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Introduction: Besides more common sites such as lung or peritoneum, hepatocellular
carcinoma (HCC) can metastatize to rare sites. We report herein a new metastatic site of
HCC: the nail-bed. We also review other recently reported rare site HCC metastases
(RSHM).

Case Report: A 66-year-old woman with a 12-year history of resected-stage IA HCC
who later presented lung, spleen and brain metastases treated with surgery, systemic
therapies (sorafenib, sunitinib, capecitabine) and radiotherapy. The patient was referred to
us because of a painful and rapidly evolving mass in the nail-bed of the left thumb.
Biopsy confirmed nail-bed HCC metastasis, and the finger was amputated. The patient
died few weeks later.

Conclusion: This case was an opportunity for us to review RSHM. This type of
metastasis seems to be an early event, in the context of advanced stage HCC with
elevated protein induced by vitamin K absence-II (PIVKA II). The Lee nomogram is
useful in detecting patients at high risk of developing RSHM. We would suggest insisting
on systemic treatment in these metastatic patients although overall survival after RSHM
diagnosis is poor.

Keywords: hepatocellular carcinoma, rare metastasis, surgery, PIVKA 1I, systemic
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Introduction

The most frequent hepatocellular carcinoma (HCC) metastases sites are, in des-
cending order, lung, peritoneum, bone, spleen, adrenal gland, brain, pleura and
kidneys." In addition, unusual locations for HCC metastasis have been reported. In
this article, we report a case of HCC metastasis at a location not previously
described, the nail-bed. We also aimed to answer the questions raised to us by
this case by contrasting it with other rare site HCC metastases cases (RSHM)
reported in the last decade.

Case Report

A 66year-old woman was referred from our Medical Oncology department
in the left thumb, which has
been growing rapidly over the prior 4 months. On physical exam, an inflam-

because of a painful subungual mass

matory mass with hemorrhagic suffusion and nail extrusion was observed
(Figure 1).

The patient's past medical history was relevant for a 10 cm HCC in the right
hepatic lobe resected 12 years before. She had no history of transfusions or
alcoholic abuse. All hepatitis viral serologies were negative. A pulmonary HCC
metastasis was resected two years later. On the path exam, PD-L1 222C3 was
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Figure | Subungual painful mass in the left thumb at presentation.

negative and MLH1, MSH2, MSH6 and PMS2 were
positive. One year later, an unresectable pulmonary
local relapse was treated with sunitinib on first line
and sorafenib on second line. She subsequently received
with
a complete response. Four years later a solitary lung

capecitabine (1800 mg/12h) on progression,

metastasis was resected and the patient received capeci-
tabine as adjuvant therapy. One year later, spleen and
brain metastasis were discovered. The patient was trea-
ted with regorafenib and whole-brain radiotherapy, with
a partial response.

Given her history and the macroscopic appearance
the subungual mass (Figure 2), a biopsy was taken
after nail resection. Path exam reported HCC metasta-
sis with tumor emboli. The thumb was amputated, and
path exam confirmed the diagnosis of HCC metastasis
in the nail-bed (Figures 3—5) with intact phalanx bone.
The patient died 2 weeks later with seizures. Written
informed consent was provided by the patient to have
the case details

and any accompanying images

Figure 2 Macroscopic appearance the subungual mass: infiltrative soft tumor, paler
than normal tissue.

published. No institutional approval was required
although the Ethics
Committee of our center was informed about this

to publish the case details,

submission.
are RSHM
observed in initially early-stage HCC cases (like the

This case raised several questions:

present one) or in the context of more advanced stage
HCCs at presentation? Is PIVKA-II elevated in RSHM?
What percentage of these cases have received systemic
treatment? Is the interval between primary HCC diag-
nosis and RSHM long (as in our case) or short? Do
RSHM appear in the setting of more common site
metastasis? Is the Lee et al nomogram for prediction
of extrahepatic HCC metastasis® useful in these cases?
Is the overall survival after RSHM diagnosis always
poor? In order to try to answer these questions, we
analyzed the RSHM cases published in the last decade
together with our case (Table 1).

