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Abstract
Background: Trauma is the leading cause of death and disability in children in the USA. Tranexamic acid (TXA)
reduces the blood transfusion requirements in adults and children during surgery. Several studies have evaluated TXA
in adults with hemorrhagic trauma, but no randomized controlled trials have occurred in children with trauma. We
propose a Bayesian adaptive clinical trial to investigate TXA in children with brain and/or torso hemorrhagic trauma.
Methods/design: We designed a double-blind, Bayesian adaptive clinical trial that will enroll up to 2000 patients. We
extend the traditional Emax dose-response model to incorporate a hierarchical structure so multiple doses of TXA can
be evaluated in different injury populations (isolated head injury, isolated torso injury, or both head and torso injury).
Up to 3 doses of TXA (15 mg/kg, 30 mg/kg, and 45 mg/kg bolus doses) will be compared to placebo. Equal allocation
between placebo, 15 mg/kg, and 30 mg/kg will be used for an initial period within each injury group. Depending on
the dose-response curve, the 45 mg/kg arm may open in an injury group if there is a trend towards increasing efficacy
based on the observed relationship using the data from the lower doses. Response-adaptive randomization allows
each injury group to differ in allocation proportions of TXA so an optimal dose can be identified for each injury group.
Frequent interim stopping periods are included to evaluate efficacy and futility. The statistical design is evaluated
through extensive simulations to determine the operating characteristics in several plausible scenarios. This trial
achieves adequate power in each injury group.
Discussion: This trial design evaluating TXA in pediatric hemorrhagic trauma allows for three separate injury
populations to be analyzed and compared within a single study framework. Individual conclusions regarding optimal
dosing of TXA can be made within each injury group. Identifying the optimal dose of TXA, if any, for various injury
types in childhood may reduce death and disability.
Keywords: Bayesian statistics, Tranexamic acid, Pediatrics, Adaptive clinical trial design, Response-adaptive
randomization, Dose-response, Trauma
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Background
Trauma is the leading cause of death and disability in
children in the USA [1]. In the initial 24 h after injury,
hemorrhage is the leading cause of death [2]. Tranexamic acid (TXA) is an antifibrinolytic lysine analog that
blocks the conversion of plasminogen to plasmin thereby
helping to attenuate bleeding. TXA reduces the blood
transfusion requirements in adults and children during
surgery [3–7]. The effectiveness of TXA in the surgical
setting led to the Clinical Randomization of an Antifibrinolytic in Significant Hemorrhage (CRASH-2) and
CRASH-3 trials, two separate international randomized
controlled trials of early administration of TXA to adults
with hemorrhagic torso trauma (CRASH-2) and
hemorrhagic brain injuries (CRASH-3) [8, 9]. In
CRASH-2, TXA reduce mortality with no increase in adverse events compared to placebo. In CRASH-3, patients
randomized to TXA had lower mortality, but it was not
statistically significant. In addition, a post hoc analysis of
the CRASH-2 trial demonstrated improved functional
outcomes associated with TXA use [10].
Several challenges exist for studying the efficacy of
TXA in children. First, children are different from adults
with regard to anatomy, physiology, and metabolism, all
of which may affect the efficacy and safety profiles of
TXA differently in children than it does in adults, creating uncertainty about the optimal dosing in children.
Second, the efficacy and safety of TXA may be different
in children with torso/abdominal hemorrhage than in
children with brain hemorrhage, and children with both
torso and brain hemorrhage (polytrauma) may also
respond differently. Because severe hemorrhagic injury is
less frequent in children than in adults, conducting
separate clinical trials for each hemorrhagic condition in
children (isolated brain, isolated torso, and polytrauma
injuries) would be inefficient and costly. However, conducting a trial that combines all severe pediatric
hemorrhagic injury groups in a single analysis could
neglect important systematic differences in treatment
effect that may exist between the groups. A pilot study
enrolling 31 patients was successfully completed demonstrating the feasibility of patient consent, enrollment,
and follow-up procedures [11], but a larger study is
needed to assess efficacy.
Bayesian adaptive clinical trials have been successfully
used to help study rare diseases and infrequent conditions [12, 13]. Adaptive designs allow for the features of
the study to change in a pre-specified way based on accumulating data during the trial. These approaches are
becoming more common, and the FDA has recently released guidance on adaptive designs in industry clinical
trials [14].
The Traumatic Injury Clinical Trial Evaluating Tranexamic Acid in Children (TIC-TOC) trial is a Bayesian
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adaptive prospective, double-blinded, placebo-controlled,
multicenter adaptive trial to assess the efficacy and safety
of TXA in children with severe hemorrhagic injury to
the brain and/or torso. The trial includes several innovative features designed to improve the efficiency of the
trial and address inherent challenges. This trial will test
the efficacy of at least two doses of TXA in children with
hemorrhagic brain and/or torso injuries. The use of
dose-response
modeling
and
response-adaptive
randomization allow efficient investigation of several
doses, including a staggered approach to initiating the
highest dose, which has been successfully performed in
other studies [15, 16]. Additionally, we will incorporate a
hierarchical model that leverages data across the injury
groups for efficient estimation and inference. Finally, we
propose a novel patient-centered endpoint that captures
both the outcome and its trajectory.

