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1. Abstract
1.1. Background: Incorporation of liver augmentation techniques 
prior to major hepatectomy allows opportunity for surgery in dis-
ease formerly considered unresectable.  Additionally, as robotic 
surgery continues to gain momentum, studies have demonstrated 
outcome superiority with robotic major hepatectomies.  We pres-
ent our experience on the available spectrum of liver augmentation 
options prior to robotic major hepatectomy.  

1.2. Methods: An algorithm of liver augmentation options for re-
generation is employed for all patients undergoing robotic major 
hepatectomies with insufficient future liver remnant [FLR].  Each 
technique is examined in detail, outlining their unique indications, 
kinetic growth rates, and pitfalls.  

1.3. Results: Currently, 85 patients have undergone liver augmen-
tation prior to major hepatectomy.  Of these, nine patients have 
undergone augmentation prior to robotic major hepatectomy, con-
sisting of two-stage hepatectomy [n=2], portal vein embolization 
[n=2], liver venous deprivation [n=1], Associating Liver Partition 
and Portal vein ligation for Staged hepatectomy [ALPPS] [n=3], 
and transarterial radioembolization [n=1]. 

1.4. Conclusion: The progressive development of liver augmen-
tation options facilitates a wider treatment spectrum, allowing pa-
tients with extensive tumor burden and inadequate FLR to become 
operative candidates.  Our experience demonstrates the range of 
techniques along with their benefits and disadvantages, available 
to facilitate operative candidacy.

2. Introduction
The role of hepatectomy for malignant and benign hepatic disease 

is well-described and uncontested [1]. Often offering the only pos-
sibility for cure, surgeons have become adept in mastery of these 
operations.  In the early 1990s, advancement collided with min-
imally invasive technique and laparoscopy for minor hepatic re-
sections was described, issuing it to the forefront of hepatobiliary 
surgery [2].  Over the next two decades, laparoscopy became in-
disputably superior to open surgery for minor resections, demon-
strating improved perioperative complications without the sacri-
fice of oncological outcomes [3-5]. A steeper adoption of laparos-
copy for major hepatectomies attempted to slowly follow but met 
impediments driven by the primarily technical complexities [6-9]. 
In 2006, robotic hepatectomy was introduced and offered a means 
to overcome the limitations of laparoscopy [10]. Among its inher-
ent advantages of three-dimensional vision, tremor suppression, 
instrument articulation, and improved precision, studies also 
demonstrated fewer postoperative complications in complex 
hepatic resections [11-15].   The application of robotics for major 
hepatectomies however has been slower than expected, remaining 
relatively innovative despite these published reports of success.  
Over the last five years, however, there has been some improve-
ment in its progressive adoption demonstrated [16].

For all surgeons, regardless of technique, sitting hand in hand 
with major hepatectomy is the fear of an insufficient Future Liver 
Remnant (FLR).  An estimated low FLR can preclude resection 
by leading to post-hepatectomy liver failure [17].  In an effort to 
avoid operative exclusion, strategies for augmentation were devel-
oped beginning with Portal Vein Embolization (PVE) in the 1980s 
[18].  Shortly thereafter, two-stage hepatectomy was described as 
an adjunct to improve rates of resectability in a case of bilateral 
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Colorectal Liver Metastases (CLM) [19].  The strategy began as 
a sequential treatment plan of a first-stage hemi-liver clearance, 
followed by FLR hypertrophy, often using PVE, and then a sec-
ond-stage resection intended to remove all remaining disease [20]. 
PVE [or ligation] alone as an alternative means can also be used, 
although it bears a low Kinetic Growth Rate (KGR) of the FLR 
at <2% per week.  Accordingly, the interval between the primary 
intervention and resection tends to be prolonged which may lead to 
tumor progression, reported in up to 20% of cases and of particular 
concern in bilobar CLM [21]. With a near quadrupling of KGR, 
ALPPS [Associating Liver Partition and Portal vein ligation for 
Staged hepatectomy] developed serendipitously by Hans Schlitt 
in Germany, induces rapid hepatic hypertrophy through paren-
chymal transection [22]. With now over 2,000 ALPPS procedures 
performed globally, the international ALPPs registry demonstrates 
feasibility with improved safety parameters, resulting in an unpar-
alleled degree of expedited liver regeneration [23,24].

