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18F-fluorodeoxyglucose uptake predicts PKM2 expression in lung 
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ABSTRACT

Positron emission tomography (PET) with 18F-fluorodeoxyglucose (18F-FDG) is 
widely used in the management of lung adenocarcinoma. Pyruvate kinase M2 (PKM2) 
plays a key role in glycolysis. We therefore investigated whether PKM2 expression 
affects 18F-FDG uptake in a retrospective analysis of 76 patients who underwent 
18F-FDG PET/computed tomography (CT) scans for staging before surgical resection. 
We found that PKM2 expression was higher in tumors than peritumoral tissue 
(p < 0.05). Patients with high PKM2 expression had reduced overall (p < 0.05) and 
disease-free (p < 0.05) survival as compared to those with low PKM2 expression. 
Comparison of the primary tumor maximum standardized uptake value (SUVmax) 
between patients with high and low PKM2 expression revealed that the SUVmax 
was higher in primary tumors with high PKM2 expression than low PKM2 expression 
(p < 0.05). Multivariate analysis confirmed the association between SUVmax and 
PKM2 expression (p < 0.05). PKM2 status was predicted with 81.6% accuracy when 
the SUVmax cutoff value of 6.4. Thus,18F-FDG PET/CT is predictive of the PKM2 status 
in lung adenocarcinoma patients and could aid in determining therapeutic strategies.

INTRODUCTION

Lung cancer is one of the most common malignancies 
worldwide, among which lung adenocarcinoma is the most 
common histologic type [1]. Although there have been 
advances in the early diagnosis and treatment of lung 
cancer, the 5-year survival rate is still poor [2]. This may 
be explained by the high metastasis rate of lung cancer 
and resistance to chemotherapeutics [3]. Improving the 
survival rate of lung adenocarcinoma patients requires the 
identification of biomarkers that can better predict tumor 
behavior (e.g. progression or metastatic capability).

The Warburg effect, which is characterized by a high 
rate of glycolysis even in the presence of adequate oxygen, 
is a hallmark of cancer cell growth [4]. Glycolysis is closely 
associated with cellular proliferation and drug resistance in 
cancer cells, and treatments that target glucose metabolism 
represent a new strategy for cancer therapy. Pyruvate kinase 
M2 (PKM2) regulates the final rate-limiting step of glycolysis 

by converting phosphoenolpyruvate to adenosine diphosphate 
(ADP) resulting in the generation of pyruvate and adenosine 
triphosphate (ATP) [5]. Upregulation of PKM2 ensures 
efficient synthesis of intermediates for biosynthetic reactions 
and ATP generation. PKM2 is over-expressed in many 
malignant tumors and plays an important role in development 
and metastasis [6-8]. Recently, several studies have shown that 
targeted molecular therapies that modulate PKM2 activity can 
improve the efficacy of chemotherapeutics [9-13]. However, 
some PKM2-targeted therapies have been ineffective in 
experimental and clinical studies. Therefore, it is important to 
identify the clinical characteristics of patients that can predict 
PKM2 status and the efficacy of PKM2-targeted therapies.

18F-fluorodeoxyglucose positron emission tomo 
graphy/computed tomography (18F-FDG PET/CT) is 
a molecular imaging technique that is widely used for 
diagnosing, staging, re-staging, and monitoring treatment 
response in cancer patients [14, 15]. Because glucose is 
the major energy substrate in tumor cells (the Warburg 
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effect), increased 18F-FDG uptake is an indicator of 
poor prognosis in many malignant tumors such as lung 
cancer [16]. 18F-FDG uptake in cancer cells is primarily 
dependent upon on glucose transporters and hexokinases, 
which are over-expressed in many malignant tumors. 
Although PKM2 plays a crucial role in the Warburg effect 
[17], the relationship between 18F-FDG accumulation and 
PKM2 expression has not been examined.

In this study, we examined PKM2 expression in 
patients with lung adenocarcinoma and evaluated the 
relationship between PKM2 expression and patient 
prognosis. We also investigated the relationship between 
PKM2 expression and 18F-FDG uptake to determine 
whether 18F-FDG uptake could be used to predict PKM2 
status in lung adenocarcinoma patients. Finally, we 
examined whether glucose transporter-1 (GLUT1) and 
hexokinase 2 (HK2) expression was associated with 
18F-FDG uptake, and assessed the correlation between 
PKM2 and GLUT1 and HK2 in lung adenocarcinomas. Our 
results suggest that 18F-FDG PET can be used to predict 
PKM2 status, and that 18F-FDG PET may help determine 
the therapeutic strategy for lung adenocarcinoma patients 
by predicting tumor response to PKM2-targeted therapies.

