the analysis for both studies, and questions about the analytic methods. Therefore,
the WG decided not to alter the base case assumptions for this input. However, they did
conduct a sensitivity analysis evaluating 45% efficacy for PPSV23 against NBP, equivalent to
the efficacy input for the conjugate vaccine. The results of this sensitivity analysis are
presented in the following table:

Sensitivity analysis: PPSV23 VE vs.NBP

Strategy: Adding PCV13 to the current June 2014 PPSV23 VE against
schedule at age 65 vs. current strategy {base case) NBP = 45%
Changein Health Outcomes
D -226 -226
Haspitalized non-bacteramic pneumonia -4,961 -1,547

non-bacteremic pneumenia -7,252 -2,261

55 £33

acteremic preumonia =332 -104

3,053 892

4,627 1,449

5189 $276

& -5132 -$46

Vaccihetotal cost 5321 $321
Cost Ratios

Cost/QALY gained 62,065 309,211

Cost/Life-year gained 40,949 190,286

As expected, there was a reduction in the number of pneumonia cases expected to be averted
assuming an efficacy of 45%, which is equivalent to the efficacy of PCV13. The cost per QALY
gained increased from over $62,000 to over $300,000 and the cost of life-year gained increased
from over $40,000 to over $190,000.

In addition, the WG considered using a different source for cost of vaccine dose as
recommended. Given that the population of adults 65 years of age and older are Medicare-
eligible, the WG used the CMS prices instead of CDC contract prices in the sensitivity analysis.
The prices per dose by source are shown on the following table:

Vaccine CDC Cost/ Dose CMS price (95%AWP)**
PPSV23 $44.50 $ 78.00
PCV13 $89.75 $154.00

The CMS prices represent 95% of the average wholesale price. These are the prices that are
annually reported and are being set as a maximum reimbursement price for each vaccine by

CMS. The inputs in the last column were used in the sensitivity analysis. In consultation with
the CDC's lead Health Economist, the decision was made to use CMS price for the sensitivity
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analysis only: because the analysis was done from the societal perspective, costs were
intended to reflect the value of resources used to produce intervention; whereas, the CMS figure
represents reimbursements, which are not likely the resource value. The results of this
sensitivity analysis are presented in the following table:

CDC Cost/ Dose CMS price (95%AWP)**
(base case) (sensitivity analysis)

Cost/QALY 62,065 110,284
Cost/Life-year saved 40,949 72,763

In this analysis, the cost per QALY changed from over $62,000 to over $110,000 and the cost
per life-year saved change from over $40,000 to over $72,000.

To summarize the evidence that the WG reviewed pertaining to the sequence and intervals for
PCV13 and PPSV23, the studies reviewed showed that immune response is improved when
PCV13 given as the first dose™?. No studies were designed to evaluate the length of an optimal
interval between PCV13 and PPSV23. Various intervals have been utilized in studies including
2, 6, or 12 months and 3-4 years?**. These individual intervals were assessed in separate
studies. The conclusion that the WG drew from this evidence was that there is an improved
immune response compared to baseline for the various intervals evaluated. Comparing the
sequence of PCV13 followed by polysaccharide vaccine to the baseline, there was an improved
response seen for all intervals. In addition, there was a non-inferior response following
administration of PCV followed by PPSV23 versus PCV alone observed for all intervals.
However, it is difficult to make comparisons across all studies since each used only one interval.
There was one study with direct comparison of the 2-month interval in a series of PCV followed
by PPSV versus a 6-month interval, which found that the immune response was equivalent
between the 2-month and 6-month interval groups. However, the study did reveal increased
reactogenicity with a 2-month interval* [*Phase IlI studies (004, 3005, 3010), February 2011
ACIP; “DeRoux et al. CID 2008; *Goldblatt et al. CID 2009; *“Myernik et al. CID 2008].

The WG's considerations for selection of intervals included immune response and safety. In
addition, as the WG discussed intervals for PCV followed by PPSV, they were mindful of the
fact that by extending this interval, the risk window for the serotypes unique to the
polysaccharide vaccine might also be increased. Therefore, for that interval there will be no
protection provided by the additional serotypes that are included only in the polysaccharide
vaccine. The WG also took into consideration practical aspects such as timing for the next visit,
and programmatic considerations such as quality measures and immunization systems.

The WG concluded that PCV13 should be given first when possible. In terms of the interval
between PCV13 followed by PPSV23, the WG felt that 6 to 12 months would be appropriate.
The interval for PCV13 when given post-PPSV23 for adults who previously received a
polysaccharide vaccine for either an age-based or risk-based indication should be one year or
longer. In addition, the WG felt that it is important to include flexibility in the guidance to
providers if doses cannot be administered within the recommended window. For example,
language could be included in the guidance to state that, “If a second dose cannot be given
during this time-window, a dose can be given later during the next visit.”

13
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Indirect effects and the long-term utility of PCV13 have been the subject of a lot of WG
discussion. The WG has presented several times to this committee on the indirect effects of
PCV7 introduction in the pediatric population on PCV7-type IPD and pneumonia among adults
of all age groups, showing that dramatic effects have been observed among adults of all age
groups. In addition, the WG shared the most recent data with ACIP on indirect impact provided
by 3 years of PCV13 use among children. PCV13 indirect effects have further reduced the
proportion of adult IPD caused by PCV13 types and the pneumonia disease burden. If the
impact post-PCV13 is similar to what was observed after introduction of the 7-valent vaccine,
additional reductions in vaccine-type disease burden among adults are likely in the next 3to 5
years. However, given the fact that PCV13 uptake was much more rapid than for PCV7,
because of PCV7 shortages observed soon after licensing, the largest impact post-PCV13 may
have already been observed due to this rapid PCV13 uptake. Nevertheless, the key point is
that the expected benefits of PCV13 use among adults will likely decline over time with
continued use of PCV13 among children.