Methods/study design
The Traumatic Injury Clinical Trial Evaluating Tranexamic Acid in Children (TIC-TOC) study will be a multicenter trial in children with hemorrhagic brain and/or
torso injuries. Study drug (TXA or placebo) will be given
within 3 h of injury starting with a 30-min bolus dose
followed by an 8-h infusion.
The trial will enroll up to 2000 children whose
hemorrhagic injuries are classified as “Brain,” “Torso,” or
“Both” at 30–40 academic level 1 trauma centers in the
USA. The sample size will be adaptively determined by
frequent interim analyses that will be performed after
500, 750, 1000, 1250, 1500, and 1750 patients are randomized. Initially, patients will be randomized equally
among three study arms: placebo, TXA 15 mg/kg bolus
dose then a 2 mg/kg/h infusion, and TXA 30 mg/kg
bolus dose then a 4 mg/kg/h infusion, with the possibility of initiating a TXA 45 mg/kg bolus dose then a 6 mg/
kg/h infusion arm later in the trial based on accumulating data. At each interim analysis, the randomization
probabilities will be adjusted to preferentially allocate
patients to better performing dosing arms, while the placebo arm probability will stay fixed. The trial will use a
Bayesian hierarchical model that allows the estimates of
the treatment effect for each of the injury types to be informed by the data accumulated from all injury types.
SPIRIT reporting guidelines were used in this manuscript [17].
Primary outcome measure: the Pediatric Quality of Life
Inventory (PedsQL) area under the curve

The Pediatric Quality of Life Inventory (PedsQL) is a
survey that assesses various quality aspects of a child’s
life [18]. There are different versions based on a child’s
age to account for development stages. The total score
for all age versions ranges from 0 to 100 where higher
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scores correspond to a better quality of life, and the instrument has been validated across age groups. In the
TIC-TOC study, the PedsQL survey will be administered
1 week, 1 month, 3 months, and 6 months after injury.
The primary outcome in the TIC-TOC trial will be the
area under the curve (AUC) of these surveys which results in a continuous outcome measure ranging between
0 and 100 [19]. AUC is commonly used for the analysis
of longitudinal quality of life surveys and our approach
to the derivation of AUC is similar to published literature [20, 21]. All four PedsQL measures (at the various
time points) will be used in the calculation of the AUC
for the Brain and the Both injury groups. Most patients
with Torso injuries are expected to recover by one
month, regardless of what treatment the patient receives.
For this reason, in the Torso injury group, only the 1
week and 1 month surveys will be included in the primary outcome calculation. The AUC captures both the
amount of recovery as well as the rate of recovery within
a single measurement. It also allows a varying number of
time points across injury groups to be incorporated into
a single measure that is comparable across injury groups.
The AUC may be calculated in the presence of missing
follow-up visit surveys if the PedsQL is observed for at
least one timepoint using the trapezoid rule. If only one
follow-up PedsQL outcome is observed, that value is
assigned to the AUC. For any single timepoint, a difference between PedsQL surveys of 4.5 units has been considered to represent a clinically meaningful difference
[22]. We have applied this 4.5 clinically meaningful difference to the AUC outcome as well.
Statistical model

A dose-response model is used to characterize the relationship between the dose of TXA and outcomes as defined by the PedsQL AUC. The selected model is a
hyperbolic Emax model [23], which is commonly used in
dose-ranging studies in all stages of drug development
[24]. The model has the distinguishing feature that it is
monotonic; thus, higher doses are expected to have
greater difference from placebo in average PedsQL AUC
values.
The hyperbolic Emax model is typically used within a
single population of interest. Since the TIC-TOC trial
investigates three distinct, yet related, populations (Brain
injury, Torso injury, and Both), we extend the model to
accommodate multiple injury types. We introduce a
hierarchical structure [25] to the model that allows
inferences to be drawn within each injury group while
leveraging data from all patients in the trial. This integration (“borrowing”) of information across injury
groups is a key feature of the design and is especially
critical for the Both injury group because the sample size
is expected to be substantially smaller than for the other
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injury groups. The hierarchical model is specified a
priori but the behavior of the model is dynamic in that it
will borrow or share more information across injury
groups when the observed effects of TXA compared to
placebo are similar across injury groups, while the model
results in less borrowing and more independent estimates when there is a more heterogeneous result observed. In addition, this borrowing reduces the overall
probability of making at least one false claim of success
under the scenario in which none of the injury groups
has true benefit (the global null). When there is no effect
of TXA in any injury group, the borrowing mitigates the
impact of spurious results within a particular arm of an
injury group. A benefit of the hierarchical model is a
greater precision of estimates and better decisions regarding benefit of TXA in each injury type [25]. Details
of the statistical model, including prior distributions, are
provided in the supplement (Adaptive Design Report).
All inferences about the primary outcome will be
based on this prespecified model, which will be periodically updated as described below using a Bayesian framework as data accrues during the trial. Probabilities
derived from this model will guide all adaptive decisions
within each injury type, including the response-adaptive
randomization, the evaluation of pre-specified stopping
rules, and whether to open a higher dose arm. The adaptive design rules are described below.
Response adaptive randomization

Response-adaptive randomization allows the proportion
of patients allocated to the different dosage arms to
change throughout the trial based on accumulating data.
There are different methods and algorithms used to implement response-adaptive randomization; our method
is similar to that described in Trippa et al. [26]. From
the statistical model, we determine which dose is estimated to have at least 80% of the treatment effect (ED80)
attributable to the maximum dose (i.e., 45 mg/kg). The
randomization probabilities within each injury type will
be proportional to the probability that each dose is the
ED80 within that injury type. By targeting the ED80, the
algorithm will tend to back away from the highest dose
whenever a lower dose is available that maintains most
of the treatment effect of the higher dose. This strategy
helps minimize the number of children exposed unnecessarily to high doses.
Response-adaptive randomization is implemented
starting after 500 total patients have been enrolled. After
that, the proportions allocated to each arm within each
injury are updated every time an additional 250 patients
have been enrolled (i.e., after 500, 750, 1000, 1250, 1500,
and 1750 patients). The allocation proportions across
arms can differ between the injury groups. Only individuals who have an observed outcome will contribute to
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the response adaptive randomization. This means that
recently randomized patients without an observed outcome will not contribute when the study reaches the interim sample size (e.g., 500), but will contribute their
information to the following interim analysis assuming
they have an observed outcome at that point. Because
this study is conducted in a blinded fashion and study
drug is given over 8 h, patients who were randomized to
an arm that is suspended will have completed treatment
by the time the allocations are updated and will not be
notified of the suspension.
An additional constraint is applied to prevent the
algorithm from assigning patients to underperforming
doses. Within any injury group, if the randomization
allocation probability drops below 10% for a given
dose, that dose is temporarily dropped from the
randomization sequence for that injury group. At
future interim looks, it is possible that a dropped
dose could re-enter the allocation proportions based
on the additional accumulating data. The placebo arm
is forced to remain in the study and is not allowed to
be dropped. If the response-adaptive randomization
results in only two arms being used at a single time
within an injury group, the allocations are forced to
be 50% placebo and 50% to the TXA dose being
used. Otherwise, the placebo arm allocation probability is fixed at 33% throughout the trial.
Adding the high dose