RESULTS

Patient characteristics

The clinicopathological characteristics of the 76 lung 
adenocarcinoma patients (34 men and 42 women) are shown 
in Table 1. The mean patient age was 64 years, and the age 
range was 38-85 years. The mean primary tumor maximum 
standardized uptake value (SUVmax) was 9.67 (range, 
1-35.5). The mean tumor size was 3.1 cm (range, 1-9.5 cm). 
Lymph node metastasis was detected in 25 patients. Most 
patients had stage I disease (57.9%), followed by stage II 
(21.1%), stage III (15.8%), and stage IV disease (5.3%).

PKM2 expression is upregulated in lung 
adenocarcinoma patients

To understand the role of PKM2 in lung 
adenocarcinoma, we compared PKM2 expression between 
tumor and matched normal tissue specimens from the 
76 patients. In the tumor cells, PKM2 expression was 
mainly detected in the cytoplasm and occasionally in 
the nucleus (Figure 1A). High PKM2 expression was 
observed in 53.9% (41/76) of tumor and 13.1% (10/76) 
of peritumoral tissues (Table 1). The mean PKM2 
immunohistochemical staining score in the tumor tissues 
(3.96 ± 2.91) was significantly higher than that in the 
peritumoral tissues (2.14 ± 1.94) (Figure 1B). Based on the 
immunohistochemical analysis, the lung adenocarcinoma 
patients were classified into two groups: those with 
high (n = 41) and low (n = 35) PKM2 expression. The 

relationship between PKM2 expression and various 
patient clinicopathological parameters is illustrated in 
Table 2. PKM2 expression was correlated with tumor 
differentiation, lymph node metastasis, and tumor-node-
metastasis (TNM) stage (p < 0.05; Table 2). However, 
there were no significant differences between PKM2 
expression and age, sex, tumor size, or distant metastasis.

Survival analysis

Kaplan-Meier survival curves indicated that patients 
with high PKM2 expression had reduced overall survival 
(p < 0.05) compared to those with low PKM2 expression 
(Figure 2A). In addition, patients with high PKM2 
expression had reduced disease-free survival (p < 0.05) 
compared to those with low PKM2 expression (Figure 2B).

The relationship between SUVmax and PKM2 
expression

We next assessed the relationship between SUVmax 
and PKM2 expression in lung adenocarcinomas. The 
SUVmax was significantly higher in tumors with high 
compared to low PKM2 expression (13.39 ± 6.002 
vs. 5.31 ± 4.645; p < 0.0001) (Figure 3A). A positive 
correlation was observed between the SUVmax and 
PKM2 expression in lung adenocarcinomas (r2 = 0.47, p < 
0.05; Figure 3B). We determined the SUVmax threshold 
for optimal differentiation between patients with high and 
low PKM2 expression. Receiver operating characteristic 
(ROC) curve analysis revealed that the highest accuracy 
(81.6%) for predicting PKM2 status was obtained with a 
SUVmax cutoff value of 6.4 (the area under the curve was 
0.874 ± 0.041; Figure 4). The sensitivity and specificity of 
the SUVmax for predicting PKM2 expression were 90.2% 
(37/41) and 71.4% (25/35), respectively. These results 
suggested that the SUVmax of primary tumors could be 
used to predict PKM2 status in lung adenocarcinoma 
patients. Multivariate analysis was performed to exclude 
the possibility that the predictive value of SUVmax for 
PKM2 status. In the multivariate analysis, the SUVmax 
remained correlated with PKM2 expression in lung 
adenocarcinoma patients (Table 3).

The SUVmax is correlated with PKM2 and 
GLUT1 expression

We also assessed the relationship between the 
SUVmax and the expression of GLUT1 and HK2 using 
immunohistochemistry. The SUVmax was higher in 
tumors with high (13.6 ± 6.3) compared to low (5.3 ± 3.9; 
p < 0.05) GLUT1 expression (Figure 5A). However, there 
was no significant difference in the SUVmax between 
patients with high and low HK2 expression (Figure 5B). 
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PKM2 and GLUT1 expression were correlated (r2 = 0.604, 
p < 0.05; Table 4), but PKM2 and HK2 expression were 
not (r2 = -0.064, p > 0.05; Table 4). These results suggest 
that PKM2 affects 18F-FDG uptake in non-small cell 
lung cancer, possibly through upregulation of GLUT1 
expression.

