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ABSTRACT

Background

Lung transplantation has become a valuable and well-accepted treatment option for most end-stage lung diseases. Lung transplant
recipients are at risk of transplanted organ rejection, and life-long immunosuppression is necessary. Clear evidence is essential to identify
an optimal, safe and effective immunosuppressive treatment strategy for lung transplant recipients. Consensus has not yet been achieved
concerning use of immunosuppressive antibodies against T-cells for induction following lung transplantation.

Objectives

We aimed to assess the benefits and harms of immunosuppressive T-cell antibody induction with ATG, ALG, IL-2RA, alemtuzumab, or
muromonab-CD3 for lung transplant recipients.

Search methods

We searched the Cochrane Renal Group's Specialised Register to 4 March 2013 through contact with the Trials Search Co-ordinator using
search terms relevant to this review. Studies contained in the Specialised Register are identified through search strategies specifically
designed for CENTRAL, MEDLINE and EMBASE.

Selection criteria

We included all randomised controlled trials (RCTs) that compared immunosuppressive monoclonal and polyclonal T-cell antibody
induction for lung transplant recipients. An inclusion criterion was that all participants must have received the same maintenance
immunosuppressive therapy within each study.

Data collection and analysis

Three authors extracted data. We derived risk ratios (RR) for dichotomous data and mean differences (MD) for continuous data with 95%
confidence intervals (Cl). Methodological risk of bias was assessed using the Cochrane risk of bias tool and trial sequential analyses were
undertaken to assess the risk of random errors (play of chance).

Antibody induction therapy for lung transplant recipients (Review) 1
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Main results

Ourreview included six RCTs (representing a total of 278 adult lung transplant recipients) that assessed the use of T-cell antibody induction.
Evaluation of the included studies found all to be at high risk of bias.

We conducted comparisons of polyclonal or monoclonal T-cell antibody induction versus no induction (3 studies, 140 participants);
polyclonal T-cell antibody versus no induction (3 studies, 125 participants); interleukin-2 receptor antagonists (IL-2RA) versus no induction
(1 study, 25 participants); polyclonal T-cell antibody versus muromonab-CD3 (1 study, 64 participants); and polyclonal T-cell antibody
versus IL-2RA (3 studies, 100 participants). Overall we found no significant differences among interventions in terms of mortality, acute
rejection, adverse effects, infection, pneumonia, cytomegalovirus infection, bronchiolitis obliterans syndrome, post-transplantation
lymphoproliferative disease, or cancer.

We found a significant outcome difference in one study that compared antithymocyte globulin versus muromonab-CD3 relating to adverse
events (25/34 (74%) versus 12/30 (40%); RR 1.84, 95% CI 1.13 to 2.98). This suggested that antithymocyte globulin increased occurrence of
adverse events. However, trial sequential analysis found that the required information size had not been reached, and the cumulative Z-
curve did not cross the trial sequential alpha-spending monitoring boundaries.

None of the studies reported quality of life or kidney injury. Trial sequential analyses indicated that none of the meta-analyses achieved
required information sizes and the cumulative Z-curves did not cross the trial sequential alpha-spending monitoring boundaries, nor
reached the area of futility.

Authors' conclusions

No clear benefits or harms associated with the use of T-cell antibody induction compared with no induction, or when different types of
T-cell antibodies were compared were identified in this review. Few studies were identified that investigated use of antibodies against T-
cells for induction after lung transplantation, and numbers of participants and outcomes were also limited. Assessment of the included
studies found that all were at high risk of methodological bias.

Further RCTs are needed to perform robust assessment of the benefits and harms of T-cell antibody induction for lung transplant recipients.
Future studies should be designed and conducted according to methodologies to reduce risks of systematic error (bias) and random error
(play of chance).

PLAIN LANGUAGE SUMMARY

Can antibody induction therapy help to reduce organ rejection for lung transplant recipients?

People who receive transplanted lungs are at significant risk of organ rejection. To help reduce the risk of organ rejection, antibodies against
T-cells (a type of white blood cell that plays a central role in immunity) are given to patients within the first two weeks after transplantation.
Several types of antibodies have been used, but their benefits and harms are unclear.

We evaluated the use of antibodies against T-cells following lung transplantation to find out whether this therapy was safe, beneficial or
harmful, and which type of antibodies work best with fewest adverse effects.

We analysed six studies that investigated the use of several different types of antibody therapies in 278 adult patients following lung
transplantation. Flaws in study designs were found that indicated the studies were at risk of overestimating benefits and underestimating
harms.

Our analysis compared several types of antibodies, but with one exception - that antithymocyte globulin seemed to increase some adverse
events - we found no significant differences in lung survival or rejection for any of the treatments. There was some uncertainty about
this effect because the study was too small to be sure that observed benefits would apply to a larger population. We found no significant
differences among therapies in terms of infection, bronchiolitis obliterans syndrome, post-transplantation lymphoproliferative disease,
or cancer.

Few investigated the use of T-cell antibodies after lung transplantation, and these included small numbers of participants. These limitations
meant that our findings did not necessarily indicate no differences existed among comparisons in our analysis. To overcome this problem,
larger and more robust randomised studies that assess the benefits and harms of antibodies against T-cells for people following lung
transplantation are needed.

Antibody induction therapy for lung transplant recipients (Review) 2
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SUMMARY OF FINDINGS

Summary of findings for the main comparison. T-cell antibody induction compared with no antibody induction for lung transplant recipients

T-cell antibody induction compared with no antibody induction for lung transplant recipients

Patient or population: lung transplant recipients
Settings: patients with end-stage lung failure who underwent lung transplantation

Intervention: antibody induction
Comparison: no antibody induction

Outcomes Illustrative comparative risks* (95% Cl) Relative effect  Number of par- Quality of the Comments
(95% Cl) ticipants evidence
Assumed risk Corresponding risk (studies) (GRADE)
No antibody induction  Antibody induction
Mortality Study population RR 0.99 140 (3) DODO
Follow-up: 2 to 8 years (0.69t01.41) moderate’
448 per 1000 444 per 1000
(309 to 632)
Moderate
400 per 1000 396 per 1000
(276 to 564)
Acute rejection grade Il  Study population RR0.66 140 (3) DODO
or higher (0.43t01.02) moderate’
Follow-up: 2 to 8 years 483 per 1000 319 per 1000
(208 to 492)
Moderate
500 per 1000 330 per 1000
(215 to 510)
Infection Study population RR1.4 104 (2) SDDO
Follow-up: 2 to 8 years (0.97 to 2.01) moderate’
458 per 1000 642 per 1000
(445 to 921)
Moderate
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458 per 1000 641 per 1000
(444 t0 921)
Bronchiolitis obliter- Study population RRO0.77 140 (3) o e)
ans syndrome (0.55 to 1.09) moderate’
Follow-up: 2 to 8 years 534 per 1000 412 per 1000
(294 to 583)
Moderate
400 per 1000 308 per 1000
(220 to 436)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).
Cl: confidence interval; RR: risk ratio

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate

Very low quality: We are very uncertain about the estimate

! All studies were assessed to be at high risk of bias using the Cochrane risk of bias tool

Summary of findings 2. Polyclonal T-cell antibody compared with no antibody induction for lung transplant recipients

Polyclonal T-cell antibody compared with no antibody induction for lung transplant recipients

Patient or population: lung transplant recipients

Settings: patients with end-stage lung disease who underwent lung transplantation
Intervention: polyclonal antibody

Comparison: no antibody induction

Outcomes Illustrative comparative risks* (95% Cl) Relative effect = Number of par- Quality of the Comments
(95% Cl) ticipants evidence
Assumed risk Corresponding risk (studies) (GRADE)
No antibody induction Polyclonal antibody
Mortality Study population RR1.02 125 (3) SDDO
Follow-up: 2 to 8 years (0.71to 1.47) moderate’
448 per 1000 457 per 1000
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(318 to 659)
Moderate
400 per 1000 408 per 1000
(284 to 588)
Acute rejection grade Il  Study population RR0.68 125 (3) DODO
or higher (0.44 t0 1.04) moderate’
Follow-up: 2 to 8 years 483 per 1000 328 per 1000
(212 to 502)
Moderate
500 per 1000 340 per 1000
(220 to 520)
Infection Study population RR1.4 104 (2) e e)
Follow-up: 2 to 8 years (0.97 to 2.01) moderate’
458 per 1000 642 per 1000
(445 to 921)
Moderate
458 per 1000 641 per 1000
(444 to 921)
Bronchiolitis obliter- Study population RR0.81 125 (3) SPBO
ans syndrome (0.57to 1.16) moderate’
Follow-up: 2 to 8 years 534 per 1000 433 per 1000
(305 to 620)
Moderate
400 per 1000 324 per 1000
(228 to 464)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

Cl: confidence interval; RR: risk ratio

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
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Very low quality: We are very uncertain about the estimate.

! All studies were assessed to be at high risk of bias using the Cochrane risk of bias tool

Summary of findings 3. IL-2 receptor antagonist induction compared with no antibody induction for lung transplant recipients

IL-2 receptor antagonist induction compared with no antibody induction for lung transplant recipients

Patient or population: lung transplant recipients
Settings: patients with end-stage lung disease who underwent lung transplantation

Intervention: interleukin-2 receptor antagonist (IL-2RA) induction
Comparison: no antibody induction

Outcomes Illustrative comparative risks* (95% ClI) Relative effect = Number of par- Quality of the Comments
(95% Cl) ticipants evidence
Assumed risk Corresponding risk (studies) (GRADE)
No antibody induction IL-2RA induction
Mortality Study population RR0.67 25(1) DDDO
Follow-up: mean 2 (0.22 10 2.07) moderate’
years 400 per 1000 268 per 1000
(88 to 828)
Moderate
400 per 1000 268 per 1000
(88 to 828)
Acute rejection Study population RR 1.07 25 (1) DODO
Follow-up: mean 2 (0.49t0 2.33) moderate’
years 500 per 1000 535 per 1000
(245 to 1000)
Moderate
500 per 1000 535 per 1000
(245 to 1000)
Bronchiolitis obliter-  Study population RRO0.33 25(1) SODO
ans syndrome (0.07 to 1.49) moderate’
Follow-up: mean 2 400 per 1000 132 per 1000
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(28 to 596)
Moderate
400 per 1000 132 per 1000
(28 to 596)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).
Cl: confidence interval; RR: risk ratio

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate
Very low quality: We are very uncertain about the estimate

! All studies were assessed to be at high risk of bias using the Cochrane risk of bias tool

Summary of findings 4. Polyclonal T-cell antibody induction compared with interleukin-2 receptor antagonist induction for lung transplant
recipients

Polyclonal T-cell antibody induction compared with IL-2RA induction for lung transplant recipients

Patient or population: lung transplant recipients

Settings: patients with end-stage lung disease who underwent lung transplantation
Intervention: polyclonal antibody induction

Comparison: interleukin-2 receptor antagonist (IL-2RA) induction

Outcomes Illustrative comparative risks* (95% Cl) Relative effect = Number of par- Quality of the Comments
(95% Cl) ticipants evidence
Assumed risk Corresponding risk (studies) (GRADE)
IL-2RA induction Polyclonal antibody induction
Mortality Study population RR1.41 100 (3) DODO
Follow-up: 0.5 to 2 (0.55 to 3.64) moderate’
years 113 per 1000 160 per 1000
(62 to 412)
Moderate
77 per 1000 109 per 1000
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(42 to 280)
Acute rejection Study population RR1.33 76 (2) SDDO
Follow-up: 1 to 2 (0.93t0 1.92) moderate’
years 525 per 1000 698 per 1000
(488 to 1000)
Moderate
527 per 1000 701 per 1000
(490 to 1000)
Infection Study population RR0.91 50 (1) DDDO
Follow-up: mean 1 (0.71t0 1.16) moderate’
years 880 per 1000 801 per 1000
(625 to 1000)
Moderate
880 per 1000 801 per 1000
(625 to 1000)
Bronchiolitis oblit- Study population RR 1.66 76 (2) DODO
erans syndrome (0.42t0 6.53) moderate’
Follow-up: 1to 2 75 per 1000 124 per 1000
years (31 to 490)
Moderate
87 per 1000 144 per 1000
(37 to 568)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

Cl: confidence interval; RR: risk ratio

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate

Very low quality: We are very uncertain about the estimate

! All studies were assessed to be at high risk of bias using the Cochrane risk of bias tool
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BACKGROUND

Description of the condition

Success in lung transplantation has led to wide acceptance of
the procedure as a treatment for most end-stage lung diseases.
Over 30,000 lung transplantations have been reported to the
International Society for Heart and Lung Transplantation (Christie
2011); and of the more than 2700 lung transplantations reported
annually, one year survival is over 80%, and five year survival is 60%
(Aurora 2009; Christie 2011).

Long-term recipient survival after lung transplantation remains
suboptimal, mainly due to occurrence of bronchiolitis obliterans
syndrome. Bronchiolitis obliterans syndrome and late graft failure
are responsible for more than 40% of deaths beyond the
first year of transplantation (Christie 2011). Primary risks for
developing bronchiolitis obliterans syndrome are acute rejection
and lymphocytic bronchitis (Hollmen 2008; Verleden 2009). Lung
transplant recipients are also at high risk of developing morbidities
thatinhibit long-term survival. Major morbidities in lung transplant
recipients five years after transplantation are hypertension (85%),
hyperlipidaemia (55%), diabetes mellitus (37%), and kidney
dysfunction (36%) (Christie 2011).

Description of the intervention

Immunological rejection of lungs means that transplant recipients
are at risk of increased morbidity and reduced survival compared
with the general population (Christie 2011; Lechler 2005; Verleden
2009). Finding the most effective immunosuppressive treatment
strategy is essential to reduce morbidity and increase survival
(lversen 2009).

Optimally, lung transplant recipients should develop
immunological tolerance for grafts without compromising
general immunity (Chen 2006). Avoidance of adverse effects
associated with immunosuppressive agents, such as kidney
and cardiovascular diseases and malignancies enhance patients'
survival (Flechner 2008; Hauptman 2005).

Maintenance immunosuppressive therapy for lung transplant
recipients often involves three types of drugs directed against the
T-cell activation and proliferation cascade: antiproliferative agents
(mycophenolate mofetil or azathioprine), calcineurin inhibitors
(tacrolimus or cyclosporin), and steroids (prednisolone) (lversen
2009). Mammalian target of rapamycin inhibitors (sirolimus or
everolimus) may also be used as maintenance immunosuppression
(lversen 2009). The optimal combination and dose of these
drugs has been the focus of much debate, especially given
that calcineurin inhibitors are highly nephrotoxic, and the
prolonged use of steroids causes several complications (Flechner
2008; lversen 2009). No combination of these maintenance
immunosuppressive agents has been completely successful in
preventing acute and chronic rejection and graft failure without
causing adverse reactions (Iversen 2009).

Antibodies specific for T-cells - induction therapy - have also
been used to prevent rejection (Hachem 2006). The aim of T-
cell specific antibody induction therapy is to deplete circulating
T-cells immediately after transplantation before the full effect
of calcineurin inhibitor treatment is achieved, thus diminishing
rates of acute rejection following transplantation (lversen 2009).
It has also been suggested that temporary immune system

manipulation using antibody induction against T-cells to enhance
graft acceptance may pave the way for long-term reduction of
maintenance immunosuppressive treatment (Chatenoud 2008).

Induction is usually commenced before or at the time of
maintenance immunosuppressive therapy, and is typically used for
a short period of time to avoid risks of severe infection and sepsis.
Induction therapy enables delayed introduction or dose reduction
of calcineurin inhibitors (Ilversen 2009; Rosenberg 2005).

Several T-cell specific antibodies have been used. These include
polyclonal antibodies of horse or rabbit (antithymocyte globulin
(ATG) or antilymphocyte globulin (ALG)), or one of the monoclonal
agents specific for the CD3 receptor (muromonab-CD3), the
CD52 surface protein (alemtuzumab), or interleukin-2 receptor
antagonists (IL-2RA; daclizumab or basiliximab) (Hachem 2006;
Hachem 2008; Iversen 2009).