Another remodeling strategy that has gained recent popularity is 
Liver Venous Deprivation (LVD), consisting of radiological simul-
taneous embolization of both the portal vein and hepatic vein [25]. 
Studies have found LVD to induce faster regeneration than PVE 
alone, nearing similar KGRs seen after ALPPS [26,27].  A final, 
incidental option for hepatic augmentation is Transarterial Radi-
oembolization (TARE).  TARE can be utilized to perform radiation 
lobectomies which unintentionally elicit slow kinetic growth over 
six months while treating disease [28].

3. Methods
In 2008, the hepatobiliary group at Carolinas Medical Center 
(CMC), North Carolina, introduced robotic major hepatectomies 
into their practice, with now over 120 robotic major hepatecto-
mies being performed. Over time, the full armamentarium of liver 
remolding strategies was incorporated into the robotic approach 
to limit resection exclusions due to inadequate FLR.  The group 
defined inadequate FLR is defined as <25% of normal liver paren-
chyma, <35% of parenchyma receiving chemotherapy for ≥ three 
months, and <50% of cirrhotic parenchyma.  All patients meet-
ing criteria for major hepatectomy with an inadequate FLR fol-
lowed an advancing algorithm for regeneration: 1 (PVE, 2) LVD, 
3) ALPPS, 4) TARE.  Within the last several years, the algorithm 
shifted to exclude PVE: 1) LVD, 2) ALPPS, 3) TARE.  

4. Results
Currently, 85 patients have undergone liver augmentation prior to 
major hepatectomy with the following distribution: PVE (n=51), 
LVD (n=13), ALPPS (n=18), and TARE (n=3).  Of these, nine pa-
tients have undergone augmentation prior to robotic major hepa-
tectomy: TSH (n=2), PVE (n=2), LVD (n=1), ALPPS (n=3), and 
TARE (n=1). All PVE and LVD procedures were performed by the 
interventional radiology department and follow-up cross-section-
al imaging was obtained consistently at six weeks post PVE, two 
weeks post LVD, and the day prior to ALPPS.

5. Discussion
The first described approach of FLR augmentation preceding ro-
botic hepatectomy is the robotic two-stage hepatectomy. In com-
parison to other approaches, this is low in complexity and per-
mits simultaneous ablation of small tumors.  Difficulty is minimal 
and ensues from postoperative adhesions.  This is exemplified in 
case 1; a 53-year-old male diagnosed with colorectal cancer and 
bi-lobar liver metastases (Table 1).  As the dominant hepatic le-
sion was near the right main pedicle, a liver-first approach was 
elected.  The patient underwent a robotic right hemi-hepatectomy 
with simultaneous ablation of a segment 4 malignant lesion.  After 
three months, the patient underwent colonic resection of the pri-
mary tumor with excision of a segment 3 lesion to fully clear all 
known disease.

The second option that can be employed is PVE with robotic he-
patectomy.  PVE frequently targets the right-side of the liver to al-
low for a right trisectionectomy with adequate FLR. The challenge 
from this approach is found in the robotic hilar dissection due to 
acute reactive inflammation and potential desmoplastic reactions 
after embolization.  Further, hilar lymphadenopathy is a frequent 
witnessed phenomenon.

ALPPS offers another option for molding prior to robotic hepatec-
tomy, facilitating a more rapid and dramatic hepatic regeneration 
compared with the alternatives [29]. Robotic-assisted ALPPS, for 
both stages, was first described in Brazil in 2020 and CMC fol-
lowed with the first robotic ALPPS involving transection of 50% 
parenchyma (Case 3) [30]. Similar to PVE, a challenge in ALPPS 
is found in the difficulty of the hilar dissection.

The current algorithm followed at CMC begins with LVD for aug-
mentation as the first option prior to robotic hepatectomy.  While 
a multidisciplinary approach is required for all interventions, it is 
paramount in LVD for hepatobiliary and interventional radiolo-
gy teams to plan collectively.  The team must determine which 
hepatic vein might be targeted, whether the middle hepatic vein 
needs embolization, and timing of neoadjuvant chemotherapy sus-
pension.  Additionally, coils cannot be placed in the middle hepatic 
vein within three cm of the takeover else it can cause misfiring of 
the stapler; interventional radiology can also elect to avoid embo-
lization of the middle hepatic vein altogether.

TARE is a relatively new procedure that was first introduced in 
2005 as a means to target and destroy Hepatocellular Carcinoma 
(HCC) [31]. While its intent in augmentation is purely incidental, 
its advantage is in the concomitant provision of radiotherapy to tu-
mor metastases while promoting FLR growth, albeit at a very slow 
kinetic rate [32]. This facilitates subsequent surgical hepatectomy, 
although challenged by a difficult liver mobilization. 