DISCUSSION

The Warburg effect confers a growth advantage 
to cancer cells by transforming glucose into substrates 
and ATP for tumor growth. PKM2 is an important 
metabolic enzyme responsible for the Warburg effect. It is 

Figure 1: Immunohistochemical staining of PKM2 in lung adenocarcinoma specimens. (A) Case 1: Tumor tissue with high 
PKM2 expression. Case 2: Tumor tissue with low PKM2 expression. Peritumoral tissues have low PKM2 expression (×200 magnification). 
(B) The mean PKM2 immunohistochemical staining score in lung adenocarcinoma tissue (3.96 ± 2.91) was significantly higher than that 
of matched peritumoral tissue (p < 0.05) (2.14 ± 1.94).

Table 1: PKM2 expression in paired tissue specimens from 76 patients with lung adenocarcinoma

Specimen PKM2 expression p-value

High Low

Tumor tissue 41 35 p < 0.05

Peritumoral tissue 10 66



Oncotarget39621www.impactjournals.com/oncotarget

over-expressed in various cancers including tongue cancer, 
pancreatic cancer, and hepatocellular carcinoma [18-20]. 
Our results suggest that PKM2 expression is significantly 
higher in lung cancer compared to noncancerous tissue. 
Interestingly, PKM2 expression was correlated with 
tumor differentiation, lymph node metastasis, and TNM 
stage. Our data indicate that PKM2 is over-expressed 
in a significant fraction of lung adenocarcinomas 
suggesting that PKM2 might play a critical role in tumor 
development and serve as a novel therapeutic target in 
lung adenocarcinoma.

Given that PKM2 is a potential therapeutic target, 
it is important to identify the clinical characteristics of 
patients that can predict PKM2 status or the efficacy 
of therapeutics that target PKM2. We evaluated 
PKM2 expression in patient tissue samples using 
immunohistochemistry. However, this approach involves 
an invasive procedure and is limited by the availability of 
tumor tissue. The development of noninvasive techniques 
such as PET/CT for predicting tumor molecular profiles 
could help overcome this limitation. We analyzed the 
association between PKM2 expression and 18F-FDG 

Table 2: Relationship between PKM2 expression and the clinicopathological characteristics of lung adenocarcinoma 
patients (n = 76)

Variable PKM2 expression p-value

Low High 

Age (years)

< 60 11 12 0.838

≥ 60 24 29

Sex

Female 20 22 0.761

Male 15 19

Tumor size (cm)

≤ 3 32 31 0.068

> 3 3 10

Lymph node metastasis

Negative 28 23 0.027

Positive 7 18

Distant metastasis

Negative 35 37 0.058

Positive 0 4

Tumor differentiation

Well 11 3 0.017

Moderate 15 19

Poor 9 19

TNM stage

I 26 18 0.025

II 4 12

III 5 7

IV 0 4
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uptake in lung adenocarcinoma patients and determined 
that the SUVmax was significantly higher in lung 
adenocarcinomas with high compared to low PKM2 
expression.

In vitro assays using cancer cell lines have 
indicated that PKM2 knockdown inhibits glucose 
uptake and lactate production [5, 21]. Consistent with 
these results, we observed a 1.5-fold increase in the 
SUVmax in primary tumors with high compared to low 
PKM2 expression (p < 0.05). ROC analysis indicated 
that 18F-FDG uptake could predict PKM2 expression 
in lung adenocarcinoma patients. Multivariate analysis 

demonstrated that the SUVmax of the primary tumor 
was correlated with PKM2 expression. These results 
suggest that 18F-FDG PET/CT scans could be useful for 
predicting PKM2 status in lung adenocarcinoma patients. 
Since many PKM2 inhibitors are in development for the 
treatment of lung adenocarcinoma patients with high 
PKM2 expression, noninvasive methods (e.g. molecular 
imaging) that can predict PKM2 status and be used to 
monitor the effects of PKM2-targeted therapeutics are of 
great clinical relevance.

Previous studies have demonstrated that PKM2 
can increase GLUT1 expression in vitro [22, 23]. 

Figure 2: Kaplan-Meier survival analysis of 76 patients with lung adenocarcinoma. (A) The overall survival rate in patients 
with high PKM2 expression was significantly lower than that of patients with low PKM2 expression. (B) The disease-free survival rate in 
patients with high PKM2 expression was significantly lower than that of patients with low PKM2 expression.

