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Sponsor Statement

SB 185
"An Act relating to immunization records for children under
the age of seven”

SB 185 was introduced in resRonse toagromgﬂ concern over the safety o cthhoo?
Immunizations. For more than a century, chi oo |man|zat|ons aveb en one of
f?remost publjc health copcerns; Immun|zat|ono Hm ren has lead to the near,
|m|nat|0n ofd|seases WhICh Were once dcvastatingly fatal. However, some vaccines
mmi Ing the.wh OPPn? F% vac Pe angteGer an measles, vaccmﬁt |ca|’§ contam
small quantities of material derived front disease-causing organisms which could possibly

be ||nked to childhood death or injur)'".

SB 135 requires He uneral director or the person a tm? 33 hg funeral d|r?ctorto include a
record of the ateso any immunizations a deceased child un ert £age o sev?n has
recelved When |I|n he death certificate. Furt er, the death certificat must include the
namefa Iyeo eac vaccdnea ministered, as well as the name of the vaccine's
manufacturer and the lot and batch number.

If the Im uPu’Tlnonr cord cannot be obtameol within three da}/so deafh the funeral
dlrectors |1 ethe eath certifjcate In com |ance with existing state law and sha
continue to make efforts to obtain the records from the next of Kin or other source.

|f the records are unavall?ble front these sources the funeral director is requw%d to request

the immunization record from the Immortality Review Committeg established
commmsmneroptfwe De artmento eatth X(ﬁ Social Services. The comm|ttee must

prowde this information within 90 days.

T e rOXI ely 125 deaths every year of children under e of seven. SB 185
mrag esta aﬁ]glmzk between ? r%zatlons and ¢ |Id?1 3 agath.



STATE OF ALASKA BILL NO. SB 185.
1996 LEGISLATIVE SESSION

Revision Data: Dept. Alfocted:  Iicaltli and .Social Services
Title: An act relating to Immunization records for _BRU: Stale Health Services
children under Ihe age of seven Component.  Bureau of Vital Statistics
Sponsor: Kellv COMPONENT SERIAL NO. 91

Requestor: Senate I1ES See dso (SW):

Exponrilti1os/Rovonuos: g housands ol Dollars

OPERATI" .0 EXPENDITURES FY97 FY98 Y99 FY FY0L FY02
PERSONAL SERVICES 8.4 8.6 8.8 9.1 9.3
TRAVEL
CONTRACTUAL 3
SUPPLIES
EQUIPMENT
LAND & STRUCTURES
GRANTS, CLAIMS
MISCELLANEQUS

TOTAL OPERATINO 40.8 9.0 9.2 9.4 9.7 9.9

CAPITAL EXPENDITURES
CHANGES INREVENUES )

FUND SOURCE (Thousands ol Dollars)
1002 Federal Receipts
1003 OF Match
1004 GF _
1005 GF/Program Receipts
1037 GF/Mental Health

her (pl Il
T(())Tt'AEr [plase suecl] 40.8 9.0 9.2 9.4 9.7 9.9

Estimato ol any current year IFY9G) coat: $0.0

POSITIONS:

FULL-TIVE {
PART-TINE 0.25 0.25 0.25 0.25 0.25 0.25

TEMPORARY
ANALYSIS: (Attach a separate page Il necessary)

Of tho apProximater 2,500 deaths per year in Alaska, 125 deaths are of children who are undor the age of 7 years. During tho
lifetimo of a 7 year-old, s/he will receive 16 immunizations, most of these occurring before tho age of two. Using an avcrogo of

3 immunizations per child, the cost associated with this legislation would:
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40.8 9.0 9.2 9.4 9.7 9.9

Personal Services « $8.2

A quarter time administrative clerk Il would be needed to key, verify, query and correct tho increased workload mandated by
this legislation to include the immunization record of children under the age of seven years. Tho assumption would bo that the

cost for tho position would increase by 2.5% for inflation.

Contractual * $30.0
Tho bill requires that there be six data lields for each immunization. This will moan a maximum increase of 96 fields to the

Prepared by:  Peter M. Nakamura. MD. MP!! Phono:  (907) 465-3090
Division: Public Health Date: 01/09/96
Approved by Com: Perdue, Comminloacr Date:

Agency: Department of Health & Social Services

PREPARER TO PROVIDE ALL DISTRIBUTION COPIES TO GOVERNOR'S LEGISLATIVE OFFICE
For further distribution information, call the Govenor's Legislative Office
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Ravlslon Dato: BILL NO. SB 185

ANALYSIS (cont.l:

existing 58 fields that arc now required for each death certificate. Modification would be required to all tho programs that
constitute tho death record filo.

Supplies '1.0

The current forms would havo to bo redesigned and roprintod. This will cost 81.0 for tho first year and 80.5 for each year
thereafter.

Equipment - 51.6

Data storage requirements will double for tho entire doath file requiring a purchaso of 16 megabytes of storage for the WANG
minicomputer tho first year at 5100/megabyte and 1 megabyte for each following year.
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Position Title No. of Positions Range/Step Bargaining Unit

Adm inistrative Clork Il 1 8a GGU
Time Status Staff Months Location Election District
PPT Juneau
TYPE of EXPENDITURE AMOUNT Justification
Salary 55 A quarter time adm inistrative clerk it would be needed to assume tho oxtra workload
Benefits 2.7 created by tho additional fields which would need to bo koyed, verifiod and corrected
Premium Pay on tho 125 death certificates for children undor seven years of ago.
Qilier
Total Personal Services 8.2
Travel
Contractual

Commodities
Equipment
Other

Total Cost 8.2
FUNDING SOURCE for TOTAL COST

1002  Federal Receipts

1003 GF Match

1004  General Fund 82
1005 GF/Program Receipts

1007  1/A Receipts

1037 GF/MH

1061 C1P Receipts

Other (

REQUEST for AGENCY: Hoalth and Social Servicos FY97
NEW POS'T'ON BRU: Stato Health Services Pago 1 Ofl
COMPONENT: Bureau of Vital Statistics ROVISOd Dﬁ'[O

Wav 12/0619Gf.ino.»1i/DAS_DH5S
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Institute of Medicine Testimony, January 16, 1993
Copyright 1993, Sandy Mintz

Thank you for allowing mo to cpoak.

My name is Sandy Mintz and | live inAlaska. lam a full-time, parent
volunteer for thf> National Vaccino Information Contor/Dlcnatisfled
Parents Together, as well as founder of a local group called "Parents
Concerned About tho Safoty of Vaccines".

The points | would like to raiso in my testimony today revolve around 3
main aroac of concern: 1) problems with the 1991 roport |I hope tho
current committee can avoid, 2) cpocific concornn about vaccines, using
moaslos as a model, and 3) suggestions for tho direction and design of
future vaccine safety and efficacy research.

In tho 1991 IOM review, the Committee quite fairly pointed out that it
had been handicapped by the lack of adequate studies, including the
poor design of many. The Committee also properly concluded that the
absence of appropriate studies meant that there was insufficient
evidence to indicate whcthor or not thcrowao acausal relationship
between many of tho adverse reactions being studied and vaccination.
Impondcrably, however, similarly flawed information was cited as
evidence AGAINST causality in their report in a number of instances.

Tho Committee's conclusions concerning SIDS and DPT vaccine are a case
in point. Although they admitted in their review, and | quote, "Prior
to the 1960's, little was known about the epidemiology of sudden infant
death syndrome (SIDS)", they concluded, and again | quote, "Studies
showing a temporal relation between these events are consistent with
the expected occurence of SIDS over the age range in which DPT
immunization typically occurs". Without information on the background
rate of SIDS in historically, socioeconomically, and otherwise
comparable never vaccinated groups, data on the expected frequency of
SIDS merely reflects its incidence among vaccinated populations, rather
than absent vaccination and cannot be considered accurate or
meaningful. Given that such background information was not presented
by the Committoo, conclusions about the absence of a relationship
between SIDS and vaccination were notjuetified.

Nor were any studies cited - in fact, to my knowledge none exist -in
which the only proper control group, never vaccinated children, was
used. If, as is the case In most studies, "less recently”, but none-

theless vaccinated, children were used an controls, and an adverse
vaccine ovcnt can be cither a dolayed or long-term consequence of
vaccination, one would EXPECT to find no differences between the study
groups, even if vaccination HAD caused an adverse event. Conclusions
about causality drawn from any study with such serious limitations are

not justified.

The fact is, all controls are not equal. More importantly, many groups
are improperly designated as controls. The 1991 IOM statement that a

nontreatmcnt group, l.e., control, might be one using an established
alternate vaccine, is an oxamplo of an impropor dofinitlon of a
control. In no way can any form of vaccination, vhother "established"

or less rocontly administered, be considered lack of intervention, ‘’ihe

(1)
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extent to which various established vaccines and times since admin-
istration of vaccine are similar to non-vaccination should be studied,
not assumed. Only Nl placebo, which in the case of vaccination otudiea
oqualc the absence of vaccination, is appropriate.

As to the notion that it is unethical to withhold vaccination due to

"widespread acceptance" of vaccination, | would submit that to the
contrary, if anything, it ic unothical to administer vaccinations of
unknown safety and efficacy. It is unsound to argue we can't withhold

vaccines beausn of "widespread acceptance", ar. the 1991 TOM Committee
did, when the reason there is such widespread acceptance of vaccina-
tions is that wo have been told the vaccines are safe and effective.
Thoir argument is particularly ironic given thoir finding that serious
consequences can result from the two vaccines, and lament about the
absence of adequate information. To the contrary, the conclusion that
must bo drawn from their review is that randomized, long-term, placebo-
controlled, prospective clinical trials are urgontly needed, in spite
of othical concerns about ADMINISTERING vaccines of unknown safety.
Indeed, no reassuring claims about the infrequency of any linked
adverse event should be made until and unless the false premises
underlying study dosigns and the many study design flaws, including the
lack of reasonable and time appropriate controls, and reporting systom
inadequacies, arc corrected.

Please note that in any study of long-term vaccine consequoncos, in
which proper experimental and control groups are used, a comprehensive
and longitudinal medical accocsmont ic necessary in order to discern
all observable and measurable cffoctr. of vaccination, both good and
bad, known and unknown.

An insidious way in which the risks of vaccination can be incorrectly
estimated »3 by using the number of dose3 of vaccine which appear to
result in injury, rather than the number of children that are administ-
ered how ever many doucn it takes to injure them. Since nearly all
vaccines are currently being recommended to be administered in multiple
doses, using doses rather than children can result in gross underesti-
mation of actual risk. We also cannot ignore confounding which occurs
when high-risk children are eliminated, either by not receiving the
vaccine in question at all, or by receiving only one dose.

Take as an example convulsions resulting from either whooping cough
vaccine or whooping cough. The CDC says that 1/1750 vaccinations
result in convulsions but that 2/100 children who get whooping cough
have convulsions. |If we divide the 1750 vaccinations by the between 4
and 5 doses children are required to get, the rcnult in 1/350 to 1/438
children gutting convulsions after whooping cough vaccine, not nearly
a3 dramatic a difference.

If w« further try to factor in the impact of underreporting of adverse
reactions, the actual incidonco of which is unknown but presumed to be
significant, it becomes clear that there may be no difference, and in
fact, that it is possible convulsions aro more likely to result after
vaccination than aftor disease.

Tho fact is, however, that we do not know the true incidence of vaccino
adverse! reactions, of whooping cough itself, of convulsions after
whooping cough or many other rolcvant and critical factors, including

@



the actual number of children receiving a vaccine once high-risk
children have been removed. We should simply admit it and set about
trying to learn what we con. We Hhould not, however, be issuing
reassuring assessments of vaccine risk.

When evaluating tho risks of vaccines, it is imperative that we look at
the big picture. We simply cannot accurately evaluate vaccina banafitn
or rinks in a vacuum, nor consider the evaluation static. Among the
many things which need to be considered are tho following:

1) The true risk of contracting a disease, in ccmprable, never vaccin-
ated populations, as well as the true risk of suffering serious conse-
quences from a disease, must bo detorminod. Included in any such
analysis should bo historical morbidity and mortality data from years
prior to the introduction of vaccines, preferably smallpox vaccino.
when considering the true risk of long-term serious consequences of
disease, now treatment strategics, like erythromycin for whooping
cough, and vitamin A l'or rubeola, should be factored in. The role
breastfeeding plays in preventing and/or mitigating the effects of
diseases needs to be better understood and factored in an well.

2) The background rato of an ovont occurring in comparable never
vaccinated populations, should be compared to recently and not no
recently vaccinated ones. However, as useful and important aa back-
ground rates are, when making comparisons between groups, such rates
should never be used to substantiate claims about whether or not a
particular child suffered "residual effects" from some untoward event
following vaccination, since a particular child's potential can never
bo prodicted. This holds especially true when estimating an infant's
potential.

3) GraphG should be presented fairly, and if they have not bucn,
primary data, rather than graphs, should be used. Included in my
submissions is a graph found in the MWK which provides an excellent
example of the dangers of their unquestioned use and "how to lie with
statistics". The Y axis uoco an inappropriately applied logarithmic
scale, the result being that drops in both morbidity and mortality
prior to vaccination ore made to appear insignificant, while drops
occurring post-vaccination arc made to appear dramatic. In fact, the
opposite is true.

Wo also cannot ignore the impact of vaccines on changing epidemiology
when considering thoir riuks and benefits. For instance, measles may
have been made a more serious disease because of measles vaccination.
Prior to widespread vaccination, once a population had been exposed to
measles, few adults or Infants contracted it, adults due to lifelong
immunity and infants due to maternal antibodies. Now, adults AND
infants are getting the measles, with serious consequences. | would
like to include reference to d recent Washington Post article entitled:

"Measles Still Menace to Infants: Vaccinated Moms Pass Less Immunity to
Babies". In this articlo it wac noted that although in 1976 3% of
meaulcs cases occurred in children less than one, today, more than 25%
do. The author also indicated that prior to vaccination, 3 to 4
million measles cases occurred with around 500 deaths. Thie would make
the case-fatality ratio for that period between 1 to 2 per 10,000. In
the years 1989, 1990 and 1991 combined, however, it was reported that



around 55,000 people got tho measles and 16b died, making tho caso-
fatality ratio dramatically higher at 3 out of 1,000. At this rate,
fever than 175,000 cases per year would be necessary to result in the
same number of deaths which used to occur when there were millions of

cases.