6. Conclusion
The progressive development of liver augmentation options facili-
tates a wider treatment spectrum, allowing patients with extensive 
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tumor burden and inadequate FLR to become operative candidates. 
Our experience has demonstrated the considerable variability in 
liver molding techniques, ranging from two-stage hepatectomy to 
ALPPS.  Using standardized liver volume calculations to estimate 

FLR prior to and after augmentation, our cases demonstrate the 
wide range of kinetic growth rates between techniques (Table 1).  
The advancement of these techniques coupled with a robotic ap-
proach to minimize physiologic burden, creates real opportunity 
and innovation for historically unresectable tumors.

Table 1: Augmentation techniques and kinetic growth results prior to robotic major hepatectomy procedures

Age, 
Gender

Diagnosis Remolding Robotic procedure
Standardized 
liver volume 
(cc)

Pre-FLR 
(cc, % of 
total liver 
volume)

P o s t - F L R 
(cc, % of 
total liver 
volume)

Time 
(weeks)

Kinetic 
growth/week

51M MCRC TSH
Right hemi-hepatectomy & 
left lateral sectionectomy

1855 631, 34% 853, 46% 11.4 1.10%

52M MCRC PVE Right trisectionectomy 1938 504, 26% 659, 34% 8 1.00%

70M MCRC ALPPS Right trisectionectomy 1570 346, 22% 550, 35% 1 13.00%

53F MCRC LVD Right trisectionectomy 1354 420, 31% 636, 47% 2 8.00%

62F IHC TARE Right trisectionectomy 1819 509, 28% 873, 48% 20.6 1.00%

7. Funding
This research did not receive any specific grant from funding agen-
cies in the public, commercial, or not-for-profit sectors. 

8. Declaration of Interest
There are no conflicts of interest or financial ties to disclose.

9. Acknowledgment
Ethical approval not required for this manuscript.

References
1.	 Lang H, Heinrich S, Bartsch F, Hüttl F, Baumgart J, Mittler J, 

et al. Surgical treatment of hepatic tumors-liver resection and 
transplantation. Internist (Berl). 2020; 61(2): 147-57.

2.	 Gagner M RM, Dubuc J. Laparoscopic partial hepatectomy for liver 
tumor. Surg Endosc. 1992; 6: 99. 

3.	 Fretland ÅA, Dagenborg VJ, Bjørnelv GMW, Kazaryan AM, 
Kristiansen R, Fagerland MW, et al. Laparoscopic Versus Open 
Resection for Colorectal Liver Metastases: The OSLO-COMET 
Randomized Controlled Trial. Ann Surg. 2018; 267(2): 199-207.

4.	 Nguyen KT, Gamblin TC, Geller DA. World review of laparoscopic 
liver resection-2,804 patients. Ann Surg. 2009; 250(5): 831-41.

5.	 Wakabayashi G, Cherqui D, Geller DA, Buell JF, Kaneko H, Han 
HS, et al. Recommendations for laparoscopic liver resection: a report 
from the second international consensus conference held in Morioka. 
Ann Surg. 2015; 261(4): 619-29.

6.	 Di Fabio F, Samim M, Di Gioia P, Godeseth R, Pearce NW, Abu 
Hilal M. Laparoscopic major hepatectomies: clinical outcomes and 
classification. World J Surg. 2014; 38(12): 3169-74.

7.	 Cauchy F, Fuks D, Nomi T, Dokmak S, Scatton O, Schwarz L, et al. 
Benefits of Laparoscopy in Elderly Patients Requiring Major Liver 
Resection. J Am Coll Surg. 2016; 222(2): 174-84.e10.

8.	 Lin NC, Nitta H, Wakabayashi G. Laparoscopic major hepatectomy: 
a systematic literature review and comparison of 3 techniques. Ann 

Surg. 2013; 257(2): 205-13.
9.	 Komatsu S, Brustia R, Goumard C, Perdigao F, Soubrane O, 

Scatton O, et al. Laparoscopic versus open major hepatectomy for 
hepatocellular carcinoma: a matched pair analysis. Surg Endosc. 
2016; 30(5): 1965-74.

10.	 Patriti A, Ceccarelli G, Bartoli A, Spaziani A, Lapalorcia LM, 
Casciola L, et al. Laparoscopic and robot-assisted one-stage 
resection of colorectal cancer with synchronous liver metastases: a 
pilot study. J Hepatobiliary Pancreat Surg. 2009; 16(4): 450-7.

