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REVIEW
Management of pulmonary vasodilator therapy in
patients with pulmonary arterial hypertension
during critical illness
Katie M Muzevich1, Hadi Chohan2 and Daniel C Grinnan2*
Abstract

Pulmonary arterial hypertension (PAH) is commonly treated with pulmonary arteriolar vasodilator therapy. When a
patient on PAH medication is admitted to intensive care, determining how to manage their medication during the
critical illness is often complicated. There may be considerations related to the inability to take medication by
mouth, related to acute renal failure or acute liver injury, related to altered mental status or delirium, or related to
hypotension and bacteremia. Decisions of how to manage these medications can have a major impact on the
patient’s clinical course. Presently, provider experience is the major tool in navigating the decisions regarding these
medications. In this review, we offer our recommendations of how to manage PAH patients with critical illness who
are on PAH medications. These recommendations include how to deliver medications via feeding tubes, how to
dose medications in the setting of acute renal failure or acute liver failure, and how to manage medications during
hypotension or when a tunneled catheter needs to be removed.
Introduction
Pulmonary arterial hypertension (PAH) is a progressive
disorder of the pulmonary circulation, which leads to right
ventricular failure and death. In the past two decades, ad-
vances have led to US Food and Drug Administration ap-
proval of several PAH therapies for the treatment of PAH,
and their use is now widespread. Common side effects
and use of these medications in the outpatient setting have
been extensively discussed. However, we are unaware of a
review of PAH therapies focusing on management when
patients are admitted to an ICU. Many patients with PAH
die in an ICU setting [1,2], and the reported prevalence of
PAH may have increased from the 1980s, when a National
Institutes of Health registry enrolled less than 200 patients
[3], to the present, with more than 3,500 patients enrolled
in the US-based Registry to Evaluate Early and Long-term
PAH Disease Management (REVEAL) [4]. A discussion of
how to manage existing PAH therapies in patients admit-
ted to the ICU is therefore overdue. This management
includes the use of phosphodiesterase inhibitors, endothe-
lin receptor antagonists and prostacyclin analogs. Our
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discussion will not include fluid management of PAH pa-
tients admitted to the ICU, because this topic has previ-
ously been discussed in other publications [5,6].
At our institution, we routinely care for patients on

treatment for PAH during inpatient admissions. Often
this includes transfer from another hospital. Over the
past decade, we average over 30 PAH patients per year
admitted with varying conditions. We offer our single-
center experience with PAH therapies in the ICU setting,
as well as our recommended approach to their use dur-
ing ICU admission.
Medication administration during critical illness
Administration of medications may be compromised
when patients require mechanical ventilation and enteral
nutrition, but it is possible via an enteral feeding tube if
the drug formation is suitable for enteral administration.
Generally, liquid formulations are preferred over tablet or
capsule dosage forms [7]. In the absence of a liquid dosage
form, many solid dosage forms (tablets or capsules) can be
crushed or opened and mixed with water for enteral ad-
ministration. Dosage forms that should not be altered for
enteral administration include those of extended or delayed
release, and drugs with chemotherapeutic, teratogenic or
ral Ltd. The licensee has exclusive rights to distribute this article, in any medium,
this time, the article is available under the terms of the Creative Commons
rg/licenses/by/4.0), which permits unrestricted use, distribution, and
iginal work is properly credited. The Creative Commons Public Domain
g/publicdomain/zero/1.0) applies to the data made available in this article,

mailto:dcgrinnan@vcu.edu
http://creativecommons.org/licenses/by/4.0
http://creativecommons.org/publicdomain/zero/1.0


Muzevich et al. Critical Care 2014, 18:523 Page 2 of 10
http://ccforum.com/content/18/1/523
carcinogenic properties. Phosphodiesterase type 5 inhibitors
(sildenafil and tadalafil), endothelin receptor antagonists
(bosentan, ambrisentan and macitentan) and the novel
soluble guanylate cyclase stimulator (riociguat) are oral
medications for the treatment of PAH. Table 1 presents
recommendations for the administration of these oral
medications via enteral feeding tube. Additionally, nursing
staff should be given detailed instructions regarding proper
enteral drug administration procedures [7].
Administration of inhaled outpatient therapy is prob-

lematic when patients require mechanical ventilation.
Products such as iloprost (Ventavis®; Actelion Pharma-
ceuticals, San Francisco, CA, USA) and treprostinil
(Tyvaso®; United Therapeutics, Research Triangle Park,
NC, USA) require delivery with specialized delivery de-
vices: iloprost, I-neb® Adaptive Aerosol Delivery® (Philips
Healthcare, Andover, MA, USA) or Prodose® Adaptive
Aerosol Delivery® (Philips Healthcare) [20]; and trepros-
tinil, Tyvaso inhalation system® (United Therapeutics)
[21]. Although reports exist of successful inhaled ilo-
prost delivery to patients requiring mechanical ventila-
tion or high-flow oxygen [22], this delivery method has
not been extensively tested, nor is it approved by the US
Food and Drug Administration. Furthermore, patients re-
quiring mechanical ventilation may benefit from a titrat-
able medication that is delivered continuously rather than
intermittently. Hence continuous administration of pul-
monary vasodilator therapy (nebulized epoprostenol or
inhaled nitric oxide) may be advantageous because of
the ability to titrate the dose and the likelihood that
continuous drug delivery will be less likely to alter hemo-
dynamics compared with intermittent drug delivery (see
Table 1 Recommendations for enteral administration of pulm

Drug Oral suspension
available

Intravenous formulati
available

Sildenafil [8-10] Yes Yes (dosage is 10 mg
every 8 hours)

Tadalafil [11,12] Noa No

Bosentan [13-16] Noa No

Ambrisentan [14,17] No No

Macitentan [18] No No

Riociguat [19] No No

aMay be compounded as follows: grind 15 tadalafil 20 mg tablets in a glass mortar,
and 30 ml Ora-Sweet (Paddock Laboratories) to make a final volume of 60 ml. Susp
room temperature. bMay be compounded as follows: place bosentan tablet in 5 to
can be used to deliver the prescribed dose. Any remaining suspension should be d
(acidic) pH (for example, fruit juices) due to poor solubility; the drug is most soluble
not handle crushed bosentan.
Altered mental status section for more on inhaled nitric
oxide and nebulized epoprostenol).