A common concern in drug development is that too
narrow of a dose range is explored, which limits the
selection of doses to continue on to the later phase
trials [27]. If too low of a dose is selected, this mistake increases the risk of failure as the full potential
of the drug is not considered. The exploration of
higher doses needs to be appropriately balanced with
any safety concerns. Although TXA has been demonstrated to be safe in other populations, the TIC-TOC
trial will start enrolling in each injury group with
three arms (placebo [0 mg/kg], TXA 15 mg/kg, and
30 mg/kg). Within a single injury group, we will add
a 45 mg/kg arm of TXA if both of the following conditions are met for that injury group:
 There is at least a 50% posterior probability that the

model-estimated difference in AUC between the 45
mg/kg arm and placebo is greater than or equal to
4.5 quality of life units for that injury group (the
minimum clinically meaningful difference) based on
extrapolating the results seen in the 15 mg/kg and
30 mg/kg arms, and
 There are no safety concerns for a higher dose
identified by the Data and Safety Monitoring Board
based on current data.
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If the 45 mg/kg dosing arm is opened within an injury
group, the initial randomization probability for that dose
will be capped at no more than 20% until the probabilities are re-evaluated at the next interim look. This cap
is instituted to ensure that preliminary safety data can be
collected on the 45 mg/kg arm within an injury group
before a larger proportion of patients is randomized to
that dose. After the 45 mg/kg dosing arm has been initiated for at least one interim period, the maximum allocation proportion for the 45 mg/kg arm increases to 50%.
Stopping rules and decision boundaries

The final analysis for each injury type does not occur
until after all enrolled patients in that injury type have
reached the last PedsQL survey timepoint. At the final
analysis, an injury group will be meeting the criteria for
efficacy if there is sufficiently high probability that the
dose-response model has a positive slope. We will use
the probability that each dose has at least 80% of the
treatment effect (ED80) attributable to the maximum
dose when updating the allocation sequence. However,
for the final analysis, our goal is to evaluate whether
there is an efficacy signal of TXA as a whole which is
why we evaluate the slope of the curve.
An injury group may stop enrollment early either for
reaching a sample size cap (1600, 900, and 300 patients,
respectively for the Brain, Torso, and Both groups), for
futility, or for the expectation of success. Stopping for efficacy and futility will be considered after 1000 patients
are enrolled and after each additional 250 patients thereafter (i.e., after 1000, 1250, 1500, 1750, and 2000 [maximum sample size] total patients are enrolled). When an
injury group stops for efficacy or futility, the official analysis will be performed once all patients randomized in
that injury group have reached their last follow-up
period. At that point, the data will be locked and the
final analysis for the injury group will be performed with
all new accumulated data (even from other injury
groups).
From the model, we compute the posterior probability
of a positive treatment effect within each injury group.
This probability is evaluated against the boundaries in
Table 1. For example, after 1000 patients have been
Table 1 Boundaries of posterior probabilities of efficacy for
stopping accrual and for final analysis decisions
Total
sample size

Brain

Torso

Both

1000

0.990

0.050

0.980

0.050

0.975

0.050

1250

0.990

0.100

0.980

0.100

0.975

0.100

1500

0.990

0.150

0.980

0.150

0.975

0.150

1750

0.990

0.200

0.980

0.200

0.975

0.200

Final analysis 0.981

0.250

0.978

0.250

0.975

0.250

Efficacy Futility Efficacy Futility Efficacy Futility
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randomized, the Torso group may stop accrual for expected success if the probability of a positive treatment
effect at the current sample size is at least 0.980 or stop
for futility if the probability of a positive treatment effect
at the current sample size is lower than 0.05.
The stopping boundaries were selected a priori to control for the probability of a false positive conclusion
within an injury type below 2.5% (one-sided) under the
global null scenario (no effect in the Brain, Torso, nor
Both injury groups), which was verified through simulation. When a stopping boundary is crossed, recruitment
is stopped for that injury group, and the patients currently enrolled in that injury group continue to have
follow-up until all individuals in that group have been
evaluated at all follow-up time periods. Due to the infrequency of patients in the Both injuries group, if both the
Brain and Torso injury groups stop enrollment for any
reason, we will stop recruitment in the Both injuries
group regardless of the current effect size. This is to prevent the trial from continuing for an infeasible amount
of time. For similar reasons, if either the Brain injury
group or the Torso injury group meet stopping boundaries, the remaining enrolling injury groups are limited to
a maximum sample size cap (to not excessively prolong
the study). Based on clinical knowledge about the proportions that these injuries occur (assumed to be 60%
Brain injuries, 30% Torso injuries, 10% Both injuries),
the maximum sample size for the Brain, Torso, and Both
groups are set to 1600, 900, and 300 patients, respectively. These caps allow for fluctuation in the assumed injury distribution since the maximum total sample size
stays fixed at 2000 patients.
Final analysis of the both group