ATG, ALG, muromonab-CD3, and alemtuzumab tend to eradicate
functional T-cell population from the circulation causing profound
immunosuppression. The monoclonal IL-2RA have been developed
to increase immunosuppression specificity, with the aim of
potentially avoiding over-immunosuppression toxicity. The IL-2RA
exerts their effects through binding to the alpha subunit of the
interleukin-2 receptor found only on activated T-cells. Interleukin-2
receptor blockade prevents interleukin-2 receptor-stimulated
clonal expression of the T-cell (lversen 2009).

Why it is important to do this review

The International Society for Heart and Lung Transplantation
has reported that 50% of all transplant centres use T-cell
antibody induction for lung transplant recipients (Christie
2011; Iversen 2009). Consensus on use of immunosuppressive
antibody induction after lung transplantation has not yet been
achieved (Hachem 2006; Iversen 2009). To enhance survival, it
is essential to establish clear evidence to identify an optimal,
safe and effective immunosuppressive treatment strategy for lung
transplant recipients.

OBJECTIVES

We aimed to assess the benefits and harms of immunosuppressive
T-cell antibody induction with ATG, ALG, IL-2RA, alemtuzumab, or
muromonab-CD3 for lung transplant recipients.

METHODS

Criteria for considering studies for this review
Types of studies

All randomised controlled trials (RCTs) assessing
immunosuppressive induction with monoclonal or polyclonal
antibodies against T-cells for lung transplant recipients were
sought. Quasi-randomised and non-randomised controlled studies
that were identified were considered only for reporting of harms.

Types of participants

We included all patients who had received their first isolated
single or double lung transplantation. Data for adult and paediatric
patients were planned to be analysed and reported separately
because immunological differences in paediatric patients were
expected (Aurora 2009).

Antibody induction therapy for lung transplant recipients (Review)
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Types of interventions

1. Studies comparing any dose and duration of
immunosuppressive antibody induction with ATG, ALG,
alemtuzumab, muromonab-CD3, or IL-2RA versus placebo or no
intervention.

2. One class of immunosuppressive T-cell antibody induction
versus another class of immunosuppressive T-cell antibody
induction (e.g. IL-2RA versus ATG).

3. Immunosuppressive T-cell antibody preparation versus
different formulation of same class antibody preparation (e.g.
basiliximab versus daclizumab).

Types of outcome measures
Primary outcomes

1. Mortality

2. Acute rejection (= A2) according to the classification of the
International Society for Heart and Lung Transplantation (A0 (no
rejection), Al (minimal rejection), A2 (mild rejection), A3 (severe
rejection); Stewart 2007). We did not plan to evaluate secondary
types of rejection such as airway inflammation related to
bronchioles

3. Adverse events. Serious adverse events were defined as any
untoward medical occurrence that was life threatening, resulted
in death, or persistent or significant disability, or any medical
event which might have jeopardised the patient or required
intervention/s to prevent it. All other adverse events (any
medical occurrence not necessarily having a causal relationship
with treatment) were considered as non-serious (ICH GCP 1996).

Secondary outcomes

1. Quality of life

Infection

Bronchiolitis obliterans syndrome

Post-transplantation lymphoproliferative disease (PTLD)
Cancer

S

Kidney injury requiring haemodialysis.

Search methods for identification of studies
Electronic searches

We searched the Cochrane Renal Group's specialised register to 4
March 2013 through contact with the Trials' Search Co-ordinator
using search terms relevant to this review.

The Cochrane Renal Group’s specialised register contains studies
identified from:

1. Quarterly searches of the Cochrane Central Register of
Controlled Trials (CENTRAL)

2. Weekly searches of MEDLINE OVID SP

3. Handsearching of renal-related journals and the proceedings of
major renal conferences

4. Searching of the current year of EMBASE OVID SP
5. Weekly current awareness alerts for selected renal journals

6. Searches of the International Clinical Trials Register (ICTRP)
Search Portal and ClinicalTrials.gov.

Studies contained in the Specialised Register are identified through
search strategies for CENTRAL, MEDLINE, and EMBASE based on the
scope of the Cochrane Renal Group. Details of these strategies, as
well as a list of handsearched journals, conference proceedings and
current awareness alerts, are available in the Specialised Register
section of information about the Cochrane Renal Group.

See Appendix 1 for search terms used in strategies for this review.

Searching other resources

1. Reference lists of pulmonology and transplant textbooks, review
articles, and relevant studies

2. Letters seeking information about unpublished or incomplete
studies to investigators known to be involved in previous studies

3. Bibliographies of relevant articles

4. USFood and Drug Administration (FDA) and European Medicines
Agency (EMA) drug approval reviews

5. The Science Citation Index Expanded (1945 to August 2011)
(Royle 2003).

Data collection and analysis
Selection of studies

The search strategy described was used to obtain titles and
abstracts of studies that could be relevant to the review. Three
authors independently assessed study eligibility. Excluded studies
were listed with the reason for exclusion. Disagreements were
resolved by discussion or in consultation with a third author. Study
authors were contacted if information about methodology or data
was unclear or missing.

Data extraction and management

Data extraction was carried outindependently by two authors using
standard data extraction forms (Higgins 2011; Moher 2009). Studies
reported in non-English language journals were planned to be
translated before assessment. Where more than one publication
of one study existed, publications were grouped together and the
publication with the most complete data were used. Where relevant
outcomes were only published in earlier versions we planned to
use these data. Any discrepancy between published versions was
planned to be highlighted. Any further information required from
the original author was requested by written correspondence and
any relevant information obtained in this manner was included in
the review. Disagreements were resolved by consultation amongall
authors.

We extracted the following information from each study: first
author, country of origin, study design, inclusion and exclusion
criteria, number of participants, patient characteristics, study
drugs, dose, administration, additional immunosuppression,
follow-up period, primary and secondary outcomes, adverse
events, and patients lost to follow-up.

Assessment of risk of bias in included studies

The following items were independently assessed by two authors
using the risk of bias assessment tool (Higgins 2011) (see Appendix
2).

« Was there adequate sequence generation (selection bias)?
+ Was allocation adequately concealed (selection bias)?

Antibody induction therapy for lung transplant recipients (Review)
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« Was knowledge of the allocated interventions adequately
prevented during the study (detection bias)?
o Participants and personnel
o Outcome assessors

« Were incomplete outcome data adequately addressed (attrition
bias)?

« Are reports of the study free of suggestion of selective outcome
reporting (reporting bias)?

« Was the study apparently free of other problems that could put
it at a risk of bias?

Studies assessed as adequately reporting generation of the
allocation sequence, allocation concealment, blinding, outcome
data reporting, with no evidence of selective outcome reporting,
and without vested interests were considered to be at low risk
of bias (Gluud 2006; Kjaergard 2001; Moher 1998; Schulz 1995;
Wood 2008). Studies assessed to include one or more unclear or
inadequate quality components were considered to be at high risk
of bias (Moher 1998; Schulz 1995; Wood 2008). High inter-rater
agreement between blinded and unblinded assessments as well as
between independent assessors has been found previously (Gluud
2006; Kjaergard 2001).

Measures of treatment effect

For dichotomous outcomes results were expressed as risk ratio
(RR) with 95% confidence intervals (Cl). Where continuous scales
of measurement were used to assess the effects of treatment,
the mean difference (MD) were used, or the standardised mean
difference (SMD) if different scales had been used (Higgins 2003;
Thompson 2002).

Dealing with missing data

« Contacted original investigators to request missing data.

« Performed sensitivity analyses to assess how sensitive results
were to reasonable changes in the assumptions that are made.
We performed worst-worst case scenario analyses, best-best
case scenario analyses, worst-best case scenario analyses, and
best-worst case scenario analyses.

Assessment of heterogeneity

Heterogeneity was analysed using a Chi? test on N-1 degrees of
freedom, with an alpha of 0.05 used for statistical significance and
with the I? test (Higgins 2003). I1* values of 25%, 50% and 75%
correspond to low, medium and high levels of heterogeneity.

Assessment of reporting biases

We planned to construct funnel plots to explore bias if more than 10
studies were included in this review (Egger 1997; Macaskill 2001).
However, the small number of included studies (6) meant that this
could not be undertaken.

Data synthesis

Data were pooled using the random-effects model and the fixed-
effect model was used to ensure data robustness.

Subgroup analysis and investigation of heterogeneity

The following subgroup analyses were planned to be undertaken.

1. Individual antibody preparation compared with other classes of
antibody preparation (e.g. ATG versus IL-2RA)

2. Antibody preparation compared to different formulation of
same class antibody preparation (e.g. basiliximab versus
daclizumab)

3. Comparisons of studies at low risk of bias with studies at high
risk of bias

4. Studies with early initiation of calcineurin inhibitor (at the time
of transplantation) compared to studies with late initiation of
calcineurin inhibitor (one to two weeks after transplantation).

Sensitivity analysis
Zero-event trials

The principal analysis tool used for this review, Review Manager 5,
was not designed to analyse studies with zero events when meta-
analyses are performed as relative risk or odds ratios. It seemed
unjustified and unreasonable to exclude zero event studies (Keus
2009) that would potentially create a risk of inflating the magnitude
of the pooled treatment effects. We therefore performed a random-
effects meta-analysis with empirical continuity correction of 0.01in
studies with zero events (Sweeting 2004).

Trial sequential analysis

Trial sequential analysis was conducted because cumulative meta-
analyses carry risks of producing random errors due to sparse data
and repetitive testing on accumulating data (Thorlund 2011; TSA
2011; Wetterslev 2008). We calculated the required information
size, that is, the number of participants needed in a meta-analysis
to detect or reject a certain intervention effect, to minimise
random errors (Wetterslev 2008; Wetterslev 2009). Information size
calculation should also account for heterogeneity in the meta-
analysis.

In our meta-analyses, information size was based on an assumed
plausible relative risk reduction of 20% or on the relative risk
reduction observed in the included studies assessed as low risk of
bias (Wetterslev 2008).

The underlying assumption of trial sequential analysis is that
significance testing may be performed each time a new study is
added to the meta-analysis. We planned to add studies according
to publication year, and if more than one study was published in
a year, to add these in alphabetical order according to the family
name of the first author.

The required information size was calculated and the
trial sequential alpha-spending and beta-spending monitoring
boundaries were constructed on the basis of the risk for type |
(5%) and type Il (20%) errors, nominated relative risk, proportion
with the outcome in the control group, and observed heterogeneity
(TSA 2011; Wetterslev 2008). These boundaries determined the
statistical inference that may be drawn regarding cumulative
meta-analyses not achieving the required information size. If
a trial sequential monitoring boundary is crossed before the
required information size is reached in a cumulative meta-analysis,
firm evidence may have been established and further studies
may be superfluous. Conversely, if the alpha- and beta-spending
boundaries are not surpassed, it is probably necessary to continue
adding studies to detect or reject a certain intervention effect.
Defaults used were: type | error, 5%; type Il error, 20%; and adjusted
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information size for diversity unless otherwise stated (Thorlund
2011; Wetterslev 2008).

RESULTS

Description of studies
Results of the search
The search strategy described identified 134 references, and we

found another 12 references from other sources. After exclusions,

Figure 1. Study flow diagram

six studies (nine publications; six peer-reviewed journal articles,
two conference abstracts, and one study from ClinicalTrials.gov)
were included in our review. Figure 1 depicts the results of our
search strategy.

Fecords identified through
database searching: 134

Additional records identified
through other sources: 12

Fecords excluded: 127

¥

Fecords screened: 146

(duplicates; not
relevant)

¥

Articles excluded: 10
(wrong intervention
(13; not randomised

Full-text articles assessed: 19

SR 2))]

¥

Included studies: 6 (2 reports)
(qualitative and guantitative

Synithesis)

Included studies

We included six single-centre studies that enrolled 278 participants
(Brock 2001; Chaparro 1999; Conte 2010; Hartvig 2008; Mullen 2007;
Senn 2001).

Chaparro 1999 (60 participants) compared ALG versus placebo;
Hartvig 2008 (44 participants) compared ATG versus no
intervention; Brock 2001 (64 participants) compared ATG versus
muromonab-CD3; Mullen 2007 (50 participants) compared ATG
versus daclizumab; Senn 2001 (24 participants) compared ATG
versus basiliximab; and Conte 2010 (36 participants) randomised
participants to three groups: ATG, daclizumab, or no intervention.

We compared T-cell antibody induction versus no T-cell antibody
induction (3 studies, 140 participants; Chaparro 1999; Conte 2010;
Hartvig 2008); polyclonal T-cell antibody induction versus no T-
cell antibody induction (3 studies, 125 participants; Chaparro 1999;
Conte 2010; Hartvig 2008); polyclonal T-cell antibody induction
versus muromonab-CD3 induction (1 study, 64 participants; Brock
2001); polyclonal T-cell antibody induction versus IL-2RA induction
(3 studies, 100 participants; Conte 2010; Mullen 2007; Senn 2001);
and IL-2RA induction versus no T-cell antibody induction (1 study,
25 participants; Conte 2010).

Participants in all included studies were adults. Mean age of the
total study population was reported in four studies (range: 49 to 53
years) (Brock 2001; Conte 2010; Hartvig 2008; Mullen 2007). With
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one possible exception, mean ages of participants in single-centre
study treatment groups were similar (Brock 2001; Hartvig 2008;
Mullen 2007). In Conte 2010, the mean ages of participants were 49
years in the daclizumab treatment arm; and 58 years and 53 years
in the ATG and control groups respectively.

Five studies reported on numbers of single versus double lung
transplant recipients (Brock 2001; Conte 2010; Hartvig 2008; Mullen
2007; Senn 2001). In three studies, more than half were single
lung transplantations (Brock 2001; Conte 2010; Hartvig 2008).
Mullen 2007 reported that more than 70% were double lung
transplantations; all participants in Senn 2001 were double lung
transplant recipients (100%). Numbers of single and double lung
transplantations were similar among treatment groups in the
single-centre studies.

Brock 2001 and Mullen 2007 examined ATG derived from horse
(ATGAM®), Conte 2010 and Hartvig 2008 investigated rabbit ATG
(Thymoglobulin®); the type of ATG was unclear in Senn 2001.

Although maintenance immunosuppressive treatments were the
same in all studies, immunosuppressive treatments varied. A triple
immunosuppression regimen was used in five studies (Brock 2001;
Conte 2010; Hartvig 2008; Mullen 2007; Senn 2001); Chaparro 1999
did not report maintenance immunosuppression. Participants in
all studies received steroid therapy and calcineurin inhibitors; in
four studies, the calcineurin inhibitor was cyclosporin (Brock 2001;
Conte 2010; Hartvig 2008; Senn 2001); Mullen 2007 administered

either tacrolimus or cyclosporin. Brock 2001 and Hartvig 2008
administered azathioprine as an antiproliferative agent; and
mycophenolate mofetil was used in Conte 2010, Mullen 2007 and
Senn 2001.

Follow-up varied from six months (Senn 2001), 12 months (Mullen
2007), 2 years (Chaparro 1999; Conte 2010; Brock 2001) and 8 years
(Hartvig 2008).

Allincluded studies were published in English.

Excluded studies

See Characteristics of excluded studies.

We excluded 10 studies after full-text assessment (AIRSAC Trial
2009; Barlow 2001; Borro 2005; Geldmacher 2001; Jaksch 2011;
Lawrence 1989; Lischke 2007; Marom 2001; Meiser 1997; van
Loenhout 2010). None of these studies assessed T-cell antibody
induction in randomised settings with the use of concomitant
immunosuppression.

Risk of bias in included studies

Overall, study methodology was inadequately reported (Figure 2;
Figure 3) and all included studies were assessed to be at high risk of
bias (Brock 2001; Chaparro 1999; Conte 2010; Hartvig 2008; Mullen
2007; Senn 2001).
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Figure 2. Risk of bias summary: review authors' judgements about each risk of bias item for each included study
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Figure 3. Risk of bias graph: review authors' judgements about each risk of bias item presented as percentages

across all included studies
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Allocation

Sequence generation allocation using computer-generated
randomisation was reported adequately by Mullen 2007; was
unclear in Brock 2001, and was not reported in Chaparro 1999,
Conte 2010, Hartvig 2008 or Senn 2001.

Allocation concealment was not reported in any of the included
studies.