11.	 Chong CCN, Lok HT, Fung AKY, Fong AKW, Cheung YS, Wong 
J, et al. Robotic versus laparoscopic hepatectomy: application of the 
difficulty scoring system. Surg Endosc. 2020; 34(5): 2000-6.

12.	 Fagenson AM, Gleeson EM, Pitt HA, Lau KN. Minimally Invasive 
Hepatectomy in North America: Laparoscopic Versus Robotic. J 
Gastrointest Surg. 2021; 25(1): 85-93.

13.	 Fruscione M, Pickens R, Baker EH, Cochran A, Khan A, Ocuin L, 
et al. Robotic-assisted versus laparoscopic major liver resection: 
analysis of outcomes from a single center. HPB (Oxford). 2019; 
21(7): 906-11.

14.	 Hu Y, Guo K, Xu J, Xia T, Wang T, Liu N, et al. Robotic versus 
laparoscopic hepatectomy for malignancy: A systematic review and 
meta-analysis. Asian J Surg. 2021; 44(4): 615-28.

15.	 Sucandy I, Luberice K, Lippert T, Castro M, Krill E, Ross S, et 
al. Robotic Major Hepatectomy: An Institutional Experience and 
Clinical Outcomes. Ann Surg Oncol. 2020; 27(13): 4970-9.

16.	 Ciria R, Berardi G, Alconchel F, Briceno J, Choi GH, Wu YM, et 
al. The impact of robotics in liver surgery: A worldwide systematic 
review and short-term outcomes meta-analysis on 2,728 cases. J 
Hepatobiliary Pancreat Sci. 2022; 29(2): 181-197.

17.	 Kubota K, Makuuchi M, Kusaka K, Kobayashi T, Miki K, Hasegawa 
K, et al. Measurement of liver volume and hepatic functional reserve 
as a guide to decision-making in resectional surgery for hepatic 
tumors. Hepatology. 1997; 26(5): 1176-81.

18.	 Makuuchi M, Thai BL, Takayasu K, Takayama T, Kosuge T, 

https://pubmed.ncbi.nlm.nih.gov/32016491/
https://pubmed.ncbi.nlm.nih.gov/32016491/
https://pubmed.ncbi.nlm.nih.gov/32016491/
https://pubmed.ncbi.nlm.nih.gov/28657937/
https://pubmed.ncbi.nlm.nih.gov/28657937/
https://pubmed.ncbi.nlm.nih.gov/28657937/
https://pubmed.ncbi.nlm.nih.gov/28657937/
https://pubmed.ncbi.nlm.nih.gov/19801936/
https://pubmed.ncbi.nlm.nih.gov/19801936/
https://pubmed.ncbi.nlm.nih.gov/25742461/
https://pubmed.ncbi.nlm.nih.gov/25742461/
https://pubmed.ncbi.nlm.nih.gov/25742461/
https://pubmed.ncbi.nlm.nih.gov/25742461/
https://pubmed.ncbi.nlm.nih.gov/25159116/
https://pubmed.ncbi.nlm.nih.gov/25159116/
https://pubmed.ncbi.nlm.nih.gov/25159116/
https://pubmed.ncbi.nlm.nih.gov/26711794/
https://pubmed.ncbi.nlm.nih.gov/26711794/
https://pubmed.ncbi.nlm.nih.gov/26711794/
https://pubmed.ncbi.nlm.nih.gov/23263192/
https://pubmed.ncbi.nlm.nih.gov/23263192/
https://pubmed.ncbi.nlm.nih.gov/23263192/
https://pubmed.ncbi.nlm.nih.gov/26194255/
https://pubmed.ncbi.nlm.nih.gov/26194255/
https://pubmed.ncbi.nlm.nih.gov/26194255/
https://pubmed.ncbi.nlm.nih.gov/26194255/
https://pubmed.ncbi.nlm.nih.gov/19322510/
https://pubmed.ncbi.nlm.nih.gov/19322510/
https://pubmed.ncbi.nlm.nih.gov/19322510/
https://pubmed.ncbi.nlm.nih.gov/19322510/
https://pubmed.ncbi.nlm.nih.gov/31312961/
https://pubmed.ncbi.nlm.nih.gov/31312961/
https://pubmed.ncbi.nlm.nih.gov/31312961/
https://pubmed.ncbi.nlm.nih.gov/32583323/
https://pubmed.ncbi.nlm.nih.gov/32583323/
https://pubmed.ncbi.nlm.nih.gov/32583323/
https://pubmed.ncbi.nlm.nih.gov/30617001/
https://pubmed.ncbi.nlm.nih.gov/30617001/
https://pubmed.ncbi.nlm.nih.gov/30617001/
https://pubmed.ncbi.nlm.nih.gov/30617001/
https://pubmed.ncbi.nlm.nih.gov/33468382/
https://pubmed.ncbi.nlm.nih.gov/33468382/
https://pubmed.ncbi.nlm.nih.gov/33468382/
https://pubmed.ncbi.nlm.nih.gov/32661848/
https://pubmed.ncbi.nlm.nih.gov/32661848/
https://pubmed.ncbi.nlm.nih.gov/32661848/
https://pubmed.ncbi.nlm.nih.gov/33200536/
https://pubmed.ncbi.nlm.nih.gov/33200536/
https://pubmed.ncbi.nlm.nih.gov/33200536/
https://pubmed.ncbi.nlm.nih.gov/33200536/
https://pubmed.ncbi.nlm.nih.gov/9362359/
https://pubmed.ncbi.nlm.nih.gov/9362359/
https://pubmed.ncbi.nlm.nih.gov/9362359/
https://pubmed.ncbi.nlm.nih.gov/9362359/
https://pubmed.ncbi.nlm.nih.gov/2333592/


