
Developing fMRI protocol for clinical use

Comparison of 6 Arabic paradigms for brain language mapping in 
native Arabic speakers

Rafat S. Mohtasib, PhD, Jamaan S. Alghamdi, PhD, Salah M. Baz, MD, Haya F. Aljoudi, PHD, Ahmed M. Masawi, MSc, 
Aman A. Jobeir, Msc.

45

ABSTRACT

الأهداف: تقييم أساسي باستخدام ست نماذج رسم الخرائط اللغوية 
بالرنين المغناطيسي الوظيفي المتقدمة للناطقين بالعربية.

المنهجية:  تم إجراء رسم الخرائط اللغوية بالرنين المغناطيسي الوظيفي 
تم  اساسيا.  اليمني  اليد  يستخدمون  الذين  متطوع/ة   24 لعدد 
إلى  بالنسبة   .Tesla MRI  3.0 مغناطيسي  رنين  جهاز  استخدام 
 BOLD رسم الخرائط اللغوية بالرنين المغناطيسي الوظيفي  يُستخدم
 ،rhyming :لقياس الإشارات عبر الوقت عبر نماذج من 6 لغات
 ،)SWG( الصامتة  الكلمات  وتوليد   ،)SCG( الفئات  وأجيال 
وصورة توليد الفعل )VGp(، وكلمة توليد الفعل )VGw( وتوليد 
الفعل الصوتي )VGa(. تم تحليل بيانات الرنين المغناطيسي الوظيفي 

.FMRIB باستخدام مكتبة برامج

تنشيطها  VGp تم  و   VGw و   SWG و   VGa أن  النتائج: وجدنا 
 RH فشل  المهيمن.  الكرة  نصف  في  باللغة  المتعلقة  للمناطق  بقوة 
و SCG في تحديد مناطق التنشيط هذه بشكل كافٍ. علاوة على 
 VGw و SWG و VGa أثناء IFG ذلك ، يشير التنشيط الكبير لـ
و VGp إلى أن هذه النماذج يمكن أن تكون مثالية لتوطين منطقة 

Broca’s في الناطقين باللغة العربية.

الوظيفي  المغناطيسي  الرنين  نماذج  من  مجموعة  وضع  تم  الخلاصة: 
وتنسيق  توطين  يتيح  مما  العربية،  باللغة  للمتحدثين  عليها  المصادق 
في  اللغة  تقييم  من  النوع  هذا  استخدام  يمكن  اللغوية.  للغة  دقيق 

التخطيط الجراحي للإجراءات الجراحية العصبية .

Objectives: To assess a baseline assessment using 
developed functional magnetic resonance imaging 
(fMRI) language paradigms for Arabic-speakers.

Methods: 24-healthy right-handed volunteers 
scanned on a 3.0 Tesla MRI machine. For fMRI, a 
BOLD-sensitive sequence used to measure signals 
over time across 6 language paradigms: rhyming 
(RH), semantic category generations (SCG), 
silent word generation (SWG), verb generation 
picture (VGp), verb generation word (VGw),

Original Articles

and verb generation audio (VGa). fMRI data was 
analyzed using FMRIB Software Library (FSL).

Results: We found that VGa, SWG, VGw and 
VGp robustly activated language-related regions in 
the dominant hemisphere. RH and SCG failed to 
adequately define these activation regions but this 
may be related to the study’s preliminary nature 
and limitations. After assessment of their validity, 
considerable activation of the inferior frontal gyrus 
during VGa, SWG, VGw and VGp suggests that 
these paradigms have the potential for localizing of 
Broca’s area in native Arabic speakers. 

Conclusion: Set of well adapted, and evidence-based, 
fMRI paradigms were established for Arabic-speakers 
to enable accurate and sufficient localization and 
lateralization of the language area. After validation, 
these paradigms may provide sequences for accurate 
localization of brain language areas, and could be used 
as a presurgical evaluation tool. 
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Functional magnetic resonance imaging (fMRI) 
allows precise, and non-invasive, localization and 

lateralization of brain functions.  Clinically, these 
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techniques have considerable success, and hold great 
potential in the management of a variety of neurological 
disorders. One of the most promising clinical 
applications of fMRI is presurgical linguistic mapping.1-5 
The 3 classical language areas that are involved in 
language production and processing are Broca’s and 
Wernicke’s areas, and angular gyrus. Wernicke’s area can 
be described as a receptive region, for processing and 
integrating auditory sensory information, while Broca’s 
area can be described as a productive region, for making 
vocal signals, and meaningful words or sentences. The 
latter includes pars opercularis and triangularis. The 
angular gyrus area is particularly involved in reading 
and transitioning between written and spoken forms 
of language. Injury to language regions produces 
noticeable clinical deficits, and the location of these 
regions may become difficult to assess without advanced 
anatomical imaging such as fMRI. Internationally, 
fMRI replaces the more invasive Wada test (also known 
as the intracarotid sodium amobarbital procedure) in 
lateralizing language and memory at some centers.6,7

Language is a highly complex system that markedly 
varies across individuals. Patients native language 
affects brain activation responses during fMRI scans.8-13 
As such, language paradigms for presurgical fMRI 
mapping should be developed and validated using 
native language paradigms. Language dominance of the 
left cerebral hemisphere has been well researched and 
established, but native language and social factors were 
also reported to play a key role in cortical association of 
verbal processing.8,14-16 

Although language localization using fMRI has been 
routinely used in western countries, and more recently 
in an Arabic country,17 studies clearly demonstrated 
that different cultures may process language in different 
manners, using different brain mechanisms.8,14-16 Existing 
language paradigms, created for non-Arabic speaking 
patients, require major modifications before applying 
them in examining native Arabic speakers.17