Bacteremia and sepsis
The incidence of bacteremia in patients with PAH is ele-
vated compared with that in the general public. This is
secondary to the central venous catheters used to deliver
intravenous prostanoid therapy [23]. The incidence of
bacteremia has been estimated at 0.118 episodes per 1,000
treatment-days in patients receiving epoprostenol and as
0.938 episodes per 1,000 treatment-days in patients receiv-
ing treprostinil [24]. Although improvements in adminis-
tration techniques may further decrease the incidence of
bacterial infection associated with treprostinil therapy,
bloodstream infections may still occur [25]. When a pa-
tient develops bacteremia with or without sepsis there are
difficult questions that arise.
First, it is important to address whether or not a tun-

neled catheter used for prostacyclin infusion should be
removed in the setting of bacteremia or sepsis. We agree
with current Infectious Diseases Society of America
guidelines that any patient with sepsis should have the
indwelling catheter removed after alternate access is ob-
tained and the prostacyclin infusion is transferred [26].
We also feel that patients with known bacteremia and
tachycardia, even if not fulfilling the criteria for sepsis,
should have consideration of catheter removal. This is
due to the risk that tachycardia and systemic vasodilata-
tion from bacteremia may pose to the right ventricle that
is already strained from PAH. If a patient is bacteremic
but normotensive and without tachycardia, then culture
results can be awaited while antibiotics are administered,
onary arterial hypertension medications

on Data supporting enteral drug administration

Reports exist where sildenafil tablet was crushed, dissolved
in 5 ml sterile water and administered via enteral tube

No data available. May be reasonable to use extemporaneous
preparation of tadalafil suspension for enteral administration

Institute for Safe Medication Practices does not recommend
crushing due to teratogenic propertiesb

Institute for Safe Medication Practices: ‘do not crush medication’
(extended release product with teratogenic properties);
do not administer via enteral tube

Manufacturer recommends that tablets not be split, chewed
or crushed; do not administer via enteral tube

No data available; would not recommend crushing due
to teratogenic properties

then mix with 30 ml Ora-Plus (Paddock Laboratories, Minneapolis, MN, USA)
ension is stable for at least 91 days when stored in amber plastic bottles at
25 ml water to create a suspension. An appropriate aliquot of the suspension
iscarded. Bosentan should not be mixed or dissolved in liquids with a low
in solutions with pH >8.5. Women who are or may become pregnant should



Table 3 Flow rates associated with intravenous infusion
pumps

CADD legacy
pumpa

CADD-MS3
pumpa

CRONO
five pumpb

Alaris IV
pumpc

Epoprostenol rate
range (ml/hour)

0.01 to 3.6 Not
applicable

Not
Applicable

0.1 to
999 [27]

Treprostinil rate
range (ml/hour)

0.01 to 3.6 0.002 to
1.00

0.05 to 5 0.1 to
999 [27]

aSmiths Medical, St Paul, MN, USA. bIntra Pump Infusion Services, Grapevine, TX,
USA. cCareFusion, San Diego, CA, USA. CADD, computerized ambulatory
drug delivery.
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since infections with coagulase-negative staphylococcus
and enterococcus may not necessitate catheter removal
[26]. If a decision is made to remove the catheter, alter-
native access must be obtained prior to catheter removal
to ensure continuous prostacyclin delivery. Central ven-
ous access (including peripherally inserted central cathe-
ters) is preferred over peripheral intravenous lines, due
to the less stable nature of peripheral lines. If the
inserted central catheter has multiple lumens, we recom-
mend labeling or marking the lumen through which
prostacyclin will infuse. In this way, the possibility of
manipulating the prostacyclin line will be minimized. In
general, once a tunneled catheter is removed due to in-
fection with bacteremia, it should not be replaced until
the patient has completed a full course of antibiotics and
has negative blood cultures. Replacement of the tun-
neled catheter is generally done in the outpatient setting
after recovery.
Second, if the central venous catheter associated with

prostacyclin infusion is a potential source of bacteremia
and needs to be removed, how should the prostacyclin
infusion be managed? Possible solutions to this question
include: rapidly transferring the infusion from the old
catheter to the new catheter without priming the new
catheter (discouraged in most cases, see below); priming
the new catheter with medication prior to rapid transfer-
ence of the infusion to the new catheter; or overlapping
infusions, with one running through the old catheter
until a volume is instilled in the new catheter that ap-
proximates the volume of that catheter. Variables in-
volved in this decision include the dead space present in
the catheter (Table 2), the pump infusion rate (Table 3),
the half-life of the infusing medication and the patient’s
condition [27-29].
While Table 2 presents a guide for the volume of vari-

ous catheters, Hickman catheters are often cut to patient
length and may have a different volume than anticipated.
Measuring the cut catheter volume with saline prior to
insertion can provide the volume of the catheter in this
instance. While several centers have a policy of priming
0.75 ml medication from a computerized ambulatory
Table 2 Volumes associated with various catheter types

Catheter type Catheter volume

55 cm PICC line, 17 gauge lumen 0.76 ml [28]

55 cm PICC line, 18 gauge lumen 0.56 to 0.68 ml [28]

55 cm PICC line, 19 gauge lumen 0.44 ml [28]

Single-lumen Hickman catheter, 9.6 French 1.8 ml [28]

Double-lumen Hickman catheter, 9 French 0.6 ml (small port),
1.3 ml (large port) [28]

Triple-lumen catheter 0.38 ml (18 gauge ports),
0.42 ml (16 gauge ports) [29]

