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Abstract: Purpose: With the increasing number of therapy options available for patients with lung
cancer, early response evaluation is needed. We performed this pilot study to assess the feasibility of
early, repeated Positron emission tomography-magnetic resonance (PET/MR), the impact of timing
and the capability for response prediction in lung tumors during chemotherapy. Methods: Patients
with stage IV non-small cell lung cancer referred for chemotherapy were prospectively recruited.
Fluorine-18-Fluorodeoxyglucose(18 F-FDG)-PET/MR scans were performed prior to, during and
after the first or second cycle of chemotherapy. Primary tumors were defined on all scans and size,
FDG-uptake and apparent diffusion coefficient (ADC) were measured. Early response was described
over time and a Standard Linear Mixed Model was applied to analyze changes over time. Results: 45
FDG-PET/MR scans were performed in 11 patients. Whereas the overall changes measured by ADC
did not change significantly, there was an overall significant decrease in FDG-uptake from pre to post
treatment scans. There was no difference in the FDG-uptake measured 1 or 3 weeks after therapy, but
uptake measured 2 weeks after therapy differed from measurements at week 3. Changes measured in
patients scanned during the first treatment cycle appeared more pronounced than during the second
cycle. Conclusions: This pilot study indicates that response evaluation shortly after initiation of
chemotherapy appears concordant with later evaluation and probably more reliable than evaluation
midway between cycles. Responses during or after the first cycle of chemotherapy rather than during
subsequent cycles are likely to be more readily measured.
Keywords: response evaluation; lung cancer; non-small-cell lung carcinoma (NSCLC); FDG-PET;
diffusion weighted magnetic resonance imaging (DW-MRI)
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1. Introduction
Despite increased focus on early detection, most patients with non-small cell lung cancer (NSCLC)
present with advanced disease, i.e., they are inoperable and a cure is extremely rare [1]. If not eligible for
first-line targeted therapy or immunotherapy, these patients may be offered palliative chemotherapy
with cisplatin or carboplatin combined with a third-generation drug, e.g., pemetrexed, paclitaxel,
or vinorelbine. Response during chemotherapy is evaluated by tumor shrinkage on computed
tomography (CT) after two or three cycles of chemotherapy in agreement with the response evaluation
criteria in solid tumors (RECIST) [2]. As each treatment cycle usually lasts for three weeks, the first
response evaluation is typically carried out eight to twelve weeks after the initiation of cytotoxic
treatment. The median survival time for patients with advanced NSCLC is 3–4 months without
treatment and about 10–11 months when receiving palliative chemotherapy [1]. Further improvement
in survival for this group of patients will require new treatment strategies [3] and more efficient
follow-up to make the right decisions about which patients would benefit from chemotherapy and
who are unlikely to benefit and should be spared the side effects. Early evaluation of treatment
response enabling modification of ineffective treatment regimens is therefore of great interest.
The combination of positron emission tomography and computed tomography with
18 F-fluorodeoxyglucose (FDG-PET/CT) has been a game changer in diagnosis, staging, and treatment
planning in cancer patients since its introduction in 2001 [4,5] and is a well-documented and widely
used imaging modality for the diagnosis and staging of patients with lung cancer [6,7]. However,
despite numerous studies on response assessment indicating a possible role for FDG-PET/CT, it
is rarely used for response evaluation in lung cancer. The true value of FDG-PET for monitoring
treatment response is impeded by the diversity and heterogeneity of the published data [8], including
challenges associated with standardization of fasting, timing between injection and scan as well as
differences in changes in FDG uptake depending on the type of therapy [9–11]. Further, some studies
have discouraged the use of FDG-PET earlier than 2 weeks after last chemotherapy due to the risk of
flare [12]. Few studies have actually investigated the correlation between FDG uptake, and possible
response and timing of PET after therapy [13]. The recommendations are based on in vitro studies and
studies in mice with implanted tumors, suggesting the existence of (1) a flare-phenomenon [14–17]
where an increased uptake of FDG in the cells is seen as a short-term effect of the treatment without
reflecting lack of efficacy, and (2) stunning, where the retention of FDG in malignant cells temporarily
decreases without a reflecting response [18].
No conclusive data on the optimal interval between chemotherapy and FDG-PET scan have yet
been published. Nonetheless, these early and scarce data still have a huge impact on the possible use
of FDG-PET for response evaluation in solid tumors, discouraging very early response evaluation and
obstructing smooth logistics.
The combination of PET and magnetic resonance imaging (MRI), PET/MRI, was introduced in
2010 as an integrated clinical imaging modality [19–21]. Compared to PET/CT, the PET/MRI system
enables radiation dose reduction, improved soft-tissue contrast and importantly simultaneously
acquisition of information on tumor anatomy and several functional parameters [19,21,22]. However,
without a CT transmission scan, a major technical challenge for PET/MRI is attenuation correction.
Methods, implemented clinically, to overcome this result in incorrect PET quantification [23]. In this
respect, diffusion-weighted MR imaging (DW-MRI) is a widely used non-invasive, quantitative
technique that, similar to FDG-PET, has shown promise as a tool in early response evaluation of
cytotoxic treatment [24]. DW-MRI has gained increasing use in staging and therapy evaluation
of cancer [25,26]. DW-MRI reflects the cell density and is based on diffusion of water molecules
in tissues [27]. DW-MRI can be quantified by calculation of ADC (apparent diffusion coefficient).
The more undamaged cells in a tissue, the higher the restriction of water diffusion and the lower the
value of ADC.
The overriding aim of this study was to explore if very early (i.e., within the first week of treatment)
response evaluation using multi-parametric imaging is possible. As a first step, this pilot study was
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performed with the following three-fold purpose: (A) to test the feasibility of repeated PET/MR early
during chemotherapy, (B) to examine whether the information on tumor characteristic simultaneously
acquired on FDG-PET and DW-MRI reveals patterns that potentially enable us to predict responses very
early during therapy and (C) to explore the postulated existence of a flare-phenomenon in malignant
lung tumors early during chemotherapy, which could potentially exclude early response evaluation.
2. Methods
2.1. Study Population
Patients with advanced NSCLC referred to the Department of Oncology at Rigshospitalet
(Copenhagen, Denmark) for standard first line palliative chemotherapy with carboplatin and
vinorelbine were included. Patients in performance status 0–1, with no known contraindications
to MRI, could enter the study before the first or the second cycle of chemotherapy.
Patients were asked to undergo up to five FDG-PET/MR scans during one cycle of chemotherapy:
Scan 1: 0–3 days prior to initiation of chemotherapy, Scan 2: day 1–3 after chemotherapy, Scan 3: day 6
or 7 (prior to administration of oral vinorelbine on day 8), Scan 4: day 8–11, and Scan 5: day 18–21
(1–2 days prior to initiating the next cycle). The study was approved by the departmental science
committees at Rigshospitalet, by the Regional Ethics Committee, approval number H-3-2013-090, and
by the Danish Data Protection Agency.
2.2. Imaging
All patients were scanned on an integrated PET/MR system (Siemens Biograph mMR, Erlangen,
Germany) with a 3 Tesla magnet using a combination of spine and flexible body coils. Patients were
instructed to fast for minimum six hours prior to attendance. They were scanned 60 min after injection
of FDG (2 MBq/kg).
PET was performed over 2 bed-positions covering the chest and upper abdomen, each
bed-position with 8 min acquisition time. MRI included the following sequences: T1 VIBE transaxial,
T2 HASTE transaxial and T2 BLADE coronal (all in breath hold) and Dixon for MR-based attenuation
correction (MR-AC) of PET data. The Dixon sequence was repeated twice without repositioning,
resulting in two (A and B) MR-AC maps [28]. DW-MRI was acquired using a single-shot EPI
with b-values 150 and 1000, TR = 10300 ms, TE = 73 ms, parallel imaging factor = 2, voxel size
3.0 × 3.0 mm2 , slice thickness/gap 5/1 mm, 34 slices/bed. EPI distortions were corrected using FSL
(www.fmrib.ox.ac.uk/fsl) with FUGUE algorithm. The pre-therapy scan was performed after injection
of iv gadolinium contrast agent (0.1 mL/kg, Gadovist 1 mmol/mL, Bayer, Berlin, Germany) before
acquisition of a T1 VIBE fat saturated transaxial MRI sequence.
PET data was reconstructed using 3-dimensional ordinary Poisson ordered-subset expectation
maximization with 3 iterations, 21 subsets, and 4-mm Gaussian post filtering on 344 · 344 · 224 matrices
with a voxel size of 2.1 · 2.1 · 2.0 mm.
2.3. PET/MRI Reading and Data Extraction
Two experienced PET/MR physicians reviewed all MR-AC maps. In general, MR-AC map A
was used for attenuation correction of the PET images. MR-AC map B was used for attenuation
correction only if MR-AC map A was subjected to artifacts, and MR-AC maps B was not. Differences
between the MR-AC maps were mainly caused by as respiration motion and patient movement during
scan (described in details by Olin et al. [28]). The tumor volumes (primary T-site) were defined and
segmented on DW-MRI and PET images by an experienced radiologist respectively nuclear medicine
physician. This was done using image analysis tool Mirada XD3 (Mirada Medical, Oxford, UK) and the
following parameters were extracted: SUVmax, SUVmean (maximum and mean standardized uptake
value normalized to injected dose and body weight), PERCIST measures [29] including SULpeak (peak
standardized uptake value normalized to injected dose and lean body mass), liver reference uptake
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and standard deviation as well as tumor size (longest diameter on axial T2 images), and ADCmean and
ADCmedian (mean and median ADC acquired from ADC maps based on b150–b1000).
Standardized uptake values were calculated as follows:
SUV =