The WG estimated cases potentially preventable annually among adults 65 years of age and
older, which is reflected in the following table:

Estimating cases potentially preventable
annually among adults 65 years or older

Outcome 2015 2019

(PCV13 type) = 20% reduction due to herd  +  BE% reduction due te herd
effects® effects®
* PCV13 direct effects™ *  PCV13 direct effects™
» Coverage 10% (5%-30%) * Coverage 30% (20%-60%)

IPD 160 (80-480) 80 (50-170)
Inpatient CAP 2,030(1,020-6,090) 1,070(700-2,130)
Outpatient CAP 2,970 (1,480-8,900) 1,560(1,040-3,120)

Total CAP 5,000(2,500-14,990) 2,630(1,740 - 5,250)

*Based on post-PCV7 reductions observed between 2003 and 2009
**Assume PCV13VE =75% (IPD) and 45% (CAP)

Ms. Pilishvili reiterated that this table does not present the cumulative impact anticipated over
the timeframe presented here, but rather shows cases potentially preventable for each year
presented. It was estimated that in 2015, if a 20% additional reduction due to herd effect and
coverage of 10% (with a range of 5% to 30%) were presumed, the estimated 160 IPD cases
are vaccine preventable, and over 2000 cases of inpatient CAP, and nearly 3000 cases of
outpatient CAP. Moving to 2019, based on the post-PCV7 experience, an 86% reduction due to
herd effects occurred between 2003 and 2009. From 2013 to 2019, if the same 86% reduction
due to herd effects is observed, and coverage improves to 30%, the number of preventable
cases would be lower in 2019.
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To summarize the WG conclusion on PCV13 use for adults 65 years of age and older, in the
short-term, a recommendation for universal PCV13 use is warranted. In the long-term,
continued herd effects may limit the utility of a universal recommendation. The magnitude of
indirect effects is unknown, and there is uncertainty around the burden of vaccine preventable
non-bacteremic pneumonia. There is an opportunity to prevent disease during the 2014-2015
respiratory disease season.

Considerations for PCV13 Use among Adults and Policy Options

Tamara Pilishvili, MPH

Respiratory Diseases Branch,

National Center for Immunizations and Respiratory Diseases
Centers for Disease Control and Prevention

Ms. Pilishvili highlighted the categories of adults under consideration for PCV13 use, as well as
policy options. A recommendation is already in place for adults with immunocompromising
conditions. For this discussion and the recommendation language, adults who previously
received PCV13 for one of the indications based on the 2012 ACIP recommendations were not
considered. The discussion and language shared with ACIP focused on adults who have not
received PCV13 previously. Within this group are adults who are naive to polysaccharide
vaccine, as well as those who would have received a dose or more of the polysaccharide
vaccine for an age-based or risk-based indication.

The proposed recommendation the WG presented during this session included the following
language:

Adults >65 vears of age with no previous pneumococcal vaccine (PCV13 or PPSV23)

Proposed language:

Adults 65 years of age or older who have not previously received pneumococcal vaccine
or whose previous vaccination history is unknown should receive a dose of PCV13 first
followed by a dose of PPSV23

Adults >65 vears of age with no previous pneumococcal vaccine (PCV13 or PPSV23)

Proposed guidance on intervals for sequential use:

A dose of PPSV23 should be given 6 to 12 months following a dose of PCV13. If
PPSV23 cannot be given during this time window, a dose of PPSV23 should be given
during the next visit. The two vaccines should not be co-administered.

PCV13 (@ 65 years or later) + PPSV23

6-12 months
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PCV13-naive adults >65 years of age previously vaccinated with PPSV23

Proposed language:

Adults 65 years of age or older who have not previously received PCV13 and who have
previously received one or more doses of PPSV23 should receive a dose of PCV13.

PCV13-naive adults >65 years of age previously vaccinated with PPSV23

Proposed guidance on intervals for sequential use:

A dose of PCV13 should be given at least 1 year after the receipt of the most recent
PPSV23 dose. For those for whom an additional dose of PPSV23 is indicated, such
dose should be given 6 to 12 months after PCV13 and at least 5 years since the most
recent dose of PPSV23.

1) PPSV23 + PCV13
(@ 65 years or later)

>1 years
>5 years
2) PPSV23 + PCV13 + PPSV23
(< 65 years old) (@ 65 years or later) (@ 65 years or later)
>1 years >5 years

Potential time-limited utility of routine PCV13 use among adults >65 years

Proposed language:

The recommendations for routine PCV13 use among adults >65 years old* should be re-
evaluated in 2018 and revised as needed.

*if recommended by ACIP and approved by CDC Director
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The WG felt that it would be important to continue to monitor the impact of the new
recommendation in the target population of adults >65 years in terms of vaccine uptake of
PCV13 and PPSV23, PCV13-type IPD burden and serotype distribution for IPD cases, and
PCV13-type and all CAP burden. Continued monitoring of disease trends among PCV13-naive
adults is needed to evaluate the impact of herd effects and the long-term utility of routine PCV13
use among adults in terms of PCV13-type IPD burden and serotype distribution for IPD cases
among unvaccinated, and changes in PCV13-type CAP burden among individuals younger than
65 years. ACIP should be routinely updated on the changes in the vaccine-preventable disease
burden among adults due to PCV13 direct and indirect effects during the next 3 years. These
data should inform revisions as needed to the proposed adult PCV13 recommendations in
2018. Declining burden of PCV13-type disease among adults <65 years old due to indirect
effect of vaccinating children may signal that PCV13 is no longer needed. Revised cost-
effectiveness evaluation incorporating changes in disease burden, uptake, and the cost of the
vaccines will help align this recommendation with other adult vaccines in use.

