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SUMMARY

Introduction: D-penicillamine is a chelating agent commonly used in the treatment of Wilson
disease; however, it may cause delayed hypersensitivity reactions, typically occurring several
weeks after initiation.

Case presentation: A 14-year-old girl with Wilson disease developed a generalized morbilliform
rash with pruritus after 7 days of D-penicillamine therapy. Patch testing performed 4 weeks later
yielded a positive result, suggesting a delayed hypersensitivity reaction. Due to limited access
to alternative agents such as trientine, a slow desensitization protocol to D-penicillamine was
selected based on clinical experience, with corticosteroid premedication and antihistamines
administered as needed. During desensitization, the patient experienced a mild rash that was
well controlled. After 40 days, she successfully tolerated a therapeutic dose of 900 mg/day and
continued outpatient treatment.

Conclusion: This case suggests that patch testing may aid in the diagnosis of delayed
hypersensitivity to D-penicillamine, and that slow desensitization may be a feasible option in
settings where alternative therapies are not readily available; however, further studies are needed
to evaluate its safety and efficacy.
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TOM TAT
Pat van dé: D-Penicillamine la thudc chelat thudng dung trong diéu tri bénh Wilson, nhung cé thé
gay phan ('ng qua man muon, thudng xuat hién sau vai tuan diéu tri.

Ca lam sang: Bénh nhi n* 14 tudi dugc chan doan bénh Wilson xuét hién ban dang sdi lan tda kém
nglra sau 7 ngay dung D-Penicillamine. Test ap bi thuc hién sau 4 tuan cho két qua duang tinh, goiy
phan &ng qua man mudn. Do han ché&vé kha ndngtiép can thudc thay thé nhu'trientine, b&nh nhi duoc
lira chon gidm man cdm cham vdi D-Penicillamine theo phac do kinh nghiém, két hgp corticosteroid
tién diéu tri va khang histamin khi can. Trong qua trinh nay, tré ghi nhan mét dot ban nhe, dugc kiém
S04t tot. Sau 40 ngay, bénh nhi dung nap liéu diéu tri 900 mg/ngay va tiép tuc diéu tri ngoai tru.

Két luan: Trudng hop nay cho thay test 4p bi cé thé hd trg chan dodn qua man mudn véi
D-Penicillamine; ddng th&i, gidm man cdm cham & mét lua chon kha thi trong bi canh han ché
thuéc thay thé, tuy nhién can thém nghién clru dé danh gia tinh an toan va hiéu qua.

Tr khoa: D-Penicillamine, B&nh Wilson, phat ban dang sdi, test 4p bi, gidm man cam cham

1. DAT VAN PE

Bénh Wilson la mét réi loan di truyén lan trén nhiém séac
thé thuong do dot bién gen ATP7B, gay suy giam bai tiét
doéng qua mat va dan dén tich tu déng doc hai tai gan, néo
va giac mac. Céc lya chon diéu tri hién nay bao gom céc
thudc chelat nhu trientine hodc D-penicillamine nhdm
tang thai dong, trong do trientine thudng dugc wu tién hon
nh& hd so an toan thuan Loi. KEm dugc st dung trong diéu
tri duy tri dé ('c ché& hap thu dong tai rudt. B6i véi nhirng
bénh nhan suy gan tién trién hoac khong dap Ung diéu tri
néi khoa, ghép gan van la bién phap ciiu séng hiéu qua.’