Blinding

Despite reporting that randomisation was double-blinded,
Chaparro 1999 provided no further information. Neither Brock 2001
nor Senn 2001 reported blinding; and Conte 2010 was not blinded.
Two studies reported partial blinding: Hartvig 2008 reported that
pathologists who examined transbronchial lung biopsy specimens
were blinded to the study drug assignment; participants and
outcome assessors were not blinded. Mullen 2007 reported that
although study participants were blinded, personnel and outcome
assessors were not.

Incomplete outcome data

Outcome data reporting was incomplete in five studies (Brock 2001;
Chaparro 1999; Conte 2010; Hartvig 2008; Mullen 2007; Senn 2001),
butin four of these, omissions did not put them at risk of bias (Brock
2001; Chaparro 1999; Hartvig 2008; Mullen 2007). Five patients died
within 30 days following transplantation (group allocations not
clear), and were excluded from the analysis by Conte 2010; hence,
data analysis was per-protocol. Incomplete data was not reported
by Senn 2001.

Selective reporting

Although we had access to the Conte 2010 study protocol, we were
unable to obtain protocols for the other included studies. However,
all reported on expected clinical outcome measures (Brock 2001;
Chaparro 1999; Hartvig 2008; Mullen 2007; Senn 2001).

Other potential sources of bias

Mullen 2007 was industry-sponsored. We identified no other issues
that could be construed as imposing risk of bias in four studies
(Brock 2001; Chaparro 1999; Conte 2010; Hartvig 2008). Senn 2001
did not appear to have any other potential sources of bias, however
this was an abstract-only report (with no additional data provided)
and therefore we have assessed the bias as unclear.

Effects of interventions

See: Summary of findings for the main comparison T-cell
antibody induction compared with no antibody induction for
lung transplant recipients; Summary of findings 2 Polyclonal
T-cell antibody compared with no antibody induction for lung
transplant recipients; Summary of findings 3 IL-2 receptor
antagonist induction compared with no antibody induction for
lung transplant recipients; Summary of findings 4 Polyclonal
T-cell antibody induction compared with interleukin-2 receptor
antagonist induction for lung transplant recipients

Polyclonal or monoclonal T-cell antibody induction versus no
induction

Chaparro 1999 (60 participants) compared ALG versus placebo;
Hartvig 2008 (44 participants) compared ATG versus no
intervention; Conte 2010 (36 participants) randomised patients to
three groups: ATG, daclizumab, or no intervention.

Mortality

There was no significant difference in the number of deaths
between patients treated with any kind of antibody induction
compared with placebo or no induction (33/82 (40%) versus 26/58
(45%), (Analysis 1.1 (3 studies, 140 participants): RR 0.93, 95%
Cl 0.67 to 1.27; I* = 0%). Analysis showed that trial sequential
monitoring boundaries were not broken by the cumulative Z-curve,
and the required information size of 935 participants was not
obtained (Figure 4).
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Figure 4. Any induction versus no induction; mortality: trial sequential analysis of the effect of induction versus no
induction on mortality based on three studies (140 participants). The required information size of 935 patients was
calculated based on type I error of 5%, type Il error of 20%, risk reduction of 20%, and information size was adjusted

for heterogeneity (1> = 0%)
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Acute rejection

Acute rejection was defined as the number of patients who
experienced at least one episode of rejection. There was no
significant difference in the number of patients experiencing
acute rejection between those treated with any kind of antibody
induction compared with placebo or no induction (29/82 (35%)
versus 28/58 (48%) (Analysis 1.2 (3 studies, 140 participants):
RR 0.68, 95% Cl 0.33 to 1.41; I = 62%). Analysis showed that
trial sequential monitoring boundaries were not broken by the
cumulative Z-curve, and the required information size of 2200
participants was not obtained.

Adverse events

Hartvig 2008 reported that no other adverse events occurred in
any of the treatment groups (Analysis 1.3). Chaparro 1999 and
Conte 2010 did not report adverse events. Therefore, only the
zero event study (Hartvig 2008) contributed data for analysis, and
consequently, a meta-analysis using zero event correction was not
conducted.

Quality of life

Quiality of life measures were not reported.

Infection

Infection was defined as the number of patients who experienced
at least one episode of infection. There was no significant difference
in the number of infections between those treated with any kind of
antibody induction compared to placebo or no intervention (36/56
(64%) versus 22/48 (46%) (Analysis 1.4 (2 studies, 104 participants):
RR 1.40, 95% CI 0.97 to 2.01; I = 0%).

Pneumonia (viral, bacterial, or fungal)

Pneumonia was defined as the number of patients who
experienced at least one episode of pneumonia. There was no
significant difference in the number of patients with pneumonia
between those treated with any kind of antibody induction
compared with placebo or no induction (33/60 (55%) versus 14/36
(39%), (Analysis 1.5 (2 studies, 96 participants): RR 1.38,95% CI1 0.18
to 10.63; 12 = 94%).
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Cytomegalovirus infection

There was no significant difference in the number of patients with
cytomegalovirus infection between those treated with antibody
induction compared with placebo or no induction (25/48 (52%)
versus 15/32 (47%), (Analysis 1.6 (2 studies 80 participants): RR 1.14,
95% Cl 0.73 to 1.80; I2 = 0%).

Bronchiolitis obliterans syndrome

There was no significant difference in the number of patients
with bronchiolitis obliterans syndrome between those treated with
antibody induction compared with placebo or no induction (30/82
(37%) versus 31/58 (53%), (Analysis 1.7 (3 studies, 140 participants):
RR 0.74, 95% CI 0.51 to 1.07; 1> = 10%).

Post-transplantation lymphoproliferative disease

Hartvig 2008 reported no significant difference in the number of
patients diagnosed with PTLD between those treated with any
kind of antibody induction compared with no induction (1/22 (5%)
versus 0/22 (0%), (Analysis 1.8 (1 study, 44 participants) RR 3.00,
95% Cl 0.13 to 69.87). This was confirmed using Fisher's exact test
(P=1.0)

Cancer

Hartvig 2008 reported no significant difference in the number of
patients diagnosed with cancer between the antibody induction
group compared with the no induction group (8/22 (36%) versus
3/22 (14%), (Analysis 1.9 (1 study, 44 participants): RR 2.67, 95%
Cl 0.81 to 8.75). This was confirmed using Fisher's exact test (P =
0.16). The eight malignancies reported in antibody induction group
included three non-small cell lung cancers, one prostate cancer,
one squamous cell nasopharynx cancer, and four skin cancers.
There were three malignancies reported among control group: one
non-small cell lung cancer and two skin cancers.

Kidney injury requiring haemodialysis

Kidney injury requiring haemodialysis was not reported.

Polyclonal T-cell antibody versus no induction

Chaparro 1999 (60 participants) compared ALG versus placebo,
and Hartvig 2008 (44 participants) compared ATG versus no
intervention. Conte 2010 (36 participants) randomised patients to
three groups: ATG, daclizumab or no intervention. The 15 patients
who received daclizumab in Conte 2010 were excluded from the
analyses.

Mortality

There was no significant difference in the number of deaths
between patients treated with polyclonal antibody induction
compared with no induction (29/67 (43%) versus 26/58 (45%),
(Analysis 2.1 (3 studies, 125 participants): RR 0.94, 95% Cl 0.66 to
1.31; 1 = 0%). Analysis showed that trial sequential monitoring
boundaries were not broken by the cumulative Z-curve, and the
required information size of 935 patients was not achieved.

Acute rejection

There was no significant difference in the number of patients
experiencing acute rejection between those treated with polyclonal
T-cell antibody induction compared with no induction (21/67 (31%)
versus 28/58 (48%), (Analysis 2.2 (3 studies, 125 participants):

RR 0.68, 95% Cl 0.44 to 1.04; 1> = 75%). Analysis showed that
trial sequential monitoring boundaries were not broken by the
cumulative Z-curve, and the required information size of 3344
patients was not achieved.

Adverse events

Hartvig 2008 reported that no other adverse events occurred in
any of the treatment groups (Analysis 2.3). Chaparro 1999 and
Conte 2010 did not report adverse events. Therefore, only the
zero event study (Hartvig 2008) contributed data for analysis, and
consequently, a meta-analysis using zero event correction was not
conducted.

Quality of life

Quality of life measures were not reported.

Infection

There was no significant difference in the number of infections
between patients treated with polyclonal T-cell antibody induction
compared with no induction (36/56 (64%) versus 22/48 (46%),
(Analysis 2.4 (2 studies, 104 participants): RR 1.40, 95% Cl 0.97 to
2.01; 12 = 0%).

Pneumonia (viral, bacterial, and fungal)

There was no significant difference in the number of patients with
pneumonia between those treated with polyclonal T-cell antibody
induction compared with no induction (23/45 (51%) versus 14/36
(39%), (Analysis 2.5 (2 studies, 81 participants): RR 1.40,95% CI 0.97
t0 2.01; 12 = 92%).

Cytomegalovirus infection

There was no significant difference in the number of patients with
cytomegalovirus infection between those treated with polyclonal
T-cell antibody induction compared with no induction (19/33 (58%)
versus 15/32 (47%), (Analysis 2.6 (2 studies, 65 participants): RR
1.23,95% CI 0.77 to 1.97; 12 = 0%).

Bronchiolitis obliterans syndrome

There was no significant difference in the number of patients
with bronchiolitis obliterans syndrome between those treated with
polyclonal T-cell antibody induction compared with no induction
(28/67 (42%) versus 31/58 (53%), (Analysis 2.7 (3 studies, 125
participants): RR 0.76, 95% Cl 0.56 to 1.05; I> = 0%).

Post-transplantation lymphoproliferative disease

Hartvig 2008 reported no significant difference in the number
of patients diagnosed with PTLD between those treated with
polyclonal T-cell antibody induction compared with no induction
(1/22 (5%) versus 0/22 (0%), (Analysis 2.8 (1 study, 44 participants):
RR 3.00, 95% CI 0.13 to 69.87). This was confirmed using Fisher's
exact test (P =1.0).

Cancer

Hartvig 2008 reported no significant difference in the number
of patients diagnosed with cancer between the polyclonal T-cell
antibody induction group compared with no induction (8/22 (36%)
versus 3/22 (14%), (Analysis 2.9 (1 study, 44 participants): RR 2.67,
95% C10.81t0 8.75). This was confirmed using Fisher's exact test (P =
0.16). The eight malignancies reported in antibody induction group
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included three non-small cell lung cancers, one prostate cancer,
one squamous cell nasopharynx cancer, and four skin cancers.
There were three malignancies reported among control group that
included one non-small cell lung cancer and two skin cancers.

Kidney injury requiring haemodialysis
Kidney injury requiring haemodialysis was not reported.

Interleukin-2 receptor antagonist versus no induction

Conte 2010 (36 participants) randomised patients to three groups:
ATG, daclizumab or no intervention. The 11 patients who received
ATG were excluded from the analyses.

Mortality

Conte 2010 reported no significant difference in the number of
deaths among patients who received IL-2RA compared with those
who received no induction therapy (4/15 (27%) versus 4/10 (40%),
(Analysis 3.1 (1 study, 25 participants): RR 0.67, 95% Cl 0.22 to
2.07). This was confirmed using Fisher's exact test (P = 0.67).
Analysis showed that trial sequential monitoring boundaries were
not broken by the cumulative Z-curve, and the required information
size of 1131 patients was not achieved.

Acute rejection

Conte 2010 reported no significant difference in the number of
patients experiencing at least one episode of rejection between
those treated with IL-2RA compared with no induction (8/15 (53%)
versus 5/10 (50%), (Analysis 3.2 (1 study, 25 participants): RR 1.07,
95% CI 0.49 to 2.33). This was confirmed using Fisher's exact test (P
=1.0). Analysis showed that trial sequential monitoring boundaries
were not broken by the cumulative Z-curve, and the required
information size of 778 patients was not achieved.

Adverse events

Adverse events were not reported.

Quality of life

Quality of life measures were not reported.

Infection

Infection rates were not reported.

Pneumonia (viral, bacterial, or fungal)

Conte 2010 reported no significant difference in the number
of patients with pneumonia between those treated with IL-2RA
compared with no induction (10/15 (67%) versus 10/10 (100%),
(Analysis 3.3 (1 study, 25 participants): RR 0.69, 95% Cl 0.47 to 1.00).
This was confirmed using Fisher's exact test (P = 0.06).

Cytomegalovirus infection

Conte 2010 reported no significant difference in the number of
patients with cytomegalovirus infection between those treated
with IL-2RA compared with no induction (6/15 (40%) versus 5/10
(50%), (Analysis 3.4 (1 study, 25 participants): RR 0.80, 95% Cl 0.33
to 1.92). This was confirmed using Fisher's exact test (P = 0.70).

Bronchiolitis obliterans syndrome

Conte 2010 reported no significant difference in the number of
patients with bronchiolitis obliterans syndrome between those

treated with IL-2RA compared with no induction (2/15 (13%) versus
4/10 (40%), (Analysis 3.5 (1 study, 25 participants): RR 0.33, 95% ClI
0.07 to 1.49). This was confirmed using Fisher's exact test (P = 0.18).

Post-transplantation lymphoproliferative disease

PTLD was not reported.

Cancer

Cancers were not reported.
Kidney injury requiring haemodialysis

Kidney injury requiring haemodialysis was not reported.

Polyclonal T-cell antibody versus muromonab-CD3

Brock 2001 (64 participants) compared ATG versus muromonab-
CDh3.

Mortality

Brock 2001 did not report sufficient mortality data to enable
statistical analysis. Two year survival for the entire cohort was 68%,
with no differences observed in survival among the three induction
groups: the ATG and muromonab-CD3 groups (both of which were
randomised), and non-randomised daclizumab group.

Acute rejection

Acute rejection was not sufficiently reported to enable statistical
analysis. Brock 2001 reported that there was no difference in
freedom from acute rejection episodes of grade A2 or greater
among the three groups (randomised ATG and muromonab-CD3
groups; non-randomised daclizumab group).

Adverse events

Brock 2001 reported drug-specific adverse effects were more
common in the ATG group compared with the muromonab-
CD3 group (25/34 (74%) versus 12/30 (40%), (Analysis 4.1 (1
study, 64 participants): RR 1.84, 95% Cl 1.13 to 2.98). This was
confirmed using Fisher's exact test (P = 0.01). Cytokine release
syndrome occurred in 12/30 (40%) patients in the muromonab-CD3
group, among whom it was associated with hypoxia (5/30, 17%),
hypotension (5/30, 17%), and rigor (1/30, 3%). Thrombocytopenia
occurred in 25/34 (74%) patients in the ATG group.

Quality of life

Quality of life measures were not reported.

Infection

Brock 2001 reported no significant difference in the number of
infections between patients treated with ATG compared with
muromonab-CD3 (25/34 (74%) versus 23/30 (77%), (Analysis 4.2
(1 study, 64 participants): RR 0.96, 95% CI 0.72 to 1.27). This was
confirmed using Fisher's exact test (P = 1.0).

The incidences of pneumonia or cytomegalovirus infection were
not reported.

Bronchiolitis obliterans syndrome

Brock 2001 reported no significant difference in the number of
patients with bronchiolitis obliterans syndrome between those
treated with ATG compared with muromonab-CD3 (5/34 (15%)
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versus 7/30 (23%), (Analysis 4.3 (1 study, 64 participants): RR 0.63,
95% Cl1 0.22 to 1.78). This was confirmed using Fisher's exact test (P
=0.52).

Post-transplantation lymphoproliferative disease

Brock 2001 reported no significant difference in the number of
patients diagnosed with PTLD between those treated with ATG
compared with muromonab-CD3 (2/34 (6%) versus 2/30 (7%),
(Analysis 4.4 (1 study, 64 participants): RR 0.88; 95% CI 0.13 to 5.88).
This was confirmed using Fisher's exact test (P = 1.0).

Cancer

Cancers were not reported.

Kidney failure requiring haemodialysis

Kidney failure requiring haemodialysis was not reported.

Polyclonal T-cell antibody versus interleukin-2 receptor
antagonist

Mullen 2007 (50 participants) compared ATG versus daclizumab;
Senn 2001 (24 participants) compared ATG versus basiliximab; and
Conte 2010 (36 participants) randomised patients to three groups:
ATG, daclizumab or no intervention. The 10 patients in Conte 2010
not receiving T-cell antibody induction were excluded from the
analyses.

