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Chairperson’s Report

Autumn comes and a time for
post summer reflection. Did I
spend time with my family and
loved ones, or did I again work
harder than I planned? What
initiatives do you have for
your office this year? I consid-
er this as [ implement a new
EMR system (last company
went bankrupt) and have to
unlearn and relearn many
skills relating to my chart.
However a new season brings
the potential for new initia-
tives. How do I monitor my
patients with airway diseases.
What works in a primary care
office? What can I do better?

We are very proud of the tools
section of the website, giving
you some practical ready tools
that you could consider imple-
menting to your EMRs; from
flow sheets to action plans to
predictive models. How do
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Pneumonia and Pneumonia Related Mortality

14 in Patients with COPD Treated with Fixed
Combinations of Inhaled Corticosteroid and
Long Acting 2 Agonist

you assess an asthmatic review although they are for Mainpro

control tools (see last newslet-
ter for a comprehensive re-
view)? How do you assess a
COPD patient? Ask about ex-
acerbations and use the CAT
tool. Which patients with
AECOPD need to go to the
hospital; use the BAP65 tool.
Which of your patients need a
sleep study; use the STOP-
BANG tool.

We continue being the Lung
Health Portal for MDBrief-
case , where you can review
top rate educational programs
and earn Mainpro M1 credits
doing so! Your pharmacy col-
leagues can also view these
and other programs for credit.
We have also begun housing
the programs which have ex-
pired on our website for your

M2.

We have continued to provide
Mainpro C programs at vari-
ous national and provincial
assemblies and at Primary
Care Today, a large Toronto
based conference in May each
year. Please let us know if we
can be of assistance in your
setting up a spirometry pro-
gram locally in your area; we
can potentially come to you!
We have been involved in cre-
ating accredited educational
programs for a few of our
pharmaceutical companies. It
was a wonderful process
where FPAGC members along
with selected specialists,
which was completely hands
off by pharma, worked togeth-
er to provide a meaningful

review. These will not, howev- program for our primary care

er, be eligible for Mainpro M1,
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colleagues.



We continue to advocate for
optimal primary care respira-
tory care by being involved in
provincial and national gov-
ernment initiatives. Let me
know if you want more infor-
mation on these, or have
some local concerns.

In conjunction with the spe-
cial interest focused practice
section of the CFPC, a full
respiratory medicine program
has been created for the Fam-

ily Medicine Forum at the
CFPC in Vancouver from
November 7-9, 2013.Our pro-
gram centres on four themes:
Cough, Asthma, COPD, and
respiratory infections. Rob
Hauptman and I will also be
providing a Mainpro C Spi-
rometry program if any of
you feel the need to brush up
on those skills....

I wanted to remind you of our
forum; your questions and

comments will be responded
to. Please join up and get in-
volved!

As always, I would like to
thank our national executive
and secretariat for their con-
tributions to respiratory care
in Canada.

Enjoy the fall season,

Alan Kaplan MD CCFP(EM)
FCFP

Chair, FPAGC

Does Oseltamivir work?

Ebell MH, Call M, Shinholser J. Effectiveness of oseltamivir in adults: a meta-
analysis of published and unpublished clinical trials. Fam Pract 2013;30(2):125-
133.

This meta-analysis looked at published and unpublished trials on Oseltamivir, or Tamiflu, on
efficacy of decreasing duration of influenza symptoms or complications. They looked at the re-
sults of studies including more than 4200 patients. The bottom line? There was a decrease in
duration of symptoms of about 25 hours in those treated. There was no difference in the rate of
hospitalization, but overall the rate of hospitalization was only about 1%. However, among pa-
tients with laboratory-confirmed influenza, patients treated with oseltamivir had a slightly lower
rate of pneumonia (0.5%) than placebo-treated patients (1.6%; number needed to treat = 111;
95% CI, 59 - 1000).

Editors Note: This highlights the continued controversy of the value of antivirals in influenza. I
cannot help but put my personal bias in this. [ have suffered from influenza an amazing four
times (yes, despite flu shots!) and can tell you the difference between EARLY treatment vs. no
treatment was not small. With treatment, [ was up and around in less than 24 hours. Without it,
it was 2-3 weeks of morbidity.

I think the keys are three:

1) Prevent influenza by flu shots and hand hygiene

2) Early initiation of Tamiflu means that treatment is required within 48 hours. So your patients
have to know how to access you for treatment quickly during influenza season.

3) High- risk patients are at risk of more than just morbidity; so #2 is especially important for

your vulnerable population.
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Effects of montelukast on the healing of ischemic colon

anastomoses.

Celik A, Ergun E, Koksal N, Celik AS, Altinli E, Uzun MA, Eroglu E, Kemik A.
Am J Surg. 2013 Jun 25. [Epub ahead of print]

Aim and Methods:

The aim of this study was to
examine whether treatment with
montelukast, a selective leuko-
triene antagonist, would affect
anastomotic healing in a reper-
fused colon rat model with re-
mote ischemia/reperfusion inju-
ry. Rats (n = 12 per group) were
intraperitoneally administered
normal saline or 10 mg/kg mon-
telukast sodium 60 minutes be-
fore and for 5 days after surgery.
Ischemia was induced for 45
minutes through superior mes-
enteric artery occlusion. A left
colon anastomosis was made.
Blood and perianastomotic tis-
sue samples were obtained on

postoperative day 5.