D-Penicillamine la mét tdc nhan tao phic kim loai dugc st
dung réng rai trong cac rdi loan lién quan dén tich tu kim loai
ndng. Thudc hoat dong théng qua viéc gan két vdi cac ion
kim loai nhu dong, chi hodc thly ngan, tao thanh phic hgp
tan trong nudc va dugce bai xuét qua nudc tiéu. Bén canh do,
D-penicillamine con (c ché hinh thanh cau disulfide cla
immunoglobulin va lam gidm hoat tinh cla t€ bao lympho
T, do d6 mang dac tinh diéu hoa mién dich. Nhiing chi dinh
thudng gap cua thubc bao gobm bénh Wilson, viém khdép
dang th&p thé nang khang tri, cystin niéu va mot s trudng
hap ngd doc kim loai nang. Tuy nhién, thudc c6 thé gay nhiéu
tac dung bat Lgi, tir phat ban, roi loan vi gidc dén giam bach
cau, gidm tidu cau, protein niéu, hdi chiing than hu, ddc tinh
trén gan va cac phan Ung tu mién nhu lupus do thudc.??
Trong bai bdo nay, chung t6i trinh bay moét truong hop
ngudi b&nh mac Wilson xuat hién phan &ng qua man véi
D-penicillamine va da dugc giam man cdm thanh céng.

*Tac gia lien hé

2. CALAM SANG

Mét bénh nhi nir 14 tudi, can nang 50 kg, khong ghi nhan
tién s di ing thudc hodc co dia di tng. Tai thoi diém
chén doan, tré khéng cé biéu hién than kinh, khéng phat
hién vong KayserFleischer khi kham mét, va xét nghiém
Coombs dm tinh. Cac xét nghiém cén [dm sang cho thay
nong dé ceruloplasmin huyét thanh giam ré rét (0,0145 g/L;
gia tri tham chiéu: 0,22-0,5 g/L), kém theo tang thai dong
niéu 24 gid. Phan tich di truyén xac dinh doét bién déng hap
tl trén gen ATP7B. Xét nghiém sinh hda gan ghi nhén tang
nhe enzym gan (GOT 52 UI/L, GPT 83 UI/L, GGT 80 UI/L).
Theo tiéu chuén clia Leipzig score (2001), v&i tdng diém dat 6,
tré dugc chan doan xac dinh bénh Wilson.

Bénh nhi dugc khdi tri véi D-Penicillamine (Mifros 300 mg) véi
téng lidu 900 mg/ngay (tuong duong khoang 20 mg/kg/ngay).
Sau 7 ngay diéu tri, tré xuat hién ban dé dang dat-san lan toa
toan than, ranh gidi khong ro, khong kém mun nudc, bong
nudc hay bong vay, kém theo nglra. Ghi nhan tinh trang sung
nhe viing quanh miéng, chua xac dinh rd tinh chat phu mach;
khéng cé tén thuong niém mac hodc céc héc ty nhién, va
khoéng ghi nhan sét hay triéu chirng toan than khac. Trong giai
doan nay, tré khdng str dung dong thai cac thudc dang ké khéc.

Ngay sau khi xuat hién triéu chirng, D-Penicillamine dugc
ngiing. Tré dugdc diéu tri triéu ching bang corticosteroid
(prednisolon 25 mg/ngay, tuang duong 0,5 mg/kg/ngay) két
hop khang histamin (desloratadine 5 mg, ngay 2 [an). Cac tén
thuong da cai thién dan va hoi phuc hoan toan sau 7 ngay.
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Tién st gia dinh ghi nhan anh trai ctia bénh nhi ciing mac
bénh Wilson, mang dét bién déng hgp tir gen ATP7B va da
dugc ghép gan tai Bénh vién Trung uong Quan doi 108.
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Hinh 1. Tén thuong da mat trudc than minh (A) va lwng (B)

Test ap da vdi D-Penicillamine (Mifros) dugc thuc hién sau
4 tuan ké tir khi cac tén thuong da da hdi phuc hoan toan.
Thuéc dugc thir & ndng dé 10% va 30% trong petrolatum
(vaselin), st dung budng th* nghiém 1Q Ultimate™ IQ-UL
(Chemotechnique Diagnostics, Thuy Dién). Cac test dugc
dat tai vung lung, kém theo déi chitng Am (petrolatum).
K&t qua dugc doc tai c4c thoi diém 48 gidva 72 gid (khong
thuc hién doc tai thoi diém 96 gid) theo huéng dan cla
ICDRG/ESCD. Tai vi tri thir v&i D-Penicillamine, ghi nhan
phan ('ng dang héng ban k&m tham nhiém, muic do (+),
kém cam gidc nglra va néng rat nhe tai ché. P&i chirng am
khong ghi nhan phan &ng. Trong thoi gian theo doi, khong
xuét hién tén thuong mdi ngoai cac vj tri thir nghiém.