Mortality

There was no significant differences in the number of deaths
between patients treated with ATG induction compared with IL-2RA
induction (7/47 (15%) versus 6/53 (11%), (Analysis 5.1 (3 studies,
100 participants): RR 1.41, 95% Cl 0.54 to 3.70; 1> = 0%). Analysis
showed that trial sequential monitoring boundaries were not
broken by the cumulative Z-curve, and the required information
size of 5787 patients was not obtained.

Acute rejection

There was no significant difference in the number of patients
experiencing acute rejection between those treated with polyclonal
antibody induction compared with IL-2RA (25/36 (69%) versus
21/40 (53%), (Analysis 5.2 (2 studies, 76 participants): RR 1.35, 95%
Cl 0.94 to 1.94; I*> = 0%). Analysis showed that trial sequential
monitoring boundaries were not broken by the cumulative Z-curve,
and the required information size of 698 patients was not obtained.

Adverse events

Mullen 2007 reported that one drug-related adverse event
occurred in the ATG group that involved lymphopenia and
thrombocytopenia (Analysis 5.3). ATG infusion was temporarily
discontinued.

Quality of life

Quality of life measures were not reported.

Infection

Mullen 2007 reported no significant difference in the number
of infections between patients treated with ATG compared with
IL-2RA (20/25 (80%) versus 22/25 (88%), (Analysis 5.4 (1 study, 50
participants): RR 0.91, 95% Cl 0.71 to 1.16). This was confirmed
using Fisher's exact test (P =0.70).

Pneumonia (viral, bacterial, or fungal)

Conte 2010 reported no significant difference in the number
of patients with pneumonia between those treated with ATG
compared with IL-2RA (8/11 (73%) versus 10/15 (67%), (Analysis 5.5
(1 study, 26 participants): RR 1.09, 95% Cl 0.66 to 1.81). This was
confirmed using Fisher's exact test (P = 1.0).

Cytomegalovirus infection

There was no significant difference in the number of patients
with cytomegalovirus infection between those treated with ATG
compared with IL-2RA (10/36 (28%) versus 18/40 (45%), (Analysis
5.6 (2 studies, 76 participants): RR 0.69, 95% Cl 0.17 to 2.88; > =
80%).

Bronchiolitis obliterans syndrome

There was no significant difference in the number of patients with
bronchiolitis obliterans syndrome between those treated with ATG
compared with IL-2RA (4/36 (11%) versus 3/40 (8%), (Analysis 5.7 (2
studies, 76 participants): RR 1.70, 95% Cl 0.42 to 6.79; I = 0%).

Post-transplantation lymphoproliferative disease

Mullen 2007 reported no significant difference in the number of
patients diagnosed with PTLD between those treated with ATG
induction and the IL-2RA induction (1/25 (4%) versus 1/25 (4%),
(Analysis 5.8 (1 study, 50 participants): RR 1.00, 95% CI 0.07 to
15.12). This was confirmed using Fisher's exact test (P = 1.0).

Cancer

Mullen 2007 reported no malignancies were seen in either the ATG
induction or IL-2RA induction groups. The only study contributing
data for this outcome reported no events, and therefore, meta-
analysis was not undertaken.

Kidney failure requiring haemodialysis

Kidney failure requiring haemodialysis was not reported.

Subgroup analyses

We performed subgroup analyses on ATG type (rabbit versus
horse) compared with IL-2RA on several outcome measures:
mortality, acute rejection, bronchiolitis obliterans syndrome, and
cytomegalovirus infection. We found no significant differences
between type of ATG when applying the test of interaction regarding
mortality, acute rejection and bronchiolitis obliterans syndrome.
Horse ATG may be better in preventing cytomegalovirus infection
than rabbit ATG (P =0.03).

We conducted subgroup analyses on IL-2RA type (basiliximab
versus daclizumab) compared with ATG on mortality, and found no
significant differences between IL-2RAs when applying the test of
interaction.

Other subgroup analyses

We were unable to perform planned subgroup analyses on risk of
bias (high versus low) because all included studies were assessed
as high risk of bias. Likewise, subgroup analysis on timing (early
versus late) calcineurin inhibitor initiation could not be undertaken
because this outcome was not reported.
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Assessment of harm in non-randomised controlled studies

We identified eight non-RCTs that were assessed for the risk of
harm (Barlow 2001; Borro 2005; Burton 2006; Garrity 2001; Hachem
2005; Lischke 2007; van Loenhout 2010; Marom 2001) (Table 1).
We assessed numbers of patients with infection, cytomegalovirus
infection, PTLD, and other adverse effects. Overall, no clear harmful
effects were identified regarding comparisons of types of induction
therapies, or induction therapy type compared with controls.

DISCUSSION

Summary of main results

This review identified six studies (278 participants) that assessed
the effects of different types of T-cell antibody induction in lung
transplant recipients. All included studies were assessed at high
risk of bias.

Overall our meta-analyses did not find any statistically significant
differences between any of the randomised groups regarding
mortality, acute rejection, infection, pneumonia, cytomegalovirus
infection, bronchiolitis obliterans syndrome, PTLD, or cancer.

The only study comparing ATG with muromonab-CD3 seemed to
show an increase in adverse events in the ATG group; however, trial
sequential analysis could not exclude random error (Conte 2010).

None of the studies reported on quality of life or kidney failure
requiring haemodialysis.

Findings were confirmed when the fixed-effect model was applied
to the meta-analyses. The required information size was not
obtained in any trial sequential analyses for the primary outcome
measures. Absence of evidence however does not necessarily mean
absence of effect.

Overall completeness and applicability of evidence

We examined the evidence from six RCTs that investigated the use
of T-cell antibody induction for lung transplant recipients. We were
unable to obtain data relating to all pre-defined outcome measures
because they were not all reported in the included studies.

Overall, reporting in the included studies was suboptimal: five
studies reported adequately on mortality; four on acute rejection;
four on infection; and five on bronchiolitis obliterans syndrome.
Only two studies reported on drug-related adverse events. None
of the studies reported on quality of life or kidney failure requiring
haemodialysis.

Not all types of T-cell antibody induction currently available
have been studied in randomised studies. Alemtuzumab for
induction after lung transplantation has been introduced during
the last decade, and is now used for almost 10% of all lung
transplant recipients. However, no evidence from randomised
studies regarding alemtuzumab was identified. IL-2RA were found
to be the most commonly used type of induction therapy, used in
over 40% of all lung transplant recipients. Nevertheless only one
included randomised study with 25 patients investigated the use
of IL-2RA compared with no intervention. A study that compared
IL-2RA with no intervention has been completed, but contact with
the investigators indicated that results were not yet available
(Waddell 2006).

Quality of the evidence

We conducted this review in accordance with the requirements
in The Cochrane Handbook for Systematic Reviews of Interventions
(Higgins 2011) and conducted trial sequential analysis (Wetterslev
2008; TSA 2011).

The quality and quantity of available evidence limited our findings
and interpretations. Very limited numbers of participants were
included in the studies, and hence, risks of random errors
potentially explain occasional positive findings in individual
studies. Additionally, study participants may not be representative
of the general patient population.

Follow-up in five studies was between six months and two years;
and eight years in one study. We therefore were unable to elicit
evidence relating to longer-term (greater than two years) effects of
T-cell antibody induction on outcome measures. Long-term effects
in terms of mortality, bronchiolitis obliterans syndrome, infection,
and cancer would be particularly valuable.

We explored the presence of statistical heterogeneity using the
Chi? test and measured heterogeneity using the I? test (Higgins
2003). The Chi? test is low powered in meta-analyses where
studies are small or few in number, as in this review. This
means that while a statistically significant result may indicate
a problem with heterogeneity, a non-significant result must not
be taken as evidence of homogeneity. To reflect our concern
with heterogeneity, we looked at both fixed-effect and random-
effects models to provide more conservative effect estimates. No
differences were seen between fixed-effect and random-effects
models for any of the primary outcome measures considered in this
review.

Precision of our results was influenced because many outcomes
planned for meta-analyses includes few patients and events, and
thus, have wide confidence intervals around the effect estimate.

Potential biases in the review process

Bias is known to impact on the estimated intervention effect, and
studies assessed at high risk of bias tend to overestimate beneficial
intervention effects (Kjaergard 2001; Moher 1998; Schulz 1995).
Of the six included studies, reporting was suboptimal: allocation
concealment was not reported in any of the included studies;
adequate allocation sequence generation was reported by one
study; participant blinding was reported by one study; one was
blinded for the pathologist who examined transbronchial biopsies
for rejection. Reporting of incomplete outcome data was adequate
in four studies, and all reported on reasonably expected outcome
measures. Four studies appeared to be free of other components
that could put the study at risk of bias, and one was unclear.
Accordingly, all studies were considered to be at high risk of
bias, and estimated intervention effects may therefore be due to
systematic errors.

The risk of random error is higher among data from small studies.
Studies need to be sufficiently large to reduce the risk of random
error and increase the chance of observing a true intervention
effect (Wetterslev 2008). To address these issues, we also conducted
trial sequential analysis. Trial sequential analysis is a statistical
method that assesses risk of random error caused by sparse data
and formal or informal repetitive testing of accumulated data. Trial
sequential analysis of outcome measures in this review showed
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that the required information size was not reached. Hence, we were
unable to determine whether there may be beneficial or harmful
effects associated with the use of antibody induction or relative
superiority of any antibody over another.

Agreements and disagreements with other studies or
reviews

Data from the International Society for Heart and Lung
Transplantation registry, which are based on nearly 11,000 lung
recipients who received lung transplants between January 2000
and June 2009, showed that T-cell antibody induction appeared
to have a favourable effect on survival (Christie 2011). Due
to the observational nature of these data, findings should be
interpreted with caution because they were not adjusted for
diagnosis category, age, centre, or other potentially confounding
factors. The reduced mortality observed in the registry data could
not be confirmed in our meta-analyses. Furthermore, the registry
data showed that compared with other types of induction therapy,
IL-2RA induction was associated with a lower incidence of acute
rejection during the first year following transplantation (Christie
2011). The lower rejection rates among lung transplant recipients
who were treated with IL-2RA induction therapy appeared to be
similar across age groups, despite apparent differences in rejection
rates with other induction strategies by recipient age category
(Christie 2011).

Using data from the same registry, Hachem 2008 found that IL-2RA
induction therapy for single and double lung transplant recipients
and induction with ATG for double lung transplant recipients was
associated with lower mortality. We were unable to confirm this
reduction in mortality and acute rejection associated with the use
of IL-2RA in our meta-analyses.

Large cohort studies conducted by Burton 2006 and Hachem
2005 compared ATG and IL-2RA. Burton 2006 compared induction
using rabbit ATG with daclizumab induction in 335 lung transplant
recipients. Patients who received ATG had a statistically significant
lower incidence of acute rejection compared with patients who
were treated with daclizumab (Burton 2006). Hachem 2005
compared induction using horse ATG with basiliximab induction
in 157 lung transplant recipients. Lung transplant recipients with
severe ischaemia-reperfusion injury after transplantation, and
those who were serologically mismatched for cytomegalovirus,
were excluded from ATG induction therapy (Hachem 2005). Acute
rejection and bronchiolitis obliterans syndrome occurred less often
in the ATG group compared with the basiliximab group (Hachem
2005).

Findings similar to those reported by Burton 2006 and Hachem
2005 showing less rejection associated with ATG compared with
IL-2RA were not found when data from the International Society
for Heart and Lung Transplantation registry were analysed (Christie
2011). Likewise, our meta-analyses could not confirm these
findings.

Traditionally,immunosuppressive therapy for lung transplantation
has gained much knowledge from the reported experiences of
other types of organ transplantation. A Cochrane review by Webster
2010 that included 71 studies reporting data on 10,537 patients
investigated the use of IL-2RA for kidney transplant recipients.
Webster 2010 found that compared with placebo, IL-2RA reduced
graft loss, including death, by 25% at six months and one year, but

not beyond (Webster 2010). Furthermore, compared with placebo,
IL-2RA reduced biopsy-proven acute rejection (RR 0.75, 95% C1 0.58
to 0.98) and cytomegalovirus disease (RR 0.81, 95% CI 0.68 to 0.97)
in kidney transplant recipients (Webster 2010). Where IL-2RA was
compared with ATG in kidney transplant recipients, biopsy-proven
acute rejection at one year was increased in the IL-2RA group by
30%, but incidence of malignancies (RR 0.25, 95% CI 0.07 to 0.87)
and cytomegalovirus disease (RR 0.68, 95 % Cl 0.50 to 0.97) were
reduced when IL-2RA was compared with ATG (Webster 2010).

In a recent Cochrane review (Penninga 2012a), we compared
antibody induction versus no induction for liver transplant
recipients in 17 studies with a total of 1951 patients. Antibody
induction may reduce acute rejection when compared with no
antibody induction. No other clear benefits or harms were
associated with the use of antibody induction compared with no
antibody induction (Penninga 2012a).

Furthermore, we reported the use of antibody induction therapy
compared with corticosteroid for liver transplant recipients. Our
review included 10 studies that presented data from 1589
participants (Penninga 2012b). Antibody induction seems to reduce
diabetes mellitus and may reduce cytomegalovirus infection when
compared with corticosteroid induction. No other clear benefits
or harms were associated with the use of antibody induction
compared with corticosteroid induction (Penninga 2012b).

Our earlier Cochrane review (Penninga 2010) investigated the use
of antibody induction for heart transplant recipients. This review
included 22 studies that presented data from 1427 participants.
This review demonstrated that compared with placebo, IL-2RA
induction may reduce acute rejection when meta-analysed using
a fixed-effect model; however, this effect did not occur using
a random-effects model. Polyclonal antibodies may be superior
in reducing acute rejection compared with IL-2RA for heart
transplant recipients, but not for other outcomes. The review
found no significant differences regarding mortality, infections, and
malignancy (Penninga 2010).

Overall, potential advantages of some antibody types concerning
certain outcome measures in other solid organ transplant
recipients were not found in lung transplant recipients. Whether
thisis due to the limited numbers of patients and events, systematic
errors, design errors, or organ-specific differences is currently
unclear.

AUTHORS' CONCLUSIONS

Implications for practice

Recognising the limitations of the review relating to the size and
nature of the included studies, our systematic review did not show
any clear beneficial or harmful effects associated with the use of
antibody induction therapy regarding mortality, acute rejection,
infection, pneumonia, cytomegalovirus infection, bronchiolitis
obliterans syndrome, PTLD or cancer. When trial sequential
analyses were conducted on the primary outcome measures of
mortality and acute rejection, the required information size was not
obtained for any of the comparisons.

Implications for research

Given the result of our analysis, it appears warranted that
appropriately sized and powered randomised studies comparing
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T-cell antibodies versus placebo in lung transplant patients using
contemporarily adjunctive immunosuppression be undertaken.
These studies should investigate interventions using basiliximab
(currently the only IL-2RA commercially available), ATG, or
alemtuzumab. Such studies should be designed and conducted to
achieve low risks of systematic error (bias) and random error (play
of chance), and should follow the CONSORT guidelines.
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Brock 2001
Methods « Study design: parallel RCT
« Language: English
« Type of publication: Journal article
« Overall quality assessment: High risk of bias
Participants « Setting: single centre, Johns Hopkins University School of Medicine

« Country: USA

« Number: ATG (34); muromonab-CD3 (30)

« Sex (M/F): ATG (16/18); muromonab-CD3 (14/16)

« Mean age + SD years: ATG (51 + 11); muromonab-CD3 (51 + 12)

« Inclusion criteria: all patients who met standard criteria for lung transplantation and were classified

as NYHA Class IV at transplantation

« Indication (No., %)

o COPD:ATG (15, 44%); muromonab-CD3 (11, 38%)

o Pulmonary fibrosis: ATG (5, 15%); muromonab-CD3 (8, 28%)

o Cystic fibrosis: ATG (1, 3%); muromonab-CD3 (2, 7%)

o Sarcoidosis: ATG (2, 6%); muromonab-CD3 (1, 3%)

o Pulmonary hypertension: ATG (6, 18%); muromonab-CD3 (1, 3%)
o Bronchiectasis: ATG (0, 0%); muromonab-CD3 (1, 3%)

o Scleroderma: ATG (4, 12%); muromonab-CD3 (0, 0%)
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Brock 2001 (continued)

o Other: ATG (1, 3%); muromonab-CD3 (1, 3%)

« Transplant procedure (No., %)
o Single lung: ATG (27, 79%); muromonab-CD3 (17, 57%)
o Double lung: ATG (7, 21%); muromonab-CD3 (13, 43%)

o All patients with cystic fibrosis or severe pulmonary hypertension (mean pulmonary artery pres-
sure >50 mm Hg) preferentially received bilateral lung transplantation. All other patients had sin-
gle lung transplants

Interventions Treatment group 1

+ Induction was initiated based on the schema outlined for each study group. The first doses of
muromonab-CD3 and ATG were given within 24 hours of surgery, and then both drugs were continued
daily for 7 consecutive days post-transplant. Muromonab-CD3 5 mg/d was given initially for patients >
80 kg and 2.5 mg/d for patients < 80 kg. It was then adjusted daily thereafter to maintain a peripheral
CD3 count of 5% of the total lymphocyte count or 50 cells/mm?3.