The CDC sayn that, although worrisome, the problem would be solved
wore all preschoolers vaccinated and measles virus eliminated from
circulation. Vet 1 would submit that with waning measles vaccine
immunity a fact of life, and subclinical cases of the measles occurring
routinely among the vaccinated and considered to boost vaccine-induced
immunity, vaccinating preschoolers will not prevent measles from
circulating. Indeed, an obvioun major source of infection for infants
and unimmunized toddlors has been properly vaccinated school-ago
children who developed most of the clinical measles cases, as well as
many subclinical ones. It is, in fact, puzzling that, the CDC would
offer such reassurances given that they havo admitted even 100%
vaccinated populations can have outbreaks.

The CDC also says that about 40% of mothers currently do not havo
protective antibodies and that at the end of the decade that figure

will be 100%. Thi3, of course, means that a3 the percentage of mothers
without antibodies rises, the death rate should rise as well, since an
oven higher percentage of casc3 will be infants.

Morbidity and mortality statistics for measlca should also rise as
fewer and fewar adulto havo natural immunity and more and more adults
have waning vaccine immunity. The scenario is quite bolieveablc in
which mothers would get measles and pass them on to thoir infants,
whereas before they would never have gotten the measles, and would
instoad of passing the measles on to their infants, have paGoed on
protective measloG antibodies to them.

In other words, measles may not be controllable, and may have been made
vastly more serious, by the use of measles vaccination. Adult3, in
fact, may now be faced with the unsavory prospect of getting measles or
receiving a vaccine, neither of which has boon proven to be safe for
them. Any risk/benefit analysis should take into consideration tho
impact of vaccine-program induced changing epidemiology on tho serious-
ness of any disuaucs vaccines are designed to prevent, as well as the
consequences, including officacy, of vaccinating adults against what
wero once childhood diseases.

The problems which can be overlooked if vaccine analysis i6 taken out
of context arc well exemplified in tho case of rubella vaccine. A
normally benign discaso in childhood, usually affording lifelong
immunity, it can rocult in devastating effects if a non-immunc pregnant
woman is exposed during the critical tiao period. Am devastating as
tho consequences can be for an infant, it in important to not only
determine tho actual incidence in epidemic ycarc of congenital rubella
syndrome, but whether or not an unvaccinatod child allowed oxposuto to
rubella is moro or loss likely to be immune in adulthood than a
previously vaccinated child, given that vaccine immunity is now
generally thought to be short-lived. Indeed, it is entirely possible
that the risk to the fetus in greater from once-vaccinated mothers,
given waning vaccine immunity, and tho overall rick to tho population
greater, once the risks of adult ruLolla vaccination have been factored
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Aside from my earlier recommendations concerning properly designed
studies (and by long-term, | mean 20-30 years at least), T would also
urge that you recommend some enforcement mechanism vis a vis doctors
reporting adverse reactions. Although | realize that adverse reaction
reporting is an extrcmemly flawed method, as wc all know, in theory as
woll as in fact, and can neither be viewed as proof of causation or an
exhaustive, still wc need to get some idea of tho range of possible
v%ccine consoquencoc, aa well as to follow up on thoso we do know
about.

Among the many other questions which need to be asked and answered, |
would recommend tho following:

1. Is cancer more or less likely to occur among the vaccinated?
Included in any studies should be reference to SV40, other vaccino
contaminants, the role of chromosomal damage as a result of vaccina-
tion, and immune system suppression. The notion that a Bubclinical
case of a disease is preferable to a full-blown case should be studied,
not assumed. Submitted is a tantalizing study by Ronne in The lancet
in which he found thot subclinical cases of the measles resulted in
significantly increased rates of oeriouo disease among adults.

2. What, if anything, is the role of vaccine contaminants in causing
adverse reactions and new diseases? Included in any such studies would
bo the rolo played by such contaminants in the outbreak of AIDS and
other recent immune oyster disorders like chronic fatigue syndrome,
Kawasaki's disease and others.

3. Why, during polio epidemics, do most pooplo get polio, gaininq
lifelong immunity while apparently suffering no ill offects, while a
small percentage of the population gains that lifelong immunity at a
great prico? Included in any examination of this issue should be the
role provocation polio and tonsillectomy play in predisposing a person
to paralytic or bulbar polio, and the extent to which they each effect
the incidence of serious polio.

4. Can vaccination result in post-polio syndrome? If it can, then we
need to find out If instead of the small percentage of the population
who got polio being susceptible to post-polio syndrome, whether now the
entire vaccinated population is at rick.

3. What is tho effect of combining vaccines in vivo and in vitro?
Studius of tills should Include clinical trials of all vaccines
Individually, as well as the effocts of thoir simultaneous administra-
tion. The practice of administering vaccinations in combination
without data to support their safety and effectiveness should stop
until the safety and efloctivonoss of the practice can be firmly
established. Relevant to this discussion, and included among my
submissions is a paper hy Javior ot al in Scioncc magazine in which it
was found that two harmless horpos viruses recombined in vivo and
becamo extremely lethal as a rosult.

6. Hau a relatively small risk of long-torm consequences from child-

hood diseases been traded for a vaccine-induced, larger riok of chronic
childhood diseano? T refer you to 2 New York Times article | have

(5)
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Sandy Mini/
PO Box 22205!
Anchorage. AK 99522

Honorable Lvda Green
Altska Stale Scilfltc

Room 423. Sutc Captiol
luncau. AK 99*01 February 20. 1996

Dear Senator Green.

t Mould like io respond to as many ofthe points made by the Department of Health and Social

Services as | can on such short notice

1 VAERS (The Vacdne Adverse Events Reporting System) is a passive reporting system It requires
that someone make a connection between a vaccination and @ possible adverse event, and tlial someone
report it Compared lo an active surveillance system, which poit-nurictiag surveillance is. ocoudcxablc
undct-rtponinc can becxpertd AsDr James Froeschk of Connaught Laboratories (a vacdne maker)
testified to the Institute of Medicine (I0OM ), and at reported on page 32* of “Adverse Events Associated
with Childhood Vaccines « Evidence Bearing on Causality', "From a comparison of spontaneous rcpotts
with posunarkcung surveillance data, the company estimates about a 50-fold underreporting efadvene
events in the passive repotting system " BECAUSE OF THIS AND OTHER LIMTTAT10NS OF
VAERS. ADDITIONAL METHODS OF DATA COLLECTION NEED TO BE devised.

2 Given that neither VAERS nor postemarketing surveillance is proofofcausaltty. ultimately it would
be hoped that evidence of temporal as*ochtlon would he followed up by well-designed. controlled
studies

) Data on lhe incidence OfSIDS goes hack only about 25 yean Vaccinations have been around for a
lot longer than that (for instance, the first pertussis vaoanaoon waa. according to "Vaccines" by
PJotiun and Mortimer, developed in 1926\ NO ONE HAS ANY IDEA WHATTHE INCIDENCE OF
SIDS WOULD BE IF CHILDREN WERE NOTBEING VACCINATED. IT IS ENTIRELY
POSSIBLE THAT CHERE WAS VERY IJTTLE SIDS PRJORTO VACCINATION GLIB
REJECTION OFTHE POSSIBILITY OF A RELATIONSHIP IS BASED ON OPINION.NOT

FACT
4 Please topics; from the Deportment copies Of all studies which show that “children wbo had recently
gotten a D TP shot were leu likely io get SIDS" In the only one which | am aware of, "Diptr.hcria-

tetamit-pertusiit unnwai/jfinn and sudden infant death results ofthe National Institute of Ciild
Health Development Cooperative Eptdmiologua! Study of Sudden Infant Death Syndrome nik
factors”, by Hoffman cl al in Pahatncs. April cf 1987. the authors make itdear thatthe ksicr rate
among DPT vaociruied children had nothing to do with protective effects (him the vaccine, contrary
lo wis.it was impbo: by the Dcpartmeni

5 rbc fad that "N o deaths caused by anaphylaxis following DTP vaocuutioa have been reported to the
CDC since the Inception ofvxeine-adiTnc-evenu reporting began in 1971“ merely proves dial the
CDC isunmfenred and that S01S5 is screly needed. W hy are they unaware tlu: the | M found a
causal link between the whole cell pcrtuins vaccine and anaphylaxis, and the drug companies
ihcinsclvra report that such deaths occur (one can consult the FDR fardrug company warnings), and
THAT SUCH DEATHS HAVE BEEN REPORTED TO VAERS AND COMPENSATED BY THE
GOVERNMENT?

6 It is notdear 'Jut the ruks from the diseases are greater (hats the m ks boo the vxctao when it
becomes dear llut Lute a known about the magnitude Ofvaccination ntks Take (h« CDC’'sown
figures regarding ccnvulnons and DPT vacant v» whoopuig cough the disease According to the
CDC, 1/1750 vwcanatiofts result tn convulsion. whereas 2/100 children with wtiooptag cough will

have a convulsion Butchildren get between 4 and 5 doses of vaccine |If we divide 1750 by the
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between 4 and 5 doses most children gd, Ihe result is 1/350 ro 1/43X children gellingconvulsions
nOci vaccination Fuitlicimaic if we inultipy by 50 tw number of incidences one might expect in n
Post-markong survey, we arrive at /7o 119 temi)orall associated convuluons. Ifonly 10%of
hese were deemed caused by the vaccine. 1/70 to 1/90 children could be having convulsions as a

result of DPT vaccine.
THE PACT IS. WE DO NOT KNOW HOW MANY TEMPORAZL-LY ASSOCIATED EVENTS ARE

ACTUALLY OCCURRING, NOR DQ WE KN%\%EgVKIMANﬁFO(f THEM ARE ACTUALLY
caused by vaccination Sm*> WOULDRF.GINto RFCTm Tins situation by
BEAL%E%H G DATAON ONLY ONEEVENT-  TEMPORALLY ASSOCIATED VACCINE

It to interesting that the Department failed to note that the death rate in England in 1978 was

considerably below prior whooping cough death rates According to figures | received from the

CDC.in 1920 there were 3.122 deaths and 107,473 cases in the U S In 1978 tn England, there

were only 36 deaths for 100,000 cases. It ts also interest ' to note that no mention was made of

possible deaths due to the vaccine which might have hcen compared to the number of deaths from

whooping cough

Thank you for your fair-minded consideration of the points made here

L*2/2
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To Senator Kelly
Reference HES, STA
12th Feb. 1996

From Arctuvides Kalokerinos
RMB 218 ZA Bourne* Lane
Tamwortb, NSW. 2340
Australia

Phone (067)608166

Fax (067) 608344

Born 28th Sept. 1927. Glen Innea, Australia
Graduated M.b 3.S. Jan. 1951, Unlvenity Sydney
Fellow Royal Soc'ety of Tropical Medicine, London

Retired from full-time practice.

Consultant to various organisations in Australia and ovcneas and Australian Aboriginal

communities.

Special interests ¢ Aboriginal infant and adult health, Viumin and mineral supplements,
nutrition, and problems associated with routine va:dne administrations.
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lo 1957 | commenced work as the sole medical practitioner in the remote township of
Collarenebri, 500 miles north-west of Sydney. There were about 500 Caucasians in the
town, 200 Aborigines on the nearby reserve and about 500 Caucasians in the surrounding

district

Before my time io Collarenebri and for the first ten yean of my period there an
extraordinarily high infant mortality rate, amongst Caucasians and Aborigines, was
apparent During one 24 hour period three Caucasian babies died.

The infant deaths were strange. Some infants who were apparently well or suffering from
atrivial illnest, were found dead in their cots - typical sudden, unexpected, infant deaths.
Other tafanls who were apparently well, or suffering from trivial complaints, went into
unexplained shock from which they could not be resuscitated. Others became excessively
Irritable, then unconscious and died. In all cases autopsies failed to offer satisfactory
explanations for death. In some cases autopsies revealed yeUow patches in the liver and It
was observed, before death, that these cases displayed varying degrees of liver pain and
tenderness.

All other doctors in Australia, including academic staff and State and Commonwealth
Departments of Health, denied that infant death rates were high in other areas and denied
the existence of the clinical patterns observed by myself. Yean later | learned that the
problems were widespread across Australia and, indeed, worse in many areas.

In other words, | was deliberately misinformed by some aDd others appeared incapable of
recognising what was going un before their eyes. Sometimes, for reasons not full
understoo?, epifjemic;s of one of the disease patterns occurs - for example, The Dar
Disease O Nap €S, (italy) during the late 1970s where infants and children became
suddenly unconscious, for no known reason, and died. Two thirds of these rases had upper
respiratory infections, the other third had recently received routine vaccinations.

Eventually | found that intramuscular or intravenous Vitamin C, if administered early,
reversed the shock state and the unoonscious state. | was fortunate because | was alwaj i
able to commence treatment early.

The first injection tf Vitamin C was given in December 1967. From that time on, until |
left the area in November 1975, there were no more infant deatht under my care. | was
also able  drop the infant mortality rates in neighbouring districts. Other doctors who
followed my methods achieved similar results.

However, | did observe that routine immunisations had a dreadful effect on some infants
for a period of some weeks following the administration. A few suffered from an apparent
immune paralysis and contracted serious bacterial infections. Others went into tbe strange
state of shock or became exieisively irritable , then unconscious. Both states could be
reversed by intravenous Vitamin C Bacterial infections were difficult to control.

Because of this routine immunisation were sometimes delayed. The pcrruttes component
was sometimes omitted and sick infa nt received injections of vitamin C.

2 oftbnc



It is important to note that most standard methods of medical treatment were always
employed, before and after the realisation of the importance of Vitamin C and the barm
sometime* done by routine vaccinations. What made the difference to mortality rates (and
the figures could hardly be more dramatic) was the uses of Vitamin C and care with
routine vaccinations.

| should also informyou that in the state of NSW records of vaccinations, including batch
numbers, are kept and copies given to all parents.
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IN THIS ISSUE:

Women who gave birth to
an infant who died during
1992-94 had less prenatal
care than the overall
population of women
giving birth in Alaska
during 1992.

Among women who gave
binh to an infant who
died, the highest rates of
inadequate prenatal carc
were identified in young
mothers and those with
chart documentation of
prcprcgnancy alcohol
drinking.

Die infant mortality rate
due to extreme prematurity
or low birthweight
declined 52* from 1979.
80 to 1991-92.

All of toe decrease in
mortality due to extreme
prematurity or low
hirthw eight occurred
because of increased
survival of premature or
low i oitweight infants
rathe.- a decrease in
the premature or low
birthweight binh rjte.