Hinh 2. Vi tri lam test 4p da v&i Mifros (A), va két qua
test ap da sau 48h (B)

Céc biéu hién ldm sang clia tré phu hop vdi phan tng qué
man thuéc type mudn, v6i dic diém hdi phuc hoan toan
sau khi nglring thuéc, khéng ghi nhan str dung dong thdi cac
thudc khéc, va test ap da cho két qua duang tinh sau 48 gid.
Tuy nhién, cac can nguyén khac, dac biét a nhiém virus,
chua dugc loai trir day du. Do do, khi ap dung Naranjo scale,
Mifros dugc x&p vao nhdm c6 kha nang la tadc nhan gy ra
biéu hién di i'ng, méc du murc do khéng dinh con han ché.
Tré da duoc hoi chan véi chuyén khoa gan mat nham can nhac
céc phuang an diéu tri thay thé. Tuy nhién, do Trientine chua
dugc lwu hanh tai Viét Nam, nhom diéu tri quyét dinh tién
hanh gidm man cam véi D-Penicillamine. Loi ich va nguy co
clia quy trinh da dugc giai thich day du cho nguoi giam ho, va
s déng thuan tham gia diéu tri ciing nhu sir dung di¥ liéu, hinh
anh cho muc dich nghién ctiu khoa hoc da dugc chap thuan.

Trong giai doan chuén bi, tré dugc s dung corticosteroid
vGi lidu 1 mg/kg/ngay trong hai ngay trudc khi khdi dong
phac dé giam man cam. Do phan &ng duong tinh trén test
&p da xuat hién sau 48 gi&, méi murc lidu muc tiéu duoc duy

tri trong 3 ngay va chi chuyén sang budc tiép theo khi khéng
ghinhan biéu hién di ing. Phac db nay dugc xay dung dua trén
kinh nghiém lam sang ctia nhdm, tham khao céc quy trinh
gidm man cam cham da dugc ap dung véi cac tac nhan khac.

V& quy trinh pha ché, vién D-Penicillamine 300 mg (Mifros) duoc
nghi&n min va hoa tan trong 12 mL nudc, tao thanh hén dich cé
ndng dod 25 mg/mL. Thudc dugc rit bang bom tiém, tron déu trudc
méi [&n strdung va dugdc dung trong vong 24 gid sau khi pha. Trong
suét qué trinh gidm man cam, tré dugc theo dbi ndi tru tai bénh

vién nham phat hién s6m va x(r tri kip thdi cac phan ting bat Loi.

Ngay Ham lugng ’ T6ng3h'e’ Lu’dr’ig thudc Lu’q’gg thuéc
(mg) tich thuéc (ml) Sang7h T6i 19h