Discussion Points

Dr. Harrison recalled that one of the issues discussed during the last ACIP meeting focused on
whether both vaccines would be covered by Medicare, but some of the background materials
implied that they would not be covered until 2016. He wondered how that might impact
implementation of the program.

Ms. Pilishvili asked the CMS liaisons to respond to this question.

Dr. Chin (CMS) envisioned two situations where this potentially could be influenced from a
Medicare standpoint. In the short-term, there would probably be less of an impact for those who
are recommended to receive a vaccine but have not previously received one under Medicare.
Mostly this will impact those who have received a prior vaccination, which is likely to be the 23-
valent vaccine. Currently, the CMS coverage policy is that one vaccination is permitted for all
adults under Medicare. There are instances in which some individuals who are at the highest
risk may receive a second vaccine under Medicare. That is specifically defined in the CMS
regulations, but is not a general practice. In the immediate timeframe, it would be unlikely for
those who have received a prior vaccine to receive a second vaccine. This would mainly apply
to this coming season. In order for CMS to modify the coverage policy, any recommended
changes from ACIP and the supporting evidence would have to be reviewed. There are policy
mechanisms available if CMS decides to proceed with a change in coverage to allow a 2-
vaccine regimen. However, Dr. Chin was not certain which mechanism would be the most
appropriate for this type of change. There will have to be a discussion with CMS’s General
Council. Based on past experience, when there is a substantial change in a recommendation or
coverage policy, CMS'’s typical approach is to use a mechanism that allows for public comment.
This is typically in the form of a rule or regulation through Rulemaking. Typically, Rulemaking is
entered into at the beginning of the year with a Proposed Rule usually by the summer and a
Final Rule in November, which would be effective the following January. If CMS were to
undergo a change, it would likely be a year before a second dose would be available for those
who have been previously vaccinated. Approval of the recommendation in the fall would
probably be the best timeframe in order to overlap the doses in the next cycle. That would be a
year and a half for those individuals who would want a second vaccine. Depending upon the
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recommendation from the committee, there is a mechanism and an opportunity for CMS to
modify the coverage policy.

Dr. Harrison wondered about implications for someone who receives the first vaccine at age 65
but is turned down for the second vaccine.

Dr. Chin (CMS) responded that there is no mechanism for that scenario if such an individual
wanted to get the second vaccine this year. If there is a change in ACIP’s recommendation,
they can address this during the next cycle. Some people will be able to get the vaccine
immediately, but they could possibly get the following year if CMS makes changes.

Dr. Temte requested clarification regarding whether this meant that coverage of the cost of the
vaccine and the administration fee would be denied for a Medicare recipient.

Dr. Chin (CMS) replied that currently, if an individual has received a vaccine under Medicare
Part B, the second vaccine and administration fee would not typically be covered unless the
individual is in the highest-risk group.

Dr. Campos-Outcalt inquired as to whether there was any chance that this vaccine could be
made a Part D vaccine rather than Part B.

Dr. Chin (CMS) indicated that many vaccines that are not covered under Part B are perhaps
covered under Part D. However, since CMS has a very specific section that covers
pneumococcal vaccine under Part B, that is where the benefit is currently and it is unlikely to
Cross two programs.

Dr. Kempe said she is not concerned that someone would be denied for a year. However, she
is concerned about the risk window for the PPSV23-only serotypes if this is a prolonged
process. She asked about the chance that this could be a three-year process, or perhaps not
occur at all.

Dr. Chin (CMS) replied that this would be based on the evidence and the recommendation.
From the initial review, evidence supported by an RCT is very strong and CMS would like to see
a publication from that. In addition to evidence supported by an RCT, a change in the
recommendation would also be helpful. In that sense, if benefit is clearly demonstrated for the
Medicare population, that benefit would drive CMS’s decisions and would be a major factor in
CMS making changes in the policy to improve the health of the population. From a preliminary
read, this would meet those criteria. It would be unlikely that no change would be made, based
on the evidence. In terms of how long it would take, the optimal timeframe would be the typical
12-month timeframe.

Ms. Pellegrini thought this was an incredibly important question, not because it should affect the
actual science of the recommendation, but because it is going to have tremendous bearing on
implementation from a practical perspective in terms of uptake and whether people are going to
be able to afford to have this vaccine. She was troubled that as a group, ACIP was feeling a
great deal of urgency to the extent of having an interim meeting, but it did not seem that CMS
shared that sense of urgency based on a minimum of a one-year lag. She realized the
challenge since this vaccine is in the statute and is under a different standard, but she asked the
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CMS representatives whether the agency might consider issuing an interim Final Rule in
January, February, or March that would allow the recommendation to go into effect and
coverage to begin but still have public comment and later refinement of the Rule.

Dr. Chin (CMS) said that while it was a good suggestion, he could not immediately respond.
However, he said he would present it to their director to determine the feasibility of an interim
Final Rule.

Dr. Reingold said that he did not quite understand the financial aspect in terms of whether
Congressional approval would be required for the extra expenditure.

Dr. Chin (CMS) responded that typically with coverage decisions, the costs for most services
are not directly calculated in the manner mentioned. In rare instances, costs enter the equation,
but not specifically for immunization. Those services are basically always described in statutes.
This is not one of them.

Dr. Temte said he thought that of the 44 million Americans 65 years of age and older, roughly
65% have already received PPSV23, and that about 2 million Americans enter Medicare per
year, which is approximately 170,000 to 180,000 per month.

Dr. Chin (CMS) confirmed this to be correct, noting that the Medicare population also includes
the disabled, which adds about 8 million. The total number is roughly 50 million in the Medicare
population, with roughly 42% to 44% being older adults. Enrollment is usually 1.5 to 2 million,
but the “Baby Boomers” are starting to age into the population. Looking at the demographics,
the peak will be up to 4 million individuals each year.

