As the number of trials

conducted in newly
emerging regions
continues to increase,
so does the challenge
of overcoming

language barriers.

Language Barriers in
Global Trials

Effective native language communication is an essential component in
the success of international clinical trials, and as the number of trials
conducted in newly emerging regions—including countries in Latin Amer-
ica, Central and Eastern Europe (CEE), and Asia—continues to increase,
so does the challenge of overcoming language barriers. According to U.S.
government publications,' 8.9% of clinical trials registered with U.S. health
authorities are conducted in emerging countries of Asia, 7.4% in Latin
America, 7.1% in Central and Eastern Europe (CEE), and 1.6% in Africa.
These numbers are growing exponentially.

The challenge is multifaceted, because the translation of clinical trial
documents requires a high level of precision and accuracy compared to
other types of documents. Language equivalents must be carefully cho-
sen, and any cultural factors must be taken into account. Documents must
be back translated in order to ensure that the original meaning has not
been misconstrued, and translators must determine the closest language
equivalents in cases where exact translations do not exist. This requires
not only high proficiency in both the source and target languages, but also
demands an understanding of the culture, a background in the field of clini-
cal research, and familiarity with local regulatory procedures.

Depending on country-specific requirements, certain regulatory docu-
ments must be translated into the official language of the host coun-
try. In some countries, such as China, all regulatory documents must be
translated. In addition, patient materials such as informed consent forms
must be provided in the patient’s native language. However, the issue of
language is complicated by the fact that not all patients are proficient in
their country’s official language. Urbanization trends in many emerging
countries have resulted in diverse patient populations with considerable
linguistic and cultural differences from place to place, or even within
single cities.

Limited education among some patient populations in emerging countries
poses an additional challenge. Thus, an assessment of patient demograph-
ics at a particular site must be performed to help ensure that the translated
documents are effective and prevent delays in regulatory approval, particu-
larly for such documents as informed consent forms. Linguistic validation
and cultural adaptation are necessary as part of the translation process of
any patient-related materials, despite the additional time and cost.
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The issue of language
is complicated by

the fact that not all
patients are proficient
in their country’s official

language.

Dealing with Language

Among emerging regions dominant in
clinical research, patient populations
are commonly quite diverse. A look at
the numerous emerging countries with
exponential growth in clinical research
clearly demonstrates the complexity
of the situation (see Figure 1). Often
there are multiple translation require-
ments; in most cases, documents sub-
mitted to regulatory authorities must
be translated into the host country’s
official language, and institutional
review boards and ethics committees
have specific translation requirements
for patient-related materials. To fur-
ther complicate the situation, in some
countries, there is more than one offi-
cial language.

In several Asian countries, Eng-
lish is an official language, but many
patients do not have adequate profi-
ciency in it. Some of these countries
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have multiple official languages, such
as in Singapore, where Malay, Manda-
rin Chinese, Tamil, and English are all
official languages.? In India, not only
are there many different national lan-
guages, but there are several official
languages; more than a dozen are rec-
ognized by the government and many
more at the state level (Hindi, native
to one-fourth of India’s population,
is one of at least ten dominant Indian
languages).? In addition to numer-
ous dominant languages, there are
hundreds of regional Indian dialects.
Because India is such a multilingual
country, commonly patients must be
given a verbal explanation in their
own language prior to signing written
informed consent forms.*

Meanwhile, for European Union
member countries in CEE, there can
also be multiple translation require-
ments. In Ukraine, regulatory docu-
ments must be provided in both of the
country’s official languages, Ukrainian
and Russian.®

Even in countries where there is only
one official language, such as China
(Mandarin Chinese), Russia (Russian),
Turkey (Turkish), Mexico (Spanish), or
Brazil (Portuguese), great care must be
taken to identify linguistic differences
among patient populations and in cul-
turally adapting patient documents.
Often there are minority languages other
than the official language, or regional
dialects that must be considered. For
example, in China, several dominant
languages other than Mandarin Chinese
are spoken by a relatively large portion
of the population, including Taiwanese,
Cantonese, and Shanghainese.® In Rus-
sia, many ethnic minorities speak Rus-
sian as a second language, and there
are several regional dialects that have
subtle differences in meaning or word
use.” In Turkey, although most people
speak Turkish (the official language),
regional dialects and other languages
spoken by ethnic minorities must also
be taken into account by translators.®°

