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BENH ROSAI-DORFMAN NGUYEN PHAT CUA DA VUNG LUNG:
BAO CAO MOT TRUO'NG HO'P HIEM GAP

Ngé Thi Tuyét Hanh'2, Pham Vin T4n!, Nguyén Pham Ngoc Chéu?,

TOM TAT

Bénh Rosai- Dorfman la bénh ly mé bao hi€ém gdp,
lanh tinh va cd xu hu‘dng tu gidi han. Bénh thu’dng
gap & bénh nhan tre tudi va nam giGi thl,rdng gap han.
Bénh dién hinh xay ra & hach vung c6, anh erdng chi
& da rat hiém gap, dugc xem Ia co dac diém benh hoc
khac vagi bénh & hach hodc cac cd quan ngoai hach
khéc, dé chan doan nham vdi cac bénh ly khac. Chung
toi bao cdo mét trudng hgp bénh nhan nam, 54 tuGi,
phat hién t8n thuong dang n6t mau do bam & da
vling lung phai tir 6 thang Tén thudng da I6n dan,
khong dau, khong kém sot banh gia mo benh hoc
cho thady Iép bi va ha bi gém nhi€u mé bao c6 hién
tugng “emperipolesis” (bao tuong hlen dién cac t& bao
viém nguyén ven). Nhitng mo bao nay biéu hién vdi
CD68, S100, Cyclin D1 nhung khong biéu h|en VGi
CDla. Chan doan bénh Rosai- Dorfman nguyen phat
cua da du‘dc thiét Iap du’a trén cac bang chu’ng lam
sang va mo bénh hoc cd dugc sau khi loai trir su' lién
quan clia bénh & hach Va cac cd quan ngoa| hach
khac. Sau 3 thang phau thudt cat hoan toan ton
thudng & da cho thay vét thuong lanh t&t va khdng
ghi nhan dau hiéu tai phat bénh.

T khoa: Bénh ly m6 bao, bénh Rosai-Dorfman,
bénh Rosai-Dorfman nguyén phat cla da.

SUMMARY
PRIMARY CUTANEOUS ROSAI-DORFMAN

DISEASE OF THE BACK: A RARE CASE REPORT

Rosai-Dorfman Disease is a rare, benign, and
seft-limiting histiocytosis. The disease predominantly
affects young adults, with a male predominance. It
also predominantly affects the cervical lymph nodes,
affecting only the skin very rarely, and is considered a
distinctive clinicopathologic entity, easily misdiagnosed
with other entities. We present a case of a 54-year-old
man who had a bruised red nodular lesion on the right
part of his back for about six months. The skin lesion
was slowly progressing, painless, without fever.
Histopathological evaluation revealed that the dermis
and hypodermis consist of histiocytes containing
“emperipolesis” (intact intracytoplasmic inflammatory
cells). These histiocytes were expressed with CD68,
S100, and Cyclin D1 but not with CD1a. The primary
cutaneous Rosai-Dorfman disease was established
based on the clinical and histopathological evidence
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obtained after excluding the disease’s involvement in
the lymph nodes and other extranodal organs. After
three months of post-surgery of completely removing
the skin lesion, the wound exhibited good healing with
no signs of disease recurrence noted.

Keywords: Histiocytoses, Rosai-Dorfman
disease, primary cutaneous Rosai-Dorfman disease.

I. GIG1 THIEU

Bénh Rosai-Dorfman la mot bénh ly mo bao,!
dugc mo ta lan dau tién vao nam 1965 bdi
Destombes, va sau dé dudc hai tac gia Rosai va
Dorfman mo ta lai vao nam 1969.2 Bénh Rosai-
Dorfman la bénh ly m6 bao hi€m gap, lanh tinh va
¢ xu hudng tu gidi han. Bénh thuGng gap ¢ nam
gidi tré tudi va thudng nhdt & hach ving cé.
Nhiing truGng hgp bénh anh hudng chi ¢ da rat
hiém gdp, dugc xem la cé ddc diém bénh hoc khac
v6i bénh & hach hodc cac cd quan ngoai hach
khac, dé& chan dodn nham vdi cac bénh ly khéc.