Language lateralization is another broadly used 
clinical application of fMRI. Concordance with Wada 
test has long been demonstrated and validated in the 
literature using paradigms with various tasks such as 
verbal fluency, comprehension, and semantic judgment 
.18-21 These have shown that concordance with Wada test 
can reach 90% in temporal lobe epilepsy, especially in 
left-dominant patients. A slightly lower concordance 
was achieved in right-dominant patients. Although 
fMRI language lateralization works well for patients 

with typical language dominance, clinicians need to 
be careful when interpreting results of patients with 
atypical language representation.22 

Semitic languages such as Arabic differ from other 
languages in many aspects, including orthography 
(including diacritics), phonology, and syntax. 
Therefore, significant research in developing and 
validating language paradigms for Arabic is required. To 
our knowledge, very few studies in this domain have 
been carried out.17,23 One developed several language 
and memory paradigms in neurological patients, while 
emphasizing consideration for educational and cultural 
adjustments,17 and the other examined neuronal 
correlates of diacritics (vs. lack of thereof ) in 11 healthy 
men.23  

We aim to establish tasks adapted to the Arabic 
language, that also reliably activate Broca’s and 
Wernicke’s areas in a relatively short scanning time. This 
study is a baseline assessment using 6 developed fMRI 
language paradigms for Arabic-speaking presurgical 
candidates. The desired outcome of this work is to 
create a set of Arabic language localization protocols, 
along with standard operating procedures.

Methods. Participants. This prospective pilot study 
was done at King Faisal Specialist Hospital & research 
center (KFSH&RC). Ethical approval was obtained 
from the institutional review board of KFSH&RC. The 
study was conducted in accordance with the Helsinki 
Declaration. Radiological data were kept strictly 
confidential. Literature review was performed through 
electronic search (Google Scholar, PubMed). The 
purpose of the study was explained to participants in 
both oral and written forms, and informed consent was 
obtained. Twenty-four healthy adults (50% men) age 
22 to 39 years (mean=29.41 years) participated in this 
study. Each participant was asked to fill a form relating to 
MRI room safety. Exclusion criteria included presence of 
known neurological or psychiatric diseases, pregnancy, 
visual or hearing defects, or any brain pathology or 
abnormal brain morphology. Participants were all right-
handed native Arabic speakers. Handedness has been 
measured using the Edinburgh Handedness Inventory 
(mean laterality index was 0.86).24

Task. Based on a review of commonly used fMRI 
designs in neurolinguistic studies,25-28 we developed 8 
paradigms to investigate the neural basis brain regions 
of different language aspects such as syntactic, semantic, 
and phonologic processing. Our tasks aimed on assessing 
language areas in the frontal and temporal lobes. Two of 
the developed tasks (Sentence Completion and Object 
Naming) were not used in data collection (one because 
of challenges relating to collection of response accuracy, 
and the latter due to being covered by other tasks as to 
region activation). The remaining 6 paradigms had the 

Disclosure. Authors have no conflict of interests, and the 
work was not supported or funded by any drug company.
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same scanning duration time, which is 4:30 minutes, 
except rhyming (6:48 minutes). Block design was used 
with action and rest length of 30 seconds each, except 
rhyming. Each paradigm had four activation onsets and 
five resting intervals (apart from rhyming, described 
below), starting and finishing the paradigm with a 
resting moment. In all paradigms (apart from rhyming), 
during the rest block, a crosshair was presented to the 
subjects, and they were asked “to-do-nothing” at rest 
while keeping eyes open (Table 1).

Paradigms detail. 1. Rhyming (RH). This paradigm 
is aimed to activate language areas in the left dorsolateral 

prefrontal cortex (DLPC), Broca’s area and the posterior 
lateral fusiform gyrus, supramarginal gyrus, and 
superior temporal gyrus, and is largely based on method 
used by Lurito and his colleagues.26 Nonetheless, Arabic 
word rhymes did not yield the same variety in task 
complexity as the original English task by this group: 
That is, words written in Arabic ending with the same 
spelling had much higher chances of rhyming, whereas 
in English words could be spelled similarly at the end, 
but do not rhyme (“comb” and “tomb”). This may have 
landed the task relatively easier to complete than the 
English format. Words were selected from a pool of high 

Table 1 -	 Summary of all 6 tasks; Picture Verb Generation (VGp), Semantic Category Generations (SCG), Silent Word Generation 
(SWG), Verb Generation words (VGw), Verb Generation audio (VGa), and Rhyming (RH).

# Task Task description Duration Images

1 VGp

•	Alternating 4-ON/5-OFF blocks with 30 s per block.

•	In each ON block; 6 black/white images were presented.

•	Participant was asked to think of as much as he/she can of (action words) 
from each image that showed during the scan. And to relax when the 
crosshair appeared on the screen, with his/her eyes kept open.

270 sec

2 SCG

•	Alternating 4-ON/5-OFF blocks with 30 s per block.

•	It consisted of different categories displayed during ON blocks. 

•	The participant was asked to think as much as he/she can about names in 
the same category displayed (animals, furniture, fruit & vegetable, cloths).

270 sec

3 SWG

•	Alternating 4-ON/5-OFF blocks with 30 s per block.

•	Three Arabic letters were displayed in each ON block 

•	Participant was asked to think about words starting with the letter displayed, 
and to do nothing at rest with keeping his/her eyes open.

270 sec

4 VGw

•	Alternating 4-ON/5-OFF blocks with 30 s per block.

•	In each ON block; six nouns were presented.

•	Participant instructed to think of a verb that is associated with the noun that 
showed during the scan. For example, the word “ball” might generate the 
verb “hit”. And to relax when the crosshair appeared on the screen, with his/
her eyes kept open.

270 sec

5 VGa

•	It is similar to VGw, although stimuli were presented in different order 
through the headphones. 

•	Patients were instructed to think of the response, but not to vocalize it. 270 sec

6 RH

•	This paradigm started and ended with 12 sec rest moment.