r
a0
w



(1)

For calculating SUVmax , r is the maximum radioactivity activity concentration [kBq/mL]
measured by the PET scanner in any voxel within the tumor. For SUVmean r is the mean radioactivity
activity concentration [kBq/mL] measured in the tumor. a0 is the decay-corrected amount of injected
radiolabeled FDG [kBq], and w is the weight of the patient in grams.
For SULpeak, r is the radioactivity concentration averaged with a 10-mm-diameter spherical
ROI positioned by the MIRADA software (https://mirada-medical.com) within the tumor so as to
maximize the enclosed average. Instead of normalizing to the weight of the patient, the lean body
mass (LBM) of the patient was inserted in the above formula.
2.4. Statistical Analysis
The study was designed as a feasibility study. In order to enable an examination of trends in SUV
and ADC parameters over several time points in a Linear Mixed Model, the inclusion of 10 patients
was estimated as the minimum requirement.
Descriptive statistics were reported as mean ± SD for normally distributed data and median
with inter quartile range for skewed data. A visual inspection of histograms was used to assess
normal distribution of data. If normal distribution was not met, data was transformed using the
natural logarithm prior to analysis. Possible correlations between variables were evaluated using
Pearson’s correlation coefficient. A Standard Linear Mixed Model (LMM) with scan as fixed effect and
subject as random effect was applied, analyzing potential changes in outcome over time. The LMM
implicitly imputes missing values and provides optimal unbiased inference for longitudinal data
under the assumption that missing data is missing at random. To examine possible response patterns,
the datasets were stratified into response categories according to RECIST 1.1 criteria based on CT
evaluation after 2–3 cycles of therapy, and, into 1st cycle patients and 2nd cycle patients. For PET the
PERCIST criteria was applied in which a decrease in SULpeak equal to or greater than 30% (and at least
0.8 SUL unit) equals partial metabolic response, a similar increase of at least 30% equals progressive
metabolic disease and changes in SULpeak within ± 30% indicates stable metabolic disease [29]. Similar
recommendations are not available for DW-MRI, but based on the recent work by Weller et al. [30]
we chose an increase in ADC values equal to or greater than 25% as indicative of response, values
between ± 25% as no change, and a decrease in ADC greater or equal to 25% as progression. Data
handling and statistically analyses were performed using SPSS (IBM corporation, Armonk, NY, USA,
version 6.3), the LMM analyses were performed with SAS statistical software (SAS Enterprise guide
version 6.1, SAS Institute Inc, Cary, NC, USA). P-values below 0.05 was valued significant. However,
since this study was designed as a feasibility study, differences attaining a higher level of significance
(p < 0.1) are also reported and no correction for multiple comparisons was made.
3. Results
3.1. Patients
Successive patients referred from October 2013 to September 2015 for treatment of stage IV NSCLC
were pre-screened. After screening at first visit, 81 patients were found eligible. Informed consent was
obtained from 29, whereas 52 declined. Among the 29 patients, 16 patients were cancelled before or
during the first scan due to logistical or technical problems. Two patients got anxious in the scanner
and were excluded. Thus, eleven patients with stage IV NSCLC completed at least two scans. Patient
characteristics are summarized in Table 1. All patients were followed up with an evaluating CT as part
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of the standard program after two or three cycles of chemotherapy in agreement with the response
evaluation criteria in solid tumors (RECIST 1.1). All patients were followed until death or for at least
24 months.
Table 1. Patient characteristics.
Patient Data