D1 25mg Tml 0,5ml 0,5ml

D2 25mg Tml 0,5ml 0,5ml

D3 25mg Tml 0,5ml 0,5ml

D4 50mg 2ml Tml Tml

D5 50mg 2ml Tml Tml

D6 50mg 2ml Tml Tml

D7 75mg 3ml 1,5ml 1,5ml

D8 75mg 3ml 1.5ml 1.5ml

D9 75mg 3ml 1,5ml 1,5ml
D10 100mg 4ml 2ml 2ml

D11 100mg aml 2ml 2ml

D12 100mg aml 2ml 2ml

D13 150mg eml 3ml 3ml

D14 150mg eml 3ml 3ml

D15 150mg eml 3ml 3ml

D16 200mg 8ml aml 4Aml

D17 200mg 8ml 4ml 4Aml

D18 200mg 8ml aml aml

D19 250mg 10ml 5ml 5ml

D20 250mg 10ml 5ml 5ml

D21 250mg 10ml 5ml 5ml

D22 300mg 1 vién 0,5 vién 0,5 vién
D23 300mg 1vién 0,5vién 0,5 vién
D24 300mg 1vién 0,5vién 0,5vién
D25 400mg 1vién +4ml 0,5vién+2ml |0,5vién +2ml
D26 400mg 1vién +4ml 0,5vién+2ml [0,5vién +2ml
D27 400mg 1vién +4ml 0,5vién+2ml [0,5vién +2ml
D28 500mg 1vién +8ml 0,5vién +4ml (0,5 vién +4ml
D29 500mg 1 vién +8ml 0,5vién+4ml |0,5vién +4ml
D30 500mg 1vién +8ml 0,5vién+4ml |0,5vién +4ml
D31 600mg 2 vién 1vién 1vién
D32 600mg 2 vién 1vién 1 vién
D33 600mg 2 vién 1vién 1vién
D34 700mg 2vién +4ml 1vién+2ml | 1vién+2ml
D35 700mg 2vién +4ml Tvién+2ml | 1vién+2ml

% Crossref d 191




C. H. Hanh et al. / Vietnam Journal of Community Medicine, Vol. 67, Special Issue 6, 189-193

Ngay Ham lugng ) TSngEhé’ Lu’(_il:lg thuéc Lu’g’rlg thuéc
(mg) tich thuéc (ml) Sang 7h Toi 19h
D36 700mg 2 vién + 4ml 1vién +2ml 1 vién +2ml
D37 800mg 2 vién + 8ml Tvién+4ml | 1vién+4ml
D38 800mg 2 vién +8ml 1vién+4ml | 1vién+4ml
D39 800mg 2 vién +8ml 1vién +4ml 1 vién +4ml
D40 900mg 3vién 1,5vién 1,5vién

Bang 1. Phac dé giam man cam cham vdi Mifros

Trong qua trinh gidm man cam, tré xuat hién mot s san
do kém nglra vao ngay th 15. Tuy nhién, D-Penicillamine
(Mifros)van dugc duy tritheo phac dd, dong thdi bé sung digu
tri triéu chirng bang desloratadine 2,5 mg/ngay trong 4 ngay,
cho dén khi cac tén thuong da hoi phuc hoan toan. Pén ngay
thir 40, tré dung nap thanh céng liéu diéu tri D-Penicillamine
900 mg/ngay, khdng ghi nhan thém phan (ng di 'ng. Sau dé,
tré dugc ti€p tuc theo déi ngoai trd tai chuyén khoa gan mat.

F .. |

o

Hinh 3. Tén thuong ban da xuat hién & méat trudc (A) va mét
sau (B) clia cang tay trong qua trinh giam man cam vdi Mifros

3. BAN LUAN

Phan (ng qua man cap tinh dugc ghi nhan & khoang 2-10%
s6 nguodi st dung D-Penicillamine.* V& biéu hién da, phan
&n céac phan ¢ng di iing mdc dod nhe lién quan dén thudc
nay la may day hoac ban dang sdi, thudng xuét hién trong
nhirng tuan dau diéu tri. Ngoai ra, D-Penicillamine cling da
dugc béo cdo cé thé gay ra cac phan (ng da nghiém trong
nhu hoai t&f thugng bi nhiém déc (TEN), hdi ching Stevens-
Johnson (SJS) hoac thé chong l&p SIS/TEN, mac du hiém
gap.’ Trong trudng hgp nay, phan (rng xuét hién sau khoang
mét tuan st dung D-Penicillamine, vdi biéu hién ban dang
s&i, phu hgp v&i cac mé ta trong y van. Tuy nhién, do biéu
hién lam sang chua hoan toan dién hinh va chua loai triy
duoc cac nguyén nhan khac, dac biét | nhiém virus, nhém
diéu tri da quyét dinh ngiing thudc tam thdi nham hd tro
danh gid mai lien quan gilra thudc va biéu hién dj &ng..