PICC, peripherally inserted central catheter.
drug delivery (CADD) Legacy pump (Smiths Medical, St
Paul, MN, USA) into the new catheter before rapid se-
quence transfer of medication (personal communication
with other pulmonary hypertension practitioners and
specialty pharmacies), this does not account well for the
above variables. If a treprostinil infusion is transitioned
from a Hickman catheter to a peripherally inserted cen-
tral catheter line, a nontunneled central venous catheter,
or a peripheral intravenous catheter, then a rapid transi-
tion without priming is usually well tolerated, as the
medication will be delivered systemically prior to a half-
life elimination. This is contrasted with a transition from
a peripherally inserted central catheter line to a single
lumen Hickman catheter. Because of the large catheter
volume of the Hickman catheter, the time from initiation
of infusion to systemic delivery could be as long as
90 hours (for a slowly infusing treprostinil infusion from
a CADD-MS3 pump (Smiths Medical)), much longer
than the 4.5-hour half-life of the medication. Similarly, a
patient receiving intravenous therapy (epoprostenol or
treprostinil) from a CADD Legacy pump could have a
delay from initiation to systemic delivery of 1 to 2 hours,
much longer than the half-life of 3 to 6 minutes. In both
examples, consideration must be given to either overlap-
ping the infusions or priming the new catheter with
medication, so that excessive time without medication
can be avoided. Of these two options, we prefer overlap-
ping medication, because this will prevent the potentially
ill-effects of inadvertent drug bolus administration while
priming the new line (in our experience, even a bolus of
one-half the catheter volume instilled over 5 to 10 mi-
nutes can lead to symptoms of prostacyclin toxicity). We
believe that symptoms of prostacyclin excess can occur
with catheter priming due to rapid instillation of product
into the catheter causing unintended transference of
medication systemically.
Third, should the patient remain on their existing infu-

sion pump, or should the patient be transitioned to a hos-
pital pump? There are potential advantages and pitfalls to
each approach. If the patient remains on their pump, the
hospital staff may be unfamiliar with the pump and unable
to alter the infusion. This places the responsibility of man-
aging the infusion pump on the patient or their mixing
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partner. If the patient is critically ill and in an unusual en-
vironment, they may be more prone to medication error. If
the pump is under the care of a mixing partner, they may
be unavailable to change the medication when needed, and
user error is again a concern. However, if the decision is
made to change the infusion to a hospital pump, a change
in medication concentration may be required due to limi-
tations in infusion rates on the hospital pump (see Table 3).
A change in medication concentration could lead to wide
changes in drug delivery to the patient. For example, if a
patient weighing 60 kg usually receives 100 ng/kg/minute
treprostinil (10 mg/ml) delivered by CADD-MS3 pump at
a rate of 0.036 ml/hour through a Hickman catheter with
volume of 1.8 ml, and they are changed to a hospital
pump requiring a change in treprostinil concentration
to 1 mg/ml treprostinil so that an equivalent dose can be
maintained at a rate of 0.36 ml/hour, then the first 5 hours
of infusion through the hospital pump will infuse the
remaining 10 mg/ml treprostinil indwelling in the cath-
eter, which could deliver a dose 10 times that intended.
Even among pulmonary hypertension centers, the de-

cision of whether to transition from patient pump to
hospital pump is debatable and clinical practice varies
significantly [30]. In our institution, all medication is
supplied from pharmacy with mixing instructions
checked among members of our PAH team from nursing,
pharmacy and physicians. On our pulmonary hypertension
unit, where all nurses are regularly in-serviced on pumps
and are familiar with infusions, patients may stay on their
own pump with nursing assisting with management. In
our ICU, where nurses may have little prostacyclin experi-
ence, patients on CADD Legacy pumps are transitioned to
hospital pumps, as the rate and concentration of infusion
can often be left unchanged. However, patients on CADD-
MS3 pumps in our ICU are not transitioned, due to the in-
ability to match the rate and concentration on hospital
pumps.
As infused prostacyclin therapy is intricate in its delivery,

and errors in management could have significant deleteri-
ous effects, we recommend that management of inpatients
on prostacyclin therapy be managed at pulmonary hyper-
tension centers. This ensures a multidisciplinary approach
in which pharmacy, nursing and practitioners have signifi-
cant experience to minimize error. It is also important to
know that specialty pharmacies which deliver prostacyclin
therapy have nursing experiences with pump therapy avail-
able at all times to help manage issues with pump therapy.
Fourth, how should oral or inhaled medication be man-

aged in patients with hypotension related to sepsis? If a pa-
tient develops hypotension while on treatment for PAH,
then clinical management must be individualized. The con-
cern is that the pulmonary vasodilators used to treat PAH
cause some systemic vasodilatation. In the setting of
hypotension from sepsis, continued use of medications that
potentiate hypotension could decrease perfusion and lead
to further end-organ dysfunction. We would rarely recom-
mend that a prostacyclin infusion be altered or decreased,
even if vasopressor support is indicated. If prostacyclin
infusion is decreased in an attempt to improve sys-
temic blood pressure, this should be done under the
direction of a practitioner with extensive prostacyclin
experience. If a patient is on oral medication and be-
comes hypotensive, the decision to hold these medica-
tions depends on certain variables. The risk of acutely
stopping these medications is difficult to determine. Fac-
tors such as the degree of hypoxemia, the extent of right
ventricular dysfunction and whether the right ventricle
is in compensated or decompensated failure may affect
management. This must be balanced with the risk of
continuing oral medications, because they can potentiate
hypotension and cause a resultant decrease in organ per-
fusion in the setting of sepsis. In the absence of sig-
nificant right ventricular failure in a patient with evidence
of end-organ hypoperfusion, then consideration of dose
decrease (if possible) or even cessation of oral medication
is necessary.

Altered mental status
Delirium and sedation are common in the ICU setting, af-
fecting up to 82% of ICU patients [31]. Altered mental sta-
tus can have a significant impact on medication delivery
of patients with PAH. Oral medications can usually be
managed as described in Table 1. Pump infusion can be-
come more complicated, especially if the patient has been
involved in the process of mixing and pump management.
When a patient is unable to care for a pump on their own,
and if they are far away from their home, it may be diffi-
cult to rely on their mixing partner to care for the infu-
sion. Therefore, it is essential that the healthcare system
develops a plan to care for the infusion, or quickly transfer
the patient to a facility with more experience, as described
in the Bacteremia and sepsis section above.
If a patient is on an inhaled therapy and develops altered