Alaska Natives, blacks,
and teenage mothers luve
significantly higher
moitalily rales due lo
extreme prematurity or
low birthweight because of
higher premature or low
birthweight birth rates.

Family

P m O A

In this issue wc present u description of the Alaska Maternal-Infant Mortality Review
(MIMK) Process and an evaluation of data from this project regarding pregnancy
related risk factors and prematurity.

The MIMR Process

The MIVR reviewteam

The MIMR review team consists of representatives from the Section of Maternal.
Child, and family Health (MCI H). the Bureau of Vital Statistics, and the Division of
family and Youth Services; private physicians, nurses, and other medical providers;
and medical and programmatic staff from the Alaska Area Native Health Service
(Indian Health Service) and the Regional Native Health Corporations.

Identification ofan infant death
The MIMR review team attempts to identify infant deaths through several sources.

e Deaths occurring outside the hospital and of questionable etiology arc referred to
one of the state coroners. The state coroners in turn call an Infant Death Hotline
located at MCfH.

The Bureau of Vital Statistics matches the death and birth certificates for any
infant under one year of age and sends this information to the MIMR program
MIMR staff read the newspaper obituaries section to identify infant deaths.

Colleetint; datafor each infant death
Multiple data sources arc used to create a complete picture of the circumstances
leading to an infant's death.

e Birth and death certificates. Wc collect information from matched birth and
death certificates including date and lime of death, number of prenatal visits,
trimester prr atal carc began, birthweight. and AKiAR scores.

m Infant medical records. A standard abstraction tool is used lo collect informa-
tion from hospital and clinic records on the immediate neonatal circumstances as
well as subsequent illnesses, clinic or emergency room visits, hospitalizations,
treatments and immunizations, and a clinical summary of events immediately
preceding death.

 Maternal tnrdical records. A standard abstraction tool is used to collect
information on the mother's medical history, previous pregnancy history, and
prenatal course. If the number of prenatal care visits or the trimester prenatal
care visits were initiated is noi available from the binh certificate, this informa-
tion is collected from the maternal medical record.

e Autopsies. Infants who die outside of the hospital usually have an autopsy.
Autopsies are performed on infants who die in the hospital less frequently A
standard abstraction tool is used to collect information on (he gross anatomic,
organ specific, and microscopic findings



e Family interviews. MIMR staff
offer a home interview, adminis-
tered hy a public health nurse, to
the fnmilcs of infants who died
outside of the hospital. Informa-
tion collected through the home
interview includes family
demographic data, maternal
reproductive history and preg-
nancy planning, prenatal care and
delivery history (including
payment methods for these
services), family life circum-
stances, infant health carc. and
the immediate circumstances of
the infant's death.

The review process
Three steps constitute the review
process.

e Monthly mortality reviews.
Koch month, a representative
sample of committee members
from various disciplines, includ-
ing physic' ms, nurses, adminis-
trative staff, and public health
program managers meet to
review the information collected
for each infant. The committee
determines a consensus cause of
death and identifies potentially
modifiable contributing factors to
the infant’s death.

« Data entry and analysis.
Information from the various
sources, including the monthly
mortality reviews, is entered into
a computerized database and
analyzed by the MIMR chairman
and a pediatric epidemiologist.

e Yearly MiMR committee
meetings. Once each year,
committee members meet to
discuss findings, identify
problems with the review process
and develop consensus recom-
mendations.

Findings and
Ri‘coninu'ndiitions
(itrurdl

Thr MIMR committer has reviewed

121 deaths: wc reviewed 43 of =2
deaths which occurred during 1992.

45 of 90 deaths which occurred during 1993, and 33 of an unknown number of
deaths which occurred during 1994. During 1992, wc included only deaths
which occurred from June forward. Failure to review ti death wns most
commonly due to lacking complete records for a particular infant. This in turn
usually resulted front a failure to obtain maternal prenatal records from the
Alaska Native Health Service: 96%, 97%, and 66% of incomplete charts during
1992. 1993, and 1994, respectively, were for Alaska Native children. Home
interviews were offered only for children who died outside of the hospital
setting. To date, 24 interviews have been completed, 8 women declined an
interview, 8 women have moved and could not be located, and 44 interviews
arc pending.

%‘Fy related nsk factors

Among the cohort of mothers who gave birth to the 121 infants who died. 20%
had chart documented evidence of alcohol consumption during the three
months before pregnancy, 4% were younger than 18 years and 9% were older
than 35 years, 16% had at least one previous preterm birth. 28% had at least
one previous miscarriage, and 55% bad at least one of these risk factors.

Woc used the Kcssncr Index to define adequacy of prenatal carc. Women who
gave birth to an infant who died during 1992-94 had less prenatal carc than the
overall population of women giving birth in Alaska during 1992 (Figure 1),
particularly in the inadequate prenatal carc category. Women in our study with
risk factors identifiable before pregnancy - such as maternal age, substance use
history, and previous adverse pregnancy outcomes - received no greater
prenatal care than the general cohort of women. The highest rates of inadequate
prenatal care were identified among young mothers and those with chart
documentation ol prcprecgnnncy alcohol drinking.

Figure . Ade?uac¥_ol renatal ]gare lor 12} Infanta who diﬁd during
1992-94 by varloua Tisk slrougs; for compar aonfl e%uacyo prenatal
care for all 1992 births laalto Included.

s

Group
Identification of women with a high risk of adverse pregnancy outcomes and
enroliment of these women into prenatal care programs theoretically contrib-
utes to lower rates of premature delivery and hence lower infant mortality
rates'. Unfortunately, research has failed to document the effectiveness ol this
approach-' V Researchers may have tailed lo document the efficacy of prenatal
care because they measured the quantity rather than the quality of prenatal
services. For example, prenatal carc programs connected with substance use.
nutrition, domestic violence, and financial assistance services may more
effectively decrease adverse pregnancy outcomes than prcn.it.il cate programs
which focus only on the physical aspect of pregnancy Additionally, teceni
research indicates that identification and treatment of bacterial vaginosis during
pregnancy may reduce the incidence of preterm delivery* Finally, recent



research suggests that premature birth clusters in families’, a finding supported
hy our data. This emphasizes the importance of early identification and
monitoring of women who have had previous preterm births or who were horn

preterm themselves.
Hosed on our findings, the MIMR committee recommends:

* Encouraging innovative approaches designed to incrcusc prenatal cure
and to link prenatal carc with other services. Health cait providers
should identify pregnant women at high risk for domestic violence,
substance abuse, poverty, and pregnancy related Infections AND refer
them for appropriate servlets.

» ldentifying and closely monitoring women who have had a previous
preterm birth or who xvcrc Imm prematurely themselves.

* Using the Pregnancy Risk Assessment Monitoring System (PRAMS)*
to determine harriers to prenatal care.

Preaturity md Lowv Hrthwuigt

I'mdings

From 1979*80 to 1991 -92. the infant mortality rate due to extreme prematurity
or low birthweight (defined as an infant born at less than 1000 g or less than 28
w eeks gestation, who dies before 28 days of life, and who did not die of SIDS,
trauma, congenital anomalies (except pulmonary hypoplasia), or cancer)
declined from 2.9 to 1.7 per 1000 live births per year (chi-square for trend =
9.6. p=0.(X)2) adecline of 52% (Figure 2).

A decline in mortality rate due to low birthweight or prematurity can occur for
two reasons: adecline in the proportion of infants bom with extreme prernatu-

Figure 2. Mortality rate due lo extre%rermturity or
lowbirthweight: Alaaka, QR

Figure 3 Using 1979-60data at baseline, the retslive risk by year lor
the_percentag?%of Infanta bom with eitreme premeturity or lowbirth
weight, and ihe proportion ol Infanta bom with eitremé g£Jrerralur|ty
or lowbirthweight who die: Alaaka, 1979

MW aVl

rity/low birthweight or a decrease in
the proportion of infants horn with
extreme prematurity/low birthweight
who die. The proportion of infants
born with extreme prematurity/low
birthweight who died decreased from
44% during 1979-80 to 26% during
1991-92 (chi-sq "arc for trend, 9.1;
pe0.003) (Figure 3). During the same
time period, the rate of extremely
premature/low birthweight births did

not change.

Compared to whites, the risk ratio for
mortality due to extreme prematurity/
low birthweight among Alaska
Natives was 1.23 (95% confidence
interval [CI|, 0.95 to 1.58) and among
blacks was 2.96 (95% C1. 2.09 to
4.21). All of the increase in mortality
for Alaska Natives and blacks
resulted from higher extreme prema-
turity/low birthweight birth rates.
Compared to whites, Alaska Natives
had arisk ratioof 1.62 (95% CI. 1.42.
1.86) and blacks had a risk ratio of
3.31 (95% CI. 2.72 to 4.04) for
delivering an extremely premature or
low birthweight infant.

Compared to mothers 20-29 years of
age, the risk ratio for mortality due to
extreme prematurity/low birthweight
among mothers less than 20 years of
age was 1.84 (95% CIl. 1.37 to 2.47)
and among mothers 30 years or older
was 1.09(95% CT.0.86 to 1.39). All
of the increased risk for younger
mothers occurred because of an
increase in the extreme prematurity/
low birthweight birth rate: compared
to mothers 20-29 years of age.
mothers less than 20 years had a risk
ratio of 1.84 (95% CI. 1.j7 to 2 47).

Recommencktions

Ilhe cause of prematurity and low
birthweight remains one ol the most
perplexing problems of medical
research. As indicated by our data,
advances have occurred in the
survival of babies horn with extreme
prematurity or low birthweight,
primarily ihiough technology
advances such as mechanical ventila-
tion, surfactant therapy, nutritional
and fluid support, and infection
control. Unfortunately, no improve-
ment has occurred in decreasing the
number of children born with



prematurity or low birthweight, a
trend found throughout the country?.
Thus prematurity and low birthweight
continue to cuusc adisproportionate
amount of neonatal mortulity in the
U.S.*.

In Alaska distinct racial differences
exist among mortality rates due to
extreme prematurity/low birthweight.
These differences reflect differences
in the rutc of premature delivery
rather than differences in survival.
Similar to findings in the rest of the
United States, blacks had increased
rates of extreme premature/low
birthweight delivery. Additionally,
younger mothers had increased rates
of extreme premature/low birthw eight
births, a result recently documented in
Utah'.

Based on our findings, the MIMR
Committee recommends:

* Directing efforts primarily
toward decreasing the rate of
preterm/low birthweight liirlli,
rather than emphasizing postna-
tal care.

 Focusing efforts to decrease the
rutc of preterm/low birthweight
birth on specific high risk groups
such as blacks, Alaska Natives,
and tcenngc mothers.

Submitted by
Bradford H Gesser, MD.
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lIxcculive Summary

"(Jiu siim, diciclnic. nitisl I»c In study these |«.onililii<iii<mx| as Inlly ax
possible in ilic rtmliilrnl expectation that, as in nllict Inniitlics nl science,

( lilillioiitl im muiii/nlinn Inis liccn one nl tin- Iniciiinsl public lie illli
mcnsuies nl the Iwculielli ccttltiry 1l Inis nlliiwcil cnnlinl mill picvcnlion nl
ninny discuses limn which mnihidily mid nunlalily t:in lie slaggciing. Medical
licisnmiel in die United Stales cmiently lately see a ease nl die inleeliniis
diseases against which die vaccines ate diicclcd. Yel. iccenl measles epi-
demics on college campuses and in iniiei cities suggest dial vaccinc-ptc-
vcnlahlc disease is uni lo he ignnicd. Ilie liisl heallh initiative ol die new
picxidculial iidniinislialion was lo inuease Innding loi childhood inuniiui-
ration Jungiams to honsl vaccinalinn tales in die United Stales, |intliculaily

lot childicn imdci age 2 ycats.

HACKUKOUNU AND IIISTOUY

Ilie [tiihlic policy dehate tcgatding iininnni/.alioii sltclehcs hcynnd lhe
mpieslinn id how in inccl die goals of universal iiiiinuiii/.nlioii. (’'nticcin over
die solely ol peilossis vaccine was long-standing in (heal lltilaio hy die
lime ol llic I"JR2 ailing in die United Stales or a dncitmcnlaiy entitled
"DPT: Vaccine Uonlclte" (w 1vm V. IVK2) and lhe VMS piihlicaliotl ol
IH'l BASIm in llir Dink (Cnttlici and ldshei. IVH5). Concern has sltclchcd
lo olltci vaccines and has spawned lltc Inimalion ol gintips nl inlcicslcd
citizens lliioiighniil dir United Stales, lot example. National Vaccine Infor-
illation Ccolcr/UisMilislied Il'airnlx Together. Dctrimioed Patents to Slop
Hinting Out Inis, Concerned Health I'lolessiooals and (lllieis. and l'aicnls



| AinniM 1:1hiis asmk IAirn hiiii «iiiininuin v.u tinis

Concerned Alioiil ilic Safely of Vaccines, Mote unities and hooks have
heen [tuhlislicd ﬁe.g.. Ccailln. 199(1; M1IIfi. 1992) lo aim Ihe public lo lliir
pnicnlinl lisks of vuccimiliun. . _ _

~In 1986. (lie U.S. Congress passed llie Nallonal Childhood Vaccine
Injury Acl (NCVIA; IM.. 99-(ifill) in icsptmsc lo woiiics ahoul ilic safely of
cnrreiilly licensed childhood vaccines and in icspnnsc lo ihe economic pics-
sines that weic lliiculcning the inicgiily of childhood iimmiitirnlinn pin
%rams._ I he liligiuinn costs associnlcd with claims of damage liom vaccines
nad Toiccd scvcinl companies lo end Ilirli vaccine icscaich and develoF-
ilienl programs ns well as lo slop pioducing alicady licensed vaccines. |lie
NCVIA wns an nllrmpl lo ciinminvc and eiisine vaccine produclion hy
dealing a no-fault conipensalion piogiam (the Nalimial Vaccine liijmy Coin-
pensnlinn I'Ingimn) as a icipiitcd ltisl lesmi Ini those who hclicved dial
they or Ilicit chihhcn had heen mmed hy ccilain vaccines. llic need lot a
conipensalion piugimn had long heen iccogni/cd, and scvcinl groups had
pioposrd possible mechanisms (o1 com_ensatm% people hclicved lo he in-
Imed hy vaccinalion lInsliliile ol Medicine. 1985 Oflicc ol Technology
Assessment, I0ROj 11ds piogiam was envisioned o allevialc. (ml nol com-
pletely eliminate, mamifaclmei liability and cncomagc icscaich and dcvcl-
opnicnt of woic anil safei vaccines ‘the compensation piogiam is atiminis-
Icictl hy Ihe fedeial %overnment and is financed hy an excise lax nil the sale
of vaccines covricd hy the piogiam (Iglehail. 1987, Maiinet. 1992).