Dr. Campos-Outcalt requested clarification that if this recommendation is made sometime this
fall, it is likely not to be implemented until January 2016. People were saying about a year from
now, but that really would not be the case. It would be closer to 15 to 16 months. He clarified
that he asked the question about Part D instead of Part B because he was not familiar with the
statute on pneumococcal vaccine in terms of whether it is specific to a particular vaccine, or if it
is general to disease or a bacteria. In the past, some vaccines have been put into Part D rather
than Part B because of consideration of this formula that calculates the payment reduction to
physicians when costs exceed a certain amount—not that it has ever been implemented. There
has been an attempt to fix this, but in the past, the cost of vaccines has been a consideration.
That does not count when they go into Part D.

Dr. Chin (CMS) confirmed that with CMS'’s typical mechanism to make changes, that
assumption would be correct. If they proceed rapidly in drafting the Rule and Regulation, it
would be effective in January 2016. In terms of Part D versus Part B, Dr. Chin said he was not
familiar with the way Part D prices are decided. There is a mechanism for Part D policies as
well. The statute for pneumococcal vaccine is Part B and is not specific. It basically is for a
pneumococcal vaccination, and does not specify any particular formulation. When a vaccine is
in a program, it usually stays in that program.
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Dr. Schuchat indicated that usually when ACIP makes a recommendation, there is a lag before
insurance coverage picks it up regardless of whether it is public or private insurance. It turns
out that the pneumococcal conjugate 13-valent vaccine would immediately be covered for
Medicare beneficiaries under Part B for those who have not had a previous vaccine or who have
unknown prior vaccine status. Unlike the usual recommendations that are not required by
private insurance until the calendar year following publication in the Morbidity and Mortality
Weekly Report (MMWR), Medicare Part B uptake of a first dose of the 13-valent conjugate
vaccine could be taken up immediately. The timing of the Medicare process is unclear. It could
take a few different paths to implement a second dose regardless of whether it was a
polysaccharide following a conjugate or vice versa. The WG suggested an interval that could
be 6 to 12 months in terms of the guidance with some flexibility. To clarify the road that ACIP
would be taking with some sense of urgency about what could happen this fall, a first dose of
conjugate vaccine for unvaccinated people or those with unknown status would have no delay in
Medicare Part B uptake because of how the statute is written. Following an ACIP vote,
Medicare authorities can review the evidence, look at the process, and sort out how quickly or
slowly the sequential subsequent dose language could catch up with ACIP so that there is no
delay for the first dose. That was why ACIP was being convened for a vote during this interim
meeting, given the 5000 cases of CAP that might be prevented if there is 10% uptake of a
vaccine this year.

Dr. Temte added that basically it would apply to 15 million Americans over 65 years of age
receiving Medicare benefits who have not yet received a pneumococcal vaccination.
Unfortunately, many of those are either people who refuse, who are in situations where the
vaccine has not been offered, or who have problems with access to care. Still, there remains a
large group of individuals to whom this could apply immediately. The last figure he saw for
“Baby Boomers” reaching age 65 was about 170,000 per month.

Dr. Harriman thought that CMS must know, based on their own records, whether someone has
been vaccinated previously. In theory, someone with an unknown history could be rejected for
vaccine coverage.

Dr. Chin (CMS) responded that it would be difficult to say how many would be rejected, if any at
all, in that situation. The recommendation was written based on a clinical recommendation, so
he did not know what was in place regarding the coding system.

Dr. Harriman requested clarification for the rationale for not using the CMS price for the vaccine
in the analysis, and whether this is what is done when costing other vaccines in similar
analyses.

Ms. Pilishvili requested that Dr. Stoecker respond as one of the Health Economists who was
consulted about how the analysis should be done.

Dr. Stoecker (Tulane University) did not want to use CMS reimbursement rates as the cost,
because these are reimbursements and do not necessarily reflect the resources expended to
produce the vaccine. Some of this is a possible transfer payment to other parties. When taking
a societal perspective, it is important to talk about the production costs of the vaccine. This is
what is done with other vaccines. In general, they do not want to use transfer payments, which
are payments made from one party to another that do not necessarily reflect a creation of value.
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Dr. Reingold thought that for the polysaccharide, the recommendation was that people should
receive a second dose 5 years after the first dose, or that at least some individuals should get a
second dose. It was not clear whether that was covered under Part B or was relevant, but it
seemed to him that at this point, CMS already covers some second doses of the pneumococcal
vaccine. Regarding monitoring the impact of introducing the conjugate vaccine into the over 65
population, he was in favor of what was laid out on slide 27. It was not clear to him how they
would disentangle the data about the indirect effects of vaccinating children versus the direct
effects of vaccination the older population. He cautioned against implying with this slide that at
some time in the future they would able to disentangle that, unless someone could explain to
him how that would be done.

Dr. Chin (CMS) replied that basically the revaccination in Medicare is for the group of highest
risk patients. Those who are immunocompromised can get a second vaccination after 5 years.
That is a small group.

Ms. Pilishvili added that the WG discussed, and everyone agreed, that it will be challenging to
disentangle direct and indirect effects, and what was presented on slide 27 was just a general
approach to monitor impact of age-based recommendation focused on adults 65 years of age
and older. There will not be routine use of PCV13 in younger adults. Monitoring for disease
among younger adults will offer some indication of the contribution of herd effects. She agreed
that this would not be a clear-cut understanding of the contribution of direct versus indirect
effects. They did not mean this slide to be a final proposal for a defined study that would allow
for the disentanglement of herd effects from direct effects. She agreed with Dr. Reingold’s
comment that it will be challenging to disentangle those two effects.