mental status, they will be unable to use this medication
as it requires patient participation for drug delivery. An al-
ternative mode of delivery therefore needs to be estab-
lished. At our institution, this alternative typically involves
transition to continuous delivery of either inhaled epo-
prostenol or inhaled nitric oxide. While neither therapy
has been approved by the US Food and Drug Administra-
tion for ICU use in adult patients within the United States,
they both have established hemodynamic effects in pa-
tients with PAH, and one has not been shown superior to
the other [32]. Because of concerns associated with pos-
sible side effects from inhaled nitric oxide (nitrogen diox-
ide accumulation and methemoglobinemia [33]), as well
as the high cost of therapy, our institution usually initiates
inhaled epoprostenol.
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The optimal dose of inhaled epoprostenol for adult pa-
tients with pulmonary hypertension is unknown; however,
an inverse dose–response relationship exists between the
inhaled epoprostenol dose and pulmonary artery pressures
[34]. Dosing of inhaled epoprostenol reported in the pri-
mary literature is variable and ranges from 5 to 85 ng/kg/
minute [35]. At our institution, we generally start at a dose
of either 50 or 100 ng/kg/minute and titrate by oxygen
saturation values and pulmonary artery pressures (mea-
sured by echocardiogram), where our maximum dose is
100 ng/kg/minute and our minimum dose is 10 ng/kg/mi-
nute. As epoprostenol has an extremely short half-life,
dose adjustments are made as quickly as every 15 minutes.
The duration of therapy is variable and is based on patient
improvement and the ability to resume or up-titrate other
therapies. While most patients only require nebulized epo-
prostenol as a temporary bridge, durations of therapy ex-
ceeding 2 weeks have been reported [35]. We have also
worked to eliminate safety events by standardizing order-
ing of inhaled epoprostenol in our electronic record sys-
tem (Figure 1A) and by selecting the Aeroneb (Aerogen
Ltd, Dangan, Galway, Ireland) method of delivery [36] to
prevent any loss of airflow from nebulized delivery of
medication (Figure 1B). At our institution, we have used
either inhaled nitric oxide or inhaled epoprostenol in the
operating room and ICU settings for patients who are un-
able to receive inhaled prostacyclin therapies.

Need for gastrointestinal rest
There are many conditions in the ICU during which a
patient may not be able to take medications enterally
Figure 1 Standardization of inhaled epoprostenol in our electronic re
inhaled epoprostenol as ordered through our electronic medical record. Co
improve safety. IBW, ideal body weight. (B) Left: our set-up for delivering in
ventilation. Right: the Aeroneb (Aerogen Ltd, Dangan, Galway, Ireland) in re
found with repeated trial and error to optimize aerosol delivery without sig
(nil per os). These include but are not limited to peri-
operative care, acute cholecystitis, acute pancreatitis and
bowel obstruction. When a patient is nil per os, they can
typically continue pump therapy or inhaled therapy with-
out change if their mental status is intact. The challenge is
whether or not oral medications require a transition to
other forms of therapy. Sildenafil is available intraven-
ously, and may be administered instead of oral dosing if
given at 50% of the typical oral dose [8]. Other oral medi-
cations are not available intravenously, and consideration
of alternate therapies is needed. The current symptoms of
the patient, as well as the estimated length a patient may
be nil per os, may influence whether a patient requires al-
ternate PAH treatment for an interval. If patients require
a transition, we often begin with inhaled delivery of in-
haled nitric oxide or inhaled epoprostenol (see Altered
mental status section above for details). As with all PAH
patients, evidence of right ventricular decompensation
may necessitate a transition to pump therapy.

Acute renal insufficiency/failure
Renal failure is prevalent among patients admitted to the
ICU. A study from September 2000 to December 2001
identified a point prevalence rate for developing acute
renal failure in the ICU ranging from 1.4 to 25.9%, where
the average point prevalence rate was 5.7% [37]. The risk
may be higher in PAH, as one study determined that 34%
of PAH patients hospitalized for right heart failure devel-
oped worsening renal function during hospitalization (de-
fined as a rise in creatinine of 0.3 mg/dl within the first
48 hours of admission) [38]. This phenomenon is probably
cord system and the Aeroneb method of delivery. (A) Dosage of
ncentrations and dosages selected to minimize bag changes and to
haled epoprostenol through an aeroneb on patients with mechanical
lation to tubing placed after the ventilator filter. This position was
nificant deposition in ventilator tubing.



Table 4 Monitoring and dosage of pulmonary arterial hypertension pharmacotherapy in renal insufficiency
Drug Degree of renal elimination Dosage adjustments Monitoring Recommendations

Phosphodiesterase type 5 inhibitors

Sildenafil [8] Nonrenal metabolism to active
metabolites; 13% of dose excreted
in urine as metabolites

No dose adjustment is required. In patients
with CrCl ≤30 ml/minute, exposure to parent
drug and active metabolite increased twofold

Worsening of side effects (hypotension,
epistaxis, nasal congestion, headache,
dyspepsia, flushing, insomnia, erythema,
dyspnea and/or rhinitis)

Monitor for worsening of side effects
and decrease dosage if indicated.

Tadalafil [11] Nonrenal metabolism; however, renal
impairment results in twofold to
fourfold increase in tadalafil exposure

CrCl 31 to 80 ml/minute: start dosing at 20 mg
once daily; increase to 40 mg once daily based
on individual tolerability. CrCl ≤30 ml/minute
or hemodialysis: avoid use.

Worsening of side effects (hypotension,
headache)

Monitor for hypotension, consider dose
reduction. Severe impairment: hold dose
if side effects worsened

Endothelin-receptor antagonists

Ambrisentan [17] Nonrenal elimination No adjustment for mild–moderate renal failure;
severe renal failure and hemodialysis not studied

Fluid overload Hold if fluid overload is problematic

Bosentan [13] <3% eliminated in urine No adjustment necessary Fluid overload Hold if fluid overload is problematic

Macitentan [13] Nonrenal elimination No adjustment necessary Worsening of side effects (anemia,
nasopharyngitis, pharyngitis, bronchitis,
headache, influenza, and urinary
tract infection)

Likely safe to use in patients with renal
dysfunction

Soluble guanylate cyclase stimulator

Riociguat [19] 40% drug eliminated in urine
(mostly as inactive metabolites)