ajsccr.org                                                                                                                                                                                                                           4

                                                                                                                                                                                                              Volume 6 | Issue 6

Gunvén P, et al. Preoperative portal embolization to increase safety 
of major hepatectomy for hilar bile duct carcinoma: a preliminary 
report. Surgery. 1990; 107(5): 521-7.

19.	 Adam R, Laurent A, Azoulay D, Castaing D, Bismuth H. Two-stage 
hepatectomy: A planned strategy to treat irresectable liver tumors. 
Ann Surg. 2000; 232(6): 777-85.

20.	 Jaeck D, Bachellier P, Nakano H, Oussoultzoglou E, Weber JC, Wolf 
P, et al. One or two-stage hepatectomy combined with portal vein 
embolization for initially nonresectable colorectal liver metastases. 
Am J Surg. 2003; 185(3): 221-9.

21.	 Abulkhir A, Limongelli P, Healey AJ, Damrah O, Tait P, Jackson J, 
et al. Preoperative portal vein embolization for major liver resection: 
a meta-analysis. Ann Surg. 2008; 247(1): 49-57.

22.	 Schnitzbauer AA, Lang SA, Goessmann H, Nadalin S, Baumgart 
J, Farkas SA, et al. Right portal vein ligation combined with in situ 
splitting induces rapid left lateral liver lobe hypertrophy enabling 
2-staged extended right hepatic resection in small-for-size settings. 
Ann Surg. 2012; 255(3): 405-14.

23.	 Lang H, Baumgart J, Mittler J. Associated Liver Partition and Portal 
Vein Ligation for Staged Hepatectomy (ALPPS) Registry: What 
Have We Learned? Gut Liver. 2020; 14(6): 699-706.

24.	 Chebaro A, Buc E, Durin T, Chiche L, Brustia R, Didier A, et 
al. Liver Venous Deprivation or Associating Liver Partition and 
Portal Vein Ligation for Staged Hepatectomy?: A Retrospective 
Multicentric Study. Ann Surg. 2021; 274(5): 874-80.

25.	 Hwang S, Lee SG, Ko GY, Kim BS, Sung KB, Kim MH, et al. 
Sequential preoperative ipsilateral hepatic vein embolization after 
portal vein embolization to induce further liver regeneration in 
patients with hepatobiliary malignancy. Ann Surg. 2009; 249(4): 
608-16.

26.	 Guiu B, Chevallier P, Denys A, Delhom E, Pierredon-Foulongne 
MA, Rouanet P, et al. Simultaneous trans-hepatic portal and hepatic 
vein embolization before major hepatectomy: the liver venous 
deprivation technique. Eur Radiol. 2016; 26(12): 4259-67.

27.	 Laurent C, Fernandez B, Marichez A, Adam JP, Papadopoulos P, 
Lapuyade B, et al. Radiological Simultaneous Portohepatic Vein 
Embolization (RASPE) Before Major Hepatectomy: A Better 
Way to Optimize Liver Hypertrophy Compared to Portal Vein 
Embolization. Ann Surg. 2020; 272(2): 199-205.

