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Abstract

Introduction—Total hip and knee replacement (THR and TKR) are high risk settings for venous
thromboembolism (VTE).

Objectives—(1) Summarize cost-effectiveness of VTE prophylaxis regimens for THR and TKR
a

Data Sources—Medline (from January 1997 to October 2009), EMBASE (January 1997 until
June 2009), and the Economic Evaluation Databasel?] (1997- October 2009)

Methods—We identified recent cost-effectiveness studies examining five categories of
comparisons: (1) anticoagulants (warfarin, low molecular weight heparin - LMWH, or
fondaparinux) vs. aspirin; (2) LMWH vs. warfarin; (3) fondaparinux vs. LMWH; (4) comparisons
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with new oral anticoagulants; and (5) extended (=3 weeks) vs. short duration prophylaxis (< 3
weeks). We abstracted information on cost and effectiveness for each prophylaxis regimen in
order to calculate an incremental cost-effectiveness ratio. Because of variations in effectiveness
units reported and horizon length analyzed, we calculate two cost-effectiveness ratios, one for the
number of symptomatic, proximal VTE events avoided at 90 days and the other for quality
adjusted life-years (QALYS) at the one year mark or beyond.

Results—We identified 33 studies with 67 comparisons. After standardization, comparisons
between LMWH and warfarin were inconclusive whereas fondaparinux dominated LMWH in
nearly every comparison. The latter results were derived from radiographic VTE rates. Extended
duration prophylaxis after THR was generally cost-effective. Small numbers prohibit conclusions
about aspirin, new oral anticoagulants, or extended duration prophylaxis after TKR.

Conclusions—Fondaparinux after both THR and TKR and Extended duration LMWH after
THR appear to be cost cost-effective prophylaxis regimens. Small numbers for other comparisons
and absence of trials reporting symptomatic endpoints prohibit comprehensive conclusions.

Keywords

thrombosis; total joint replacement; antithrombotic therapy; preventive medicine

Introduction

In 2005, there were 580,000 total hip or knee replacements (THR or TKR) performed in the
U.S[ and that number is projected to increase to 4.5 million by 2030[2]. Although THR and
TKR are generally safe procedures(3], they have been identified[4] as high-risk events for
venous thromboembolism (VTE), which includes deep venous thrombosis (DVT) and
pulmonary embolism (PE). For almost 20 years, physicians have been offering
pharmacological prophylaxis to patients undergoing THR and TKR. Uncertainty exists,
however, about the optimal pharmacological regimen for prophylaxis.

Guidelines[® published by the American College of Chest Physicians (ACCP) in 2008
support using potent anticoagulant regimens with agents such as fondaparinux, low
molecular weight heparin (LMWH), and warfarin (target INR 2-3) and discourage aspirin
therapy alone. Guidelines(®! by the American Academy of Orthopedic Surgeons (AAQS), in
contrast, support use of aspirin or a lower potency warfarin regimen (INR < 2) in addition to
LMWH and fondaparinux, stating that the latter agents do not offer increased protection
against PE but substantially raise the rate of bleeding complications. New oral
anticoagulants such as rivaroxaban, a factor Xa inhibitor, and dabigatran, a direct thrombin
inhibitor, are expected to gain FDA approval within the next several months and it is
anticipated that they too will be supported by the above professional societies.

Several studies have attempted to address these risk-benefit and cost issues using decision
analysis methodology regarding specific strategies implementing VTE prophylaxis. Some
studiesl’-%] substantiate the cost-effectiveness of newer regimens more potent in terms of
preventing VTE while others2% do not. Individual study results vary depending on the
setting, economic perspective (e.g., groups for which cost and effects will be aggregated —
patients, payers, or others), horizon (time course over which cost and effectiveness
information was assessed), and effectiveness outcome analyzed (e.g., VTE events averted,
life-years gained, quality adjusted life years (QALY's) gained). Measuring effectiveness in
QALYs, particular over a horizon of one year or greater, permits comparison of cost-
effectiveness of interventions across diseases but some authors may choose not to measure
QALYs because their focus resides in the economics related to the period immediately
following surgery. To more meaningfully compare VTE prophylaxis regimens, we
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systematically reviewed recently published studies that evaluated the cost-effectiveness of
the different pharmacologic options in patients undergoing THR and TKR. We abstracted
information about cost and effects both for a short and long horizon. In each case, we
calculated the incremental cost-effectiveness ratios using our abstractions and then
converted our estimates based in many currencies into 2009 US dollars (USD).

Study Selection

Using published recommendations!*!] for identification of cost-effectiveness studies, we
searched Medline (from January 1997 to October 2009), EMBASE (January 1997 until June
2009), and the Economic Evaluation Databasel!2] (1997- October 2009). (Appendix 1) We
also searched the bibliographies of included studies.

We included studies that evaluated the cost-effectiveness of pharmacological agents in
patients undergoing THR or TKR. Specifically, we focused our search on recent (1997-
October 2009) studies published in English that contained complete documentation of
methods (as compared with abstracts or brief reports), had discrete information available for
TKR or THR (i.e., not combined with other orthopedic surgeries), and contained enough
information to calculate an incremental cost-effectiveness ratio for at least one of five
important comparisons. The five comparisons were: (1) anticoagulants (fondaparinux,
LMWH, warfarin) vs. aspirin; (2) LMWH vs. warfarin; (3) fondaparinux vs. LMWH; (4)
comparisons with new oral anticoagulants and (5) extended duration prophylaxis (3 weeks
or more with any agent) vs. short duration prophylaxis (< 3 weeks with any agent). We did
not analyze information about regimens not routinely recommended as sole therapy by the
ACCP or AAOS. These include unfractionated heparin, parenteral thrombin inhibitors, or
non-pharmacological means such as intermittent pneumatic compression or graduated
stockings. Two authors (A.K. and N.R.) evaluated each study for inclusion. Disagreements
were resolved by discussion.

Study Abstraction and Quality Assessment

We derived an abstraction instrument based on the recommendations of the Panel on Cost-
Effectiveness!23-15], Two abstractors (N.R. and W.C.) assisted the primary author (A.K.) in
recording, in duplicate, the description of the study setting, cohort age, economic
perspective, and presence of pharmaceutical industry sponsorship.

To summarize the cost-effectiveness information of our 5 main comparisons, we abstracted
data on the incremental cost and effectiveness for both a short and longer horizon when
available. The horizon represents the period of time over which costs and effectiveness are
aggregated. For certain diseases such as the common cold, a short-horizon analysis may
suffice. In other cases, long-term consequences must be accounted for, even for short-term
interventions.[13-15] For the short horizon, we abstracted data on the projected costs incurred
and VTE events avoided for the period closest to 90 days from surgery. For the purpose of
calculating effectiveness, we abstracted data on the combined incidence of deep venous
thrombosis (DVT) and pulmonary embolism (PE) that would be detected in routine clinical
practice. If a study did not report such an outcome, we also accepted the incidence of
radiographically detected events and noted the distinction. If effectiveness was defined only
by the life-years or QALYSs, we recorded that information.