N (%)

Sex (male/female)
Mean age (range)
Histology (Adenocarcinoma/squamous cell carcinoma)
Chemotherapy cycle (first/second)
Response at CT evaluation (CR /PR /SD /PD) *

7 (64)/4 (36)
62 years (52–73)
7 (64)/4 (36)
6 (54)/5 (46)
0 (0)/1 (9)/5 (45)/5 (45)

* Response according to RECIST 1.1: CR, Complete Response. PR, Partial Response. SD, Stable Disease. PD,
Progressive Disease.

3.2. PET/MR-Scans
A total of 45 PET/MRI scans were performed. Six patients were scanned during the first cycle
of chemotherapy, five during the second cycle. Table 2 summarizes the timing of the scans among
patients, as well as the percentage of attendance. All PET/MR scans were completed successfully
except DW-MRI on day 2 in patient number 1. Artifacts were seen in the MR-AC map A but not in
map B in 4 patients. In these cases, the MR-AC map B was used for attenuation correction. Tumor size
measured on MR decreased slightly but significantly from scan 1 (day 1) to scan 5 (day 19). There was
no significant correlation between any SUV and ADC measures. However, ADCmean and ADCmedian
were strongly correlated (ρ = 0.987, p < 0.001). Similarly, the three SUV measures (SUVmean , SUVmax
and SULpeak ) correlated strongly (ρ ≥ 0.9, p < 0.001). Thus, in the following only results for ADCmedian ,
SUVmax and SULpeak will be presented. ADCmedian was chosen over ADCmean, as this value is
less sensitive to noise and e.g pixels with ADC = 0 (due to missing signal). SUVmax was chosen as
this is the most frequently reported SUV measure in the literature, also it is known to be robust with
regard to segmentation and interobserver variability. However, since the size of a single voxel varies
considerably among PET systems and results in various noise levels in the metric, SUVmax is subject to
bias favoring the use of SUVpeak . SULpeak is also the recommend measure for quantification of changes
in FDG-uptake according to PERCIST (PET response criteria in solid tumors) [29].

Figure 1. Changes in (A) FDG-uptake measured as SULpeak and (B) ADCmedian during the study
Figure 1. Changes in (A) FDG-uptake measured as SULpeak and (B) ADCmedian during the study period.
period. Changes are presented for individual patients as percent difference with scan 1 as baseline.
Changes are presented for individual patients as percent difference with scan 1 as baseline. Dotted
Dotted lines with circular markers indicate that the patient obtained stable disease or partial response
lines with circular markers indicate that the patient obtained stable disease or partial response (patient
(patient 1). Solid lines with triangular markers indicate patients with progressive disease.
1). Solid lines with triangular markers indicate patients with progressive disease.

3.3. Changes in SUV
Illustration of absolute SUV-values and relative changes for individual patients during the
course of therapy are available in Appendix 1 (Supplementary file). Inspection of histograms (not
shown) revealed that SUV-data were almost normally distributed. Deviation from normality was due
to a few outliers and did not improve after transformation.
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Table 2. Timing and completion of chemotherapy and PET/MR scans.
Day

−3 −2 −1 0

1

2

3

week

5

6

7

8

9

10 11 12 13 14 15 16 17 18 19 20 21

1

Car

a

X

Vin

b

X

PET/MR

4

Scan 1

2

3

X
Scan 2

Scan 3

Scan 4

Scan 5

N (%)

11 (100)

10 (91)

7 (64)

10 (91)

7 (64)

Med c

−1 (−3 to 0)

1 (1 to 3)

6 (6 to 7)

10 (8–11)

19 (16–21)

a Treatment with carboplatin intravenous (i.v).
performance of PET/MR.

b

Treatment with oral vinorelbine (p.o). c Median day and range for

3.3. Changes in SUV
Illustration of absolute SUV-values and relative changes for individual patients during the course
of therapy are available in Appendix ??. Inspection of histograms (not shown) revealed that SUV-data
were almost normally distributed. Deviation from normality was due to a few outliers and did not
improve after transformation.
Figure 1A illustrates changes in FDG-uptake during the study period for individual patients.
Table 3 illustrates mean and standard deviation for SUV values at each time point for all patients
and grouped by response respectively whether patients were scanned during first or second cycle of
chemotherapy. Due to the low number of patients in each group no statistical comparison between
groups was performed, but results suggest higher SUV-values and more pronounced changes in
patients scanned during the first treatment cycle as compared to second cycle.
The LMM analysis revealed a small but significant fall (all patients) in both SUVmax (−1.8, 95%
Confidence interval (CI) (−3.4; −0.2), p = 0.03) and SULpeak (−1.2, 95% CI (−2.1; −0.3), p = 0.01) from
scan 1 (prior to treatment) to scan 5. The change in SUV measured on scan 5 and scan 2 or scan 3 was
not significantly different. However, the change measured on scan 4 tended to be smaller and more
positive (increasing SUV from scan 1 to scan 4) than the changes measured on scan 5 (p = 0.04 and 0.03
for SUVmax respectively SULpeak ).
In Table 4 patients are listed according to survival, best response on CT after therapy and changes
in early respectively late ADC and SUV. SUV decreases tended to indicate long survival. e.g., all
patients with a survival longer than 6 months had an unchanged or decreasing SULpeak and SUVmax
(not shown) at the early PET/MR scan. On the later scan the majority of patients had a decreasing or
unchanged SUV, independently of later response and survival.
Table 3. FDG-uptake in tumor during chemotherapy.

a

SUVmax
Mean (SD)

All Patients
n = 11

1. Cycle
n=6

2. Cycle
n=5

PR a
n=1

SD b
n=5

PD c
n=5

Scan 1
Scan 2
Scan 3
Scan 4
Scan 5

9.9 (3.6)
8.5 (1.9)
8.7 (2.1)
9.9 (3.4)
8.6 (2.8)