Due to the lower prevalence of children with both head
and torso injuries, we do not expect that the trial will
have sufficient power to detect benefit in this group on
its own at interim analyses at the assumed effect sizes of
TXA, even with the hierarchical model. At the end of
the trial, if both the Brain and Torso groups are shown
to be efficacious and the Both group has not yet crossed
a stopping boundary, a separate hyperbolic Emax model
will be performed on the Both injury group. For this
model, informative priors will be constructed using the
estimates obtained in the Brain and Torso groups.
Additional details are provided in the supplement
(Adaptive Design Report).
Simulations

To evaluate the behavior of the adaptive design, we performed computer simulations of the trial across a range
of plausible scenarios. We created a set of hypothetical
dose-response relationships for PedsQL AUC for each
injury type. For each of the scenarios displayed in Fig. 1,
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we simulated 5000 trials. In each trial, we generated
PedsQL AUC scores according to the truth for the scenario and had the computer conduct the design as specified above. This process was repeated, and the behavior
of each “virtual trial” was tracked, including the number
of patients assigned to each dose within each injury type,
when accrual was stopped and the reason, and the selected dose, if any, for each injury type. These operating
characteristics were then summarized across all simulated trials for each scenario.
The effect sizes for the Brain, Torso, and Both groups
are shown in their respective columns. The lines plotted
display the treatment effect (the difference between each
dose and placebo). Flat lines at 0 indicate the null effect
(i.e., no difference between TXA and placebo) and is
represented in scenario 1. Scenarios 2 through 4 indicate
varying levels of efficacy of TXA. Scenarios 5 through 8
represent mixed situations and are used to understand
the impact of the hierarchical model when TXA is efficacious in at least one injury group but not in at least
one other. Scenario 9 represents a situation where TXA
is harmful in one injury type and efficacious in the other
two.
Operating characteristics

Using these stopping boundaries, the following operating
characteristics were determined through simulation
among nine scenarios. For our simulations, power was
defined within an injury group as the probability of successfully identifying TXA is superior to placebo when
that is the case based on the estimated dose response
curve. Due to the borrowing of information across injury
groups, the thresholds are more liberal (lower thresholds) compared to traditional boundaries. This is because it is more difficult to reject the null hypothesis
with the borrowing unless you are seeing a large signal
in one injury group or a consistently positive signal
across all three injury groups (i.e., the borrowing
smooths out spurious results within a particular arm of
an injury group). The one-sided type I error rate is preserved in the Brain (2.1%), Torso (2.2%), and Both (1.4%)
injury groups under the null scenario.
Under the hypothesized effect size (scenario 2), there
is 94.9% power in the Brain group, 82.9% power in the
Torso group, and 64.4% power in the Both group to detect a difference in PedsQL AUCs between placebo and
TXA. The operating characteristics of the other scenarios can be seen in Table 2.
The probability of stopping the entire trial at each interim look assessing futility and efficacy are also displayed (meaning all three injury groups have stopped
enrollment). Under the null scenario, there is a 91%
chance that the trial will continue to enroll 2000 patients
and approximately a 20% chance in each injury group
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Fig. 1 Nine scenarios are presented to understand the operating characteristics of the model. Effect sizes for the PedsQL AUC compared to the
placebo arm are plotted for each dose for the Brain, Torso, and Both injury groups. Lines above zero on the vertical axis indicate efficacious
scenarios where flat lines at zero indicate the null scenario (no benefit). Lines below zero on the vertical axis indicate harmful scenarios

that the 45 mg/kg arm will be opened. Under the hypothesized effect (scenario 2), the probability of stopping
at each interim look ranges between approximately 15%
and approximately 25%. There is a 64% to 74% probability in each injury group that the 45 mg/kg dosing arm
will be opened. In scenario 3, there are varying effects of
TXA across the injury groups. As seen in Fig. 1, in this

scenario, TXA is less efficacious in the Torso group
compared to the Brain and Both groups. This corresponds to a substantial decrease in power for the Torso
group and only a minor decrease in power in the Brain
group. The inability to claim benefit in the Torso group
also results in a decrease in power for the Both group
(due to the hierarchical model). In the settings where
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Table 2 Operating characteristics of nine different scenarios
Scenario Power
1

Probability of stopping the entire trial at specific interim looks

Probability of opening 45 mg/kg dose

Brain† Torso† Both†

1000

1250

1500

1750

2000

Brain

Torso

Both

2.1%

0.3%

1.8%

2.5%

4.4%

91.0%

21.5%

20.6%

21.7%

2.2%

1.4%

2

94.9% 82.9% 64.4% 16.9%

22.5%

19.8%

15.9%

24.8%

73.9%

70.7%

63.9%

3

92.3%

15.2%

15.9%

16.7%

42.1%

72.5%

65.0%

65.1%

4

97.0%

89.0%

73.1%

23.8%

27.8%

20.3%

14.3%

13.7%

79.3%

76.1%

68.7%

5

92.5%

5.0%

39.0%

2.1%

4.2%

5.6%

18.2%

69.9%

67.3%

35.5%

59.8%

6

4.4%

65.9%

30.5%

0.9%

2.4%

4.6%

5.4%

86.6%

30.4%

63.4%

56.4%

7

3.2%

61.0%

3.2%

0.9%

2.2%

4.2%

5.9%

86.9%

27.0%

57.7%

30.6%

8

90.6%

4.3%

5.3%

1.9%

4.0%

5.6%

11.4%

77.2%

64.7%

31.6%

34.7%

9

0.0%

71.4%

24.7%

3.5%

11.6%

18.6%

20.1%

46.1%

9.4%

53.0%

41.2%

64.6%

52.4%

10.1%

†

Italicized cells indicate the one-sided type I error rate in those scenarios. Bolded cells indicate the postulated scenario