For the long horizon, we accepted any information that projected the cost and effectiveness
for one year or more. We abstracted effectiveness information preferentially for the outcome
of QALYs or unadjusted life-years.
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For each study with missing information about drug regimen, dosage, duration of therapy,
horizon of analysis, major bleeding rate, DVT, PE, and death rate, we contacted
corresponding authors first by email and then by letter. If the authors did not respond, we
recorded the information as not specified.

We adjusted all cost information to 2009 USD by inflating or deflating to the year 2005
according to readily available consumer price indices for each country [16: 171 converted to
USD via World Health Organization purchasing power parity indices [18], and then inflated
to USD using the Bureau of Labor Statistics consumer price calculator available at
www.bls.gov [191. This approach followed the example of Bachmann et al.[20]

Study Quality

Results

To assess study quality, we created an instrument adapted from “Drummond’s List”[2] and
one other instrument from Brauer et al.[22] These included items about the use of cost data
from a randomized controlled trial or other primary source, use of efficacy data from pooled
results of a systematic review, identification of credible sources for all input parameters,
appropriate calculation of an incremental cost-effectiveness ratio (ICER), and use of
comprehensive one-way sensitivity analyses. The ICER is an expression of how much
additionally it costs (in dollars) to achieve an additional unit of benefit (e.g. one more
QALY). Policy makers are interested in the ICER value because it facilitates determination
about whether newer, more effective interventions represent good value compared to
existing, less expensive programs.[23] Interpreting the results of cost-effectiveness analysis
can be problematic, making it difficult to decide whether to adopt a diagnostic test or
treatment. The threshold for adoption in the United States is thought to be somewhere
between $20,000 /QALY gained and $100,000 /QALY gained, with a threshold of $50,000 /
QALY gained frequently proposed.[24] In one-way sensitivity analysis, the decision analyst
examines what change will occur in the ICER if the value of an input parameter varies
across a range of plausible values.

We also recorded quality items specific to VTE including assessment of joint function
following hemarthrosis, propagation of asymptomatic DVT to symptomatic PE, incidence of
post-thrombotic syndrome, costs of major and minor bleeding, and future costs related to
VTE including blood monitoring and physician visits. Studies ignoring downstream
bleeding consequences could make newer, more potent regimens appear more cost-effective
whereas studies ignoring downstream costs of treating VTE will bias our interpretation in
the other direction. We did not specifically document if individual studies included death
costs related to VTE or bleeding. On the whole, death events were rare and the associated
costs would be largely paid by the family of the patient and not the institution or health
system which was the economic perspective chosen by all but three of the studies analyzed.

We did not pool the results of individual studies given the various modeling assumptions
adopted by each author. Instead, we qualitatively compared studies to determine trends in
the cost-effectiveness of certain regimens in comparison to others.

We identified 370 titles and abstracts meeting our search criteria. Of the 370, 56 were

relevant and were entered for full text review. Of these, 33 studies met all inclusion
criteria.[s‘lov 25-46] [7, 10, 31, 47-53] (Figure 1)

Most studies were set in the United States (14 of 33)[28-30, 32-38, 41, 42, 44, 46] o1 Eyrope (14
of 33).[7-9. 26,27, 31,39, 45, 47-50, 52, 53] Tyyenty studiesl”: & 25 28-38, 41, 42, 44-47] a(jopted an
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institutional perspective; only three[10. 49. 501 adopted a societal perspective. Ten
studiesl’. 9. 25, 29,32, 37, 47, 48, 51, 53] reported pharmaceutical company sponsorship.

There was substantial variation in the quality of reporting. Only six of the 30 studies
reported performing a systematic review and meta-analysis of efficacy

data.[10. 27, 29, 36, 37, 511 |y addition, only 12 studies documented comprehensive use of one-
way sensitivity analysis.[7- 10. 26, 27, 29, 33-36, 45, 48, 49, 53] Only three of 30 studies!10: 29 50]
measured effectiveness in quality-adjusted life-years to at least the one year horizon. (Table
1 and Appendix Table 2).

Comparison of Anticoagulants to Aspirin

We included two studies[2> 261 with three comparisons of an anticoagulant to aspirin. (Table
2) In all three comparisons, results were available for THR exclusively. Sarasin et al.[2¢]
found that the ICER was $1700 /VTE avoided for four weeks of warfarin compared to
aspirin and $1300 /VTE avoided for four weeks of LMWH compared to aspirin. There was
no apparent pharmaceutical company sponsorship for that study. The final comparison,
sponsored by Sanofi-Aventis, the manufacturer of enoxaparin, was set in South Africa,
reported an ICER of $7200 /VTE avoided for 10 days of enoxaparin compared with 10 days
of aspirin.

Comparison of LMWH to Warfarin

We included 15 studies with comparisons of LMWH and warfarin.[10. 26-38, 511 (Taple 3)
Twelve of 14 compared these agents in patients receiving THR. Of those documenting a
short horizon cost-effectiveness result, 3 studies [26: 35. 511 found that the ICER for LMWH
was <$2,000 / VTE avoided compared with warfarin. In two other studies(?® 301 LMWH
cost an additional $2100 /VTE avoided. In a sixth study,[33] LMWH cost $5,200 /VTE
avoided. In the next study[0], LMWH cost $109,000 /VTE avoided. This study by Skedgel
et al. examined four additional weeks (in addition to the hospital period) of LMWH
compared with four additional weeks of warfarin. It found that the cost, in Canada, would be
almost ten-fold higher for LMWH given the significant proportion of patients (39% at
baseline) that would require daily nursing supervision of LMWH injection in their homes
compared with the same proportion that would require weekly home phlebotomy for
monitoring INR while using warfarin. In the remaining four studies of short horizon[27, 31,
32, 37], warfarin dominated LMWH.

In two studies of long horizon, results conflicted with one study[?% finding that LMWH
dominated warfarin while the other [38] found the opposite.

In comparisons that analyzed cost-effectiveness in the setting of TKR (or TKR cases
combined with THR cases), LMWH dominated or cost less than $2,000 / VTE avoided in
four studies.[28: 34-36] |n the final study[?7], warfarin dominated LMWH.

Eight of 15 studies comparing LMWH to warfarin reported some pharmaceutical company
sponsorship, grant support, or involvement of pharmaceutical company consultants. In each
case, the pharmaceutical company was the manufacturer of LMWH, either Sanofi-Aventis,
Pfizer, or a company which merged with these two. All but twol32: 371 of these eight found
favorable cost effectiveness ratios for LMWH. The two studies by government agencies
indicated that LMWH was either poor value for its cost or was dominated by warfarin.

Comparisons of Fondaparinux to LMWH

We included 10 studies with comparisons of fondaparinux to LMWH.[8: 9. 39-46] (Taple 4)
Nine of 10 analyzed prophylaxis for THR. Six studies [8: 9. 39. 40. 42, 46] analyzed cost-
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effectiveness over a short horizon. In all 6, fondaparinux dominated or cost less than $1300 /
VTE avoided. In four studies with a long horizon, fondaparinux dominated LMWH. In a
fifth, LMWH cost $40 /VTE avoided.