Results:

Mean anastomotic bursting pres-
sures of the control and monte-
lukast groups were 159.17 +
29.99 and 216.67 £ 26.40, re-
spectively (P <.001). Compared
with saline, montelukast treat-
ment increased the mean tissue
hydroxyproline level (2.46 + .30
vs 3.61 = .33 umol/L) and de-
creased tissue caspase-3 activity
(36.06 +5.72 vs 21.78 £ 3.87)
and malondialdehyde levels
(3.43 £ .34 vs 2.29 + .34 nmol/
g) (P <.001 for all). Other plas-
ma markers of injury also
showed differences.

Conclusion:

Montelukast prevented is-
chemia/reperfusion-induced
damage in a rat model of colon-
ic anastomotic wound healing.

Editorial:

Nothing we do in medicine is
completely safe. We think of
Singulair as a drug which is effi-
cacious in some, and having no
downsides. Perhaps it should be
stopped in someone undergoing
colonic surgery? Something to
consider....

Early diagnosis of COPD, actually examine your patient!
Oshaug K, Halvorsen PA, Melbye H. Should chest examination be reinstated in the early diag-

nosis of chronic obstructive pulmonary disease? International Journal of Chronic Obstructive
Pulmonary Disease July 2013 Volume 2013:8 Pages 369 - 377 DOI: http://dx.doi.org/10.2147/

COPD.S47992

Chest signs have been associat-
ed with bronchial obstruction,
but are not listed among cues
that should prompt spirometry in
the early diagnosis of chronic
obstructive pulmonary disease
(COPD) in established guide-
lines. This study aimed to ex-
plore how chest findings add to
respiratory symptoms and a his-
tory of smoking in the diagnosis
of COPD. They used a cross-
sectional study, patients aged 40
years or older, previously diag-
nosed with either asthma or
COPD in primary care, an-

swered questionnaires and un-
derwent physical chest examina-
tion and spirometry.

Results: 39.7% of the 375 in-
cluded patients who had forced
expiratory volume in 1 second/
forced vital capacity <0.7, diag-
nosing COPD. Hyperresonance
to percussion was the strongest
predictor of COPD, with a sensi-
tivity of 20.8, a specificity of
97.8, and likelihood ratio of 9.5.
In multivariate logistic regres-
sion, where pack-years, short-
ness of breath, and chest find-
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ings were among the explanato-
ry variables, three physical chest
findings were independent pre-
dictors of COPD. Hyperreso-
nance to percussion yielded the
highest odds ratio (OR = 6.7),
followed by diminished breath
sounds (OR = 5.0), and finally
wheezes (OR = 2.3). They con-
cluded that chest signs may add
to respiratory symptoms and a
history of smoking in the diag-
nosis of COPD, and that chest
signs should be reinstated as
cues to early diagnosis of COPD
in patients 40 years or older.
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Monitoring your Patient with Asthma
(originally printed in Medical Post earlier this year)
Author: Alan Kaplan

Asthma is a chronic inflammatory disease of
the airways, common in both adults and chil-
dren. The most recent epidemiologic data
suggests that asthma afflicts 300 million peo-
ple worldwide and the global burden is pro-
jected to increase by another 100 million by
2025.Asthma therefore needs to be treated as
a chronic illness, rather than an episodic ill-
ness, which is often how patients regard it and
as such, requires continual assessment of the
disease, both its physiologic effects as well as
resultant effects on quality of life. It is clear
that good asthma control equates to improved
outcomes. How do you assess control? This
article will review the different ways an asth-
matic can be assessed in your office.

All patients who present to the office can be
questioned regarding their current symptoms.
The Canadian landscape changed in this re-
gard with the advent of the 30 second asthma
test . With this test, the symptoms of asthma
control became better recognized in Canada,
and they have been basically unchanged
since. (Figure one). Other questionnaires have
been developed since, with variations in the
time of assessment, use of lung function and
other quality of life issues, and they can also
be used in primary care; though often they are
used in research (Table one). The IPCRG de-
veloped a tool to look at these tools to help
pick a preference, with no clear winner

(Figure 2).

When a patient comes in to the office, a histo-
ry is first taken. This can be how they are
feeling at the moment, but should also include
their symptoms over the past week and past
month, including their day and night symp-
toms, use of rescue medications, missed life
opportunities, and any exacerbations. The use
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of patient diaries can be of a lot of value in
assisting accurate memory, but does require a
fair bit of time investment. Physical examina-
tion is fairly insensitive and much less relia-
ble than spirometry for assessing the degree
of airflow obstruction, which highlights the
need of lung function testing in addition to
history and physical examination. That being
said, normal airflow does not rule out asthma,
but does indicate better control.

We should take a history from both patient
and caregiver, even in younger children, in
order to also understand the child's perception
of the impact of the illness. Interestingly, a
history obtained from older children corre-
lates well with physiologic measures and dia-
ry records. The frequency of symptoms and
exacerbations can be assessed more precisely
by reviewing the patient's symptom or PEF
diary; however diaries are often not done ac-
curately, especially in children . More recent-
ly, electronic devices such as PIKO and
COPDG6 automatically record the actual time
records made and create an electronic record
which may improve the accuracy of PEF and
other diaries. Personal electronic spirometers
are also coming to the market, which are
more expensive, but include a likely better
measurement of lung function as well as an
electronic diary. A little used measurement
of asthma control includes PEF variability,
which correlates with airway hyperreactivity,
and can be ascertained from properly done
PEF monitoring.