Indigenous populations in many
Latin American countries have sig-
nificantly influenced how the Spanish
language is spoken in their particular
region (i.e., Mexico, Bolivia, Colom-
bia, Ecuador, and Peru)."® Moreover,
there are considerable differences
among spoken regional dialects of
Spanish even within the same coun-
try (e.g., in Mexico).° Borrowed words
from dominant indigenous languages
and regional differences must there-
fore be taken into consideration when
translating patient materials. In Bra-
zil, despite the fact that there are no
regional dialects of Portuguese, there
are several dominant ethnic popula-
tions whose first language differs from
the country’s official language."

Often there are minority
languages other than
the official language, or
regional dialects that

must be considered.

In many emerging countries, lev-
els of education and proficiency in
the country’s official language play
a major role among certain patient
population. Some patients may need
to have documents verbally explained
to them in their own dialect or native
language. Moreover, despite improving
literacy rates, in many emerging coun-
tries, large patient populations have
high rates of illiteracy. For example,
in many Latin American countries,
women and indigenous populations
have reportedly lower reading compre-
hension and higher illiteracy rates than
the national averages.!? India’s literacy
rate is estimated at 61% of the total
adult population;'> however, there is a
great amount of variability throughout
different regions and among different
socioeconomic levels. In addition, illit-
eracy is significantly higher among
women.



Lack of healthcare education and
poor reading skills make these popula-
tions particularly vulnerable. Beyond
the issue of translation, therefore,
further measures must be taken to
help ensure adequate comprehension
among illiterate patient populations
in emerging countries. Thus, the lan-
guage component must be carefully
addressed in order to ensure adequate
patient understanding throughout
clinical trial participation.

Translation

One of the most common translation
issues is related to the fact that some
languages differ significantly from lan-
guages in which the majority of clinical
trial documents are originally prepared
(e.g., English or Western European lan-
guages). As a result, certain words or
phrases cannot be easily translated,
since equivalents (or the concepts them-
selves) do not exist in every language.
Moreover, vast differences in culture
and everyday practices result in differ-
ences in language use, and pose con-
siderable challenges in providing mean-
ingful translations. The translation
process therefore involves identifying
words or phrases that do not translate
well and determining which equiva-
lent best relays the intended meaning.
Idiomatic phrases are especially prob-
lematic, as they often differ drastically
between cultures. The translation of any
patient-related documents needs special
consideration to ensure that the culture
of the country or region is taken into
account.

Translating from one language into
another unrelated language is espe-
cially difficult since often there are
vast grammatical and structural differ-
ences. Moreover, back translation—an
important step in the translation of
clinical trial documents that ensures
that the original meaning remains
intact—works best between languages
that are closely related. In cases where
languages differ significantly, further

comparison is required and translators
must come up with the most acceptable
functional equivalents. For example,
Mandarin Chinese has several unique
elements that make translation from
other languages, such as English, more
challenging. For one thing, the written
language uses characters rather than
letters. Moreover, there are two char-
acter types, Traditional Mandarin char-
acters (common in Taiwan and Hong
Kong) and Simplified Mandarin charac-
ters (primarily used in mainland China).
In addition, sentence structure differs
significantly, and often Chinese phrases

related to English, but their written
form is the same as that from which
they are derived (i.e., Castilian Span-
ish and European Portuguese, respec-
tively). However, translators must take
into account differences in the way
these languages are spoken in Latin
American countries versus Europe;
overlooking differences in mean-
ing, language use, or distinct cultural
aspects will result in inaccuracies. For
example, many words from indige-
nous languages in Latin America have
replaced Spanish words; in Mexico,
some Nahuatl words have permanently

Some languages differ significantly from languages

in which the majority of clinical trial documents are

originally prepared.

or words have multiple (even opposite)
meanings. Some words are represented
by the same characters despite differ-
ences in grammatical form. For exam-
ple, in Mandarin Chinese the words for
“assess,” “assessing,” and “assessment”
all use the same character. Thus, the
construction of a sentence in Mandarin
Chinese may differ considerably from
the original English.