Of the 8 studies reporting cost-effectiveness results for TKRI8: 9. 39,40, 43-46] ]| byt one
found that fondaparinux dominated LMWH over the short and long horizon. In this
study [43], fondaparinux, cost an additional 660 / VTE avoided.

Among the 10 studies comparing fondaparinux to LMWH, a pharmaceutical company
sponsored one and supported five more through grants. In each case the sponsor or grantor
was Sanofi-Aventis, the manufacturer of enoxaparin (the inferior comparator). Each result
demonstrated good value with dominance by the use of fondaparinux.

Comparisons with New Oral Anticoagulants

Only two studies to date have made comparisons with new oral anticoagulants. In the only
one which made this comparison in patients undergoing THR, Wolowacz et al.[53] found
that dabigatran dominated LMWH over a 60 year horizon (equivalent to a lifetime analysis
given the elderly age of the average patient undergoing THR).

In the setting of TKR, McCullagh et al.[52], found that in the short horizon of 180 days,
rivarobaxan dominated both LMWH and dabigatran; dabigatran cost only an additional
$750 /VTE avoided compared with LMWH. In the long horizon, Wolowacz et al. found that
dabigatran dominated LMWH.

The study by Wolowacz et al. was sponsored by Boehringer Ingelheim, the manufacturer of
dabigatran, whereas McCullagh reported no sponsorship or support.

Comparisons of Extended Duration to Short Duration Prophylaxis

We found nine studiesl”- 10. 31, 47-52] wjth comparisons of extended duration vs. short
duration prophylaxis in patients undergoing THR. (Table 5) Among short horizon results,
three studies [31- 47. 521 with 5 comparisons, found that extended duration therapy after THR
either dominated short duration prophylaxis or the ICER was less than $120 /VTE avoided.
In Skedgel et al.[10], extended duration warfarin prophylaxis cost an additional $3,200 / VTE
avoided but extended duration LMWH cost an additional $27,400 /VTE avoided. In five
other studies, the ICER for extended duration therapy was between $7800 and 13,200 /VTE
avoided. In McCullagh et al., dabigatran administered for 35 days cost $730,000 /VTE
avoided compared with short duration LMWH; the high ICER results mainly from the many
fold increased bleeding rates found with dabigatran compared with LMWH (2.0% vs.
0.08%).

Among two THR studies with long horizon results available, Bischof [/] found that extended
duration fondaparinux dominated short duration fondaparinux. Haentjens et al. [5% found
that extended duration enoxaparin cost an additional $9,300 /QALY gained compared with
short duration enoxaparin.

For TKR, we found only two studies. At a 35 day horizon, Dranitsaris et al.[>1 found that
the extended duration dalteparin cost an additional $14,600 /VTE compared with short
duration warfarin and $60,000 /VTE compared with short duration dalteparin. At a one year
horizon, Haentjens et al.[0] found that extended duration enoxaparin cost an additional
$73,000 /QALY gained compared with short duration enoxaparin.

Six of the 10 studies comparing extended duration to short duration therapy included
pharmaceutical company sponsorship or grant support. Their was no clear trend among the
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results with respect to the presence of sponsorship although two of the three studies
sponsored exclusively by a government agency found that extended duration therapy with
LMWH or dabigatran delivered improved effectiveness at a relatively high cost (between
$27,400 and $730,000 /VTE avoided). As mentioned above, the third study by Haentjens et
al. found that extended duration LMWH was clearly cost-effective after THR but much less
good value after TKR.

Discussion

Although multiple VTE prophylaxis regimens are supported by the American College of
Chest Physicians (ACCP) and the American Academy of Orthopedic Surgeons (AAOS), our
systematic review suggests that not all of them may be cost-effective relative to other
regimens. There was no consensus about the cost-effectiveness of LMWH compared with
warfarin. By contrast, fondaparinux dominated LMWH in nearly every comparison we
found. Extended duration prophylaxis with LMWH after THR appeared to be cost-effective
with multiple studies indicating extended duration prophylaxis dominates short duration
LMWH or cost no more than an additional $10,000 /VTE avoided. Small numbers,
predominance of studies analyzing only a short horizon, lack of established cost-
effectiveness thresholds for VTE based effectiveness units, and reliance by study authors on
venographic endpoints prohibit robust conclusions about the comparisons analyzed.

Comparisons of our work with previous reviews of the economic literature are limited by
differences in type of surgery included and publication dates of the included articles.
Sullivan et al.[>4l summarized the prophylaxis literature between 1984 and 2000 and found
that most studies presented consistent findings including that LMWH is cost-effective
compared with warfarin. Our results do not support this conclusion. Sullivan et al. based
their conclusions on many studies that we excluded because they were published prior to
1997 or which included outcomes from patients undergoing hip fracture surgery. We believe
temporal trends> 56 in the care of total hip and knee replacement necessitated excluding
earlier studies. We also felt that hip fracture surgery identified a distinctive patient
population with respect to cost, risk, and benefit issues.[4] Similar to our findings, Sullivan
et al. also found that extended duration LMWH was generally cost-effective compared with
short duration therapy.

Ivanovic et al.[7] summarized the literature about fondaparinux. These authors concluded
that fondaparinux was more cost-effective than LMWH (enoxaparin) 40 mg daily initiated
preoperatively but less cost-effective than LMWH 30 mg twice daily initiated
postoperatively. Our review did not specifically compare the cost-effectiveness of regimens
with LMWH initiated at different times but we found that fondaparinux dominated LMWH
in all but one when considering the longer horizon. LMWH dosages in the included studies
were evenly distributed between 40 mg daily and 30 mg twice daily. lvanovic et al. also
report not being able to calculate ICERs for two studies whereas we were able to calculate
them based on data presented in tables included by the study authors.

Wolowacz et al.[%8] also published a review discussing the evolution of model building over
a twenty year time span (1987-2006). In terms of quality, the findings of that review were
generally consistent with the abstractions we performed, particularly with respect to the
paucity of studies measuring QALY over a sufficiently long period. Unlike their review, we
abstracted cost and effect information and independently calculated incremental cost
effectiveness ratios for each comparison discussed. We converted costs to 2009 USD and
measured effects in common units (total VTE events avoided for short horizon studies and
QALYs for long horizon studies). This facilitated comparisons between the multiple
regimens supported by major professional societies.
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The most salient finding of our review is that fondaparinux dominates LMWH. These results
should, however, be interpreted cautiously. There have been only four randomized
controlled trials comparing fondaparinux with enoxaparin®%-62] and only onel®®l involved
patients with TKR surgery. A summary estimate of risk calculated by Turpie et al(63]
suggested that fondaparinux offers a 55% reduction in the odds of venographic VTE but no
difference in the incidence of symptomatic VVTE at postoperative day 11 when screening
venography was performed. The studies of cost-effectiveness evaluating fondaparinux
generally extrapolated these short horizon venographic rates to estimate the number of
symptomatic VTE events. Recent evidencel®4] suggests that the ratio of asymptomatic
venographic DVT rate to symptomatic DVT rate is between 3 and 7 for THR and between
15 and 24 for TKR. These ratios, however, came from trials using enoxaparin only.
Although they do not address this point specifically for fondaparinux, the 2008 ACCP
guidelines(#! state that initial efficacy studies using venographic endpoints should be
followed with trials that use symptomatic (and objectively confirmed) VTE as endpoints.