28.	 Serenari M, Neri J, Marasco G, Larotonda C, Cappelli A, Ravaioli 
M, et al. Two-stage hepatectomy with radioembolization for 
bilateral colorectal liver metastases: A case report. World J Hepatol. 
2021; 13(2): 261-9.

29.	 Huiskens J, Schadde E, Lang H, Malago M, Petrowsky H, De 
Santibanes E, et al. Avoiding postoperative mortality after ALPPS-
development of a tumor-specific risk score for colorectal liver 
metastases. HPB (Oxford). 2019; 21(7): 898-905.

30.	 Machado MAC, Surjan RC, Makdissi F. Robotic ALPPS. Ann Surg 
Oncol. 2020; 27(4): 1174-9.

31.	 Lobo L, Yakoub D, Picado O, Ripat C, Pendola F, Sharma R, et al. 
Unresectable Hepatocellular Carcinoma: Radioembolization Versus 
Chemoembolization: A Systematic Review and Meta-analysis. 
Cardiovasc Intervent Radiol. 2016; 39(11): 1580-8.

32.	 Inarrairaegui M, Pardo F, Bilbao JI, Rotellar F, Benito A, D’Avola 
D, et al. Response to radioembolization with yttrium-90 resin 
microspheres may allow surgical treatment with curative intent 
and prolonged survival in previously unresectable hepatocellular 
carcinoma. Eur J Surg Oncol. 2012; 38(7): 594-601.

https://pubmed.ncbi.nlm.nih.gov/2333592/
https://pubmed.ncbi.nlm.nih.gov/2333592/
https://pubmed.ncbi.nlm.nih.gov/2333592/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1421270/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1421270/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1421270/
https://pubmed.ncbi.nlm.nih.gov/12620560/
https://pubmed.ncbi.nlm.nih.gov/12620560/
https://pubmed.ncbi.nlm.nih.gov/12620560/
https://pubmed.ncbi.nlm.nih.gov/12620560/
https://pubmed.ncbi.nlm.nih.gov/18156923/
https://pubmed.ncbi.nlm.nih.gov/18156923/
https://pubmed.ncbi.nlm.nih.gov/18156923/
https://pubmed.ncbi.nlm.nih.gov/22330038/
https://pubmed.ncbi.nlm.nih.gov/22330038/
https://pubmed.ncbi.nlm.nih.gov/22330038/
https://pubmed.ncbi.nlm.nih.gov/22330038/
https://pubmed.ncbi.nlm.nih.gov/22330038/
https://pubmed.ncbi.nlm.nih.gov/32036644/
https://pubmed.ncbi.nlm.nih.gov/32036644/
https://pubmed.ncbi.nlm.nih.gov/32036644/
https://pubmed.ncbi.nlm.nih.gov/34334642/
https://pubmed.ncbi.nlm.nih.gov/34334642/
https://pubmed.ncbi.nlm.nih.gov/34334642/
https://pubmed.ncbi.nlm.nih.gov/34334642/
https://pubmed.ncbi.nlm.nih.gov/19300228/
https://pubmed.ncbi.nlm.nih.gov/19300228/
https://pubmed.ncbi.nlm.nih.gov/19300228/
https://pubmed.ncbi.nlm.nih.gov/19300228/
https://pubmed.ncbi.nlm.nih.gov/19300228/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8370912/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8370912/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8370912/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8370912/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8050582/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8050582/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8050582/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8050582/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8050582/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7934009/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7934009/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7934009/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7934009/
https://pubmed.ncbi.nlm.nih.gov/30611560/
https://pubmed.ncbi.nlm.nih.gov/30611560/
https://pubmed.ncbi.nlm.nih.gov/30611560/
https://pubmed.ncbi.nlm.nih.gov/30611560/
https://pubmed.ncbi.nlm.nih.gov/31686346/
https://pubmed.ncbi.nlm.nih.gov/31686346/
https://pubmed.ncbi.nlm.nih.gov/27586657/
https://pubmed.ncbi.nlm.nih.gov/27586657/
https://pubmed.ncbi.nlm.nih.gov/27586657/
https://pubmed.ncbi.nlm.nih.gov/27586657/
https://pubmed.ncbi.nlm.nih.gov/22440743/
https://pubmed.ncbi.nlm.nih.gov/22440743/
https://pubmed.ncbi.nlm.nih.gov/22440743/
https://pubmed.ncbi.nlm.nih.gov/22440743/
https://pubmed.ncbi.nlm.nih.gov/22440743/