In addition lo establishing ihe conipensalion Piogiam. lhe NCVIA set
fiulll other vaccine ielaled clfmix to he cntiicd mil hy ihe U.S. Dcpailincil
if Ifcallh and Human Sciviccs. including inaudaltuy icpoiliug of specific
diverse events following thihllumd imimmirnlinns against diphlheiia, Ida-
ms. pertussis, measles, mumps, inhella. and p.ollo.%see box entitled Thr
Vaccine Injury lable in Chapin [lI): voliinlnry icpoiliug of any renclinn lo
my imiinini/alion lo the Vaccine Atlveise livcul Uepoiling .System (sec
haplcr 10 fm a discussion of this passive soivcillariec sysicm and I:igme
-1 lor a ropy of the repottmgz hum): ihe crealiou of a National Vaccine
'logram Office lo comdinalc fedeial vaccine iuilialives and lo help mccl
mintmif.alion coverage goals; (he establishment of advisory pinups to Ihe
Titinnal Vaccine I'logiam ami die National Vaccine lujmy Conipensalion
|'|||ﬁ;_rn|_n_'L and helin commiiiiicidhni of die polciilial lisks ol vaccines lliioiigh
public iiifninialion pamphlcls dial ate disliihulcd at die lime of vaccinalion
(uiidei die diieclimi of die Ccnlcis fin Disease Control and Prevention) and
changes in vaccine package inscils (mulct die diieclimi ol die U.S. Pooil
and Ding Admiiiisiialinii).

lic NCVIA also mandated dial die Sccielary of dir U.S. Ucpaiimrut ol
Ifcallh and Human Services culisl lire help ol die Insliliilc of Medicine
:10M) of llii* N.ilinual Academf ol Sidlers lo slinly Ilir advcise ellccls of
hildimoil van ine*.  The HI VIA «ailed loi Iwo specific similes. Ihe liisl.

LXi:<im\ I, SlimiM!)

nuuidalrd millet Section 312 ol IM.. 99-ifi0, was lo addicss die srtinus
advcise cllcds ol peiiiissis mid mhelhi vaccines. Ilic (‘omioillcc lo llevicw
die Advcise Conserpicuces of I'cilussis and Rubella Vaccines published ils
findin%}s in 1991 (Insliliilc of Medicine. 1991). Appendix A coiilains die
fixcenlive Sunimaly of dial repoil.

The second study, maudnlcd iiiulei Section 313 of IM.. 99-fifd). was lo
icvicw advcise events associnlcd wilh oilier vaccines commonly nilminis-
Icicd during childhood. The Vaccine Safely Committee, which was chaigcd
wiili peifmming die second slmly, was convened cmly in 1992. The icsulls
of dial impiiiy me piovidcd in lids icpml.

Till? CHHAIM21? TO Till? COMMITTKK

Ihe mcmlicis of die iiilcidisciplinnry. Id-iiiembcr Vaccine Safety Com-
millcc have cxpeitisc in such ateas as immunology, pcdialiics, internal medicing,
infectious diseases, urinology, virology, microbiology, epidemiology, and
public licnllh. The commiiice was clinrgrd with (1) icviewfng Hie iclcvmil
.scientific anil medical lilcimine oil specific lisks lochildien associated with
die vaccines or vaccine components directed against telnmis, diplilherin,
measles, mumps, pulio, /hrrrrro/r/ri/rrt iiijliicnwe lype % mid hepatitis 1)
cuiiciitly licensed fm use in die United Stales nud (2) levicwiog die avail-
able data mi specific lisk-mndifying fnclms. dial is. ciicilinsiattces under
wiricli adioiiiislialimi nl dicsc vaccines increases die lisk of an adverse
event, chiitnclctislics of pumps known lo lie nl incicascd lisk ol an advcise
cvenl. ami liming of vaccioalimi dial incienscs die lisk ol an advcise event.

Uisk-hcucfil conipaiisons IN tecuiiimrndalious aliiiul iuunuuixalinn sched-
ules wcic nol wjdiin die chaige lo die Vaccine Solely (‘onmiillcc. Despite
die name of die cnmmillcr, many aspects ol vaccine salcly, such as pmily
standards oi piodticliini Iccluiiipies, also weic beyond die coininillcc's charge.

flrilli 10M sliulics mandated in P.L. 99 ftfil) entailed die evaluation of
die weight of scientific and medical evidence hemmg on the question of
whether a causal iclalion exists between ccilain vaccines and specific seri-
ous adverse events. Like llic Commiiice lo Review die Advcise Consc-
rgtciices of I'cilussis mid Rubella Vaccines, die Vaccine Safely Commiiice
itppionched ils task from a poxilion ol iirnlinlily. presiiiiiing nrillici die
picseiicc nor die nhscnce ol a causal iclalion between (lie vaccines tuil llic
advcise events under cniisideinlinu.

Till? STUDY PHOCKSS

Ovci die comsc of 18 niniilhs. die coutmillcc met six limes, icviewed
mote llum T.I)IIII uhslinrls nl sriritlilic mid ticdical slmlirs, trail more Ilian
20110) published hooks and unities (including many mmiios in die non-



[ | milliiu n inis .twin imiii iiiiii i mi miniiii i.<iinis

linglisli lilciiiimc). anall/sed inimmnlimi hum U.S. Public [lilt|mGeivicc-
ndmiuislcicd icporling *«yMeins Im mlveisc icnclinux in vmciucs, mill cmi-
vilified nuilriiiil stdunillcd tty ililricMcil panics.  llic commiiice .solicited
input_Imiiii scientists wlui wetc invilrd In pmlicipalc in Iwn upon scientific
meetings el limn ntlici inleicslrd 8anics nl two npcn puldic meetings
Details _|cqmd|nP Imw ihe rummilk'C gnlhned iidiiMiinliuii me given ‘in
Appe_lndlx . Al snlicnl inluiiniilinn hum limxc irview.s is cmilnincd in lids
icpuil.

p IM.. 99-Cd'dl Milled ihnl die icvicw was In include Ibuse vnteincs cov-
cicd hy die Niiliiiiuil Viicciuc Injuiy C'nuipcusnlinii Piugimn. inciiiniitiins
liifliirnine type Iiélllillt) mid lirptilifir. II vmciucs weir milled Im coiisidci-
nlinn because nl aie increasing use nl ilie.se vaccines mid die supposition
Inl in die uciii Inline lliey eniild he iiiiindiiluiy vaccines tovcicd hy die
Niiliiiiiid Vneeine Injuiy (‘ninpeusniiuu Pio.g?iam lic lisl nl advcise events
liiveMignled fm diis tepuii dciived piimmily hniii negotiations with irpic-
seninlives nl die U.S. Public liciiltli Service. IInwevcr. pieliinintny investi-
gations iniu itdiliiiiiniil ndveise evruls weic piunipled hy ipiciics liuni inlci-
csicil RthS. nr-cntiiniilter nicnihcis. ~Allci considering the infninialinii
fimu_ these picliniiuiiy iiiveMigulinus. the cinmiiillce lidded scvcinl vaccine*
lidvei.se cvenl ichilinns In die migiunl lisl. Table Il 1 in Appendix Il con-

Inins n ciuiiplclc listing nl the specific vaccine-adverse event iclnliuus un-

der study.

Theyicpmi begins with hnckgtnmid inhumation  Chnpler 2 cunliiins tin
in-dcplh discussion nl die nppiuttch used hy die ruiiuiiillcc in weight die
evidence and nsscss cnusnlity. lultiiiciliitn nil die ucmoloPic disiudcis mid
immunologic lencliuiis discussed in much nl die icpuil is cniilnincd in Cluiplcis
1mul 1, Chnplcrs through 9 include die vnccinc-specilic evidence mid
conclusions. ~All iiifntenaliun (evidence, cnusnlily mgumcul, and conclu-
sions) |cdgmd|ng denlh us nil mlvcisc eveul nssnciuled with vncciiuiliiui is

cnninincd in Chnpler 1d.

IWinit p.ffeclt of 1emissix mill nuticliu Pm<met (Insliliilc nl Medi-

cine. 1991). die icpuil of die prcdcccssni IOM cniiunillcc. piuvides nil in-
deplh icvicw nf Ihe lilcinluic concerning die miver.se events nssnciulcd with
diphihciin mul lelninis Inxnids mid pertussis vnccinc (01*1). us well us pertussis
viicciuc, mid slinuld he referred In fur cnncliisinns icgmding DIM'. - Appen-
dix A cuninins die I'xcculive Summary id ihnl icpuil. llic eluuge In die
Vnceine Snfety Ciiuiinillee wns in cxiutiuie miveisc cveuls nssnciulcd wiili
Iclnnus Insnirl ns wrll us Irimuis mid diphlheiin Inxnirl cninhiuuliiui Fiepniri-
linns. Ilic crniiniiliec icviewed dnin concerning DPI" if die dnln nisn con-
cerncrl ilipluhciiu mid Iclnnus Inxnids Ini pediatric use (DI I: however, il
was heynnd die cuinniillcc'x senpe In make cnnclusinir. nliuul peilussis
vnceinc nr DP I

llic (DM Cininiiilicc in Kcview ine Athcise | 'niiscipiemes nl 1Vilussis

IMI Hill I .MMMMWI

mul Itiihclli! Vncciues nuide deleiiiliiinliuus id cnusnliiy only Ini mhclhi
vnccinc and lhe itihelln vnccinc cnuipuncnt id nitdlivalcitl vncciues. hul uni
Im mcensles-mtimps inlicllii vmcine (MMID linis, llic VaccineSafely C'nimiiillec
icvicwced dnin regarding imnuuii/ulinii willi MMU as well as dnin nil ninnuviilenl
ineiislcs and iiinnips picpmnlinns.  The cnmmiltrc Inis mndc sepmnle deter-
miiinlinns nl cnusnliiy Ini die measles mid imiuips vaccine cniupniienls Ini
ihe .idvei.se events Im which dnin wcic nvnilnltlc. pniliciihuly il measles nr
turnups vncciue-Miniii vims was isnlnlcd hum the pnlicnl. hi ciicuuisimices
in which a cnusnliiy nssessmeul specilic In mnnnvuleul measles in mumps
vncecinc wns mil possible, diis is Milled in lhe rnucltisiuii trgmding dial
.specilic mlvcisc event

In circuniMimces in which die sunmiillcc rlelemiiiicil ihnl n cumpniieul
id a mullividcul picpmiilinn was causallx icluled in uspecilic mlvcisc event,
hul ilicic is wu diiccl experience id such an udvcise cvein hciug caused hy
die mullividcul picpiutilitm. the cummiilee Mules lliis. hul judges dial Ihe
cnmhiueil piepiunlinu nisn is causally related In dial adverse eveul.

Many case icpmls described an mlvcisc cvenl(s) in a pnlicnl who ic-
ceived mine llimi one vaccine. A common cumbinulinii. ns i icsull nl the
immuni/alimi schedules lecniimicmlcd in die United Slides, is DIM, nml
polio vnccinc, nml Ililt vaccine. Assessment id causality in those icpmls
wns oioic ilillicull llian il die psilicul had icccived only one vaccine nr
vncceinc coiliprnieul. hul the commiiice cniisidcicd Ihnl die icpmls cnuld he
llienielicully suppnilivc id cnusnliiy Ini die cimihimilioii hul mil in them-
selves sulliciciil In nlluw a litin judgilieui icgmding cnusnliiy.

CAIISALTI'V AND WKKJII UP P.VIDKNCP

As discussed in delail in Chapter 2, die commiiice considered lour
lypcs nl evidence: hiningic plausihilily: case icpmls. case series, nml mi-
vmiliollcd uhsrrvnlinunl studies: cuulinlicd nhscrvalionnl studies; mid cun-
hulled elivieal dials. Ihe cmmolllcc used ipialilalive mid ipiaulilnlive ap-
proaches In weigh each lypc id evidence. Talilc I-1 cnulaius asummarr Id
the difleteiil lypcs id evidence Im every vaccine-adverse event iclalion
studied. Ilic cmmiiillcc believes ihnl allhuugli il is plausihlc Inal (here is a
causal iclalion hclwecn any id die vaccine advcise cvenl associnlimis mulct
icvicw, plausihilily has heen dciliousliuted only Im ccilain ones id llicse.
lhciclme, inlmiiialimi un Ihe plausihilily u( a causal relaliuii was classified
in Table | I ns cidicr [liemelicnl unly m as dcuiuiislinicd. Ihe oilier types
id evidence weic dnssilied in Table *-I ns unucxislenl. itidcleiiiiinalc, or ns
weighing, mi die whole. Im or ngniuM a dclcioiiiinlion nf a causal rclalimi.
I lie coiisidcitilimi ol all fom lypcs nl evidence as a whole led In .. cum in-
sinn of the linal weiglu u( cvideme irgmding cmisalily Taldf 1-2 tiililniiis
these cmiclusimis.



Vaccine and Adverse Evem

Oinmlirriu <jmi Ttianiu A;winlf

Enceohjiop.uhy

.niantile spasms-*

DT only)

Residual seiture disorders
uncr man inrannle ipasms

Demyelinanng disease* or
ene central nervous system

Juiilam-Barre svnuronie

Mononcuropamyv

Brachial neuron

Arthritis

Erythema muliiiorme

Anaphylaxis

Death trom SIDS (DT onlyi’

Urotus Vcennr
Encephalopathy

Suoaeuie sclerosing
panencephalitis

Residual seiture disorder
Sensorineural deatncss
Optic ncurms
Transverse myelitis
Cuillam-0Oarre svndrome
Thrombocytopenia

Insulin-dependent
Jiaoeit* mtlinus

Biologic Plausibility?

