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—[Case Report] TGRS —

A case of severe pain and redness at the puncture sites for blood transfusion

—Acute localized pain transfusion reaction?

Akisa Tsunemi", Yuri Futatsugi"”, Kaori Maeda"”, Tomoko Igarashi"”, Mari Hoshino®,

Fusahiko Ito®, Masazumi Watanabe® and Masaru Shimizu"

Acute pain transfusion reaction (APTR) is a rare adverse event (AE), characterized by severe pain in the trunk and
extremities accompanied by dyspnea, hypertension and chills soon after initiation of a transfusion. It disappears after
stopping the transfusion. We experienced a case of severe pain and redness that was limited to the puncture sites.

The patient had received a stent graft for acute aortic arch dissection six months before presentation. At our hos-
pital he received another stent graft and underwent an artery bypass operation, in which autologous red blood cells
(RBCs) were transfused without incident. On the following day, one bag of pre-storage leukocyte- reduced RBCs (PLR-
RBCs) derived from 400 m! of whole blood was transfused. Immediately after initiating the transfusion, severe pain
and redness at the puncture site occurred. The transfusion was stopped, and the symptoms disappeared approxi-
mately 10 minutes later. When the same blood was transfused into the opposite arm, similar symptoms with a tempo-
rary slight increase in blood pressure (BP) occurred and disappeared after stopping the transfusion. Hemolytic find-
ings were not detected. Two more PLR-RBCs bags were thereafter administered without AEs. On the second day,
when one PLR-RBCs bag was transfused, the same symptoms appeared and disappeared after stopping the transfu-
sion.

These AEs with severe pain and redness at the puncture sites without other symptoms except a temporary slight

increase in BP, might be due to a form of acute localized pain transfusion reaction (ALPTR) distinct from APTR.
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Introduction

Acute pain transfusion reaction (APTR) is a rare ad-
verse event (AE). It involves severe pain in the trunk
and proximal extremities within 30 minutes after
transfusion initiation and disappears within 30 minutes
after stopping the transfusion. It is associated with sys-
temic symptoms including dyspnea/tachypnea, hyper-

Y2 However, local-

tension, chills, headache and flushing
ized findings at the puncture sites have not been de-
scribed. We experienced a case of severe pain and red-
ness that was limited to the puncture sites and sys-
temic symptoms limited to a temporary slight increase

in blood pressure (BP).

Case presentation

The patient was a 68-year-old man. His blood type
was B, RhD positive without irregular antibodies. He
had a history of polyarteritis nodosa and hypertension
treated with a calcium channel blocker and a B-blocker.
However, he had no history of transfusion or of allergic
reactions to food, drugs or contrast medium. In January
2017, he experienced a backache and was diagnosed
with acute aortic arch dissection (Stanford-B). He re-
ceived a thoracic aortic stent graft without transfusion.
In July 2017, he developed a pseudoaneurysm at the
graft site. He received another chest stent graft and un-
derwent a bilateral axillary artery bypass operation, in
which 635 m/ of salvage autologous red blood cells

(RBCs) using a cell saver was transfused without AEs.
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On the following day after the operation, his hemo-
globin (Hb) was 8.1 g/dI, and one bag of prestorage
leukocyte-reduced red blood cells (PLR-RBCs 1, 15 days
old) derived from 400 m!/ whole blood, compatible with
routine cross-match tests, was transfused. Severe pain
and redness without itching or swelling around the
puncture site occurred immediately after initiation of
the transfusion, and disappeared approximately 10
minutes after stopping the transfusion. When the same
blood was transfused into the opposite arm after a 10-
minutes interval, similar symptoms accompanied by a
temporary slight increase in BP (117/74 to 132/72
mmHg) were observed 15 minutes after starting the
transfusion. The symptoms disappeared 10 minutes af-
ter stopping the transfusion. Two more bags (i.e., PLR-
RBCs 2[12 days old] and PLR-RBC 3 [9 days old]) were
then administered without AEs. On the second postop-
erative day after the operation, his Hb was 8.7 g/d/, and
PLR-RBCs 4 (12 days old) was transfused. Immediately
after initiation of the transfusion, severe pain within
area of erythema 5 cm in diameter developed at the in-
jection site, accompanied by a temporary increase in
BP (145/72 to 160/74 mmHg) without other systemic
symptoms. These symptoms disappeared 5 minutes af-
ter stopping the transfusion.