There is less conclusive evidence about the duration of prophylaxis although extended
prophylaxis with LMWH appears cost-effective compared with short duration therapy in the
case of THR surgery. Authors of cost-effectiveness studies included in this review generally
summarized efficacy of extended duration prophylaxis with LMWH using one or more of
the seven randomized controlled trials[85-711 which reported on the efficacy of extended
duration prophylaxis. At least two of these trials[®> 661 did not require venography at the
time of discharge from the hospital, permitting assessment of symptomatic VTE rates from
four to seven weeks after operation. We cannot draw firm conclusions on the question of
extended duration versus short duration of therapy with other agents which have not been
studied extensively. Our review also suggests that there is insufficient cost-effectiveness
evidence to support extended prophylaxis for TKR. The most recent update of the ACCP
guidelines “recommends” extended prophylaxis for THR and “suggests” extended
prophylaxis for TKR.

Limitations to our work include differences in economic perspective and setting. As our
results overwhelmingly suggest that fondaparinux dominates LMWH, we believe our
conclusions are sound for this comparison keeping in mind the absence of trial data
measuring symptomatic endpoints. The economic perspective did not appear to explain the
variations in results found but we did not have sufficient numbers of studies within each
major comparison to make firm statements about the influence of individual differences in
analytic methods. Although we converted from foreign currencies to USD using purchasing
power parity, cost structures between countries may not be comparable as highlighted by
Drumond and Tangl72.

We also acknowledge the potential bias exerted by pharmaceutical company sponsorship of
multiple studies. This bias could have played a role in the comparisons between LMWH and
warfarin and extended duration with short duration therapy. They do not appear to have
played a role in the comparisons including fondaparinux. Multiple studies sponsored by the
manufacturer of LMWH found fondaparinux to be dominant to LMWH. In general,
however, we did not have sufficient numbers within each comparison type to determine if
variation in study results was related to pharmaceutical company sponsorship

Another major limitation is that there is no established threshold for declaring a prophylaxis
regimen cost-effective when disease based units are used to express effectiveness. The
QALY permits comparing the value of interventions across diseases given that the utilities
which are used to calculate them are standardized to estimates between 0 and 1 where 1
represents perfect health and O represents death.
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Another limitation includes absence of cost-effectiveness analyses about certain
comparisons such as fondaparinux versus warfarin, fondaparinux versus aspirin, and low
intensity warfarin (INR < 2) vs. any of the other regimens. We also acknowledge the
possibility of English language and publication bias as with any systematic review.

The demand for cost-effectiveness research is growing at a fervent pace. In early 2009, the
U.S. government dedicated $1.1 billion to comparative effectiveness research including
cost-effectiveness research.l”3] The U.S. Centers for Disease Control adopted the results of
cost-effectiveness research when it prepared guidelinest’4! about screening for HIV
infection. Similarly, the United States Preventive Services Task Forces incorporated model
results when it updated its most recent colorectal cancer screening recommendations[’®]. As
the demand for cost-effectiveness work grows, the need to be able to summarize and
standardize the information will grow as well. Our work was a comprehensive, systematic
review of the cost-effectiveness literature regarding VTE prophylaxis for patients
undergoing total joint replacement. In addition, we improved upon previous reviews by
standardizing cost-effectiveness information to a common currency and effectiveness unit.

In summary, we found that fondaparinux dominated LMWH in virtually all studies we
analyzed but firm conclusions cannot be made until trial data are available which measure
symptomatic VTE rates. Extended duration LMWH prophylaxis also appears cost-effective
compared with short duration prophylaxis in the case of THR. There is limited evidence to
determine the cost-effectiveness of other regimens including extended duration
fondaparinux, extended duration LMWH after TKR, prophylaxis with new oral
anticoagulants, low-intensity warfarin therapy, or aspirin. These knowledge gaps represent
important areas for future research.
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Refer to Web version on PubMed Central for supplementary material.
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Descriptive Characteristics of Studies Included in Systematic Review of VTE Pharmacologic Prophylaxis
after Total Hip and Knee Replacement

Characteristic
Setting
USA
Canada
Europe
South Africa
Economic Per spective
Institutional
National health system

Societal

SponsorshipJr
Pharmaceutical sponsor
Pharmaceutical grant
Pharmaceutical consultants
Government agency
None reported

Comparison Type
Anticoagulant vs. aspirin
LMWH? vs. warfarin
Fondaparinux vs. LMWH
Comparisons with new oral anticoagulants

Extended vs. short duration prophylaxis

Quality | nventory'"
Costs measured through primary source?
Effectiveness calculated using pooled results of systematic review?
Data sources comprehensively documented and credible?
Costs and effects discounted (for studies with horizon 1 year or more)?
Incremental cost-effectiveness ratio (ICER) calculated correctly?
One-way sensitivity analysis used comprehensively?

Other Distinguishing Features
Effectiveness measured in QALYs at a horizon of at least one year?
Asymptomatic VTE adequately addressed?
Post thrombotic syndrome adequately addressed?

Major Bleeding included in cost calculation?

Number of Studies (%)”

14 (42)
4(12)

14 (42)
13

20 (61)
10 (30)
3(9)

10 (30)
9(27)
2 (6)
3(9)
9(27)

2(6)
15 (45)
10 (30)

2(6)
9(27)

16 (48)
6 (18)
29 (88)
6 (18)
30 (91)
13 (39)

7(1)
18 (54)
10 (30)
28 (85)

Abbreviations: LMWH = low molecular weight heparin, VTE = venous thromboembolism, QALY = quality adjusted life-year,

*
Out of 33 studies.

+

*Low molecular weight heparin
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ﬂDerived from quality scales published separately by Drummond20 and Brauer2L.

Pharmacoeconomics. Author manuscript; available in PMC 2014 February 06.

Page 17



Page 18

Kapoor et al.