Oeninnsiraied

Tlieoretical onlv

Theoretical onlv

Demonstrated

Demonstrated

Theoretical only

Theoretical only

TVeoret.cal on

Theoretical o00i<

Demonstrated

Theoretical only

Demonstrated

Demonstrated

Demonstrated

Theoretical only

Demonstrated

Demonstrated

Demonstrated

Oemonsiraied

Theoretical only

Case Repottj. Case Series, and
Uncontrolled Observational Studies

Indeterminate

Vo data

Inueiermmaie iDT. T)

Vo daia (Td)

For

For tT)
Inueiermmaie iDT. Tdl

Indeterminate iT. Tdl
No daia iDT)

For iT)
Indeterminate tTdl
No data iDT)

Indeterminate

Indeterminate (DT. Tdl
No data tTI

For tTl
Indeterminate <DT. Td)

Indeterminate

Indeterminate

InJeterminate

Indeterminate
Indeterminate (M.MRI
Indeterminate
Indeterminate
Indeterminate

Indeterminate tmeaslesi
For ttMMRi

Indeterminate *

Controlled Observational Studies and
Controlled Clinical Trials

Against iDT)
No data iTd. T)

Against

No data

No daia

No daia

No daia

No data

No data

No data

No data

Against

Indeterminate

Indeterminate

Vo data
No data
No data
No data
No data

Indeterminate tmcaslesi
VodaijiMMR)

Indeterminate



TABLE 1-1 (continued)

Vaccine and Advene Eveni
Anaphylaxis

Death from vacctne-stram
viral intection?

Unuipi Vuteint)
Encephalopathy
Aseptic meningitis
Residual seizure disorder
Neuropathy
Sensorineural deatness

Insulin-dependent

diaoeies mclliius
Sterility
Thromoocytopenu

Anaphylaxis

Pdio \uare tOPVjnJ IPV*

Cuillain-BarTe syndrome

Transverse myelins

Poliomyelitis (OPV onlyi
Thromoocyiopenia ilPVi
Anaphylaxis [IPV>
Death from SIDS"'
Death tram vaceinc-siram
viral iniection. including

trom paralytic polio-
myelitis tOPV onlyi'

Nrpviuu 8 Vuctmt
Guillam-Barre syndrome

Demvelinanng diseases ot
me central nervous tyuem

Arthritis
Anaphylaxis

Dcaih tram SIDS"'

Biologic Plausibility*
Theoretical only

Oemonsiraied

Oemonsiraied
Demonstrated
Theoretical only
Theoretical only
Demonstrated

Demonstrated

Demonstrated
Demonstrated

Theoretical only

Demonstrated (OPVI
Theoretical only (IPV)

Demonstrated 10PVt
Theoretical only «fPV)

Demonstrated

Theoretical only
Theoretical only
Theuretical only

Oemonsiraied

Oemonsiraied

Oemonsiraied

Oemonsiraied
Theoretical only

Theuretical only

Case Reports. Case Series, and
Uncontrolled Observational Studies

For

For

Indeterminate

Indeterminate

No data

No data

Indeterminate iM MRt

Indeterminate

No data

Indeterminate

Indeterminate iM MR)

ForlOPVt
Indeterminate (IPV)

Indeterminate tOPVi
No data ilPVS

For

No data

No data

Indeterminate

For

Indeterminate

Indeterminate

Indeterminate

For

Indeterminate

Controlled Observational Studies and
Controlled Clinical Trials

No data

No data

No data
No data
No data
No data
No data

Indeterminate

No data
No data

Nu data

For tOPVi
No daia ].IPV].

No data

No aata
No data
No daia
Indeterminate

No daia

No data

No data

Nu data
No data

Nu data

i ininmml



TABLE 1-1 lcontinued)

Cjsb Repons. Case Series, and Controlled Observational Studies jnd

VamlmardAdverse EVEH[ B|0|Og|C PlaUS|b|||ty1 Uncontrolled Observational Studies Controlled Clinical Trials

Hutmniihilut miiutn:ue rype b vaccine

Ouillain-Barre syndrome Theuretical only Indeiermmaie Nu tlaia
Transverse myelins Theoretical onlv Indetermmjie No data
Thrombocytopenia Theoretical only Indeiermmaie Indeterminate
Susceptibility to early Demonstrated Indeterminate For iPRP)

Hib disease'l Against uonjugaied)

Anaphylaxis Theoretical only Indeterminate No data
Death trom SIDS' Theoretical onlv Indeterminate No data

JUiutitrminuir indicates that there is evidence in this category, but (he commiiice did not consider that, on me whole, it weigncd eitner tor or
against a causal relation. Vo ,/oro indicates that tne commutes did not tind data ot this type directly bearing on a causal relation between the vacatne
and the adverse event.

The committee considered all advene events 10 be theoretically plausible and. ineretoie. classified pljusibiluy m support at causality as eitne:
theoretical only or demonstrated. Demonstrated biologic plausibility refers to mrormation on the known etteeis ol the natural disease against »tli(.1
the vaccine is given and me results ot animal experiments and in vitro studies.

eUnless noted otnerwise. the classification tor temnus toxoid iT). dipnthena-ictanus toxoid tor pediatric use iDTt. and letanus-diphtnena tosoid tor
aduit use iTd) is ihe same, The commutes was nut charged wuh assessing monovalent diontheria toxuid ur tne combined diohineris and teianus
toxoids and pertussis vaccine IDPT). In Appendix A. see ihe Executive 5ummary ot AUvrrte Etfrtti P trtuittt unit Riihfllu Vuitintt tor conclusion,

about DPT.

<infantile spasms occur only in the age group that receives DT but not Td or T. A possible causal relation between intaniile spasms and Td and T
was not examined.

‘tn this table, the committee summarizes ihe data regarding the causal relation between ihe vaccine and only those deaths that art classified :>
sudden mtant deaih syndrome iSIDS) or that are aconsequence of vaccme-strain viral miection. SIDS occurs primarsly in infants too young to reteivr
tetanus and diphtheria toxoids for adult use. measles voceme. mumps vaccine, Of usually, tetanus toxoid. Therefore, a relation between tnese vaecmti
anu SIDS was not assessed. |f the evidence favors tne acceptance of tor esublishexi a causal relation between a vaccine and an adverse event, and |
mat adverse event con be fatal, then m the committee's judgment the evidence favors me acceptance ot tor estaoiisnesi a cauul relation oeiween me
»aec:ne and death trom the adverse event. Direct evidence regarding ueath in aisociauon with a potentially fatal adverse event that itself is causall»
related to the vaccine is limited to tetanus-dipnmeria toxoid tor adult use and Guiltai.n-Barte syndrome, tetanus toxoid and anaphylaxis, and oral pouo
vaccine iOPV) and poliomyelitis. Direct evidence regarding death in association wuh a potentially fatal adverse event that itself it causally related :o
the vaccine it lacking tor measles vaccine and anaphylaxis MMR and anaphylaxis. OPV and Guillain-Barre svndrom*. hepaims B vaccine and
anoonylaxis. and Huemnphilui in]iurn:ar type P unconjugated PRP vaccine and earlv>onset HurmopniIUi m i|Utniattype b disease in children sge IS
monmt ur niiur receive their first Hib immunization with unconjugated PRP vaccine. See Chapter 10 tpr details. The data are mdetemiinatt
regarding ihe causal re'snon be ween me vaccine and causes ot death otner than those discussed above. Daia regarding deam as an adverse
consequence of Me vaccines ui.utr review are discussed in Chapter 10 rather than in the vaccine-specific enjpters

eThe commute was charged wuh assessing me causal relation between several adverse events and measles vaccine or mumps vaccine. The

committee was not charged with assessing monovalent lubtiU vaccine In Appendix A. set the Executive Summarv of AUrrne Effm i Prnuint

turn Prilu Vu -tinrt tor conclusions regarding rubella vaccine. i.MMRt indicates that tnedata dense exclusively tromme mulnvairni preparation
‘OPV is oral golio vaccine: IPV is inactivated polio vaccine.
e"he commute# assessed data regarding me increased »u»ceotibiliiy to Harmnptutm type 0 disease wuhin 7 days ol immunization wun

Htits»nhilui in/zurs:ue type b vaccine. For tnis adverse event onlv. me committee wasaoie toseosrate me data regarding ihe unconjugated iPRP’
vaccine trom me data regarding the conjugated vaccines.



. TABLE 1*2 Conclusions Based on the Evidence Bcarintj on Causality

DT.Td/T Measles'l Mumps'l OPV/IPVn

Ctuetiirr | mvu Etuieme Beunnx on j Guiol Reunion

Transverse myelins
[PVi

Neuropathy

Residual seizure ThroinrHKviopenu
disorder 11PVL

Siupnvi.isis 11PV1

Cjiexon 2. The Evidente It Imitleuiniir to itvein or Relctrj Cuiihii R..»linn

Transserse mvcliiis
tOPVi

Residual seizure Exeorulopjiny Encephalopathy

disufder other than
intaniile spasms Suoacute sclerosing Aseptic meningitis
Ouillaiii-Ojrre

ssndronie «IPVe

pjnenceonalnis
Sensorineural
dearness i.MMR;

Demselmating
diseases of (he
crniral nervous system

Residujl seizure
disoruer Oeatn trom SIDS'
Insulin-dependent

Sensorineural duoetes mellitus

deafness iM M R ;

Mononeurcpatns

Arthritis Steriluv

Optic neuritis

Entnema muinforme Transverse myelitis Thrombocytopenia

Anaphvia*is]

Cuillam-Barre
eendrome

Thromoocytopema

Intulin-deoznoeni
duoetes mellitus

c¥/f2inrv }. Tht £\wentr runtil Rtjrttinn td u Cjuiol Rrluiuw
Lxephalooaihs'

Infantile spasms
iOT only/

Oeath from
SIDS tDT only/ *

Cuirrm J Thrensrsir futtttt Atttpwnt >1* Cuuiut Rrluinm

Guillain-Da/re
ssndiome iOPV i

GwiiUtn-Ba~t Anapnstaist®

i encrome*
Brachid neuritis'

Hepatitis B

Cuiilaiii-Bjrre
ssitutome
Oemselinaiing
Ji.«r;liss nl thr
cent.at nervous
sy «iem

Arthritis

Death trom SIDS’

H intlinn:jc ivpe b

Cuill.im-Baro
svndriiitic

Transseise myetnis
Tliromhooiopenia
Anjons lasts

Death from SIDS

Early onsei rl
iwIntn:jr b disease
iconjugaie vaccinesi

Earlv-nnset H
tn/lurn:ar b disease
m children age IS
months nr Oder who
receive mtir first
Hib immunization
enh unconjugated
PRP

I miiinuf



tAtfLh 1*2 tcontinuedl
DT.TI/T Meailes* Mumps* opv/ipv™ Hepatitis D

Cdirtnry J Thr Enditntr Biiahliihes J Qiivial Riiulinn

Thtombocytopenu Poliomyelitis in Anaphvlaais
(MMR) recipient or contact
i0PV»

Anaphylasis [M MR|J

Death from measles Oeain from polio
vxcineutmn viral vxcine-ttrain viral
infection*) mtection*J

"If me daia derive irom a mor.ovalem preparation, men m the committee « judymem the causal relation etirndt 10 muliivaient preparations. Il
me data derive euiuitvely from MMR. mat u to indicated by iMMRI. In the absence ot anv data on me monovalent preparation, in >he
committee > judyment the causal relation determined for me muliivaient preparations does not attend to me monovalent components.

'For some adverse events, me committee Wwes cnaryed wan assessing me causal relation between me adverse event and only oral polio vxeme
OP\t iparatytic and nonpa/alytic poliomvtluisi or imlv inactivated polio vaccine ilPVi iinaonyiatis and tnromoncyiopeniai. If me cotsciuubs™
are different for OPV m «n for IPV for ihe other adverse events, mat it so noted.

This table lists vetyni-of-fvidenct determmaitont onlv foe deaths that are classified as SIDS and deaths mat are a consequence ot vxeme strain
viral mtection However, if the evidence ravors me xceptance of lor ettiM iihcii a causal relation between a vaccine and an adverse event, and mat
advene event can be fatal, then m the commuter s judyment me evidence favors the acceptance of ior establishes! a causal relation between me
eac>:ne and death from the adverse event. Direct evidence rtyardiny drain in association wun a vxcineatiotiaird adverse event is limned 10
trtanus-Jiphiherta losotd for adult u»c iTdl and Cuillam-Banc syndrome, tetanus toso<d and arupnyiatis. and OPV and poliomyelitis Dim:
evidence myardiny drain in association with a potentially fain adverse event that itself is causallv rtiated to the vaccine is L xim f for measles
vxeme and anaphvtasn. MMR and anapnyiatts. OPV and GuilUm-Barrt syndrome, hepatitis 9 vxctne and anaphvtasii. and H iiq|mnluttype b
ufhoniuyaird PRP >xcmec and tarty-onset H inrfuencae tvpe b disease m children aye Il months ororder -ho receive their first Hib immvnuaiion

esirunconjuyated PRP vxctne. See Chapter 10 tor deta.ii

"'The evidence matuupiunet aca«ul relation for jnaehviiiis dtn*es from MMR. The ««de«sce reiardusy monovalent measles vxctne fsvtsrs
xceptance of a causal relation, but art teas convmemy. mouly because or incomplete documentation or tvatproms or the post.Me atscnssaaion of
svAptoms »y medical intervention.

The evidence derives from studies of diphtheria-tmnus tosovd for pedutrsc use iDT> If the rvidenet favon rejection of a casual rttauon
between DT and encephatopamv. men m the committee sjudyment me niOcvrt favon rejection of acauui rrtatnn between Td and tetanus tsto>d
sad enctpftaiopaiAv

«IbfMUte spasms and SIDS occur only Men att yrovs that receives DT but nor Td or tetanus tosovd

*'The evidence C» “ts mostly from DPT Because there are supportive data ravorwy rejection of acausal relation between OT SIDS as wet)
| me ewdence 'i»on rejection of a causal rttauon beewees DPT and SIDS thenm me comro.itet s [utintM use evidence favors rejection or a
causai relation between DT and SID S

The rvidenct denvrs from tetanus sosovd tf the evvdence favors xcepuacc of ior esuM uhrti acausal relation between sctMua sosovd snj an

ajvene event then n me comm.net s judgment the r*«oevt favon xcepunee of ter mabt.shtii a causal retarson between DT and Td and the

advene event is well
The iaca const ptsminiy from mdjvtduau proven to be snunoeompromised
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Ilic rummiller tupnui/cd lhece cniidneiims jnlii live cnlrpuiir.®.  lie-

*iwn need hy Ihe | mumiitcc In Mevictv ihe Adveiac I'ltuccipirmTanl I'ci

mul Ituhdhi Vindues. drcpilr extrusive cxplminliuns in hnlli llic fimluulcs
nml ihe leal, the Vnirinc Siilely Cnininillec itilnplctl niic ininni mudificn™
linns in Mhnjiii|i iinrinini in hel|i in ihe inlei|nelnlinn nl ihe picscni rrpml
In (iniliinic lemlinji hy Hrsr liniiliiii tvlli ihe lejiml nf ilic picvimts cum-
miller. lhe picsrnl tnimiiillec ninininineil hnlli ilic innnhei nf enlcfturie.a
(five) nml Ihe nnlci nf ilmsr rnlcpmirs hul mmlilieil The winding in m
nllcrpl m rimify in inmnfiili ~ linwevei. the Vaccine Snicly niillcc
(which line Mime nvcihip in inmniillre iiiemIK*i*hili nml sisill iviih llie CM*
lici inmmiilccl I*clirves ihnl ihe tnlc|tiiiici icpicsenl ihe Mime iimccple
iiilemIril hy ihe pirdrcrcetn cnmmillcc  Ihe entrymice me:

1 Nhevidence hrmiuy nu ti cnusnl lehilinu

2 lhe evidence ic iiinileifiinle in nue|'l in lejeil ncmienl lelnliuu
V' Ihe cviilemr law n lejcdinu nl nuiiimil lehilinu

4 lhe evident ¢ lavnn nieelilnuie nl u kiiimil lehilinu.