Not recommended in patients with
CrCl <15 ml/minute or those receiving dialysis

Possible hypotension bleeding or other
side effects (headache, dizziness,
dyspepsia/gastritis, nausea, diarrhea,
hypotension, vomiting, anemia,
gastroesophageal reflux, and constipation)

Monitor for hypotension, consider dose
reduction. Severe impairment (anuria):
hold dose if side effects worsened

Intravenous prostacyclin therapy

Epoprostenol [39,40] Nonrenal elimination; metabolites
recovered in urine, some of which
are minimally active

No adjustment necessary; if initiating therapy,
consider starting at a low dose and titrating slowly

Possible hypotension or side effects
(headache, jaw pain, flushing)

Titrate slowly during initiation phase; consider
gradual dosage reduction if patient is hypotensive
and experiencing increased side effects (flushing,
headache, jaw pain); do not abruptly discontinue
therapy

Treprostinil [41] 4% of unchanged drug eliminated
in urine; all metabolites (inactive)
renally eliminated

No specific recommendation available Possible hypotension or side effects
(headache, jaw pain, flushing)

Titrate slowly during initiation phase;
consider gradual dosage reduction if patient
is hypotensive and is experiencing increased
side effects (flushing, headache, jaw pain);
do not abruptly discontinue therapy

Inhaled vasodilators (prostacyclin and nonprostacyclin)

Inhaled nitric oxide
[42]

Combines with oxyhemoglobin to
produce methemoglobin and nitrate;
nitrate is renally eliminated

No dosage adjustments recommended/required Methemoglobin Probably safe to use in patients with renal
dysfunction

Treprostinil, inhaled [21] 4% of unchanged drug eliminated
in urine; all metabolites (inactive)
renally eliminated

No specific recommendation available Possible hypotension or side effects
(headache, jaw pain, flushing)

Titrate slowly during initiation phase; consider
increasing dosing interval if patient is
hypotensive and experiencing increased side
effects (flushing, headache, jaw pain)

Iloprost, inhaled [20] Nonrenal elimination Not studied in patients with renal impairment; based
on drug elimination, accumulation not expected

Possible syncope or side effects (headache,
flushing, dizziness, nausea, vomiting or diarrhea)

Probably safe for use in patients with renal
dysfunction. Continue usual monitoring

CrCl, creatinine clearance.
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Table 5 Monitoring and dosage of pulmonary arterial hypertension pharmacotherapy in hepatic impairment
Drug Degree of hepatic elimination Dosage adjustments Monitoring Recommendations

Phosphodiesterase type 5 inhibitors

Sildenafil [8] Extensive hepatic metabolism (CYP3A4 major;
CYP2C9 minor); active metabolite (which is
50% ==as active as sildenafil) also undergoes
hepatic metabolism

No dose adjustment for mild to
moderate impairment is required.
Severe impairment has not been
studied

Hypotension; worsening of side effects
(epistaxis, headache, dyspepsia, flushing,
insomnia, erythema, dyspnea and/or rhinitis)

Hold or reduce dose if patient presents with
acute liver injury and hypotension.

Tadalafil [11] Hepatic metabolism via CYP3A to inactive
metabolites (which undergo methylation and
glucuronidation)

Child–Pugh class A or B: reduce
starting dose to 20 mg once per day

Hypotension; worsening of side effects
(headache)

Hold or reduce dose if patient presents with
acute liver injury and hypotension

Child–Pugh class C: avoid use

Endothelin-receptor antagonists

Ambrisentan
[17]

Hepatic metabolism via CYP3A, CYP2C19, and
UGTs 1A9S, 2B7S an 1A3S; substrate OATP1B1
and OATP1B3; substrate but not an inhibitor of
P-glycoprotein

Not recommended in patients with
moderate or severe hepatic
impairment

Peripheral edema/fluid overload, nasal
congestion, sinusitis and/or flushing

Package labeling recommendation: discontinue if
aminotransferase elevations >5× ULN or if elevations
are accompanied by bilirubin >2× ULN, or by signs
or symptoms of liver dysfunction and other causes
are excluded

Bosentan [13] Eliminated by biliary excretion following
metabolism in the liver; three metabolites (one
active); induces CYP2C9, CYP34 and possibly
CYP2C19. Thought to induce its own
metabolism

Child–Pugh class A: no dosage
adjustment required

Peripheral edema/fluid overload, anemia,
respiratory tract infections

Package labeling: ALT/AST >5× and <8× ULN, stop
treatment and monitor ALT/AST levels at least every
2 weeks. Once the ALT/AST levels return to
pretreatment values, consider reintroduction of
the treatment

Child–Pugh class B or C: avoid use ALT/AST >8× ULN: discontinue treatment indefinitely

Macitentan
[13]

Metabolized primarily by oxidative
depropylation of the sulfamide to form the
pharmacologically active metabolite. This
reaction is dependent on CYP3A4 (major) and
CYP2C19 (minor)

No adjustment necessary Anemia, nasopharyngitis, pharyngitis,
bronchitis, headache, influenza, and urinary
tract infection

Package labeling: if clinically relevant aminotransferase
elevations occur, or if elevations are accompanied by
an increase in bilirubin >2× ULN, or by clinical
symptoms of hepatotoxicity, discontinue macitentan.
Consider reinitiation when hepatic enzyme levels
normalize in patients who have not experienced
clinical symptoms of hepatotoxicity

Soluble guanylate cyclase stimulator

Riociguat [19] Metabolized by CYP1A1, CYP3A, CYP2C8 and
CYP2J2. Formation of the major active
metabolite, M1, is catalyzed by CYP1A1; M1 is
further metabolized to the inactive N-
glucuronide.