Il. BAO CAO TRUONG HQP

Bénh nhan nam, 54 tudi, phat hién cac nét
ton thuong da kich thudc 3-6mm, mau dé bam,
tuong d6i cirng, mét s6 n6t hgp lai véi nhau. Cac
nét tén thuong khéng dau, khdng nglra. Bénh
nhan khong ghi nhan s6t hodc bat ky triéu chirng
nao khac. Hach lympho I6n khong ghi nhan khi
danh gid bang kham ldm sang, siéu am bung va
X quang nguc thdng. K& qua tong phén tich té
bao mau ngoai vi trong gi6i han binh thugng.

SIS
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Hinh 21. Tén thuong da vang lung

A. Tén thuong trudc diéu tri gém cac nédt 3-
6mm, doé bam, viém nhe da xung quanh; B. Seo
phau thuat cit hoan toan ton thuong lanh tét
sau 3 thang

Phau thuat cdt tron tén thu’dng dugc tién
hanh. Mau md mét cdt mau tréng vang dugc c6
dinh trong dung dich Formalin 10% va vui trong
Paraffin, sau do6 tién hanh nhudm H&E va hoa
mo mien dich cac ddu an S100, CD68, Cyclin D1
va CD1a. Ldp bi va ha bi thdm nhdp nhiéu té bao
viém tao thanh cac viung sang mau va téi mau
xen ké& nhau. Ving sang mau uu thé cac mé6 bao
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kich thudc 16n, bao tudng nhiéu bat mau_eosin,
nhan I6n nam trung tam té€ bao, chat nhiém sic
bong v&i mét han nhan ro & gilra. Pac trung
mang nhan khong déu, tao khia trong bénh md
bao Langerhans khdng thé hién & da s& cadc md
bao nay. M6t s6 mo6 bao trong bao tugng co6 cac
t€ bao viem nguyén ven (dau hiéu
“emperipolesis”). Ngugc lai, ving t6i mau tap
trung nhiéu lympho bao, tuong bao va bach cau
da nhan trung tinh. Ngoai ra, mét s vung cd
hinh thai gibng mo viém dang hat. Thugng bi
phia trén tén thuong khdng ghi nhan thay doi
dang ké. Cac md bao nay duong tinh véi S100,
dau hiéu “emperipolesis” trd nén dé nhan dién vi
bao tuong cac té bao viém nam trong bao tuong
md bao khéng biéu hién vdi $100. Dng thdi, su
bi€u hién véi CD68, Cyclin D1 cling dugdc ghi
nhan, nhung am tinh v&i CD1a. Kha nang bénh
anh hudng & hach va cac cd quan khac dugc loai
trlr qua danh gia bénh s va tham kham lam
sang. Chan doéan sau cung dugc dua ra la bénh
Rosai-Dorfman nguyén phat ¢ da. Sau 3 thang
phau thudt cit hoan toan tén thucng & da cho
thay vét thuang lanh tot va khong ghi nhan dau
hiéu tai phat bénh.
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Hinh 22, M6 bénh hoc va héa mé mién djc

A. T8n thuong gém nhiéu t&€ bao viém tao
thanh cac vung sang t6i xen k&, anh hudng I6p
bi va ha bi clia da (H&E, x20); B. Mot s6 vlng co
hinh thai gidéng viém dang hat (H&E, x100); C-D.
Cac mo6 bao co6 nhan bong, hat nhan ro, bao
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tuong nhiéu-sang va dau hiéu “emperipolesis”
(mii tén), kém nhiéu lympho bao, tugng bao,
bach cau da nhéan trung tinh nhung bach cau da
nhan ai toan rat it (H&E, x400); E-H. MO bao
kich thudc 16n duang tinh véi S100 (lam ndi bat
dau hiéu “emperipolesis”-mii tén), CD68, Cyclin
D1 nhung am tinh vgi CD1a (x200).

