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In The Lancet, Linda McAllister and colleagues® report the
findings from their influenza vaccination trial conducted in the
USA during the 2012-13 season, showing non-inferiority of
Stratis, a disposable-syringe jet injector (DSJI) versus needle
and syringe for geometric mean titres and seroconversion. As
expected for this delivery method, local reactions were more
common in patients who received DSJI vaccination, but were
generally mild and well tolerated: grade 3 reactions were 6:0%
(37 of 616) versus 3-5% (21 of 607) with needle and syringe.
With more than 1200 adults having participated, and trial
oversight by the US Food and Drug Administration (FDA) for an
intended alternative delivery method for the Afluria vaccine,

the study’s backstory draws attention to the ambiguous zone
between drug and device regulation and the practice of
medicine and public health.

On Oct 21, 2011, the FDA announced without customary
advance notice to affected parties that it had “no data to
support the safety or effectiveness” of jet injection except for
measles-mumps-rubella combination vaccine, and advised that
only needle and syringe be used to give influenza vaccine? It
reported no imminent or serious risks to justify such
Indeed, the labels for five of the six FDA-
approved injectable influenza vaccines in 2011-12 did not

precipitousness.

even mention needles—only Fluvirin specified a “needle or
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a sterile disposable unit”, implying a DSJI syringe. The others
indicated “intramuscular injection”, compatible with labelling
of the three affected DSJIs licensed by the FDA’s devices
centre (Stratis, Biojector 2000, and Lectralet). Half a century
of medical literature lending support to jet-injected influenza
vaccination,? among many other vaccines,® was ignored, as
were past FDA-approved labels indicating jet injection.®

After consultations with the US Centers for Disease Control
and Prevention (CDC), the FDA replaced its statement,
indirectly acknowledging the efficacy of jet injection in
advising that revaccination was unnecessary for those already
vaccinated.® Nevertheless, the damage had already been
done, as Pharmalet, the manufacturer of Stratis, reported "to
CDC’s Advisory Committee on Immunization Practices (ACIP),
which recognised jet injection among its recommendations.?
Because of liability concerns, purchasers cancelled orders for
several million DSJI syringes expected to be produced that
season. The US Navy was also affected. Since its abandonment
of multi-use-nozzle jet
contamination risk in the 1990s,* it used the Biojector 2000

injectors that posed a cross-
for some half-million doses annually of various vaccines for
sailors and their families.> Despite its unpublished data that
jet-injected influenza vaccine was immunogenic, the Navy was
also hesitant to ignore the FDA and reverted to needle and
syringe.

The FDA is often criticised for excessive stringency or laxity in
licensing drugs and medical devices, and is thus sensitive to
potential regulatory scandals— real or imagined—which could
have prompted the announcements that threatened the
survival of the small DSJI industry.” Does this matter? Since
1996, CDC invested more than USS$S10 million for DSJI research
WHO, PATH, the Bill & Melinda Gates

Foundation, the US National Institutes of Health, Biomedical

and development.

Advanced Research and Development Authority, and US
Departments of Defense and Homeland Security have also

910 £or

done or funded research and development of DSlls.
example, findings from trials delivering reduced doses of
inactivated polio vaccine by cutaneous DSJIs showed them to
be a potential strategy to overcome the 20-fold-increased cost
per dose expected when the polio eradication programme
must abandon live oral polio vaccine.**

Such public-good support would be futile if device companies
could not finance clinical trials of every possible product a

physician might order administered by DSJI. Nor could makers
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of conventional needle and syringe afford such a regulatory
burden. Seeking balance, the international standard for jet
injectors specifies supportive clinical data for a few
representative pharmaceuticals, but not for every possible
drug.12

The FDA does not regulate the practice of medicine and
public health, which in the USA is a prerogative of States,
whose immunisation providers voluntarily follow ACIP
guidelines.8 Under FDA regulations, only a drug manufacturer
can initiate a label change, giving rise to a grey area of off-label
use, which can be “appropriate and rational” and “accepted
medical practice”, as the FDA has advised® but no longer
reiterates.* Indeed, CDC recommends unlabelled use of many
vaccines and some drugs,® with prominent disclosures.® Food
and drug law, however, prohibits drug and device makers
themselves from doing so.

With this by McAllister and

colleagues,” it is reasonable to conclude that a standard of

definitive  contribution
care exists in medical practice for jet injection as an alternative
delivery method for influenza vaccine, and for other vaccines
with comparable data and experience. All licensed DSJIs share
similar orifice sizes, pressure profiles, and other performance
to be labelled for

intramuscular or subcutaneous delivery, irrespective of the

parameters interchangeable when
particular device used in a trial.

The cooperation in McAllister and colleagues’ Afluria trial by
its manufacturer might turn out to be a wise decision in the
highly competitive and commoditised US influenza vaccine
market, where providers do not offer patients a choice of
brand

among the dozen
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injectable products for 2013-14. If large purchasers who once
offered the option of jet injection®® switch procurement to a
newly labelled Afluria—to consolidate inventory to a single
product permitting either needle or jet-injected delivery—
other manufacturers might perceive pressure to pursue similar
label changes to retain customers unwilling to vaccinate in the

off-label grey zone.
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| was a CDC official (1980-2010) and provided technical oversight

of research and development contracts with jet injector

manufacturers; | am an unpaid adviser to PATH’s initiative on jet

injection.
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