10.6 (2.9)
9.8 (1.2)
10.4 (1.7)
10.8 (1.9)
9.0 (1.3)

9.0 (4.6)
6.5 (0.9)
7.4 (1.4)
9.0 (3.4)
8.2 (4.5)

15.2
10.6
10.9
10.3
8.3

9.8 (4.4)
7.6 (2.2)
9.1 (2.9)
10.9 (3.8)
9.9 (2.6)

8.8 (2.2)
8.7 (1.8)
7.6 (0.9)
8.5 (3.2)
6.3 (3.0)

SULpeak
Mean (SD)

All Patients
n = 11

1. Cycle
n=6

2. Cycle
n=5

PR
n=1

SD
n=5

PD
n= 5

Scan 1
Scan 2
Scan 3
Scan 4
Scan 5

5.8 (2.3)
5.0 (1.2)
5.3 (1.5)
5.8 (1.8)
5.0 (1.4)

6.5 (2.4)
5.7 (1.0)
6.5 (1.4)
6.6 (1.3)
5.4 (0.5)

5.1 (2.0)
4.1 (0.7)
4.4 (0.7)
5.0 (2.0)
4.5 (2.2)

10.8
6.8
7.6
6.9
5.8

5.5 (1.9)
4.6 (1.3)
5.3 (1.7)
6.1 (1.9)
5.4 (1.2)

5.1 (1.5)
5.0 (1.0)
4.5 (0.7)
5.1 (1.9)
3.8 (1.5)

Partial Response according to RECIST 1.1, measured on CT after two-three cycles of chemotherapy. b Stable
Disease according to RECIST 1.1, measured on CT after two-three cycles of chemotherapy. c Progressive Disease
according to RECIST 1.1, measured on CT after two-three cycles of chemotherapy.
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3.4. Changes in ADC
Illustration of absolute ADC-values (mean and median) and relative changes for individual
patients during the course of therapy are available online (Online Resource 1). Inspection of histograms
and Q-Q plots revealed that ADC-data were not normally distributed, thus a log-transformation was
applied prior to analyses. Figure 1B illustrates changes in ADC during the study period for individual
patients. Table 5 illustrates median values and quartiles for ADCmedian at each time point for all
patients and grouped by first or second cycle of chemotherapy and response. Due to the low number
of patients in each group no statistical comparison between groups was performed, but results indicate
higher ADC-values in patients scanned during the first treatment cycle as compared to second cycle
and in patients with PD compared to patients with SD and PR. There was no significant change in
ADCmedian from scan 1 (prior to treatment) to scan 5 (day 19 and always prior to initiation of the next
cycle) (p = 0.73). Similarly, the difference in ADCmedian on scans 2, 3 and 4 as compared to scan 5 was
not significant. However, as illustrated in Table 4, a small decrease in ADC was more often seen in
patients with a survival of 6 months or less.
Table 4. Survival and early response on PET/MR.
Patient
5
4
1
10
2
7
11
8
9
6
3

Survival *
Alive
15
12
20
10
8
6
3
3
2
1

RECIST ˆ
NC
NC
PR
PD
NC
NC
NC
PD
PD
PD
PD

Early ADC †

Early SUV ‡

Late ADC §

Late SUV **

NA

NA

* Months from inclusion (date of chemotherapy) to death. † ADCmedian at scan 2 or 3 after chemotherapy. Red = >25%
decrease, Green = >25% increase, beige = no change. Arrows indicates changes smaller than 25% but larger than
10%. Please note increasing ADC indicates response. ‡ SULpeak at scan 2 or 3 after chemotherapy. In patient no. 9
SULpeak and SUVmax increased > 25%, Red = >30% increase, Green = >30% decrease, beige = no change. Arrows
indicates changes smaller than 30% but larger than 10%. decreasing SUV indicates response. § ADCmedian at scan
4 or 5 compared to baseline. Red = >25% decrease, Green = >25% increase, beige = no change. Arrows indicates
changes smaller than 25% but larger than 10%. ** SULpeak at scan 4 or 5 compared to baseline. In patient no. 9
SULpeak and SUVmax increased > 25%, Red = >30% increase, Green = >30% decrease, beige = no change. Arrows
indicates changes smaller than 30% but larger than 10%. ˆ PD = Progressive Disease; CR = Complete response;
change; NA = Not applicable.

Table 5. Diffusion in tumor during chemotherapy.
ADCmedian ††
Median (Q1 ; Q3 )

All Patients
n = 11

1. Cycle
n=6

2. Cycle
n=5

Scan 1
Scan 2
Scan 3
Scan 4
Scan 5

1153 (1081; 1207)
1201 (964; 1439)
1312 (1133; 1401)
1315 (987; 1483)
1273 (1134; 1553)

1190 (1038; 1348)
1216 (1048; 1547)
1312 (1231; na **)
1350 (1126; 1535)
1230 (1147; 1647)

1122 (1029; 1454)
1058 (906; 1339)
1267 (954; 1640)
1119 (933; 1486)
1421 (934; na)

ADCmedian
Median (Q1 ; Q3 )

PR
n=1

SD
n=5

PD
n=5

Scan 1
Scan 2
Scan 3
Scan 4
Scan 5

1093
-*
1231
1431
1134

1153 (1029; 1196)
1117 (906; 1212)
1312 (894; na)
1313 (991; 1334)
1230 (997; 1385)

1194 (998; 1762)
1425 (989; 1547)
1390 (1133; na)
1321 (954; 1650)
1662 (1553; na)