As a physician, we must take the visit further
and include some objective assessment of air-
flow. Spirometry (for measurement of FEV,
and FEV,/forced vital capacity) is more relia-
ble than PEF when carried out according to



recommended standards. PEF can frequently
result in underestimation of airway obstruc-
tion when compared to FEV, but is more easi-
ly available. A physician treating asthma
should have access to a spirometer or have a
PEF meter for office use, and testing should
be done before and 10-15 minutes after an
inhaled B,-agonist. Doing pre and post testing
also allows observation and review of inhaler
technique. Spirometers do need to be calibrat-
ed and maintained according to published
standards, albeit some of the newer smaller
electronic metres are more stable. Airflow
reduction will usually reflect poorly con-
trolled asthma, however in some patients it
may represent the best function possible due
to airway remodelling in chronic asthma.
There is not great evidence for the use of peak
flow monitoring of asthmatics, and spirome-
try in the office is clearly superior.

There are a number of barriers to the use of
Spirometry in primary care. These include
access, funding, knowledge, and timing of the
test. An organized approach can deal with
these barriers, however. See Box One for a
review of potential solutions to these barriers.

Perhaps because of this, unfortunately nearly
half of patients with physician-diagnosed
asthma have never undergone spirometry and
many more have never received the more spe-
cific testing required to distinguish asthma
from other obstructive lung diseases. Without
such testing, clinical diagnosis of asthma,
even by asthma specialists, is incorrect in
about one third of patients as asthma symp-
toms are similar to symptoms of many other
respiratory conditions. Since the vast majori-
ty of asthma patients are diagnosed and man-
aged by their family doctor, the responsibility
to ensure the diagnosis is accurate inevitably
falls mainly to primary care physicians. Clear-
ly, the first step in monitoring a patient with
asthma is ensuring an adequate diagnosis.
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Part of monitoring of asthma can, and should,
be done by the patient. As such, there may be
a role for PFR monitoring as there is some
evidence that it is superior to just symptom
monitoring in some patients. This amount of
work by your patients to do self monitoring
with PEF will not be for all of your asthma
patients, but can be especially useful for those
that have issues with perception of their asth-
ma, for those with communication issues, or
for some children.

As you monitor the patient for loss of control,
you must have an approach to the uncon-
trolled asthma patient. Review adherence
(you may have to check with the pharmacy!),
device technique, co morbid illness (rhinitis,
GERD, obesity), and trigger exposure
(remember smoking!) in these patients. Have
a look at the asthma management flow sheets
in the tools section at www.fpagc.com for
tools to assist the office based management of
asthmatic patients.

Optimizing control results in improvement in
a stepwise manner in our patients. Symptoms
improve first, spirometry normalizes next,
then measures of bronchial hyperreactivity;
but these are really fairly surrogate measure-
ments for the physiology of the disease- asth-
ma inflammation. Inflammation may take
longer to settle down and has been difficult to
measure outside of specialized laboratories.
Canada, led by the late Dr. Freddie Hargreave
has taken the lead in a sputum analysis
(differential cell count, measurement of eosin-
ophil cationic protein) which has been shown
to accurately assess airway inflammation and
to manage and monitor asthma. Managing an
asthmatic based on sputums has clearly been
shown to reduce exacerbations in patients
with moderate to severe disease.

Sputums are not universally available, and
patients may not be able to produce a sample



limiting its utility. More recently, a more
portable measurement of inflammation with
the use of exhaled Nitric Oxide has received
attention to help diagnose and monitor pa-
tients with asthma, and has been shown to be
quite acceptable to do in primary care. It has
also been shown when added to symptom-
based management to lead to more optimal
pharmacotherapy guidance, in adjusting the
dosage of anti-inflammatory agents, and posi-
tive long-term disease outcome. This can be
measured by small handheld units that are
commercially available in the USA and Eu-
rope, though they have not yet been approved
in Canada. There is developing evidence on
how to use eNO in practice with guidelines in
the USA while in Canada it is rarely used as
the most recent Canadian Asthma guidelines
has said: “We do not suggest the routine use
of FeNO, either in addition to or instead of
standard measures of asthma control, to ad-
just anti-inflammatory therapy in children or
adults with asthma” despite the evidence that
eNO measurement decided treatment is more
sensitive to the efficacy of ICS in patients
than FEV1.

Newer ideas in patient monitoring include
electronic internet based monitoring. There is
evidence that show when physicians and pa-
tients used an interactive Internet-based asth-
ma monitoring tool, better asthma control was
achieved. In one study, treatment and moni-
toring with the Internet-based management
tool lead to significantly better improvement
in the Internet group than in the routine office
based management in both family physicians
and specialists regarding asthma symptoms
(Internet vs. specialist: odds ratio of 2.64,

P =.002; Internet vs. GP: odds ratio of 3.26;
P <.001), quality of life (Internet vs. special-
ist: odds ratio of 2.21, P = .03; Internet vs.
GP: odds ratio of 2.10, P = .04), lung function
(Internet vs. specialist: odds ratio of 3.26,

P =.002; Internet vs. GP: odds ratio of 4.86,
P <.001), and airway responsiveness
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(Internet vs. GP: odds ratio of 3.06, P = .02).
This can be carried forward to more formal
interactive home monitoring systems. It is
clear that there are some real barriers in the
home monitoring of patients, which include
the reliance on patient performance of tests,
documentation, physician response time, and
the lack of timely clinical decision support
tools.