(reasip sA fewixoud pue srydesBoipes s [ea1uld a°1) paly1oads jou alel | AQ

t

"A0B'S|g" MM Je B]ge[IeAR JoTendjed

8911d JBWINSU0I SINISIEIS JogeT Jo neaing a8yl Buisn ASN 6002 01 parejjul uayl pue ‘sadipul Ated aoud Buiseyaund uoneziuebiQ yieaH pPIOM S00Z BIA ASN 03 PALIBAUOD ‘s8d1pul 321id JaWNSU0d a|ge|iene
AJipeal 0} Buipioade pajeyap 10 parejjul 81am SalouaLINd ublaloy ul paliodal S)S0I [eIUBWAIOUI ‘SanfeA YD 18 dALIE 0 “(MIDI) 0116 SSAUSAIIDBLS-1S0D [BILUALIAIOUI U} SI JNSAI SSAUBAIIIBYS-1S0D

*

J1eak-a41] parsnipe Ajenb = AvO ‘WISIOQUIBOGWIOIY) SNOUBA = J ] A ‘Paij1oads 1ou = su ‘utieday 1yBram Jejnasjow Moj = HAAIAT :SUONRIABIGAY

paplone
J1INA/00LT$

abeyosip-1sod

ab.reyosip-1sod
sAep gz x palj1oads

= Y301 Ulepiem su/ su 9/ T/0ST +6.8/¢59 8’0 /650 skep 06 | sAep gz x pb Bw 09T 10U 8S0P ULIBLBA 200z UIseles
abueydsip-1sod sAep 8z
paplone x pb sNI 000'5-000'7
31N /002L$ . . abreyosip-1sod uredayfeq
= 43D HMIA'T 0ST/0TT su/su +0'G8/07Te 0,0/00¢ su skep gz x pb 6w 09T | 1o Bui oy utiedexouz | 266T WiIeD-|00paY
paplone
LA/ 00ET$ ) ) sAep 0T x
= 4301 HMINT su/ su 9.T/2TT +6.'8/65G 8%'0/6t°0 sAep 06 sAep QT x pb Bw 0og pb bw o uedexous 2002 uiseles
SISA[euy UOZLIOH 1oYS wouy s)nsay ¥H1
,asn vSY VSV VSY /8l VSvY uoz110H uswifs 1 ulidsy T# Jote redwo) al Apnis
6002 0} pojjenuco |/ UenBeconuy / 1uenBeodonuy e nBeodnuy / 1ue|nBeoonuy
siouny Apnis Aq | (%) 9Ty yresd (%) ol 3d (%)arel LAQ (%) ore.
pa1iodey 1nssy Buipss|g Jofe

SSOUBAI199}43- 150D

NIH-PA Author Manuscript

uldsy yum siuepnbeoonuy Buriedwo) SaIpniS SSausAIdg)le-1s0) Jo Arewwng

¢?olqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pharmacoeconomics. Author manuscript; available in PMC 2014 February 06.



Page 19

Kapoor et al.

§95°€/G8'S

SajeuIWop HMIA1 6T su/su 00'€/ 002 paij10ads Jou asop sAep 9-G | panioads jou asop sAep 9-G | poued fendsoy 2002 feniaN
SISAJeUy UOZIIOH HOYS WUy S)NSay Y1
SaJeUILUOP ULeLieAN su/su G/'0/S6'T xSV€ISLY 0S'T/08'C skep / x B g skep 2 x pig Bw og 1eak T 66T 3pEM
sajeulwop HMIN su/su su/su su/su su/su shep / x Bw g sAep / x piq bw og awnay| 200z uewsnog
SISA[euy uozrioH BuoT woly synsay YHL
SejeUILIOP ULIBHRA su/su 0/0 062/029 0/0 shep 0¢ x Bw g sAep 0g x bw o skep 0¢ 0002 3peM
paiy10ads
S9JBUILLOP ULIBLIBAN su/su 0/050 0£'G/0€'8 00T/0LT su 10U UOIRINP pue 8s0Q skep , 6667 Stoueld
paiy1oads
sejeuIlOp uleeM | 60°0 /0T°0 0T'T/0TT or'z/ove 86°0 /70°C 10U UoneINp ‘B § sAep ¥T-2 x piq bw og skep 06 866T UOSIapUY
sKep GT-L
S8JeUILLOP ULIBLIBAN su/su 06'0/0C 0£'8/ 05'8 su/su sAep GT-/ x Bw g x SN 000'G ulredaleq skep G £002 1Ued
paploAe 31/ 000'60T$ abureyosip abreyoip
=¢ "F0NTHMNT | 500 /200 v€'0 720 IST/OTT ¥S'0/TT°0 -1s0d sAep gz x Bw g -1s0d sAep gz x pb Bw o sAep 06 1002 [96paxs
paplone 3 1A
/0025$ =4301 HMIN su /su 66'0/0 00T/008 00T/0 shep Tz x Bw g shep Tz x pb Bw oy shepTe 0002 Uewpatid
ETV
/00TZ$ = 4321 HMIAT su/su 06°0/05°0 00%/002 05°0/02°T sAep 0T x €-Z uNI sAep / x piq bw og shep L 200z 1unded
papione 1A . .
/00TZ$ =¥IDITHMINT | OT'T/0L0 su/su #ETC/ 9L su/su shep / x bu g sAep 2 x piq Bw og su 200z uewsnog
1A sAep skep
/ 00€T$ Y321 HMIAT 0/0 0/0 L9/v SY/99 0T x £-Z 4N ULeLeAp 0T x SNI 000'G uiedaieq skep 01 6002 sHesnueIq
papione ) ) skep
LA/ 026% ¥ID1 HMINT su /su su/su gcee/80c 05'T/0872 sAep 6 x £-2 YN 6 x pb SN 052 unedezu . su 1667 1INH
abreyoasip
-150d sAep 8z x pb sn|
psploAe 1A ) ) af.eyosip 000'S - 000"t Ulledezun
/2T€$ = Y301 HMIA su/ su 0£T/2TT %C59165°G 650/ 6v°0 -150d sAep 8z x £-2 UNI + Bw oy uLredexoug sAep 06 200Z ulseres
SISA[euy UOZLIOH 1oyS wouy s)nsey ¥H1
,aSN 600¢ U1 1Insay urse) re ultesrepm utrejrepm utrejrep uswife 1 ulresrepm vswiBe l HMINT uoz|JoH ailApns
SSOUBA198443-1500 JHMIAT JHMINT / HMINT JHMIAT
’ (%) (%)eriad | (w)ewl LAQ (%) o1y
arey yresg Buipss|g
ol
urlepIeAA 01 HAMIAT BuLiedwo) Sa1pnis SSausaAigg)fe-1s0) Jo Arewwng
€ 9lgqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pharmacoeconomics. Author manuscript; available in PMC 2014 February 06.