Figure 3: The relationship between PKM2 expression and SUVmax in lung adenocarcinoma. (A) The SUVmax was 
significantly higher in patients with high (13.39 ± 6.002) compared to low PKM2 expression (5.31 ± 4.645) (p < 0.05). (B) The SUVmax 
and PKM2 expression are positively correlated (r2 = 0.47, p < 0.05).
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Consistent with these results, we observed a positive 
correlation between PKM2 and GLUT1 expression in 
lung adenocarcinoma patient tissue samples. The SUVmax 
was significantly higher in tumors with high compared to 
low GLUT1 expression. These data suggest that PKM2 
affects 18F-FDG uptake in lung adenocarcinoma, possibly 
by upregulating GLUT1 expression.

Our study was limited in part by its retrospective 
design and the small sample size. Although PET/CT may 
have moderate diagnostic performance, it is not possible 
to establish a cutoff value for SUVmax in the clinical 
setting. Therefore, PET/CT cannot replace conventional 
diagnostic methods. Nonetheless, our results may 
be relevant for developing noninvasive strategies 
for predicting PKM2 expression or for monitoring 
the therapeutic effects of PKM2 inhibitors in lung 
adenocarcinoma patients.

CONCLUSION

Lung adenocarcinoma patients with high PKM2 
expression show increased 18F-FDG uptake on PET/CT. 
Thus, PET/CT may be a complementary tool for assessing 
the molecular profiles of lung adenocarcinomas and for 
predicting PKM2 expression. It could be particularly 
useful in cases where tumor tissue is not available or for 
monitoring the effects of PKM2-targeted therapeutics. 
PKM2 expression is positively correlated with GLUT1 
expression, and PKM2 may increase 18F-FDG uptake 
through upregulation of GLUT1 expression. Additional 
large, prospective studies are needed to confirm our 
results and determine whether PET/CT can be used in lung 
adenocarcinoma patients to predict PKM2 status. This 
will aid in clinical decision-making regarding therapeutic 
strategies for lung adenocarcinoma.

Figure 4: ROC curve of the SUVmax for predicting PKM2 expression. The area under the ROC curve was 0.874 ± 0.041. When 
the threshold of the SUVmax was set at 6.4, the sensitivity and specificity were 90.2% and 71.4%, respectively.
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Figure 5: Relationship between SUVmax and GLUT1 and HK2 expression. (A) The SUVmax was significantly higher in 
tumors with high (13.6 ± 6.3) compared to low GLUT1 expression (5.3 ± 3.9) (p < 0.05). (B) There was no significant difference in 
SUVmax between the high and low HK2 expression groups (p > 0.05).

Table 4: Relationship between PKM2 and GLUT1 and HK2 expression

PKM2 expression p-value

Low High

GLUT1 expression Low 28 8 < 0.05

High 8 33

HK2 expression Low 14 21 > 0.05

High 19 22

Table 3: Multivariate analysis of PKM2 expression in 76 patients with lung adenocarcinoma

Parameter Univariate analysis p-value

OR 95% CI

Sex 2 0.446-5.268 0.497

Age (years) 1.079 0.267-4.357 0.910

Tumor size (cm) 1.084 0.192-6.127 0.927

Tumor differentiation 0.722 0.239-2.182 0.564

Lymph node metastasis 0.632 0.106-3.768 0.615

TNM stage 1.31 0.525-3.269 0.563

SUVmax 28.464 4.658-173.938 0.001

OR: Odds ratio; 95% CI: 95% Confidence interval
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MATERIALS AND METHODS

Study population

Seventy-six patients (34 men and 42 women; age 
range, 38-85 years; mean age, 64.3 years) with lung 
adenocarcinoma were included in the study. All patients 
underwent 18F-FDG PET/CT before surgery at the 
Shanghai Jiaotong University-affiliated Ren Ji Hospital 
between January 2012 and June 2016. The diagnosis 
of lung adenocarcinoma was confirmed by pathological 
examination of tumor specimens. The complete case 
information including age, sex, tumor differentiation 
and TNM stage, survival, and recurrence was available. 
The Institutional Review Board of the Shanghai Jiao 
Tong University-affiliated Ren Ji Hospital approved 
this study, and all patients provided written informed 
consent.