††

Unit 10−6 mm2 /s.* No data available due to technical challenges.** Not applicable.
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4. Discussion
This prospective study assessed the feasibility and evolution of FDG-uptake and diffusion in
11 patients with NSCLC scanned up to five times during one cycle of chemotherapy, including a
total of 45 PET/MR scans. The study was performed in order to explore the technical feasibility of
repeated PET/MR very early during chemotherapy and the existence of multi-parametric patterns,
potentially enabling us to predict a response very early during therapy, with a special focus on the
possible existence of flare potentially hampering the use of early response evaluation.
4.1. Feasibility
The study was performed as a prospective feasibility study, generating basic knowledge and
methods as a platform for future prospective studies on the use of multi-parametric imaging with
PET/MR in tumor response evaluation. The study proves that it is challenging to schedule five scans
in three weeks during chemotherapy for patients newly diagnosed with a severe illness and with
short life expectancy. Moreover, technical challenges primarily related to the attenuation correction of
PET-scan based on MR-Dixon sequence was also experienced, these are reported in detail in a separate
technical paper [28]. In short, the Dixon-AC maps were often flawed by artifacts with potential impact
on the quantification of FDG-uptake. Thus, Dixon-AC maps should always be inspected prior to any
quantification on PET-images. Further, it might be useful to obtain two or more Dixon-AC maps to
improve quality of the quantification. Another limitation of the PET attenuation correction performed
here is that the flexible MR coils were not considered [31,32]. The coil attenuation depends on axial
position, which may vary between examinations, and on distance to the coil. The resulting potential
variation in the bias of PET activity values has been estimated to 0.9%–2.2% (standard deviations)
corresponding to a random coil positioning for repeated examinations [32]. While this worst-case
variation is much smaller than the percent changes observed, coil attenuation correction could be
worthwhile for future studies [33].
In 1999 European Organization for Research and Treatment of Cancer (EORTC) published
guidelines for measurement of clinical and subclinical tumor response using FDG-PET [34].
In 2009 a new set of guidelines Positron Emission Tomography Response Criteria in Solid Tumors
(PERCIST) [29,35] was proposed and even though the acceptance of these criteria have been quite
slow, recent publications support the use of PERCIST over the more simple EORTC criteria [36–49].
This study applied, for the first time in a PET/MR setting, PERCIST measurement. Among other things
PERCIST requires stable measurements of a reference SUL in the liver. Despite known challenges with
attenuation correction [40], we obtained relatively stable reference values in all patients except patient 3,
where measurement was hampered due to several liver metastases (Appendix 1, Supplementary File).
With the precaution of this being a very small study, we believe that PERCIST can also be adopted for
response evaluation with PET/MR.
4.2. Response Patterns and Flare
The rationale for using functional imaging, such as FDG-PET and DW-MRI, is the ability of
these modalities to detect functional changes in the tumor tissue prior to any changes observed by
anatomical measures [39]. Our findings partly support this hypothesis; all tumors decreased in size
during therapy (independent of later response), but these changes were very small and occurred later
than observed changes in SUV and ADC. This is also confirmed by another recent study applying
FDG-PET/MR for very early response evaluation [41].
It has been reported that SUV values obtained from tumor areas typically decrease following
effectively intervention in solid tumors. However, studies have described a temporary increase in SUV,
a flare, shortly after chemotherapy administration due to cell swelling, fibroblasts and macrophage
infiltration despite therapeutic effect [13,42,43]. Thus, it is currently a widely hold opinion that
differentiating between increased FDG uptake due to flare and true disease progression may not
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be possible early after chemotherapy. The result of this is the current recommendation to postpone
an FDG-PET scan to 10–14 days after chemotherapy. In this study we did not find any significant
difference between the response measured by SUV or SUL during the first week after therapy (scan 2
and 3) and immediately prior to the next cycle (scan 5, week 3). However, more unstable results were
seen on scan 4 (week 2) that could indicate the existence of a flare phenomenon at this time point.
This finding indicates that early response evaluation is probably best done immediately after or prior
to the next cycle of therapy, and that response measured halfway between two cycles might be unstable.
However, as this study is small and exploratory, the significant difference observed at scan 4 could be a
chance finding due to multiple testing. Thus, confirmation in larger studies is clearly needed. Response
assessment after treatment with the more recently introduced immune check-point inhibitors, was
beyond the scope of this paper, nonetheless newer research indicates that early response evaluation
may also be possible in this setting despite the risk of flare [44,45].
Earlier studies on DW-MRI reports that ADC values, representing tumor areas, typically increase
following effective intervention. However, as reviewed by Galban et al. [46], an initial decrease,
followed by an increase in ADC measurements can correlate with a positive response. The initial
decrease in ADC values can be a consequence of cell swelling followed by a later cell death causing
the ADC values to increase. Later fibrotic changes can again cause ADC values to decrease. Thus,
timing of DW-MRI after therapy is crucial, but studies with repeated DW-MRI measurements during
chemotherapy are lacking. In this study we did not observe the proposed pattern of initial decrease
followed by an increase in ADC. But a decrease in ADC value, both early and late, was observed more
frequently in patients surviving 6 months or less. However, as opposed to the majority of previously
published studies on early DW-MRI for response evaluation, we did not observe any significant
changes in ADC values during the course of treatment. Our results together with the results of similar
study done in patients with lymphoma, indicates that response is probably seen slightly later with
DW-MRI as compared to FDG-PET [42]. Early response evaluation in the literature tends to be done
after, rather than during the first cycle of chemotherapy [24,47–49] and together with the relatively low
number of observations in our study, this could be a possible explanation for this difference.
The changes observed at the very early as well as later scans in this study with regard to both SUV
and ADC, were generally small and smaller than the recommended cut-off points of respectively 30%
in PERCIST and the applied 25% for ADC [29,30]. Under due consideration of the test-retest stability
of the individual methods, this indicates that different cut-off points should be tested for very early
response evaluation, which has also been suggested in the original EORTC response criteria and most
recently by Cho and colleagues [34,45].
In this study patients were included prior to the first or the second cycle of chemotherapy.
Our results indicate that, for both FDG-PET and DW-MRI, the response signal measured during the
first cycle of chemotherapy is more pronounced than during the second cycle. This is in line with the
findings reported by Nahmias and colleagues. Performing up to seven FDG-PET scans during the first
two cycles of chemotherapy, they found that responses are achieved after one cycle of chemotherapy
and that responses are less predictable with further chemotherapy cycles [50].
In summary, even though this study included a relatively small number of patients and
results should be interpreted with caution, our results raise several important points: Repeated
multi-parametric imaging by PET/MRI during chemotherapy in newly diagnosed lung cancer patients
is challenging. Quantification of FDG-uptake on PET/MR requires caution with regard to the quality of
attenuation correction; nonetheless the application of PERCIST appears feasible. Response evaluation
shortly after initiation of therapy is concordant with later evaluation and probably more reliable
than evaluation midway between chemotherapy cycles. Last, but not least, responses are likely to be
achieved and more readily measured during or after the first cycle of chemotherapy rather than during
subsequent cycles. We are currently initiating a larger study using PET/CT to confirm or disprove
these findings in patients treated with chemotherapy and also with other treatment regimens, i.e.,
immune checkpoint inhibitors.