•	Consisted of 16 blocks, 8 blocks of pair words and 8 blocks of pair symbols 
interleaved to each other.

•	Total of 64 pairs of word and 64 pairs of symbols, where pairs remained 
for 3 sec. 

•	Participant was asked to press the button on the response pad when non-
rhyme.

408 sec

VGp - Verb Generation - Picture Format, SCG - Semantic Category Generations, SWG - Silent Word Generation, VGw - Verb 
Generation words, VGa - Verb Generation audio, RH - rhyming, sec - second 
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frequency words, and reviewed by a Native Arabic clinical 
neuropsychologist and an Arabic language teacher. 
Attention was made to select words with high frequency 
(based on dictionary by Buckwalter29, and concreteness 
and familiarity (qualitatively). Imaginability aspects 
were not addressed. The task started and ended with 
12-second rest moment. It consisted of 16 blocks, eight 
blocks of pair words, and eight blocks of pair symbols, 
interleaved to each other. Each block contained eight 
different pairs of word or symbol pairs (total of 64 pairs 
of word and 64 pairs of symbols) that remained for three 
seconds, and was displayed to the participant through 

goggles. Participants were asked to press a button on 
the response pad when stimuli do not-rhyme (Table 1). 
Nonetheless, participants responses were not collected 
during neither format of rhyming, and activation data 
was collected for the word rhymes only. There were 
efforts or providing auditory instructions and formats of 
the tasks (e.g. verb generation as presented in auditory 
format vs. written word format) in an attempt to have 
some of these paradigms available for illiterate or low 
educated people in the future. 

2.	 Semantic Category Generations (SCG). This 
paradigm is a single word semantic word fluency task, 
based on method by Kircher et el.25 Semantic fluency 
has been associated with activation in the temporal 
(fusiform gyrus) and left middle frontal lobes.30 It 
consisted of four different semantic categories, presented 
in the form of a word display for 30 seconds, followed 
by rest blocks of 30 seconds, and repeated over the 
whole scan which lasted for 4:30 minutes. Categories 
included animals, furniture, fruit and vegetables, and 
clothes. The participant was asked to think about words 
belonging to the category displayed (Table 1).  

3.	 Silent Word Generation (SWG). As an attempt 
to assess activation in the DLPC and inferior frontal 

Table 2 -	 Lateralization of brain activity has been assessed for each 
participant by calculating the laterality index (LI) across these 
region of interest (ROI).

IFG (POP) Inferior Frontal Gyrus (Pars Opercularis)
IFG (PTR) Inferior Frontal Gyrus (Pars Triangularis)
AG Angular Gyrus
SMG Supramarginal Gyrus
MTG Middle Temporal Gyrus
STG Superior Temporal Gyrus

Figure 1 -	 Statistical grand average map of fMRI response to A) Words Rhyme (RH), B) Symbols Rhyme (RH), C) Semantic Category Generation (SCG) 
task, D) Silent Word Generation (SWG) task, E) Picture Verb Generation (VGp) task, to F) Verb Generation words (VGw) task, G) Verb 
Generation audio (VGa) task overlaid on 36 axial slices of the MNI152_T1_2mm standard image included in FSL. The (Red-yellow) color 
shows fMRI signal level (Z-scores) above the 0.05 significance threshold.
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Table 3 -	 Details of activated cerebral areas in 24 volunteers (mean values) during the Verb Generation audio (VGa) task.

Cluster Index Voxels P -log10(P) Z MAX Z-MAX
X (mm)

Z-MAX
Y (mm)

Z-MAX
Z (mm)

Region Name

1 13898 0.000 80.5 7.3 -44 18 26 L Inferior Frontal Gyrus (pars opercularis)
6.68 -66 -18 10 L Superior Temporal Gyrus
6.65 -34 20 2 L Insular Cortex
6.45 -44 26 22 L Inferior Frontal Gyrus (pars triangularis)

2 3116 0.000 28.8 6.54 -2 14 48 L Paracingulate Gyrus
6.11 -4 6 58 L Supplementary Motor Cortex
5.94 2 20 48 R Paracingulate Gyrus
5.62 -10 4 64 L Superior Frontal Gyrus
5.57 -12 14 38 L Paracingulate Gyrus

3 1777 0.000 19.3 6.32 62 -14 6 R Planum Temporale
5.29 40 22 -2 R Frontal Operculum Cortex
5.21 62 4 -2 R Superior Temporal Gyrus
5.19 64 -8 4 R Planum Temporale
4.9 30 28 4 R Frontal Orbital Cortex
4.87 60 4 -10 R Superior Temporal Gyrus

4 967 0.000 12.4 5.87 -28 -66 48 L Lateral Occipital cortex (superior division)
5.64 -32 -58 44 L Superior Parietal Lobule
4.92 -40 -50 48
4.29 -30 -74 42 L Lateral Occipital Cortex
4.28 -32 -70 40
4.05 -30 -46 40 L Superior Parietal Lobule

5 317 0.000 5.13 4.68 -28 -22 -2 L Left Putamen
4.6 -10 -28 -6 Brain-Stem

6 180 0.001 3.06 3.81 18 4 16 R Caudate
3.74 18 10 4 R Putamen
3.57 18 12 16 R Caudate

7 170 0.001 2.89 4.34 46 44 30 R Frontal Pole
4.06 38 50 30
3.83 42 36 30
3.75 38 36 22

8 137 0.005 2.31 4.13 2 -60 -12 Cerebellum (R V)
4.04 -2 -54 -14 Cerebellum (L I-IV) 
3.96 2 -52 -6 Cerebellum (R I-IV) 
3.76 0 -50 -14 Cerebellum (L I-IV) 
3.31 -8 -52 -14 Cerebellum (L V)