I1l. BAN LUAN

Bénh Rosai-Dorfman thudng xay ra & hach
lympho, c6 thé kém ton thuong thir phat & cac
c6 quan ngoai hach.13 Bénh Iy ngoai hach cé thé
gap 6 da, m0 mém, hé than kinh trung uang,
ong tiéu hda hoac vu, va thudng la bénh ly th(
phat.3 Hiép hoi MO bao nam 2016 xép bénh
Rosai-Dorfman vao Nhom R khi bénh nguyén
phat & hach lympho hodc cac cd quan ngoai
hach khac da.* Bénh Rosai-Dorfman nguyén phat
¢ da dugc phan loai riéng vao Nhdm C vi khac
biét dang ké vé cac dic diém dich té, ddu hiéu
Iam sang-can lam sang va sinh hoc phan td.%#
Tac gid Thomas Brenn® da bao cao cac su khac
biét nay khi phan tich 22 trudng hgp bénh Rosai-
Dorfman & da va mo dudi da (Bang 9). Trudng
hgp ching toi bao cao tuong doéng vdéi cac ca
bénh clia Thomas Brenn, ngoai trlr bénh nhan la
nam gidi. 5

Bang 9. Su’ khac nhau vé djch té, Iam
sang va can ldm sang theo vi tri tén
thuong cua bénh Rosai-Dorfman (Thomas
Brenn).®

Rosai-Dorfman| RoSai-Dorfman

R ra > 6 hach/co
nguye:aphat o quan ngoai
hach khac da
Tudi trung
binh 43,5 20,6
Nam/N{r 1/2 1,4/1
Chung toc |Chau A, da trdng|Da den, da trdng

Dau hiéu Iam| Thudng khdng
sang cd

S6t, mét moi, ra
moO héi dém
Thi€u mau, tang
D&u hiéu sinh(Téng téc do lang|t6c do l1ang mau,

hoéa mau tdng globulin
mien dich mau

Chan doan xac dinh bénh Rosai-Dorfman
chi yéu dua vao md bénh hoc.t D€ xac dinh
bénh ly nguyén phat & da, danh gia Idm sang va
cac can ldm sang can thiét dé loai trir ton
thuang hach di kém.® M6 bénh hoc bénh Rosai-
Dorfman khong co su khac biét I6n giifa cac vi tri
ton thuong.23467 P3c diém dic trung chung
clia tdn thuong hach, ngoai hach va ca trudng
hgp cta chdng toi la cac mé bao véi dau hiéu
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“emperipolesis”, biéu hién cac dau &n mién dich
5100, CD68 nhung khdng biéu hién CD1a.123467

Du vay, bénh Rosai-Dorfman nguyén phat &
da la mdt thach thic chadn doan trong thuc
hanh. Bénh nguyén phat & da rat hiém gap, mot
s6 bac si chua quen vdi cac biéu hién [am sang
va mo bénh hoc cta né. Diéu nay dan dén chan
doan nham véi cac bénh Iy phé bién hon, nhu
mun triing ca (da thdy trong moét s6 tru’(‘jng
hagp).6 Khé khén cling c6 thé do bi€u hién Idm
sang khdng déc hiéu cla bénh. Tén thuong da
cla bénh Rosai-Dorfman cé thé bi€u hién dudi
dang cac ndt, mang hodc san tir vang dén dé
hoac nau, khién viéc phan biét Iam sang véi cac
bénh ly da khac trd nén khd khan.3® Hon nifa,
cac dau hiéu mo bénh hoc ddc trung khdng phai
lic nao cling r0 rang. DO khi, ddu hiéu
“emperipolesis” khong hién dién, tdng sinh nhiéu
mach méu, noi mO6 mach mau ph6ng hoac xa
hda la cac thach thirc cho bac si glal phau bénh.6
Mau md sinh thiét néng hodc qua nhd cling 13
mot yéu td bét Igi trong chdn doan.® D€ han ché
cac trudng hdp bd sét chdn doan, bénh Rosai-
Dorfman nén dugc xem xét nhu' mdt chan doén
phan biét cla cac ton thudng da khong ddc hiéu
kéo dai.” Su' két hop chat ché glu’a bac si da liéu
va bac si giai phau bénh, cling vdi mét mau sinh
thiét day du 1a nhitng diéu kién can thiét dé
chan doan chinh xac.6