" lherviilruic ccInhlichce n ciiiimil lehilinu

llinpici 2 cttulninc X ilhnininii nl ihe ciitciin used hy the innmiillee Im
etch ilrleimlunliun nf Ilic finnl weiyhl nl rviilciKT

Ihe evidence fnvms iriecliuu nl. lavms niccpimitr nf. m establishes n
muml irlnlinu Thiwecii n vimine nml mi mivcicr event in itfijimtimiilcly
ere lhuil nl llie iclnlinnc cIndird  I'm Ihe iillici irlnliimv 1he evidence wai
emiileifiinie lit mirpi m irje»| a taiiMl id.ilinu ni Mine was tin cviitrme
Ijiin|r nu Mr irlnlinu 11 ic ini|Hiilnul in mile Mn llie nee nl llie Icim
inthfn/iiHtr 1lnee uni nneccmily imply Mil Mr dnln wrir «anr  In miiiic
Cicec llie i miiinillrr identified nil nhiiivhime nl ihi.i  Thmrtn. nca whole.
of Ml uni hum eilliet mu'l'lnnu’ in icjt'tinin nl nianvil ichtlinn  In llic
INC lielmv. The M(ieiuii|H Itlleic lelei Inihe Miliinivhic imicc m liddc *
2 lic nnirc in Inhlec 1 1 nml 1 2 me imrpial In inlei|'ielnliim nl llic
;glndlmye |lie cnmmiller ir.n linl llie lidhnviny iintdiivitiuc icymdinj; tail-

1y
I hr evidence linm icfctinm nl a i.mul id-Mumliriwcen

e ihphMeii.i ml Iciniinv Incniilc nmd rorpli. tiip.iME) 7 inlnnlilc tjucniv/
ami ilenlli fnmi cmidrn Inlanl tlraili vymlinme (STInml

o tMijityair 1|ih vmditrt nml rally nmct Ihh dicracr

Iie cviilemr l.tvinc attrprune nl a caitval icl.iinm liriwccii

* ihpliMciia nml Irlamic Invniilc nml ISiiillain [l.mr cyndiuiiir* ami
his<hul irrmilie.*

o dirailr. i,mim iml m Ph)livivj

i\ /M7 siiMHMD 17

<l |inlin vntcinc nmd (inilliiin Hnni* cynilinme.
o imemjlifinicil (1119 IlIh vtnelnc nml cnily-nncel 1 disease in
thilitieu nitc IH numllic nr nldci Wlin irecive Ihcii iml MIl imimml/nMim

llic evidence establishes n cniisnl iclnlinn liehveen:

diphlhriin nml lelnnnx incoid. nml nmiphyhixis.*

* incudes vnecinc N ilenlli ".uni nriiclec vitccinesliniii vimd iulectmn.'1

- menslesnmmpce inhce’. i vimine ml Miumhneylu*ciiln n inmpliy-
hixis,

ol puliii vnecine nml pullnmyelilis nm ilenlli finni polio vnecinc™
cliniu viml inlcclinn.' nml

*  hepniitic Il vmline nml miaphyhuiv

IH ihe vnd imiiuiily nl vnicinc mivcicc eveni ichiMunc ciuilicd, flic
iliiin enmc pieilnmliinnMy limn imeniilintlcil Micx nml nice icpmls  Mncl
nl llic piiMninyie timtlilimic cluilird me imr ni llie gcneutl [«npulnliim  The
lick nl devrIn|iinp Mear cniiililinuc heemice nl vmtimiliim wardil Lirrni In
lie low  Williuil npcspeeilic incidence mic* mul iclnlive lick cclinmic.c,
limveved. il ic mil (Niaalile In entculnle live pinpiulinn nl imlividiinlc winoe
tniiililinn ic emicnlly ichilrtl m n vnccinc.  When llic dnin [*cimillcil. Mdi
clidinhiiimic (i ¢ . ilic tick dilfcicmc ni excess tick) weic innilc nml inn Pt
Iniml in llic inm liicimic in ( liaplcic S Hiinuyh »  lleemCC iiyc-gjiccilic
nuidemi mlec weic mil nvuiluhlr Im mmiy nl llie pnllininplc cniiililinuc
ciudicd rml Iterance cnulmlled rpidcudninglc clmlic* nl ihecc iclnlinn* me
Inckiug. lew Mull cclimnirc nndd be ntntlr

NKKII Milt tIC.Sr.AHCII AM» SIICVKII.I.LANc K

Hiuii’p ilc nllrmpl in Imd evidence ii yiniliiip cmicalily. ilic cnmmillcc
idculiliril ncrdc Im lecrnich and Miivclllaiuc id mivcice cvenlc  Wink in
Miecr airac will lielp in cimnc Mial all vaccilict MC1 me nc ficc finni the
tick id i niicinp mlvcice cvenle e jtnctihlc. Smnc nl llic ncede idemilicd me
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NIAID (Austrian)— San Francisco (Kaiser)
Trial, 1975-77

Austrian, with the cooperation of Marvin A.
Fried, conducted a targe clinical trial involving
13,600 subjects 45 years ol age and older enrolled in
the Kaiser Permanente Health Plan in San Francisco,
California (Austrian, et al.. 1976). A total of 6.850
subjects received a 12-valcnt vaccine (Types 1. 3. 4,
6, 7. 8, 9, 12. 14. 18. 19. 23) produced by Eli Lilly,
and 6,750 subjects received a saline placebo.

Data from this study have not been completely
analyzed, so there is as yet no conclusive evidence
from this study of this vaccine’ efficacy in prevent-
ing pneumococcal pneumonia. Nonetheless, two
findings can be reported. First, no cases of pneumo-
coccal bacteremia caused by the serotypes repre-
sented in the vaccine were reported among vaccine
recipients, whereas four such cases were reported
among controls. Second, about 60 percent of those
who received pneumococcal vaccine reported no
adverse reactions, about 40 percent experienced
discomfort or pain at the injection site. 35 percent
developed redness at the injection site, and 3.4 per-
cent developed a mild fever (Austrian, etal., 1976).’

NIAID (Ammann)-San Francisco (Univ. of
Calif.) Trial, 1974-76

Arthur Ammann tested the safety and efficacy of a
Lilly-produced 8-valent pneumococcal polysaccha-
ride vaccine (Types 1. 3. 6. 7. 14, 18. 19. and 23)
among children believed to be at high risk of contrac-
ting pneumococcal disease (Ammann. 1977). These
children, who had either sickle-cell anemia or inade-
quate spleen function, were vaccinated at the Univer-
sity of California. San Francisco Medical Center.

Ammann administered Lilly’s 8-valent pneumo-
coccal vaccine to 96 high risk children: 77 patients
with sicklc-cell anemia and 19 with inadequate spleen

5*eublrt7*nd6tnch, i
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function. He then measured and compared antibody
responses to the vaccine among these unhealthy chil-
dren with antibody responses elicited by the vaccine
among 44 healthy children.

Ammann also immunized another 38 healthy
young people and observed them specifically for ad-
verse reactions. Further, during a 2-year postimmu-
nization period. Ammann compared the incidence of
pneumococcal infection among the 77 vaccinated sic-
klc-cell patients with that among 106 unvaccinated
sickle-cell patients.

Antibody titer responses to pneumococcal vaccine
among the 96 high risk children were good and did
not differ significantly from the responses among the
44 healthy children. Among the 77 sicklc-cell pa-
tients, the mean fold increase in indirect hemaggluti-
nation titers (i.e., the postimmunization titer divided
by preimmunization titer) ranged from 1.65 (Type
19) to 12.55 (Type 3). Among the 19 asplenic chil-
dren, the corresponding mean fold increase in titers
ranged from 1.46 (Type 19) to 18.36 (Type 3).
Among both thesd groups of patients, a mean fold in-
crease of 2.00 or more was recorded 3 to 4 weeks
after immunization for six of the eight types of pneu-
mococci represented in the vaccine. A mean fold in-,
crease of 2.00 or more for six of the eight types also
was recorded among both groups of patients 1 year
after immunization.

The only adverse reactions Amrnann found were
local pain at the injection site and”ne case of brief
fever (38* C). During a 2-year postimmunization
period, he found no cases of pneumococcal infection
among the 77 vaccinated sickle-ccll patients and eight
cases among the 106 unvaccinated sickJe-cell patients
who served as controls.

Based on his results. Ammann’s conclusions were
that 1) the 8-valent pneumococcal polysaccharide
vaccine stimulates type-specific antibody formation
in patients with inadequate spleen function. 2) the
vaccine may help reduce the incidence of pneumo-
coccal infection in sickle-ccll patients and 3) the vac-
cine produces very few adverse reactions.

Appendix 3.7
CDC'S PASSIVE, VOLUNTARY CASE REPORTING SYSTEM FOR MONITORING
ADVERSE REACTIONS TO LICENSED VACCINES*

Introductu

Vaccinations are recommended and administered
lo millions of cLIdrcn and other individuals each
year on the presumption that the benefits far out-
weigh the risks. The benefit side of the equation is

straightforward: vaccinations can prevent serious
disease. The risk side is not as straightforward, since
it includes factors that are known and others that

eThu sppendu ijpsri trom ihe IiiWl it <vrrh*nm reproduction

0l CDCs alrlcUl written deter pnon €1 Iit tyttem tot monitoring
jnd trpcrim* ichrrw mcenontlo licensed VKtinn
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nay exist but have not yet been discovered. Il isnec-
essary. therefore, to maintain surveillance of potcn-
ial risks of vaccination to continually reevaluate
vhether individual vaccinations are, on balance,
.00d for people. Such surveillance is important, not
inly to provide potential vacrinees with accurate in-
ormation about the consequences of vaccination,
>ut also to stimulate improvements in the vaccina-
ion process or recommendations that will minimize
ereliminate the risks.

The surveillance of these risks, or adverse rcac-
ions to vaccination, can be carried out actively or
«assively. In the active approach, systematic and in-
ensive efforts are made to obtain reports of all
dverse effects following vaccination. An example of
his is a clinical field trial, required for licensure of a
ew vaccine. In the passive approach, a mechanism
i established by which individuals may voluntarily
eport vaccine reactions. The active approach iscom-
rehensive, but costly in terms of personnel time and
ther resources. The passive approach isnotcompre-
ensive. but it can be reasonably efficient at detecting
evere and uncommon reactions without substantial
xpenditures of time and resources since it makes
taximum use of existing reporting mechanisms and
rocedures.

The following discussion describes a passive sys-
?m for monitoring adverse reactions to vaccination
iat should be used by all immunization projects. In-
luded will be a form for reporting adverse reactions
a the Center for Disease Control where a National
.dverse Reactions Monitoring System will be main-
lined.

ystcm Description

The system description will center around these
tpics:

E designation of adverse reaction coordinators,

* establishment of a reporting mechanisms.

« stimulation of reporting.

« criterion for reporting, and

* submission of reaction reportsto CDC.

)esignation of Adverse Reaction
Coordinators

The responsibility for establishing an Adverse Re-
‘tion Monitoring System is that of each Immuntza-
on Project Office. The first step is to designate an
dividual on the immunization Project staff to serve
i System Coordinator. This individual will then be
sponsible for establishing the system in the Project
ra and for coordinating its operation.

In rst.bllshing the system, the first task of the Sys-
m Coordinator should be to have Adverse Reaction

Coordinators designated in each local health jurisdic-
tion within the Project area. These could be individ-
uals in county health departments or large public
clinics. In addition. Adverse Reaction Coordinators
should be designated in hospital emergency rooms
wherever possible and representatives of the State
and local medical societies and pediatric organiza-
tions should be invited to serve as liaison people to
the system to promote the reporting of reactions
from the private sector. (The establishment of these
contacts can be delegated to the local coordinators.)

The designation of Adverse Reaction Coordinators
will create a surveillance network which can be used
to collect information about vaccine reactions and
channel the reports to the points at which analysis
can be crrried out. These local Coordinators will
have the specific responsibilities of implementing a
reporting mechanism in their areas, of stimulating
reporting by the public and local immunization pro-
viders, and of making sure that reports are submitted
promptly and correctly to the Immunization Project
Office. The System Coordinator in the Central Office
may be the logical person lo be responsible for moni-
toring all phases of the opeiation and for submitting
reaction reports to the Center for Disease Control.
Copies of the reports should be forwarded to the
Regional Offices.

Establishment of a Reporting Mechanism

The next task of the System Coordinator is the es-
tablishment of a mechanism through which the pub-
licand immunization providers can easily report vac-
cine reactions. One possibility is the installation of a
toll-free telephone which can be called without
charge from anywhere within the Project area.
Another possibility is the designation of local tele-
phones in each health jurisdiction for receiving reac-
tion reports. Both methods may be used conjointly.

The telephones should be attended during regular
business hours by the designated Coordinator or
other health professionnal. A supply of the form.
"Report of Iliness Following Vaccination™ (Exhibit
One).* should be kept near the telephoned) so that
reports can be documented on it directly. Considera-
tion should be given to the use of tape recording units
to handle calls made after hours.