TXA is more efficacious than hypothesized (scenario 4),
the power greatly increases for identifying benefit in the
Torso and Both injury groups and there is a larger likelihood that the trial will stop early. Due to the borrowing
of information across the injury groups, the one-sided
type I errors are mildly inflated in scenarios when there
is an effect in at least one group and no effect in at least
one other group (scenarios 5 through 8). In the scenario
where there is a harmful effect in the Brain group but efficacious in Torso and Both, we have less than a 0.1%
chance that we conclude TXA is efficacious in the Brain
injury group (scenario 9). The Torso group maintains
adequate power (71.4%) to detect an effect of TXA. This
scenario demonstrates how borrowing is reduced when
the observed effects are conflicting.
Expected sample sizes by injury group and dose

Due to the response-adaptive randomization, the proportions of patients in each study dosing arm change
based on the accumulating data. For each simulated trial,

we record the sample size per dose at the time that an
injury group stops accrual. The median sample size for
each study arm within each injury group is displayed for
the hypothesized scenario (scenario 2) in Fig. 2. The bars
extending from each median display the 10th and 90th
percentile sample sizes among the simulations. Because
response adaptive randomization does not begin until
500 patients have been randomized, there is a minimum
number of patients that are expected to be observed for
the placebo, 15 mg/kg, and 30 mg/kg dosing arms in the
three injury groups, regardless of the effect size. In the
hypothesized scenario, the assumed effect sizes are 3.6 units
(15 mg/kg), 4.5 units (30 mg/kg), and 4.9 units (45 mg/kg),
so that the ED80 would be the minimum dose that results
in an effect size of at least 3.9 quality of life units in AUC
(i.e., 4.9 effect size at 45 mg/kg * 80% effectiveness = 3.9
quality of life threshold). In this case, the 30 mg/kg dose
would be the correct ED80 in each injury group. As expected and demonstrated in Fig. 2, the response-adaptive
randomization favors the 30 mg/kg arm.

Fig. 2 Summaries of expected sample sizes by injury group and arm for the hypothesized scenario (scenario 2 [dose responsive benefit seen in all
three injury groups]). The bars display the median and the lines display the 10th and 90th percentile of the expected sample sizes across simulations
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Figure 3 displays the average sample sizes under the
null scenario (scenario 1). The adaptive randomization
tends to apply roughly equal allocation across the dosing
arms. Even though the 45 mg/kg dosing arm is opened
in approximately 20% of the null simulations as seen in
Table 2, very few patients are actually allocated to the
45 mg/kg dosing arm. This is partly due to the restrictions that are placed on the allocation probabilities to
the high dose once it is introduced.

Discussion
The TIC-TOC trial will provide an important addition
to medical research for the treatment of children with
hemorrhagic injuries. Although there are substantial data
regarding the effectiveness of TXA for mitigating bleeding in both adults and children during surgery [3–7],
and a mortality benefit of TXA for adults with
hemorrhagic torso [8] and brain injuries [9], there have
been no clinical trials of TXA for injured children. This
critical gap in knowledge has substantial implications. If
TXA were found to be efficacious in children with
hemorrhagic injuries, it would likely be a safe, inexpensive adjunct in the management of injured children
worldwide. If not found to be efficacious, or if safety issues outweighed its benefits, TXA should not be used
for routine care of children with hemorrhagic injuries.
This trial design offers solutions to the unique challenges of investigating TXA in injured children by making the most efficient use of valuable patient resources
to answer several research questions. These include
whether TXA provides benefit in three different injury
groups, and which dose should be used in this setting.
The incorporation of early stopping rules allows enrollment to end within an injury group once the research
question has been answered or is futile.
A traditional clinical trial might either limit enrollment
to a single injury type, or would pool data together
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across injury types, assuming a common treatment effect. Our Bayesian adaptive design incorporates a statistical model that will provide a distinct treatment effect
estimate for each injury type that leverages data for all
injury types, to the extent that the treatment effects are
similar. Our hierarchical model considers the three injury types to be unordered groups. A more sophisticated
model might be conceived that better reflects the nature
of the groups, that is, that the Both group overlaps the
Brain and Torso groups. Designing the study with the
Bayesian framework allows for easy interpretation of the
study results compared to what is typically provided by
frequentist analyses [28].
The response-adaptive randomization provides a more
ethical approach because patients within the trial are
more likely to be assigned to the study arm that appears
to be more efficacious at the time. There have been
simulation studies that suggest that response-adaptive
randomization has limitations and unintentional consequences to the study design. However, this has been predominantly in two-arm trial settings in which the
control arm allocation is allowed to decrease or when
appropriate tuning parameters are not chosen [29–31].
Trippa et al. [26] demonstrate that response-adaptive
randomization can require fewer overall patients compared to a fixed design while maintaining a certain level
of statistical power. A detailed discussion and simulation
study showing the benefit of response-adaptive
randomization in scenarios like what is used in the TICTOC study design can be found elsewhere [32]. The investigators of that study compared various versions of
response-adaptive randomization previously published
and discuss the effect response-adaptive randomization
has on power, sample size, and arm selection. Another
limitation of response-adaptive randomization is the
presence of time trends. In particular, if there is a time
effect for the treatment of patients, then decisions made

Fig. 3 Summaries of expected sample sizes by injury group and arm for the null scenario (scenario 1 [no benefit or harm seen with TXA across
injury groups]). The bars display the median and the lines display the 10th and 90th percentile of the expected sample sizes