Child–Pugh class A or B: no dosage
adjustment required. Child–Pugh class
B or C: no data available

Hypotension, bleeding or other side effects
(headache, dizziness, dyspepsia/gastritis,
nausea, diarrhea, hypotension, vomiting,
anemia, gastroesophageal reflux, and
constipation)

Hold or reduce dose if patient presents with
significant acute liver injury and hypotension

Intravenous prostacyclin therapy

Epoprostenol
[39,40]

Rapid metabolism via hydrolysis at neutral pH
in blood (major), also subject to enzymatic
degradation (minor); two minimally active
metabolites (one from hydrolysis, one from
enzymatic degradation)

No adjustment necessary; if initiating
therapy, consider starting at the low
end of the dosing range and titrating
slowly

Possible hypotension or side effects
(headache, jaw pain, flushing)

Probably safe for use in patients with liver dysfunction;
consider dosage reduction if patient is hypotensive and
is experiencing increased side effects (flushing, headache,
jaw pain); do not abruptly discontinue therapy
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Table 5 Monitoring and dosage of pulmonary arterial hypertension pharmacotherapy in hepatic impairment (Continued)

Treprostinil
[41]

Hepatic metabolism via CYP2C8 (major) and via
oxidation and glucuronidation (minor)

Mild to moderate hepatic insufficiency:
initial dose should be decreased to
0.625 ng/kg/minute ideal body weight;
cautious dosage increase

Hypotension or side effects (headache, jaw
pain, flushing)

Exposure is increased in patients with hepatic
insufficiency; if patient presents with acute liver injury
and signs of increased drug exposure (hypotension,
headache, flushing, jaw pain, and so forth), cautiously
and gradually decrease dosage until symptoms
subside. Do not abruptly discontinue therapy.
One reasonable approach is to decrease the treprostinil
dose by 10% every 3 hours until symptoms improve

Severe hepatic insufficiency: no studies
performed

Inhaled vasodilators

Nitric oxide,
inhaled [42]

Nonhepatic elimination No dosage adjustments
recommended/required

Methemoglobin Probably safe to use in patients with hepatic
dysfunction

Treprostinil,
inhaled [21]

Hepatic metabolism via CYP2C8 (major) and via
oxidation and glucuronidation (minor)

Mild–moderate hepatic impairment:
up-titrate slowly when initiating. Severe
hepatic insufficiency: no studies
performed

Hypotension or worsening of side effects
(headache, jaw pain, flushing)

Exposure is increased in patients with hepatic
insufficiency; if patient presents with acute liver injury
and signs of increased drug exposure (hypotension,
headache, flushing, jaw pain, and so forth), increase
dosing interval and/or decrease inhalations per
treatment until symptoms subside

Iloprost,
inhaled [20]

Hepatic metabolism via β-oxidation (major)
and cytochrome P450 (minor); major metabol-
ite is inactive

Child–Pugh class B or C: consider
increasing the dosing interval (for
example, 3 to 4 hours between doses
depending on the patient’s response at
the end of the dose interval)

Hypotension/syncope, headache, flushing,
ALP/GGT increased, flu-like symptoms,
hemoptysis, muscle pain/cramping

Exposure is increased in patients with hepatic
insufficiency; if patient presents with acute liver injury
and signs of increased drug exposure (hypotension,
headache, jaw pain, and so forth), consider increasing
the dosing interval until symptoms subside

ALP, alkaline phosphatase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, gamma-glutamyl transpeptidase; OATP, organic anion transporting polypeptide; UGT, uridine 5′-diphosphate
glucuronosyltransferase; ULN, upper limit of normal.
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multifactorial and potential etiologies include venous con-
gestion, hypotension (either from decreased cardiac output
or adverse medication effects) and the use of nephrotoxic
agents (for example, intravenous contrast, furosemide, and
so forth). Patients with PAH and acute renal failure may be
at risk for clinical deterioration from fluid overload and re-
sultant right heart strain. The provider must balance the
patient’s pulmonary status with the hemodynamic side
effects of PAH pharmacotherapy. Data regarding use of
phosphodiesterase type 5 inhibitors, endothelin-receptor
antagonists, intravenous prostacyclin therapy, soluble
guanylate cyclase stimulator and inhaled vasodilator ther-
apy in renal insufficiency and failure are summarized
in Table 4.

Acute hepatic impairment/failure
Liver injury is common among critically ill patients. At
ICU admission, liver function tests are found to be ab-
normal in as many as 61% of patients [43]. Cholestasis
(as determined by a bilirubin level >2 mg/dl) occurs in
20% of ICU patients during their ICU admission [44].
Additionally, hepatocellular injury in the ICU occurs fre-
quently, with hypoxic liver injury identified in up to 10%
of patients admitted to a medical ICU [45]. Other causes
of hepatocellular injury in critically ill patients include
congestive hepatopathy, septic shock and drug-induced
liver damage [46]. Patients with PAH are prone to devel-
oping congestive hepatopathy due to the likelihood of
right ventricular failure in this population. Furthermore,
medications such as bosentan have been implicated in
drug-induced hepatic injury, including cases of severe
hepatotoxicity [13,47]. The clinical impact of liver injury
on patients with PAH can be significant, as most medi-
cations used to treat PAH undergo hepatic metabolism.
Liver injury can impair drug metabolism and result in
drug toxicity. Furthermore, medications such as bosen-
tan have been implicated in drug-induced hepatic injury,
including cases of severe hepatotoxicity [13,47]. Table 5
describes the hepatic metabolism of phosphodiesterase
type 5 inhibitors, endothelin-receptor antagonists, sol-
uble guanylate cyclase stimulator, intravenous prostacyc-
lin therapy and inhaled vasodilator therapy, and provides
recommendations for the clinician regarding dosage ad-
justment and monitoring parameters.

Conclusions
The care of patients with PAH during critical illness is
complex due to their underlying disease and the nature of
pulmonary vasodilator therapy. This complexity is most
apparent in patients on prostacyclin therapy. As patients
with PAH live longer, the chance of admission for critical
illness will increase. During critical illness, managing PAH
medications can be very difficult, and consequences of
mistakes can be severe. After years of managing patients
with PAH through their critical illness, we have learned
some practices that are important to avoid and some prac-
tices that have generally helped us to navigate through dif-
ficult situations. There is little evidence to support our
recommendations on this topic – this article is therefore
not meant to be a practice guideline, because there is not
sufficient evidence to support our practice. We would en-
courage further discussion, and standardization of care is
encouraged for PAH patients on pulmonary vasodilators
during emergencies.

Abbreviations
CADD: Computerized ambulatory drug delivery; PAH: Pulmonary arterial
hypertension.

Competing interests
The authors declare that they have no competing interests.