A patient has to understand their asthma in
order to make changes. Symptoms of asthma
can be viewed as worsening, and thus require
a change in behavior. Further deterioration of
symptoms becomes an exacerbation that re-
quires changes recommended by the physi-
cian, or even better, to be done proactively by
the patient with a written asthma action plan.
Action plan utilization earlier on in the symp-
toms can certainly prevent severe exacerba-
tions. Appropriate monitoring during an acute
attack can also direct which patients need
emergent care.

Conclusion

Asthma is a chronic disease that requires reg-
ular monitoring for control. This should be
done by the patient and reinforced by the phy-
sician and health care team. Symptoms, lung
function, and eventually measures of inflam-
mation like eNO, are all office based methods
to evaluate asthma control. Having a good
approach to the loss of control will be im-
portant in preventing adverse outcomes in
your patients with asthma.

Table One: Asthma Control symptom based
measurement tools

30 second test

ACT: Asthma Control Test

ACQ: Asthma Control Questionnaire
ATAQ: Asthma Therapy Assessment Ques-
tionnaire

RCP: Royal College Physician questionnaire



(3 and 21 questions versions)
Rules of Two
St. George Respiratory Questionnaire

Box: Ways to deal with barriers to obtain-
ing pulmonary function testing.

e Know where your pulmonary function
labs are and their waiting lists

e Labs that will book an appointment for
you while the patient is still in the office make
it more likely that patients will go for testing
e Ask laboratories to fax the uninterpreted
result to the ordering physician so that the
physician can begin interpreting the test with-
out having to wait for the official report

e A mentor system, in which primary care
physicians could access an expert colleague
for help with difficult spirometry interpreta-
tions, can be a useful support

Continuing education programs for personnel
conducting testing can be used to reinforce
proper testing technique

Stanbrook MB, Kaplan A. The error of not
measuring asthma. CMAJ. 2008;179

(11):1099-102.
Figure One: Parameter of Asthma Control per
CTS guidelines™/ GINA'

In order to be in control our patient with asth-
ma should:

e Have daytime symptoms less than four
times per week/2 or less times per week

o Have night-time symptoms on <1 night
per week

e Have full physical activities
Have mild infrequent/no exacerbations of
their asthma

e Use rescue therapy with beta agonists
<4/2 or less times per week

e Lung function of > 90% and have peak
flow variability of no more than 15%

e If sputums are available, keep the sputum
eosinophils less than 3% of the cells iso-
lated.

[Continued on page §]

Family Physician Airways Group of Canada

October 2013




KEY Very poor

If thiz criterion
iz important,
not good
enough

Good enough

Recommended

Highly
recommended

e 0O © © ©

CRITERIA ¢
TooL

Fully
ralidated in

Clinically
meaningful

Practical for
wse in
primary care
consultation

Flexible
administrati

telephone,

Switable for
differeat
age ranges:
children and

iy

L IPCRG

pory o L

“..V'

Available
in
differeat

all ages

languages

m

self-
completion,
electromic

adults

RCP 3
Questions

RCP 21
Questions

Rules of
two TM

The 30
Second
Asthma

ACe

®®OOOG

BB ®®B®®

®®®®B®®
OOO®OGG
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Primary Pneumothorax Better with Pleurodesis + Drainage vs
Drainage Alone

Chen JS, Chan WK, Tsai KT, et al. Simple aspiration and drainage and intrapleural minocy-
cline pleurodesis versus simple aspiration and drainage for the initial treatment of primary
spontaneous pneumothorax: an open-label, parallel-group, prospective, randomised, controlled

trial. Lancet 2013;381(9874):1277-1282.

These researchers conducted this study in two
hospitals in Taiwan. They included patients
between the ages of 15 and 40 years who pre-
sented with a first episode of primary sponta-
neous pneumothorax; they excluded patients
with underlying pulmonary disease, hemotho-
rax, or tension pneumothorax. The clinicians
treated all 214 patients with simple aspiration
plus drainage with a small-bore pigtail cathe-
ter, and randomly assigned 106 to also be
treated with minocycline pleurodesis. All pa-
tients received acetaminophen after the proce-
dures for pain relief. If the pain was inade-
quately controlled by acetaminophen, the cli-
nicians administered pethidine (meperidine)
intramuscularly. Patients treated with minocy-
cline received 30 mL of 1% lidocaine hydro-
chloride followed by 300 mg of minocycline
through the pigtail catheter (unlike the current
practice, which is to administer sclerosing
agents via chest tube or during thoracostomy).
The caregivers repositioned the patients every
30 minutes to facilitate adequate distribution
of the minocycline. The researchers assessed
the primary outcome -- pneumothorax recur-
rence within 1 year -- by intention to treat.