Diagnostics 2019, 9, 35

10 of 13

Supplementary Materials: The following are available online at http://www.mdpi.com/2075-4418/9/1/35/s1.
Author Contributions: Conceptualization, B.M.F., S.W.L. and A.K.; methodology, B.M.F., J.F., H.H.J., A.E.H.;
validation, B.M.F., J.L., J.F., T.L.K., H.H.J., A.E.H. and A.O.; formal analysis, N.H.L., B.M.F., A.O. and J.F.;
investigation, N.H.L., S.H.R. and J.B.S.; resources, A.K., S.W.L., J.B.S., B.M.F., T.L.K.; data curation, H.H.J., B.M.F.,
J.C., J.L. and A.E.H.; writing—original draft preparation, N.H.L. and B.M.F.; writing—review and editing, All
authors.; visualization, A.O. and N.H.L.; supervision, B.M.F. and S.W.L.; project administration, B.M.F.; funding
acquisition, B.M.F., N.H.L. and A.K.
Funding: This work was supported by two grants from the Danish Cancer Society (grant R134-A8543-B79 and
Rp11446), received by B.M.F. and N.H.L.
Acknowledgments: We would like to express our respect and gratitude to the patients who accepted to participate
in this study. The authors also wish to thank the PET/MR technologists Jakup Poulsen, Marianne Federspiel and
Karin Stahr for their help and contribution making this study possible.
Conflicts of Interest: The authors declare no conflict of interest.

References
1.

2.

3.

4.
5.

6.
7.

8.
9.
10.
11.

12.

13.

14.

Danish Lung Cancer Registry, Lungecancer, Visitation, Diagnose og Stadieinddeling. Available online:
http://lungecancer.dk/documents/BB655853-A6AB-4D15-8741-F5100FFB0247.pdf (accessed on 1 March
2017).
Eisenhauer, E.A.; Therasse, P.; Bogaerts, J.; Schwartz, L.H.; Sargent, D.; Ford, R.; Dancey, J.; Arbuck, S.;
Gwyther, S.; Mooney, M.; et al. New response evaluation criteria in solid tumours: Revised recist guideline
(version 1.1). Eur. J. Cancer 2009, 45, 228–247. [CrossRef] [PubMed]
Stahel, R.; Peters, S.; Baas, P.; Brambilla, E.; Cappuzzo, F.; De Ruysscher, D.; Eberhardt, W.E.; Felip, E.;
Fennell, D.; Marchetti, A.; et al. Strategies for improving outcomes in nsclc: A look to the future. Lung Cancer
2013, 82, 375–382. [CrossRef]
Beyer, T.; Townsend, D.W.; Brun, T.; Kinahan, P.E.; Charron, M.; Roddy, R.; Jerin, J.; Young, J.; Byars, L.;
Nutt, R. A combined pet/ct scanner for clinical oncology. J. Nucl. Med. 2000, 41, 1369–1379. [PubMed]
Kelloff, G.J.; Krohn, K.A.; Larson, S.M.; Weissleder, R.; Mankoff, D.A.; Hoffman, J.M.; Link, J.M.; Guyton, K.Z.;
Eckelman, W.C.; Scher, H.I.; et al. The progress and promise of molecular imaging probes in oncologic drug
development. Clin. Cancer Res. 2005, 11, 7967–7985. [CrossRef]
Czernin, J.; Ta, L.; Herrmann, K. Does pet/mr imaging improve cancer assessments? Literature evidence
from more than 900 patients. J. Nucl. Med. 2014, 55, 59s–62s. [CrossRef]
Silvestri, G.A.; Gonzalez, A.V.; Jantz, M.A.; Margolis, M.L.; Gould, M.K.; Tanoue, L.T.; Harris, L.J.;
Detterbeck, F.C. Methods for staging non-small cell lung cancer: Diagnosis and management of lung
cancer, 3rd ed: American college of chest physicians evidence-based clinical practice guidelines. Chest 2013,
143, e211S–e250S. [CrossRef]
Langer, N.H.; Christensen, T.N.; Langer, S.W.; Kjaer, A.; Fischer, B.M. Pet/ct in therapy evaluation of patients
with lung cancer. Expert Rev. Anticancer Ther. 2014, 14, 595–620. [CrossRef]
Boellaard, R. Need for standardization of 18f-fdg pet/ct for treatment response assessments. J. Nucl. Med.
2011, 52 (Suppl. 2), 93s–100s. [CrossRef]
Lodge, M.A. Repeatability of suv in oncologic (18)f-fdg pet. J. Nucl. Med. 2017, 58, 523–532. [CrossRef]
[PubMed]
Kurland, B.F.; Muzi, M.; Peterson, L.M.; Doot, R.K.; Wangerin, K.A.; Mankoff, D.A.; Linden, H.M.;
Kinahan, P.E. Multicenter clinical trials using 18f-fdg pet to measure early response to oncologic therapy:
Effects of injection-to-acquisition time variability on required sample size. J. Nucl. Med. 2016, 57, 226–230.
[CrossRef] [PubMed]
Basu, S.; Alavi, A. Defining co-related parameters between ‘metabolic’ flare and ‘clinical’, ‘biochemical’, and
‘osteoblastic’ flare and establishing guidelines for assessing response to treatment in cancer. Eur. J. Nucl. Med.
Mol. Imaging 2007, 34, 441–443. [CrossRef] [PubMed]
Dehdashti, F.; Flanagan, F.L.; Mortimer, J.E.; Katzenellenbogen, J.A.; Welch, M.J.; Siegel, B.A. Positron
emission tomographic assessment of “metabolic flare” to predict response of metastatic breast cancer to
antiestrogen therapy. Eur. J. Nucl. Med. 1999, 26, 51–56. [CrossRef] [PubMed]
Aliaga, A.; Rousseau, J.A.; Cadorette, J.; Croteau, E.; van Lier, J.E.; Lecomte, R.; Benard, F. A small animal
positron emission tomography study of the effect of chemotherapy and hormonal therapy on the uptake

Diagnostics 2019, 9, 35

15.

16.

17.

18.

19.
20.
21.

22.
23.

24.

25.

26.

27.

28.

29.
30.

31.

32.