Treatment group 2

« Horse ATG was started at an initial dose of 15 mg/kg/d and then adjusted daily based on the same
CD3 criteria as muromonab-CD3.

Concomitant immunosuppressive treatment

« The immunosuppressive regimen consisted of cyclosporin, azathioprine, and corticosteroids

o Preoperative: all patients received oral doses of azathioprine 4 mg/kg and cyclosporin 5 to 10 mg/
kg.

o Intraoperative therapy: solumedrol 500 mg IV infused before allograft perfusion.

o Early postoperative: cyclosporin 1 to 4 mg/h IV was used, switching to oral cyclosporin as soon as
an oral diet was tolerated. Daily cyclosporin levels were maintained at a level of 100 to 200 ng/dL
by whole blood radioimmunoassay during the first 3 postoperative days and at a therapeutic level
of 300 to 350 ng/dL by 1 week postoperatively

o Perioperative: azathioprine, 2 mg/kg IV, was titrated to a white blood cell count of 5000 to 8000
cells/high powered field. Subsequent oral dosing of azathioprine was similar to the IV preparation.
Methylprednisolone 125 mg every 8 hours was given for the first 24 hours, followed by hydrocorti-
sone 100 mg twice daily for 3 days, then 100 mg/d. This was continued until the patient tolerated
oral prednisone starting at 0.5 mg/kg to a maximum of 40 mg/d. Prednisone was tapered based on
clinical stability to 0.2 mg/kg by 3 months

Follow-up: 2 years

Outcomes « Early rejection
« Infection
« Survival
« Bronchiolitis obliterans syndrome

Notes « Sample size calculation: not reported
« Sources of funding: not reported

Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Unclear risk Pair-wise randomisation, not further specified

tion (selection bias)

Allocation concealment Unclear risk Not reported
(selection bias)
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Brock 2001 (continued)

Blinding of participants Unclear risk No blinding reported
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- Unclear risk No blinding reported
sessment (detection bias)
All outcomes

Incomplete outcome data  Low risk No patients were lost to follow-up
(attrition bias)
All outcomes

Selective reporting (re- Low risk No protocol was available, but the study reported on mortality, rejection, in-
porting bias) fection, bronchiolitis obliterans syndrome, PTLD and adverse events
Other bias Low risk Study appears to be free of other bias components
Chaparro 1999
Methods « Study design: placebo controlled RCT

« Language: English
« Type of publication: abstract
« Overall quality assessment: high risk of bias

Participants « Setting: single centre
« Country: Toronto, Canada
« Number: 60; ALG (34); placebo (26)
o SexM/F:ALG (21/13); placebo (12/14)
« Mean age: unknown
« Indication (No., %): unknown
« Transplant procedure (No., %): unknown

Interventions Treatment group
« ALG during the first 7 days after transplantation
Control group
« Placebo during the first 7 days after transplantation
Concomittant immunosuppression: unknown

Follow-up: 2 years

Outcomes « Patient survival
« Bronchiolitis obliterans syndrome
« Acute rejection
« Pneumonia

Notes + Lost to follow-up: none
« Sample size calculation: not reported
« Sources of funding: Physician's Services
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Chaparro 1999 (Continued)

Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Unclear risk Not reported

tion (selection bias)

Allocation concealment Unclear risk Not reported
(selection bias)

Blinding of participants Unclear risk Double-blind study, but no other information given
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- Unclear risk Double-blind study, but no other information given
sessment (detection bias)

All outcomes

Incomplete outcome data  Low risk No patients were lost to follow-up

(attrition bias)
All outcomes

Selective reporting (re- Low risk No protocol was assessed, but the study reported on mortality, rejection, in-
porting bias) fection, pneumonia, bronchiolitis obliterans syndrome, PTLD, and adverse
events
Other bias Low risk Study appears to be free of other bias components
Conte 2010
Methods « Study design: parallel RCT (no cross-over)

« Language: English

« Study period: 2000 to 2002

« Type of publication: abstract, unpublished information
« Overall quality assessment: high risk of bias

Participants « Setting: single-centre study, Johns Hopkins University School of Medicine, Baltimore, Maryland
« Country: USA

« Inclusion criteria: all patients accepted and listed for lung transplantation between ages of 18 and 66
years

« Number: daclizumab (15); ATG (11); control (10)
« Sex M/F: daclizumab (5/10); ATG (4/7); control (2/8)
« Mean age + SD years: daclizumab (49 + 4.0); ATG (58 + 3.9); control (53 £3.3)
« Indication (No., %)
o COPD: daclizumab (6, 40%); ATG (3, 27%); control (3, 30%)
o Pulmonary fibrosis: daclizumab (2, 13%); ATG (5, 45%); control (0, 0%)
o Cystic fibrosis: daclizumab (1, 7%); ATG (1, 7%); control (1, 10%)
o Sarcoidosis: daclizumab (1, 7%); ATG (1, 7%); control (0, 0%)
o Pulmonary hypertension: daclizumab (2, 13%); ATG (0, 0%); control (0, 0%)
o Bronchiectasis: daclizumab (0, 0%); ATG (0, 0%); control (3, 30%)
o Scleroderma: daclizumab (1, 7%); ATG (0, 0%); control (2, 20%)
o Other: daclizumab (2, 13%); ATG (1, 7%); control (1, 10%)
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Conte 2010 (Continued)

« Transplant procedure (No., (%)
o Single lung: daclizumab (7, 47%); ATG (9, 82%); control (5, 50%)
o Double lung: daclizumab (8, 53%); ATG (2, 18%); control (5, 50%)

« Exclusion criteria: patients who demonstrated haemodynamic instability requiring inotropic agents
for>48 hours prior to transplant; severe reperfusion pulmonary oedema or primary graft dysfunction
requiring FiO2 >50% and PEEP > 10 cm for more than 48 hours prior to transplant; preoperative renal
insufficiency (CrCl<50 g/d or serum creatinine >2.0); preoperative panel reactive antibodies PRA; pre-
operative recipient bacterial or fungal colonisation; preoperative antimicrobial suppressive therapy

Interventions

Treatment group 1

« Daclizumab: 1 mg/kg x 5 doses
o Daclizumab was given in the operating room (1 mg/kg) at the time of reperfusion, and adminis-
tered according to the manufacturer's directions by IV bolus over 15 minutes. It was then given on
postoperative days 7, 21, 35, and 49 for a total of 5 doses

Treatment group 2

+ ATG: given for 5 days

o Thefirst dose of 1.5 mg/kg was given post-transplant, within 12 hours of admission to the ICU. In-
fusion of ATG may produce a transient inflammatory reaction characterised by fever, sometimes
accompanied by chills. All patients in Group Il were premedicated with acetaminophen 650 mg
via rectal suppository, diphenhydramine 25 mg IV and ATG was administered within 30 minutes of
the patient's standard corticosteroid dosing. All daily doses of up to 1.5 mg/kg were given based
on daily CD3 lymphocyte counts to maintain a total CD3 lymphocyte count < 5% of the total lym-
phocyte count. ATG was given for a total of 5 doses as was standard protocol at the time of study
enrolment.

Control group
« Noinduction
Concomitant immunosuppressive treatment

« All 3 patient groups received triple immunosuppression therapy

o Cyclosporin: 10 mg/kgorally priorto surgery and 5 mg/kg if baseline serum creatininewas>1.3 mg/
dL. Postoperatively patients received cyclosporin 0.5 to 1.0 mg/kg/d as a continuous IV infusion
until they were able to tolerate oral fluids. Once taken orally, dose was 5 to 10 mg/kg/d with a goal
of a whole blood level of 300 to 350 pg/dL.

o MMF: 1 gevery 12 hours, adjusting dose for signs and symptoms of gastrointestinal side effects or
leukopenia.

o Methylprednisolone: 500 mg IV prior to reperfusion of each of the allografts and 125 mg IV every
8 hours for the first 24 hours postoperatively. Participants then received hydrocortisone 100 mg
twice daily for 3 days, 100 mg/d for 3 days and then began oral prednisone at 0.5 mg/kg/day up
to a maximum of 40 mg/d

Follow-up: 2 years

Outcomes « All-cause mortality at 2 years
« Freedom from first = A2 rejection episode and incidence of rejection over the first 2 years post-trans-
plant
« Freedom from infection
Notes « Sample size calculation: not reported
« Sources of funding: not reported
« 5 patients died <30 days after transplantation and were excluded from analysis by the authors
« Quote: "The original protocol (October 1999) randomised groups to either daclizumab induction or
ATG therapy in a 2:1 randomisation. After patient number 9 was enrolled a review of the protocol by
the principal investigator led to a change. July 2000 the John Hopkins Medical School-IRB committee
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Conte 2010 (Continued)

approved anamendment to the protocol thatadded a 'noinduction’ group to the study. At this pointin
time all newly enrolled patients were randomised to each of the 3 groups using a 1:1:1 randomisation"

Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Unclear risk Not reported

tion (selection bias)

Allocation concealment Unclear risk Not reported
(selection bias)

Blinding of participants High risk No blinding
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- High risk No blinding
sessment (detection bias)
All outcomes

Incomplete outcome data  High risk 5 patients died within 30 days after transplantation (unclear in which group),

(attrition bias) and were excluded from the analysis by the authors, hence data analysis was

All outcomes per-protocol

Selective reporting (re- Low risk A protocol was available (clinicaltrials.gov NCT00181142), and all pre-specified

porting bias) outcomes were reported

Other bias Low risk Study appeared to be free of other bias, additional data were obtained from
the study authors

Hartvig 2008

Methods « Study design: parallel, partially blinded RCT
+ Language: English
« Type of publication: Journal articles
« Overall quality assessment: High risk of bias

Participants « Setting: single centre study (Duke UMC, Durham)

« Country: USA

« Number: 44; ATG (22); control (22)

o Sex (M/F): ATG (12/10); control (11/11)

« Mean age: ATG (47 years); control (51 years)

« Indication (No., %)
o COPD: ATG (13, 59%); control (11, 50%)
o Pulmonary fibrosis: ATG (5, 23%); control (4, 18%)
o Cystic fibrosis: ATG (2, 9%); control (5, 23%)
o Other: ATG (2, 9%); control (2, 9%)

« Transplant procedure (No., %)
o Single lung: ATG (16, 73%); control (13, 59%)
o Double lung: ATG (6, 27%); control (9, 41%)

Interventions Treatment group
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Hartvig 2008 (Continued)

« Rabbit ATG

o The rabbit ATG was prepared at Duke University Medical Center under the direction of Dr Charles
Bieber (Stanford University; Stanford, CA). Polyclonal human thymic cells were injected subcuta-
neously into rabbits on two separate occasions 1 week apart. At 3 weeks after the second injec-
tion, the rabbits underwent bleeding, performed by cardiac puncture. The blood was collected,
and human thymocyte antibodies were isolated. The patients who were randomised to receive
ATG therapy first received a test dose of 10 mg. If the test dose was tolerated, IV ATG, 1.5 mg/kg,
was administered over a 6 hour period. The first dose of rabbit ATG was infused within 24 hours
of transplantation, and subsequent doses were administered 24 hours after the start time of the
initial infusion, for a total of three doses. Prior to administration of rabbit ATG, participants were
premedicated with diphenhydramine, acetaminophen, and 40 mg IV methylprednisolone. Partic-
ipants were monitored closely for any adverse effects during the 6 hour rabbit ATG infusion

Control group
+ Nointervention
Concomitant immunosuppressive treatment

« Preoperatively: subjects received cyclosporin approximately 4 hours prior to surgery (2 to 2.5 mg/
kg), azathioprine at the time of anaesthesia induction (2 mg/kg IV) and methylprednisolone during
reperfusion (500 mg)

« Postoperatively: 4 doses of methylprednisolone (125 mg every 12 hours) were provided, followed by
prednisone (20 mg/day) that was tapered by 5 mg every 3 months to a baseline dose of 5 to 10 mg/d

« During the first 6 months post-transplant: cyclosporin was adjusted to maintain levels of 250 to 300
ng/mL and between 200 and 250 ng/mL thereafter. Azathioprine (2 mg/kg once a day) was given, with
the dose withheld or reduced for white blood cell counts <4000 cells/mm

Follow-up: 8 years

Outcomes « Graft survival
« Early and late rejection
« Bronchiolitis obliterans syndrome
« Treatment complications

Notes « Sample size calculation: yes
« Sources of funding: not reported

Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Unclear risk Not reported

tion (selection bias)

Allocation concealment Unclear risk Not reported
(selection bias)

Blinding of participants High risk No blinding, open label
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- Unclear risk Partially blinding as only the pathologists who examined the transbronchial
sessment (detection bias) lung biopsy specimens were blinded to the study drug assignment
All outcomes

Incomplete outcome data  Low risk The number and reasons for dropouts and withdrawals in all intervention
(attrition bias) groups were described
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Hartvig 2008 (Continued)
All outcomes

Selective reporting (re- Low risk No protocol was assessed, but the study reported on mortality, rejection, in-
porting bias) fection, CMV-infection, bronchiolitis obliterans syndrome, PTLD, and adverse
events
Other bias Low risk Study appeared to be free of other bias
Mullen 2007
Methods « Study design: parallel RCT (no cross-over)

« Language: English
« Type of publication: journal articles and abstracts
« Overall quality assessment: high risk of bias

Participants « Setting: single centre, University of Alberta Hospital, Edmonton
« Country: Canada

« Inclusion criteria: all adults listed for single or double lung transplantation between July 2001 and
March 2003

« Number: 50; ATG (5); daclizumab (25)

« Sex (M/F): ATG (15/10); daclizumab (13/12)

« Mean age + SD (years): ATG (52 + 2); daclizumab (53 £ 3)

« Indication (No., %)
o COPD alpha-1 antitrypsin deficiency: ATG (19, 76%); daclizumab (16, 64%)
o Pulmonary fibrosis: ATG (2, 8%); daclizumab (3, 12%)
o Cystic fibrosis: ATG (2, 8%); daclizumab (3, 12%)
o Pulmonary hypertension: ATG (0); daclizumab (1, 4%)
o Other: ATG (2, 8%); daclizumab (2, 8%)

« Transplant procedure (No., %)
o Single lung: ATG (7, 28%); daclizumab (6, 24%)
o Double lung: ATG (18, 72%); daclizumab (19, 76%)

» Exclusion criteria: emergent surgery; previous transplant; multiple-organ transplant, including heart-
lung transplant; active infection; hepatitis C; high positive panel-reactive antibodies (> 15%); and
known sensitivity to daclizumab, ATG or mouse antigens

Interventions Treatment group 1

« ATG10mg/kg IV, beginning postoperatively, and infused continuously for 5 to 8 days until cyclosporin
or tacrolimus reached therapeutic levels.