Discussion

The proposed route for RSHM is the spread of malig-
nant cells via the hepatic veins to caval venous system
through the pulmonary circulation and then into arterial
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Figure 3 Hematoxilyn-eosin (H-E) comparison of primary HCC (A) and nail-bed
metastasis (B). In both micrographs can be appreciated that tumor cells grow in
cords and nests of variable thickness that are separated by sinusoid-like blood
spaces (trabecular and compact architectural pattern) giving the tumor a solid
appearance. (10X).

vessels.® Once the malignant cells reach the arterial
circulation, HCC metastasis may theoretically be found
everywhere. To the best of our knowledge, this is the
first report of the nail-bed as a HCC metastatic site. Kim

et al'’

described a case of a finger HCC metastasis, but
it was another cutancous HCC metastasis report. In their
article, Kim et al reviewed six other finger location
cases, but they were the more common cutaneous and
bone HCC metastasis. Metastasis in the nail-bed are
extremely rare. Only three cases can be found in the
literature: from a rectal cancer,'® from renal carcinoma'®
and from prostate cancer.?”

After analyzing the RSHM cases including ours
(Table

questions.

1), we intended to answer the previous

Figure 4 CK7 staining comparison of primary HCC (A) and nail-bed metastasis
(B), both negative (10X).

RSHM are observed mostly in HCCs at advanced
stage at presentation (9 out of 14). One possible expla-
nation for the RSHM observed in an early stage (I and
II) HCC at presentation might be the presence of his-
tological vascular invasion by the primary tumor.
Of the four cases recorded, only Takahashi et al'®
reported this finding, whereas it was unknown in the
other three.

Elevation of PIVKA 1I is significantly more frequent in
advanced stage HCCs.?' In keeping with that, PIVKA II
was elevated in all the RSHM where its value was reported
(Table 1).

Less than half of the RSHM reviewed received sys-
temic therapy. Our case suggests that persistence in
systemic treatments, even with little expected efficacy
(such as capecitabine), may be important for longer
survival.
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Figure 5 Another immunohistochemistry (IHC) features of the nail-bed HCC
metastasis: AFP positive (A), glypican 3 positive (B) and Kié7 (C) (10X).

Most of RSHM became clinically apparent within
1 year after the primary tumor diagnosis. In fact, 40%
of RSHM were “true” synchronous (present at diagno-
sis). These facts may suggest that the spread of HCC
through this unusual route for the appearance of RSHM
seems to be an early event.

Besides, RSHM appear frequently (9 out of 15 cases)
in the context of more common site metastasis, especially
pulmonary metastasis.

Taken together these facts regarding RSHM presen-
tation (in advanced stage cases, with elevated PIVKA-II,
early and when other more usual location metastases are
present) suggest a mechanism of early and diffuse sys-
temic metastatic spread. At the same time, these data are
contrary to the common notions that RSHM originate
from more usual location metastasis in a stepwise fash-
ion. Or that they are the consequence of a longer patient
survival.'®%

The Lee nomogram for prediction of extrahepatic
metastasis in HCC? is reliable for RSHM high-risk
with RSHM).
Nevertheless, is less reliable in RSHM low-risk patients

patients at 1 year (all patients
(half of them had metastasis at 1 year). At 5 years, its
reliability increases, as less RSHM low-risk patients have
metastasis and more high-risk patients are affected.

Therefore, we propose that RSHM may be pre-
vented with the earlier use of systemic treatments,
especially in patients classified as “high risk” by the
Lee nomogram.2

The median overall survival after RSHM diagnosis is
only 5 months. RSHM are, as in our case, a final event
with an ominous prognosis.

One of the strengths of our report is the awareness
created after this new clinical description. All physi-
cians in charge of HCC patients will be much more
suspicious for RSHM. Especially for this new possibi-
lity, the nail-bed. Another strength is the collection of
these rare cases in order to enunciate the main facts of
RSHM. The main weakness of our article is the retro-
spective description and collection, with data lacking
for a proper analysis. Obviously, rare cases always
prevent from large series that could also power this
analysis.