11 of 13

of 2-deoxy-2-[f-18]fluoro-d-glucose in murine models of breast cancer. Mol. Imaging Biol. 2007, 9, 144–150.
[CrossRef] [PubMed]
Spaepen, K.; Stroobants, S.; Dupont, P.; Bormans, G.; Balzarini, J.; Verhoef, G.; Mortelmans, L.;
Vandenberghe, P.; De Wolf-Peeters, C. [(18)f]fdg pet monitoring of tumour response to chemotherapy:
Does [(18)f]fdg uptake correlate with the viable tumour cell fraction? Eur. J. Nucl. Med. Mol. Imaging 2003,
30, 682–688. [CrossRef]
Bjurberg, M.; Henriksson, E.; Brun, E.; Ekblad, L.; Ohlsson, T.; Brun, A.; Kjellen, E. Early changes in
2-deoxy-2-[18f]fluoro-d-glucose metabolism in squamous-cell carcinoma during chemotherapy in vivo and
in vitro. Cancer Biother. Radiopharm. 2009, 24, 327–332. [CrossRef] [PubMed]
Bjurberg, M.; Abedinpour, P.; Brun, E.; Baldetorp, B.; Borgstrom, P.; Wennerberg, J.; Kjellen, E. Early metabolic
flare in squamous cell carcinoma after chemotherapy is a marker of treatment sensitivity in vitro. Nucl. Med.
Mol. Imaging 2010, 44, 165–169. [CrossRef] [PubMed]
Engles, J.M.; Quarless, S.A.; Mambo, E.; Ishimori, T.; Cho, S.Y.; Wahl, R.L. Stunning and its effect on 3h-fdg
uptake and key gene expression in breast cancer cells undergoing chemotherapy. J. Nucl. Med. 2006, 47,
603–608.
Wehrl, H.F.; Sauter, A.W.; Judenhofer, M.S.; Pichler, B.J. Combined pet/mr imaging—Technology and
applications. Technol. Cancer Res. Treat. 2010, 9, 5–20. [CrossRef]
Schiepers, C.; Dahlbom, M. Molecular imaging in oncology: The acceptance of pet/ct and the emergence of
mr/pet imaging. Eur. Radiol. 2011, 21, 548–554. [CrossRef]
Balyasnikova, S.; Lofgren, J.; de Nijs, R.; Zamogilnaya, Y.; Hojgaard, L.; Fischer, B.M. Pet/mr in oncology: An
introduction with focus on mr and future perspectives for hybrid imaging. Am. J. Nucl. Med. Mol. Imaging
2012, 2, 458–474.
Sauter, A.W.; Wehrl, H.F.; Kolb, A.; Judenhofer, M.S.; Pichler, B.J. Combined pet/mri: One step further in
multimodality imaging. Trends Mol. Med. 2010, 16, 508–515. [CrossRef]
Samarin, A.; Burger, C.; Wollenweber, S.D.; Crook, D.W.; Burger, I.A.; Schmid, D.T.; von Schulthess, G.K.;
Kuhn, F.P. Pet/mr imaging of bone lesions–implications for pet quantification from imperfect attenuation
correction. Eur. J. Nucl. Med. Mol. Imaging 2012, 39, 1154–1160. [CrossRef] [PubMed]
Yabuuchi, H.; Hatakenaka, M.; Takayama, K.; Matsuo, Y.; Sunami, S.; Kamitani, T.; Jinnouchi, M.; Sakai, S.;
Nakanishi, Y.; Honda, H. Non-small cell lung cancer: Detection of early response to chemotherapy by using
contrast-enhanced dynamic and diffusion-weighted mr imaging. Radiology 2011, 261, 598–604. [CrossRef]
Nakayama, J.; Miyasaka, K.; Omatsu, T.; Onodera, Y.; Terae, S.; Matsuno, Y.; Cho, Y.; Hida, Y.; Kaga, K.;
Shirato, H. Metastases in mediastinal and hilar lymph nodes in patients with non-small cell lung cancer:
Quantitative assessment with diffusion-weighted magnetic resonance imaging and apparent diffusion
coefficient. J. Comput. Assist. Tomogr. 2010, 34, 1–8. [CrossRef]
Nomori, H.; Mori, T.; Ikeda, K.; Kawanaka, K.; Shiraishi, S.; Katahira, K.; Yamashita, Y. Diffusion-weighted
magnetic resonance imaging can be used in place of positron emission tomography for n staging of non-small
cell lung cancer with fewer false-positive results. J. Thorac. Cardiovasc. Surg. 2008, 135, 816–822. [CrossRef]
Kwee, T.C.; Takahara, T.; Ochiai, R.; Nievelstein, R.A.; Luijten, P.R. Diffusion-weighted whole-body imaging
with background body signal suppression (dwibs): Features and potential applications in oncology. Eur.
Radiol. 2008, 18, 1937–1952. [CrossRef] [PubMed]
Olin, A.; Ladefoged, C.N.; Langer, N.H.; Keller, S.H.; Lofgren, J.; Hansen, A.E.; Kjaer, A.; Langer, S.W.;
Fischer, B.M.; Andersen, F.L. Reproducibility of mr-based attenuation maps in pet/mri and the impact on
pet quantification in lung cancer. J. Nucl. Med. 2018, 59, 999–1004. [CrossRef] [PubMed]
O, J.H.; Lodge, M.A.; Wahl, R.L. Practical percist: A simplified guide to pet response criteria in solid tumors
1.0. Radiology 2016, 280, 576–584. [CrossRef]
Weller, A.; Papoutsaki, M.V.; Waterton, J.C.; Chiti, A.; Stroobants, S.; Kuijer, J.; Blackledge, M.; Morgan, V.;
deSouza, N.M. Diffusion-weighted (dw) mri in lung cancers: Adc test-retest repeatability. Eur. Radiol. 2017,
27, 4552–4562. [CrossRef]
Tellmann, L.; Quick, H.H.; Bockisch, A.; Herzog, H.; Beyer, T. The effect of mr surface coils on pet
quantification in whole-body pet/mr: Results from a pseudo-pet/mr phantom study. Med. Phys. 2011, 38,
2795–2805. [CrossRef] [PubMed]
Paulus, D.H.; Braun, H.; Aklan, B.; Quick, H.H. Simultaneous pet/mr imaging: Mr-based attenuation
correction of local radiofrequency surface coils. Med. Phys. 2012, 39, 4306–4315. [CrossRef]

Diagnostics 2019, 9, 35

33.
34.

35.
36.

37.

38.

39.

40.

41.

42.
43.
44.
45.

46.
47.
48.

49.