« Patientsin the ATG group received a pulse of methylprednisolone 2 mg/kg IV every 12 hours for three
doses starting at the point of ATG discontinuation

Treatment group 2

« Daclizumab 2 mg/kg IV within 4 hours postoperatively, followed by a single 1 mg/kg dose on day 4
postoperatively

Concomitantimmunosuppressive treatment

« Standard triple immunosuppression regimen consisting of corticosteroids (prednisone), MMF, and ei-
ther cyclosporin or tacrolimus

Follow-up: 1 year

Outcomes « Survival
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Mullen 2007 (continued)

» Rejection: acute and chronic

« Infections, including cytomegalovirus infections
+ Malignancies

» Average absolute lymphocyte and platelet count
« Costanalysis

Notes « Sample size calculation: not reported
« Sources of funding: the study was supported by an unrestricted research grant from Hoffman-La
Roche (daclizumab). Data collection, analysis and manuscript preparation were conducted by the in-
vestigators in compliance with the protocol and independent of the sponsor

Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Computer-generated

tion (selection bias)

Allocation concealment Unclear risk Not reported
(selection bias)

Blinding of participants Unclear risk Only patients were blinded
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- High risk Not blinded
sessment (detection bias)
All outcomes

Incomplete outcome data  Low risk No patients were lost to follow-up, and there were no patients who discontin-
(attrition bias) ued treatment
All outcomes

Selective reporting (re- Low risk All expected outcomes were reported
porting bias)

Other bias High risk Study was industry sponsored
Senn 2001
Methods « Study design: parallel RCT

« Language: English
« Type of publication: abstract
« Overall quality assessment: high risk of bias

Participants + Setting: single centre, Zurich
« Country: Switzerland
« Number: 24; ATG (11); basiliximab (13)
« Sex (M/F): not reported
» Mean age: not reported
« Indication: not reported

« Transplant procedure (No., %)
o Single lung: ATG (0); basiliximab (0)
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Senn 2001 (Continued)

o Double lung: ATG (11, 100%); basiliximab (13, 100%)
« Inclusion and exclusion criteria: not reported

Interventions Treatment group 1
« ATG:day0to 6;3 mg/kg
Treatment group 2
+ Basiliximab: day 1 and 4; 20 mg
Concomitant immunosuppression

« Tripleimmunosuppression given orally in both groups consisting of cyclosporin, MMF (2 to 3 g/d), and
prednisone (0.5 mg/kg/d, tapering off)

Follow-up: 6 months

Outcomes « Mortality
» Rejection episodes
« Infection
+ Lung function (FEV;)

Notes « Sample size calculation: not reported
« Sources of funding: not reported

Risk of bias
Bias Authors' judgement Support for judgement
Random sequence genera-  Unclear risk Not reported

tion (selection bias)

Allocation concealment Unclear risk Not reported
(selection bias)

Blinding of participants Unclear risk Not reported
and personnel (perfor-

mance bias)

All outcomes

Blinding of outcome as- Unclear risk Not reported

sessment (detection bias)

All outcomes

Incomplete outcome data  Unclear risk No information on the number and reasons for dropouts and withdrawals in
(attrition bias) allintervention groups

All outcomes

Selective reporting (re- Low risk No protocol was assessed. The study reported on all expected outcomes
porting bias)

Other bias Unclear risk Abstract-only report. Study appeared to be free of other bias components,
however not additional data were obtained from authors

ALG - antilymphocyte globulin, ATG - antithymocyte globulin; CrCl - creatinine clearance; ICU - intensive care unit; IV - intravenous; MMF -
mycophenolate mofetil; PEEP - positive and expiratory pressure; PRA - plasma renin activity; PTLD - post-transplant lymphoproliferative
disorders
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Characteristics of excluded studies [ordered by study ID]

Study

Reason for exclusion

AIRSAC Trial 2009

Investigated azathioprine versus sirolimus, not antibodies

Barlow 2001 OKT3 and rabbit ATG were given at random based on the availability of rabbit ATG
Borro 2005 Comparative study, not randomised
Garrity 2001 Retrospective study, not randomised

Geldmacher 2001

Not randomised

Jaksch 2011

Differences in concomitant immunosuppressive agents between the study groups

Lawrence 1989

Investigated association between interleukin-2 levels and risk for rejection and infection; no inter-
vention groups and not randomised

Lischke 2007 Comparative study, not randomised
Marom 2001 Retrospective study, not randomised
Meiser 1997 Not randomised

van Loenhout 2010

Not randomised, but compared with historical control group

ATG - antithymocyte globulin

Characteristics of ongoing studies [ordered by study ID]

NCT00105183

Trial name or title

Study of EZ-2053 in the prophylaxis of acute pulmonary allograft rejection

Methods

A double-blind, placebo-controlled, multicenter, dose-ranging study of an anti-human-T-lympho-
cyte immune globulin (EZ-2053) in the prophylaxis of acute pulmonary allograft rejection

Participants

Adult recipients of primary pulmonary allograft(s)

Interventions

Patients randomised to receive one infusion of EZ-2053 9 mg/kg or placebo through a central ve-
nous catheter, each day for 5 days following transplant surgery

Outcomes

Primary outcome: first occurrence of death, graft loss, acute rejection and/or loss to follow-up be-
tween groups who receive 9 mg/kg or placebo within 12 months

Starting date

March 2005

Contact information

Manager of Regulatory Affairs, Fresenius Biotech North America

Notes

Study completed January 2011. No published results available
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Saggar 2011

Trial name or title

Intraoperative versus postoperative thymoglobulin in lung transplantation

Methods

Prospective single centre double-blind RCT

Participants

All patients eligible for bilateral lung transplantation between the ages of 18 to 65 years

Interventions

Intraoperative dosing of Thymoglobulin followed by 3 additional postoperative doses (the first of
these 3 postoperative doses will be placebo) versus 3 postoperative doses of Thymoglobulin (the
intraoperative dose will be placebo)

Outcomes

Primary graft dysfunction assessed at 24 hours and 48 hours post-transplant

Starting date

January 2006

Contact information

Rajan Saggar MD, Department of Pulmonology and Critical Care at David Geffen School of Medicine
at UCLA

Notes

No results identified

Waddell 2006

Trial name or title

Study comparing Simulect® (basiliximab) plus standard immunosuppression to standard immuno-
suppression alone for the prevention of acute rejection and bronchiolitis obliterans in lung trans-
plant

Methods

Arandomised, double-blind, placebo-controlled study

Participants

Recipients of a first double or single lung or lobar allograft

Interventions

Simulect® (basiliximab) versus placebo

Outcomes

The proportion of patients who experience one or more acute allograft rejections in the first six
months of treatment

Starting date

May 2006

Contact information

Dr Thomas Waddell, University Health Network, Toronto, Canada

Notes

Study has been completed. The principal investigator has been contacted, but results are not yet
available

DATA AND ANALYSES

Comparison 1. Induction versus no induction

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1 Mortality 140 Risk Ratio (M-H, Random, 95% Cl) 0.93[0.67, 1.27]
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Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size

pants
2 Acute rejection gradellor 3 140 Risk Ratio (M-H, Random, 95% Cl) 0.68[0.33, 1.41]
higher
3 Adverse events 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
4 Infection 2 104 Risk Ratio (M-H, Random, 95% Cl) 1.40[0.97,2.01]
5 Pneumonia 2 96 Risk Ratio (M-H, Random, 95% Cl) 1.38[0.18,10.63]
6 CMV infection 2 80 Risk Ratio (M-H, Random, 95% Cl) 1.14[0.73, 1.80]
7 Bronchiolitis obliterans 3 140 Risk Ratio (M-H, Random, 95% Cl) 0.74[0.51, 1.07]
syndrome
8 Post-transplantation lym- 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
phoproliferative disease
(PTLD)
9 Cancer 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected

Analysis 1.1. Comparison 1 Induction versus no induction, Outcome 1 Mortality.

Study or subgroup Induction Control Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI

Chaparro 1999 10/34 5/26 11.5% 1.53[0.59,3.93]
Conte 2010 8/26 4/10 + 11.29% 0.77[0.3,2]
Hartvig 2008 15/22 17/22 _”_ 77.21% 0.88[0.61,1.27]
Total (95% Cl) 82 58 ¢ 100% 0.93[0.67,1.27]
Total events: 33 (Induction), 26 (Control) ‘

Heterogeneity: Tau?=0; Chi*=1.46, df=2(P=0.48); I*=0% ‘

Test for overall effect: Z=0.47(P=0.64) ‘

Favours induction ~ 0-2 0.5 1 2 5 Favours control

Analysis 1.2. Comparison 1 Induction versus no induction, Outcome 2 Acute rejection grade Il or higher.

Study or subgroup Induction Control Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Chaparro 1999 5/34 8/26 —_— 26.71% 0.48[0.18,1.29]
Conte 2010 17/26 5/10 — 36.56% 1.31[0.66,2.58]
Hartvig 2008 7/22 15/22 —— 36.73% 0.47[0.24,0.92]
Total (95% Cl) 82 58 —l— 100% 0.68[0.33,1.41]
Total events: 29 (Induction), 28 (Control)
Heterogeneity: Tau?=0.25; Chi*=5.28, df=2(P=0.07); 1>=62.16%
Test for overall effect: Z=1.03(P=0.3)
Favoursinduction 01 0.2 0.5 1 2 5 10 Favours control
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Analysis 1.3. Comparison 1 Induction versus no induction, Outcome 3 Adverse events.

Study or subgroup Induction Control Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Hartvig 2008 0/22 0/22 Not estimable
Favours induction ~ 0-01 0.1 1 10 100 Favours control

Analysis 1.4. Comparison 1 Induction versus no induction, Outcome 4 Infection.

Study or subgroup Induction Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Chaparro 1999 23/34 12/26 —B— 59.34% 1.47[0.91,2.36]
Hartvig 2008 13/22 10/22 R 40.66% 1.3[0.73,2.31]
Total (95% Cl) 56 48 i 100% 1.4[0.97,2.01]

Total events: 36 (Induction), 22 (Control)
Heterogeneity: Tau?=0; Chi?=0.1, df=1(P=0.75); 1>=0%
Test for overall effect: Z=1.78(P=0.07)

Favours induction 02 0.5 1 2 5 Favours control

Analysis 1.5. Comparison 1 Induction versus no induction, Outcome 5 Pneumonia.

Study or subgroup Induction Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Chaparro 1999 15/34 4/26 —— 47.38% 2.87[1.08,7.62]
Conte 2010 18/26 10/10 - 52.62% 0.72[0.54,0.96]
Total (95% CI) 60 36 e —— 100% 1.38[0.18,10.63]

Total events: 33 (Induction), 14 (Control)
Heterogeneity: Tau?=2.04; Chi*>=16.07, df=1(P<0.0001); 1>=93.78%
Test for overall effect: Z=0.31(P=0.75)

Favours induction ~ 0-05 0.2 1 5 20 Favours control

Analysis 1.6. Comparison 1 Induction versus no induction, Outcome 6 CMV infection.

Study or subgroup Induction Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Conte 2010 12/26 5/10 - w 37.25% 0.92[0.44,1.95]
Hartvig 2008 13/22 10/22 —— 62.75% 1.3[0.73,2.31]
Total (95% ClI) 48 32 —— 100% 1.14[0.73,1.8]

Total events: 25 (Induction), 15 (Control)
Heterogeneity: Tau?=0; Chi*=0.51, df=1(P=0.48); 1>=0%
Test for overall effect: Z=0.58(P=0.56)

Favours induction  0-2 0.5 1 2 5 Favours control

Antibody induction therapy for lung transplant recipients (Review) 39
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Analysis 1.7. Comparison 1 Induction versus no induction, Outcome 7 Bronchiolitis obliterans syndrome.

Study or subgroup Induction Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Chaparro 1999 12/34 8/26 —_— 22.64% 1.15[0.55,2.39]
Conte 2010 5/26 4/10 — 10.73% 0.48[0.16,1.44]
Hartvig 2008 13/22 19/22 —- 66.63% 0.68[0.47,1.01]
Total (95% Cl) 82 58 - 100% 0.74[0.51,1.07]

Total events: 30 (Induction), 31 (Control)
Heterogeneity: Tau?=0.01; Chi*>=2.22, df=2(P=0.33); 1>=9.93%
Test for overall effect: Z=1.61(P=0.11)

Favoursinduction 01 02 0.5 1 2 5 10 Favours control

Analysis 1.8. Comparison 1 Induction versus no induction, Outcome
8 Post-transplantation lymphoproliferative disease (PTLD).

Study or subgroup Induction Control Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Hartvig 2008 122 0/22 } ' 3[0.13,69.87]
Favours induction ~ 0.01 0.1 1 10 100 Favours control

Analysis 1.9. Comparison 1 Induction versus no induction, Outcome 9 Cancer.

Study or subgroup Induction Control Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
Hartvig 2008 8/22 3/22 —’—07 2.67[0.81,8.75]
Favoursinduction 01 02 0.5 1 2 5 10 Favours control

Comparison 2. Polyclonal antibody versus no induction

Outcome or sub- No. of studies No. of partici- Statistical method Effect size
group title pants

1 Mortality 3 125 Risk Ratio (M-H, Random, 95% Cl) 0.94[0.68, 1.31]
1.1ALG 1 60 Risk Ratio (M-H, Random, 95% Cl) 1.53[0.59, 3.93]
1.2 Rabbit ATG 2 65 Risk Ratio (M-H, Random, 95% CI) 0.89[0.63, 1.25]
2 Acute rejection 3 125 Risk Ratio (M-H, Random, 95% Cl) 0.73[0.30, 1.79]

grade Il or higher

2.1ALG 1 60 Risk Ratio (M-H, Random, 95% Cl) 0.48[0.18, 1.29]
2.2 Rabbit ATG 2 65 Risk Ratio (M-H, Random, 95% Cl) 0.87[0.25, 3.06]
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Outcome or sub- No. of studies No. of partici- Statistical method Effect size
group title pants

3 Adverse events 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
3.1 Rabbit ATG 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]

4 Infection 2 104 Risk Ratio (M-H, Random, 95% Cl) 1.40[0.97, 2.01]
4.1ALG 1 60 Risk Ratio (M-H, Random, 95% Cl) 1.47[0.91, 2.36]
4.2 Rabbit ATG 1 44 Risk Ratio (M-H, Random, 95% Cl) 1.3[0.73,2.31]
5 Pneumonia 2 Risk Ratio (M-H, Random, 95% Cl) Subtotals only
5.1ALG 2 81 Risk Ratio (M-H, Random, 95% Cl) 1.40[0.23, 8.48]
6 CMV infection 2 Risk Ratio (M-H, Random, 95% Cl) Subtotals only
6.1 Rabbit ATG 2 65 Risk Ratio (M-H, Random, 95% Cl) 1.23[0.77,1.97]
7 Bronchiolitis obliter- 3 125 Risk Ratio (M-H, Random, 95% Cl) 0.76 [0.55, 1.05]
ans syndrome

7.1ALG 1 60 Risk Ratio (M-H, Random, 95% Cl) 1.15[0.55, 2.39]
7.2 Rabbit ATG 2 65 Risk Ratio (M-H, Random, 95% Cl) 0.68[0.47,0.99]

8 Post-transplantation 1
lymphoproliferative
disease (PTLD)

Risk Ratio (M-H, Random, 95% Cl)

Totals not selected

8.1 Rabbit ATG 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]
9 Cancer 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
9.1 Rabbit ATG 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]

Analysis 2.1. Comparison 2 Polyclonal antibody versus no induction, Outcome 1 Mortality.

Study or subgroup Polyclon- Control Risk Ratio Risk Ratio
al antibody
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
2.1.1ALG
Chaparro 1999 10/34 5/26 — Tt 11.82% 1.53[0.59,3.93]
Subtotal (95% ClI) 34 26 —— 11.82% 1.53[0.59,3.93]
Total events: 10 (Polyclonal antibody), 5 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=0.88(P=0.38)
2.1.2 Rabbit ATG
Conte 2010 4/11 4/10 . E— 8.87% 0.91[0.31,2.7]
Hartvig 2008 15/22 17/22 —-— 79.31% 0.88[0.61,1.27]
Favours antibody 01 02 0.5 1 2 5 10 Favours control
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Study or subgroup Polyclon- Control Risk Ratio Weight Risk Ratio
al antibody
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Subtotal (95% Cl) 33 32 ‘ 88.18% 0.89[0.63,1.25]
Total events: 19 (Polyclonal antibody), 21 (Control)
Heterogeneity: Tau?=0; Chi*=0, df=1(P=0.96); 1>=0%
Test for overall effect: Z=0.69(P=0.49)
Total (95% CI) 67 58 @ 100% 0.94[0.68,1.31]
Total events: 29 (Polyclonal antibody), 26 (Control)
Heterogeneity: Tau?=0; Chi*=1.37, df=2(P=0.5); I>=0%
Test for overall effect: Z=0.35(P=0.73)
Test for subgroup differences: Chi*=1.14, df=1 (P=0.29), 1’=12.04% ‘ ‘ ‘ ‘ ‘ ‘
01 02 0.5 1 2 5 10 Favours control

Favours antibody

Analysis 2.2. Comparison 2 Polyclonal antibody versus no induction, Outcome 2 Acute rejection grade Il or higher.