Results:

The initial treatment failed in 14 of the pleu-
rodesis-treated patients and in 20 of the con-
trol patients, resulting in thoracoscopic sur-
gery. At the end of one year, 31 pleurodesis-
treated patients (29%) and 53 control patients
(49%) had a recurrent pneumothorax (number
needed to treat [NNT] =5; 95% CI, 3 - 15).
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Furthermore, approximately 33% of the mino-
cycline-treated patients underwent thoraco-
scopic surgery compared with approximately
40% of control patients (NNT =7; 4 - 43).
Approximately two thirds of the pleurodesis-
treated patients requested additional pain re-
lief compared with one fifth of the control pa-
tients. However, by 6 months, most patients
no longer had pain.

Summary:

Patients with primary spontaneous pneumo-
thoraces treated with minocycline pleurodesis
after simple aspiration and drainage have few-
er recurrences in the following year than those
treated only with simple aspiration and drain-
age. However, they experienced more pain
after the procedure.

Editorial

Even though this study was conducted in two
hospitals in Taiwan only, the outcomes are
consistent with the results of 4 other random-
ized trials of pleurodesis with tetracycline or
talc. This study reaffirms that a pneumothorax
is a frequently recurrent condition, and con-
sideration to not only treating the problem, but
preventing the next one, should be considered
at initial clinical contact. Minocycline in Xy-
locaine is a simple, non-toxic poudrage that
these authors used.
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A Comprehensive Care Management Program to Prevent Chronic
Obstructive Pulmonary Disease Hospitalizations. A RCT

Fan, Vicent et al - Annals of Internal Medicine 15 May 2012 Vol. 156 No. 10.

A randomized, controlled trial comparing compre-
hensive care management program (CCMP) with
guideline-based usual care regarding risk for
COPD hospialization with 20 Veterans Affairs
hospital-based outpatient clinics, in patients iden-
tified as having been hospitalized for COPD in the
past year.

Intervention: The CCMP included COPD educa-
tion during 4 individual sessions and 1 group ses-
sion, an action plan for identification and treat-
ment of exacerbations, and scheduled proactive
telephone calls for case management. Patients in
both the intervention and usual care groups re-
ceived a COPD informational booklet; their pri-
mary care providers received a copy of COPD
guidelines and were advised to manage their pa-
tients according to these guidelines. Patients were
randomly assigned, stratifying by site based on
random, permuted blocks of variable size.

Measurements: The primary outcome was time
to first COPD hospitalization. Staff blinded to
study group performed telephone-based assess-
ment of COPD exacerbations and hospitalizations,
and all hospitalizations were blindly adjudicated.
Secondary outcomes included non-COPD health
care use, all-cause mortality, health-related quality
of life, patient satisfaction, disease knowledge,
and self-efficacy.

Results: Of the eligible patients, 209 were ran-
domly assigned to the intervention group and 217
to the usual care group. Citing serious safety con-
cerns, the data monitoring committee terminated
the intervention before the trial's planned comple-
tion after 426 (44%) of the planned total of 960
patients were enrolled. Mean follow-up was 250
days. When the study was stopped, the 1-year cu-
mulative incidence of COPD-related hospitaliza-
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tion was 27% in the intervention group and 24%
in the usual care group (hazard ratio, 1.13 [95%
CI, 0.70 to 1.80]; P =0.62). There were 28 deaths
from all causes in the intervention group versus 10
in the usual care group (hazard ratio, 3.00 [CI,
1.46 to 6.17]; P =0.003). Cause could be assigned
in 27 (71%) deaths. Deaths due to COPD account-
ed for the largest difference: 10 in the intervention
group versus 3 in the usual care group (hazard
ratio, 3.60 [CI, 0.99 to 13.08]; P =0.053).

Conclusion: A CCMP in patients with severe re-
cently hospitalized patients with COPD had not
decreased COPD-related hospitalizations when the
trial was stopped prematurely. The CCMP was
associated with unanticipated excess mortality,
results that differ markedly from similar previous
trials.

Editorial: Available data could not fully explain
the excess mortality in the intervention group.
This finding flies in the face of prior studies on
this topic. The study was limited as it was unable
to assess the quality of the educational sessions
provided by the case managers which was limited.
In fact, [ would suppose that the quality of the
managers was likely not sufficient, as there was
no use of certified respiratory educators like we
have in Canada! Very competent and well- trained
educators are necessary to assist this high- risk
population. In addition, the physicians involved
had limited knowledge on COPD exacerbation
prevention may have been a factor as there was no
mention of medication use, drug availability and
coverage and socio economic status. This study
will NOT change my recommendation of using a
COPD Action Plan in my patients. See
www.COPDActionPlan.com
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Bronchodilator Efficacy of Tiotropium-formoterol via Single Pressur-
1zed Meter Dose Inhaler (pMDI) versus Tiotropium Alone in COPD.

Pulm Pharmacol Ther. 2013 Jun 8. doi: 10.1016/j.pupt.2013.05.010. [Epub ahead of print].
Salvi S, Brashier B, Gothi D, Karkhanis V, Madas S, Gogtay J, Joshi J

The aim of this study was to
compare the bronchodilator ef-
fects of a single dose of 18 mcg
of tiotropium versus a single
dose of a combination of 18 mcg
tiotropium plus 12 mcg for-
moterol administered via a
pMDI in subjects with moderate
-to-severe COPD. They were
combined together in a single
device by a company in India.