Vi nhitng khac biét trong diéu tri va tién
lugng, phan biét Rosai-Dorfman nguyén phat &
da khoi cac bénh ly da ac tinh la yéu cau tién
quyét trong chdn doan. Bénh Rosai-Dorfman
terdng ty thoai trién va co tién lugng tot.8 Khi
can thiét, phau thuat cit bo ton thu’dng hoac liéu
phap steroid udng/tiém tai chd cd thé dudc chi
dinh va thuGng dap Ung t6t.2 Do khi, sang
thuong da xudt hién & viung dau cd cd 'thé bi
chan doan nham vdi sarcdm mach mau.8 Mot so
chan doan phéan biét khac can dudc loai trir bao
gom: bénh mé bao Langerhans, u hat mg vang
thanh thi€u nién va bénh lién quan IgG4.? Loai
trir bénh md bao Langerhans la yéu cdu bat budc
trudc khi chdn doan xac dinh bénh Rosai-
Dorfman.?2 M6 bénh hoc bénh mdé bao
Langerhans dac trung vGi cac md bao cd nhan
dai ¢ khia duong tinh vgi CD1a va CD207.% Dai
bao nhiéu nhan dang Touton, cdc mé bao khong
c6 dau hiéu “emperipolesis” va am tinh véi S100
gdi y chan doan u hat m& vang thanh thiéu nién
hon |a bénh Rosai-Dorfman.2 Chan doan bénh
lién quan IgG4 dugc dat ra khi ton thuong biéu
hién xd hoa dang 16c xody va tham nhap uu thé
tugng bao.'? Hiép hoi M6 bao khuyén cao tat ca

truffjng hgp bénh Rosai-Dorfman nén dugc danh
g|a mUc d6 tuong bao biéu hién IgG4 bang hoéa
mo6 mién dich (bang chliing mic do D2) * VGi ca
bénh ctia ching tdi, nhuém héa md mién dich
IgG4 chua dugc terc hién. Sau 3 thang phau
thudt cdt hoan toan tdn thuong & da cho thay
vét thuong lanh t6t va khéng ghi nhan dau hiéu
tai phat bénh.

IV. KET LUAN

Bénh Rosai-Dorfman nguyén phat & da la
bénh ly lanh tinh nhung rat hi€m gap. Panh gia
mo bénh hoc va mét s6 dau an mien dich thuGng
dl chan doan xac dinh. Cac chin doan phan biét
can dudc loai trir trudc khi chdn doan xac dinh,
dac biét la cac bénh ly da ac tinh vi chién lugc
diéu tri va tién lugng hoan toan khac nhau.
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PHAN TiCH GOP (META-ANALYSIS) HIEU LU'C TAC DUNG CUA DENOSUMAB
TRONG PIEU TRI LOANG XU'ONG TREN PHU NGO MAN KINH

TOM TAT

Pat van dé: Denosumab 1a khdng thé daon dong
IgG2 cda nqudi, aan ddc hiéu trén protein RANKL, Uc
ché su biét hda cac t€ bao hdy xuona, ngan can cac
t€ bao hoat héa va do dé (c ché€ qua trinh huy xuona.
Phudng phdp téna hop (meta-analysis) la phudng
phap cé mirc d6 bana chitng cao nhét theo thap banq
chiina, dudc Ung dunq nhiéu trona v hoc d& cung cép
théna tin t8ng hap vé hiéu qua clia thudc. PGi tugng
va phuong phap nghién ciru: Thudc denosumab
60mg dang dudng tiém, 6 thang/1 lan dugc phan tich
gdp so sanh vdi placebo trén déi tugng phu nit mén
kinh cé loang xugng. Cac bai bao dugc tim ki€ém tUr
Pubmed, Cochrane, st dung 90| meta trong phan
mem R de phan t|ch Két qua: 4 thlr nghlem 1am
sang ngau nhién cé doi ching phu hop V(@i tiéu chi lua
chon va loai trir da dugc dua vao phan tich. Cac
nghién clru déu 1a thtr nghiém 1am sang phase II hoéc
phase III vGi ¢ mau tr 109 dén 7808 bénh nhan.
Nguy cd sai s6 cla cac thu' nghiém Iém sang dugc
danh gid qua phucng phap cla Cochrane
Collaboration, chat lugng cac tha nghlem dugc danh
gid qua bang klem CONSORT. Két qua chi ra
denosumab lam gidm nguy co gdy xuang 42%, tang
mat dé xuong 7.62% (95% CI: 6.13%-9.11%),tang
mat d6 xuong 4.82% (95% CI: 3.75%-5.88%), Tang
mat do xudng canh tay 2.89% (1.75%-4.03%) khi so
sanh vdi placebo. Két luan: Denosumab gilp lam
tang mat do xudng va giam nguy cd lodng xuong so
V@i placebo. Tur khoa: loang xuong, man kinh