50.

12 of 13

Eldib, M.; Bini, J.; Faul, D.D.; Oesingmann, N.; Tsoumpas, C.; Fayad, Z.A. Attenuation correction for magnetic
resonance coils in combined pet/mr imaging: A review. Pet Clin. 2016, 11, 151–160. [CrossRef]
Young, H.; Baum, R.; Cremerius, U.; Herholz, K.; Hoekstra, O.; Lammertsma, A.A.; Pruim, J.; Price, P.
Measurement of clinical and subclinical tumour response using [18f]-fluorodeoxyglucose and positron
emission tomography: Review and 1999 eortc recommendations. European organization for research and
treatment of cancer (eortc) pet study group. Eur. J. Cancer 1999, 35, 1773–1782. [CrossRef]
Wahl, R.L.; Jacene, H.; Kasamon, Y.; Lodge, M.A. From recist to percist: Evolving considerations for pet
response criteria in solid tumors. J. Nucl. Med. 2009, 50 (Suppl. 1), 122S–150S. [CrossRef]
Fledelius, J.; Khalil, A.; Hjorthaug, K.; Frokiaer, J. Inter-observer agreement improves with percist 1.0 as
opposed to qualitative evaluation in non-small cell lung cancer patients evaluated with f-18-fdg pet/ct early
in the course of chemo-radiotherapy. Ejnmmi Res. 2016, 6, 71. [CrossRef]
Fledelius, J.; Khalil, A.A.; Hjorthaug, K.; Frokiaer, J. Using positron emission tomography (pet) response
criteria in solid tumours (percist) 1.0 for evaluation of 20 -deoxy-20 -[18f] fluoro-d-glucose-pet/ct scans to
predict survival early during treatment of locally advanced non-small cell lung cancer (nsclc). J. Med Imaging
Radiat. Oncol. 2016, 60, 231–238. [CrossRef]
Shang, J.; Ling, X.; Zhang, L.; Tang, Y.; Xiao, Z.; Cheng, Y.; Guo, B.; Gong, J.; Huang, L.; Xu, H. Comparison
of recist, eortc criteria and percist for evaluation of early response to chemotherapy in patients with
non-small-cell lung cancer. Eur. J. Nucl. Med. Mol. Imaging 2016, 43, 1945–1953. [CrossRef]
Pinker, K.; Riedl, C.; Weber, W.A. Evaluating tumor response with fdg pet: Updates on percist, comparison
with eortc criteria and clues to future developments. Eur. J. Nucl. Med. Mol. Imaging 2017, 44, 55–66.
[CrossRef] [PubMed]
Keller, S.H.; Holm, S.; Hansen, A.E.; Sattler, B.; Andersen, F.; Klausen, T.L.; Hojgaard, L.; Kjaer, A.; Beyer, T.
Image artifacts from mr-based attenuation correction in clinical, whole-body pet/mri. Magma 2013, 26,
173–181. [CrossRef]
Mayerhoefer, M.E.; Raderer, M.; Jaeger, U.; Staber, P.; Kiesewetter, B.; Senn, D.; Gallagher, F.A.; Brindle, K.;
Porpaczy, E.; Weber, M.; et al. Ultra-early response assessment in lymphoma treatment: [(18)f]fdg pet/mr
captures changes in glucose metabolism and cell density within the first 72 hours of treatment. Eur. J. Nucl.
Med. Mol. Imaging 2018, 45, 931–940. [CrossRef] [PubMed]
Freudenberg, L.S.; Rosenbaum, S.J.; Beyer, T.; Bockisch, A.; Antoch, G. Pet versus pet/ct dual-modality
imaging in evaluation of lung cancer. Thoracic Surg. Clin. 2010, 20, 25–30. [CrossRef] [PubMed]
Al-Nabhani, K.; Syed, R.; Haroon, A.; Almukhailed, O.; Bomanji, J. Flare response versus disease progression
in patients with non-small cell lung cancer. J. Radiol. Case Rep. 2012, 6, 34–42. [PubMed]
Guldbrandsen, K.F.; Hendel, H.W.; Langer, S.W.; Fischer, B.M. Nuclear molecular imaging strategies in
immune checkpoint inhibitor therapy. Diagnostics 2017, 7, 23. [CrossRef]
Cho, S.Y.; Lipson, E.J.; Im, H.J.; Rowe, S.P.; Gonzalez, E.M.; Blackford, A.; Chirindel, A.; Pardoll, D.M.;
Topalian, S.L.; Wahl, R.L. Prediction of response to immune checkpoint inhibitor therapy using
early-time-point 18f-fdg pet/ct imaging in patients with advanced melanoma. J. Nucl. Med. 2017, 58,
1421–1428. [CrossRef] [PubMed]
Galban, C.J.; Hoff, B.A.; Chenevert, T.L.; Ross, B.D. Diffusion mri in early cancer therapeutic response
assessment. Nmr Biomed. 2016. [CrossRef] [PubMed]
Yu, J.; Li, W.; Zhang, Z.; Yu, T.; Li, D. Prediction of early response to chemotherapy in lung cancer by using
diffusion-weighted mr imaging. Sci. World J. 2014, 2014, 135841. [CrossRef]
Tsuchida, T.; Morikawa, M.; Demura, Y.; Umeda, Y.; Okazawa, H.; Kimura, H. Imaging the early response to
chemotherapy in advanced lung cancer with diffusion-weighted magnetic resonance imaging compared to
fluorine-18 fluorodeoxyglucose positron emission tomography and computed tomography. J. Magn. Reson.
Imaging 2013, 38, 80–88. [CrossRef] [PubMed]
Weiss, E.; Ford, J.C.; Olsen, K.M.; Karki, K.; Saraiya, S.; Groves, R.; Hugo, G.D. Apparent diffusion coefficient
(adc) change on repeated diffusion-weighted magnetic resonance imaging during radiochemotherapy for
non-small cell lung cancer: A pilot study. Lung Cancer 2016, 96, 113–119. [CrossRef]
Nahmias, C.; Hanna, W.T.; Wahl, L.M.; Long, M.J.; Hubner, K.F.; Townsend, D.W. Time course of early
response to chemotherapy in non-small cell lung cancer patients with 18f-fdg pet/ct. J. Nucl. Med. 2007, 48,
744–751. [CrossRef] [PubMed]

Diagnostics 2019, 9, 35

13 of 13

© 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