44 COPD subjects were enrolled
in this randomized, double-
blind, multi-centre, cross-over
study. 18 mcg tiotropium and
18 mcg tiotropium plus 12 meg
formoterol were administered
via pressurized metered dose
inhalers on two separate days.
FEV,, FVC and Inspiratory ca-
pacity (IC) were measured be-
fore, 15,30 min, 1, 2, 3,4, 6, 8,
12 and 24 hrs after the study

drugs were administered.
Compared with tiotropium
alone, a combination of tiotropi-
um plus formoterol showed a
faster onset of bronchodilator
response (p < 0.01 for FEV1 and
FVC), a greater mean maximum
change in FEV1 (p=0.01) and
FVC (p =0.008) and greater
AUC .4, values for FEV,, FVC
and IC. Trough FEV, and FVC
values were also greater in the
combination group.

What does this mean?

A combination of tiotropium
plus formoterol administered via
a single inhaler produced a su-
perior bronchodilator response
than tiotropium alone over a
period of 24 h.

Editorial:

Bronchodilators form the main
stay of treatment for COPD.
When symptoms are not ade-
quately controlled with one
bronchodilator, addition of an-
other bronchodilator is recom-
mended by all guidelines. This
is the middle column of our Ca-
nadian guidelines, and ICS
should only be added for those
with continued disability or fre-
quent exacerbations. This Indi-
an product, which is via a pres-
sured metered dose inhaler,
whereas both of these products
are only available currently in
dry powder, is unlikely to make
it to Canada, but there are a
number of newer long acting
agents which are being com-
bined to create similar LABA/
LAAC combos coming to us
soon!

I

Canadian Respiratory

Guidelines

Optimal Pharmacotherapy

—_—

COPD

Treatable. Preventable.

Increasing Disability and Lung Function Impairment

—— >
Mild Moderate Severe
Infrequent AECOPD Frequent AECOPD
(< 1/year) (> 1/year)
\ 4
SABD prn LAAC + ICS/LABA +
persistqnt persistent dyspnea SABA prn

dyspn
LAAC + SABD prn
or

LABA + SABD prn

LAAC + LABA + SABA prn
persistent dyspne;

LAAC or LABA+ SABA prn /

LAAC + ICSILABA +
SABA prn s

lpersistent dyspnea

LAAC + ICS/LABA +
SABA prn +/- Theophylline

Can Respir J 2008;15(Suppl A)
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Could Propranolol be Safe in Patients with Stable Asthma?

Short PM, Williamson PA, Anderson WJ, Lipworth BJ. Randomized placebo-
controlled trial to evaluate chronic dosing effects of propranolol in asthma. Am J
Respir Crit Care Med 2013;187(12):1308-1314

This study randomly assigned 18 patients with stable asthma to receive propranolol or placebo
and then, after a wash-out period, the alternate treatment, a randomized crossover trial. Stable
asthma in this trial meant the patient had mild-to-moderate persistent asthma with a forced ex-
piratory volume in 1 second greater than 80%. Each patient used inhaled corticosteroids during
a run-in period so the authors could confirm that the patient had stable disease.

Each treatment phase consisted of a dose titration period of 2 to 4 weeks (propranolol target
dose = 80 mg daily) followed by a 4-week maintenance phase. During the titration periods, the
investigators added inhaled tiotropium but only used the inhaled steroids during the mainte-
nance phase.

Results: The main outcome of interest was based on methacholine challenge testing. Overall,
the methacholine challenge results were similar after each treatment interval. Additionally, the
patients reported no differences in asthma quality of life or severity scales.

In this cross-over study of patients with stable asthma, adding propranolol had negligible ef-
fects on methacholine challenge testing, quality of life, or asthma severity.

Editors Note:

This is a small study, but the main advantage of a cross-over study is that each patient gets to
serve as his or her own control and the sample size requirements are generally much smaller
than in traditional clinical trials. That being said, this is a very dangerous thing to do! If an
asthmatic patient needs a beta blocker, then one must assume that they do NOT need a beta ag-
onist. Thus it could not be done on someone on LABA/ICS, or someone unstable enough to still
be needing SABA. If your patient's asthma inflammation is resolved, then they should not have
any bronchospasm and as such, beta blockade should not matter. I should also note that many of
these patients were treated with an alternative bronchodilator, tiotropium, to ensure bronchodi-
lation. Tiotropium use in asthma is not uncommon in severe/uncontrolled asthmatics, but not
yet a frequent prescription in primary care. So be very careful with this information and it
would still be prudent, if you must try a beta blocker to use a cardioselective one.

ak
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Pneumonia and Pneumonia Related Mortality in Patients with
COPD Treated with Fixed Combinations of Inhaled Corticosteroid
and Long Acting B2 Agonist: Observational Matched Cohort Study

(PATHOS).

Janson C, Larsson K, Lisspers KH, Stillberg B, Stratelis G, Goike H, Jorgensen
L, Johansson G. BMJ. 2013 May 29;346:f3306. doi: 1136/bmj.f3306.

Background:

A number of studies, included
Dr. Yawn's article reviewed in
this newsletter, have recognized
the increased risk of pneumonia
in patients with COPD treated
with ICS. This study investigat-
ed the occurrence of pneumonia
and pneumonia related events in
patients with chronic obstructive
pulmonary disease (COPD)
treated with two different fixed
combinations of inhaled cortico-
steroid/long acting B2 agonist in
Sweden via an observational
retrospective pairwise cohort
study matched (1:1) for propen-
sity score. Investigated were
primary care medical records
data linked to Swedish hospital,
drug, and cause of death registry
data for years 1999-2009.