VanBuren et al. Trials

(2021) 22:769

earlier in a trial may not reflect what should have
occurred at a later time (which might result in
parameter drift in the ongoing model estimation).
For this study population, the management of
pediatric hemorrhagic trauma patients has not changed significantly in years. Due to the severity of the
patient’s situation, they are prioritized upon emergency department arrival so we do not believe there
will be concerns for time trends during enrollment.
In the unexpected situation where a time trend is
observed, a time variable will be incorporated into
the regression as described in Robertson [33].
In pediatric surgery, up to 100 mg/kg doses of TXA
are used [6]. Therefore, there is clinical precedent to use
higher doses than 30 mg/kg of TXA in children. However, we are taking a cautious approach, starting with
lower doses and adaptively expanding randomization to
the higher dose. Additionally, by targeting the dose that
is estimated to have at least 80% of the treatment effect
attributable to the maximum dose, the responseadaptive randomization algorithm will favor lower doses
whenever they provide comparable efficacy to higher
doses. There are potential limitations when adding a
new dose to a study as illustrated by Lee [34] such as
time trends, type I error inflation, and implementation
challenges for existing patients. As discussed above, the
presence of time trends is not expected in this population. This statistical design evaluates the dose response
curve compared to placebo instead of a separate comparison for each individual dose which removes a common multiplicity concern. In addition, the type I error
rates in each injury group have been verified through
simulation. The study is implemented in a blinded fashion so concerns about the addition of the 45 mg/kg arm
is mitigated by the fact that only certain unblinded
personnel will be aware of what each patient has received. We have chosen to restrict the maximum
allowed proportion initially allocated to the 45 mg/kg
arm to 20%, recognizing that this does not allow a substantial number of patients to be monitored at the 45
mg/kg arm for safety events. In the rare event that there
is a safety concern with 45 mg/kg, we would likely observe a safety signal among the placebo, 15 mg/kg, and
30 mg/kg arms earlier in the trial before that arm is
opened during a regularly scheduled data and safety
monitoring board review.
In multi-arm trials, using a dose-response curve has
many benefits compared to estimating the response for
each dose separately [35]. In a traditional trial, patients
may be allocated to a higher dose immediately which
could lead to safety concerns or which might not consider a higher dose and lose the possibility of detecting
the treatment effect of an optimal dose. Using the
Bayesian adaptive approach, we open a higher dose in a
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systematic fashion based on accumulating data. This is
conceptually similar to phase I dose escalation trials
[36]. The model also adjusts for multiplicities so there is
no penalty for multiple arms. Incorporating this structure reduces the variances when looking at trends between doses.
The hyperbolic Emax model has been extended in previous settings, for example to accommodate nonmonotonic dose-response relationships [37]. The TICTOC study will implement a different extension of the
hyperbolic Emax model to allow for incorporation of
multiple injury groups into a single analysis. The hierarchical structure allows for the more robust inference
of less prevalent injuries such as the group of children
with both brain and torso injuries. Other methods have
implemented these structures in the past [12, 25].
During the process of designing this trial, we considered a range of parameters controlling the extent of
borrowing across injury types through the hierarchical
model. We also explored different stopping boundaries.
Due to the safety profile of TXA and what has been
established regarding the efficacy signal in adults, we
designed this trial to provide a definitive answer (efficacy or futility) of whether TXA should be given to
children who experience a traumatic hemorrhagic injury. We chose a less aggressive futility rule to provide
the robust evidence needed to avoid using TXA if it
does not improve outcomes for children in emergency
situations. After considering the operating characteristics of each of these design variants, the design described above was selected, as it provided adequate
power for the anticipated treatment effect scenario
while not inflating the false positive rate beyond a reasonable degree due to the borrowing across injury
types. These selected stopping boundaries provide operating characteristics with reasonable trade-offs in the
sample size distributions.
At the end of the trial, if efficacy has been declared in
the Torso injury and Brain injury groups, but not yet in
the Both injury group, we provide a method for analyzing the Both group to reach a more appropriate conclusion about the potential benefit of TXA in that arm.
This process incorporates clinical reasoning into the
statistical model. In a scenario in which efficacy is demonstrated in the Torso and the Brain injury groups, it
would be intuitive to think it would be efficacious in the
Both injury group. Designing the analyses this way allows us to make informative decisions about the Both
injury group (e.g., what is the optimal dose that providers should use in practice) without completely disregarding the collected data from the Both group. This
design still controls the type I error rate in each injury
group under the global null scenario (i.e., no benefit in
any injury group).
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Conclusion
The TIC-TOC trial will provide critical information to
medical research for the treatment of children with
hemorrhage injuries. Existing established trial methods
have been incorporated into this novel Bayesian adaptive
design to increase the efficiency of the study. The design
allows for inferences of optimal design in various types
of injuries and allocates more patients to doses that appear to be most beneficial throughout the study. It
would not be feasible to study children with multiple
trauma consisting of both brain and torso injuries without this design. At the end of the trial, investigators will
have better guidance of whether TXA is efficacious for
children with hemorrhagic injuries and what dose of
TXA to use for the specific injury types.
Abbreviations
AUC: Area under the curve; CRASH: Clinical Randomization of an
Antifibrinolytic in Significant Hemorrhage; PedsQL: Pediatric Quality of Life
Inventory; TIC-TOC: Traumatic Injury Clinical Trial Evaluating Tranexamic Acid
in Children; TXA: Tranexamic acid

Supplementary Information
The online version contains supplementary material available at https://doi.
org/10.1186/s13063-021-05737-0.
Additional file 1.

Acknowledgements
Not applicable

Authors’ contributions
JVB drafted manuscript. TCC, RJL, and AM contributed to statistical design.
DKN, NK, RJL, and JMD provided clinical input to design. All authors
reviewed and approved manuscript.