PET/CT imaging

Images were acquired using a combined PET/CT 
device (Biograph mCT; Siemens). The patients fasted for 
at least 4 h before intravenous injection of 18F-FDG, and 
acquisition of whole-body PET images started 50 min after 
the injection. CT data were used for attenuation correction 
and PET image datasets were reconstructed iteratively. For 
semi-quantitative analysis of 18F-FDG uptake, regions of 
interest were manually defined on transaxial tomograms. 
The SUVmax was calculated as follows: maximum pixel 
value with the decay-corrected region of interest activity 
(MBq/kg)/(injected dose [MBq]/body weight [kg]). Two 
experienced nuclear medicine physicians evaluated the 
PET images.

Immunohistochemistry

Tumor tissues were fixed in 10% formalin and 
embedded in paraffin. Formalin-fixed paraffin-embedded 
sections (5 µm) were stained with antibodies against 
GLUT1, HK2, and PKM2. All primary antibodies 
were purchased from Proteintech (Proteintech Group, 
USA). Two pathologists independently scored the 
immunohistochemistry results according to intensity and 
percentage of PKM2-, GLUT1-, or HK2-positive cells.

Statistical analysis

PKM2 expression in tumor compared to matched 
non-cancerous tissue was analyzed with a parametric 
test. The association between PKM2 expression and 
various clinical parameters of lung adenocarcinoma 
patients was assessed using chi-square tests. Kaplan-
Meier analysis was used to evaluate the association 
between PKM2 expression and lung adenocarcinoma 
patient outcomes. The relationships between PKM2 
expression and GLUT1 or HK2 expression were 

analyzed using Pearson correlation coefficients. For all 
tests, the significance level was set at p < 0.05. Statistical 
analyses were performed using SPSS 13.0 (SPSS Inc., 
Chicago, IL, USA).

ACKNOWLEDGMENTS

We thank Jianjun Liu and Qiang Liu at Shanghai 
Ren Ji Hospital for assistance with clinical data collection 
and immunohistochemical analysis.

CONFLICTS OF INTEREST

The authors declare that there are no conflicts of 
interest.

REFERENCES

1. Jemal A, Bray F, Center MM, Ferlay J, Ward E, Forman D. 
Global cancer statistics. CA Cancer J Clin. 2011; 61:69-90.

2. Siegel RL, Miller KD, Jemal A. Cancer statistics, 2015. CA 
Cancer J Clin. 2015; 65:5-29.

3. Kelsey CR, Light KL, Marks LB. Patterns of failure after 
resection of non-small-cell lung cancer: implications for 
postoperative radiation therapy volumes. Int J Radiat Oncol 
Biol Phys. 2006; 65:1097-1105.

4. Yeung SJ, Pan J, Lee MH. Roles of p53, MYC and HIF-1 in 
regulating glycolysis - the seventh hallmark of cancer. Cell 
Mol Life Sci. 2008; 65:3981-3999.

5. Christofk HR, Vander HM, Harris MH, Ramanathan A, 
Gerszten RE, Wei R, Fleming MD, Schreiber SL, Cantley 
LC. The M2 splice isoform of pyruvate kinase is important 
for cancer metabolism and tumour growth. Nature. 2008; 
452:230-233.

6. Hathurusinghe HR, Goonetilleke KS, Siriwardena AK. 
Current status of tumor M2 pyruvate kinase (tumor M2-PK) 
as a biomarker of gastrointestinal malignancy. Ann Surg 
Oncol. 2007; 14:2714-2720.

7. Zhou CF, Li XB, Sun H, Zhang B, Han YS, Jiang Y, 
Zhuang QL, Fang J, Wu GH. Pyruvate kinase type M2 is 
upregulated in colorectal cancer and promotes proliferation 
and migration of colon cancer cells. IUBMB Life. 2012; 
64:775-782.

8. Yu G, Yu W, Jin G, Xu D, Chen Y, Xia T, Yu A, Fang 
W, Zhang X, Li Z, Xie K. PKM2 regulates neural 
invasion of and predicts poor prognosis for human hilar 
cholangiocarcinoma. Mol Cancer. 2015; 14:193.

9. Boxer MB, Jiang JK, Vander HM, Shen M, Skoumbourdis 
AP, Southall N, Veith H, Leister W, Austin CP, Park HW, 
Inglese J, Cantley LC, Auld DS, Thomas CJ. Evaluation 
of substituted N,N’-diarylsulfonamides as activators of the 
tumor cell specific M2 isoform of pyruvate kinase. J Med 
Chem. 2010; 53:1048-1055.