Study or subgroup Polyclon- Control Risk Ratio Weight Risk Ratio
al antibody
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
2.2.1ALG
Chaparro 1999 5/34 8/26 —_— 28.81% 0.48[0.18,1.29]
Subtotal (95% CI) 34 26 e 28.81% 0.48[0.18,1.29]
Total events: 5 (Polyclonal antibody), 8 (Control)
Heterogeneity: Tau?=0; Chi?*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=1.46(P=0.15)
2.2.2 Rabbit ATG
Conte 2010 9/11 5/10 - 35.55% 1.64[0.83,3.23]
Hartvig 2008 7/22 15/22 —— 35.64% 0.47[0.24,0.92]
Subtotal (95% CI) 33 32 ——e 71.19% 0.87[0.25,3.06]
Total events: 16 (Polyclonal antibody), 20 (Control)
Heterogeneity: Tau?=0.7; Chi*=6.85, df=1(P=0.01); 1*=85.39%
Test for overall effect: Z=0.21(P=0.83)
Total (95% Cl) 67 58 el 100% 0.73[0.3,1.79]
Total events: 21 (Polyclonal antibody), 28 (Control)
Heterogeneity: Tau?=0.47; Chi®=8.1, df=2(P=0.02); I*=75.31%
Test for overall effect: Z=0.68(P=0.5)
Test for subgroup differences: Chi*=0.55, df=1 (P=0.46), 1>=0%
01 02 05 1 2 5 10 Favours control

Favours antibody

Analysis 2.3. Comparison 2 Polyclonal antibody versus no induction, Outcome 3 Adverse events.

Study or subgroup Polyclonal antibody Control Risk Ratio Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
2.3.1 Rabbit ATG
Hartvig 2008 0/22 0/22 Not estimable

Favours antibody ~ 0.01 0.1 1

10 100 Favours control

Antibody induction therapy for lung transplant recipients (Review)
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

42



- Coch rane Trusted evidence.
= . Informed decisions.
- Li b ra ry Better health.

Cochrane Database of Systematic Reviews

Analysis 2.4. Comparison 2 Polyclonal antibody versus no induction, Outcome 4 Infection.

Study or subgroup Polyclon- Control Risk Ratio Weight Risk Ratio

al antibody

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl

2.4.1ALG
Chaparro 1999 23/34 12/26 —— 59.34% 1.47[0.91,2.36]
Subtotal (95% Cl) 34 26 i 59.34% 1.47[0.91,2.36]
Total events: 23 (Polyclonal antibody), 12 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=1.57(P=0.12)
2.4.2 Rabbit ATG
Hartvig 2008 13/22 10/22 —— 40.66% 1.3[0.73,2.31]
Subtotal (95% Cl) 22 22 ——— 40.66% 1.3[0.73,2.31]
Total events: 13 (Polyclonal antibody), 10 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=0.89(P=0.37)
Total (95% ClI) 56 48 g 100% 1.4[0.97,2.01]

Total events: 36 (Polyclonal antibody), 22 (Control)
Heterogeneity: Tau?=0; Chi*=0.1, df=1(P=0.75); I>=0%

Test for overall effect: Z=1.78(P=0.07)

Test for subgroup differences: Chi?=0.1, df=1 (P=0.75), I*=0%

Favours antibody 02 0.5 1 2

5 Favours control

Analysis 2.5. Comparison 2 Polyclonal antibody versus no induction, Outcome 5 Pneumonia.

Study or subgroup Polyclon- Control Risk Ratio Weight Risk Ratio
al antibody
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
2.5.1ALG
Chaparro 1999 15/34 4/26 —a— 46.91% 2.87[1.08,7.62]
Conte 2010 8/11 10/10 —— 53.09% 0.74[0.5,1.09]
Subtotal (95% ClI) 45 36 e — 100% 1.4[0.23,8.48]

Total events: 23 (Polyclonal antibody), 14 (Control)
Heterogeneity: Tau?=1.55; Chi?>=11.81, df=1(P=0); 1>=91.53%
Test for overall effect: Z=0.37(P=0.72)

Favours antibody 01 02 0.5 1 2

10 Favours control

Analysis 2.6. Comparison 2 Polyclonal antibody versus no induction, Outcome 6 CMV infection.

Study or subgroup Polyclon- Control Risk Ratio Weight Risk Ratio
al antibody
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
2.6.1 Rabbit ATG
Conte 2010 6/11 5/10 —_— 32.86% 1.09[0.48,2.48]
Hartvig 2008 13/22 10/22 —B— 67.14% 1.3[0.73,2.31]
Favours antibody 02 0.5 1 2 5 Favours control
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Study or subgroup Polyclon- Control Risk Ratio Weight Risk Ratio
al antibody
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Subtotal (95% Cl) 33 32 * 100% 1.23[0.77,1.97]

Total events: 19 (Polyclonal antibody), 15 (Control)
Heterogeneity: Tau?=0; Chi?=0.12, df=1(P=0.73); 1>=0%
Test for overall effect: Z=0.85(P=0.39)

Favours antibody

0.2

|
1 2 5

Favours control

Analysis 2.7. Comparison 2 Polyclonal antibody versus no induction, Outcome 7 Bronchiolitis obliterans syndrome.

Study or subgroup Polyclon- Control Risk Ratio Weight Risk Ratio
al antibody
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
2.7.1ALG
Chaparro 1999 12/34 8/26 S 20.03% 1.15[0.55,2.39]
Subtotal (95% CI) 34 26 —~— 20.03% 1.15[0.55,2.39]
Total events: 12 (Polyclonal antibody), 8 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=0.37(P=0.71)
2.7.2 Rabbit ATG
Conte 2010 3/11 4/10 e e E— 7.17% 0.68[0.2,2.33]
Hartvig 2008 13/22 19/22 - 72.8% 0.68[0.47,1.01]
Subtotal (95% CI) 33 32 S 79.97% 0.68[0.47,0.99]
Total events: 16 (Polyclonal antibody), 23 (Control)
Heterogeneity: Tau?=0; Chi?=0, df=1(P=1); 1*=0%
Test for overall effect: Z=2.02(P=0.04)
Total (95% Cl) 67 58 L 100% 0.76[0.55,1.05]
Total events: 28 (Polyclonal antibody), 31 (Control)
Heterogeneity: Tau?=0; Chi*=1.7, df=2(P=0.43); I>=0%
Test for overall effect: Z=1.65(P=0.1)
Test for subgroup differences: Chi?=1.52, df=1 (P=0.22), 1>=34.29%
6.1 012 015 1 ‘2 é 1(;

Favours antibody

Favours control

Analysis 2.8. Comparison 2 Polyclonal antibody versus no induction,
Outcome 8 Post-transplantation lymphoproliferative disease (PTLD).

Study or subgroup
n/N

Polyclonal antibody

Control

n/N

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% Cl

2.8.1 Rabbit ATG
Hartvig 2008

1/22

0/22

3[0.13,69.87]

Favours antibody

0.01 0.1 1

10

100

Favours control
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Analysis 2.9. Comparison 2 Polyclonal antibody versus no induction, Outcome 9 Cancer.

Study or subgroup Polyclonal antibody Control Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
2.9.1 Rabbit ATG
Hartvig 2008 8/22 3/22 B a— 2.67[0.81,8.75]
Favours antibody 01 02 0.5 1 2 10 Favours control

Comparison 3. Interleukin-2 receptor antagonist versus no induction

Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

1 Mortality 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
1.1 Daclizumab 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]

2 Acute rejection 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
2.1 Daclizumab 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]

3 Pneumonia 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
3.1 Daclizumab 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0,0.0]

4 CMV infection 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
4.1 Daclizumab 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]

5 Bronchiolitis obliter- 1
ans syndrome

Risk Ratio (M-H, Random, 95% Cl)

Totals not selected

5.1 Daclizumab 1

Risk Ratio (M-H, Random, 95% Cl)

0.0[0.0, 0.0]

Analysis 3.1. Comparison 3 Interleukin-2 receptor antagonist versus no induction, Outcome 1 Mortality.

Study or subgroup IL-2RA Control Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
3.1.1 Daclizumab
Conte 2010 4/15 4/10 0.67[0.22,2.07]
Favours IL-2RA 02 0.5 1 2 5 Favours control

Analysis 3.2. Comparison 3 Interleukin-2 receptor antagonist versus no induction, Outcome 2 Acute rejection.

Study or subgroup IL-2RA Control Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
3.2.1 Daclizumab
Conte 2010 8/15 5/10 L E— 1.07[0.49,2.33]
Favours IL-2RA 02 0.5 1 2 5 Favours control
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Analysis 3.3. Comparison 3 Interleukin-2 receptor antagonist versus no induction, Outcome 3 Pneumonia.

Study or subgroup IL-2RA Control Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
3.3.1 Daclizumab
Conte 2010 10/15 10/10 —t 0.69[0.47,1]
FavoursIL-2RA 02 0.5 1 2 5 Favours control

Analysis 3.4. Comparison 3 Interleukin-2 receptor antagonist versus no induction, Outcome 4 CMV infection.

Study or subgroup IL-2RA Control Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
3.4.1 Daclizumab
Conte 2010 6/15 5/10 —_— 0.8[0.33,1.92]
FavoursIL-2RA 02 0.5 1 2 5 Favours control
Analysis 3.5. Comparison 3 Interleukin-2 receptor antagonist
versus no induction, Outcome 5 Bronchiolitis obliterans syndrome.
Study or subgroup IL-2RA Control Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
3.5.1 Daclizumab
Conte 2010 2/15 4/10 s 0.33[0.07,1.49]
Favours IL-2RA  0.05 0.2 1 5 20 Favours control
Comparison 4. Polyclonal antibody versus muromonab-CD3
Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size
tle pants
1 Adverse events 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
1.1 Horse ATG 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0,0.0]
2 Infection 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
2.1 Horse ATG 1 Risk Ratio (M-H, Random, 95% CI) 0.0[0.0,0.0]

3 Bronchiolitis obliterans 1

Risk Ratio (M-H, Random, 95% Cl)

Totals not selected

syndrome
3.1 Horse ATG 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0,0.0]
4 Post-transplantation 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected

lymphoproliferative dis-
ease (PTLD)
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Outcome or subgroup ti-  No. of studies No. of partici- Statistical method Effect size
tle pants
4.1 Horse ATG 1 Risk Ratio (M-H, Random, 95% CI) 0.0[0.0,0.0]

Analysis 4.1. Comparison 4 Polyclonal antibody versus muromonab-CD3, Outcome 1 Adverse events.
Study or subgroup ATG Muromonab-CD3 Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
4.1.1 Horse ATG
Brock 2001 25/34 12/30 _ 1.84[1.13,2.98]
FavoursATG 02 0.5 1 2 5 Favours muromonab-
CD3
Analysis 4.2. Comparison 4 Polyclonal antibody versus muromonab-CD3, Outcome 2 Infection.
Study or subgroup ATG Muromonab-CD3 Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
4.2.1 Horse ATG
Brock 2001 25/34 23/30 e E— 0.96[0.72,1.27]
FavoursATG 05 0.7 1 15 2 Favours muromonab-
D3
Analysis 4.3. Comparison 4 Polyclonal antibody versus
muromonab-CD3, Outcome 3 Bronchiolitis obliterans syndrome.
Study or subgroup ATG Muromonab-CD3 Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
4.3.1 Horse ATG
Brock 2001 5/34 7/30 0.63[0.22,1.78]
FavoursATG 02 0.5 1 2 5 Favours muromonab-
CD3
Analysis 4.4. Comparison 4 Polyclonal antibody versus muromonab-
CD3, Outcome 4 Post-transplantation lymphoproliferative disease (PTLD).
Study or subgroup ATG Muromonab-CD3 Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
4.4.1 Horse ATG
Brock 2001 2/34 2/30 0.88[0.13,5.88]
FavoursATG 01 02 0.5 1 2 5 10 Favours muromonab-
D3
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Comparison 5. Polyclonal antibody versus interleukin-2 receptor antagonist

Outcome or subgroup No. of studies No. of partici- Statistical method Effect size

title pants

1 Mortality 3 100 Risk Ratio (M-H, Random, 95% Cl) 1.41[0.54, 3.70]

1.1 Basiliximab 1 24 Risk Ratio (M-H, Random, 95% Cl) 0.39[0.02, 8.69]

1.2 Daclizumab 2 76 Risk Ratio (M-H, Random, 95% Cl) 1.62[0.58, 4.46]

2 Acute rejection 2 Risk Ratio (M-H, Random, 95% Cl) Subtotals only

2.1 Daclizumab 2 76 Risk Ratio (M-H, Random, 95% Cl) 1.35[0.94, 1.94]

3 Adverse events 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
3.1 Daclizumab 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]

4 Infection 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
4.1 Basiliximab 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0,0.0]

5 Pneumonia 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
5.1 Daclizumab 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]

6 CMV infection 2 Risk Ratio (M-H, Random, 95% Cl) Subtotals only

6.1 Daclizumab 2 76 Risk Ratio (M-H, Random, 95% Cl) 0.69[0.17, 2.88]

7 Bronchiolitis obliter- 2 Risk Ratio (M-H, Random, 95% Cl) Subtotals only

ans syndrome

7.1 Daclizumab 2 76 Risk Ratio (M-H, Random, 95% Cl) 1.70[0.42,6.79]

8 Post-transplantation 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
lymphoproliferative dis-

ease (PTLD)

8.1 Daclizumab 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0,0.0]

9 Cancer 1 Risk Ratio (M-H, Random, 95% Cl) Totals not selected
9.1 Daclizumab 1 Risk Ratio (M-H, Random, 95% Cl) 0.0[0.0, 0.0]

Analysis 5.1. Comparison 5 Polyclonal antibody versus interleukin-2 receptor antagonist, Outcome 1 Mortality.

Study or subgroup ATG IL-2RA Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
5.1.1 Basiliximab
Senn 2001 0/11 1/13 * 9.67% 0.39[0.02,8.69]
Subtotal (95% Cl) 11 13 e — 9.67% 0.39[0.02,8.69]
Total events: 0 (ATG), 1 (IL-2RA) ‘ ‘ ‘ ‘
Favours ATG ~ 0.01 0.1 1 10 100 Favours IL-2RA
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Study or subgroup ATG IL-2RA Risk Ratio Weight Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
Heterogeneity: Not applicable
Test for overall effect: Z=0.6(P=0.55)
5.1.2 Daclizumab
Conte 2010 411 4/15 —— 70.95% 1.36[0.43,4.29]
Mullen 2007 3/25 1/25 —’—’— 19.38% 3[0.33,26.92]
Subtotal (95% ClI) 36 40 ‘ 90.33% 1.62[0.58,4.46]
Total events: 7 (ATG), 5 (IL-2RA)
Heterogeneity: Tau?=0; Chi?=0.41, df=1(P=0.52); 1>=0%
Test for overall effect: Z=0.92(P=0.36)
Total (95% Cl) 47 53 - 100% 1.41[0.54,3.7]
Total events: 7 (ATG), 6 (IL-2RA)
Heterogeneity: Tau?=0; Chi*=1.12, df=2(P=0.57); 1>=0%
Test for overall effect: Z=0.69(P=0.49)
Test for subgroup differences: Chi*=0.73, df=1 (P=0.39), 1>=0%
FavoursATG ~ 0.01 0.1 1 10 100 Favours IL-2RA

Analysis 5.2. Comparison 5 Polyclonal antibody versus
interleukin-2 receptor antagonist, Outcome 2 Acute rejection.

Study or subgroup ATG IL-2RA Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
5.2.1 Daclizumab
Conte 2010 9/11 8/15 -—— 43.07% 1.53[0.89,2.66]
Mullen 2007 16/25 13/25 —— 56.93% 1.23[0.76,1.98]
Subtotal (95% Cl) 36 40 e 100% 1.35[0.94,1.94]
Total events: 25 (ATG), 21 (IL-2RA)
Heterogeneity: Tau?=0; Chi*=0.36, df=1(P=0.55); 1>=0%
Test for overall effect: Z=1.64(P=0.1)

FavoursATG 02 0.5 1 2 5 Favours IL-2RA

Analysis 5.3. Comparison 5 Polyclonal antibody versus
interleukin-2 receptor antagonist, Outcome 3 Adverse events.