Dr. Bennett agreed that this will be very complicated, but there is potential to assess the rates of
disease in vaccinated people versus unvaccinated people, particularly in the EIP sites. It will
not be easy, but if they can collect vaccination rates and good data on the cases that occur for
IPD and NBP, they may be able to make inferences.

An inquiry was posed regarding whether the issue related to the indirect effect of vaccinating
older people with PCV13 and figuring out that contribution versus the indirect effects of children
receiving PCV13. Large differences in vaccine coverage during the first couple of years may
help, but the issue concerns whether there will be large differences.

Dr. Bennett did not think there was a good answer for that.

Dr. Karron inquired about the timeline for reassessment and the choice of 2018 as the time to
do that. This is the most expensive vaccine in the armamentarium, and it should be used as
long as necessary to provide protection, but it probably should not be used beyond that time
period if the benefits are found to have decreased significantly. She wondered whether some
assessments should be done earlier than that, recognizing that they are difficult. Regarding the
interval between PCV and PPSV, she understood that they were not being asked to vote on
recommendations related to that interval and that it would be in the guidance, but it seemed
from the data presented that there is not a lot of data on exactly what that interval should be.
Given some of the programmatic considerations, she wondered whether there might be some
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thought given to specifying a minimum interval and then allowing beyond that. For example, not
less than two months or whatever that might be, rather than 6 to 12 months.

Ms. Pilishvili replied that 2018 was the date that the WG projected based on expected herd
effects post-PCV7 in terms of when maximum herd effect would be expected to be observed.
Potentially, that is a good time to re-evaluate the recommendation. She agreed with Dr. Karron
that some studies should monitor the trends over this period of time. This should not be a one-
time assessment and it can be done on a continuous basis. The WG did propose that the ACIP
continuously be updated on the direct and indirect impact of the new recommendations.
Regarding the 6 to 12 month interval, the WG did not have perfect evidence to allow them to
say that one interval is better than another. Therefore, the practical consideration was weighted
toward that 6 to 12 month interval based on comments received from healthcare providers on
the WG who felt that a practical time when a patient would present for a second visit would be
within that window of 6 to 12 months. At the same time, everyone on the WG felt that it would
be important to allow flexibility so that providers do not interpret the 6 to 12 month interval as the
only possibility for giving a subsequent dose. The WG started approaching the guidance in
terms of minimum intervals similar to what is recommended for immunocompromised adults,
which is worded as “8 weeks or greater.” However, there was concern among the WG that this
approach does not provide good guidance to providers, so they wanted a more defined interval
than “8 weeks or longer.” From a programmatic and provider perspective for immunization
services and quality measures, the WG members felt that it would be useful to provide a more
defined interval in the primary language.

Dr. Belongia noted that he was somewhat hesitant to speak up, since he is new to ACIP and
does not have all of the history that other members have. He said he had reviewed the videos
of the meeting, gone over the slides, and read a lot of the original references. He expressed
concern that this analysis may be rushed and may not be sufficiently robust to support a change
in national policy. The WG did a tremendous job given their timeframe, but due to the
complexity of the issue, it seemed impossible to fully understand all of the implications in less
than two months. Three issues in particular concerned him in terms of the impact on burden of
illness and cost analysis versus the CAPITA study itself. The entire analysis essentially hinges
on the assumption that 10% of all CAP is due to vaccine-type pneumococcal disease. That
assumption is based on 4 studies, 3 of which are unpublished and all of which use the
proprietary Pfizer diagnostic urine test to identify vaccine-type cases of pneumococcal disease.
Second, the results from those studies, which are using highly validated cases of confirmed
pneumonia, are extrapolated to incidence rates that are based merely on ICD codes, which Dr.
Belongia was positive have a substantially lower predictive value compared to a research-based
case definition for pneumonia. Third, the assumption in the base case of vaccine efficacy of
PPSV23 against pneumococcal pneumonia was zero. He acknowledged that the sensitivity
analyses were conducted using 45%, but in that analysis everything else was held at the base
level. Some lessons were learned from the influenza vaccine in terms of the dangers of relying
on non-specific outcomes to estimate the impact of an intervention, but it seemed that this
analysis was doing that. At this point, he did not feel that there was enough evidence to make
that judgment.
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Dr. Bennett agreed that there are a lot of questions about moving forward with this. The
weaknesses that Dr. Belongia pointed out in the data are not likely to be resolved in a timely
manner. These are profound issues with respect to the knowledge of pneumonia, and they
have been issues with pneumococcal vaccine for the last 25 to 30 years. She agreed that the
data are not perfect, and the analysis is therefore not perfect. However, in the context of the
last 25 to 30 years, they are moving toward better knowledge, but it will not be immediate. The
WG concluded that the longer they wait, they less they afford people over the age of 65
protection from pneumococcal disease. Itis not clear when these questions will be answered in
a satisfactory way, and the WG feels that there will not be helpful information forthcoming.

Dr. Belongia appreciated these comments, noting that data were also reported for hospitalized
NBP, which should be a much more specific type of outcome than taking all-cause pneumonia.
Similarly in the outpatient setting, it is a wild guess as to what proportion of ICD-coded
pneumonia actually represents pneumococcal pneumonia. He thought it would be possible to
perform additional analyses to assess some inputs like IPD and hospitalized NBP and then use
some sensitivity analyses assuming different vaccine-type proportions to determine whether
these findings are robust, and whether this is the best intervention compared to all of the
possible interventions that the WG considered, but with a range of scenarios.

Referring to slide 3 from the CAPITA trial showing 45% efficacy of PCV13 in prevention of NBP,
Dr. Temte noted that the study was conducted in the Netherlands, where he did not believe they
use a PPSV23 or equivalent vaccine in the elderly, and the patients recruited for the study were
all pneumococcal-vaccine naive. He thought that this approach maximized the benefit. He
wondered whether this was considered by the WG or in the cost-effectiveness analysis.