Page 20

Kapoor et al.

palptoads Jou ayel ._.>n_»

alel 31N u_casmo_vmmm

ULie e UOIBIND PapuaIxa A HAINT Papuaixe sasedwod Y391 .
é

*A0B'S| Q' MM Je B]qe|TeAR JoJe|nofes

9011d JBWINSUOI SINSIIS JogeT Jo neaing ay) Buisn ASN 6002 01 parejul uayl pue ‘sadipul Ated aoud Buiseyaund uoneziuebiQ YieaH PIOAM S00Z BIA ASN 03 PALIBAUOD ‘sad1pul 3d1id JaWwnsuod ajge|iene
Ajipeal 01 BuIpl022e parelsap J0 Pateljul 818M S319US.LIND UBIBI0Y Ul paliodal SI1S0D [eIUSWaIdUI ‘SanjeA YD 18 aALLe 0 (YT D) O11el SS3USAIIIBLIS-1S0D [BIUBLLIBIOUT U} S 3|NSaI SSBUSAINIBYS-1S0D)
M

1eak-a1] paisnipe Aljenb = AvO ‘WSIOQUIBOGWIOIY) SNOUBA = J ] A ‘Pais1oads jou = su ‘utieday 1yBram Jejnasjow Moj = HAAIAIT :SUOIRIABIGAY

(paiy10ads 10U UoNRIND
sajeuIwop HMIN su/su su/su su/su su/su su pue asop) uLiedapiy Yuow 9 100Z 1199
NS YM L Yim paulquiod ¥HL
paiy1oads
SeJeulWop uLlelep\ ¢¢0/€20 180/.80 ¢6'T/26'T 860 /¥0°¢C j0U UonRINp Bw § shep T-/ x piq bw og skep 06 8661 UOSIspuy
paplone 31N
/00¥T$ 4301 HMINT 0/0 0/0 8G/VY Sv/199 €-¢ NI uliepepn 000'G utedayeg shep Gg 600¢ sues)uelg
papioAe JIA
/00TT$ = 4321 HMINT 0/0 su/su 8T'GE/06'0C 08'T/0T¢C shep ¢ x Bw g sAep ¢ x piq Bw og su 8661 sumeH
papioAe 31N . ) skep
/0G6$ = 4321 HMINT Su/su Su/su §6vS/0°SY 06'0/08¢C sKep 6 x €-Z UNI 6 x SNI 062§ uledezul L su L66T IINH
,dSN 600z U1 1nsay ulsey e pm ulsey e utrejre utrejre uswife 1 ulsesre vswiBe s HMIAT uoz1i0H aiApns
SSOUBAI094J3-150D ITHMINT I HMN [ HMINT [HMINT
’ (%) (%)oreiad | (%)amri LAQ (%) o1y
aley yreq Buipsa|g
lofe

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pharmacoeconomics. Author manuscript; available in PMC 2014 February 06.



Page 21

Kapoor et al.

sejeuILIOp XnuLiedepuo 0/0 08'0/02°0 0r'S/0ve 020/TZ | sAepG-¥ x piq Bw og sAep G- x pb Bwi Gz su (2) ¥00z 111nuds
[paliaAe alow
%/2'T XnuLlede sAep
sajeulwop xnurredepuoH Su/su $G°0 = doUaIYIP xnupedepuo4 060= 2ouataylp | 2 ‘panyioads jou asoq sAep / ‘paij1oads jou asog skep 06 | 00z siesnueIq
sejeuILIOp Xnuliedepuod GE'0/8T0 6T'T/990 €LTI6VT su/su | sAep/ x pbBw oy shep / x pb Buw gz sAep 06 G500z urelolg
SISAJeuy UOZIIOH 1OYS WoJy S)Nsay M1
paploAe 3 LA/ OF$
= Y301 Xnuisedepuod 6T0/TT0 60T /850 TLZ/V8T su/su | sAep / x pb Bw o sAep / ‘paiioads Jou 8soq sieak g | €00z IsIppun
sAep
sejeuILIOp XnuLiedepuo 8T'0/TT0 60'T/650 88'C/96°T 69'C/G8Z | L‘peudadsioussoq | sAep ;s ‘pairoads ou asoq sieah g §00¢ sonzs
palBAe STIA
alow 9% 9T'T
sajeulwop xnuiedepuoq su/su su/su xnurredepuo4 su/su sAep; x piq Bw Qg sAep / x pig Bw g sIeah g 002 UeAl|INS
palBAe STIA
[€101 2J10W % 05'T
sajeulwop xnurredepuoH 8'0 = doUBIBYIP 60'T/8S0 xnurtedepuoS 09'2/08¢C sAep / x pb Bw oy sAep / ‘paijioads jou asoq SIeak g €002 S1oplo9
sAep
sereuILIOp XnuLiedepuo 8T°0/0T0 60T /850 10€/20C 1,2/882 | L 'peuoadsioussoq | shep / ‘paiyioads jou asoq sieak G | $00g suewsuuy
SISA[euy uoziioH Buo woly synsay YHL
pap1oAe 31 A/ 00ETS skep
= Y301 Xnupedepuo 8T°0/0T0 60'T /850 €12/S8°T 0L'2/18C | L'paytoadsioussoq | sAep . 'paytosdsioussoq | sAep 06 | 00T suBwSUUY
sejeUILIOp XnuLiedepuo 8T°0/0T0 60T /850 10€/20C T22188°¢C | shep6-G x pig B og skep 6-G x pb bw gz 1T 1 €002 3peM
palaAe STIA
alow 9% 9T'T
sajeulwop xnuiedepuoq su/su su/su xnuredepuo4 suj/su sAep; x piq Bw Qg sAep / x pig Bw g sAep 06 002 UeAl|INS
paiy10ads jou
sejeuILIOp XnuLiedepuo 0/0 su/ su 06'C /060 G'€/G¥ | uonenp ipig 6w og | pauoads jou uoneinp :bw g | skepor | (T) ¥00Z I11nIdS
sejeulWop xnuiedepuo 220/¥T0 60'T /850 T.2/v8°7T su/su | sAep s x pbBw oy shep 1 x pb B gz sAep 06 500z urenlolg
paliane
2loW %69°0 sAep
sajeulwop xnuiedepuoq Su/su T'0= 9oualaylp xnurredepuo4 950 = dJudlaylp | / ‘paiidads jou 8soq skep 06 | ¥00z suesnuelq
sISA[euy UOZLIOH 1oyS wouy s)nsey ¥H1
, OSN 600 01 po1BALOD HMWT HMINT HMINT HMINT wwiBes HMIN wawibe 1 xnui redepuo- uoz|JoH ai Apnis
sIo0yINY ApNiS /xnuiredepuod /xnuiredepuo4 /xnuiredepuoH /xnuiredepuo4
Aq poriodey nsey | (%) 8RN U (%)are13d (%)9r) 1AQ are (%)
SSOUBA1984§3-1500 Buipss|g Jofe N

NIH-PA Author Manuscript

HINMT 01 XnuLriedepuo Buriedwo) Sa1pn1S SSaUaAIgaL)a-1S0D JO Arewiwing

v alqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pharmacoeconomics. Author manuscript; available in PMC 2014 February 06.