Study or subgroup ATG IL-2RA Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
5.3.1 Daclizumab
Mullen 2007 1/25 0/25 3[0.13,70.3]
FavoursATG  0.01 0.1 1 10 100 Favours IL-2RA
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Analysis 5.4. Comparison 5 Polyclonal antibody versus interleukin-2 receptor antagonist, Outcome 4 Infection.

Study or subgroup ATG IL-2RA Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
5.4.1 Basiliximab
Mullen 2007 20/25 22/25 — 0.91[0.71,1.16]
Favours ATG 05 0.7 1 15 2 FavoursIL-2RA

Analysis 5.5. Comparison 5 Polyclonal antibody versus interleukin-2 receptor antagonist, Outcome 5 Pneumonia.

Study or subgroup ATG IL-2RA Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
5.5.1 Daclizumab
Conte 2010 8/11 10/15 + 1.09[0.66,1.81]
FavoursATG 05 0.7 1 15 2 Favours IL-2RA

Analysis 5.6. Comparison 5 Polyclonal antibody versus interleukin-2 receptor antagonist, Outcome 6 CMV infection.

Study or subgroup ATG IL-2RA Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
5.6.1 Daclizumab
Conte 2010 6/11 6/15 —— 51.83% 1.36[0.6,3.1]
Mullen 2007 4/25 12/25 —— 48.17% 0.33[0.12,0.89]
Subtotal (95% CI) 36 40 e — 100% 0.69[0.17,2.88]

Total events: 10 (ATG), 18 (IL-2RA)
Heterogeneity: Tau?=0.84; Chi*=4.94, df=1(P=0.03); 1>=79.75%

Test for overall effect: Z=0.51(P=0.61)

FavoursATG 0.1 02 0.5 1 2 5 10 FavoursIL-2RA

Analysis 5.7. Comparison 5 Polyclonal antibody versus interleukin-2
receptor antagonist, Outcome 7 Bronchiolitis obliterans syndrome.

Study or subgroup ATG IL-2RA Risk Ratio Weight Risk Ratio

n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
5.7.1 Daclizumab
Conte 2010 3/11 2/15 ——.— 73.97% 2.05[0.41,10.25]
Mullen 2007 1/25 1/25 26.03% 1[0.07,15.12]
Subtotal (95% ClI) 36 40 e 100% 1.7[0.42,6.79]

Total events: 4 (ATG), 3 (IL-2RA)
Heterogeneity: Tau?=0; Chi*=0.2, df=1(P=0.66); 1>=0%
Test for overall effect: Z=0.75(P=0.45)

FavoursATG  0.05 0.2 1 5 20 Favours IL-2RA
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Analysis 5.8. Comparison 5 Polyclonal antibody versus interleukin-2 receptor
antagonist, Outcome 8 Post-transplantation lymphoproliferative disease (PTLD).

Study or subgroup ATG IL-2RA Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% Cl
5.8.1 Daclizumab
Mullen 2007 1/25 1/25 1[0.07,15.12]
Favours ATG ~ 0.05 02 1 5 20 Favours IL-2RA

Analysis 5.9. Comparison 5 Polyclonal antibody versus interleukin-2 receptor antagonist, Outcome 9 Cancer.

Study or subgroup ATG IL-2RA Risk Ratio Risk Ratio
n/N n/N M-H, Random, 95% CI M-H, Random, 95% CI
5.9.1 Daclizumab
Mullen 2007 0/25 0/25 Not estimable
FavoursATG  0.01 0.1 1 10 100 Favours IL-2RA

ADDITIONAL TABLES

Table 1. Assessment of harm in non-randomised controlled studies

Study Partici- Study groups PTLD Infection cMV Other
pants adverse
events
Barlow 63 Muromonab- Not reported No difference be- No difference between Not report-
2001 CD3:38 tween groups groups ed
ATG: 25
Borro2005 28 Daclizumab: 15  Not observed Fungal Daclizumab: 4 (27%) Not ob-
served
Control: 13 Daclizumab: 1 (7%) Control: 5 (38%)
Control: 2 (15%)
Bacterial
Daclizumab: 4 (27%)
Control: 2 (15%)
Burton 335 ATG: 151 ATG: 8 (5%) Not reported No difference between Not report-
2006 groups ed
Daclizumab: Daclizumab: 2
151 (1%)
Garrity 61 Daclizumab: 27  Daclizumab: 1 Fungal Daclizumab: 5 (19%) Not report-
2001 (4%) ed

Control: 34

Control: 1 (3%)

Daclizumab: 5 (19%)

Control: 5 (15%)

Control: 8 (24%)
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Table 1. Assessment of harm in non-randomised controlled studies (continued)

Hachem 157 ATG: 75 ATG: 0.53 cas- Not reported CMV-viraemia Not report-
2005 es/100 pa- ed
Basiliximab: 82 tjent-years ATG: 15.1 episodes/100

patient-months
Basiliximab: 3

cases/100 pa- Basiliximab: 15.6
tient-years episodes/100 pa-
tient-months
Lischke 25 ATG: 12 No PTLD ATG: 10 (83%) No difference between Thrombo-
2007 groups cytopenia
Daclizumab: 13 Daclizumab: 6 (46%)
ATG: 9
(75%)
Daclizum-
ab: 0 (0%)
Marom 86 Daclizumab: 43  Not observed Not reported Not reported Not report-
2001 ed
Control: 43
van Loen- 40 Alemtuzumab: Not reported No difference be- Not reported Not ob-
hout 2010 20 tween groups served
Control: 20

ATG - antithymocyte globulin; CMV - cytomegalovirus; PTLD - post-transplant lymphoproliferative disease

APPENDICES

Appendix 1. Electronic search strategies

Database Search terms

CENTRAL MeSH descriptor Lung Transplantation, this term only

(lung transplant*):ti,ab,kw in Clinical Trials

(LOR?2)

MeSH descriptor Antibodies, Monoclonal explode all trees

MeSH descriptor Antilymphocyte Serum, this term only

MeSH descriptor Receptors, Interleukin-2 explode all trees

(basiliximab):ti,ab,kw or (daclizumab):ti,ab,kw or (zenapax):ti,ab,kw or (simulect):ti,ab,kw or (da-

clizimab):ti,ab,kw or (LO-tact-1):ti,ab,kw in Clinical Trials

(cd25 or CD-25 or bt563):ti,ab,kw in Clinical Trials

. (interleukin-2 receptor*):ti,ab,kw in Clinical Trials

10.(monoclonal antibod*):ti,ab,kw or (polyclonal antibod*):ti,ab,kw in Clinical Trials

11.(il2 or "il-2" oril2R or "il-2R " or "il-2-R"):ti,ab,kw in Clinical Trials

12.(antithymoglobulin or antithymocyt* or antilymphocyt* or thymoglobulin*):ti,ab,kw in Clinical
Trials

13.(ATG or ATGAM or RATG or EATG):ti,ab,kw in Clinical Trials

14.(ALG or MALG):ti,ab,kw in Clinical Trials

15.(

16.(

No o s wh e

© »

.(muromonab):ti,ab,kw or (CD3):ti,ab,kw or (CD-3):ti,ab,kw or (OKT3):ti,ab,kw in Clinical Trials
alemtuzumab):ti,ab,kw or (campath*):ti,ab,kw in Clinical Trials
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(Continued)
17

18.
19.
20.
21
22.

OKT3 or okt3):ti,ab,kw in Clinical Trials
CD-3):ti,ab,kw in Clinical Trials
CD3):ti,ab,kw in Clinical Trials
muromonab):ti,ab,kw in Clinical Trials

3AND 21)

40R50R60R7TOR80R90R100R110R120R130R140R150R16 OR17 OR 18 OR 19 OR 20)

MEDLINE Lung Transplantation/

. exp Antibodies, Monoclonal/

. exp Receptors, Interleukin-2/

. Antilymphocyte Serum/

. basiliximab.tw.

. dacliz?mab.tw.

. zenapax.tw.

. simulect.tw.

. (cd25 or CD-25 or bt563 or LO-Tact-1).tw.

10.interleukin-2 receptor$.tw.

11.((monoclonal or polyclonal) and antibod$).tw.
il2 or "il-2" oril2R or "il-2R " or "il-2-R") .tw.

O ® NV A WN

.(antithymoglobulin$ or antithymocyte$ or antilymphocyte$ or thymoglobulin$).tw.

ALG or MALG).tw.

12.(

13(

14.(ATG or ATGAM or RATg or EATG).tw.

15.(

16.(muromonab or CD3 or "CD-3" or OKT3).tw.

17.(alemtuzumab or campath or mabcampath).tw.

18.0r/2-17
19.and/1,18

EMBASE lung transplantation/

exp monoclonal antibody/
polyclonal antibody/
interleukin 2 receptor/
exp lymphocyte antibody/
basiliximab.tw.
dacliz?mab.tw.

zenapax.tw.

XNk wWNE

simulect.tw.
.(cd25 or CD-25 or bt563 or LO-Tact-1).tw.

.(antithymoglobulin or antithymocyte$ or antilymphocyte$ or thymoglobulin$).tw.

.(ALG or MALG).tw.

10.(

11.(

12.(ATG or ATGAM or RATg or EATG).tw.

13.(

14.(muromonab or CD3 or "CD-3" or OKT3).tw.

15.(alemtuzumab or campath$ or mabcampath).tw.

16.0r/2-15
17.and/1,16

Appendix 2. 1 Risk of bias assessment tool

Potential source of bias Assessment criteria
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Random sequence genera-
tion

Selection bias (biased alloca-
tion to interventions) due to
inadequate generation of a
randomised sequence

Trusted evidence.
Informed decisions.
Better health.

Cochrane Database of Systematic Reviews

Low risk of bias: Random number table; computer random number generator; coin tossing; shuf-
fling cards or envelopes; throwing dice; drawing of lots; minimization (minimization may be imple-
mented without a random element, and this is considered to be equivalent to being random).

High risk of bias: Sequence generated by odd or even date of birth; date (or day) of admission; se-
quence generated by hospital or clinic record number; allocation by judgement of the clinician; by
preference of the participant; based on the results of a laboratory test or a series of tests; by avail-
ability of the intervention.

Unclear: Insufficient information about the sequence generation process to permit judgement.

Allocation concealment

Selection bias (biased alloca-
tion to interventions) due to
inadequate concealment of al-
locations prior to assignment

Low risk of bias: Randomisation method described that would not allow investigator/participant to
know or influence intervention group before eligible participant entered in the study (e.g. central
allocation, including telephone, web-based, and pharmacy-controlled, randomisation; sequential-
ly numbered drug containers of identical appearance; sequentially numbered, opaque, sealed en-
velopes).

High risk of bias: Using an open random allocation schedule (e.g. a list of random numbers); as-
signment envelopes were used without appropriate safeguards (e.g. if envelopes were unsealed or
non-opaque or not sequentially numbered); alternation or rotation; date of birth; case record num-
ber; any other explicitly unconcealed procedure.

Unclear: Randomisation stated but no information on method used is available.

Blinding of participants and
personnel

Performance bias due to
knowledge of the allocated
interventions by participants
and personnel during the
study

Low risk of bias: No blinding or incomplete blinding, but the review authors judge that the outcome
is not likely to be influenced by lack of blinding; blinding of participants and key study personnel
ensured, and unlikely that the blinding could have been broken.

High risk of bias: No blinding or incomplete blinding, and the outcome is likely to be influenced by
lack of blinding; blinding of key study participants and personnel attempted, but likely that the
blinding could have been broken, and the outcome is likely to be influenced by lack of blinding.

Unclear: Insufficient information to permit judgement

Blinding of outcome assess-
ment

Detection bias due to knowl-
edge of the allocated interven-
tions by outcome assessors.

Low risk of bias: No blinding of outcome assessment, but the review authors judge that the out-
come measurement is not likely to be influenced by lack of blinding; blinding of outcome assess-
ment ensured, and unlikely that the blinding could have been broken.

High risk of bias: No blinding of outcome assessment, and the outcome measurement is likely to be
influenced by lack of blinding; blinding of outcome assessment, but likely that the blinding could
have been broken, and the outcome measurement is likely to be influenced by lack of blinding.

Unclear: Insufficient information to permit judgement

Incomplete outcome data

Attrition bias due to amount,
nature or handling of incom-
plete outcome data.

Low risk of bias: No missing outcome data; reasons for missing outcome data unlikely to be relat-
ed to true outcome (for survival data, censoring unlikely to be introducing bias); missing outcome
data balanced in numbers across intervention groups, with similar reasons for missing data across
groups; for dichotomous outcome data, the proportion of missing outcomes compared with ob-
served event risk not enough to have a clinically relevant impact on the intervention effect esti-
mate; for continuous outcome data, plausible effect size (difference in means or standardized dif-
ference in means) among missing outcomes not enough to have a clinically relevant impact on ob-
served effect size; missing data have been imputed using appropriate methods.

High risk of bias: Reason for missing outcome data likely to be related to true outcome, with either
imbalance in numbers or reasons for missing data across intervention groups; for dichotomous
outcome data, the proportion of missing outcomes compared with observed event risk enough to
induce clinically relevant bias in intervention effect estimate; for continuous outcome data, plausi-
ble effect size (difference in means or standardized difference in means) among missing outcomes
enough to induce clinically relevant bias in observed effect size; ‘as-treated’ analysis done with
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substantial departure of the intervention received from that assigned at randomisation; potentially
inappropriate application of simple imputation.
Unclear: Insufficient information to permit judgement

Selective reporting Low risk of bias: The study protocol is available and all of the study’s pre-specified (primary and

) ) ) secondary) outcomes that are of interest in the review have been reported in the pre-specified way;
Reporting bias d'ue to selective  the study protocol is not available but it is clear that the published reports include all expected out-
outcome reporting comes, including those that were pre-specified (convincing text of this nature may be uncommon).

High risk of bias: Not all of the study’s pre-specified primary outcomes have been reported; one or
more primary outcomes is reported using measurements, analysis methods or subsets of the data
(e.g. subscales) that were not pre-specified; one or more reported primary outcomes were not pre-
specified (unless clear justification for their reporting is provided, such as an unexpected adverse
effect); one or more outcomes of interest in the review are reported incompletely so that they can-
not be entered in a meta-analysis; the study report fails to include results for a key outcome that
would be expected to have been reported for such a study.

Unclear: Insufficient information to permit judgement

Other bias Low risk of bias: The study appears to be free of other sources of bias.

Bias due to problems not cov-

” High risk of bias: Had a potential source of bias related to the specific study design used; stopped
ered elsewhere in the table

early due to some data-dependent process (including a formal-stopping rule); had extreme base-
line imbalance; has been claimed to have been fraudulent; had some other problem.

Unclear: Insufficient information to assess whether an important risk of bias exists; insufficient ra-
tionale or evidence that an identified problem will introduce bias.
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DIFFERENCES BETWEEN PROTOCOL AND REVIEW

At the Cochrane Colloquium, October 2010, Keystone, Colorado, USA, agreement was reached that baseline imbalance and early stopping
in individual studies may cause bias in individual studies, but not necessarily in the meta-analysis. We therefore removed baseline
imbalance and early stopping as bias criteria.

INDEX TERMS

Medical Subject Headings (MeSH)

*Lung Transplantation; Alemtuzumab; Antibodies, Monoclonal [therapeutic use]; Antibodies, Monoclonal, Humanized [therapeutic
use]; Antilymphocyte Serum [therapeutic use]; Basiliximab; Daclizumab; Graft Rejection [immunology] [*prevention & control];
Immunoglobulin G [therapeutic use]; Immunosuppression Therapy [adverse effects] [*methods]; Immunosuppressive Agents
[adverse effects] [*therapeutic use]; Muromonab-CD3 [therapeutic use]; Randomized Controlled Trials as Topic; Receptors,
Interleukin-2 [antagonists & inhibitors]; Recombinant Fusion Proteins [therapeutic use]; T-Lymphocytes [*immunology]

MeSH check words

Adult; Humans
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