9 121 0.010 2.01 4.07 8 -24 -12 Brain-Stem
3.81 6 -30 -4
3.43 10 -32 -6

10 89 0.043 1.37 3.63 14 -78 14 R Intracalcarine Cortex
3.52 10 -80 10

gyrus, this covert word generation task,25,26,28 three 
Arabic letters were displayed in each block (each letter 
lasted for 10 seconds), followed by 30 seconds rest, 
alternating over 4:30 minutes. Participants were asked 
to think about words starting with the displayed letter, 
and to do nothing at rest, while keeping eyes open 

(Table 1). Letter were selected based on a Saudi study 
exploring difficulty in generating words for each of the 
Arabic alphabet31 They were presented in the order of 
difficulty, with letters generating more words (based on 
the study), were placed earlier. This was proposed to 
increase participants’ task engagement. Covert format 
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Table 4 -	 Details of activated cerebral areas in 24 volunteers (mean values) during the Silent Word Generation (SWG) task.

Cluster 
Index

Voxels P -log10(P) Z MAX Z-MAX
X (mm)

Z-MAX
Y (mm)

Z-MAX
Z (mm)

Region Names

1 13118 0.000 81.8 6.57 -44 -68 -20 L Occipital Fusiform Gyrus
6.4 -40 -78 -2 L Lateral Occipital Cortex
6.33 26 -88 14 R Lateral Occipital Cortex

2 8645 0.000 61.6 7.05 -4 4 60 L Supplementary Motor Cortex
6.72 -44 20 24 L Inferior Frontal Gyrus (pars opercularis)
6.63 -32 20 2 L Insular Cortex
6.52 -8 18 34 L Cingulate Gyrus
6.28 -2 14 48 L Para-Cingulate Gyrus
6.18 -28 24 2 L Insular Cortex

3 1519 0.000 18.4 6.16 -40 -42 46 L Superior Parietal Lobule
5.33 -28 -64 36 L Lateral Occipital Cortex
5.32 -28 -64 50
5.2 -28 -56 50 L Superior Parietal Lobule
4.98 -26 -60 44 L Lateral Occipital Cortex
4.95 -34 -44 38 L Supramarginal Gyrus

4 845 0.000 12 5.72 34 18 2 R Insular cortex
5.49 30 28 0 R Frontal Orbital Cortex

5 46 20 -4 R Frontal Operculum Cortex
4.86 52 16 2 R Inferior Frontal Gyrus (pars opercularis)
4.74 40 28 2 R Frontal Operculum Cortex
4.3 46 18 8 R Inferior Frontal Gyrus (pars opercularis)

5 382 0.000 6.53 5.14 22 8 6 R Putamen
4.29 16 -2 22 R Caudate
4.23 18 10 18
4.15 26 4 0 R Putamen
4.13 12 6 8 R Caudate

6 242 0.000 4.43 4.49 44 32 18 R Middle Frontal Gyrus
4 42 38 22 R Frontal Pole

3.89 42 40 34
3.55 40 48 28

7 224 0.000 4.14 3.98 2 -52 -12 Cerebellum (R I-IV)
3.89 2 -46 -8
3.84 8 -40 -22
3.83 2 -40 -20
3.83 -2 -48 -20 Cerebellum (L I-IV)

8 108 0.009 2.01 4.69 42 12 28 R Inferior Frontal Gyrus (pars opercularis)
9 98 0.016 1.8 3.47 34 -28 -26 Temporal Fusiform Cortex

was chosen since data was not collected on response 
accuracy. 

4.	 Verb Generation - Picture Format (VGp). Verb 
generation tasks have been associated with activation in 
the inferior frontal gyrus (IFG).32,33 In this task, there 
were six black/white images in each activation block 
and each single line image lasting for 5 seconds. The 
total was 24 different images.

Participants were asked to think of as many verbs 

(action words) they could as prompted by each image 
shown during the scan. They were asked to relax when 
the crosshair screen appeared, while eyes kept open 
(Table 1). The pictures used were derived from database 
by Sondgrass and Vanderwart34 as well as drawings 
from a local database. The set of verb prompting stmilui 
were finalized by a clinical psychologist based on word 
frequency, as well as familiarity (qualitatively).

5.	 Verb Generation words (VGw). Here, same set 
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Table 5 -	 Details of activated cerebral areas in 24 volunteers (mean values) during the Verb Generation words (VGw) task.

Cluster 
Index Voxels P -log10(P) Z MAX Z-MAX

X (mm)
Z-MAX
Y (mm)

Z-MAX
Z (mm) Region Name

1 7813 0.000 57.7 6.27 -42 18 24 L Inferior Frontal Gyrus (pars opercularis)
6.1 -50 20 26
6.04 -6 6 58 L Supplementary Motor Cortex
5.73 -44 8 26 L Inferior Frontal Gyrus (pars opercularis)
5.72 -2 16 48 L Para-cingulate Gyrus
5.67 -50 18 16 L Inferior Frontal Gyrus (pars opercularis)

2 5527 0.000 45.6 6.37 34 -60 -26 Cerebellum (R VI)
6.21 40 -64 -28 Cerebellum (R Crus)
6.12 18 -96 0 R Occipital Pole
6.08 20 -98 8
6.04 16 -86 -6 R Lingual Gyrus
5.99 26 -96 8 R Occipital Pole

3 5172 0.000 43.5 6.29 -18 -94 6 L Occipital Pole
6.14 -16 -98 0
6.14 -16 -100 8
6.02 -50 -66 -12 L Lateral Occipital Cortex
5.97 -18 -90 -12 L Occipital Fusiform Gyrus
5.94 -34 -36 -24 L Temporal Fusiform Cortex

4 1318 0.000 16.7 5 -30 -48 38 L Supramarginal Gyrus (posterior division)
4.88 -28 -70 52 L Lateral Occipital Cortex
4.87 -26 -60 44
4.82 -28 -64 48
4.72 -34 -56 46 L Superior Parietal Lobule
4.66 -24 -66 44 L Lateral Occipital Cortex

5 257 0.000 4.69 4.36 40 18 4 R Frontal Operculum Cortex
4.29 30 24 4 R Insular Cortex
3.67 46 18 10 R Inferior Frontal Gyrus (pars opercularis)
3.28 36 32 -2 R Frontal Orbital Cortex

of stimuli as in the VGp tasks were , but in a different 
order, and using prompts in a single-written word form. 
A noun was projected onto a screen, and participants 
were instructed to think of a verb that was associated 
with it. For example, the word “ball” might generate the 
verb “hit” (Table 1).  