Patients with COPD, diagnosed
by a physician who were given
prescriptions of either budeson-
ide/formoterol or fluticasone/
salmeterol, were studied with
the outcomes including yearly
pneumonia event rates, admis-
sion to hospital related to pneu-
monia, and mortality.

Results:

9893 patients were eligible for
matching (2738 in the
fluticasone/salmeterol group;
7155 in the budesonide/

formoterol group), yielding two
matched cohorts of 2734 pa-
tients each. In these patients,
2115 (39%) had at least one rec-
orded episode of pneumonia
during the study period, with
2746 episodes recorded during
19,170 patient years of follow

up.

Fluticasone/salmeterol com-
pared with budesonide/
formoterol, had a higher rate of
pneumonia (rate ratio 1.73 (95%
confidence interval 1.57 to 1.90;
P<0.00) and admission to hos-
pital 1.74 (1.56 to 1.94;
P<0.001). The pneumonia event
rate per 100 patient years for
fluticasone/salmeterol versus
budesonide/formoterol was 11.0
(10.4 to 11.8) versus 6.4 (6.0 to
6.9) and the rate of admission to
hospital was 7.4 (6.9 to 8.0) ver-
sus 4.3 (3.9 to 4.6). The mean
duration of admissions related to
pneumonia was similar for both
groups, but mortality related to
pneumonia was higher in the
fluticasone/salmeterol group (97
deaths) than in the budesonide/
formoterol group (52 deaths)
(hazard ratio 1.76, 1.22 to 2.53;
P=0.003). All causes of mortali-
ty did not differ between the
treatments (1.08, 0.93 to 1.14;
P=0.59).
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Study conclusion

There is an intra-class difference
between fixed combinations of
inhaled corticosteroid/long act-
ing B2 agonist with regard to the
risk of pneumonia and pneumo-
nia related events in the treat-
ment of patients with COPD.

Editorial:

There does seem to be a differ-
ence as to the risk of pneumonia
between different steroids.
There are theories, including
one that suggests that the local
anti-inflammatory/anti-immune
activity is higher with the more
potent fluticasone than
budesonide. This article has
some limitations. First of all, it
is not a study, but a chart review
with patient matching. Some
will criticize it as not a double
blind study, and it is not, but this
is still evidence using patient
matching with a large number of
criteria to get matched groups to
analyze. Secondly, this study
was funded by Astra Zeneca
which makes Symbicort.

Irregardless, if there is a safety
message, perhaps we should pay

attention....

ak
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Inhaled Corticosteroid Use in Patients with Chronic Obstructive
Pulmonary Disease and the Risk of Pneumonia: A Retrospective
Claims Data Analysis.

Yawn BP, Li YF, Tian HJ, Zhang J, Arcona S, Kahler KH.
International Journal of COPD June 2013 Volume 2013:8;295 - 304

Background:

The use of inhaled corticosteroids in patients with chronic obstructive pulmonary disease
(COPD) has been associated with an increased risk of pneumonia in controlled clinical trials
and case-control analyses. The authors used claims databases as a research model of real-world
diagnosis and treatment, to determine if the use and dose of inhaled corticosteroids (ICS)
among patients with newly diagnosed COPD are associated with increased risk of pneumonia.
In a retrospective cohort analysis of patients diagnosed with COPD between January 01, 2006
and September 30, 2010, drawn from databases (years 2006-2010), patients (aged >45 years)
were followed until first pneumonia diagnosis, end of benefit enrollment, or December 31,
2010, whichever was earliest. A Cox proportional hazard model was used to assess the associa-
tion of ICS use and risk of pneumonia, controlling for baseline characteristics. Daily ICS use
was classified into low, medium, and high doses (1 pg—499 pg, 500 pg—999 ng, and >1000 pg
fluticasone equivalents daily) and was modeled as a time-dependent variable.

Results:

Among 135,445 qualifying patients with a total of 243,097 person-years, there were 1020 pneu-
monia incidences out of 5677 person-years on ICS (crude incidence rate, 0.180 per person-
year), and 27,730 pneumonia incidences out of 237,420 person-years not on ICS (crude inci-
dence rate, 0.117 per person-year). ICS use was associated with a dose-related increase in risk
of pneumonia, with adjusted hazard ratios (versus no use; (95% confidence interval) of 1.38
(1.27-1.49) for low-dose users, 1.69 (1.52—1.88) for medium-dose users, and 2.57 (1.98-3.33)
for high-dose users (P < 0.01 versus no use and between doses).

Conclusion:

The use of ICS in newly diagnosed patients with COPD is potentially associated with a dose-
related increase in the risk of pneumonia.

Editorial:

This excellent work by a colleague of mine from the United States shows once again that ICS
in COPD is not benign, and does have an increased risk of pneumonia. It does not show, how-
ever, whether all inhaled steroids are equal. There is a body of literature that suggests that cer-
tain steroids are safer than others. For instance, the PATHOS trial, a database trial in Sweden

suggested a very significant lower risk in pneumonia for Budesonide than Fluticasone.