Ms. Pilishvili confirmed that PPSV is not routinely recommended in the Netherlands and is not
being used. This was a placebo-controlled trial in adults who were naive to the polysaccharide
vaccine. This was accounted for in the GRADE review of the evidence. The comparison of
interest for the GRADE review was comparing PCV to the current standard of care,
polysaccharide vaccine; whereas, the trial compared it to placebo. Therefore, the evidence was
downgraded for not having the correct comparison group when extrapolating CAPITA results.
The overall conclusion was that there is still strong type 2 evidence.

Dr. Campos-Outcalt thought the 4™ bullet in slide 3 was worded incorrectly, as type 2 or level 2
evidence is moderate, not strong. He was not sure where the term “strong” came from and he
did not believe it was in the methodology. The categories are: High, Moderate, Low, and Very
Low. Level 2 is “moderate,” and he thought the slide needed to be corrected. He wondered
what was known about this vaccine and co-administration in this age group, particularly
regarding adverse reactions and the benefits of this vaccine and others that might be co-
administered (e.g., zoster vaccine, Tdap, and influenza). In childhood vaccines, this is one of
the things that is tested.

Dr. Temte inquired as to what extent doses of pneumococcal vaccine are coupled with influenza
vaccination for those 65 years of age and older in this country. A lot of clinics, his included, will

have standing orders for both pneumococcal and influenza vaccine during the season when
influenza immunization is administered. Standing orders tend to work very well.
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Dr. Schuchat responded that the number was not readily available, but they can get it in the
future. As areminder, in the CAPITA study, many of the individuals in the placebo and
pneumococcal conjugate arm received influenza vaccine with their investigational vaccine.
Quite a bit of adult immunization occurs in conjunction with influenza vaccination, so it is not
unlikely that a lot of polysaccharide doses given to people 65 and over would be given with
annual influenza vaccine.

Dr. Bennett emphasized that one of the reasons the WG is eager to move forward with this
recommendation is the hope that PCV13 will be given as the first dose with influenza vaccine.
She indicated that many of the people in CAPITA received both vaccines.

Dr. Campos-Outcalt emphasized that this was entirely different from actually studying the
efficacy question, so the effect of co-administration of influenza and pneumococcal vaccine on
either is not known.

Dr. Bennett said that she did not believe that the efficacy of influenza vaccine was studied at the
same time.

Dr. Schuchat reminded everyone that for those 65 years and older, the Tdap recommendation is
based on fairly indirect information. The 13-valent vaccine is now being considered based on a
randomized placebo-controlled trial in 85,000 people. Much of the vaccine is being co-
administered with influenza vaccine, so it is likely to mimic the performance of the vaccine when
given with influenza. CDC can check with the company about the data they have developed, if
there are data, about immunogenicity results for PCV13 given at the same time as other adult
vaccines. She said she was not personally familiar with the literature on PPSV23 co-
administered with other vaccines, so CDC can look into this. Again, the CAPITA results would
be mimicking influenza and PCV13 co-administration with clinical protection data.

Dr. Campos-Outcalt said it seemed like they should be providing some guidance on this
guestion, and it stood out that they were not saying anything about this even though they do for
most other vaccines.

Ms. Pilishvili replied that they could review more details of the data and include it in the
guidance for the language of co-administration of this vaccine with other vaccines. She
reminded everyone that when the immunogenicity data were presented to ACIP initially, data on
co-administration with influenza vaccination were also shared. The bottom line conclusions
were that non-inferiority was demonstrated by applying the statistical tests when PCV was co-
administered with influenza vaccine versus separately. But, a lower response was observed for
some serotypes. However, she cautioned that the WG did not recommend this vaccine based
on immunogenicity data before the CAPITA trial results were available because the correlate of
protection among adults was not understood. In other words, when more antibody response
was seen for some serotypes with co-administration with the influenza vaccine, there was no
way of translating that into clinical protection.
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Given the perceived urgency and the fact that the CAPITA findings are very important, Dr.
Belongia wondered whether anyone had considered the possibility of issuing an interim
guidance that PCV13 may be used in lieu of PPSV23 in people over 65, and that ACIP will issue
more comprehensive recommendations in 2015 regarding the use of those two vaccines. That
approach would buy some more time to carefully consider the issues.

Dr. Bennett responded that the WG briefly discussed an interim recommendation, but they were
not confident that they would have a pathway to a more firm recommendation than is already
available. Also, there was concern about implementation. As discussed earlier, Medicare
moving forward with coverage for two pneumococcal vaccines depends upon ACIP making a
recommendation, and the WG felt that it was important to move forward.

Regarding the spacing of PCV13 after PPSV23, Dr. Campos-Outcalt wondered what was
known about the optimal interval and what it was based on. Two-thirds of people over 65 have
had PPSV23 and now are recommended to receive a PCV13, although they probably will not
receive it for a year to a year and a half.

As with the interval of PCV13 followed by PPSV23, Ms. Pilishvili indicated that no studies have
assessed the optimal waiting interval for adults who have previously received polysaccharide
vaccine to receive the conjugate vaccine. The interval was based on all studies that are
available in terms of intervals that have been evaluated. She reminded the committee that this
evidence was reviewed previously, and a similar recommendation was made for
immunocompromised adults stating that waiting one year or longer was optimal for following the
polysaccharide vaccine with the conjugate vaccine. Again, the data are also limited for that
interval.

Referring to slide 23 regarding the optimal sequence of 6 to 12 months following a dose of
PCV13, Dr. Campos-Outcalt wondered if less than 6 months would be acceptable. That s, is
there a minimum time that has to pass?