In conclusion, this new site case has allowed us to
analyze the characteristics of the RSHM. This type of
metastasis seems to be an early event, in the context of
advanced stage HCC with elevated PIVKA II. The
Lee nomogram is useful in classifying patients at
high risk of developing RSHM. We may suggest
insisting in systemic treatment in these metastatic
patients although overall survival after RSHC diagnosis
is poor.

42 submit your manuscript

Dove!

Journal of Hepatocellular Carcinoma 2020:7


http://www.dovepress.com
http://www.dovepress.com

Boldo et al

Dove

‘wnauoliad “Y3d ‘pue|d [eusJpE ‘Oy {SNO3UBINIGNS ‘DS {WSISAS SNOAIBU [BIIUSD ‘SN ‘qIudjelodad ‘YYODIY ‘quuiiuns |NNS duiqeandaded ‘JdyD ‘qIuajelos ‘YYOS 9]qe|ieA 10U ‘y/N ‘(syauow) [eAlAINS
|[edaA0 ‘(W) SO (8107 ‘997) weddowou s,997 01 3UIpJOIJE SJBIA G pUE ‘g ‘| IE Siseaserawl dnedayeaixa Jo 9 pa1dIPald G ‘€ ‘| |Nd ‘|-92UIsqe Y UIWEIIA AQ PIdNpuUl UIR0Ud ‘|| VHIAI ‘SISeIseIaw DDH s aJed ‘LHSY SUOIIeIASIqqY

@3dvD

4 ¥T 0 0 09 | (SND ‘ONNT) s2A 4d ‘VYODIY ‘INNS) A VIN 7 paq |IleN ased JUdSaIg
9¢ 0L [4 [44 4] ON 9 (3dVD ‘VYOS) A VIN Il 3asniy o1 10T ‘Wuseye e
4 0 0 0 Ll °N 8 oN VIN I XuA.reyd ,800T ‘oedeN

92ISeA
91 VIN VIN VIN VIN (¥3d ‘OV) sk 801 oN VIN VIN VTN 1610T ‘uays

pue|d
9 9 0 0 vL oN 8 oN VIN vill pnoJeq TN
24 sS w 0 LE| ON 4 ON VIN gl | snosuen) 21710T ‘uedyel)
€l 9 0 0 43 oN 0 oN oA aAl yorwoIg 11910T ‘PinTeH
3 0 0 0 14 (5NNT) s3x 0 oN VIN gAl aunaIN 01800T ‘Buey)
4 9T 0 0 9 oN ¥T oN VIN Vil | snSeydos3 +810T ‘epeley
(4 0 0 0 L€ (Os ‘ONNT) saA 0 (VHOS) saA VIN aAl [eseN oS 10T ‘Pawweyoly
anN w T 0 41 (SND) saA 9 (VYOS-OWIHD) saA VIN gAl [eAIBuID ,L10T *anX
4 0L< 0L< 0S< 0S¢ (5NNT) s2A 0 (VYOS) saA o\ gAl | 1moq jlews 5E10T ‘emes|

ModJew
€T 0L< 0L< 0S< 0S¢ (ONNT) sk 0 (VHOS) saA VIN aAl auog $910¢ ‘Buoy
14 VIN VIN VIN VIN (5NNT) s2A 8y oN o\ VIN 3psniy ,610T ‘B0
9¢ sS (114 0 9€| (5NNT) s3A 0 (VYOS) saA sa\ gAl apLny ¢L10T ‘ehepRL

(w) WHSY
jussadd ﬂ:& %-_NE_-_L

anjep sisejseldp DOH uaamiayg pPa3jeAd|] Uwﬁuw uoiedoT]

(W) SO | (%) SWd | (%) €EWd | (%) IWd | weaBowon 297 931§ uowwod eAsa3u] | juswizesd) d1wIsAs | 11 WAL | 1eBIU] DOH WHSY Joyny