AK [see page 16 for figures]
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Figure 2 Kaplan—Meier p ia-free survival estimates during follow up period by inhaled corticosteroid dose level.

Abbreviation: ICS. inhaled corticosteroid.

Dovepress Pneumonia risk with ICS use in COPD

Hazard ratio (95% Cl)
(versus no ICS use)

Low ICS dose s 1.38(1.27, 1.49)
P <0.001

Moderate ICS dose —— 1.69(1.52, 1.88)
P <0.001

High ICS dose I 2.57(1.98,3.33)
P <0.001

Hazard ratio (95% Cl)
G )
Decreased risk Increased risk (vs no ICS)
Figure 3 Adjusted hazard ratio for risk of pneumonia according to inhaled corticosteroid dose. Pairwise comparisons between the three ICS dose levels were all significantly

different at P << 0.01. The hazard ratios were from muitivariate Cox proportional hazards model. with ICS use and dose level as time-dependent variables.
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Characteristics of Children with Asthma Who Achieved Remission
of Asthma

Javed A, Kwang H, et al. Journal of Asthma 2013

The study was a retrospective cohort study based on 117 asthmatic children who participated in
a previous study. The children were categorized into two groups: asthmatics with remission ver-
sus asthmatics without remission. Remission of asthma was defined as a lack of symptoms/signs
of asthma, or asthma-related medications, or health care services for at least three consecutive
years. Long-term remission was defined by no relapse of asthma after achieving remission.

Results

Of the 117 subjects, 70 (60%) were male, 91 (78%) were Caucasians, and the mean age at in-
dex date of asthma was 8.1 years. A total of 59 asthmatic children (50%) achieved remission
and 28 asthmatics (24%) achieved long-term remission. Asthmatics with remission were more
likely to be Caucasian (87%) compared to those without (69%) (p = .039) There were no differ-
ences in the frequency of visits for viral (0.3 vs. 0.4 per person-years, p = .29) or bacterial infec-
tions (0.7 vs. 0.5 per person-years, p = .49) between asthmatics with and without remission.
Gender, socioeconomic status, smoking exposure, family history of asthma or atopy, breastfeed-
ing history, peak flow meter availability, asthma action plan, and influenza vaccinations were
not associated with remission.

Conclusions

Only half of asthmatic children accomplished remission of asthma ever and 24% of asthmatic
children had long-term remission. Ethnicity may affect remission of asthma but microbial infec-
tions may not influence the likelihood of remission of asthma and vice versa.

Editorial:
No answer here! This US study only showed an increase in remission in some Caucasians vs
other ethnicities, which you might expect to blame on socioeconomic status, but apparently not

per their analysis. Bottom line, no way to predict which ones will go into remission, so treat
each asthmatic individually!
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http://www.informahealthcare.com/doi/abs/10.3109/02770903.2013.787625

Risk of Acute Kidney Injury Associated with the use of Fluoroquin-
olones.

Bird ST, Etminan M, Brophy JM, Hartzema AG, Delaney JA, CMAJ. 2013 Jul
9;185(10):E475-82. doi: 10.1503/cmaj.121730. Epub 2013 Jun 3.

BACKGROUND:

Case reports indicate that the use of fluoroquinolones may lead to acute kidney injury. These
authors studied the association between the use of oral fluoroquinolones and acute kidney inju-
ry, and particularly examined interaction with renin-angiotensin-system blockers.

METHODS:

The authors formed a nested cohort of men aged 40-85 enrolled in the United States IMS Life-
Link Health Plan Claims Database between 2001 and 2011. They defined cases as men admit-
ted to hospital for acute kidney injury, and controls were admitted to hospital with a different
presenting diagnosis. Using risk-set sampling, they matched 10 controls to each case based on
hospital admission, calendar time (within 6 wk), cohort entrance (within 6 wk) and age (within
5 yr). They used conditional logistic regression to assess the rate ratio (RR) for acute kidney
injury with current, recent and past use of fluoroquinolones, adjusted by potential confounding
variables. The analysis was repeated with amoxicillin and azithromycin as controls.

RESULTS:

1292 cases and 12 651 matched controls were identified.. Current fluoroquinolone use had a
2.18-fold (95% confidence interval [CI] 1.74-2.73) higher adjusted RR of acute kidney injury
compared with no use. There was no association between acute kidney injury and recent
(adjusted RR 0.87, 95% CI1 0.66-1.16) or past (RR 0.86, 95% CI 0.66-1.12) use. The absolute
increase in acute kidney injury was 6.5 events per 10 000 person-years. We observed 1 addi-
tional case per 1529 patients given fluoroquinolones or per 3287 prescriptions dispensed. The
dual use of fluoroquinolones and renin-angiotensin-system blockers had an RR of 4.46 (95% CI
2.84-6.99) for acute kidney injury. The use of amoxicillin or azithromycin was not associated
with acute kidney injury.

INTERPRETATION:

This study found a small, but significant, increased risk of acute kidney injury among men with
the use of oral fluoroquinolones, as well as a significant interaction between the concomitant
use of fluoroquinolones and renin-angiotensin-system blockers.

EDITORIAL

Once again, there is nothing in medicine completely safe. Respiratory flouroquinolones are in-
dicated for pneumonia and AECOPD. Perhaps we should think twice in prescribing these drugs
to those with renal disease or those on renin-angiotensin-system blockers.

ak
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