The Russian language presents
its own challenges, especially when
translating from English into Russian.
Although the Cyrillic alphabet is not
entirely unrelated to the Latin alpha-
bet, Russian differs from English in
several aspects, including grammar
and word order, and has one of the
most complicated punctuation sys-
tems.’> A comparison of the Turkish
language (90,000 words), and English
(600,000 words) reveals the reason that
Turkish translations are commonly
significantly shorter than their Eng-
lish equivalents—evidence that Eng-
lish words may not have exact Turkish
equivalents.!®

For Spanish and Portuguese in Latin
America, this is less of an issue; not
only are these languages more closely

been adopted into Mexican Spanish,
such as jicara (gourd/small cup) and
aguacate (avocado/ pear/idiot). There
also are regional differences within
each country that must be taken into
account.

Translating Informed Consent

One of the most important patient
documents is the informed consent
form. Accurate translation and cultural
adaptation are crucial to ensuring that
informed consent is obtained ethically.
Translated informed consent forms
must be properly validated for content.
Even a single word can change the
entire meaning of a phrase, something
which can be especially catastrophic
in clinical research. Ethics commit-
tees commonly delay the initiation of
a trial as a result of a poorly translated
informed consent form.

According to the Declaration of Hel-
sinki,'” informed consent forms must
follow a given set of accepted guide-
lines in order to help ensure that patient
rights are protected. Thus, translating
these documents presents additional
challenges to an already complex pro-
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cess. In some emerging countries where
clinical research is less established, it
may be difficult to relay crucial con-
cepts to patients, such as those related
to potential risks or to placebos, since
these terms do not exist in all lan-
guages. Several studies, particularly in
African countries, have encountered
this problem.'®

One of the major challenges in
translating informed consent is to suc-
cessfully relay the text in layperson’s
terms. Inexperienced translators who
are not familiar with these require-
ments tend to use more academic ter-
minology that is not as easily under-
stood by individuals who are not in the
medical profession. In many emerging
countries, not only is language a major
barrier (especially where there are mul-
tiple regional dialects or several domi-
nant languages), but many patients
may have limited education as a result
of their economic situation. In these
cases, the informed consent form must
undergo more rigorous scrutiny. When
necessary, clinical investigators who
are fluent in the languages or dialects
of the region must relay the informa-
tion verbally. In some countries, such
as India or many Latin American
countries, poor education and regional
linguistic differences can create con-
siderable barriers to informed consent
if not properly addressed.

Accurate translation
and cultural adaptation
are crucial to ensuring
that informed consent is

obtained ethically.

Even when informed consent forms
are carefully translated and culturally
adapted, this does not ensure that all
participants will understand the infor-
mation. The text must also be checked
for reading level and length. Pretest-
ing translated informed consent forms
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with individuals from the study prior
to submitting documents to regulatory
authorities and ethics committees pro-
vides helpful insight into potentially
problematic phrases or words, and helps
to ensure that the documents will be
well understood by study participants.
However, additional research is needed
in many emerging countries to better
determine methods to increase compre-
hension, especially for participants with
inadequate or marginal reading abilities.

Linguistic Validation and
Cultural Adaptation

Over the course of a study, in addi-
tion to informed consent forms, sev-
eral types of patient documents must
be translated. Some of these, such as
patient questionnaires and patient
reported outcomes (PROs), are espe-
cially susceptible to cultural differ-
ences. As a result, patient responses
often must be reassessed for inaccura-
cies due to cultural differences. These
documents must therefore undergo a
complex process of linguistic valida-
tion and cultural adaptation, which
often takes several weeks to complete.
The more the target language differs
from the source language (most com-
monly English), the more challenging
the translation.