9ped9(] 3IseT a3 Ul paysiiqnd saseD) (WHSY) SISelselaly ewoudieD) Jejnjj@doiedaH 211§ aJey aY3 Jo sisAjeuy | djqeL

43

submit your manuscript

Journal of Hepatocellular Carcinoma 2020:7

Dove


http://www.dovepress.com
http://www.dovepress.com

Boldo et al Dove
Disclosure 11. Haruki K, Misawa T, Gocho T, et al. Hepatocellular carcinoma with
. . . . gastric metastasis treated by simultaneous hepatic and gastric resec-
The authors report no conflicts of interest in this work. tion: report of a case. Clin J Gastroenterol. 2016:9(5):319-323.
doi:10.1007/s12328-016-0677-0
12. Traficante D, Assalone P, Tomei F, et al. A case report of HCC
References cutaneous metastasis. J Gastrointest Oncol. 2014;5(4):E65-7. doi:10.

1. Abbas A, Medvedev S, Shores N, et al. Epidemiology of metastatic 3978/j.issn.2078-6891.2014.021
hepatocellular carcinoma, a nationwide perspective. Dig Dis Sci. 13.Yu Y-D, Kim D-S, Jung S-W, Lee J-H, Chae Y-S, Suh S-O.
2014;59(11):2813-2820. doi:10.1007/s10620-014-3229-9 Metastatic hepatocellular carcinoma to the parotid gland: case report

2.Lee CH, Chang CJ, Lin YJ, et al. Nomogram predicting extra- and review of the literature. Int J Surg Case Rep. 2013;4(1):76-80.
hepatic metastasis of hepatocellular carcinoma based on commonly doi:10.1016/).ijscr.2012.08.018
available clinical data. JGH Open. 2018;3(1):38-45. doi:10.1002/ ~ 14. Shen Y, Nie L, Yao Y, Yuan L, Liu Z, Lv Y. Seminal vesicle metastasis
jgh3.12102 after liver transplantation for hepatocellular carcinoma: a case report.

3. Takaya H, Kawaratani H, Seki K, et al. A patient with hepatocellular Medicine (Baltimore). 2019;98(3):¢13770. doi:10.1097/MD.0000000000
carcinoma with isolated right atrial metastases. Intern Med. 2017;56 013770
(19):2589-2594. doi:10.2169/internalmedicine.8568-16 15. Nagao Y, Cho A, Yamamoto H, et al. Hepatocellular carcinoma with

4. Orita K, Sakamoto A, Okamoto T, Matsuda S. Solitary muscle pharyngeal metastasis: report of a case. Surg Today. 2008;38
metastasis of hepatocellular carcinoma to the biceps femoris muscle (11):1060-1062. doi:10.1007/s00595-008-3790-y
with only elevated serum PIVKA-II: a case report. Am J Case Rep. 16. Takahashi K, Putchakayala KG, Safwan M, Kim DY. Extrahepatic metas-
2019;20:306-309. doi:10.12659/AJCR.913730 tasis of hepatocellular carcinoma to the paravertebral muscle: a case report.

5. Hong YM, Yoon KT, Cho M, et al. Bone marrow metastasis present- World J Hepatol. 2017;9(22):973-978. doi:10.4254/wjh.v9.i22.973
ing as bicytopenia originating from hepatocellular carcinoma. Clin ~ 17. Kim JI, Song CH, Gong HS. Finger skin metastasis from hepatocel-
Mol Hepatol. 2016;22(2):267-271. doi:10.3350/cmh.2015.0017 lular carcinoma: a case report. Hand Surg. 2012;17(1):131-134.

6. Igawa A, Oka S, Tanaka S, et al. Small bowel metastasis of hepato- doi:10.1142/S0218810412720148
cellular carcinoma detected by capsule endoscopy. Case Rep 18. Drury BJ. Adenocarcinoma of the rectum with metastasis to the
Gastroenterol. 2013;7(3):492-497. doi:10.1159/000357302 nail-bed of the finger. Calif Med. 1959;91(1):35-36.