Céac nghién clu trén chudt va chuét lang cho thay
D-Penicillamine cé kha nang tang cuong cac phan irng qua
man théng qua viéc gia tang hda ting déng clia bach cau da
nhan trung tinh, cling nhu tang huy déng té bao don nhan
va lympho bao T.%” Do do, test ap da dugc thuc hién vdi
ndng dd 10% va 30% sau khi tré hdi phuc hoan toan céc tén
thuong da. Trong chan dodn di (ng thudc, test 4p da c6 do
nhay dao dong khoang 30-60% va do dac hiéu cao (>90%),
phu thudc vao loai thudc va kiéu hinh phan (ng, theo
khuyén cdo clia Hiép hoi Viém da tiép xtic chau Au (ESCD)
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va Hoc vién Di &ing va Mién dich ldm sang chau Au (EAACI).
Trong trudng hgp nay, két qua test 4p da duong tinh hoan
toan phu hgp véi co ché qua man muon, xuét hién khoang
mot tuan sau khi bat dau diéu tri, két hop véi cac biéu hién
ldm sang tuong Ung. Vi ly do nay va dé han ché nguy co tai
phéat phan ng di ing nang, clng nhu tranh tri hoén diéu tri,
nhom diéu tri khéng ti€n hanh test kich thich trén tré.

Theo khuyén cdo, Trientine c6 hiéu qua diéu tri bénh Wilson cao
hon D-Penicillamine.! Tuy nhién, trong b&i canh hién tai tai Viét
Nam, trientine chua dugc luu hanh trén thi truong. Sau khi hoi
chan véi béc si chuyén khoa tiéu hda, quyét dinh duoc duara la
ti€p tuc str dung D-Penicillamine ddng thoi ti€n hanh gidm man
cdm nh&m tao kha ndng dung nap cho tré. Ngoai ra, trudng hop
nay khong thugc nhém céc phan ting da nghiém trong nhu’ SIS/
TEN, ban d6 mun mu cap tinh toan than (AGEP) hoéc hoi chiing
di Ung thudc c6 tang bach cau i toan va tén thuong cg quan
(DRESS), nén chi dinh giam man cdm dugc xem & hoan toan
phl hgp. Mac du gidm man cam thuting khong dugc 4p dung
d6ivéi phan ting qué man mudn do cac van dé vé an toan, trong
b6i canh khong cé lua chon thay thé va phan tiing di ting mdc do
nhe, day dugc coi la moét giai phap kha thi.®°

M6t trong nhitng thach thic clia ca ldm sang nay la chua cé
phéc db gidm man cdm chuén do D-Penicillamine it dugc luu
hanh. Céc phac do giam man cdm cham dugc khuyén co c6
thé kéo dai tir 1-4 tuan, tliy thudc vao loai thudc va muic do dap
(ing clia bénh nhan. Trong trudng hgp nay, phac dd giam man
cam dugc trién khai nham dat liéu diéu tri 900 mg trong 40 ngay.
Trong qua trinh thuc hién, tré xu4t hién ban nhe, nhung phac do
van duoc duy tri k&t hgp véi khang histamin dé kiém soét triéu
chiing. K&t quéa cho thay tré dung nap hoan toan ligu diéu tri,
khong ghi nhan bat ky phan tng di iing nao & liéu duy tri va tiép
tuc s dung D-Penicillamine trong céc lan kham ngoai trd sau
ddé ma khong xuat hién thém triéu ching lién quan dén di tng.

4. KET LUAN

Phan ¢ng qua man vdi D-Penicillamine thudng xuat hién sau
vai tuén diu tri, véi cac biéu hién lam sang hay gap la ngoai
ban dang s&i hodc may day. Trudng hop nay goiy rang patch
test c6 thé hd trg'trong chan doan phan tng qua man muén.
Pong thdi, chién luge giam man cadm cham cé thé dugc can
nhac & nhitng bénh nhan dugc lua chon phu hop, dac biét
trong trudng hagp khdng c6 lua chon diéu tri thay thé kha thi.
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