SUMMARY
META ANALYSIS EFFICACY OF
DENOSUMAB IN POST MENOPAUSAL

WOMAN WITH OSTEOPOROSIS

Introduction: Denosumab is a human IgG2
monoclonal antibody that binds specifically to the
RANKL protein. This binding inhibits the differentiation
of osteoclasts, prevents activated cells, and ultimately
inhibits bone resorption. The meta-analysis method is
considered the method with the highest level of
evidence according to the evidence pyramid. It is
widely used in medicine to provide general information
about the effectiveness of drugs. Methods: 60 mg
denosumab administered subcutaneously every 6
months compared with placebo in postmenopausal
women with osteoporosis. Studies were searched on
Pubmed and The Cochrane Library sources, used R
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software to analyse with the meta package. Results:
A total of four randomized controlled trials that met
the inclusion and exclusion criteria were included in
the meta-analysis. The studies were all phase II or
phase III RCTs, with sample sizes from 109 up to
7808 patients. The risk of bias of RCTs was assessed
using the Cochrane Collaboration assessment method,
the quality of RCTs was assessed using the CONSORT
checklist. The results showed that denosumab reduced
the risk of fracture by 42%, increased spine bone
density 7.62% (95% CI: 6.13%-9.11%), increased hip
bone density 4.82% (95% CI: 3.75%-5.88%),
increased humeral bone density 2.89% (1.75%-
4.03%) compared with placebo. Conclusion:
Denosumab help to increase bone density and reduce
the risk of osteoporosis as compared to a placebo.
Keywords: denosumab, metaanalysis

I. DAT VAN DE

Loang xudng la mét bénh ly man tinh dac
trung bdi tinh trang mat d6 xucng giam, vi cau
tric cta xuang bi suy thoai dan dén hién tugng
yéu xuaong va lam tang nguy cc gay xuong.Ti |é
gdy xudng téng theo dd tudi, Ia nguyén nhan
gay ra thuang tat, tir vong, lam tang ganh nang
chi phi y té€. Nhitng phat hién gan day hon vé
sinh ly bénh chuyén hda xuong d3 xac dinh
protein RANKL (receptor activator of nuclear
factor kappa B ligand) la mot yéu t3 quan trong
trong qua trinh hiy xuong. Denosumab la khang
thé don dong IgG2 clia ngudi, gan dac hiéu trén
protein RANKL, U'c ché su biét hda cac té€ bao
hlly xuong, ngan can cac té bao hoat hda va do
dé (c ché qua trinh hay xuong. Denosumab cho
thay hiéu qua lam gidm cac marker chu chuyén
Xuong va tang mat d6 xuong (BMD). Protein
RANK hoat hda bai RANKL cling ¢ vai tro thiét
yéu trong cau tric va chilfc ndng cla cac té€ bao
Iympho T va té€ bao tua- té bao trinh dién khang
nguyén cho Iympho T. Uc ché hoat dong cla cac
té€ bao nay c6 thé dong thai anh hu’dng dén hé
théng mién dich, dan dén nguy cd cic bénh ly
nhiém trung hodc bénh ly ac tinh (ung thu). Hién
da co nhiéu nghién clru thir nghiém |am sang vé
hiéu qud cla denosumab nhung d& cd mot
théng tin tdng hop, phucng phap phan tich gdp
hay con goi 1a phugng phap tdng hdp (meta-
analysis) 1a phuang phap cé miic dd béng chirng
cao nhét theo thap bdng ching, dudc (tng dung
nhiéu trong y hoc dé cung cap thdng tin téng
hgp vé hiéu qua cua thudc. Xuat phat tir thuc té