7. Xue LJ, Mao XB, Geng J, Chen YN, Wang Q, Chu XY. Rare gingival 19. McClees SF, Duncan JR, Ceilley R, Milless TL, Elewski BE. Isolated nail
metastasis by hepatocellular carcinoma. Case Rep Med. 2017;2017: dystrophy: an unlikely presentation of metastatic renal cell carcinoma.
3192649. doi:10.1155/2017/3192649 Skin Appendage Disord. 2019;5(3):177-180. doi:10.1159/000495121

8. Mohammed H, Sheikh R, Rahman W, Sheta S, Dogan Z. Undiagnosed 20. Garcia-Galaviz R,  Dominguez-Cherit J, Caro-Sanchez C,
hepatocellular carcinoma presenting as nasal metastases. Case Rep Subungual S-RE. Metastasis of an adenocarcinoma of the prostate in a
Otolaryngol. 2015;2015:856134. finger. Skin Appendage Disord. 2018;5(1):46-49. doi:10.1159/000489279

9. Harada JI, Matsutani T, Hagiwara N, et al. Metastasis of hepatocel- 21. Yu R, Tan Z, Xiang X, Dan Y, Deng G. Effectiveness of PIVKA-II in
lular carcinoma to the esophagus: case report and review. Case Rep the detection of hepatocellular carcinoma based on real-world clinical
Surg. 2018;2018:8685371. data. BMC Cancer. 2017;17(1):608. doi:10.1186/s12885-017-3609-6

10. Kang WD, Kim CH, Cho MK, et al. Hepatocellular carcinoma pre- 22. Ayyadurai P, Badipatla KR, Chime C, et al. Cervical spinal cord

senting as uterine metastasis. Cancer Res Treat. 2008;40(3):141-144.

doi:10.4143/crt.2008.40.3.141

Journal of Hepatocellular Carcinoma

Publish your work in this journal

compression: a rare presentation of hepatocellular carcinoma. Case
Reports Hepatol. 2017;2017:8567695. doi:10.1155/2017/8567695

Dove

The Journal of Hepatocellular Carcinoma is an international, peer-
reviewed, open access journal that offers a platform for the dissemi-
nation and study of clinical, translational and basic research findings
in this rapidly developing field. Development in areas including, but
not limited to, epidemiology, vaccination, hepatitis therapy, pathology

and molecular tumor classification and prognostication are all
considered for publication. The manuscript management system is
completely online and includes a very quick and fair peer-review
system, which is all easy to use. Visit http://www.dovepress.com/
testimonials.php to read real quotes from published authors.

Submit your manuscript here: https://www.dovepress.com/journal-of-hepatocellular-carcinoma-journal

44

submit your manuscript

Dove

Journal of Hepatocellular Carcinoma 2020:7


https://doi.org/10.1007/s10620-014-3229-9
https://doi.org/10.1002/jgh3.12102
https://doi.org/10.1002/jgh3.12102
https://doi.org/10.2169/internalmedicine.8568-16
https://doi.org/10.12659/AJCR.913730
https://doi.org/10.3350/cmh.2015.0017
https://doi.org/10.1159/000357302
https://doi.org/10.1155/2017/3192649
https://doi.org/10.4143/crt.2008.40.3.141
https://doi.org/10.1007/s12328-016-0677-0
https://doi.org/10.3978/j.issn.2078-6891.2014.021
https://doi.org/10.3978/j.issn.2078-6891.2014.021
https://doi.org/10.1016/j.ijscr.2012.08.018
https://doi.org/10.1097/MD.0000000000013770
https://doi.org/10.1097/MD.0000000000013770
https://doi.org/10.1007/s00595-008-3790-y
https://doi.org/10.4254/wjh.v9.i22.973
https://doi.org/10.1142/S0218810412720148
https://doi.org/10.1159/000495121
https://doi.org/10.1159/000489279
https://doi.org/10.1186/s12885-017-3609-6
https://doi.org/10.1155/2017/8567695
http://www.dovepress.com
http://www.dovepress.com/testimonials.php
http://www.dovepress.com/testimonials.php
http://www.dovepress.com
http://www.dovepress.com