10. Israelsen WJ, Dayton TL, Davidson SM, Fiske BP, Hosios 
AM, Bellinger G, Li J, Yu Y, Sasaki M, Horner JW, Burga 



Oncotarget39626www.impactjournals.com/oncotarget

LN, Xie J, Jurczak MJ, et al. PKM2 isoform-specific 
deletion reveals a differential requirement for pyruvate 
kinase in tumor cells. Cell. 2013; 155:397-409.

11. Anastasiou D, Yu Y, Israelsen WJ, Jiang JK, Boxer MB, 
Hong BS, Tempel W, Dimov S, Shen M, Jha A, Yang 
H, Mattaini KR, Metallo CM, et al. Pyruvate kinase M2 
activators promote tetramer formation and suppress 
tumorigenesis. Nat Chem Biol. 2012; 8:839-847.

12. Vander HM, Christofk HR, Schuman E, Subtelny AO, 
Sharfi H, Harlow EE, Xian J, Cantley LC. Identification of 
small molecule inhibitors of pyruvate kinase M2. Biochem 
Pharmacol. 2010; 79:1118-1124.

13. Porporato PE, Dhup S, Dadhich RK, Copetti T, Sonveaux P. 
Anticancer targets in the glycolytic metabolism of tumors: a 
comprehensive review. Front Pharmacol. 2011; 2:49.

14. Avril S, Muzic RJ, Plecha D, Traughber BJ, Vinayak 
S, Avril N. 18F-FDG PET/CT for monitoring of 
treatment response in breast cancer. J Nucl Med. 2016; 
57:34S-39S.

15. Lee JW, Oh JK, Chung YA, Na SJ, Hyun SH, Hong IK, 
Eo JS, Song BI, Kim TS, Kim DY, Kim SU, Moon DH, 
Lee JD, Yun M. Prognostic significance of 18F-FDG uptake 
in hepatocellular carcinoma treated with transarterial 
chemoembolization or concurrent chemoradiotherapy: a 
multicenter retrospective cohort study. J Nucl Med. 2016; 
57:509-516.

16. Huellner MW, de Galiza BF, Husmann L, Pietsch CM, 
Mader CE, Burger IA, Stolzmann P, Delso G, Frauenfelder 
T, von Schulthess GK, Veit-Haibach P. TNM staging of 
non-small cell lung cancer: comparison of PET/MR and 
PET/CT. J Nucl Med. 2016; 57:21-26.

17. Wong N, Ojo D, Yan J, Tang D. PKM2 contributes to cancer 
metabolism. Cancer Lett. 2015; 356:184-191.

18. Yuan C, Li Z, Wang Y, Qi B, Zhang W, Ye J, Wu H, Jiang 
H, Song LN, Yang J, Cheng J. Overexpression of metabolic 
markers PKM2 and LDH5 correlates with aggressive 
clinicopathological features and adverse patient prognosis 
in tongue cancer. Histopathology. 2014; 65:595-605.

19. Li W, Xu Z, Hong J, Xu Y. Expression patterns of three 
regulation enzymes in glycolysis in esophageal squamous 
cell carcinoma: association with survival. Med Oncol. 2014; 
31:118.

20. Chen Z, Lu X, Wang Z, Jin G, Wang Q, Chen D, Chen 
T, Li J, Fan J, Cong W, Gao Q, He X. Co-expression of 
PKM2 and TRIM35 predicts survival and recurrence in 
hepatocellular carcinoma. Oncotarget. 2015; 6:2539-2548. 
doi: 10.18632/oncotarget.2991

21. Luan W, Wang Y, Chen X, Shi Y, Wang J, Zhang J, Qian J, 
Li R, Tao T, Wei W, Hu Q, Liu N, You Y. PKM2 promotes 
glucose metabolism and cell growth in gliomas through a 
mechanism involving a let-7a/c-Myc/hnRNPA1 feedback 
loop. Oncotarget. 2015; 6:13006-13018. doi: 10.18632/
oncotarget.3514

22. Liang J, Cao R, Zhang Y, Xia Y, Zheng Y, Li X, Wang 
L, Yang W, Lu Z. PKM2 dephosphorylation by Cdc25A 
promotes the Warburg effect and tumorigenesis. Nat 
Commun. 2016; 7:12431.

23. Yang W, Zheng Y, Xia Y, Ji H, Chen X, Guo F, Lyssiotis 
CA, Aldape K, Cantley LC, Lu Z. ERK1/2-dependent 
phosphorylation and nuclear translocation of PKM2 
promotes the Warburg effect. Nat Cell Biol. 2012; 
14:1295-1304.