Page 22

"A0B'S|g" MM Je B]ge[IeAR JoTeNdJed

8911d JBWINSUOI SINISIEIS JogeT Jo neaing a8yl Buisn ASN 6002 01 parejjul uayl pue ‘sadipul Ated aoud Buiseyaund uoneziuebiQ yieaH PUOAM S00Z BIA QSN 03 PALIBAUOD ‘s8d1pul 321id JaWNSU0d a|ge|iene
AJipeal 0} Bulpi0ade pajeyap 1o parejjul 81am SalouaLINd ublaloy ul papiodal SIS0 [eIUBWAIOUI ‘SanfeA YD 18 dALE 0 “(MID1) 011t SSAUSAIIDBLIS-1S0D [BILUALIAIOUI U} SI JNSAI SSAUAIIIBYS-1S0D

*

J1eak-a41] parsnipe Ajenb = AvO ‘WISIOQUIBOGWIOIY) SNOUBA = J ] A ‘Paij1oads 1ou = su ‘utieday 1yBram Jejnasjow Moj = HAAINT :SUOIRIABIGAY

Kapoor et al.

shep g
sajeulwop xnurredepuoH 6T0/TT0 02'T/5990 ¢6'¢/09T 69'2/58'Z | x pauioads ou asog sAep / ‘paijioads jou asoq sIeah g G00Z sonzs
pauane SgIA
2I0W 948/°'T
sajeulwop xnuiedepuo Su /su su/su xnupredepuo4 su/su sAep / x piq Bw Qg sAep / x pb bw gz sieah g 002 UeAI|INS
sajeulwop xnutredepuo 020/21°0 6T°T/990 €LTI6Y'T su/su | sAep / x pbBw oy shep L x pb Bw G'g sieak g | €00z 3siApun
pauane Sg1A
[e10} a10W %S6'T
sajeulwop xnuiedepuoq 1'0 = 8oualayIp 6T'T /990 xnuuedepuo4 92/8¢ sAep / x pb Bw ot sAep J x pb Bw g sIeah g €002 Sloplo9
sAep
sejeuILIOp XnuLiedepuo 6T°0/21°0 6T'T/990 TT€/89T 1221187 | L:‘paudadsioussoq | sAep / paiyioads jou 8soq siesk g | 00z Suewauuy
sIsA[euy uoziloH Buo wouy SyNsay UM L
paplone 31 A/ 099% shep
= Y301 xnupredepuod 610/2T°0 6T°T/99°0 GL'C/0ST 1.2/ 18T | L 'panoadsjou ssoq sAep / ‘paiy10ads jou 8soq sAep 06 | 7002 suewBUUY
pauane SgIA
2I0W 948/°'T
sajeulwop xnuiedepuo Su /su su/su xnupredepuo4 su/su sAep / x piq Bw Qg sAep / x pb bw gz 06 002 UeAI|INS
, SN 600z 01 PR1BAUCD HMINT HMIAT HMIT HMIAT uowifie ) HMINT uswife 1 xnul redepuo uozlioH at Apnis
sioyINy Apnis /xnuiredepuo /xnulredepuoH /xnulredepuoH /xnulredepuo
Aq poriodey ynsoy | (%6)@%ed yreeq (%) eres 3d (%)er) LAG arel (%)
SSOUBAIIDBHF-150D Buipss|g Jofe

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Pharmacoeconomics. Author manuscript; available in PMC 2014 February 06.



Page 23

Kapoor et al.

*AOB'S|q MM 18 B]qe|TeAR 101e|nofes

9011d JBWINSU0D SONSIIRIS JogeT 40 neaing ay Buisn @SN 6002 0 parelyul usy pue ‘seoipul Ared soud Buiseyond uoneziueBio YiesH PO S00Z BIA SN 0} PELISAUOD ‘s821pul 31id JBWINSU0D d|qe|Iene
A1peas 01 BuIpI0doe pare|yap 40 Patejul a1am $a1ous1INd ub1a104 Ul paniodal SIS0 [eIUBWRIOUL ‘SanjeA YD 18 dALUR 01 (M) O13eJ SSBUBAIIOSY3-1S00 [IUSLIBIOUI U} SI }|NSSI SSAUBAIIIDHS-1S0D

M

Jeak-a1| paisnipe Ajijenb = A0 ‘WISI|OqUIa0qUI0JY} SNOUsA = 31 A ‘pay1oads jou = su ‘ulteday ybram Jejndsjow Mo = HAAINT :SUOIRIABIOY

skep 0T-9 skep 0T-9 x
HMIAT paeutwop ueirebigeq LTILT 2TITe ver/Ter €T/ST x Bw oy unedexoug | Bow ozz uenebiqeq sieak 09 | 6002 ZOBMOJOA
sIsAjeuy uozioH BuoT woly 3nsay YM1
skep 0T sAep 0T x
papioAe 3LA / 06.$ 4301 uenebiqea 0/0 0T'0/0 8T/L¢C €T/ST x Bw oy ulredexoug | Bow ozz uerebigeq sAep 08T | 600z ubelINDIN
SAepQT x sAep pT x
ue.jebigep pajeuIwop ueqexoleAly 0/0 0/0 121180 GT/.S0 fow gz uenebiqea | Bw QT uexeqoleAry skep 08T | 600z UbelINDIN
skep 0T sAep T x
HMINT PaJeUILLOp UBgRXOJeAlY 0/0 0T0/0 8T/.80 80°0/.50 x Bw oy upedexoux | Buwi QT uexeqoseAry sKep 08T | 600z ube[INDIN
SISAJeuy UOZIIOH 1OYS WoJy S)Nsay M1
sAep Ge-8¢ sKep Ge-8¢ x
HMINT pajeurwop uesjebigeq v0/v0 60/60 8v/9V 9T/0C x Bw oy unedexouz | Bow ozz uenebigeq s1eak 09 | 600T ZoeMOJOM
SISA[euy uoziioH BuoT woly 3nsay YHL
Lasn 1Jous 1Jous 1Jous 1Jous 2 Jore redwo) T Joreredwo)d | uoziloH 10eX3 al Apns
6002 Ul 1|NS9y SSOUBAII09)T-1S0D / PepuULIXg / PepuULIXg / PepuULIXg / PepURIX3
(%) (%) (%) (%)
ol buipss|g | arlbuipse|g | awrlbuipse|g | oresbuipss|g
lofe N lofe N lofe N lofen
aley yreaq ol 3d arl IAd

sjue|nBeodnuy [elO MaN Buipnjouj suosLiedwo) YIIm SaIpnlS SSaUaAINNa))8-150D) JO Arewwng

G 9lgel

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

Pharmacoeconomics. Author manuscript; available in PMC 2014 February 06.



Page 24

Kapoor et al.