Table 1 Hematological findings

7/28 7/31 8/1 8/2

(pre- (post- (post-op.  (post-op.

op.) op.) day 1) day 2)
WBC (X 10%/ul) 6.2 7.1 189 16.1
RBC (x 105/ul) 411 347 272 2.86
Hb (g/d) 12.1 10.3 8.1 8.7
Hct (%) 379 31.6 254 25.1
PLT (x10%/ul) 84 56 75 79
PT-INR 1.04 1.18 NT 1.00
APTT (sec.) 34,5 NT NT 322
Fib. (mg/dl) 161 NT NT NT
CRP (mg/dl) 0.66 0.29 5.55 10.70

cf. NT: not tested
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Laboratory findings before/after PLR-RBCs 1 trans-
fusion of total bilirubin (0.7/1.0 mg/dl, normal range
[NR: 0.5~1.5 mg/dl]), LDH (264/240 U/I, NR: 124~222
U/I)and AST (19/15 U/I, NR: 13~30 U/I) are shown in
Table 1, 2. No clerical errors of ABO mismatched
transfusion of PLR-RBCs 1 such as wrong blood sam-
ples or mistaken records were detected. Anti-HLA an-
tibodies were not examined.

Leukocyte-reduction filters (LRFs) used for PLR-
RBCs 1, PLR-RBCs 2 and PLR- RBCs 4 at the Japanese
Red Cross Blood Center (JBC: Tokyo, Japan) were
manufactured by the same company (Table 3). The
LRF's for PLR-RBCs 3 was manufactured by a different
company. All the transfusion sets of four blood bags
used for transfusion were produced by the same com-

pany.

Discussion

The clinical time course of pain in our patient-pain
occurring within 20 minutes after initiating transfu-
sion, then disapperaring 10-20 minutes after stopping
the transfusion-was similar to that reported in previous
APTR cases"?. Characteristically, the painin APTR oc-

Table 2 Biochemical findings

7/28 7/31 8/1 8/2

(pre- (post- (post-op.  (post-op.

op.) op.) day 1) day 2)
TP (g/dl) 7.0 52 5.2 55
Alb (g/d]) 4.2 30 31 34
T-Bil (mg/dI) 0.7 1.0 10 1.0
Na (mmol/]) 141 140 142 140
K (mmol/I) 38 38 48 39
CL (mmol/1) 107 109 108 107
CK (U/1) 59 109 142 203
AST (U/) 19 15 18 17
ALT (U/]) 8 6 7 7
LD (U/1) 264 240 235 269
BUN (mg/dl) 14.2 16.2 29.0 42.8
CRE (mg/d]) 0.87 0.94 1.80 1.69

Table 3 Manufactures (T, K, J, A and F) of blood bags and leukoreduction filters,
and storage days of 4 PLR-RBCs transfused according to presence or absence of

adverse events.

Adverse Events (+)

Adverse Events (—)

PLR-RBCsl PLR-RBCs4 PLR-RBCs2 PLR-RBCs3
Blood Bag T T K J
Leukocyte reduction filter A A A F
Storage days 15 12 9 12

cf. PLR-RBCs: prestorage leukocyte-reduced red blood cells. Number 1 through 4 of PLR-

RBCs indicates the order of transfusions.
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curs in the trunk and proximal extremities, but there
has been no description of the pain at the puncture site.
Our patient had pain limited to the puncture sites with
no systemic symptoms except for a temporary slight
increase in BP. This AE might be named “acute local-
ized pain transfusion reaction (ALPTR)”, to distinguish
it from APTR.

In a summary report of AEs associated with transfu-
sion in Japan?, vascular pain is associated with hemo-
lytic transfusion reactions. Our patient did not have
hemolytic transfusion reactions, based on the lack of
hemolytic laboratory findings and clerical errors, In

one report”?

, only the number of patients with vascu-
lar pain, is mentioned (e.g, 21 cases of RBCs transfusion
and one case of platelet concentrates [PCs] transfusion
in 2016, and 21 cases of RBC transfusion in 2017). It
would be difficult to distinguish between previously re-
ported cases with vascular pain and those with
ALPTR, because it would not be clear whether cases
with vascular pain were associated with redness at the
infusion sites. If they could be investigated in more de-
tail, some of them might be ALPTR. In the AE report
from JBCY, there were no incidents of pain with trans-
fusion. In the SHOT report”, one case of presumed
APTR was described as a rare case but lacked a de-
scription of the puncture site, and another case of
APTR was reported, in which there was no description
of the puncture site”.