Telephone communication should be the primary
mechanism for receiving reaction reports in a Project
Area. It may be supplemented, however, by a
mechanism for receiving reports through the mail,
pnmanly from immunization providers. This can be
effected by supplying providers with the report form

'CDC* Report of IUneu FoIIowin% Vaccinationltom [Exhibti
Onelappear* in this appendu at figure J7A.
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Barbara Loc Fisher, Editor

To The Reader: Since the beginning of September, | havo been engaged iri a remarkable
dialogue with a scientist at tho University of Southern California whose work | became aware of after
reading an article published in the Riverside Press on August 28. Although the content for tho
September-October issue of THE VACCINE REACTION had already been scheduled, | came to tho
conclusion that this story was of such importance and potentially impacts upon so many individuals
suffering from unexplained neurological, psychiatric and autoimmune disorder symptoms, that the
entire issue should be devoted to covering it. | do not believe the significance of this research should
be underestimated or minimized and, in tho interest of public health and safety, expect that the Food
and Drug Administration and Centers for Disease Control officials responsible for insuring the public
health and safety will take their responsibilities seriously and act quickly to support continuation of
this research to confirm or disprove these scientific findings. Failure to act now could jeopardize the
health and well being of every baby born and every child and adult who may already be infected with
an atypical cytopathic virus they contracted through exposure to contaminated vaccines or exposure

to infected blood or body fluids. - The Editor

DISCOVERY OF AN ATYPICAL VIRUS INFECTING
HUMANS LINKED TO """A2L VACCINES
PRODUCED ON MONKEY TISSUES

In what could be one of the most important scientific discoveries of this decade, an award-
winning pathologist and immunologist at the University of Southern California, W. John
Martin, M.D., Ph.D., has discovered an atypical virus infecting both children and adults who
are exhibiting neurological, psychiatric and autoimmune disorder symptoms with diagnoses
including chronic fatigue syndrome, fibromyalgia, depression, schizophrenia, anxiety
disorder, seizures, developmental delays, autism, lupus, multiple sclerosis, Alzheimer's,
Parkinson's, unexplained encephalopathy and chronic vegetative states. Martin and his
colleagues at USCs Infectious Diseases and Molecular Pathology Laboratories have been
meticulously culturing out stealth viruses from patients for the past eight years and, in a
stunning development earlier this year, successfully identified one of the viruses as being of
African green monkey origin by using DIMA sequence analysis. Kidney tissues from African
green monkeys have been used to make the live oral polio vaccine (OPV) as well as other viral
vaccines during the past three decades.

WWEN‘-‘- Em:)l\DIMA distinctive feature of the virus

Martin and his colleagues has characterized is that it belongs to a novel class of atypical
cytopathic viruses (capable of causing pathologic changes in cells), which they refer to as




it into cats. In an article to be published in the December issue of Pathobiology, they report
their remarkable findings of what happens to the cats after they have been infected with the

virus.

M A casualty of the budget cuts that are hitting

California and other localities across the country, the minimal funding that has helped USCs
Infectious Diseases and Molecular Pathology Lab conduct stealth virus research has now been
exhausted. The Lab has been forced to drastically cut back on its research linking the
proliferation of atypical neurologic, psychiatric and immune system disorders in children and
adults to the detection of an atypical cytomegalovirus whose genetic code is almost identical
to that of a virus that is commonly present in the kidney tissues of the African green monkey
and could have, therefore, been inadvertently transmitted to humans during the production
of the oral polio vaccine. Committed to continuing their research because they know their
discovery has the potential to save lives, Martin and his seven colleagues have continued to
work without pay for the past month in an effort to keep USCs lab open.

W_-D _A Dr. Martin, who is professor of pathology and director of

USCs Infectious Diseases and Molecular Pathology Lab, has received numerous awards,
scholarships and fellowships during his 30-year career as a distinguished scientist at Harvard,
University College in London, University of Sydney in Australia, NIH, Food and Drug
Administration, and the National Cancer Institute. In June, Dr. Martin and Z. Zaki Salahuddin,
Ph.D., Li Chang Zeng, M.D., Khalid Ahmed, M.T., Jing G. Seward, M.D., John-Carl Olsen,
Inderjit Singh Seehrai, M.D., and Mark Nowicki, Ph.D., applied to the FDA for a 6-month grant

to:

1) Determine the prevalence of simian cytomegalovirus derived stealth viral
infection in humans;

They are proposing a simple, quick and cost-effective way to do that by performing
serological, polymerase chain reaction (PCR) and viral culture testing of blood and lymphocyte
samples already stored in the National Heart, Lung and Blood Institute at NIH which were
obtained during the federally funded Transfusion Safety Study (TSS) conducted in the 1980's.
The University of Southern California acted as the prime contractor for the TSS, a study which
was conducted because of the fear that blood products were contaminated with viruses,
including HIV. The goal of the Transfusion Safety Study was to try to determine the
prevalence of viral infections, including HIV, in well defined populations in the U.S..

In addition to the proposal to test the TSS samples for stealth virus infection, Martin has
already obtained permission from the Los Angeles County - University of Southern California
Medical Centers Institutional Review Board to test blood and fluid samples stored in their
archives if funding can be obtained to do it. The scientists estimate that if they tested a total
of 250 blood samples from both of these sources, it would be adequate to make an initial
scientific determination of the scope of stealth virus presence in the U.S. population.

2) To screen monkey colonies used for the production of viral vaccines for the
presence of stealth viruses.

THE VACCINE REACTION SEPT/OCT 1995



FROM | NATIONAL VACCINE IKTO. CENTER PHONE NO. : 703 594 3047

12
Serious Reports by Criteria |
for Selected Vaccines

TQiAiffrma: Total SariQUfl" Ufa-thrMlanina HoBDltali7ftd  Disable Dlod"

DTP 7371 1269 133 075 72 246
OPV 5632 1015 144 759 49 229
HIB Vftcdno 6059 1027 121 761 36 225
Hipalitia B 4227 383 37 241 106 17
MMR 3502 434 30 372 43 26
Td 630 46 7 36 8 1
DT 266 27 6 21 2 3
Vacdnes on VIT 10,969 1.710 1S3 1.332 152 278
Vfrcdnti not on VIT 10.944 1.740 218 1.300 163 286
Total Database 17,221 2,525 301 1.935 316 3C0

A report may contain more than one vaccine. These columns should not
be added.

More than one serious criterion may occur concurrently on one roport.

This column represents the reports where death was selected In Item 8 on
the VAERS form, and does notrepresent a determination thatdeath was
the direct result of vaccine administration.

W hen reviewing and evaluating data from VAERS, itis important to noto that
for any reported ovont, no cause and effect relationship has been
established. The event may have been related to an underlying disease
or condition, to drugs being taken concurrently, cr may have occurred by
chance at the same time the vaccine was administered.

Accumulated reported events should not be used to calculate incidence or
estimates of risk. They must bo carefully interpreted as reporting rates
and not occurrence or Incidence rates.



cROM ! NATIGNPL UfiCCIhE INFO. CENTER PHONE NO. : 703 594 3947 P23

13
Reports Stating That Only One Vaccine
Was Administered
November 1,1990 -July 31,1992

Bfipsiifi  ItiflljSgtiQUi:  Ltt&wiusit ~ fmp  Disablad  Pled
DTP 853 72 11 59 15 3
OoPV 15 0 2 6 3 1
HIB Vaccine 404 71 0 56 6 8
Hepatitis B 3507 229 27 13Q 75 0
* More than one criterion for serious may occur concurrently on one report;

therefore, the columns ot types of serious should not be added to obtain

the total number of serious reports.

W hen reviewing and evaluating data from VAERS, itls Important to note that
for any reported event, no cause and effect relationship has been
established. The event may have been related to an underlying disease
or condition, to drugs being taken concurrently, or may havo occurred by

chance atthe same time the vaccine was administered.

Accumulated reported events should not be used to calculate incidence or
estimates of risk. They must be carefully interpreted as reporting rates

and notoccurrence or incidence rates.
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NEW FINDINGS SUGGEST POSSIBLE LINK BETWEEN DPT VACCINE AND
CERTAIN FORMS OF BRAIN DYSFUNCTION IN RARE CASES

WASHINGTON -- A 10-year follow-up on cho children involved in a British
study to investigate the relacionship between diphtheria-pertussisetetanus (DPT)
raccination and brain dysfunction led an Institute of Medicine (IOM) committee to

m.onduct a new assessment. The committee concluded that the evidence 1is insufficient

a indicate that DPT vaccination increases the number of children with chronic brain

vrfumrrion because the dysfunction reported by the British researchers might be

elated to underlying brain or metabolic abnormalities.

Nevertheless cho committee concluded chat the evidence suggests -—- but

oes not prove — a possible link between DPT and chronic brain dysfunction, or

iach, in some of the children who experience a serious, acute neurologic illness

-thin seven days of vaccination. The committeo only can extend its conclusions to

tose acute and chronic brain dysfunctions as studied by the British researchers.

3och the I0OM committee and 3ritish researchers emphasized char these data

fer to rare occurrences and should noc alarm parents. The number of cases of acute

ccphalopachy. or short-term brain damage, expected to result from DPT ranges from O

10.5 per million immunizations. The subsequent risk of chronic brain dysfunction,

long-term brain damage, 1is smaller.

(MORE)

- '!ce(i cqopies of cho report. [PTVacClre and G'm'ﬂc Nervous Syscera m: A
Vv yS|S. are available from the Health Promotion and Disease Prevention
/ision, Institute of Medicine, at the letterhead address: tel. (202) 334-3935.

lortcrs may obtain copies from the Office of News and Public Information,

also at
i letterhead addrecs (.ontacts listed above).
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"As a pediatrician, 1 would noc advise parencs co forego DPT vaccinhacions
for their children,"” said committee chair Richard B. Johnston Jr., adjunct professor
of pediacrics ac che Yale Universicy School of Medicine, Mew Haven, Conn., and
aedical director ac March of Dimes, Vhice Plains, N.Y. ‘"Diphtheria, pertussis, and
tatanus are pocencially serious diseases chat pose real, proven threats to

unvaceinaced infants and children.”

In 1991 IOM issued a report chat found a causal link between DPT and

acuta encephalopathy. The evidence was insufficient ac chac time co indicate a

causal relationship between DPT and long-cera brain dysfunction. The appearance of a
single, new report — the 10-vear follow-up to Britain"s National Childhood
Encephalopathy Study (NCES) — prompted IOM to re-evaluate che possibility that DPT

sight cause long-term brain dysfunction.

The NCES, original results of which were published in 1981, 1is a case-
control study of serious, acute neurologic illnesses in children in Great 3ricain and
che only systematic study of long-term dysfunctions after vaccination with DPT.

Resulcs of follow-up assessments of tho NCES children were grouped into
six areas of dysfunction — neurological, behavioral, cducai .onal, motor, sensory,
and che ability co care for one"s self.

The I0OM study was supported by funds coordinated by che National
institute of Allergy and Infectious Diseases of tho Nacional Institutes of Health.
Bechesda. Md.

The Institute of Medicine is a privacs. non-profit organization that
provides health policy advice under a congressional charter granted co the Nacional

\cademy of Sciences. A committee roster is attached.

yie<i .
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inarandomized, double-blind fashion, and in this
study the difference between the reaction rutcs
following the extracted vaccine varied only
slightly from the comparative whole-cell vaccines.
The local reactions were less frequent with ex-
tracted vaccine, although the systemic reactions
were not significantly different.J20

In addition, there are no specific data concern-
ing efficacy or frequency ofuncommon temporally
related severe neurologic events with this ex-
tracted vaccine. In terms of currently identified
pertussis components, the extracted vaccine was
not characterized or standardized and efforts to
duplicate the vaccine suggested significant prod-
uct variability.

Poaalbla Componenti of Acellular Vaccines

Recent studies have significantly advanced our
undersanding of antigenic and other biologically
active pertussis_componenta.ia33~34'37,3,4044" *8-
46.68.56.50.75.711.123.US.138.146.201.322.323 regard-
ing these B pertussis components and their role
in the pathogenesis of infection and disease have
been extensively reviewed earlier in this report
(see "Antigenic and Biologically Active Factors."
p 939; Table 1; and "Pathogenesu of B pertussis
Infection,p 947). Thisinformation has afforded the
theoretical potential for designing vaccines that
contain only relevant protective antigens, free of
extraneous materials.

Development of Acolluler Vaccines in Japan

In Japan, pertussis ccmponent vaccines have
been developed that mainly contain LPF and
FHA.128238 Products of six manufacturers, using
slightly varying processes, have been marketed.
Componentvaccines produced in Japa.iare oftwo
types. B type containing approximately equal
amounts of LPF and FHA and T typo containing
a.preponderance of FHA, a lesseramount of LPF,
and somo agglutinogens. More than 30 million
doses have been administered to children, largely
T type. It is the T type that has had preliminary
studies of toxicity and immunogenicity in the
United States and the B type thot was used in the
recent Swedish efficacy trials. Acellular vaccines
have been used for routine immunization starting
at age 24 months in Japan since October 1981.
The data concerning protection and sido effects
are derived from immunization of 2-year-old chil-
dren and may or may not be applicable to im-
munization of young infants.

Transient Local and Systemic Reactions

In general, transient local and systemic reac-
tions caused by acellular vaccines wore less fre-

972 PERTUSSIS

quent and milder when compared with Japanese
conventional whole-ccll vaccines. A small number
of children in tho United States received a Japa-
nese T-type component vaccine and similar mild
reactions were observed.247"24@However, in Japa-
nese clinical studies several findings of special in-
terestwere noted. It was noted that local reactions
appeared ata much later time after the first dose
than following subsequent doses. Inone study, the
mean interval between immunization and local
reaction was 7.9 days following the first dose and
decreased to 2.6, 2.2, and 1.9 days following the
second, third, and fourth doses.238 Tho observa-
tion suggested delayed hypersensitivity to the in-
itial dose and an accelerated response to repeat
doses, although its significance is unclear. Also,
inone study, the frequency of local erythema and
induration on the first day after vaccination in-
creased from 6% after tho initial dose to 25%, 30%),
and 41% with successive doses.*38 In a few cases,
following booster doses there was marked ery-
thema and swelling of tho arm from the shoulder
down to the elbow, some with appearance of blis-
ters.243 It should be noted that in Japan these ad-
juvant-containing vaccines arc given by deep sub-
cutaneous injection rather than by intramuscular
injection, which is the usual method for DTP vac-
cines that contain an adjuvant.