6.	 Verb Generation audio (VGa). In this task, the 
same set of words as the VGw task above were used, but 
with the words presented auditory through headphones. 
As the other two VG tasks, participants were instructed 
to think of responses, but not to vocalize it (Table 1).  

Stimulus Presentation. Stimuli were presented using 
Nordic Neurolabs (NNL) (Bergen, Norway) head-coil 
mounted goggles and electrostatic headphones.

Data acquisition and analysis. Imaging acquisitions 
were performed on a 3.0 Tesla MRI scanner (TRIO 
SIEMENS) at the imaging facilities of KFSH&RC. A 
high-resolution anatomical scan was obtained over four 

minutes. For fMRI, BOLD-sensitive sequences were 
used to measure the signal over time across a variety 
of language localization paradigms. Functional volumes 
were collected every three ms, echo time of 30 ms, 
matrix size of 64X64, and flip angel of 90o. Slices were 
selected for each subject based on anatomical landmarks, 
and the functional tasks employed. Functional scans 
were conducted to examine six different stimulation 
paradigms per subjects. The total scanning time was 
approximately 33 minutes (1988 seconds).

FMRIB Software Library (FSL) software was used to 
analyze fMRI data. Functional data were preprocessed 
to remove low frequency linear drift in the signal 
from in each functional data set. Motion correction, 
temporal filtering, and spatial smoothing (5mm 
FWHM Gaussian window) of the data were applied to 
increase the signal to noise ratio. For this aspect of data 
preprocessing, standard filtering techniques available in 
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Table 6 -	 Details of activated cerebral areas in 24 volunteers (mean values) during the Picture Verb Generation (VGp) task.

Cluster Index Voxels P -log10(P) Z MAX Z-MAX
X (mm)

Z-MAX
Y (mm)

Z-MAX
Z (mm) Region Name

1 24524 0.000 111 7.02 8 -84 -4 R Lingual Gyrus
6.98 16 -96 14

R Occipital Pole
6.96 8 -90 -4
6.79 12 -82 -10 R Lingual Gyrus
6.77 30 -52 -18 R Temporal Occipital 

Fusiform Cortex
6.66 -14 -100 8 R Occipital Pole

2 7798 0.000 50.9 6.11 -46 20 26 L Middle Frontal Gyrus
5.39 -2 14 48 L Para-Cingulate Gyrus
5.31 -30 28 4 L Insular Cortex
5.27 -42 10 28 L Inferior Frontal Gyrus 

(pars opercularis)
5.25 -38 26 -4 L Frontal Orbital Cortex

3 351 0.000 5.3 4.98 30 28 -2 R Frontal Orbital Cortex
4.72 36 20 0 R Insular Cortex
4.02 40 28 -6 R Frontal Orbital Cortex
3.84 44 16 0 R Frontal Operculum 

Cortex
3.22 48 26 0 R Inferior Frontal Gyrus 

(pars triangularis)
4 317 0.000 4.86 4.86 -18 0 18

L Caudate
4.22 -18 12 12
4.18 -18 8 6 L Putamen
4.08 -14 10 8 L Caudate

5 162 0.002 2.64 6.43 -22 -30 0 L Thalamus
5.02 -6 -30 -2 Brain-Stem
3.78 -16 -32 -8 L Para-hippocampal 

Gyrus
6 159 0.003 2.59 4.62 40 6 30 R Precentral Gyrus
7 145 0.004 2.36 4.31 18 2 18

R Caudate
4.08 18 12 18
3.72 20 12 6 R Putamen

8 90 0.043 1.37 5.81 22 -28 2
R Thalamus

5.54 24 -28 8

FSL were applied. Individual activation maps from each 
patient were obtained. The size of the activated area was 
calculated from the volume of activation exceeding a 
significance threshold of p<0.001 and forming a cluster 
significance of p<0.05. Activation peaks and size of areas 
of activation were directly correlated with participants’ 
anatomical MRI. Participants had the opportunity to 
learn and practice the task before running the fMRI 
experiment. A board-certified neuroradiologist screened 
all images and no abnormalities were detected in any 
participant.

Laterality index. Lateralization of brain activity has 
been assessed for each participant by calculating the 

laterality index (LI). It was calculated as the proportion 
of active voxels in the left versus the right region 
of interest (ROI) (Table 2) averaged across multiple 
thresholds.35 Using the cluster tool in FSL, we test the 
effects of different thresholds on the second-level whole 
brain map by setting a threshold, and a range of z-values 
at (z=1.0, z=1.5, z=2.3). Then the total numbers of active 
voxels in all ROIs in both hemispheres were determined 
by using the Fslstats tool. Finally, we used the formula: 
LI = (left−right) / (left+right) to calculate LI. This 
yields a score for LI range from +1 (all left hemisphere 
activation only) to −1 (all right hemisphere activation 
only) and the intermediate values reflect varying degrees 
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Table 7 -	 Details of activated cerebral areas in 24 volunteers (mean values) during the Semantic Category Generation (SCG) task.