The causes of ALPTR and APTR are unknown.
However, a correlation with leukoreduction filters
(LRFs)"” or anti-HLA antibodies”'” has been sug-
gested for APTR. Since January in 2007, JBC has manu-
factured and supplied PLR-RBCs using LRFs for all
whole blood. However, there are no reports of AEs
similar to our case. The LRFs used for PLR-RBCs 1 and
PLR-RBCs 4 (i.e., AEs) and PLR-RBCs 2 (i.e., non-AEs)
were manufactured by the same company (Table 3).
A case of APTR following PCs transfusion without
leukoreduction filtration"” and a case of following
packed RBCs transfusion” have been reported. Thus,
the occurrence of ALPTR due to LRF's is not necessar-
ily due to leukocyte reduction filtration. Transfusion
sets can be excluded as the cause, because transfusion
sets of the same lot were used for the transfusion of the
four blood bags. Moreover, the presence of anti-HLA
antibodies is hard to predict: our patient was a man and
had no history of transfusion in his past history, al-
though he was not tested for anti-HLA antibodies.
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Polyarteritis nodosa would be unlikely to be the cause
of ALPTR, because this is a disease of arteries and
blood is usually transfused into veins.

A recent report speculated that some cytokines as-
sociated with pain, especially IL-1p, TNF-o, IL-6 and IL-
8, might cause APTR due to packed RBC transfusion”.

In previously reported APTR associated with leuko-
reduction filtration, which would be presumed to be
used at time of transfusion””?, the amount of cytokines
produced by leukocytes would be almost the same as
that in packed RBCs (Number of leukocytes in order of
10"/bag). This might suggest cytokines as a cause of
ALPTR. Although leukocytes in PLR-RBCs in our case
were <10°/bag (validated in more than 95% of PLR-
RBCs'"), much less than the number in packed RBCs,
some PLR-RBCs bags might contain >10° leukocytes.
The small amount of cytokines produced by the leuko-
cytes could cause ALPTR without systemic symptoms
but not APTR. On the other hand, pain at the infusion
site in hemolysis may be the result of rapid comple-
ment activation, which produces cytokines'”. Two
PLR-RBCs bags associated with ALPTR in our case
were 15 and 12 days old, which could include a number
of hemolyzed RBCs below the threshold but plentiful
enough to activate complement for production of cy-
tokines without systemic symptoms.

However, it would be hard to explain why these cy-
tokines would not show pain around puncture sites in
APTR with systemic symptoms, and why APTR or
ALPTR has been reported so rarely. This suggests
that the grade of pain would be from very severe in our
case (ALPTR), to very mild, to be overlooked in APTR
with severe systemic symptoms. Factors other than
cytokines need investigation.

Conclusion

We reported here a case of rare AEs occurring im-
mediately after initiation of transfusion, including se-
vere pain and redness limited to the puncture sites and
no systemic symptoms other than a temporary slight
increase in BP, which we are calling ALPTR to distin-
guish it from APTR. Since ALPTR might be underre-
ported, physician should keep these AEs in mind when
a patient has a reaction to a blood transfusion.

Conlflict of Interest: The authors have no conflicts of interest to
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SuEsm eI SO (acute pain transfusion reaction ; APTR) 1%, $MBHAGAE: 30 43 LA I JREGRe DU AL FR 129K
JEA YD, Wik 30 A LANICHR L, IR, fE RS, RS BUE, WA 2O Ma RIS Th B2, 5
HS AT QPR FEAROFERIT e\ FoA 1, W & FARDERTALICERE L, BEOMIE LA DREIRZ B 2w
HE ) % REBR L 72

FEBIL, 68 BT, WIMEIL 2. 2017 48 1 H MRS S REIRBCAT > N7 7 MixZF7. 7
HBEERT Y 777 ML mRESBIIRME S A S 240 %2 5208, fird G B QiR O 7 < i L{s72. B H, [
AU A 88 B LBRES 25 R L ER K (prestorage leukoreduced RBCs ; PLR-RBCs) Dl BAATE # & ) 225 5B 0 ik
& FRE R, W 10 5 IERIZHEE U7z, Bk CRIEA % Fm U 7245, FARZEIR & —@ o mE I
FAxFRO, L7z BIET IR bk oz, 201, 1&0) 23 7@ PLR-RBCs #lfiL & &l 5US 7 < 7w 2
72, F e H, FAELEA PLR-RBCs Ol B4 (S Rk 2tk & — BP0 EME A 25890, Wl 5 5 IidER
FHB L7

Z O 2AMERIILE BSOS L, B0 & FERDERFRA FATIC R 5 1, —8 P OB EEME LS DAL ORERZ RO R\ 2 &
5, APTR & 3¥ 7 2 2% RPr&m i 5O (acute localized pain transfusion reaction ; ALPTR) & B3 % DA%
BUTE RN LEEZLND.
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