Temporally Related Severe Events

Following a brief suspension of immunization
in 1975 in Japan, immunization was rcinstituted
using the same whole-cell DTP vaccines starting
at 24 months rather than at 3 months of age.
Cases of presumed vaccine-associatcd reactions
decreased (Tables 7and 8). Several years later in
1981, the new acellular pertussis vaccines were
substituted, but the practice of initiating immu-
nization at 24 months of age was continued with
the acellular vaccines.

In the 5 year pcnod from 1970 through 1974, a
pcnod when standard wholo-cell DTP immuni-
zation was started routinely at 3 to 5 months,
there had been a total of 57 sevens temporally
related eventsand 37 deaths (9.5 severe reactions
and 6.1 denths per years including presumed vac-
c:nc-ussocinted encephalopathy and o»her CNS
diseases, as determined by claims paid by the
Japanese national compensation system. When
whole-cell vaccines were initiuted at 24 months
of of e, in the six years between 1975 and 1980.
there were eight severe temporally related events
(average 1.6 years nnu three deaths. The wholo-
cell DTP vaccines used in the latter period were
equivalent to those in prior use. Thus, tho age of
starting routine immunization oppoara u> bo a far



TABLE 7. Claim Paid by Vaccine Compensation System m Japan. 1970 through 1984*

Reactions
1976

No. of
Cases

57
29

With sequelae
Encephalopathy
Encephalitis
Acute infectious hemiplegia
Convulsions
Infantile spasm
Sudden death
Other

Without sequelao
Mild encephalopathy
Acute cerebellar ataxia
Convulsions
Febrile seizure
Mild shock
Fxanthem
Abscess
Local reactions
Others

From Noble et al."* Reproduced with permission.
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more important determinant of temporally asso-
ciated reactions than the switch from conven-
tional wholn-cell vaccines to acellular vaccine*.
The conclusion can be drawn that either ill
DTP prepared with whole-cell B pertussis ia less
likely to cause neurologic disease when begun at
24 monthsor(2) the purported reactions in infants
were in large part unrelated developmental
events expected commonly in that age group but
attributed to vaccine because they were time re-
lated. If the former is true, one cannot assess
whether the new acellular pertussis vaccines used
tn the period from 1981 to 1984 ore in fact differ-
ent from whole-cell vaccines in their enrephalu-
pathic potential because they, too. were begun at
24 monthsofage. The rate ofsevere reactions does
not diffor significantly between the acellular and

1970-Jsnusry

No. of
Deaths

37
21

(A)I':OHOH

February 1975-
August 1961

No. of  No. of
Cases  Deaths

3

September 1981—
18

No. of
Cases

5

No. of
Deaths

2
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whole-cell vaccineswhen used at 24 monthsofage
(Table 8). The decrease in severe reactions is
slight, ifany. The category "sudden death" isalso
instructive in that tho e tity disappeared follow-
ing both whole-cell and acellular vaccines, when
immunization w s delayed until a child was 24
months of age.

It is clear that dolaymg the initial vaccination
until a child is 24 months, regardless of the type
of vaccine, reduces most of the temporally asso-
ciated severe adverse events. Furthermore, anal-
ysis of cases with paid claims in the Japanese na-
tional compensation system indicates many of the
putative coses to be related to other medical con-
ditions.*0 There are no data at this time that
allow prediction of the rate of temporally related
severe events thst could be expected if Japanese

TABLE 8. Adverse Reactions After Pertussis Immunization. Based on Claims Paid

by Compensation System of Japan*

Vaccine type

Age at initiation rnioi

No. of doses of vaccine (millions)

No. of severe reactions idcstnsi with
sequelae

Incidence edeathsi million doses

No. of mild reactions without sequelae

Incidence of mild reacuons/million dose*

1970-1974 '975-1960 1961-1964
Whole ceil Whole cell Acellular
3-5 24 24
25.1 198 20.4
57 (37) 8(3) 5(2)
227 (147) 0.40(0.15) 025(0.10)
82 34 14
327 1.72 *60

* From Nobis st al.4* Repgpduced with permission. Whole-cell vaccinee were routinely

administered to infants at

months of age until February 1975, when the recommended

Age was incipaitd to 2 years. Use of whole-cell vaccine* in thte group crntinued until

September

whe eacellular vaccine* were introduced for routine use n 2-year-old

children. Vaccine di -tnbuttor. is based on cslsndar year, but adverse reaction data
correspond to the vaccine tvpe and strategy used.
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February 19, 1996

Honorable Lyda Green
Alaska Stale Senate
Room 423

Slate Capitol

Juneau, AK 99801-1182

Dear Senator Green

Several questions arose during committee deliberation at the recent bearing on SB 185 Among

these were:
I What arc the causes of death for the children under age 7 who die each year in Alaska?

2. How many o f these deaths arc from unknown causes?
3 Do other states or jurisdictions operate a monitoring program similar to what is called for in

SB 1857
4 Docs the State participate in the Vaccine Adverse Events Reporting System (VAERS)7

5 Are there currently protocols in place that deal with the issue o f defective scrums?
6 How many non-fatal adverse reactions to inoculations occur in Alaska each year?

The following responds directly to the questions raised and provides additional background
information that may be useful to the committee in considering the issues and questions raised
during that hearing

e Over the ten year period 1985 - 1994 an average of 151 children aged seven and under died in
Alaska each year (The number ofdeaths in this age range has been declining steadily from
186 in 1985 to 113 in 1994 ) During this period an average of 29 deaths annually were listed
as resulting from SIDS and 3 deaths annually were from unknown causes

e« Our research could find no other state with a monitoring system similar to what is called for in
SB 185
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 Alaska’s Immunization Program, operated by the Division of Public Health, requires all
providers participating in the state's Universal Vaccine Distribution System to report adverse
events using Vaccine Adverse Events Reporting System (VAERS) reports.

All deaths reported to the national Vaccine Adverse Events Reporting System are evaluated
and additional information is sought by the Food and Drug Administration (FDA) which
assesses vaccine risk before and after licensure.

« The number of adverse reactions associated with vaccine administration in Alaska arc few,
particularly when viewed in relation to the number of vaccine doses administered. The
following tables present information on vaccine doses administered, number o f adverse
reactions reported, and detailed information on serious adverse reactions in Alaska during the
past two years

Vaccine Doses Administered to Alaska Children (0-9 years of age), 1994-95

Year Total Doses Administered
1994 67,117
1995 49,216

Number of Reports to the Vaccine Adverse Event Reporting System (VAERS)
for Children <age 7, Alaska, 1994-95

Minor or Transient Serious* or
Year Reaction >1 month Duration
1994 20 3
1995 12 2

* Srios evart mrecires hogatdizationor nedica fdloadp
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Review of “ Serious” Adverse Events
Year Age of Vaccines Event Outcome
Child Received
OoPV 9 hours after vaccination -
1994 8 weeks Hib became limp and cyanotic; Fully reccvcred
DTP hospitalized for observation
OoPV 6 hours after vaccination -
2 months Hib continuous crying, 102° fever; Fully recovered
DTP observed overnight
OoPV 18 5 hours after vaccination -
1995 18 months DTP 1seizure, fever > 100°; Fully recovered
not hospitalized
MMR 9 days after vaccination -
16 months DTP seizures for 2 hours; Fully recovered
hospitalized
OPV 27 hours after vaccination -
2 months Hib afebrile seizures, 5-6/day; Not resolved
DTP hospitalized

Some background information on the VAERS may help the committee understand its strengths
and limitations

« The Vaccine Adverse Events Reporting System (VAERS) was created as part ofthe National
Childhood Injury Act of 1986 and is one method o f monitoring vaccine safety nationwide.

e Since 1990 VAERS report forms and information about VAERS have been mailed annually to
all US physicians who arc likely to administer vaccines

e Strengths of VAERS:
- provides information on the number o f adverse events reported nationwide,

- permits collection and analyses o f vaccine-specific and lot-specific information,
- potentially identifies risk factors for adverse events that may te
contraindications to additional doses,
e serves as a sentinel ft r the detection of cither previously unreportcd vaccine

adverse events or unusual increases in reported events.
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Limitations of v aers:

- describes only the number of events reported, without placing in context of number of

vaccines given,

- cannot track the rate of similar events occurring in individuals who were not recently
vaccinated,

- cannot in itself establish causation.

A VAERS report docs NOT mean that the vaccine caused the adverse event.

- The reporting system is "open" to all reports that an individual/provider wishes to make.

- The report indicates simply that an event was temporally associated with receipt of a
vaccine - NOT that the vaccine necessarily caused the event.

In addition to specific questions arising at the recent hearing additional information to place the
issue o f general vaccine risk, and DTP vaccine risk particularly, in context with scientific
knowledge about these risks might prove ofvalue to the committee The following provides a
briefsummary | hope will be ofuse to committee members

Infants, unfortunately die for many reasons such as infectious diseases, congenital defects and
metabolic disorders which arc unrelated to vaccination However, chance alone dictates that
infant deaths will occur from these, and other causes, following a vaccination. Almost all
infants arc vaccinated during the first year of life. Therefore, any infant who develops a
medical illness or dies is likely to have been vaccinated earlier in life. Since vaccinations
arc usually administered thrcc times during infancy (at ages 2, 4, and 6 months) there is an
inc iscd chance that any event, including illness or death, can occur within 24 hours of

vaccination by coincidence alone

The vast majority of vaccine adverse events arc minor and temporary, like a sore arm or mild
fever. More serious adverse events occur rarely; some arc so rare that risk cannot be
accurately assessed There are so few deaths that could plausibly be attributed to
vaccines that it is hard to assess the risk statistically.

The concept that DTP causes Sudden Infr.pt Death Syndrome (SIDS) is a myth which
developed because a moderate proportion of SIDS deaths occur in children who have .eccntly
bern vaccinated with DTP On the surface, this seems to point toward a causal connection
Nearness in time oftw o events is a common sense reason to examine the potential of a causal
relationship But it does not establish that the first event caused the second If this logic were
applied in a common sense way without scientific investigation one might conclude that
eating bread causes car crashes, since most drivers who crash their cars could probably
be shown to have eaten bread within the past 24 hot rs.
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Because most SIDS deaths occur during the same range of ages when 3 shots of DTP arc
given, it is inevitable that DTP shots will precede a fair number of SIDS deaths simply by
chance In fact, a number of wcll-controllcd studies have indicated that the SIDS deaths
(within the study populations) would have occurred even if no vaccinations had been given.
In fact, in several of the studies children who had recently gotten a DTP shot were less
likely to get SIDS.

« No deaths caused by anaphylaxis following DTP vaccination have been reported to CDC
since the inception of vaccine-advcrsc-events reporting began in 1978, a period during which
more than 80 million doses o f publicly purchased DTP vaccine were administered.

« All deaths reported to the national Vaccine Adverse Events Reporting System (VAERS) arc
evaluated and additional information is sought by the FDA The deaths have been found to be
related to a wide variety of causes. Most importantly, no specific, clinical syndrome has
been identified as would be expected if these deaths had the same cause, i.e., a vaccine
reaction. In consideration of this, a 1994 Institute of Medicine report indicated that the "vast
majority of deaths reported to VAERS are temporally but not causally related to vaccination.”

e Although no one can guarantee that ihe vaccines (or any medications) are totally without risk,
it is important to look at both the risks and the benefits of vaccine use. The risks of NOT
being vaccinated arc much greater than the risks associated with a vaccination. If there
wcic no vaccines, there would be many more cases of disease, and along with them, more
serious side cficcts, including death.

e A child is far more likely to be seriously injured by a vaccine preventable disease than
by any vaccine. While any serious injury or death caused by vaccines is too many, it is also
clear that the benefits of vaccination greatly outweigh the slight risk, and that many, many
more injuries and deaths would occur without them. The table below compares the risk from
disease with the risk from the vaccines that protect against them It illustrates the benefit we
get from vaccinating our children

Even one serious adverse cfTcct in a million doses o f vaccine cannot be justified if there is no
benefit from the vaccination But an analysis o f the benefit and risk of DTP immunization, for
example, has shown that without an immunization program there could be a 71-fold
increase in cases of pertussis and a nearly 4-fold increase in deaths due to pertussis in
Ihe United States.
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Risk from Disease vs. Risk from Vaccines
Disease Vaccines
Measles M MR
Pneumonia = | in 20 Encephalitis or severe allergic reaction = 1
Encephalitis = 1in 2,000 in 1,000,000

Death = 1in 3,000

Mumps
Encephalitis = 1in 300

Rubella
Congenital Rubella Syndrome = 1in 4

Diphtheria DTP

Death - 1in 20 Continuous crying, then full recovery = 1in
100

Tetanus Convulsions or shock, then full recovery = 1

Death = 3 in 100 in 1,750
Acute encephalopathy = 0-10.5 in

Pertussis 1,000,000

Pneumonia = 1in 8 Death = None proven

Encephalitis = 1in 20

Death = 1in 200 Information compiled by the Centers for
Disease Control & Prevention (CDC,
Atlanta)

e A risk-bcnefit analysis has been performed for the U S. to compare the outcomes with or
without a vaccination program using a hypothetical cohort of | million children from birth to 6
years of age who received and did not receive pertussis vaccination. Without a program, the
estimated annual number of residual defects from encephalitis (both vaccine and disease
induced) would decrease from 54 to 29 cases However, the estimated annual deaths from
pertussis would increase more than 10-fold, from 44 to 457.
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The experiences of oilier countries arc also useful in evaluating the value ofvaccination

In the mid-70s, the use of pertussis vaccine was greatly reduced in Great Britain because of
fear about the vaccine. The effect was dramatic and immediate. A drop in pertussis
vaccinalion in 1974 was followed by an epidemic of more than 100.000 eases o f pertussis and

36 deaths by 1978

In Japan, pertussis vaccination was used nationwide by 1950 By 1974, pertussis incidence

had dropped from 100 eases to 1 ease per 100,000 population. However, in the last halfof
in Japan markedly decreased after two deaths occurred

the 1970s, vaccine utilization
A major epidemic of pertussis ensued, w; h an increase in

following pertussis immunization
incidence rate to 11.5 per 100,000 in 1977, and an increase in the annual number of deaths

from an average of less than 5 for the years 1970-1974 to an average of 32 during 1977-

1979.

I hope this information is useful to committee members in considering the value of activities
proposed in SB 185. Department of Health and Social Services staffwill gladly answer additional

questions that may arise as members consider this bill.

Karen Perdue
Commissioner