Ms. Pilishvili reiterated that minimum time was incorporated in the initial language. However,
the WG did not like the open-ended “8 weeks or later,” but certainly a minimum interval could be
indicated for providers in the guidance language. Intervals as short as 8 weeks have been
evaluated with an adequate immune response. The study she shared that assessed a 2-month
versus 6-month interval showed that immunogenicity was somewhat higher with the 2-month or
8-week interval.

Dr. Campos-Outcalt suggested revising the language to say “no earlier than 2 months,” because
stating the minimal interval is important.

Ms. Pilishvili emphasized that the WG discussed this and felt that including the interval in the
recommendation wording might be problematic. The way minimum intervals are usually
interpreted, if a vaccine is given at an interval sooner than 8 weeks, the adult dose is invalidated
and repeat vaccination is recommended. There are no data to show that if the vaccine is given
2 days before the 8-week minimum interval that it should be repeated, or that there is any value
or potential harm in repeating that dose. Therefore, the WG tried to avoid having the 8-week
minimum interval defined in the guidance. That was one of the reasons the WG preferred not to
include a minimum interval in the language.
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Dr. Kempe said her impression was that the 2-month interval was not optimal because of
increased reactogenicity.

Ms. Pilishvili confirmed that the WG discarded a 2-month or 8-week interval because of the one
study that showed increased reactogenicity. However, specifying anything other than 8 weeks
as a minimum was avoided for the reasons outlined earlier.

Dr. Bennett referred to slide 15 showing considerations for the selection of intervals. One of the
reasons the WG elected to include the intervals in the guidance rather than the recommendation
was in order to refine the language about the intervals.

Dr. Doskey (AHIP) inquired as to whether CDC had ensured vaccine supply from the
manufacturer if the recommendation was extended as proposed.

Ms. Pilishvili called upon the manufacturers to comment. She reminded everyone that the
manufacturers commented on this during the June 2014 ACIP meeting, when they indicated
that they anticipated that a sufficient supply is available if this recommendation is made. Dr.
Schuchat confirmed that Pfizer publicly commented during the June meeting that they anticipate
supply in all projections, and that this should not be a constraint.

Dr. Temte asked Dr. Doskey if he had any idea how many people over the age of 65 have co-
insurance through which vaccine would be covered. In his practice, those are the people who
easily get zoster coverage.

Dr. Doskey (AHIP) said that while he did not readily have the information, he could find out.

Dr. Loehr (AAFP) indicated that there are already people who will be handled under the normal
policy of PPSV23 who would have protection. He expressed concern as a practicing family
physician, as he has a 67-year old in his office who already had PPSV23 two years ago, and he
cannot tell this individual whether Medicare will pay for PCV13. The vaccine costs $135/dose,
which is a sizeable concern, and this patient probably will not get the vaccine because of the
cost. He was pleased that the Pneumococcal WG included a sunset evaluation. Based on
other vaccine recommendations, the implication is that 6 to 12 months will be interpreted as a
minimum interval even if there are indications elsewhere in the guidance.

Dr. Moore (AIM) expressed her desire to determine how the immunization program can best
support clinicians implementing this recommendation for the Medicare population. Her concern
is that implementation will be extremely limited because of the hesitation to administer
something for which they might not be reimbursed. She thought that PCV13 was already
covered under Medicare Part B, because CMS pays for a single dose of pneumococcal vaccine
regardless of the formulation. The vote during this session would make explicit ACIP’s
recommendation that the one dose should be PCV13 for those who have zero or unknown
doses administered since enrolling in Medicare, which is 1 in 3 Medicare patients. The ACIP-
recommended second dose would be administered if and when CMS changes its regulations to
permit reimbursement for a second dose, and the earliest estimated date for that would be
January 2016. If this is needed to make this happen, she supported moving forward so that the
CMS process could get underway. She inquired as to whether there was any estimate of the
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risk that the CMS change would not happen, or that the second dose coverage effective date
could be delayed well beyond early January 2016, and whether this would pose any risk for
those who received the PCV13 vaccine first and then had an open-ended time for getting the
second dose.

Dr. Schuchat confirmed that Dr. Moore’s understanding of the Medicare coverage already in
effect was correct. She invited Medicare experts to comment on the probability of delays;
however, she did not believe they would be able to predict what would unfold over the years
ahead. There is a Medicare process to update the guidance based on recommendations.

Dr. Kempe reminded everyone that Dr. Chin did comment on this earlier, and indicated that
while he could not guarantee it, he thought that the January 2016 date could be assumed. She
was also concerned with whether there was a reasonable chance this would occur, but she felt
reassured by Dr. Chin’s response.

Dr. Temte noted that the meeting was nearing the end of its allotted timeframe, and he inquired
as to whether anyone was willing to make a motion.

Dr. Bennett made a motion that ACIP vote to recommend PCV13 for adults over the age of 65,
and that the WG anticipated a vote on the combined package.

Dr. Temte requested that the slides with the proposed language be shown again (slides 30, 31,
32), and reminded everyone that no direct comments would be made on the intervals in the
recommendation, but would be included in the guidance based on discussions during a number
of ACIP meetings and review by the WG.

Potential time-limited wtility of routine PCV13 use among

Adults 65 yr-a:f.?ffla ) \:Iu|‘ adults »65 years

POV13-naive adults =65 years of age previously vaccinated with
PPSV23

Proposed e Proiposed braUsGS: Proposed language

- The recommendations for routine POV 3 use among
adults =65 years old® should be re-evaluated in 2018 and
revised as needed

Adults 65 years of age or older who have not
previously received pneumococcal vaccine or
whose previous vaccination history ks unknown previously recelvac RCVAS and who, [uive

should receive a dose of PCV13 first followed by a previously recelvsd one or more stoses of ER5Y2)
dose of PPSY23 - should receive a dose of PCV13.