Acknowledgements
The authors thank Laura Savage, RN, MSN, PCCN and Janet Pinson, MSN,
ACNP for integral manuscript review.

Author details
1Virginia Commonwealth University Health System, 401 N. 12th Street, P.O.
Box 980042, Richmond, VA 23298, USA. 2Virginia Commonwealth University
Health System, 1200 East Broad Street, P.O. Box 980050, Richmond, VA 23298,
USA.

References
1. Grinnan DC, Swetz KM, Pinson J, Fairman P, Lyckholm LJ, Smith T: The

end-of-life experience for a cohort of patients with pulmonary arterial
hypertension. J Palliat Med 2012, 15:1065–1070.

2. Tonelli AR, Arelli V, Minai OA, Newman J, Bair N, Heresi GA, Dweik RA:
Causes and circumstances of death in pulmonary arterial hypertension.
Am J Respir Crit Care Med 2013, 188:365–369.

3. D’Alonzo GE, Barst RJ, Ayres SM, Bergofsky EH, Brundage BH, Detre KM,
Fishman AP, Goldring RM, Groves BM, Kernis JT: Survival in patients with
primary pulmonary hypertension. Results from a national prospective
registry. Ann Intern Med 1991, 115:343–349.

4. Benza RL, Miller DP, Barst RJ, Badesch DB, Frost AE, McGoon MD: An
evaluation of long-term survival from time of diagnosis in pulmonary
arterial hypertension from the REVEAL Registry. Chest 2012, 142:448–456.

5. Hoeper MM, Granton J: Intensive care unit management of patients with
severe pulmonary hypertension and right heart failure. Am J Respir Crit
Care Med 2011, 184:1114–1124.

6. Dellinger RP, Trzeciak SW, Criner GJ, Zimmerman JL, Taylor RW, Usansky H,
Young J, Goldstein B: Association between inhaled nitric oxide treatment
and long-term pulmonary function in survivors of acute respiratory
distress syndrome. Crit Care 2012, 16:R36.

7. Williams NT: Medication administration through enteral feeding tubes.
Am J Health Syst Pharm 2008, 65:2347–2357.

8. Revatio (Sildenafil) Product Monograph. New York, NY: Pfizer Laboratories Div
Pfizer Inc; 2012.

9. Apitz C, Reyes JT, Holtby H, Humpl T, Redington AN: Pharmacokinetic and
hemodynamic responses to oral sildenafil during invasive testing in children
with pulmonary hypertension. J Am Coll Cardiol 2010, 55:1456–1462.

10. Hon KL, Cheung KL, Siu KL, Leung TF, Yam MC, Fok TF, Ng PC: Oral
sildenafil for treatment of severe pulmonary hypertension in an infant.
Biol Neonate 2005, 88:109–112.

11. Adcirca (Tadalafil) Product Monograph. Indianapolis, IN: United Therapeutics
Corp; 2012.

12. Pettit RS, Johnson CE, Caruthers RL: Stability of an extemporaneously
prepared tadalafil suspension. Am J Health Syst Pharm 2012, 69:592–594.

13. Tracleer (Bosentan) Product Monograph. South San Francisco, CA: Actelion
Pharmaceuticals US Inc; 2012.



Muzevich et al. Critical Care 2014, 18:523 Page 10 of 10
http://ccforum.com/content/18/1/523
14. Oral Dosage Forms That Should Not Be Crushed. [http://www.ismp.org/
tools/donotcrush.pdf]

15. Nakwan N, Choksuchat D, Saksawad R, Thammachote P, Nakwan N:
Successful treatment of persistent pulmonary hypertension of the
newborn with bosentan. Acta Paediatr 2009, 98:1683–1685.

16. UpToDate. [http://www.uptodate.com/contents/bosentan-pediatric-drug-
information?source=search_result&search=bosentan&selectedTitle=2~
46#F2932641]

17. Letairis (Ambrisentan) Product Monograph. Foster City, CA: Gilead Sciences
Inc; 2012.

18. Opsumit (Macitentan) Product Monograph. South San Francisco, CA: Actelion
Pharmaceuticals US Inc; 2013.

19. Adempas (Riociguat) Product Monograph. Whippany, NJ: Bayer HealthCare
Pharmaceuticals Inc; 2013.

20. Ventavis (Iloprost) Product Monograph. South San Francisco, CA: Actelion
Pharmaceuticals US Inc; 2012.

21. Tyvaso (Treprostinil) Product Monograph. Research Triangle Park, NC: United
Therapeutics Corp; 2011.

22. Harris KW, O’Riordan TG, Smaldone GC: Aerosolized iloprost customized
for the critically ill. Respir Care 2007, 52:1507–1509.

23. Doran AK, Ivy DD, Barst RJ, Hill N, Murali S, Benza RL, Scientific Leadership
Council of the Pulmonary Hypertension Association: Guidelines for the
prevention of central venous catheter-related blood stream infections
with prostanoid therapy for pulmonary arterial hypertension. Int J Clin
Pract Suppl 2008, 160:5–9.

24. Lopez-Medrano F, Fernandez-Ruiz M, Ruiz-Cano MJ, Barrios E, Vicente-Hernandez
M, Aguado JM, Escribano P: High incidence of bloodstream infection due to
Gram-negative bacilli in patients with pulmonary hypertension receiving
intravenous treprostinil. Arch Bronconeumol 2012, 48:443–447.

25. Gomez Sanchez MA: Infections by Gram-negative bacilli in patients with
pulmonary arterial hypertension treated with intravenous prostacyclin.
Arch Bronconeumol 2013, 49:128–129.

26. Mermel LA, Allon M, Bouza E, Craven DE, Flynn P, O’Grady NP, Raad II,
Rijnders BJ, Sherertz RJ, Warren DK: Clinical practice guidelines for the
diagnosis and management of intravascular catheter-related infection:
2009 update by the Infectious Diseases Society of America. Clin Infect Dis
2009, 49:1–45.