paploAe 3LA / 00V L2$
= 4301 HMINT

paiy10ads Jou pouad

ab.reyosip 1sod sAep

uoleinp papuaixy 0T'0/€00 T19°0/02°0 8C°€/0TT TT0/7T0 [endsoy oy uswibey 82 x pb Bw 0 HMINT sAep 06 1002 196pas
pauted
1eak-2)17 / 00€'€T$ papione paplone
= Y3921 xnupedepuoy SJUaA? aJow SJUaA? alow paiy19ads Jou asop paiy19ads Jou asop
uoleInp papuaIxgy 10/0 %S0 puo4 %9°'T puo4 su/su ‘skep / x xnuuredepuoH ‘skep 8z x xnuliedepuoH sAep 0g 900z Jdoyasig
paplone 31A / 00Z'€T$ skep 01 shep G¢
d301 HMINTT papuaix3 0/0 0/0 €G/¢Le L9799 x SN 000'G utredaleq x SN 000'G utredsleq sAep G¢ | 600z StesHuRIq
paplone paplone
paploAe 31A / 0000T$ SJUBAS aiow SJUaA? alow
=4301 HMIA1 %8.°0-09°0 %1'1¢-09T skep -, shep Gg-0¢
uoleInp papusIx3y papuaix3 su/su pa-pusix3 su/su x pb Bw o uedexoug x pb Bw of uedexoug shep ge-0¢ | 866T Aeuinolag
papioAe 1A
/000'8$ Y301 HMINT skep shep ¢
uoleinp papuaixy 0/0 0/0 L9/¢L'E Sv/99 0T x €-¢ UN| uLep e/ x SN1 000'G Uledsifeq sAep G | 600Z sHesHuBIq
papioAe 3 LA pousad skep 1z
/008.$ = 4301 HMIA uonezifendsoy Joy + pouad uonezijendsoy
uoljeInp papuaix3y 10/T0 Su /su v./8T Su /su pb Bw o ulredexoug x pb Bw o ulredexoug sKep 06 000z Saineq
paplone 31 A/ 002'€$
= ¥3D| Ulieprem paiy10ads jou poriad abueyasip 1sod sAep
uolyeinp papuaix3y 0T'0/S0°0 T9'0/6¢°0 8C'€/.ST TT°0/¥S0 [endsoy Joy uswibiay 8¢ x pb Bw g uepreA skep 06 1002 136paXs
paploAe 3 1A
/ 02T$ = 4301 HMIA skep Ge-82
uolyeinp pspuaix3y su/su 60/90 €8/9°G su/su uLiepiepn x pb NI 000G utedayea skep G¢ €002 1yed
PSIBUILIOP UBGEXOIRALI shep shep
uoneInp papuaxg 0/0 05'0/2T°0 22620 80'0/80°0 | T xBuw gy ukedexouz | gg x B QT UexeqoreAn sAep 08T | 6002 UBEINOOW
PaYeUILIOP UBQRXOJRALl sAep ¥T skep
uolyeinp papuaixy 0/0 0S'0/0%°0 €6'0/62¢°0 0¢/800 x Bow ozz uenebiqeq GE x Bw QT uexeqolenry sKep 08T | 6002 ube[INDIN
pateuILop HAIAT shep GT-, sAep Ge-82
uolyeinp papuaixy su/su €¢/90 G'8/09'S su/su x SN| 000'G Uttedaifeq x pb NI 000G uredslea shep Gg €00¢ 1yed
pareuiwop HMINT skep abueydsip
uoneInp papueix3 0/0 €5T/0 VE'S/EST LTy /%0C utsedexous 0€ x B oy Ukredexous 1sod shep €2-6T |  666T IsiAbbieg
SISA[euy/ UOZIIOH LOYS WoJy S}NSay ¥HL
,dSN 600¢ Ul Jinsay 1ous 1oys 1ouys 1oys 2 Jojeredwo) T Jojeredwo) uoz1JoH 10ex3 ail Apns
SSOUBAI198})3-150D / PepURIX3 / PepuUSIX3 / PepuSIXg / PepuUSIX3
(%) (%) (%) (%)
a1l buips|g areJ Buipss|g areJ Buipss|g arel Buipss|g
lofen lofein lofe N lofein
arey yresg |l 3d 9kl IAd

Adelay] uoneing uoys yum Adesayl uoneing papusix3 Buriedwo) ssIpniS SSauaAdaya-1s0) Jo Alewwing

NIH-PA Author Manuscript

99|qel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pharmacoeconomics. Author manuscript; available in PMC 2014 February 06.



Page 25

*AOB'S|q" MMM TR B|ge|IeAR 101e|nojed

9011d JaWINSU0I SaNSIEIS Joge] Jo neaing ay) Buisn ASN 6002 01 Parejjul usyl pue ‘saoipul Ated soud Buiseyoind uoneziuebiQ YijeaH PlIOA S00Z BIA ASN 01 PALISAUOD ‘s8d1pul 391id JsWNSU0d ajqe|iene
Alipeas 03 Buiplodde pareljap Jo pajejjul a1am Saloualind ublalo) Ul paniodal $1S09 [elUsWaIoUL ‘sanfeA YD) Je aALLe 0] (YD) Ol1el SSAUBAIIIBLS-1S0D [BIUSWIBIOUI B SI 3|NS3J SSBUBAIIBLS-1S0D

M

paisnipe Aupenb = ATvQ ‘WSI|OGWIB0GUIOIY} SNOUSA = J 1A ‘Pa119ads Jou = su ‘utieday WB1am Jejnasjow Mol = HAAINT :SUOHBIASIGOY

Kapoor et al.

paured ATTvO / 00€'€L$
= 4301 HMIAT paiy1oads Jou 8sop skep ¢
uolelnp papusIx3y su/su su/su 0.°2/189 S0/S0 ‘sAep gT x ulledexouy x pb Bw of ulredexoug JeaA T 700z sushuseH
SISA[euy uoziioH BuoT woly 3nsay ML
paploAe 3 LA
/009'09% Y321 HMIAT skep 0T skep gg
uoijeinp papulx3 0/0 0/0 e a0y 69/L9 x SN 000G utredeleq x SN 000G utredeleq sAep ¢ | 600z SiesHuRI]
JLA/009'VT$ skep skep gg
Y301 HMIAT papusixg 0/0 0/0 8G/0 8v /L9 0T x €-Z YNI ULeLIBA x SN 000'G utredeleq sAep ¢ | 600z SuesHuRIq
SISAJeuy UOZIIOH 1OYS WoJy S)Nsay M1
pauref ATV / 00€'6$
= 4301 HMINT paly9ads Jou asop pal49ads Jou asop
uolelnp papusix3y Su /su Su/su G6'8/21'S L'TILT ‘sAep zT x uredexoug ‘sAep zi x unedexoug Jeak T %00z suahuaeH
sajeulwop xnutiedepuoy paij10ads jou asop paij10ads jou asop
uolyeinp papusix3y Su /su Su/su Su/su Su/su ‘sAep / x xnuiredepuo4 ‘sAep 8z x xnuriedepuo4 sleak g 9002 Joyosig
sISA[euy uoziioH BuoT woly synsay HHL
papioAe 3 LA / 00'0€L$
= ¥439| uesebigep sAep skep
uoijeInp papulx3 0/0 05°0/0%0 22/€60 800/¢ T x Bw oy utedexouz | gg x Bow ozz uesrebigeq skep 08T | 600z ube(INDIN
L0SN 6002 Ul 1 nsey 1I0ys 1I0US 1J0ysS 1J0US 2 Joreredwo)d 1 Joreredwo)d uoz1I0H 10ex3 al Apns
SSOUBAII9J3-150D / pepueIx3 / PepURIX3 / PapURIX3 / PapURIX3
(%) (%) (%) (%)
arelbuipss|g | ereibuipse|g | eresbuipss|g | sresbuipss|g
o lofe lofen lofe
ajed yrea arel 3d arl IAd

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pharmacoeconomics. Author manuscript; available in PMC 2014 February 06.