Since language is greatly influenced
by culture, frequently words or phrases
must be changed in order to more accu-
rately convey a message. For example,
one study aimed at defining symptom
scales for patients in China reported
that because Mandarin Chinese does
not use superlatives, “the worst” had
to be translated as “extremely bad”
to represent severity on a scale. Sev-
eral other issues related to differences
between English and Chinese lan-
guages were reported.'®

Although it is not always simple to
adapt patient questionnaires for more
than one language, studies commonly
undergo this rigorous process in order
to achieve an instrument that can be

Since language is
greatly influenced by
culture, frequently
words or phrases must
be changed in order to
more accurately convey

a message.

compared cross-culturally. Often, this
process requires pretesting the material
on study participants to ensure that it is
culturally sensitive. In one study aimed
at adapting PROs from English into 14
different languages, numerous cultural
and linguistic issues became appar-
ent during translation. For example,
in translating a single item—"Under
each heading, please tap the ONE box
that best describes your health TODAY.
Please tap on the scale to indicate how
your health is TODAY '—translators
encountered the following issues: A
Hungarian interviewer reported that
the word “press” had to be substituted
for “tap” since patients were not able
to provide answers by “tapping.” The
Eastern European translators reported
that “section” or “groups” had to be
substituted for “heading,” since there
was no correct literal translation. In
Latin American Spanish, the emphasis
of “tap ONE box,” meaning only one,
became lost in translation due to the
requirement for an article in Span-
ish (i.e., “una” or “la”).2° These studies
further emphasize the importance of
accuracy and cultural content in trans-
lating patient-related materials.

Conclusions and
Recommendations

Overcoming linguistic and cultural
barriers is one of the biggest challenges
in outsourcing clinical trials to emerg-
ing regions. As the number of global
trials continues to increase, there is
a greater need to adequately address



these issues. Translation of clinical
trial documents requires a high level of
accuracy and demands an understand-
ing of cultural elements. Quality and
cultural context are especially impor-
tant in the preparation of patient-
related materials, where not only the
accuracy of the text being translated,
but how a message is conveyed, is of
critical importance.

The translation of informed consent
forms is complicated by the fact that
many patient populations in emerg-

The impact of language barriers
on timely initiation and completion
of a trial, as well as on the accuracy
of patient data and the protection of
patient rights, must not be underes-
timated. It is the sponsor’s responsi-
bility to provide clear original docu-
ments and to work closely with clinical
investigators to ensure that good clini-
cal practice guidelines are followed
and regulatory documents—including
patient materials—are accurately and
appropriately translated. Success in

Success in global trials is therefore directly related

to effective communication between sponsors,

investigators, and patients.

ing regions do not speak the official
language of their country. In addition
to different languages, regional dia-
lects and cultural differences must be
considered. Moreover, in some emerg-
ing countries, many patients may have
limited reading abilities; in such cases,
informed consent documents must
undergo higher scrutiny, and pretest-
ing may be useful in order to better
ensure patient understanding.

Over the course of a study, in addi-
tion to informed consent forms, other
culturally sensitive documents, such as
patient questionnaires and PROs, must
be translated. These documents must
undergo a complex process of linguis-
tic validation and cultural adaptation
in order to create effective instruments
in the target language. Despite the
time and cost of these methods, stud-
ies have shown the importance of this
process in ensuring adequate patient
understanding. Translating from one
language into another unrelated lan-
guage is especially difficult, since
often there are vast grammatical and
structural differences, and determining
functional equivalents is not always a
simple process. Despite the translation
challenges, linguistic and cultural bar-
riers can largely be overcome if prop-
erly addressed.

global trials is therefore directly related
to effective communication between
sponsors, investigators, and patients.
In particular, patient recruitment, the
informed consent process, PROs, and
patient compliance are all greatly
dependent on adequately overcoming
language barriers and understanding
cultural differences.
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