Adults 65 years of age or older who have not

Dr. Reingold suggested inserting a comma after word “first” on slide 30.
Dr. Rubin seconded the motion.
Dr. Temte called for any additional and/or public comments.

Regarding the language of the proposed recommendation, Dr. Jodar (Pfizer) indicated that
Pfizer is concerned about the specific mention of a date of 2018. Evaluating the effectiveness
of the vaccine and the herd protective effects on a regular basis is warranted; however, stating a
specific date is problematic considering the low immunization rate and the difficulty of increasing
uptake. He wondered whether the WG was concerned that healthcare professionals might wait
until 2018. It would be unprecedented for ACIP to specify a date, especially since constant
evaluation of effectiveness and herd protection is being done on regular basis.
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Bob Blancato (NANASP) indicated that he was present during the June 2014 ACIP, and he
wanted to repeat some points. The National Association of Nutrition and Aging Service
Programs (NANASP) serves older people daily with means in homes and community centers
and strongly associates themselves with comments on use of pneumococcal vaccines,
especially older adults. NANASP is concerned that too few people are taking advantage of this
vaccine, and is sensitive to the issue about Medicare and hopes that ACIP’s vote will expedite
activity on the part of Medicare for expanding coverage. NANASP’s concern is very basic. If
someone comes to their program and has influenza, it can spread rapidly and create major
problems in NANASP’s daily operations. On behalf of older people served on a daily basis,
NANASP applauds ACIP’s efforts and hopes the vote comes out in a way that supports broader
use of this vaccine.

Virginia Ladd (AARDA) reiterated her comments from earlier in the summer on behalf of the
American Autoimmune Related Diseases Association (AARDA), which represents 50 million
Americans with autoimmune disease, many of whom have been compromised either by therapy
or by disease. She emphasized that herd immunity is an important factor for this population
because they are compromised or are taking immunocompromising therapy.

Alice Knapp (Pasco County Health Department) indicated that she did not have a question, but
requested that Slide 30 be shown again.

Dr. Mel Kohn (Merck) ensured that the committee was aware that there may be some limitations
on manufacturers’ ability to discuss this kind of sequential vaccination. These intervals are not
aligned with what is on the label for either vaccine and might represent an off-label
recommendation. He wondered if FDA might want to comment on that. Many issues around
implementation were raised during this meeting, and he expressed personal concern about
them. They should assess the completion of series of vaccines outside of the pediatric
population. Unfortunately, the track record as a nation was not encouraging in that regard.
Therefore, he was concerned that people would get one vaccine and not the other. He wanted
to make sure that point was clearly called out for ACIP to consider.

Dr. Sun (FDA) said that the labels make no reference to the other vaccine, so he did not think
this would necessarily preclude an ACIP recommendation for sequential use of the two
products. Further, because no claims are made within labels about other competitors’ vaccines,
he did not see this as a problem.

Dr. Temte read slides 30, 31, and 32 reflecting the full recommendation for which the motion
was made to ensure that everyone was clear about the motion.

Dr. Campos-Outcalt requested further clarifications about Dr. Temte’s earlier comments
regarding abstentions, as he was unaware of any particular rules that would prevent this.

Dr. Temte replied that there are no rules for abstentions; however, traditionally there has been
an effort to minimize abstentions and make “yes” or “no” votes. Abstentions are typically used
in situations where there is a conflict of interest. Based on the ACIP charter and other rules of
order, there are no direct limitations.
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Vote: Use of Pneumococcal Vaccines in Adults 65 Years of Age and Older

Dr. Bennett made a motion to accept the three components of the recommendation for use of
pneumococcal vaccines in adults > 65 years of age as a package as proposed. Dr. Rubin
seconded the motion. The motion carried with 13 affirmative votes, 2 negative votes, and 0
abstentions. The disposition of the vote was as follows:

13 Favored: Bennett, Bocchini, Harriman, Harrison, Karron, Kempe, Pellegrini, Romero,
Reingold, Riley, Rubin, Temte, and Vazquez
2 Opposed: Belongia and Campos-Outcalt
0 Abstained: N/A

Dr. Bennett thanked everyone, acknowledging that this was a huge amount to ask from CDC
staff and ACIP members. The WG is very grateful for everyone’s hard work, and for allowing
this meeting to occur.

Dr. Temte expressed appreciation for all of the efforts from CDC staff and Dr. Pickering for
helping to organize and operationalize a meeting, which is difficult over the phone and through
web mediums with over 500 people attending. He also expressed appreciation for the liaisons
and ACIP members who took a large amount of time out of the day for this.

Dr. Pickering reported that ultimately, 1142 participants were on the teleconference. This vote
was very important and interesting for everyone, and he expressed his hope that the majority of
people would be happy. He thanked everyone, emphasizing that this was a combined effort by
a lot of high quality people.

In conclusion, Dr. Temte said he still felt very strongly that this is a large problem in terms of a
vaccine-preventable disease, especially the older adult population. Regardless of the vaccine
being used, this vaccine is still greatly underutilized not only for adults over 65 years of age, but
also for younger adults with ongoing medical indications. This at least provides a signal that
ACIP takes seriously the issue of health care and prevention in older adults, and at least strives
to do the best they can for this population. He thanked everyone for their time and attention and
wished them a very good rest of the day.
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Certification

Upon reviewing the foregoing version of the August 13, 2014 ACIP meeting minutes, Dr.
Jonathan Temte, ACIP Chair, certified that to the best of his knowledge, they are accurate and
complete. His original, signed certification is on file with the Management Analysis and Services

Office (MASOQO) of CDC.
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