27. Alaris® Pump Module FAQs. [http://www.carefusion.com/pdf/Infusion/clinical_
documentation/faq_tip_sheets/IF0898-02_Alaris_Pump_module_FAQ.pdf]

28. Bard Access Systems Central Venous Catheters. [http://www.bardaccess.
com/picc-hick-brov-leon.php?section=Specifications]

29. Teleflex Product Catalog Central Venous Catheters. [http://www.arrowintl.
com/products/all/catalog.asp?ID=7]

30. Kingman MS, Tankersley MA, Lombardi S, Spence S, Torres F, Chin KS,
Prostacyclin Safety Group: Prostacyclin administration errors in pulmonary
arterial hypertension patients admitted to hospitals in the United States:
a national survey. J Heart Lung Transplant 2010, 29:841–846.

31. Ely EW, Shintani A, Truman B, Speroff T, Gordon SM, Harrell FE Jr, Inouye SK,
Bernard GR, Dittus RS: Delirium as a predictor of mortality in
mechanically ventilated patients in the intensive care unit.
JAMA 2004, 291:1753–1762.

32. Preston IR, Sagliani KD, Roberts KE, Shah AM, Desouza SA, Howard W,
Brennan J, Hill NS: Comparison of acute hemodynamic effects of inhaled
nitric oxide and inhaled epoprostenol in patients with pulmonary
hypertension. Pulm Circ 2013, 3:68–73.

33. Weinberger B, Laskin DL, Heck DE, Laskin JD: The toxicology of inhaled
nitric oxide. Toxicol Sci 2001, 59:5–16.

34. Haraldsson A, Kieler-Jensen N, Ricksten SE: Inhaled prostacyclin for treatment
of pulmonary hypertension after cardiac surgery or heart transplantation:
a pharmacodynamic study. J Cardiothorac Vasc Anesth 1996, 10:864–868.

35. Buckley MS, Feldman JP: Inhaled epoprostenol for the treatment of
pulmonary arterial hypertension in critically ill adults. Pharmacotherapy
2010, 30:728–740.

36. Siobal MS, Kallet RH, Pittet JF, Warnecke EL, Kraemer RW, Venkayya RV, Tang
JF: Description and evaluation of a delivery system for aerosolized
prostacyclin. Respir Care 2003, 48:742–753.

37. Uchino S, Kellum JA, Bellomo R, Doig GS, Morimatsu H, Morgera S, Schetz
M, Tan I, Bouman C, Macedo E, Gibney N, Tolwani A, Ronco C, Beginning
and Ending Supportive Therapy for the Kidney (BEST Kidney) Investigators:
Acute renal failure in critically ill patients: a multinational, multicenter
study. JAMA 2005, 294:813–818.
38. Mielniczuk LM, Chandy G, Stewart D, Contreras-Dominguez V, Haddad H,
Pugliese C, Davies RA: Worsening renal function and prognosis in pul-
monary hypertension patients hospitalized for right heart failure.
Congest Heart Fail 2012, 18:151–157.

39. Flolan (Epoprostenol) Product Monograph. Research Triangle Park, NC:
GlaxoSmithKline; 2011.

40. Veletri (Epoprostenol) Product Monograph. South San Francisco, CA: Actelion
Pharmaceuticals US Inc; 2011.

41. Remodulin (Treprostinil) Product Monograph. Research Triangle Park, NC:
United Therapeutics Corp; 2012.

42. INOmax (Nitric Oxide) Product Monograph. Hampton, NJ: INO Therapeutics;
2011.

43. Thomson SJ, Cowan ML, Johnston I, Musa S, Grounds M, Rahman TM: ‘Liver
function tests’ on the intensive care unit: a prospective, observational
study. Intensive Care Med 2009, 35:1406–1411.

44. Mesotten D, Wauters J, Van den Berghe G, Wouters PJ, Milants I, Wilmer A:
The effect of strict blood glucose control on biliary sludge and cholestasis
in critically ill patients. J Clin Endocrinol Metab 2009, 94:2345–2352.

45. Fuhrmann V, Kneidinger N, Herkner H, Heinz G, Nikfardjam M, Bojic A,
Schellongowski P, Angermayr B, Schoniger-Hekele M, Madl C, Schenk P:
Impact of hypoxic hepatitis on mortality in the intensive care unit.
Intensive Care Med 2011, 37:1302–1310.

46. Lescot T, Karvellas C, Beaussier M, Magder S: Acquired liver injury in the
intensive care unit. Anesthesiology 2012, 117:898–904.

47. Eriksson C, Gustavsson A, Kronvall T, Tysk C: Hepatotoxicity by bosentan in
a patient with portopulmonary hypertension: a case-report and review
of the literature. J Gastrointestin Liver Dis 2011, 20:77–80.

doi:10.1186/s13054-014-0523-z
Cite this article as: Muzevich et al.: Management of pulmonary
vasodilator therapy in patients with pulmonary arterial hypertension
during critical illness. Critical Care 2014 18:523.

http://www.ismp.org/tools/donotcrush.pdf
http://www.ismp.org/tools/donotcrush.pdf
http://www.uptodate.com/contents/bosentan-pediatric-drug-information?source=search_result&search=bosentan&selectedTitle=2~46#F2932641
http://www.uptodate.com/contents/bosentan-pediatric-drug-information?source=search_result&search=bosentan&selectedTitle=2~46#F2932641
http://www.uptodate.com/contents/bosentan-pediatric-drug-information?source=search_result&search=bosentan&selectedTitle=2~46#F2932641
http://www.carefusion.com/pdf/Infusion/clinical_documentation/faq_tip_sheets/IF0898-02_Alaris_Pump_module_FAQ.pdf
http://www.carefusion.com/pdf/Infusion/clinical_documentation/faq_tip_sheets/IF0898-02_Alaris_Pump_module_FAQ.pdf
http://www.bardaccess.com/picc-hick-brov-leon.php?section=Specifications
http://www.bardaccess.com/picc-hick-brov-leon.php?section=Specifications
http://www.arrowintl.com/products/all/catalog.asp?ID=7
http://www.arrowintl.com/products/all/catalog.asp?ID=7

	Abstract
	Introduction
	Medication administration during critical illness
	Bacteremia and sepsis
	Altered mental status
	Need for gastrointestinal rest
	Acute renal insufficiency/failure
	Acute hepatic impairment/failure
	Conclusions
	Abbreviations
	Competing interests
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