Cluster 
Index Voxels P -log10(P) Z 

MAX
Z-MAX
X (mm)

Z-MAX
Y (mm)

Z-MAX
Z (mm) Region Name

1 6583 0.000 45 6.73 18 -94 4 R Occipital Pole
6.01 -16 -98 12

L Occipital Pole5.91 -14 -98 2
5.75 -16 -98 6

2 3513 0.000 29.2 6.43 -34 24 4 L Frontal Operculum Cortex
5.86 -18 -8 22 L Caudate
5.48 -40 20 24

L Middle Frontal Gyrus5.42 -46 22 24
5.3 -46 18 28
5.16 -48 38 16 L Frontal Pole

3 2602 0.000 23.6 5.83 -4 14 48 L Para-Cingulate Gyrus
5.8 -6 6 60

L Supplementary Motor Cortex
5.69 -2 4 60
5.23 -2 22 44 L Para-Cingulate Gyrus
5.23 4 8 60

R Supplementary Motor Cortex
5.13 4 4 62

9 511 0.000 7.22 4.93 -26 -62 44
L Lateral Occipital cortex (superior division)4.13 -28 -70 44

4.04 -28 -70 52
5 468 0.000 6.62 5.28 32 20 2 R Insular cortex

4.97 30 28 0 R Frontal Orbital Cortex
6 216 0.000 3.45 4.8 18 6 18

R Caudate4.79 18 -2 24
4.7 18 -8 24
3.61 24 6 6 R Putamen

7 181 0.001 2.92 4.02 42 48 24 R Frontal Pole
3.64 48 48 20

of laterality.35 This method was most appropriate for 
this study as tasks differed in the type of software used.

Results. Group activation maps of 24 subjects for 
the six Arabic language paradigms; RH, SCG, SWG, 
VGp, VGw and VGa are shown in (Figures 1 A-G). As 
shown in the figures, robust activation of the recognized 
language areas are shown in all paradigms, except in 
RH and SCG, which were ineffective to activate these 
language regions. 

Four of our fMRI paradigms were successful at 
activating the well-known language regions (Broca’s 
and Wernicke’s areas). Amongst all of the six language 
paradigms, VGa presented the best localization of 
the language functions. VGa paradigm revealed the 
strongest activation (largest volume and highest signal 
change) in the inferior frontal gyrus (IFG) particularly 
pars opercularis (POP) and para triangularis (PTR), and 
the superior temporal gyrus (STG) (Figure 1 G, Table 3). 
SWG paradigm demonstrated the second strongest 

activation in IFG (POP) and supramarginal gyrus 
(SMG) (Figure 1-E, Table 4). The third strongest 
activation was in the VGw paradigm was also in IFG 
(POP) and SMG (Figure 1-D, Table 4). VGp paradigm 
showed the fourth strongest activation, which also 
activate the IFG (POP) (Figure 1-E, Table 5). Rh and 
SCG paradigm did not display any activation in the 
Broca’s or Wernick’s area (Figure 1-A, B & C, Table 6).
As mentioned earlier that a negative value signify 
right-hemisphere dominance, while positive LI 
scores value signify left-hemisphere dominance. Left 
hemisphere dominant/lateralized patterns of activation 
were confirmed among our participants in this study 
(Figure 1). 

For the SWG task, LI values were as follows: IFG 
(POP) (LI=0.56±0.16), IFG (PTR) (LI=0.45±0.18), 
AG (LI=0.47±0.34), SMG (LI=0.53±0.28), MTG 
(LI=0.33±0.37), and STG (LI=0.36±0.28). For the 
VGa task, LI values were as follows: IFG (POP) 
(LI= 0.53±0.23), IFG (PTR) (LI=0.41±0.29), AG 
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(LI=0.35±0.31), SMG (LI=0.29±0.28), MTG 
(LI=0.07±0.25), and STG (LI=0.11±0.21). For the 
VGw task, LI values were as follows: IFG (POP) 
(LI=0.64±0.18), IFG (PTR) (LI=0.57±0.22), AG 
(LI=0.59±0.25), SMG (LI=0.59±0.25), MTG (LI= 
0.54±0.27), and STG (LI=056±0.23). For the VGp task, 
LI values were as follows: IFG (POP) (LI=0.53±0.14), 
IFG (PTR) (LI=0.49±0.17), AG (LI=0.55±0.33), SMG 
(LI=0.47±0.43), MTG (LI=0.47±0.29), and STG 
(LI=0.45±0.36).  

Discussion. In the context of scarce literature 
of Arabic language fMRI protocols, this study makes 
available 6 novel, and culturally adapted, Arabic 
language paradigms, with the aim of serving, via 
language mapping, a neurosurgical population. We also 
found that most of our paradigms was able to activate 
known language-related areas, as well as determine 
hemispheric dominance in all subjects. The VGa, 
SWG, VGw and VGp were found to be the most robust 
paradigms.

Results of VGa, SWG, VGw and VGp are consistent 
with other studies.36,37 Additionally, activation of IFG 
during the VGa, SWG, VGw and VGp suggests that 
these paradigms model localization of well-known 
language regions (Broca’s area) in native Arabic speakers.

The results of this study also showed that VGw was 
the strongest paradigm for language lateralization in the 
ROIs of the dominant language hemisphere, followed 
in sequences by VGp, SWG, and VGa.

In contrast, RH and SCG showed bilateral activation 
patterns leading to unsuccessful language lateralization. 
Compared to other four paradigms, they activated large 
pattern of other cortical regions that are not essential for 
language production, involving the imagery pathway 
and more sub-processes of language production. This 
does not implicate that they are not suitable for clinical 
examination, but may suggest that they are in need 
of further investigation, after eliminating some study 
limitations.