Funding
Research reported in this publication was supported by the National Heart,
Lung, and Blood Institute (NHLBI) of the National Institutes of Health under
Award Number R34HL135214. Additional support has been provided by the
Utah Trial Innovation Center funded by the National Center for Advancing
Translational Sciences (NCATS) under cooperative agreement U24TR001597.
The content is solely the responsibility of the authors and does not
necessarily represent the official views of the National Institutes of Health.
This project is also supported in part by the Health Resources and Services
Administration (HRSA), Maternal and Child Health Bureau (MCHB), Emergency
Medical Services for Children (EMSC) Network Development Demonstration
Program under cooperative agreements U03MC00008, U03MC00001,
U03MC00003, U03MC00006, U03MC00007, U03MC22684, U03MC22685, and
EMSC Data Center Grant Award UJ5MC30824. This information or content
and conclusions are those of the author and should not be construed as the
official position or policy of, nor should any endorsements be inferred by
HRSA, HHS, or the US Government. The funding organizations had no role in
the design and conduct of the study; collection, management, analysis, and
interpretation of the data; preparation, review, or approval of the manuscript;
and decision to submit the manuscript for publication. This trial was initially
designed through the Clinical Trials Methodological Course (R25 NS088248).

Availability of data and materials
All data in this manuscript were simulated.

Page 10 of 11

Declarations
Ethics approval and consent to participate
The University of Utah Institutional Review Board will act as the IRB of record
for this trial once funded.
Consent for publication
Not applicable
Competing interests
The authors declare that they have no competing interests.
Author details
1
Department of Pediatrics, University of Utah School of Medicine, 295
Chipeta Way, Salt Lake City, UT 84108, USA. 2Department of Emergency
Medicine, University of California, Davis School of Medicine, Sacramento, CA
95817, USA. 3Department of Pediatrics, University of California, Davis School
of Medicine, Sacramento, CA 95817, USA. 4Department of Emergency
Medicine, Harbor-UCLA Medical Center, Torrance, CA 90509, USA. 5Berry
Consultants, LLC, Austin, TX 78746, USA.
Received: 11 June 2021 Accepted: 20 October 2021

References
1. 10 leading causes of death by age group: Centers for Disease Control and
Prevention; [Available from: https://www.cdc.gov/injury/images/lc-charts/lea
ding_causes_of_death_by_age_group_2018_1100w850h.jpg.
2. Gruen RL, Brohi K, Schreiber M, Balogh ZJ, Pitt V, Narayan M, et al.
Haemorrhage control in severely injured patients. Lancet (London, England).
2012;380(9847):1099–108.
3. Hasegawa T, Oshima Y, Maruo A, Matsuhisa H, Tanaka A, Noda R, et al.
Intraoperative tranexamic acid in pediatric bloodless cardiac surgery. Asian
Cardiovasc Thorac Ann. 2014;22(9):1039–45. https://doi.org/10.1177/02184
92314527991.
4. Pasquali SK, Li JS, He X, Jacobs ML, O'Brien SM, Hall M, et al.
Comparative analysis of antifibrinolytic medications in pediatric heart
surgery. J Thorac Cardiovasc Surg. 2012;143(3):550–7. https://doi.org/10.1
016/j.jtcvs.2011.06.048.
5. Shimizu K, Toda Y, Iwasaki T, Takeuchi M, Morimatsu H, Egi M, et al. Effect of
tranexamic acid on blood loss in pediatric cardiac surgery: a randomized
trial. J Anesth. 2011;25(6):823–30. https://doi.org/10.1007/s00540-011-1235-z.
6. Faraoni D, Goobie SM. The efficacy of antifibrinolytic drugs in children
undergoing noncardiac surgery: a systematic review of the literature.
Anesth Anal. 2014;118(3):628–36. https://doi.org/10.1213/ANE.
0000000000000080.
7. Ker K, Edwards P, Perel P, Shakur H, Roberts I. Effect of tranexamic acid on
surgical bleeding: systematic review and cumulative meta-analysis. BMJ :
British Medical Journal. 2012;344(may17 1):e3054. https://doi.org/10.1136/
bmj.e3054.
8. Roberts I, Shakur H, Coats T, Hunt B, Balogun E, Barnetson L, et al. The
CRASH-2 trial: a randomised controlled trial and economic evaluation of the
effects of tranexamic acid on death, vascular occlusive events and
transfusion requirement in bleeding trauma patients. Health Technol Assess
(Winch Eng). 2013;17(10):1–79.
9. Collaborators C-T. Effects of tranexamic acid on death, disability, vascular
occlusive events and other morbidities in patients with acute traumatic
brain injury (CRASH-3): a randomised, placebo-controlled trial. Lancet
(London, England). 2019;394(10210):1713–23.
10. Nishijima DK, Kuppermann N, Roberts I, VanBuren JM, Tancredi DJ. The
effect of tranexamic acid on functional outcomes: an exploratory analysis of
the CRASH-2 randomized controlled trial. Ann Emerg Med. 2019;74(1):79–87.
https://doi.org/10.1016/j.annemergmed.2018.11.018.
11. Nishijima DK, VanBuren J, Hewes HA, Myers SR, Stanley RM, Adelson PD,
et al. Traumatic injury clinical trial evaluating tranexamic acid in children
(TIC-TOC): study protocol for a pilot randomized controlled trial. Trials. 2018;
19(1):593. https://doi.org/10.1186/s13063-018-2974-z.
12. Quintana M, Viele K, Lewis RJ. Bayesian analysis: using prior information to
interpret the results of clinical trials. JAMA. 2017;318(16):1605–6. https://doi.
org/10.1001/jama.2017.15574.