The highest LIs and activations of the classical 
anterior language areas in VGa, SWG, VGw and VGp 
can be due to the nature of these tasks. Activations 
detected in Wernicke’s area during VGa, SWG, VGw, 
and VGp might make these paradigms essential models 
of language tasks for Arabic patients. They show 
promising utility once validity studies and clinical are 
completed. Further, studies are warranted to use them 
while examining different factors such as age, education, 
handedness, and multilinguality may affect.14-17,38 Brain 
plasticity and organization of function is another area 
worthy of examining using these protocols.39,40

One limitation of this study is the lack of comparison 
with active baseline tasks. Through removing unwanted 

visual-related activation, active baselines might have 
increased robustness of our findings, and helped increase 
tool validity. The SCG and RH data might be best 
reassessed with this approach in further studies.  Not 
including illiterate subjects or real patients in the study 
is another limitation. Our next step is to apply these 
paradigms in comparison with the standard of Wada 
test to validate the newly developed tools. Another 
limitation is reverting to covert responses, and not 
collecting data on response accuracy.  Since this study 
was preliminary, emphasis was placed on experimenting 
with the newly developed designs, and less on methods 
of exploring correspondence between activation and 
accuracy. This, nevertheless, remains a main goal for 
future studies of our tools’ validity. 

In conclusion, six paradigms, developed based on 
neuropsychological evidence, are now made available 
for further clinical examination, and potential to replace 
invasive presurgical tests for native Arabic speakers. 

Acknowledgement. The authors would like to 
thank Research Medics (https://www.researchmedics.com) 
for English language editing.

References
  
  1.	 Agarwal S, Hua J, Sair HI, Gujar S, Bettegowda C, Lu H, et al. 

Repeatability of language fMRI lateralization and localization 
metrics in brain tumor patients. Hum Brain Mapp 2018; 39: 
4733-4742.

  2.	 Desai VR, Vedantam A, Lam SK, Mirea L, Foldes ST, Curry 
DJ, et al. Language lateralization with resting-state and 
task-based functional MRI in pediatric epilepsy. J Neurosurg 
Pediatr 2018; 23: 171-177.

  3.	 Gohel S, Laino ME, Rajeev-Kumar G, Jenabi M, Peck K, 
Hatzoglou V, et al. Resting-State Functional Connectivity of 
the Middle Frontal Gyrus Can Predict Language Lateralization 
in Patients with Brain Tumors. AJNR Am J Neuroradiol 2019; 
40: 319-325.

  4.	 Rolinski R, You X, Gonzalez-Castillo J, Norato G, Reynolds 
RC, Inati SK, et al. Language lateralization from task-based 
and resting state functional MRI in patients with epilepsy. 
Hum Brain Mapp 2020.

  5.	 Wilson SM, Yen M, Eriksson DK. An adaptive semantic 
matching paradigm for reliable and valid language mapping 
in individuals with aphasia. Hum Brain Mapp 2018; 39: 
3285-3307.

  6.	 Wood AG, Foley E, Virk P, Ruddock H, Joshee P, Murphy 
K, et al. Establishing a Developmentally Appropriate fMRI 
Paradigm Relevant to Presurgical Mapping of Memory in 
Children. Brain Topogr 2020; 33: 267-274.

  7.	 Wegrzyn M, Mertens M, Bien CG, Woermann FG, Labudda 
K. Quantifying the Confidence in fMRI-Based Language 
Lateralisation Through Laterality Index Deconstruction. Front 
Neurol 2019; 10: 655.

  8.	 Black DF, Vachha B, Mian A, Faro SH, Maheshwari M, Sair 
HI, et al. American Society of Functional Neuroradiology-
Recommended fMRI Paradigm Algorithms for Presurgical 
Language Assessment. American journal of neuroradiology 
2017; 38: E65-E73.



55    Neurosciences 2021; Vol. 26 (1)

fMRI Arabic paradigms for language area ... Mohtasib et al

www.nsj.org.sa

  9.	 Brumer I, De Vita E, Ashmore J, Jarosz J, Borri M. 
Implementation of clinically relevant and robust fMRI-based 
language lateralization: Choosing the laterality index 
calculation method. PLoS One 2020; 15: e0230129.

10.	 Manan HA, Franz EA, Yahya N. Utilization of functional MRI 
language paradigms for pre-operative mapping: a systematic 
review. Neuroradiology 2020; 62: 353-367.

11.	 Sreedharan RM, James JS, Kesavadas C, Thomas SV. Language 
lateralization in pre-adolescent children: FMRI study using 
visual verb generation and word pair paradigms. The Indian 
journal of radiology & imaging 2018; 28: 146-151.

12.	 Unadkat P, Fumagalli L, Rigolo L, Vangel MG, Young 
GS, Huang R, et al. Functional MRI Task Comparison for 
Language Mapping in Neurosurgical Patients. J Neuroimaging 
2019; 29: 348-356.  

13.	 Yu T, Yu SL, Deng XF, Wang PJ, Luo RT, Cai HSL, et al. 
[Functional lateralization of major Chinese language cortex for 
presurgical evaluation in neurosurgery]. Zhonghua yi xue za 
zhi 2019; 99: 329-332. Chinese

14.	 Zhang Y, Fan L, Caspers S, Heim S, Song M, Liu C, et al. 
Cross-cultural consistency and diversity in intrinsic functional 
organization of Broca’s Region. Neuroimage 2017; 150: 
177-190.

15.	 Yang Y, Wang J, Bailer C, Cherkassky V, Just MA. 
Commonalities and differences in the neural representations 
of English, Portuguese, and Mandarin sentences: When 
knowledge of the brain-language mappings for two languages 
is better than one. Brain Lang 2017; 175: 77-85.

16.	 Kim SY, Qi T, Feng X, Ding G, Liu L, Cao F. How does 
language distance between L1 and L2 affect the L2 brain 
network? An fMRI study of Korean–Chinese–English 
trilinguals. Neuroimage 2016; 129: 25-39.  

17.	 Sakr HM. Language and memory lateralization and localization 
using different fMRI paradigms in Arabic speaking patients: 
Initial experience. Egyptian Journal of Radiology and Nuclear 
Medicine 2011; 42: 223-231.

18.	 Benjamin CF, Walshaw PD, Hale K, Gaillard WD, Baxter LC, 
Berl MM, et al. Presurgical language fMRI: Mapping of six 
critical regions. Hum Brain Mapp 2017; 38: 4239-455.

19.	 Ishikawa T, Muragaki Y, Maruyama T, Abe K, Kawamata T. 
Roles of the Wada Test and Functional Magnetic Resonance 
Imaging in Identifying the Language-dominant Hemisphere 
among Patients with Gliomas Located near Speech Areas. 
Neurol Med Chir (Tokyo) 2017; 57: 28-34.

20.	 Kashida Y, Otsubo T, Hanaya R, Kodabashi A, Tsumagari 
N, Sugata S, et al. Determination of hemispheric language 
dominance using functional magnetic resonance imaging 
and the Shiritori (Japanese word chain) task in patients with 
epilepsy: Comparison with the Wada test. Epilepsy Res 2016; 
124: 16-22.

21.	 Szaflarski JP, Gloss D, Binder JR, Gaillard WD, Golby 
AJ, Holland SK, et al. Practice guideline summary: Use of 
fMRI in the presurgical evaluation of patients with epilepsy: 
Report of the Guideline Development, Dissemination, and 
Implementation Subcommittee of the American Academy of 
Neurology. Neurology 2017; 88: 395-402.

22.	 Tan X, Guo Y, Dun S, Sun H. Crossed aphasia following 
cerebral infarction in a right-handed patient with atypical 
cerebral language dominance. J Neurol 2018; 265: 1671-1675.

23.	 Bourisly AK, Haynes C, Bourisly N, Mody M. Neural 
correlates of diacritics in Arabic: An fMRI study. Journal of 
Neurolinguistics 2013; 26: 195-206.

24.	 Oldfield RC. The assessment and analysis of handedness: the 
Edinburgh inventory. Neuropsychologia 1971; 9: 97-113.  

25.	 Kircher T, Nagels A, Kirner-Veselinovic A, Krach S. Neural 
correlates of rhyming vs. lexical and semantic fluency. Brain 
Res 2011; 1391: 71-80.

26.	 Lurito JT, Kareken DA, Lowe MJ, Chen SH, Mathews VP. 
Comparison of rhyming and word generation with FMRI. 
Hum Brain Mapp 2000; 10: 99-106

27.	 Owen WJ, Borowsky R, Sarty GE. FMRI of two measures of 
phonological processing in visual word recognition: ecological 
validity matters. Brain Lang 2004; 90: 40-46.

28.	 Yetkin FZ, Swanson S, Fischer M, Akansel G, Morris G, Mueller 
W, et al. Functional MR of frontal lobe activation: comparison 
with Wada language results. AJNR Am J Neuroradiol 1998; 19: 
1095-1098.

29.	 Buckwalter T, Parkinson D. A Frequency Dictionary of Arabic: 
Core Vocabulary for Learners. New York (NY): Routledge; 
2010.

30.	 Birn RM, Kenworthy L, Case L, Caravella R, Jones TB, 
Bandettini PA, et al. Neural systems supporting lexical search 
guided by letter and semantic category cues: a self-paced overt 
response fMRI study of verbal fluency. NeuroImage 2010; 49: 
1099-1107.

31.	 Al-Ghatani AM, Obonsawin MC, Al-Moutaery KR. Normative 
data for the two equivalent forms of the Arabic Verbal Fluency 
Test. Pan Arab Journal of Neurosurgery 2009; 13: 57-65.

32.	 Ramsey NF, Sommer IE, Rutten GJ, Kahn RS. Combined 
analysis of language tasks in fMRI improves assessment of 
hemispheric dominance for language functions in individual 
subjects. NeuroImage 2001; 13: 719-733.

33.	 Thompson-Schill SL, Swick D, Farah MJ, D’Esposito M, Kan 
IP, Knight RT. Verb generation in patients with focal frontal 
lesions: a neuropsychological test of neuroimaging findings. 
Proc Natl Acad Sci USA 1998; 95: 15855-15860.

34.	 Snodgrass JG, Vanderwart M. A standardized set of 260 
pictures: norms for name agreement, image agreement, 
familiarity, and visual complexity. Journal of experimental 
psychology Human learning and memory 1980; 6: 174-215.

35.	 Ito KL, Liew SL. Calculating the laterality index using FSL for 
stroke neuroimaging data. GigaScience 2016; 5: 14-15.

36.	 Hickok G, Poeppel D. Dorsal and ventral streams: a framework 
for understanding aspects of the functional anatomy of 
language. Cognition 2004; 92: 67-99.

37.	 Price CJ. The anatomy of language: contributions from 
functional neuroimaging. J Anat 2000; 197: 335-359.

38.	 Abou-Ghazaleh A, Khateb A, Nevat M. Lexical Competition 
between Spoken and Literary Arabic: A New Look into the 
Neural Basis of Diglossia Using fMRI. Neuroscience 2018; 
393: 83-96.  

39.	 Brennan NP, Peck KK, Holodny A. Language Mapping 
Using fMRI and Direct Cortical Stimulation for Brain Tumor 
Surgery: The Good, the Bad, and the Questionable. Top Magn 
Reson Imaging 2016; 25: 1-10.

40.	 Tantillo G, Peck KK, Arevalo-Perez J, Lyo JK, Chou JF, 
Young RJ, et al. Corpus Callosum Diffusion and Language 
Lateralization in Patients with Brain Tumors: A DTI and fMRI 
Study. Journal of Neuroimaging 2016; 26: 224-231.