VanBuren et al. Trials

(2021) 22:769

13. Kapur J, Elm J, Chamberlain JM, Barsan W, Cloyd J, Lowenstein D, et al.
Randomized trial of three anticonvulsant medications for status epilepticus.
N Engl J Med. 2019;381(22):2103–13. https://doi.org/10.1056/NEJMoa1
905795.
14. Adaptive Designs for Clinical Trials of Drugs and Biologics Guidance for
Industry. Department of Health and Human Services Food and Drug
Administration; 2019.
15. Lewis RJ, Viele K, Broglio K, Berry SM, Jones AE. An adaptive, phase II, dosefinding clinical trial design to evaluate L-carnitine in the treatment of septic
shock based on efficacy and predictive probability of subsequent phase III
success. Crit Care Med. 2013;41(7):1674–8. https://doi.org/10.1097/CCM.
0b013e318287f850.
16. Heath A, Yaskina M, Pechlivanoglou P, Rios D, Offringa M, Klassen TP, et al.
A Bayesian response-adaptive dose-finding and comparative effectiveness
trial. Clinical trials (London, England). 2021;18(1):61–70.
17. Chan A-W, Tetzlaff JM, Gøtzsche PC, Altman DG, Mann H, Berlin JA, et al.
SPIRIT 2013 explanation and elaboration: guidance for protocols of clinical
trials. BMJ : British Medical Journal. 2013;346(jan08 15):e7586. https://doi.
org/10.1136/bmj.e7586.
18. Varni JW, Seid M, Kurtin PS. PedsQL 4.0: reliability and validity of the
Pediatric Quality of Life Inventory version 4.0 generic core scales in healthy
and patient populations. Med Care. 2001;39(8):800–12. https://doi.org/10.1
097/00005650-200108000-00006.
19. Nishijima DK, Gosdin M, Naz H, Tancredi DJ, Hewes HA, Myers SR, et al.
Assessment of primary outcome measures for a clinical trial of pediatric
hemorrhagic injuries. Am J Emerg Med. 2020;43:210-6.
20. Ozkaya E, Kutlu T, Abide Yayla C, Kayatas Eser S, Sanverdi I, Devranoglu B.
Area under the curve of temporal estrogen and progesterone
measurements during assisted reproductive technology: which hormone is
the main determinant of cycle outcome? J Obstet Gynaecol Res. 2018;44(2):
263–9. https://doi.org/10.1111/jog.13492.
21. Jordan KH, Long DL, McGwin G Jr, Childers NK. Average area under the
curve: an alternative method for quantifying the dental caries experience in
longitudinal studies. Community Dent Oral Epidemiol. 2019;47(5):441–7.
https://doi.org/10.1111/cdoe.12482.
22. Varni JW, Limbers CA. The pediatric quality of life inventory: measuring
pediatric health-related quality of life from the perspective of children and
their parents. Pediatr Clin North Am. 2009;56(4):843–63. https://doi.org/10.1
016/j.pcl.2009.05.016.
23. MacDougall J. Analysis of dose-response studies -Emax Model. In: N. T,
editor. Dose Finding in Drug Development Statistics for Biology and
Heatlth. New York, NY: Springer; 2006.
24. Thomas N, Sweeney K, Somayaji V. Meta-analysis of clinical dose–
response in a large drug development portfolio. Statistics in
Biopharmaceutical Research. 2014;6(4):302–17. https://doi.org/10.1080/1
9466315.2014.924876.
25. McGlothlin AE, Viele K. Bayesian hierarchical models. JAMA. 2018;320(22):
2365–6. https://doi.org/10.1001/jama.2018.17977.
26. Trippa L, Lee EQ, Wen PY, Batchelor TT, Cloughesy T, Parmigiani G, et al.
Bayesian adaptive randomized trial design for patients with recurrent
glioblastoma. J Clin Oncol. 2012;30(26):3258–63. https://doi.org/10.1200/
JCO.2011.39.8420.
27. Jaki T, Clive S, Weir CJ. Principles of dose finding studies in cancer: a
comparison of trial designs. Cancer Chemother Pharmacol. 2013;71(5):1107–
14. https://doi.org/10.1007/s00280-012-2059-8.
28. Lewis RJ, Angus DC. Time for clinicians to embrace their inner Bayesian?:
reanalysis of results of a clinical trial of extracorporeal membrane
oxygenation. JAMA. 2018;320(21):2208–10. https://doi.org/10.1001/jama.201
8.16916.
29. Freidlin B, Korn EL. Adaptive randomization versus interim monitoring. J Clin
Oncol. 2013;31(7):969–70. https://doi.org/10.1200/JCO.2012.45.0254.
30. Wathen JK, Thall PF. A simulation study of outcome adaptive randomization
in multi-arm clinical trials. Clin Trials. 2017;14(5):432–40. https://doi.org/10.11
77/1740774517692302.
31. Thall P, Fox P, Wathen J. Statistical controversies in clinical research:
scientific and ethical problems with adaptive randomization in comparative
clinical trials. Ann Oncol. 2015;26(8):1621–8. https://doi.org/10.1093/annonc/
mdv238.
32. Viele K, Broglio K, McGlothlin A, Saville BR. Comparison of methods for
control allocation in multiple arm studies using response adaptive
randomization. Clin Trials. 2019;0(0):1740774519877836.

Page 11 of 11

33. Robertson DS, Lee KM, Lopez-Kolkovska BC, Villar SS. Response-adaptive
randomization in clinical trials: from myths to practical considerations; 2020.
34. Lee KM, Brown LC, Jaki T, Stallard N, Wason J. Statistical consideration when
adding new arms to ongoing clinical trials: the potentials and the caveats.
Trials. 2021;22(1):203. https://doi.org/10.1186/s13063-021-05150-7.
35. Viele K, Connor JT. Dose-finding trials: optimizing phase 2 data in the drug
development process. JAMA. 2015;314(21):2294–5. https://doi.org/10.1001/ja
ma.2015.16702.
36. Iasonos A, Wilton AS, Riedel ER, Seshan VE, Spriggs DR. A comprehensive
comparison of the continual reassessment method to the standard 3 + 3
dose escalation scheme in Phase I dose-finding studies. Clin Trials. 2008;5(5):
465–77. https://doi.org/10.1177/1740774508096474.
37. Gajewski BJ, Meinzer C, Berry SM, Rockswold GL, Barsan WG, Korley FK, et al.
Bayesian hierarchical EMAX model for dose-response in early phase efficacy
clinical trials. Stat Med. 2019;38(17):3123–38. https://doi.org/10.1002/sim.8167.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

